
August 29, 2023 

Meredith Di Liberto, Esq.  
Judicial Watch, Inc. 
425 Third Street, SW 
Suite 800 
Washington, DC 20024 
Via Email: mdiliberto@judicialwatch.org 

RE: FDA FOIA Requests 2022-1620, 2022-1621 and 2022-1622; 
 Judicial Watch, Inc. v. HHS, Civ. A. No. 22-3152 (APM) 

Dear Ms. Di Liberto: 

This is a response to the Freedom of Information Act (FOIA) request numbers 2022-1620, 2022-
1621, and 2022-1622 that is the subject of the Complaint in Judicial Watch, Inc. v. HHS, Civ. A. 
No. 22-3152 (APM), now pending in the U.S. District Court for the District of Columbia.  

FOIA requests 2022-1620, 2022-1621, and 2022-1622 seek, among other things, 
correspondence regarding Mifeprex (mifepristone) stability and dissolution test results.  
Please find enclosed 588 pages of responsive records. The pages are Bates-numbered 
FDACDER000001 to FDACDER000588.   

Please direct any questions regarding this response to Christine Coogle of the Department of 
Justice, at (202) 880-0282 or christine.l.coogle@usdoj.gov.  

Sincerely,  

Howard Philips 
Supervisory Regulatory Counsel 
Division of Information Disclosure Policy 
Center for Drug Evaluation and Research  

cc:  Christine Coogle, Esq. 
Stephanie Nguyen, Esq. 

Obtained via FOIA by Judicial Watch, Inc.
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POPULATION COUNCIUDANCO LABORATORIES, LLC 

ANNUAL REPORT FOR MIFEPRISTONE TABLETS, 200 mg 

NOA# 20-687 

TIME PERIOD COVERED: SEPTEMBER 28, 2000-SEPTEMBER 27, 2001 

This document constitutes trade secret and confidential commercial information exempt 
from public disclosure under 21 C.F.R. 20.61 . Should FDA tentatively determine that 
any portion of this document is disclosable in response to a request under the Freedom 
of Information Act, Danco Laboratories, LLC requests immediate notification and an 
opportunity for consultation in accordance with 21 C.F.R 20.45. Contact number is 
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Population Council/Danco Laboratories, LLC 
Annual Report for Mifepristone Tablets, 200 mg 

Sept. 28, 2000 - Sept. 27, 2001 
NDA 20-687 
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Population Council/Danco Laboratories, LLC 
Annual Report for Mifepristone Tablets, 200 mg 

Sept. 28, 2000 - Sept. 27, 2001 
NDA 20-687 

9(a) SUMMARY OF SIGNIFICANT NEW INFORMATION 

The reporting period for the first year since approval included approximately ten 
and a half months during which Mifeprex was available to health care providers 
and their patients. 

During that time, thirty-two adverse events were reported to Danco and reported 
by Danco to FDA in periodic reports. Of the 32 reported adverse events, two 
were 15-day reports (the others were not serious and/or not unexpected). One of 
the 15-day reports was reported as "hemorrhage due to a ruptured ectopic 
pregnancy and death." The other was reported as "post abortal 
parametritis/endometritis, adult respiratory distress syndrome and bilateral 
pneumonia. " This latter 15-day report and one case where fever was reported 
represent the total reports on the marketed drug suggesting infection. In 
addition, one infection was reported in the Population Council's 200 mg 
mifepristone study and one death due to clostridium sordelli infection was 
reported in the Canadian study. A labeling supplement submitted on November 
14, 2001 proposed new text on bacterial infection for inclusion in the prescribing 
information. 

The approval letter for this product waived the pediatric requirement, so nothing 
on that subject is reported. 
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Annual Report for Mifepristone Tablets, 200 mg 

9(b) DISTRIBUTION DATA 

Sept. 28, 2000 - Sept. 27, 2001 
NOA 20-687 

During the reporting period of September 28, 2000 to September 27, 2001 , a 
total of batches were released for distribution. 

The NOC number for Mifepristone Tablets, 200 mg is 64875-001-03. A summary 
of the commercial distribution data for the reporting period is tabulated below. 

DISTRIBUTION DATA FOR MIFEPRISTONE TABLETS, 200 mg 

NOC 64875-001-03 Number of packages 
3 tablets/ 

Number of 
Number of 

Net number in commerce 

The distribution system agreed with the FDA at approval remains in place. 
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Annual Report for Mifepristone Tablets, 200 mg 

9(c) LABELING 

Sept. 28, 2000 - Sept. 27, 2001 
NOA 20-687 

There were no changes in the labeling during the reporting period . 

Attached are samples of the printed foil , package insert, package carton, patient 
brochure and medication guide. 
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NOA20-687 
Sample of Aluminum Foil 

September 2001 
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• 

NDA20-617 
Sample of Pack._ Insert 

September 2001 

·- ~ 

.. 
MIFEPREX™ 

i (mifepristone). Tablets, 200 mg 
·i For Oral Administration Only 
~.--------------,-------, g If Mifeprex• results in incomplete abortion, surgical intervention may 
" be necessruy. Prcscribers should determine in advanc~ whether they wil 
j provide such care themselves or through other providers. Prescribers 
.,, should also give patien.lS clear instructions on whom to calf and wl,at IO 
~ do in the event of an emergency following administration of Mifeprcx. 

!t: Prescnl>crs should make sure tha1 patients receive and have nn opportunity 
IS to discuss the Medication G~ide and the PATIENT AQREEMENT. ~ . ~D_E_S_CRJ_ PT_ I_O_N_ · __ .__ ______ .__ ___ ~ 
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MIFEPREXTP)1 
(mifepristone) Tablets, 200 mg 
For Oral Administration Only 

lfMifeprex• results in incomplete abortion, surgical intervention may 
be necessary. Pmicribers should determine in advance whether they wil 
provide such care themselves or through other providers. P=cribers 
should alM> give patients clear instructions on miom to riil( md whl!t 10 
do in the event ofao emergency following administration ofMifeprex. 

Prescribm should make sure I.hat palienlS receive and have an opportunil)' 
to discuss the Medication Guide and the PATIENT AGREEMENT. 

DESCRJPTJON 

Mifeprex tablets each contain 200 mg of mifcprislone, a synthetic 
steroid with aotil)rogcstational effects. The iablcts are light yellow in 
color, cylindrical and bicoovcx, and l1rC intcodcd for oral administration 
only. The tablets include the inactive ingredients oolloidal silica anhydrous, 
com srarcil, povidone, microcrysralllne cellulose, and magnesium 
stearate. 

Mifepristone is a substituted 19-nor steroid compound chemically desig­
nated as 118-[p-(Dimethylamino)phedyl]-176-hydroxy-17-
(l-propynyl)estn-4,9-.dien-3-one. It,; empirical formula is ◊.?9l:135NO2. 
ltS structural formula is: 

CH1 

CH1".J~--s::, li,OH u , .....C•~-CH1 
H . 

0 

The compound is a yellow powder with o molecular weightof 429.6 and 
o melting point of t 92-l 96"C. It is \'Cry roluble in methanol, ehlorofonn 
and eceione and poorly soluble in water. hexane and isopropyl ether. 

• Mifeprex is a trademark of Danco Laboratories. LLC. 

CLINICAL PHARMACOLOGY 

Phannaccdynamlc Activity 

The anti-progestational activity of mifepristone results fi)>m oompetitive 
interaction with progesterone al progesttrooe-receptor sires. Based on 
studies with various oral doses in ~evcral animal species (mou,se, rat, 
rabbit and monkey), the compound inhibits the a~tiviiy of endogenous 
or exogenous progesterone. The tennination of p~gnancy resuJts. 

Doses of I mg/leg or greater of mifepristone have been shown LO antag­
onize lhe endometrial and myometrial effect.< of progesterone in 
women. During pregnancy, the compound sensittzes the myomettium to 
the contraction-inducing actlvity of prostag)andlna. 

Mifepristone also ~ibits antiglucooorticoid and weak onliandrogenic 
activity. The activity of the Rlueoeortieoid dexamcthasooc in rats was 
inhibited following doses or IO to 25 mg/kg of mifepristone. Ooses of 
4.5 m8'ka or greater in humnn beings resulted in a compensato'ry eleva­
tion of adrenocorticotropic honnone (ACTH) and cortisol • 
Alltiondrogcnic activity was observed in rat., following repeated admin­
istration of doses fiom IO to I 00 mg/kg. 

Pharmacoldnetics and Metabolism 

Absorption 

Following oral administration of a single dose of600 mg, mifepristone 
is rapidly absorbed, with a peak plasma conccmntion of I .98 mg/I 
occurring epproxima1ely 90 minutes after ingestion. The 2bsolute 
bioavailability of a 20 mg oral dose is 69%. 

Dirtribution 

Mifcpristone is 98% bound to plasma proteins, albumin and Ol1-acid 
glyeoprotein. Bindini;; 10 the (ott<T protein is soturablc, and the drug dis­
plays nonlinear kinetics with respect to plasma concentration and clear­
ance. Followin$ a distribution phase, chmination of mifepristone is slow 
at first (50%, ehmintte<I between I 2 and 72 hours) and then becomes 
more npid with a terminal elimination half-life of 18 hours. 

Mttabolism 

Metabolism of mifepris1one is_primarily via palhways involving N­
demcthylation and 1cm1inal hydroxylauon o(thc 17-propyoyl chain. In 
vitro studies have.shown that CYP450 3A4 is p'nmarily responsible for 
lhc metabolism. The three major metabolitcS identified In humans are: 
(I) RU 42 633, lhe most widely found in plasma, is the N-mono­
demcthylatcd metabolite; (2) RU 42 848, which resulis from the loss of 
two methyl groups from the 4-dimethylaminopbenyl in position 118; 
and (3) RU 42 698. which resulu from terminal hydroxylation of the 
17-propynyl chain. 

Excretion 

By II days after a 600 mg dose of tririated compound, 83% of the drug 
has been accounted for by the feces and 9% by lhc urine. Serum levels 
are undetecl8ble by 11 days. 

Sp«ial Populations 

The effects of age, hepatic disease and renal disease on the safety, effi­
cacy and pharrnacokinetics or mifopris1one have not been inves1iga1cd. 

Clinical Studies 

Safety and efficacy data from the U.S. clinical trials o.nd from two 
French trials of mifepristone are reported below. The U.S. trials provide 
safccy da,a on SS9 women 11nd efficacy data on 827 worneu with gesia­
tion durations of 49 days or less {dated from the first day oftbe last 
mensarual period). In the two Freneh cliniClll trials, safety evsluable data 
att available for 1800 women, while efficacy infonnation is available 
for 1681 of these women. Su= was defined as the comple,te expul­
sion of the product$ of conccptiop without lb<> need for surgical inter. 
vention. The overall rates of success and failure, shown by reason for 
failure, for the U.S. and French srudies appear in Table I. 

In th~ U.S. trials, 9~.IYo of the 827 subjects had a complete medical , 
abortJon, as shown ,n Table I. In 52 women (6.3%) expulsion occumd 
within two days, and resulted from the action of mifepristone (600 mg) 
alone, unaided by misoprostol, an analog ofprwtaglandin E1. All other 
women without an apparent expulsion took a 400. µg dose of miso·p· ros­
tol two days after taking mifepristone. Many.women (44.1%) in the 
U.S. trials expelled the products of eoncept10n within four ho~ after 
taking misoprostol and 62.8% experienced e,cpulsion within 24 bow:s 
after thcmiso_prostol administration. Tiicre were 65 women (7 .9¾) who 
received surgical interventions: 13 {1.6%) were medically indicated 
interventions during the sN.dy period, mostly for excessive bleeding; 
five {0.6%) interventions OCCtJrred al the patient's reques1; 39 women 
(4.7%) had incomplete abortions at the end of the study protocol; and 
eight (t.o>/4) bad ongoing pregnancies at the end of the study protocol. 

Women who participated in the U.S. tri&ls r<Occ:t the racial And ethnic 
composition of American women. The majority of women (71.4%) 
were Caucasian, while 11.3% were African American, I 0.9% were East 
Asian. and 4.7% were Hispanic. A small ~entage (1.7%) belonged to 
olher racial or ethnic groups. Women aged 18 to 45 were enrolled in 
the trials. Neorly two-thirds (66.00.4) of the women were under 30 years 
old with a mean age of27 years. · 

In the French trials, complete medical abortion occurred in 95.S¾ of the 
168 l subjects, as shown in Table I . In 89 ""mm (:S.3%), complete 
abortion occurred within two days oftakingmifepnstone(600 mg). 
About half of the women (50.3%) in the French trials expelled the prod­
ucts of conception during the first four hours immediately following 
administn1tion of misopros1ol and 72.3% experienced expulsion wi.thin 
24 hours afler toking misoprostol. In total, 4.5% of women in the 
French trials ultimately received surgical intervention for excessive 
bleeding, incomplete abortions, or ongoing pregnancies at the end of the 
prolOcol. 

o.u. ... .-.u..»c 
Tru-•1twkh Mlkpµ,tGOt u4 Mbopro,tol lo lk V.S. od f'Mch 1'riall 

U.S.Trtab f'"rta.dtT'i'bll 

H " N .. ---- ----
Complett wdic&I abortltn 7'1 '1.1 tl05 95.S 

Timing a(p.r,ubton 
ll<!on,""11111dwl1 l2 (6J) 89 (S.J) 

liurircl<C>Olldvi<it 
- lm than 4 his aft-a ma_llq)(()IIO.f 365 , . (44.1) ~ (,lO.l) 

Afterceocwdvidt 

- a,eot<r llWl • hr; but lffl lhan 2, hn ... ~ 1!$ (18.7) I X> (22.0) 
- .,,,.....lhanl• lnaJlcrmi-,ol 68 (SJ) t•s (8.6) 

Time or <lqlll)sloo unkoown 122 (14.I) tlS (9.2) 

So raJ<al lo -u.. 6S 1., 1' 4.S 

Beuon for curpm 
MocliOllly ,-"'l' .,,.,,,.,.;..,,4.,,;n, 

lbe m,dy periol tl (I.I) NA (NA) 
P'atiert request l {0.6) NA (NA) 
,..,_,,.., ofbleodioa dunn,11ody NA ()'IA) 6 (O.l) 
._, ... """'1,ion.,.,...,.md 39 (4,1) ,1 (2.9) 
Oogoing pngnan<y Ill lllldy md I (t~ 21 (l.l) 

T•tal 821 tot 1"1 JOO 

ll~e.· Mlfapris_,_6()() ~ordwcu fldntWslaW o,, t>,,y I, ~iOI 400n 
-1W<Ugj.,.. °" Dt!),J (s--"visf/J. 

INDICATJON AND USAGE 

Mifcprex is indicated for the medical tennination of intrauterine preg­
nancy through 49 days' pregnancy. for purposes of this trtatment, 
pregnancy is dated from the first day of the last menstrual period in a 
presumed 28 day cycle with ovulation occurring at mid-cycle. The 
duration of pregnancy may be determined from menstrual history and 
by clinical examination. UltTasOnograpbic scan should be used if the 
dU111tion or pregnancy iS uncertain, or if ectopic pregnancy is suspected. 

Any intrauterine device ("IUD") should Ile removed before treatment 
with Mifeprex begins. 

Patients taking Mifeprex must rake 400 µg of m.isoprostol two days 
after tal;og mifepristone unless s complete abortion has already been 
confirmed before that time (,cc DOSAGE AND ADMINISTRATION). 

~•ncy tormi_nation by surgery is recommended in cases when 
M1feprex and m1soprostol fail to cause tenninatlon of intrauterine preg­
nancy (sec PRECAUTIONS). 

CONTRAINDICATIONS 

Administration of Mifeprcx and misoprostol for the 1ennination of preg­
nancy (the "treatment procedure") is contraindicated in patients with 
any one of the following conditions: 
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Confirmed or suspected ectopic pregnancy or undiagnosed 
ednexal mass (the treatment procedure will not be effective 
to tenninate an ectopic pregnancy); 
JUD in place (see INDICATION AND USAGE); 
Chronic adrenal failure; 
Concurrenr long-term corticosteroid therapy; 
History of allergy to mifepristone. misoprostol or other 
prostaglandin; 
Hemorrhagic disorders or-concurrent ariticoagulant therapy; 
Inherited porphyrias. 

Because it is important to have access to appropriate medical care if an 
emergency develops, the treatment procedure is contraindicated if a 
patient does not have adequate access to medical facilities equipped to 
pruvide emergency treatment of incomplete abortion, blood transfu­
sions, and eme11:ency resuscitation dunng the period from the first visit 
until discharged by the administering physician. 

Mifeprex also should not be used by any patient who may be unable to 
understand the effects of the treatment procedure or to comply with its 
regimen. Patients should be insb11cied to review the Medication Guide 
and the PATIBNT AGREEMENT provided with Mifeprex carefully and 
should be given a copy of the product label for their review. Patients 
should discuss their understanding of these materials with their health 
care providers, and retain the Medication Guide for later reference (see 

, PRECAUTIONS). 

WARNINGS 
(see CON"JllAINDICATIONS) 

1. Bleeding 

Vaginal bleeding occurs in almost aU patients during the rreatment pro­
cedure. According to data from the U.S. and French trials, women 
should expect to experience bleeding or potting for an average llf nine 
to 16 days, while up to 8% of all subjects may experience some type of 
bleeding for 30 days or more. Bleeding was reponed to last for 69 days 
in one patient in the French rriols. In general the duration of bleeding 
and spotting increased as the duration of the pregnancy increased. 

In some cases, excessive bleeding may require IJ'eatment by vasocon­
strictor drugs, curettage, administration of aline infusions, and/or blood 
transfusions. In the U.S. trials, 4.8% of subjects received administratio11 
of uterotonic medications and nine women (I .0"/4) received intravenous 
fluids. Vasoconstrictor drugs were used in 4.3% of all subjects in the 
French trials, and in S.5% of women there was a decrease in hemo­
globin of more than 2 g/dL. Blood transfusions were administered in 
one of859 subjects in the U.S. trials and in two of 1800 subjects in the 
French trials. Since heavy bleeding requiring cun:ttage occurs in about 
1% of patients, special care should be given to patients with hemostatic 
disorders, hypoeoagulability, or severe anemia. 

l. Confirmation of Pregnancy Termination 

Patients should be scheduled for and return for a follow-up visit at 
approximately 14 days after administration of mifepi-istone to .confiJin 
that the pregnancy is completely tenniru!ted and to assess the degree of 
bleeding. Vaginal bleeding is not evidence oftbe termination of preg­
nancy. Termination can be confumed by clinical examination or ultra­
sonographic scan. Lack of bleeding following treatment., however, usu­
ally indicates failure. Medical abortion fai lures should be managed with 
~cal termination. 

PRECAUTIO S 

General 

Mifeprex is available only in single dose packaging. Administration 
must be under the supervision of a qualified physician (sec DOSAGE 
AND ADMINISTRATION). 

The use of Mifeprex is assumed to require the same preventive mea­
sures as those taken prior to and during surgical abortion to prevent rhe­
sus immunization. 

There are no dalll on the safety and effica.cy of mifepristonc in women 
with chronic medical conditions such as cardiovascular, hypenensive, 
hepatic, respiratory or renal disease; insulin-dependent diabetes mel­
litus; severe anemia or heavy smoking. Women who are more than 35 
years of age and who also smoke lO or more cigarcnes per day should 
be treated with caution because such patients were generally excluded 
from clinical trials of mifepristone. 

Although there is no clinical evidence, the effectiveness of Mifeprex 
may be lower ifmisoprostol is administered more than ~o days after 
mifepristoile administration. 

Information for Patien(s 

Patients should be fully advised of the treatment procedure and its 
effects. Patients should be given a copy of the Medication Guide and 
the PATIENT AGREEMENT. (Additional copies of the Medicatio.n 
Guide and the PATIENT AGREEMENT are available by contacting 
Danco Laboratories at 1-877-4 Early Option) (l-877-432-7596). 
Patients should be advised to review both the Medication Guide and the 
PATIE T AGREEMENT, and should be given the opportunity to dis­
cuss them and obtain answers to any questions they may have. Each 

. patient must understand: 

the necessity of completing the treatment schedule, including a 
follow-up visit approximately 14 days after taking Mifeprex; 
that vaginal bleeding and uterine cramping probably will occur, 
that prolonged or heavy vaginal bleeding is not proof of a 
complete expulsion; 
that if the treatment fails, there is a risk of fetal malformation; 
that medical abortion treatment failures are managed by 
surgical termination; and 
the steps to take i11 an emergency situation, including pre­
cise insb11ctions and a 1elephone number that she can call if 
she has any problems or concerns. 

Another pregnancy can occur following termination of pregnancy and 
before resumption of normal mens . Contraception can be initiated as 
soon ds the termination of the pregnancy bas been confirmed. or before 
the woman resumes-"xual inten:ourse. 

Patient information is included with each package ofMifeprex (see 
Medication Guide). 

Laho111tory Tests 

Clinical examination is necessary 10 confirm the complete termination 
of pre&1Jancy after the treatment procedure. Changes in quantitative 
human Chorionic Gonadotropin (hCG).levels will not be decisive until 
at least IO days.after the administration of Mifeprex. A continuing 
pregnancy can be confinned by ultrasonographic scan. 
The exisreoce of debris in the uterus following the treapnent procedure 
will not n~ly require S\IIllC,Y for its removal: · 

Decreases in hemoglobin concentration, bematocrit and red blood cell 
count occur in some women who bleed heavily. Hemoglobin decreases 
of more than 2 g/dL occurred in 5.5% of subjects during the French 
clinical lrials of mifep[istone and misoprostol. 

Clinically significant changes in serum enzyme (serum glutamic 
oxaloacetic ll8Dsaminase (SGOT), serum glutamic pyruvic transaminase , 
(SOPT), alkaline phosphatase, gamma-glutarnyltransferase (GT) activ-
ities were rarely reported, • 

Drug Interactions 

Although specific drug or food interactions with mifepristone have not 
been studied, on the basi~ of this drug's mc,tabolism by CYP 3A4, it is 
possible that lcetoconawle, itraconazolc, erythromycin, and grapefiuit 
juice may inhibit its metabolism (increasing serum levels of mifepris-
1one). Furthermore, rifampio, dexametha one, St John's Wort, and cer­
tain anticonvulsants (phenytoin, phenobarbital, carbamazepine) may 
induce mifepri tone metabolism Oowering scrum levels of mifep.ristone). 

Based on in vitro inhibition information, coadministration of mifepris­
tone may lead to an increase in serum levels of drugs tha, arc CYP 3A4 
substrates. Due to the slow elimination of mifepristone from the body, 
such interaction may be observed for a prolonged period after its admin­
istration. Therefore, caution should be exercised when mifepristooe is 
administered with drugs that are CYP 3A4 substrates and have narrow 
therapeutic range, including some agents used during general anesthesia. 

Carcinogenesis, Muta.genesis, lmpalnnent or ,Fertility 

No Icing-term studies to evaluate the carcinogenic potential of mifepris­
tone have been perfnnned. Results from studies "tOnducted in vitro and 
in animals have revealed no genotoxic potential for mifel?ristone. 
Among the tests carried out \Vere: Ames test with and without metabol­
ic activation; gene conversion test in Saccharomyces cerevisiae .D4 
cells; forward mutation in Schizosaccharomyces pompe PI cells; induc­
tion of unscheduled DNA synthesis in cultured, HeLa cells; induction of 
chromosome aberrations in CHO cells; in vitro test for gene mutation in 
V79 Chinese hamster lung cells; and micronucleus test in mice. 

The pharmacological activity of mifepristone disrupts the estrus cycle of 
animals, precluding studies designed to assess effects on fenility during 
drug administration. Three studies have been performed in rats to deter• 
mine whether there were residual effects on reproductive function after 
termination of the drug ellposure. 

In rats, administration of the lowest oral'dose of0.3 mg/kg/day caused 
severe' disruption of the estrus cycles for the three weeks of the treat~ 
mem period. Following resumption of the estrus cycle, animals were 
mated and no effect on reproductive performance was observed. In a 
neonatal exposure study in rats, the administration of a subcutaneous 
dose of mifepristone up to J 00 mg/kg on the first day after birth had no 
adverse effect on future reproductive function in males or females. The 
onset ofpubeny was observed to be slightly premature in female rats 
neonatally exposed to mifepristone. In a separate study in rats, oviduct 
and ova,y malformations in .female rats, delayed male pubeny, deficient 
male sexual behavior, reduced testicular size, and lowered ejaculation 
frequency were noted after exposure to mifcpristone (I mg every other 
day) as neonates. 

Pregnancy 

Mifepristone is indicated for use in the termination of pregnancy 
(through 49 days' pregnancy) and bas no other approved indication for 
use during pregnancy. 

Teratogenic Effects 

Human Data 
Over 620,000 women in Europe have talcen mifepristone in combination 
with a prostaglandin to terminate pregnancy. Among these 620,000 
women, about 415,000 have received mifepristone together-with miso­
prostol. As of May 2000 a total of 82 cases have been reported in which 
women with on-going pregnancies after using mifepristone alone or 
mifepristone followed by misoprostol declined to have a surgical proce­
dure at that time. These cases an: summarized in Table 2. 

Tab!< l 

Repor1~ °''" (•1 of l\hy ?800) or Ost'"SOW• Prrpuclts Not Tirn,:,.inam.1 by Su-peal 
AbortloJt at the: End orTttttmm.f witit P.:lff'~prirtHt Aloae 

or wlllli Mlfe:priJtOiile-Mkoprostol 

Mlfq,-rktoar Miftprlrtone- Total 
Alooe Mb-opronol 

absequHtly bd aurpctJ ■bottkJa 3 7 10 
No abr1ol"M(Jflffadct«.1d 1 7 9 
Ab,tomta.l1tia lht« ld I a I 

(slrenomdia. cl,ft pa/aJ') 

ub>r<ju<0dy resulled Ill U.. blrtb 13 lJ l6 
No abnonnalitiu dn«1al 01 blrdr /J /J 16 
tfbnomtal!t1ft tkt«td ol birth a 0 a 

Od1:e:r/Unlcnowa 26 20 46 
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Several n,pons in the liternture indicate that prostaglondins, including 
misoproslol, may have 1en11ogenic elfecls in human being:;. Skull 
defects, cranial nerve palsies, delayed growth and psychomotor devel­
opment, facia l malformation and limb defects have all been reponed 
afler exposure during the fim trimester. 

Animal Data 
( Teratology studies in mice, rats and rabbits at doses of 0.25 to 4.0 
] mg/kg (less th.an 1/100 to approximately 1/3 lhe human exposure level 

based on body surface area) were carried out. Because of the anli­
progestational activity of mifepristone, fetal losses were much higher 
than in control animals. Skull deformities were detected in rabbit stud-

II ies at -approximately 1/6 the human exposure, although no teratogenic 
b effects of mifepristone have been observed to date in rats or mice. 
P These deformities were most likely due to the meohanieal effeclS of 
s' uterine conimctions resulting from decreased progesterone levels. 
d 
p Nonto otogMiC Effects 

t, The indication for use of Mifeprex in conjunction with misoprostol is 
for the termination of pregnancy through 49 days' duration of pregnancy 

[ (as dated from the first day of the last menstrual period). These drur 
11 together disrupt pregnancy by causing decidual necrosis, myometria 

contractions and cervical softening, leading to the expulsion of the prod-
c ucts of conception. 
0 urs lng Mothers 
C 
s It is not known whell!er mifepristone is excreted in human milk. Many 

hormones with a similar chemical structure, however, are excreted in 
~ breast milk. Sioce the effects of mlfeprisrone on infenls arc unknown, 

11 breast-feeding women should consult with their health care provider lo 
( decide if they should discard their breast milk for a few days following 
I administration of the medications. 

Pediatric Use 

Safety and effectiveness in pediatric patients have not been established. 

ADVERSE REACTION 

The treatment procedure is designed to induce the vaginal bleeding and 
uterine cramping necessary to produce an abortion. Nearly all of the 
women who receive Mifeprex and misoprostol will repor1 adverse reac­
tions, and many can be expected to repor1 more than one such reaction. 
About 90% of patients report adverse reactions following administration 

1 of misoprostol on day three of the treatment procedure. 111ose adverse 
events that occurred with a frequency greater than I% In the U.S. and 
French trials are shown in Table 3. 

' Bleeding and cramping are expected consequences of the action of 
MifCP.rex as used in the treatment procedure. Following administration 
of mtfepristone and misoprostol in the French clinical studies, 80 to 
900/o of women reported bleeding more heavily than they do during a 
heavy meustrual period (sec WARNINGS, Bleeding for additional inform­
ation}. Women also typically experience abdominal pain, i.ncluding 
uterine cramping. Other commonly reparted side effects were nausea, 
vomiting and di:urbea Pelvic pain, Jhloting, headache, dizziness, and . 

r asthenia occurred 111TCly, Some adverse reactions reported during' the 
four hours following administration of misoprostol were judged by 
women as being more severe than others: the percentage of women who 
considered any particular adverse event as severe ranged from 2 10 35% 
in the U.S. and French trials. After the third day of the treatment proce­
dure, the number of repor1s of adverse reactions declined progressively 
in the French triels, so that by day 14, repol1s were rare except for 
reports of bleeding and spottmg. 

T•blm3 

Typ< ar Rq,orted Adv<ne fun11 f'0Uowtn1 Admlol<lntlon or 
Mlfq111m1oe D d MilopJ'Oltol lo lb< 11.S. aad F..,,<ll T,lab• fp,n,m._) 

IJ.S. Trial< F...,,b Trial, 
----

Abdominal Polo (cramplna) 9'i NA 
IJlatnecnmping NA 0 
N1usea 61 43 

H......,hc, 31 2 
Vomitini M Ii 
[);umc,, 20 12 
Dizzlneu 12 
Fatigue 10 NA 

!lldlplin 9 NA 
U1erine-hc:morthaac, 5 NA 
f....., NA 
Viral lnfcdicru 4 NA 

VaJinitu l NA 
Rigors (chmolsbaldns) NA 
Dyspepsia NA 

Insomnia NA 
Aslhenlo I 
L<apaln l NA 
/,DXiely 2 A 
~emi• NA 
Lntlconti<a 2 NA 
Sinu,itis NA 
Syncope NA 
o.a- In hemoglobin _.., th111 2 ,!/<II. NA 6 
Pelviepaln N.;. 
FlinWIII NA 

• Only od...., ,--will, inddmoe >I% ""' lnduded. 

OVERDOSAGE 

o serious advers11 reactions were reported in tolerance studies in 
henlthv nnn.nreomml fem:.h• ~rut hr.a1flw mAl.r 11;11hiprk \vh,-f"P mi(.i:-r1ric. 

oven:lose, she should be observed closely for signs of adrenal failure. 

The oral acute lethal dose of mifepristone in the mouse, rat and dog is 
greater than I 000 mil/kg (eboul I 00 times lhe human dose recommend­
ed for termination oi"pregnancy). 

DO AGE AND ADMI ISTRATIO 

Treannent with Mifoprex and misoprostol for the termination ofpreg- I 
nancy requires three office vis.i~ by the patient Mifepre~ should be ere­
scribed only by physicians who have read nnd understood the prescnb­
ing information. Mifeprex may be administered only in a clinic, medical 
office, or hospital, by or under th.e supervision of a physician, able to 
assess the gestational age of an embryo and to diagnose ectopic preg- I 
nancies. Physicians must also be able to provide surgical intervention in 
cases of incomplete abortion or severe bleeding, or have made plans to I 

provide such care through others, and be able to assure patient access to 
medkal facilities equipped Lo provide blood transfusions and resuscita­
tion, if necessa:y. 

Day One: Mifepre Administntion 

PalieolS must read the Medication Guide and read and sign the 
PATU:NT AGREEMENT before MiJ:eprex is awninistered. 

Three 200 mg tablets (600 mg) of Mifeprex are taken in a single oral dose. 

Day Three: Misoprostol Admlnlslratlon 

The patient returns to the healthcare provider two days after ingesting 
Mifeprex_ Unless abortion has occurred and has been confinned by clin­
ical examination or ultrasonographic scan, the patient takes two 200 µg 
tablets (400 µg) ofmisoprostol omUy. 

During the period immediately following the administration of miso­
prostol, the patient may need medication for cramps or gastrointestinal 
symptoms (see ADVERSE REACTIONS). The patient should be given 
instructions on what to do if significant discomfort, excessive bleeding 
or other adverse reactions OCC\lr and should be given n {hone number to 
call if she has questions following the administmtion o llte misoP.rostol. 
ln addition, the name and phone number of the physician who will be 
handling emergencies should be provided to the patient. 

Day 14: Post-Treatment Enmlnatlon 

Patients will return for a follow-up visit approximately 14 days after the 
administmtion of Mifcprex. This visit is very imponant to confirm by 
clinical exnmination or ultrasonogmphic scan that a complete termina­
tion of pregnancy bas occurred. 

According to data from the U.S. and French studies, women should 
expect to experience bleeding or spotting for an average of nine to 16 
days. Up to 8% of women may experience some type of bleeding for 
more than 30 days. Persistence of heavy or moderate vaginal bleeding at 
this visit, however, could indicate an incomplete abortion, 

Patients who have llll ongoing pregnancy at this visit have a risk of fetal 
malformation resulting from the treatment. Surgical termination is rec­
ommended lo manage mcdicaJ abortion treatment failures (see PRE­
CAUTIONS, Pregnancy), 

Adverse events, such hospitalization, blood transfusion, ongoing 
pregnancy, or other major complications following !he use of Mifeprex 
and misoprostol must be reported 10 Danco Laboratories. Please provide 
a brief cl mica I and adll'linistmtive synopsis of any such adverse events 
in writing to: 

Medical Di.rector 
Danco Laboratories, LLC 

.P.O. Box 4816 
New York, NY 10185 
1-877-4 Early Option (1-877-432-7596) 

For immediate consultation 24 hours a day, 7 days a week with an 
expert in mifepristone, call Danco Laboratories at 1-877-4 Early Option 
(1-877-432-7596). 

HOWS J>PLIED 

Mifeprex will be supplied only to licensed physicians who sign and 
retum a Prescriber's Agreement. Distribution of Mifeprex will be sub­
ject lo specific requirements imposed by the distributor, including pro­
cedures for stomge, dosage tracking, damaged product returns and other 
maners. Mifeprex is a prescription drug, although it will not be avail­
able to the public through licensed pharmacies. 

Mifeprcx is supplied as light yellow, cylindricaJ, bi-convex tablets 
impnoted on one side with ~MF." Each tablet contains 200 mg of 
mifepristone. Tablets are packaged in single dose blister packets con­
taining three tablelS and are supplied in individual canons (National 
Drug Code 6487500103). · 

Store al 25°C (77°P); ex.cursions pennitted 10 15-30°C (59-86°F) [see 
USP Controlled Room Temperature]. 

Manufactured for: 
Danco Laboratori~, LLC 
P.O. Box4816 
New York, NY 10185 
I- 17-4 Early Option (1-877-432-7596} 
www.earlyop1ioopiJI com 
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Mifeprex (MIF-eh-prex) 
(mifepristone) 

Read this information carefully before taking Mifcprcx and misoproslol. 
h will help you understand how the treatment works. This Medication 
Guide does not lake the place of talking with your health care provider 
(provider). 

What is the most important 
information I should know about 
Mifeprex? 

M;feprn is ustd to end an early pregnancy. It is nol approved for 
ending later prellnancies. Early pregnancy means ii is 49 days (7 
weeks) or less smce your last menstrual period began. By using 
Mifeprex, you probably will nm need a surgical procedure 10 end your 
pregnancy. 

When you use MJfeprex, you also need to take another medicine 
called misoprostol- You lake misoprostol 2 days after you lake 
Mifeprex. 

You need to sign a statement (PATIENT AGREEMENT). Before 
you get Mifeprex, you will need to read and understand the information 
in this Medication Guide. Then you will need 10 sign a Slatement that 
you have decided to end your pregnancy. 

You must visit your provider on Day I , Day 3, and about Day 14. 
Sec the section called "How should I take Mifeprex?" for information 
about what happens at each visit. If you do not follow all the steps in 
"How should I take Mifeprcx?" you will not know if your pregnancy 
has ended. 

Whot to do if you are still pregnant after MJfeprex or Mlfepru with 
misoprostol treatment. If you are still pregnant. your provider will talk 
with you about the other choices you have, including a surgical proce­
dure to cod your pregnancy. There is a chance that there may be bi.nh 
defects if the pregnancy is not ended. 

Symptoms to expect. This treatment causes cramping and bleeding. 
Usually, these symptoms mean that ,the treatment is working. But 
sometimes you can get cramping and bleeding and still be pregnant. 
This is why you must return to your provider on Day 3 and about Day 14. 

If you arc not already bleeding after taking Mifeprex, you probably will 
begin to bleed onte you lake misoprostol. This ,s a medicme you lake 
on Day 3. Bleeding or spotting can be expected for an avera~c of 9-16 
days and may last for up to 30 days. Your bleeding may be similar to, 
or greater than, a normal heavy period. You may see blood clots and 
tissue that come from your uterus. This is an expected part of ending 
the pregnancy. 

Heavy bleeding and the need for sur,ery. In about I out of 100 
women, bleeding can be so heavy that 11 requires a surgical procedure 
(curettage) 10 stop iL This is why you must llllk with your provider 
about what lo do if you need emeJl!ency care to stop heavy and possibly 
dangerous bleeding. 

Before you take Mifeprex. Your providcr will give you a telephone 
number to call if you have any questions, concerns, or problems. Your 
provider will also give you the name and phone number of who will 
handle emergencies. 

Talk with your provider. You and your provider should discuss the 
benefits and risks for you of using Mifeprex. 

What is Mifeprex? 
Mifeprcx blocks a hormone needed for your pregnancy to oontinue. When 
used together with another medicine called misoprostol, Mifeprex ends 
your pregnancy. About 5-8 out of l 00 women taking Mifeprcx will need a 
surgical procedllre to end the pregnancy or to stop too much bleeding. 

Who should not take Mifeprex? 
Some women should not take Mifeprex. Do not lake it if: 

It has been more than 49 days (7 weeks) since your last menstrual 
period began. 
You have an IUD. It must be taken out before you lake Mifeprex. 
Your provider has told you that you have o pregnancy outside the 
uterus (ectopic pregnancy). 
You have problems with your adrenal glands (chronic adrenal failure). 
You take a medicine to thin your blood. 
You have a bleeding problem. 
You take ccnain steroid medicines. 
You cannot return for the next 2 visits. 
You cannot easily get erneJl!ency medical help in the 2 week~ after 
you take Mifeprex. 
You arc allergic to mifepristone, misopros10I, or medicines that 
contain misoprostol, such as Cytolec or Arthrotec. 

Tell your provider about all your medical conditions to find out if you 
can take Mifeprex. Also, tell your provider if you smoke at least 10 
cigarettes a day. 

How should I take Mifeprex? 
Day I at your provider's office: 

Read this Medication Guide. 
Discuss the benefits and risks of using Mifeprex to end 
your pregnancy. 
If you decide Mifcprex is right for you, sign the PATIBNT 
AGREEMENT. 
After getting a physical exam, swallow 3 tablets of 
Mifeprex. 

Day 3 at your provider's office: 
Your provider will check to see if you are still pregnant 
If you are still pregnan~ take 2 misoprostol tablets. 
Mtsoprostol may·causc cramps, nausea, diarrhea, and other 
symptoms. Your health care provider may send you home 
with medicines for these symptoms. 

About Day 14 at your provider 's office: 
This follow-up v~it is very imporlanl You must return to 
the provider about 2 weeks after you took Mifeprec 10 be 
sure you are well and that you are 001 pregnant. • 
Your provider will check whether your pregnancy has com­
pletely ended. Jr it has not eoded, there is a chance that 
there may be birth defects. If you arc still pregnant, your 
provider wiU lalk with you about the other choices you 
have, including a surgjca'! procedure to end your pregnancy. 

What should I avoid while ta~ng 
Mifeprex and misoprostol? 

You should not take certain other medicines, because they may interfere 
with the treatment. Ask your provider about what medicines you can 
lake for pain. Do not take any other prescription or non-prescription 
medicines (including beri>al medicines or supplements) at any time dur­
ing the treatment period without first asking your provider about them. 

Lfyou are breastfeeding at the time you take Mifeprex and misoprostol, 
discus~

1
with your provider if you should stop using your breast milk for 

a few oays. 

What are the possible side effects 
of using Mifeprex? 

See the section "What is the most important information I should know 
about Mifeprcx?" for symptoms to expect. 

lo some cases, bleeding can be very heavy. In a very few cases, this 
bleeding will need to be stopped by a surgical procedure. Contact your 
provider right away if you bleed enough to soak through two thick fuU­
size sanitary pads per hour for two consecutive hours or if you are con­
cerned about heavy bleeding. 

Other side effects of the treatment include diarrhea, nausea, vomiting, 
headache, dizziness, back.pain, and tiredness. These side effects lessen 
a.lier Day 3 and arc usually gone by Day 14. Your provider will tell you 
how to manage any pain or other side effects. 

If you are worried about any side effects you -bave, talk with your 
provider about them. Your-provider will give you a telephone number 
lo call if you have any questions, coocems, or problems. Your 
provider's telephone number is ___________ _ 

When should I begin birth control? 

You can become pregnant again right after your prepancy ends. If you 
do not want to become pregnant again, start using btnb control us soon as 
your pregnancy ends or before you start having sexual intercourse again. 

* * * 

Medicines are sometimes prescribed for purposes other than those listed 
in a Medication Guide. For more information, osk your provider for the 
information about Mifeprcx that is written for health care professionals. 
Ask your provider if you have any questions. 

This Medication Guide has been approved by the US Food and Drug 
Administmtion. 
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PATIENT AGREEMENT 

Mifeprex (mifepristone) Tablets 

I. I bave read the attached Medication Guide for using 
Mifeprex and misoprostol to end my pregnancy. 

2. I discussed the information with my health care provider 
(provider). 

3. My provider answered all my questions and told me about 
th.~ risks and benefits ofusing Mifeprex and misoprostol to 
end my pregnancy. 

4. I believe I am no more than 49 days (7 weeks) pregnant. 
5. I understand that I will ~e Mifeprex in my provider's 

office. 
6. I understand that I will take misoprostol in my provider's 

office two days after I take Mjfeprex (Day 3). 
7. My provider gave me advice on what to do ifl develop 

heavy bleeding or need emergency care due to the treatment. 
8. Bleeding and crarnp.ing do not mean that my pregnancy has 

ended. Therefore, I must return to my provider's office in 
about 2 weeks (about Day I 4) after I take Mifeprex to be 
sure that my pregnancy has ended and that 1 am well. 

9. I know that, in some cases, the treatment will not work. 
This happens in about 5 lo 8 women out of I 00 who use this 
treatment. 

I 0. I understand that if my pregnancy continues after any part 
of the treatment, there is a chance that there may be birth 
defects. If my pregnancy continues after treatment with 
Mifeprex and misoprostol, r will talk with my provider about 
my choices, which may include a surgical procedure to end 
my pregnancy. 

I 1. I understand that if the medicines I lake do not end my 
pregnancy and I decide to have a surgical procedure to end 
my pregnancy, or ifl need a surgical procedure to stop 
bleeding, my provider wilt do the procedure or refer me to 
another provider who will. I have the provider's name, 
address and phone number. 

12. I have my provider's name, address and phone number and 
know that I can call ifl have any questions or concerns. 

13. I have decided to take Mifeprex and misoprostol to end my 
pregnancy and will follow my provider's advice about when 
to take each drug and what to do in an emergency. 

14. I will do the following: 
return to my provider's office in 2 days (Day 3) to 
check ifmy pregnancy has ended. My provider 
will give me misoprostol ifl am still pregnant. 
return to my provider's office about 14 days after 
beginn.ing treatment to be sure that my pregnancy 
has ended and that I am well. 

Patient Signature: ______________ _ 

Patient Name (print): _________ ___ _ 

Date: _ _ ___ _ _ ___ ________ _ 

The patient signed the PATIENT AGREEMENT in my 
presence after l counseled her and answered all her questions. 
I have given her the Medication Guide for mifepristone. 

Provider's Signature: _____ ___ _____ _ 

Name of Provider print: _ ___________ _ 

Date: ___ _ _____ _______ _ __ _ 

After the patient and the provider sign this PATIENT AGREE­
MENT, give I copy to the patient before she leaves the office 
and put I copy in her medical record. Give a copy of the 
Medication Guide to the patient. 

9/28/00 
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PRIVATE OPT I ON 

H')\\ ic Mif.._r,rex provided? 
Mifeprex is provided through a doctor's office or 

clinic. The early option pill can be taken only during 

the first seven weeks of pregnancy. You make 

three visits over a two-week period. At the first visit, 

you receive the Medication Guide (to help you 

understand how the early option works), counsel ing 

and sign a statement that you have decided to end 

your pregnancy. You then take three tablets. each 

containing 200 milligrams of Mifeprex. 

Two days later, you return and take two tablets each 

containing 200 micrograms of misoprostol. A follow­

up visit approximately 12 days later is very important 

to check that the pregnancy has ended because If 

it has not ended, there is a chance that there may be 

birth defects. A few women who take Mifeprex will 

need a surgical procedure to end the pregnancy or 

to stop heavy bleeding. Your health care provider will 

communicate to you hows/he has planned to handle 

this possibi lity. 

Mifeprex offers you a more private option, with 

support and counseling readily available throughout 

the process. Your provider will give you a name and 

number to cal l if you have any questions and, if 

different. a name and number to call in an emergency. 

Where do I get 
more information? 
For more information on Mifeprex~ 

please contact the Mifeprex hotline by phone at: 

1-877-4 Early Option (1-877-432-7596) 

Or find us on the Internet at: www.earlyoptionpill.com 

* M tfeprex 1s a trademark of Danco Laboratortcs, LLC. 

II 
DANCO LABORATORIES 

The 
Optio 

I 
For endin ea 

MIFEPR EX "' 
(M1fepr1stone) Tablets, 200 mg 
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Mifeprex is a new option for American women. 

It is the first Food and Drug Administration (FDA) 

approved early option pill for ending early pregnancy. 

M1feprex followed by misoprostol is a safe and 

effective non-surgical method for ending early 

pregnancy. Women In Europe have used this option 

for more than a decade. 

Mifeprex is a non-invasive early option for ending 

pregnancy. Mifeprex is taken orally, allowing you to 

avoid anesthesia or surgery in most cases. Some 

women feel it is a more private option. When you 

choose the early option pill. you will receive 

counseling and support throughout the process. 

A PROVEN REGIMEN 

What experience has there 
been with M ifeprex? 
Mifeprex has gone through the rigorous Food and 

Drug Administration (FDA) approval process for safety 

and effectiveness. Mifeprex is the only FDA approved 

pil l for ending early pregnancy. You should tel l your 

provider about any medications you are taking. You 

should discuss with your health care provider whether 

or not Mifeprex is right for you. 

In Europe, over ha lf a million women have used 

this drug. Worldwide, this early option has now been 

approved for use in eighteen countries. 

How effective is Mifeprex? 
Mifeprex followed by misoprostol is approximately 

92- 95 percent effective in ending pregnancy. 

MIFEPREX AND YOU 

How Joes fv1ifeprex 1111ork? 
Mifeprex blocks a hormone needed to maintain 

pregnancy. When followed by another medicine, 

misoprostol, Mifeprex ends the pregnancy. 

What are the side effects 
of M ifeprex7 

Bleeding and cramping are a normal part of the 

process. You may experience bleeding similar to or 

greater than a heavy period and can expect bleeding 

or spotting for an average of 9 - 16 days. In some 

cases, women may have severe bleeding and need 

to contact their doctor right away. Side effects of the 

combined regimen that may occur include nausea, 

headache, vomiting, diarrhea, dizziness, fatigue and 

back pa in. You can take a pain reliever to help 

alleviate discomfort. 
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MEDICATION GUIDE 

MIFEPREX™ (Mifepristone) Tablets, 200 mg 
For Oral Administration Only 
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MEDICATION GUIDE 
MIFEPREX™ (MIF-eh-prex) 
(mifepristonE!) 
Read this information carefully before taki ng Mifeprex* and misoprostol. 

It will help you understand how the treatment works. This Medication 

Guide does not take the place of ta lking with your health care provider 

(provider). 

What is the most important information 
I should know about Mifeprex? 
Mifeprex is used to end an early pregnancy. It is not approved for 

ending later pregnancies. Early pregnancy means it is 49 days (7 weeks) 

or less since your last menstrual period began. By using Mifeprex, you 

probably will not need a surgical procedure to end your pregnancy. 

When you use Mifeprex, you also need to take another medicine 

called misoprostol. You take misoprosto l 2 days after you take 

Mifeprex. 

You need to sign a statement (PATIENT AGREEMENT). Before you get 

Mifeprex, you will need to read and understand the information in this 

Medication Guide. Then you will need to sign a statement that you 

have decided to end your pregnancy. 

You must visit your provider on Day 1, Day 3, and about Day 14. See 

the section called "How should I take Mifeprex?" for information about 

what happens at each visit. If you do not follow all the steps in "How 

should I take Mifeprex?" you will not know if your pregnancy has ended. 

What to do if you are still pregnant after Mifeprex or Mifeprex with 

misoprostol treatment. If you are still pregnant, your provider will 

talk with you about the other choices you have, including a surgical 

• Mifeprex is a trademark of Danco La boratories. LLC. 

2 MIFEPREX"' ( Mlfepristone ) Tablets, 200 mg 

procedure to end your pregnancy. There is a chance that there may be 

birth defects if the pregnancy is not ended. 

Symptoms to expect. This treatment causes cramping and bleeding. 

Usually, these symptoms mean that the treatment is working. But 

sometimes you can get cramping and bleeding and still be pregnant. 

This is why you must return to your provider on Day 3 and about Day 14. 

If you are not already bleeding after taking Mifeprex, you probably will 

begin to bleed once you take misoprostol. This is a medicine you take 

on Day 3. Bleeding or spotting can be expected for an average of 9- 16 
days and may last for up to 30 days. Your bleeding may be similar to, 

or greater tha n, a normal heavy period. You may see blood clots and 

tissue that come from your uterus. This is an expected part of ending 

the pregnancy. 

Heavy bleeding and the need for surgery. In about 1 out of 100 women, 

bleeding can be so heavy that it requires a surgical procedure (curettage) 

to stop it. This is why you must talk with your provider about what to 

do if you need emergency care to stop heavy and possibly dangerous 

bleeding. 

Before you take Mifeprex. Your provider will give you a telephone 

number to call if you have any questions, concerns, or problems. Your 

provider will also give you the name and phone number of who will 

handle emergencies. 

Talk with your provider. You and your provider should discuss the 

benefits and risks for you of using Mifeprex. 

What is Mifeprex? 
Mifeprex blocks a hormone needed for your pregnancy to continue. When 

used together with another medicine called misoprostol, Mifeprex ends 

MIFEPREX"' (Mlfeprlstone) Tablets, 200 mg 3 
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your pregnancy. About 5-8 out of 100 women taking Mifeprex will need 

a surgical procedure to end the pregnancy or to stop too much bleeding. 

Who should not take Mifeprex? 
Some women should not take Mifeprex. Do not take it if: 

• It has been more than 49 days (7 weeks) since your last menstrual 
period began. 

• You have an IUD. It must be taken out before you take Mifeprex. 

• Your provider has tol.d you that you have a pregnancy outside the 
uterus (ectopic pregnancy). 

• You have problems with your adrenal glands (chronic adrenal failure). 

• You take a medicine to thin your blood. 

• You have a bleeding problem. 

• You take certain steroid medicines. 

• You cannot return for the next 2 visits. 

• You cannot easily get emergency medical help in the 2 weeks after 

you take Mifeprex. 

• You are allergic to mifepristone, misoprostol, or medicines that 

contain misoprostol, such as Cytotec or Arthrotec. 

Tell your provider about all your medical conditions to find out 

if you can take Mifeprex. Also, tell your provider if you smoke 

at least 10 cigarettes a day. 

How should I take Mifeprex? 
• Day 1 at your provider's office: 

- Read this Medication Guide. 

- Discuss the benefits and risks of using Mifeprex to end 

your pregnancy. 

- If you decide Mifeprex is right for you, sign the PATIENT AGREEMENT. 

- After getting a physical exam, swallow 3 tablets of Mifeprex. 

4 MIFEPREX"' (Mifeprlstone) Tablets, 200 mg 
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• Day 3 at your provider's office: 

- Your provider will check to see if you are still pregnant. 

- If you are still pregnant, take 2 misoprostol tablets. 

- Misoprostol may cause cramps, nausea, diarrhea, and other 

symptoms. Your health care provider may send you home with 

medicines for these symptoms. 

•About Day 14 at your provider's office: 
- This follow-up visit is very important. You must return to the 

provider about 2 weeks after you took Mifeprex to be sure you are 

well and that you are not pregnant. 

• - Your provider will check whether your pregnancy has completely 

ended. If it has not ended, there is a chance that there may be 

birth defects. If you are still pregnant, your provider will talk with 

you about the other choices you have, including a surgical 

procedure to end your pregnancy. 

What should I avoid while taking Mifeprex and 
misoprostol? 
You should not take certain other medicines, because they may 

interfere with the treatment. Ask your provider about what medicines 

you can take for pain. Do not take any other prescription or non­

prescription medicines (including herbal medicines or supplements) 

at any time during the treatment period without first asking your 

provider about them. 

If you are breastfeeding at the time you take Mifeprex and misoprostol, 

discuss with your provider if you should stop using your breast milk 

fo r a few days. 

MIFEPREX"' (Mifepristone) Tablets, 200 mg 5 
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What are the possible side effects of using 
Mifeprex? 
See the section ".What is the most important information I should know 

about Mi feprex?" for symptoms to expect. 

In some cases, bleeding can be very heavy. In a very few cases, this 

bleeding will need to be stopped by a surgical procedure. Contact your 

provider right away if you bleed enough to soak through two th ick 

fu ll -size sanitary pads P.er hou r for two consecutive hours or if you are 

concerned about heavy bleeding. 

Other side effects of the treatment include diarrhea, nausea, vomiting, 

headache, dizziness, back pain , and tiredness. These side effects lessen 

after Day 3 and are usually gone by Day 14. Your provider will tell you 

how to manage any pain or other side effects. 

If you are worried about any side effects you have, talk with your 

provider about them. Your provider will give you a telephone number 

to call if you have any questions, concerns, or problems. Your provider's 

telephone number is 

When should I begin birth control? 
You can become pregnant again right after your pregnancy ends. If you 

do not want to become pregnant again, start using birth control as 

soon as your pregnancy ends or before you start having sexual 

intercourse again. 
* * * 

Medicines are sometimes prescribed for purposes other than those 

listed in a Medication Guide. For more information, ask your provider 

for the information about Mifeprex that is written for health care 

professionals. Ask your provider if you have any questions. 

This Medication Guide has been approved by the U.S. Food and Drug 
Administration. 
6 MIFEPREX™ (Mifeprls tone) Table1s. aoo mg 

PATIENT AGREEMENT 
MlFEPREX (mifepristone) Tablets 
1. I have read the attached Medication Guide for using Mifeprex and 

misoprostol to end my pregnancy. 

2. I discussed the information with my health care provider (provider). 

3. My provider answered all my questions and told me about the risks 

and benefits of using Mifeprex and misoprostol to end my pregnancy. 

4. I believe I am no more than 49 days (7 weeks) pregnant. 

5. I understand that I will take Mifeprex in my provider's office. 

6. I understand that I will take misoprostol in my provider's office two 

days after I take Mifeprex (Day 3). 

7. My provider gave me advice on what to do if I develop heavy 

bleeding or need emergency care due to the treatment. 

8. Bleeding and cramping do not mean that my pregnancy has ended. 

Therefore , I must return to my provider's office in about 2 weeks 

(about Day 14) after I take Mi feprex to be sure that my pregnancy 

has ended and that I am well. 

9. I know that, in some cases, the treatment will not work. This 

happens in about s to 8 women out of 100 who use this treatment. 

10. I understand that if my pregnancy continues after any part of the 

treatment, there is a chance that there may be birth defects. If my 

pregnancy continues after treatment with Mifeprex and misoprostol, 

I will talk with my provider about my choices, which may include a 

surgical procedure to end my pregnancy. 

11. I understand that if the medicines I take do not end my pregnancy 

and I decide to have a surgical procedure to end my pregnancy, or 

if I need a surgical procedure to stop bleeding, my provider will do 

the procedure or refer me to another provider who will. I have the 

provider's name, address and phone number. 

MIFEPREll. 1"' ( M if•prlslooe) Tab l els, 100 mg 7 
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12. I have my provider's name, address and phone number and know 

that I can call if I have any questions or concerns. 

13. I have decided to take Mifeprex and misoprostol to end my 

pregnancy and will follow my provider's advice about when to 

take each drug and what to do in an emergency. 

14. I will do the following: 

- return to my pr.ovider's office in 2 days (Day 3) to check if my 

pregnancy has ended. My provider will give me misoprostol if 

I am still pregnant. 

- return to my provider's office about 14 days after beginning 

treatment to be sure that my pregnancy has ended and that 

I am well. 

Patient Signature: _________________ _ 

Patient Name (print): ________________ _ 

Date: ______________________ _ 

The patient signed the PATIENT AGREEMENT in my presence after I 
counseled her and answered all her questions. I have given her the 
Medication Guide for mifepristone. 

Provider's Signature: ________________ _ 

Name of Provider (print): _________ _____ _ 

Date: ________ ______________ _ 

After the patient and the provider sign this PATIENT AGREEMENT, give 
1 copy to the patient before she leaves the office and put 1 copy in her 
medical record. Give a copy of the Medication Guide to the patient. 

9/28/00 
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Annual Report for Mifepristone Tablets, 200 mg 

Sept. 28, 2000 - Sept. 27, 2001 
NDA 20-687 

9(d) CHEMISTRY MANUFACTURING AND CONTROLS CHANGES 

9(d) 1. Drug Substance 

9(d) 1.1. Specifications and Test Methods 

There were no changes in test methods or specifications during the 
reporting period. 

9(d) 1.2. Manufacturing Procedure 
There were no changes in manufacturing procedures during the reporting 
period. Batches of kg of Drug Substance remain the standard. 

During the report period the code numbers for auxil iary materials were 
changed. In addition, two new suppliers were approved , one for 

and one for ...__--=- ·. The Table in the Substance CMC 
Section, pages 146 and 147 has been revised to show the new code 
numbers for Auxiliary Raw materials and the two new suppliers, which 
have been highlighted, in bold print. See Attachment 1. 

9(d) 1.3. Packaging Procedure 

There were no changes in the packaging materials or procedures during 
the reporting period. 

9(d) 1.4. Stability Data 

The three batches of Drug Substance submitted in the original Drug 
Substance CMC, lot numbers , remain on 
long-term stability. Additionally, new batches, lot numbers, . 

, reflecting the altered manufacturing 
process in place prior to the September 2000 FDA Approval , remain on 
lonnJerm stabilitv .. ,.J:Jnally, three batches from 2001 lot numbers 

have been put on long term, stability during the year. 
Data on all those batches described above are included in Attachment 2. 

All data to date on all batches continue to demonstrate the stability of the 
Drug Substance. 

6 
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9(d) 2. Drug Product 

Sept. 28, 2000 - Sept. 27, 2001 
NDA 20-687 

9(d) 2.1. Specifications and Test Methods 

There were no changes in test methods or specifications during the 
reporting period. A copy of the specifications is included as Attachment 3. 
The test methods had been previously submitted in Amendment 069 
dated January 30, 2001 . 

As an update to our previous commitment to review the specification for 
residual -~--c-' (NMT %) in the Drug Product after batches 
were manufactured, we have since manufactured batches of 
Mifepristone Tablets, 200 mg and will finalize the specification upon 
completion of the batch. 

The results to date for the residual I for the_ batches were 
"non-detectable" because the levels were below the limit of quantification 
for the method (LOQ is %). 

9(d) 2.2. Formulation 

There were no changes in the formulation of the Drug Product. 

9(d) 2.3. Manufacturers of Drug Substance and Inactive Ingredients 

There were no changes in the manufacturer of the Drug Substance or the 
manufacturer of any of the inactive ingredients. 

9(d) 2.4. Manufacturing Procedure 

There were no changes in the manufacturing procedure. The current 
manufacturing procedure is designated as MPR # 100101 Rev# 03, dated 
November 11, 1999. This was previously submitted in Amendment 038, 
dated December 7, 1999 as Attachment 1. 

9(d) 2.5. Packaging Procedure 

There were no changes in the packaging materials (types or 
manufacturers) used to produce the blister cards. 

There were minor changes to the blister packaging procedure. The 
changes were formatting and the inclusion of more detail to document the 
operations. A new labeling procedure was prepared and added to the 
packaging procedure to document the blister card labeling, the 
intermediate carton labeling and the shipping carton labeling. 

7 
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The previously submitted procedure was designated as MPR P00101 Rev 
#02 dated 11/11/99. During the reporting period, two revisions were made 
to this procedure. They were designated as Rev # 03; dated 10/16/2000 
and Rev #04 dated 11/6/2000. A summary of the changes is tabulated 
below. 

Table comparing Procedure P00101 Rev#03 to P00101 Rev#02 
(All steps refer to the step# in Rev #03.) 

I Ste~,,.# ____ .1 _________ _ Change made 

Table comparing Procedure P00101 Rev #04 to P00101 Rev #03 
(All steps refer to the step# in Rev #04.) 

b Step# I Change made 

Copies of the revised blister packaging and labeling procedures (P00101 Rev 
#03 and P00101 Rev #04) are included as Attachment 4 and Attachment 5, 
respectively. 

9(d) 2.6. Stability Data 

The batches that are in the current stabili program are lot numbers 
These batches were placed in 

both the controlled room temperature and accelerated stability programs. 
All batches were manufactured by our approved contract manufacturer for 
the finished product and tested by our approved contract-testing 
laboratory. The stability data for each of the five batches are summarized 
in Attachment 6. The batches met all stability specifications at each time 
interval. The stability data continues to support the long-term stability of 
the Drug Product. 

8 
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9(d) 2.7. Additional Stability Studies 

Sept. 28, 2000 - Sept. 27, 2001 
NOA 20-687 

Danco Laboratories committed to periorrning X-ray diffraction analysis on 
the first three batches of Drug Product that were stored for 6 months in the 
accelerated stabilit chamber. The data for the first two batches (lot 
numbers I were previously submitted in Amendment 
044, dated Apnl 20, zuoo as Attachment 4. The X-ray diffraction data 
from the third lot, number ___ 1 is now available and is included as 
Attachment 7. The data from all three batches demonstrate that the 
crystal structure of the drug substance remains unchanged after 6 months 
of storage in the accelerated stability chamber. 

9 
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9(e) Non-Clinical Laboratory Studies 

9(e) 1. Unpublished Reports 

Sept. 28, 2000 - Sept. 27, 2001 
NOA 20-687 

During the reporting period, there were no unpublished reports of non-clinical 
studies conducted with mifepristone of which we are aware. 

9(e) 2. Published Reports 

Appended in Attachment 8 is an updated bibliography of non-clinical publications 
on mifepristone and copies of abstracts of selected references on the effects of 
mifepristone in non-clinical studies are appended in Attachment 9. Copies of 
listed references will be provided upon request. 

10 
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9(f) Clinical Data 

9(f) 1. Published Clinical Trials of the Drug 

Sept. 28, 2000 - Sept. 27, 2001 
NOA 20-687 

Appended in Attachment 10 is an updated bibliography of clinical references for 
mifepristone and in Attachment 11 , abstracts of clinical publications on 
mifepristone related to abortion and to long-term use. Copies of these references 
will be provided upon request. 

9(f) 2. Summaries of Completed Unpublished Clinical Trials 

Summaries of completed unpublished clinical trials which have come to our 
attention are appended in Attachment 12. 

9(f) 3. Other Clinical Trials 

Below is a tabulation of clinical investigators to whom Danco has provided Drug 
Product. lnvestigational use of the drug is described in IN D's held by the 
individual investigators. 

In addition, Drug Substance has been provided to the I for two separate studies being conducted by 

11 
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9(g) Status Reports - Post Marketing Studies 

Sept. 28, 2000 - Sept. 27, 2001 
NDA 20-687 

9(g) 1. Status Reports - Post Marketing Study Commitments [21CFR 
314.81 (b)(2)(vii)] 

Study Commitment Status Report Not for Public Release 

Appended in Attachment 13 is a confidential status report of the postmarketing 
study commitments not for public release. 

Study Commitment Status Report for Public Release 

Appended in Attachment 14 is a status report of the postmarketing study 
commitments for public release . · 

9(g) 2. Other Post Marketing Studies [21CFR 313.81 (b)(2)(viii)] 

Ongoing Clinical Studies 

Status reports of other ongoing postmarketing studies are provided in Attachment 
15. 

Completed Clinical Studies 

Other post marketing studies completed during this reporting period are provided 
in Attachment 16. 

Stability Issues 

Status reports for all product stability studies are provided in Section 9(d) 2.6. 

12 
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ATTACHMENT 1 

Sept. 28, 2000 - Sept. 27, 2001 
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CMC SECTION: Drug Substance 
Mifeprlatone 

1.6.1 Auxiliary Raw materials and Suppliers 

Code Number Name 

Annual Update: November 2001 

Supplier 

Page 146 
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CMC SECTION: Drug Substance 
Mlfeprfatone 

Code Number 

Annual Update: November 2001 

Name Supplier 
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CMC SECTION: Drug Substance 
Mifepristone 

Lot No. l 

I TESTS I SPECIFICATIONS 

ENVIRONMENTAL CONDITIONS: I 

PACKING: r 

Tabulated by: -

Annual Update: November 2001 

LONG TERM STABILITY STUDIES 

RESULTS & TEST DATE 

1999.01.07 I 1999.02.09 I 1999.03.10 I 1999.04.09 I 1999.07.14 

J 

1 

Reviewed by: 

Page 26 
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CMC SECTION: Drug Substance 
Mifepristone 

Lot No. 

TESTS SPECIFICATIONS 

ENVIRONMENTAL CONDITIONS: 

PACKING: 

Tabulated by: 

Annual Update: November 2001 

LONG TERM STABILITY STUDIES (2) 

RESULTS & TEST DATE 

1999.10.16 2000.01 .16 2000.07.13 2001.01.13 

Reviewed by: -

Page 27 
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CMC SECTION: Drug Substance 
Mifepristone 

Lot No. I 

I TESTS I SPECIFICATIONS 

ENVIRONMENTAL CONDITIONS: I 

PACKING: 

Tabulated by: -

Annual Update: November 2001 

LONG TERM STABILITY STUDIES 

RESULTS & lEST DATE 

1999.01 .15 I 1999.02.15 I 1999.03.22 I 1999.04.16 I 1999.07.14 

I 

I 

Reviewed by: 

Page 28 
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CMC SECTION: Drug Substance 
Mifepristone 

Lot No. I 
TESTS I SPECIFICATIONS 

ENVIRONMENTAL CONDITIONS: 

PACKING: 

Tabulated by: 

Annual Update: November 2001 

LONG TERM STABILITY STUDIES (2) 

RESULTS & TEST DATE 

1999.10 .16 I 2000.01 .16 I 2000.07.13 I 2001.01.13 

I 

1 

j 

Reviewed by: 

Page 29 
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CMC SECTION: Drug Substance 
Mifepristone 

Lot No. 

LONG TERM STABILITY STUDIES 

RESULTS & TEST DATE 

~--~T-=E=S-'"-TS=---'---=S__,_P=E-=C=I F-'--IC=A__._,T._._IO==NS=-•- 1.:..:-9=9=9=. 0----'1.=2=-0 ___.__._1=999. 02 .22 1 999. 03=. 2..._4,__.___...,1999. 04. 22._..__-"'" 

ENVIRONMENTAL CONDITIONS: 

PACKING: 

Tabulated by: - Reviewed by: 

Annual Update: November 2001 Page 30 
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CMC SECTION: Drug Substance 
Mifepristone 

Lot No. I 

I TESTS I SPECIFICATIONS 

ENVIRONMENTAL CONDITIONS: 

PACKING: 

I 

Tabulated by: 

Annual Update: November 2001 

LONG TERM STABILITY STUDIES (2) 

RESULTS & TEST DATE 

1999.10.16 I 2000.01 .16 I 2000.07 .13 I 2001 .01.13 I 

I 
I 
I 

I 

I 
I 

I 

Reviewed by: 

Page 31 
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CMC SECTION: Drug Substance 
Mifeprlstone 

LOT No. 

LONG TERM STi~BILITY STUDIES (1) 

RESULTS & TEST DATE 

TESTS SPECIFICATIONS 2000. o·t .21 2000.03_,,_03 2000.0~.03 2000J05~QZ 2000~08.09 

ENVIRONMENTAL CONDITIONS: ___ ____,_ 
PACKING: 

Tabulated by: - Reviewed by: 

Annual Update: November 2001 Page 31 a 
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CMC SECTION: Drug Substance 
Mlfepristone 

LOT No. J 

LONG TERM STABILITY STUDIES (2) 

RESULTS & TEST DATE 

TESTS I SPECIFICATIONS _ 2000.11 .06 I 2001.02.os I 2001.oa.10 

ENVIRONMENTAL CONDITIONS: l 
PACKING: 

II 

Tabulated by: Reviewed by: ---
Annual Update: November 2001 Page 31 b 
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CMC SECTION: Drug Substance 
Mifepristone 

LONG TERM STABILITY STUDIES (1) 

LOT No. II RESULTS & TEST DATE 

TESTS I SPECIFICATIONS 2000.04.06 I 2000.os.07 I 2000.os.07 I 2000.01.os I 2000.10.11 

ENVIRONMENTAL CONDITIONS: J 

PACKING: I 

Tabulated by: Reviewed by: -

Annual Update: November 2001 Page 31 c 
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CMC SECTION: Drug Substance 
Mifepristone 

LOT No. I 

LONG TERM STABILITY STUDIES (2) 

RESULTS & TEST DATE 

TESTS I SPECIFICATIONS 2001 .01 .13 I 2001.04.10 I 2001.01.os 

ENVIRONMENTAL CONDITIONS: r I 

PACKING: I 

Tabulated by: Reviewed by: 

Annual Update: November 2001 Page 31 d 
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CMC SECTION: Drug Substance 
Mifepristone 

LOT No. I 

LONG TERM STABILITY STUDIES (1) 

RESULTS & TEST DATE 

TESTS I SPECIFICATIONS 2000. os.31 I 2000.07.14 I 2000.oa.17 I 2000.09.14 I - -

ENVIRONMENTAL CONDITIONS: I 
PACKING: I 

Tabulated by: Reviewed by: -

Annual Update: November 2001 

2000.12.13 

Page 31 e 
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CMC SECTION: Drug Substance 
Mlfeprlstone 

LOT No. I 

LONG TERM STABILITY STUDIES (2) 

RESULTS & TEST DATE 

TESTS I SPECIFICATIONS 2001 .03.12 I 2001.06.11 

ENVIRONMENTAL CONDITIONS: 

PACKING: 

Tabulated by: -

Annual Update: November 2001 

I 

-l 

Reviewed by: 

Page 31 f 
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CMC SECTION: Drug Substance 
Mlfepristone 

ACCELERATED STABILITY STUDIES 

LOTNO, L _J RESULTS & TEST DATE 

TESTS I SPECIFICATIONS 2000. 05.31 2000.07.14 2000.08.17 1 2000.09.14 

ENVIRONMENTAL CONDITIONS: I J 

PACKING: l 

Annual Update: November 2001 

2000.12.13 

Page 31 g 
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CMC SECTION: Drug Substance 
Mlfeprlstone 

LOT No. -~____J 

LONG TERM STABILITY STUDIES (1) 

RESULTS & TEST DATE 

TESTS SPECIFICATIONS 2000.0S.31 2000.07.14 2000.08.17 2000.09.14 2000.12.1 5 

ENVIRONMENTAL CONDITIONS: ----~____.­

PACKING: 

Tabulated by: - Reviewed by: .__ __ _ 
Annual Update: November 2001 Page 31 h 
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CMC SECTION: Drug Substance 
Mlfeprlstone 

LOT No. l 

LONG TERM STABILITY STUDIES (2) 

RESULTS & TEST DATE 

TESTS I SPECIFICATIONS 2001 .03.12 I 2001 .06.11 -

ENVIRONMENTAL CONDITIONS: l 
PACKING: 1 

Tabulated by: Reviewed by: 

Annual Update: November 2001 Page 31 i 
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CMC SECTION: Drug Substance 
Mifepristone • 

ACCELERATED STABILITY STUDIES 

LOT No. J 
TESTS I SPECIFICATIONS 

ENVIRONMENTAL CONDITIONS: 

PACKING: 

Tabulated by: -

Annual Update: November 2001 

2000.05.31 

RESuL ·rs & TEST DATE 

I 2000.07.1 4 I 2000.08.17 I 2000.09.14 - -

II 

I 

I 

Reviewed by: 

I 2000.12.15 ,. - -

Page 31 j 
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CMC SECTION: Drug Substance 
Mlfeprlstone 

LOT No.L l 

LONG TERM STASBILITY STUDIES (1) 

RESULTS & TEST DATE 

TESTS I SPECIFICATIONS 2000.05.31 I 2000.07.14 I 2000.08.17 I 2000.09.14 I 

ENVIRONMENTAL CONDITIONS: j 

PACKING: 
I 

Tabulated by: Reviewed by: 

Annual Update: November 2001 

2000.12.16 

Page 31 k 
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CMC SECTION: Drug Substance 
Mlfeprlstone 

LOT No. 

LONG TERM ST,lBILITY STUDIES (2) 

RESULTS & TEST DATE 

TESTS SPECIFICATIONS 2001.0t3.15 2001.06.11 

ENVIRONMENTAL CONDITIONS: -~---~---
PACKING: 

Tabulated by: Reviewed by: 

Annual Update: November 2001 Page 31 I 
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CMC SECTION: Drug Substance 
Mifeprlstone 

LOT No. 

ACCELERATED STASBILITY STUDIES 

RESULTS & TEST DATE 

TESTS SPECIFICATIONS 2000.0:5.31 2000.07.14 2000.08.17 2000.09.14 2000.12.16 

ENVIRONMENTAL CONDITIONS: --------
PACKING: 
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CMC SECTION: Drug Substance 
Mlfepristone 

LOT No. 

LONG TERM ST.ABILITY STUDIES (1) 

RESULTS & TEST DATE 

TESTS SPECIFICATIONS 2001 .03.15 2001.04.09 2001 .05.09 2001.08.10 

ENVIRONMENTAL CONDITIONS: 

PACKING: 

Tabulated by: Reviewed by: -

Annual Update: November 2001 Page 31 n 
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CMC SECTION: Drug Substance 
Mifepristone 

LOT No. 

LONG TERM ST.ABILITY STUDIES (1 ) 

RESULTS & TEST DATE 

TESTS SPECIFICATIONS 2001.02:.09 2001 .03.16 2001 .04.09 2001 .05.09 2001.08.10 

ENVIRONMENTAL CONDITIONS: ______ _ 

PACKING: 

Tabulated by: Reviewed by: 

Annual Update: November 2001 Page 31 o 



FDACDER000058

Obtained via FOIA by Judicial Watch, Inc.

CMC SECTION: Drug Substance 
Mlfeprlstone 

LONG TERM STASBILITY STUDIES (1) 

LOT No. RESULTS & TEST DATE 

TESTS SPECIFICATIONS 2001.05.09 2001 .08.10 

ENVIRONMENTAL CONDITIONS: ______ _ 

PACKING: 

Tabulated by: - Reviewed by: 

Annual Update: November 2001 Page 31 p 



FDACDER000059

Obtained via FOIA by Judicial Watch, Inc.
Population Council/Danco Laboratories, LLC 
Annual Report for Mifepristone Tablets, 200 mg 

ATTACHMENT 3 

Sept. 28, 2000 - Sept. 27, 2001 
NOA 20-687 



FDACDER000060

Obtained via FOIA by Judicial Watch, Inc.

Danco Laboratories, Inc. page 1 of 3 
SPECIFICATIONS FOR MIFEPRISTONE TABLETS, 200 mg 

IN-PROCESS SPECIFICATIONS 

Test Specification Method 

Prepared by Approved by: Issue Date: '?'f~ '/ 11"\ 



FDACDER000061

Obtained via FOIA by Judicial Watch, Inc.

Danco Laboratories, Inc. page 2 of 3 
SPECIFICATIONS FOR MIFEPRISTONE TABLETS, 200 mg 

FINISHED PRODUCT AND STABILITY SPECIFICATION 

Test Specification Method 

Prepared by\ _ Approved by: Issue Date: 'i.'/5 1/~ 



FDACDER000062

Obtained via FOIA by Judicial Watch, Inc.

Danco Laboratories, Inc. page 3 of 3 
SPECIFICATIONS FOR MIFEPRISTONE TABLETS, 200 mg 

Date 

10/6/99 

8/21/00 

Prepared by: 

Changes Made 

HISTORY OF CHANGE 

Prepared by 

Approved by: Issue Date: f{3 1 / a-u 



FDACDER000063

Obtained via FOIA by Judicial Watch, Inc.
Population Council/Danco Laboratories, LLC 
Annual Report for Mifepristone Tablets, 200 mg 

ATTACHMENT 4 

Sept. 28, 2000 - Sept. 27, 2001 
NOA 20-687 



FDACDER000064

Obtained via FOIA by Judicial Watch, Inc.
. DANCO LAB( ORIES, INC. 

PKG MPR: P00101 Rev.#: 03 ~ffective Date: Batch# Exp. Dat,e: 
October 16,2000 

Product Name: Mifepristone Tablets: (200 mg) Issue Date: Page 1 of 16 
October 16,2000 

BLISTER PACKAGING OPERATION 

A. BLISTER PACK SIZE: 1 X 3 Blister/Mini carton 

B. BLISTER PACK COMPONENTS: 

Calculated By: _ ______ Checked By: _ ______ _ Date : ________ _ 

I l I 
I PREPARED BY: I APPROVED DATE: to/!Lf./to 

I I 



FDACDER000065

Obtained via FOIA by Judicial Watch, Inc.
DANCO LABC ORIES, INC . 

PKG MPR: P00101 Rev.#: 03 Effective Date: Batch# Exp . Dat e: 
Oc t ober 16 , 20 00 

Product Name: Mifepris t one Tablets: (200 mg} Issue Date: Page 2 of 1 6 
October 1 6, 2000 

BLISTER PACKAGING OPERATION 

Performed By: Date: 
Checked By: Date : 
Qualit y Assurance Check: Date : 

I PREPARED BY: I DATE: iCJ I I Lf I (5V I APPR OVED B 



FDACDER000066

Obtained via FOIA by Judicial Watch, Inc.
DANCO LABO )RIES, INC . 

PKG MPR: PO01O1 Rev.#: 03 Effective Date: Batch# Exp. Date: 
October 16,2000 

Product Name: Mifepristone Tablets: {200 mg) Issue Date: Page 3 of 16 
October 16,20 0 0 

Performed By: Date: 
Checked By : Date: 
Quality Assurance Check: Date: 

Performed By: Date: 
Checked By : Date: 
Quality Assurance Check : Date: 

II 

II 
Performed By: Date: 
Checked By: Date: 
Quality Assurance Check: Date: 

I PREPARED BY: !DATE: /c,] {q./cnJ I APPROVED B::-1 DATE: Lo{1 1t( tu 



FDACDER000067

Obtained via FOIA by Judicial Watch, Inc.
DANCO LAB• ~ORI ES I INC. 

PKG MPR: P00101 Rev.#: 03 Effective Date: Batch# Exp. Date: 
October 16,2000 

Product Name: Mifepristone Tablets: (200 mg) Issue Date: Page 4 of 16 
October 16,2000 

Date: Time End: ___ ___ _ 

I Time I Start 
Up 

I PREPARED BY ,l _______ ] DATE, Io/ ii; I 6" I APPROVED BY_l ___ ~~-~-----JDATE, t .. / l"-I W 



FDACDER000068

Obtained via FOIA by Judicial Watch, Inc.
DANCO LABC ORIES, INC. 

PKG MPR: P00l0l Rev.#: 03 Effective Date: Batch# Exp. Date: 
October 16,2000 

Product Name: Mifepristone Tablets: {200 mg) Issue Date: l Page 5 of 16 
October 16,2000 

I 

I 

PREPARED BY: DATE: /u}t!..f-l/? I APPROVED B DATE: 



FDACDER000069

Obtained via FOIA by Judicial Watch, Inc.
DANCO LABO )RIES, INC. 

PKG MPR: P00101 Rev.#: 03 Effective Date: Bat ch# Exp. Date: 
October 16,2000 

Product Name: Mifepristone Tablets: (200 mg) Issue Date: Page 6 of 16 
October 16,20 00 

(b)l4) 

Visual Check of Blisters 

Time (min) Actual Time Ap pearance A Count A Performed 
(Pass/Fail) (Pass Fail) By 

'(b)T4) 

J 

(b) (4), (b) (6) 

I PREPARED BY:! 
(b)(4),(b)(6J 

~ ATE : 16{/4 /en, APPROVED B• DATE: I..-./ h I l-0 

I I 



FDACDER000070

Obtained via FOIA by Judicial Watch, Inc.
DANCO LABO )RIES, INC. 

PKG MPR: P00101 Rev.#: 03 Effective Date: Batch# Exp. Date: 
October 16,2000 

Product Name: Mifepristone Tablets: (200 m9) Issue Date: Page 7 of 1 6 
October 1 6,200 0 

Time Appearance A Count" Performed 
I nterval (Pass/Fail) (Pass Fail) By 

Inspected 

(b)l4) 

(b) (,j), (b) (6) I 
r-------:-----i(b)(4)7"(6)l6)1 ____ ,_I _________ ~------~ 

I PREPARED BY I .... _________ lt-D_A_T_E_: _b_/ _111_1_1::. __ :-c_· ~I _A_P_P_R_O_VE_ D_ BY_ · __________ ,_D_A _TE_ : _1 ~_17_/_Lv~ 



FDACDER000071

Obtained via FOIA by Judicial Watch, Inc.
DANCO LABO >RIES, INC. 

PX.G MPR: P00l0l Rev.#: 03 Effective Date: Batch # Exp. Date: 
October 16,200 0 

Product Name : Mifeprietone Tablets: {200 mg) Issue Date : Page 8 of 16 
October 16,2000 

(b)(4 ) 

I 
(5)(4),(b)(6) 

I (b)(4),(b)(6) 

PREPARED BY: DATE = I e:. i 1 1+ I ec APPROVED BY JATE , ( ,,./ts f ,_,, I 
I 



FDACDER000072

Obtained via FOIA by Judicial Watch, Inc.
DANCO LABO DRIES, INC. 

PKG MPR: P00101 Rev.#: 03 Effective Date: Batch# Exp. Date: 
October 16,2000 

Product Name: Mifepristone Tablets: (200 mg) Issue Date: Page 9 of 16 
October 16 , 2000 

LABELING AND FINAL PACKAGING OPERATION 

(5)(4) 

(b)(4J 

# 

# 

# 

# 

# 
(b)l4 . 

Performed By: Date: 
Checked By: Date : 
Quality Assurance Check ; Date; 

(b)l4), (b) (6) 

r--------r------i(b)(4), (b)(6);----1--------~-------! 

I PREPARED BY:, DATE: ;c/lLl-/1.,v APPROVED :a] 



FDACDER000073

Obtained via FOIA by Judicial Watch, Inc.
DANCO LABC ORIES, INC. 

PKG MPR: P00101 Rev.#: 03 Effective Date: Batch# Exp. Date: 
October 16,2000 

Product Name: Mifepristone Tablets: (200 mg) Issue Date: Page 10 of 
October 16,2000 16 

(b)T4) 

Performed By: Date : 
Checked By: Date: 

Quality Assurance Check: Date: 

(b) (4):lb)l6) 

(b) (4), (b) (6) 

1 PREPARED BY: __________ rATE, lb/il, /,,-., 1 APPROVED Bj 

.__ ___________ _ 



FDACDER000074

Obtained via FOIA by Judicial Watch, Inc.DANCO LABO :)RIES, INC. 

PKG MPR: P00l0l Rev . #: 03 Effective Date: Batch# Exp. Date: 
October 16,2000 

Product Name: Mifepristone Tablets: (200 mg) Issue Date: Page 11 of 
October 16,2000 16 

(b)l4) 

QA Labe l Che ck: Pe r forme d By : _______ Date : _____ _ 

(b)l4), (b) (6) 

(b) (4):16)16) 

I PREPARED BY= ... , _________ I DATE' lb I I " ( (ii I APPROVED "' DATE: {c111 l4.(cJ 
I 

I 



FDACDER000075

Obtained via FOIA by Judicial Watch, Inc.DANCO LABC :oRIES, INC. 

PKG MPR: P00l0l Rev.#: 03 Effective Date: Batch# Exp. Date: 
October 16,2000 

Product Name: Mifepristone Tablets: (200 mg) Issue Date: Page 12 of 
October 16,2000 16 

(b)l4 ) 

Performed By: Date: Time Start: 

Perf ormed By: Date: 

Performed By: Date: 

Performed By: Date: Ti me Finished: 
(b)(4) 

System Startea By: ________ Date : ______ __ Ti me : _ _______ _ __ _ 

(b)l4) 

I PREPARED BY 

(b) (4), (b) (6) 

I 
P ATE: jt.,_) /4/ CD APPROVED DATE: { Q) /lt..c.( Cc 

J 



FDACDER000076

Obtained via FOIA by Judicial Watch, Inc.
DANCO LABO] >RIES, INC . 

PKG MPR: P00101 Rev.#: 03 Effective Date: Batch# Exp. Date: 
October 16,200 0 

Product Name: Mifepristone Tablets: (2 00 mg) Issue Date: Page 13 of 

October 16 , 20 0 0 16 

(b)l4 ) 

QA Label Check: Performed By: Date : 
(b)(4) 

Performed By: Date : Ti me Start : 

Perf ormed By: Date : 

Performed By: Date: 

Performed By : Date: Time Finished: 
(b)l4 ) 

(b) (4 ), (b) (6) 

I PREPARED BY: I DATE' 16] I (,I /oil · I AP 

I 

\ I \ n '- ~ '- , 

I 
PROVED :Q) DATE: to{l~{tx> 

I 



FDACDER000077

Obtained via FOIA by Judicial Watch, Inc.DANCO LABC ORIES, INC. 

PKG MPR: P00101 Rev.#: 03 Effective Date: Batch# Exp . Date: 
October 16,2000 

Product Name: Mifepriatone Tabl ets: {200 mg) Issue Date: Page 14 of 
October 16,20 00 16 

Performed By : Date: 

Quality Assurance Verif icat ion : 
Date : 

(b)14 ) 

Label reconciliation performed by: _________ Date: _____ Time: _ ____ _ 

Label reconciliation veri f ied by : _ _ _____ __ Date : _____ Time : _____ _ 

(b)(4) 

(b) (4 ), (b) (6) 

I PREPARED BY: 

(b)l4 ), (b) (6) 

~DATE: i c, i L lf. / ti\J APPROVED B~, DATE: {e(h(~ 

r 



FDACDER000078

Obtained via FOIA by Judicial Watch, Inc.DANCO LABO >RIES, INC. 

PKG MPR: P00101 Rev.#: 03 Effective Date: Batch# Exp. Date : 
October 16,2000 

Product Name: Mifepristone Tablets: (200 mg) Issue Date: Page 15 of 
October 16,20 00 16 

(b)(4) 

QA Lab el Check: Performe d By: _______ Date: _____ _ 

(b)(4) 

Performed By: Dat e: _______ Time Start: 

(bl (4), (1>)(6) 

(b)(4),(b)(6) 

I PREPARED BY: DATE· / <...jl '-1 /o-r:::. I APPROVED ~ ____ j . 



FDACDER000079

Obtained via FOIA by Judicial Watch, Inc.
DANCO LAB( ORIES, INC. 

PKG MPR: P00101 Rev.#: 03 Effective, Date: Batch# Exp. 
October 16,2000 

Product Name: Mifepristone Tablets: (200 mg) Issue Date: 
October 16 , 2000 

Performed By: _____ Da te : Time Finished: 
(b)(4) 

26 . Quality Assur ance revi ew of t he batch record and approval for shi pment 
QA Approved By : _______ Date : 
Danco QA : Date : 

(br(4 J, (b) (6) 

I PREPARED BY 'I 
I 

(b) (4), (b) (6 ) 

J DATE: / t, I /i,t/.(7>J I APPROVED ~ 

Date: 

Page 16 of 
16 

DATE: 



FDACDER000080

Obtained via FOIA by Judicial Watch, Inc.

DANCO LABORATORIES. INC. SOP No. : 1802 REV 0 

Change Control Procedure fo1r Master Production and Effective Date: 4/23/99 
Control Records 

Request for a Chang1e in a Master Production and Control Record 

(To be filled in by the person requesting the change) 

Product Name: j~'li~pns·lv-~ -1C,,J) )&~ Document# to Change: r 00 lo I fN 4) 5 
u 

Change Requested : stAJ e ~ J '°t: 0 dLcc_(. ,~ ,.,_cJ- -ye}-c,..;,v_ 

S ~ \e,.,,._ -

<7)P-~~"'"'-. &~-{'i l ( ~ (b)l4), I I 

(b)(4). (b)(6 I I (b)(6) ;:-, , 7-+6~/1-.<rJ"t--i•..---. --------

Requested by: _ ____ __. .. __ ___,_ Date:~ / t /6 / CD· 

(To be filled in by the senior member of the quaJity unit) 

Change accepted?: · 

Revalidation required?: 

FDA prior approval 
required?: . 

D no 

o yes D no 

o yes D no 

If the "no" box was checked, enter the reason for the decision: ________ _ 

(b) (4), (b) (6) 

By: __ __ Date: II / {(( PD 

Title:. _ __; 

Send a copy of th is completed form to the person requesting the change. 
, Attact, a copy of the FDA approval letter to this form if it was requested and obtained. 
· · File this .completed form with thei document that was obsoleted. 

form: 1802 
(6)1 • ;. ~ .. 

. j Apprqy;m~: 
(6)(4):-'(b)(6)1--:•------•-----I Page, 3 'of 4 



FDACDER000081

Obtained via FOIA by Judicial Watch, Inc.
Population Council/Danco Laboratories, LLC 
Annual Report for Mifepristone Tablets, 200 mg 

ATTACHMENT 5 

Sept. 28, 2000 - Sept. 27, 2001 
NDA 20-687 



FDACDER000082

Obtained via FOIA by Judicial Watch, Inc.DANCO LABORATORI INC. 

PKG MPR: P000101 I Rev.#: 04 ' Effecti ve Date: Lot 
November 7,2000 

Product Name(#): Mifepristone Tablets: (200 mg) 0 01 

A. 

BLISTER PACKAGING OPERATION 

BLISTER PACK SIZ£: 1 X 3 Blister/Mini carton 

B. BLISTER PACK COMPONENTS: 

calculated By : Checked By : 

# I Expira tion Date: 

Issue Date: I Page 1 of 14 
November 6 ,2000 

-------------
(b) (4), (b)l6J 

I PREPARED BY: DATE: t 1/6 / 0-V I APP~OVED 
I 

l 

(bl (4), (bl (6) ---------
DATE: (/ • . G .. ~ 

T 

. ~: ----------l 

(bl 4I 



FDACDER000083

Obtained via FOIA by Judicial Watch, Inc.DANCO LABORATORI~-, INC. 

PKG MPR: P000101 I Rev.#: 04 l Effective Date: Lot 
November 7,2000 

Product Name(#): Mifepristone Tablets: (200 mg) 001 

Performed By: 
Checked By : 
Quality Assurance 

Performed By : 
Checked By : 
Quality Assurance 

(br{4), (b) (6) 

PREPARED BY: 

BLISTER PACKAGING OPERATION 
(b)(4) 

Date : 
Date : 

Check : Date : 

(b)(4) 

Date : 
Date : 

Check : Date : 
(b)(4) 

APPROVED BY: 

I 

DATE:· /1/61 tl'o -l I ' 
' ',• I : 

' I 

# I Expiration Date: 

Issue Date: 1 Page 2 of 14 
November 6,2000 

DATE: lfr6-~ 

t . 



FDACDER000084

Obtained via FOIA by Judicial Watch, Inc.DANCO LABORATORJ:: INC. 

PKG MPR: POOOlOl I Rev.#: 04 1 Effective Date: Lot 
November 7,2000 

Product Name(#) : Mifepristone Tablets: (200 mg) 001 

I PR!!PARED BY 

Performed By : 
Checked By : 
Quality Assurance 

Performed By: 
Checked By : 
Quality Assurance 

(b) (4), b)l6) 

·1 
' 
' 

Date : 
Date : 

Check : Date : 

(b)(4) 

Date : 
Date: 

Check : Date: 

?ATE: (l/t, /tN I APPROVED~ 
.. ~ 

# I Expiration Date: 

Issue Date: I Page 3 of 14 
November 6,2000 

(bJ(4l 

(b) (4), (b) (6) 

DATE: ( fr6· du 



FDACDER000085

Obtained via FOIA by Judicial Watch, Inc.DANCO LABORATORIL-, INC. 

PKG MPR: POOOlOl I Rev.#: 04 1 Effective Date: Lot # I Expiration Date: 
November 7,2000 

Product Name(#): Mifepristone Tablets: (200 mg) 001 Issue Date: I Page 4 of 14 
November 6,2000 

Date : Time End : ------

I Time St art 
Up 

(b)(4) 

-

(b)(4) 

(b)(4 ) 

(b)l4), (b) (6) 

(b)(4),(b)(6) 

PREPARED BY: t, :t( 1/b APPROVED BY 

·, i. 



FDACDER000086

Obtained via FOIA by Judicial Watch, Inc.DANCO LABORATORIL-, INC. 

PKG MPR: P000101 I Rev.#: 04 1 Effective Date: Lot# I Expiration 
November 7 ,2CIOO 

Product Name (I) : Mifepristone Tablets: (200 mg) 001 Issue Date: I Page 

I 
Time(min) Actual Time 

- (b)(4) 

I 

(b) (4), (b)l6) 

I PREPARED BY: [ ________ _ 

November 6,2000 

T 
Visual Check of Blisters 

App(~arance A 

(Pass/Fail) 

(b (4) 

I APPROVED BY c::::==:, 

Count A Performed 
(Pass Fail) By 

' 

b)l4), (b) (6) 

Date: 

5 of 14 



FDACDER000087

Obtained via FOIA by Judicial Watch, Inc.
DANCO LABORATORil....,, INC. 

PKG MPR: P000101 I Rev.#: 04 1 Effective Date: Lot # ! Expiration Date: 
November 7,2000 

Product Name(#): Mifepristone Tablets: (200 mg) 001 Issue Date: I Page 6 of 14 
November 6 , 2000 

(b)(4) 

(b)(4 ) 

(b)l4), (b) (6) 
(b)(4),(b)(6) 

I PREPARED BY ! ATE: { f b I "1) ; APPROVED.,.J3Y-i 
I 



FDACDER000088

Obtained via FOIA by Judicial Watch, Inc.
I DANCO LABORATORlbo, INC. 

PKG MPR: P000101 I Re:'.#: 04 1 Effective Datte: Lot # I Expiration Date: 
November 7,2000 

Product Name(#) : Mifepristone Tablet s: (200 mg) CIOl Issue Date: I Page 7 o f 14 
November 6,2000 

Yield calculated by: Calculation verified by : 

LABELING AND FINAL PACKAGING OPERATION 

(b)(4) 

Performed By: Date : ' 
Checked By : Date : 
Oualitv_AssuraQce Check : Date : 

(b)(4 

I 
(b)T4 ), (b) (6) 

' 
I (6)(4),(b)(6) 

I PREPARED BY : I APPROVED~ 



FDACDER000089

Obtained via FOIA by Judicial Watch, Inc.
DANCO LABORATORll:..:,, INC. 

PKG MPR: P000l0l I Rev.#: 04 1 Effective Da1te: Lot # I Expiration Date: 
November 7,2000 

Product Name(#): Mifepristone Tablets: (200 mg) OIOl Issue Date: I Page 8 of 14 
November 6,2000 

1p)l4 ) 

Perf ormed By : Date : 
Checked By : Date : 
Quality Assurance Check : Dat e : 

System Started By : Date : Time : 

(b) (.iJ), (b) (6) 
(b) (4), (b)l6) 

I PREPARED BY :J DATE : tt/G I (JT) I APPROVED J3) 
j 

l· 
' -



FDACDER000090

Obtained via FOIA by Judicial Watch, Inc.
DANCO LABORATORL:.o ,. INC. 

PKG MPR: P000101 I Rev.#: 04 1 Effective Dat e: Lot # I Expiration Date: 
November 7,2000 

Product Name(#): Mifepristone Tablets: (200 mg) CtOl Issue Date: I Page 9 of 14 
November 6 , 2000 

QA Label Check : Performed By : Dabe : 

Performed By : Date : Time Start : 

Performed By : Date : 

Performed By : Date: 

Performed By : Date : Time Finished : 

(bl (4), (bl (6) 

I PREPARED BY: l ATE : ;. 
J 
' 

(b)(4),(b)(6J 

I APPROVED~ I DATE: (/. 6,.,t:;o 

(b)(4) 



FDACDER000091

Obtained via FOIA by Judicial Watch, Inc.
DANCO LABORATORIL~, INC. 

PKG MPR: POOOlOl I Rev.#: 04 1 Effective Date: Lot # I Expiration Date: 
November 7,2000 

Product Name(#): Mifepri stone Tablets: (200 mg) 001 I ssue Date: 10 of 14 
November 6 ,2000 

I Page 

System Started By : 

QA Label Check: Performed By : 
(b)(iO 

Performed By : Dat e : 

Performed By: Dat e : 

Performed By: Date : 

Performed By: Date : 

(b)(-4),(b)(6) 

Date : 

I PREP~D BY: I DATE: /, b I (JD 

(b)(4) 

Time : 
(b)(4) 

Date : 

Time Start : 

Time Finished : 

(b)(:.f), (b)(6) 

APPROVED~ I I .. )ATE: l (<: 6~ co _ 

I' 



FDACDER000092

Obtained via FOIA by Judicial Watch, Inc.
DANCO LABORATORl:L.:, 1 INC. 

PKG MPR: P000101 I Rev.#: 041 Effective Da1te: Lot # I Expiration Date: 
November 7, 2000 

Product Name(#): Mifepristone Tablets: (200 mg) CIOl Issue Date: I Page 11 of 14 
November 6,2000 

(6' "(4) 

-- ---- - --
Performed By : Date : 

Quality Assurance Verification : 
Date : 

(b)(4) 

Label reconciliation performed by : - - - ---- Date : Time : ----- -----
Label reconciliation verified by: Date : Time : ----------------------=--- - -------('b) 4).- - ---------------------------

(b) (4), (b) (6) (b)(4), (b)(6J 

I P~PARED BY: 
j· 

' I, 

I APP'ROVED ~ 
ll 

j DATE: / /,6- CC, 

~-~~~---~~-



FDACDER000093

Obtained via FOIA by Judicial Watch, Inc.

PKG MPR: P000101 I Rev.#: 04 Effective Date: Lot # IExpir~tion Date: 
November 7 , 2000 

P~od~ct Name(#): Mifepristone Tal;:>lets: (200 mg) 001 !SS\18 Date i I Page 1:i of 14 
November 6,2000 

(b)(4) 

QA Labei Check : Performed By : Date : 
(b)(4')- -=---======;;;;;..---===.----,----

Pertormect By : Date : Time Start : ~----~-
Pertormect By : Time Finished: ~--~-~-

(b)(4),(b)(6) 
(ll)(if),(ll)(6) 

DATE:- 1i/t /ID APPROVEJ;l DATJ!":: ff<(.~ 



FDACDER000094

Obtained via FOIA by Judicial Watch, Inc.
DANCO LABORATORI~o, INC. 

PKG MPR : P000101 I Rev.#: 041 Effective Date: Lot # I Expiration Date: 
November 7,2000 

Product Name(#): Mifepristone Tablets: (200 mg) 001 Issue Date: I Page 13 of 14 
November 6,2000 

QUALITY ASSURANCE REVI EW OF PACKAGING BATCH R~CORD : 

Quality Assurance Revi ew By: Date : 

Danco Quality Assurance Approval for Shipment 

By : Date : ------
(b)(4), (b)(6) 

(b) (4), (b) (6) I 
I PRE~ARED BY: -------~----OATE: /I Ii I':' I APPROVED Bl[_ _________ I-~--A_T_.E_: _t_i_t_. _&v_·_, 

,, . F 

' I . 



FDACDER000095

Obtained via FOIA by Judicial Watch, Inc.

PKG MPR: P000101 

Product Name(#): 

Revision Number 

1 

2 

3 

4 

DANCO LABORATORIE~, INC. 

I Rev.#: 04 1 Effective Date: 
November 7,2000 

Mifepristone Tablets: (200 mg) 001 

Date Of Revision 

October 16, 2000 

November 7, 2000 

(b) (~). (b)l6) 

History of Change 

Revised By 

(b) (4), (bl (6! 

Lot# !Expiration 

I ssue Date : I Page 
November 6,2000 

Reason for Revision 

(b)(4),(b)(6) 

Date: 

14 of 14 

MW 

PREPARED BY: _________ ~ATE: ,0 _1~. I APPROVED w ____________ l DATE: 11£-co 

r 
. j 



FDACDER000096

Obtained via FOIA by Judicial Watch, Inc.
Population Council/Danco Laboratories, LLC 
Annual Report for Mifepristone Tablets, 200 mg 

ATTACHMENT 6 

Sept. 28, 2000 - Sept. 27, 2001 
NOA 20-687 



FDACDER000097

Obtained via FOIA by Judicial Watch, Inc.
The Population Council/ Danco Laboratories, LLC 
Annual Report for Mifepristone Tablets, 200 mg 

Sept. 28, 2000 - Sept. 28, 2001 
NOA 20-687 

STABILITY STUDY REPORT FOR BATCH# (b><
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During the FDA approval process we were able to convince FDA that although there were a 
number of crystal forms for mifepristone our process always ,generated <b><4>. <b><5> 

We would expect to report these data to the FDA in the annual update in September. 
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LITERATURE UPDATE - NONCLINICAL 

The present update to the bibliography was generated by a search performed using PubMed with 
the keywords mifepristone and animal from all sources and languages. This bibliography covers 
the period of September 28, 2000 to September 27, 2001. 

The bibliography generated by this strategy includes published articles on non-clinical 
investigations on mifepristone. A list of these references in alphabetical order is presented 
below. The reprints of these articles will be supplied upon request. 

R.V. Abruzzese, D. Godin, V. Mehta, J.L. Perrard, M. French, W. Nelson, G. Howell, M. 
Coleman, B.W. O'Malley and J.L. Nordstrom. Ligand-dependent regulation of vascular 
endothelial growth factor and erythropoietin expression by a plasmid-based autoinducible 
GeneSwitch system. Mol. Ther. 2 (3): 276-87, Sep. 2000. 

R. Aguilar, C. Bellido, D. Gonzalez, J.C. Garrido-Gracia and J.E. Sanchez-Criado. The in vitro 
inhibitory action of antiprogestin RU486 on LH and FSH secretion in the absence of 
progesterone in rats is estrogen-dependent. Pituitary. 3 (3): 153-8, Nov. 2000. 

I.A. Antonijevic, J.A. Russell, R.J. Bicknell, G. Leng and A.J. Douglas . Effect of progesterone 
on the activation of neurons of the supraoptic nucleus during parturition. J Reprod Fertil. 120 
(2): 367-76, Nov. 2000. 

M.J. Arin, M.A. Longley, X.J. Wang and D.R. Roop. Focal activation of a mutant allele defines 
the role of stem cells in mosaic skin disorders. J Cell Biol. 152 (3): 645-9, Feb. 5, 2001. 

E. Baus, F. Van Laethem, F. Andris, S. Rolin, J. Urbain and 0 . Leo. Dexamethasone increase 
intracellular cyclic AMP concentration in murine T lymphocyte cell lines. Steroids. 66 (1): 39-
47, Jan. 2001. 

S. Belikov, B. Gelius and 0 . Wrange. Hormone-induced nucleosome positioning in the MMTV 
promoter is reversible. EMBO J. 20 (11): 2802-11, June 1, 2001. 

A. Benyassi, C. Schwartz, B. Ducouret and J. Falcon. Glucocorticoid receptors and serotonin N­
acetyltransferase activity in the fish pineal organ. Neuroreport. 12 (5): 889-92, Apr. 17, 2001. 

N.J. Bernier and R.E. Peter. Appetite-suppressing effects of urotensin I and corticotropin­
releasing hormone in goldfish (Carassius auratus). Neuroendocrinology. 73 (4): 248-60, Apr. 
2001. 

B. Bouftila and M. Clabaut. [Effects of RU486 on electrical activity, on sexual steroid and 
prostaglandin F2 alpha concentrations in the myornetrium at mid-pregnancy in the rat]. CR Acad 
Sci ID. 324 (9): 805-13, Sep. 2001. 

T. Breivik, P.S. Thrane, P. Gjermo and P.K. Opstad. Glucocorticoid receptor antagonist RU 486 
treatment reduces periodontitis in Fischer 344 rats. J Periodontal Res. 35 (5): 285-90, Oct. 2000. 

1 



FDACDER000115

Obtained via FOIA by Judicial Watch, Inc.

C.W. Breuner and M. Orchinik. Seasonal regulation of membrane and intracellular 
corticosteroid receptors in the house sparrow brain. J Neuroendocrinol. 13 (5): 412-20, May 
2001. 

M. Bucci, F. Roviezzo, C. Cicala, W.C. Sessa and G. Cirino. Geldanamycin, an inhibitor of heat 
shock protein 90 (Hsp90) mediated signal transduction has anti-inflammatory effects and 
interacts with glucocorticoid receptor in vivo. Br J PharmacoL 131 (1): 13-6, Sep. 2000. 

N. Calvo and M. Volosin. Glucocorticoid and mineralocorticoid receptors are involved in the 
facilitation of anxiety-like response induced by restraint. Neuroendocrinology. 73 (4): 261-71, 
Apr. 2001. 

T. Cao, M.A. Longley, X.J. Wang and D.R. Roop. An inducible mouse model for epidermolysis 
bullosa simplex: implications for gene therapy. J Cell Biol. 152 (3): 651-6, Feb. 5, 2001. 

A. Capasso and A. Loizzo. Arachidonic acid and its metabolites are involved in the expression 
of neocortical spike-and-wave spindling episodes in DBA/2J mice. J Pharm Pharmacol 53 (6): 
993-8, Jun. 2001. 

I. Castagliuolo, K. Karalis, L. Valenick, A. Pasha, S. Nikulasson, M. Wlk and C. Pothoulakis. 
Endogenous corticosteroids modulate Clostridium difficile toxin A-induced enteritis in rats. Am 
J Physiol Gastrointest Liver Physiol. 280 (4): 0539-45, Apr. 2001. 

K. Chwalisz, R.M. Brenner, U.U. Fuhrmann, H. Hess-Stumpp and W. Elger. Antiproliferative 
effects of progesterone antagonists and progesterone receptor modulators on the endometrium. 
Steroids. 65 (10-11): 741-51, Oct.-Nov. 2000. Review. 

M.A. Cole, B.A. Kalman, T .W. Pace, F. Topczewski, M.J. Lowrey and R.L. Spencer. Selective 
blockade of the mineralocorticoid receptor impairs hypothalamic-pituitary-adrenal axis 
expression of habituation. J Neuroendocrinol. 12 (10): 1034-42, Oct. 2000. 

G. Csaba and A. Inczefi-Gonda. Effect of neonatal treatment with mifepristone or tamoxifen on 
the binding capacity of the thymic glucocorticoid or uterine estrogen receptor of adult rats: data 
on the mechanism of hormonal imprinting. Life Sci. 67 (20): 2531-7, Oct. 6, 2000. 

G. Csaba and A. Inczefi-Gonda. Similarities and dissimilarities of newborn and adolescent rats 
in the binding capacity of thymic glucocorticoid receptors. Mech Ageing Dev. 122 (3): 327-34, 
Mar. 2001. 

G. Csaba and C. Karabelyos. The effect of a single neonatal treatment (hormonal imprinting) 
with the antihormones, tamoxifen and mifepristone on the sexual behavior of adult rats. 
Pharmacol Res 43 (6): 531-4, Jun. 2001. 
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H.B. Croxatto, L. Devoto, M. Durand, E. Ezcurra, F. Larrea, C. Nagle, M.E. Ortiz, D. Vantman, 
M. Vega and H. von Hertzen. Mechanism of action of hormonal preparations used for 
emergency contraception: a review of the literature. Contraception. 63 (3); 111-21, Mar. 2001. 
Review. 

B.P. Davidson, S.C. Dogra and B.K. May. The antiglucocorticoid RU486 inhibits phenobarbital 
induction of the chicken CYP2Hl gene in primary hepatocytes. Mol Pharmacol. 60 (2): 274-81, 
Aug. 2001 . 

B. Diaz, E. Barreto, R. Cordeiro, M. Perretti, M. Martins and P. Silva. Enhanced sperm 
glucocorticoid levels mediate the reduction of serosal mast cell numbers in diabetic rats. Life 
Sci. 68 (26): 2925-32, May 18, 200 1. 

Z. Duanmu, T.A. Kocarek and M. Runge-Morris. Transcriptional regulation of rat hepatic aryl 
sulfotransferase (SULTlAl) gene expression by glucocorticoids. Drug Metab Dispos. 29 (8): 
1130-5, Aug. 2001. 

M. Dukes, BJ. Furr, L.R. Hughes, H. Tucker and J.R. Woodburn. Nonsteroidal progestins and 
antiprogestins related to flutamide. Steroids. 65 (10-11): 725-31, Oct.-Nov. 2000. 

W . Elger, J. Bartley, B. Schneider, G. Kaufmann, G. Schubert and K. Chwalisz. Endocrine 
pharmacological characterization of progesterone antagonists and progesterone receptor 
modulators with respect to PR-agonistic and antagonistic activity. Steroids. 65 (10-11): 713-23, 
Oct.-Nov. 2000. Review. 

V. Ellerkamp, T.J. Musholt, S.H. Klebs, P.B. Musholt, G.F. Scheumann, J. Klempnauer and 
M.W. Hoffman. A murine model of allogeneic adrenocortical cell transplantation: perspectives 
on the treatment of Addison's disease in humans. Surgery. 128 (6): 999-1006, Dec. 2000. 

K.C. Falkner, J.A. Pinaire, G.H. Xiao, T.E. Geoghegan and R.A. Prough. Regulation of the rat 
glutathione S-transferase A2 gene by glucocorticoids: involvement of both the glucocorticoid 
and pregnane X receptors. Mol Pharmacol. 60 (3): 611-9, Sep. 2001. 

L.P. Filaretova and T.P. Bagaeva. The role of endogenous glucocorticoids in maintenance of the 
gastric mucosa integrity. Ross Fiziol Zh Im I M Sechenova. 86 (11): 1548-58, Nov. 2000. 
Review. 

M. Fleshner, T. Deak, K.T. Nguyen, L.R. Watkins and S.F. Maier. Endogenous glucocorticoids 
play a positive regulatory role in the anti-keyhole limpet hemocyanin in vivo antibody response. 
J Immunol. 166 (6): 3813-9, Mar. 15, 2001. 

M.S. Flint and S.S. Tinkle. C57BL/6 mice are resistant to acute restraint modulation of 
cutaneous hypersensitivity. Toxicol Sci. 62 (2): 250-6, Aug. 2001. 

3 



FDACDER000117

Obtained via FOIA by Judicial Watch, Inc.

M.S. Flint, D.B. Miller and S.S. Tinkle. Restraint-induced modulation of allergic and irritant 
contact dermatitis in male and female B6.129 mice. Brain Behav Immun. 14 (4): 256-69, Dec. 
2000. 

M.S. Flint, J.M. Valosen, E.A. Johnson, D.B. Miller and S.S. Tinkle. Restraint stress applied 
prior to chemical sensitization modulates the development of allergic contact dermatitis 
differently than restraint prior to challenge. J Neuroimmunol. 113 (1): 72-80, Feb. 1, 2001. 

K. Fukuzuka, C.K. Edwards 3rd
, M. Clare-Salzer, E.M. Copeland 3rd

, L.L. Moldawer and D.W. 
Mozingo. Glucocorticoid and Fas ligand induced mucosal lymphocyte apoptosis after burn 
injury. J Trauma. 49 (4): 710-6, Oct. 2000. 

U. Fuhrmann, H. Hess-Stumpp, A. Cleve, G. Neef, W. Schwede, J. Hoffmann, K.H. Fritzemeier 
and K. Chwalisz. Synthesis and biological activity of a novel, highly potent progesterone 
receptor antagonist. J Med Chem. 43 (26): 5010-6, Dec. 28, 2000. 

D.I. Godfrey, J.P. Purton, R.L. Boyd and T.J. Cole. Stress-free T-cell development: 
glucocorticoids are not obligatory. Immunol Today. 21 (12): 606-11, Dec. 2000. Review. 

J.D. Graham, D.L. Bain, J.K. Richer, T.A. Jackson, L. Tung and K.B. Horwitz. Thoughts on 
tamoxifen resisitant breast cancer. Are coregulators the answer or just a red herring? J Steroid 
Biochem Mo! Biol. 74 (5): 255-9, Nov. 30, 2000. Review. 

T. Hagerty, W.W. Morgan, N. Elango and R. Strong. Identification of a glucocorticoid­
responsive element in the promoter region of the mouse tyrosine hydroxy lase gene. J 
Neurochem. 76 (3): 825-34, Feb. 2001. 

K. Hatanaka, H. I.kegaya, I. Talcase, M. Kobayashi, H. I wase and K. Yoshida. Immobilization 
stress-induced thymocyte apoptosis in rats. Life Sci. 69 (2): 155-65, Jun. 1, 2001. 

L.B. Haynes, M.R. Griffiths, R.E. Hyde, DJ. Barber and I.J. Mitchell. Dexamethasone induces 
limited apoptosis and extensive sublethal damage to specific subregions of the striatum and 
hippocampus: implications for mood disorders. Neuroscience. 104 (1): 57-69, 2001. 

Q.J. He, Y. Ying, B. Yang and R.Y. Fang. Synergistic effects of DLl 11-lT combined with 
mifepristone on termination of early pregnancy in rhesus monkeys. Contraception. 62 (4): 189-
93, Oct. 2000. 

B. Hinz and R. Hirschelmann. Dexamethasone megadoses stabilize rat liver lysosomal 
membranes by non-genomic and genomic effects. Phann Res. 17 (12): 1489-93, Dec. 2000. 

T.J. Huang and Li P. Shirley. Dexamethasone inhibits Iuteinizing hormone-induced synthesis of 
steroidogenic acute regulatory protein in cultured rat preovulatory follicles. Biol Reprod. 64 (1): 
163-70, Jan. 2001. 
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Y. Isohama and S.A. Rooney. Glucocorticoid enhances the response of type TI cells from 
newborn rats to surfactant secretagogues. Biochim Biophys Acta. 1531 (3): 241-50, Apr. 30, 
2001. 

K. Jarukamjorn, T. Sakuma, M. Yamamoto, A. Ohara and N. Nemoto. Sex-associated 
expression of mouse hepatic and renal CYP2B enzymes by glucocorticoid hormones. Biochem 
Pharmacol 62 (2): 161-9, Jul. 15, 2001. 

S. Jovanovic, S.C. Land, R.E. Olver and S.M. Wilson. Hypoxic activation of an arniloride­
sensitive cation conductance in alveolar epithelial cells. Biochem Biophys Res Commun. 286 
(3): 622-7, Aug. 24, 2001. 

M. Kabbaj, D.P. Devine, V.R. Savage and H. Akil. Neurobiological correlates of individual 
differences in novelty-seeking behavior in the rat: differential expression of stress-related 
molecules. J Neurosci. 20 (18): 6983-8, Sep. 2000. 

J.D. Kalenic, R.J. Ramirez, S. Einzig, W.A. Neal and H.A. Omar. Estrogen-induced relaxation 
in bovine coronary arteries in vitro: evidence for a new mechanism. WV Med J. 96 (6): 617-21, 
Nov.-Dec. 2000. 

R.H. Karas, M. van Eickels, J.P. Lydon, S. Roddy, M. Kwoun, M. Aronovitz, W.E. Baur, 0. 
Connelly, B.W. O'Malley and M.E. Mendelsohn. A complex role for the progesterone receptor 
in the response to vascular injury. J Clin Invest. 108 (4): 611-8, Aug. 2001. 

Y.J. Karten, C.M. Stienstra and M. Joels. Corticosteroid effects on serotonin responses in 
granule cells of the rat dentate gyrus. J Neuroendocrinol. 13 (3): 233-8, Mar. 2001. 

L. Kim, Y.S. Weems, P.J. Bridges, B.R. LeaMaster, L. Ching, D.L. Vincent and C.W. Weems. 
Effects of indomethacin, luteinizing hormone (LH), prostaglandin E2 (PGE2), trilostane, 
mifepristone, ethamoxytriphetol (MER-25) on secretion of prostaglandin E (PGE), prostaglandin 
F2alpha (PGF2alpha) and progesterone by ovine corpora lutea of pregnancy or the estrous cycle. 
Prostaglandins Other Lipid Mediat. 63 (4): 189-203, Mar. 2001. 

K. Kitayama, M. Abe, T. Kakizaki, D. Honma, R. Natsume, M. Fukaya, M. Watanabe, J. 
Miyazaki, M. Mishina and K. Sakimura. Purkinje cell-specific and inducible gene 
recombination system generated from C57BL/6 mouse ES cells. Biochem Biophys Res 
Commun. 281 (5): 1134-40, Mar. 16, 2001. 

S. Klasen, R. Harnmermann, M. Fuhrmann, D. Lindemann, K.F. Beck, J. Pfeilschifter and K. 
Racke. Glucocorticoids inhibit lipopolysaccharide-induced up-regulation of arginase in rat 
alveolar macrophages. Br J Pharmacol. 132 (6): 1349-57, Mar. 2001. 

H.L. Koenig, W.H. Gong and P. Pelissier. Role of progesterone in peripheral nerve repair. Rev 
Reprod. 5 (3): 189-99. Review, Sep. 2000. 
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I. Kudawara, T. Ueda, H. Yoshikawa, T. Miyama, T. Yamamoto and Y. Nishizawa. In vivo 
inhibition of tumour growth by dexamethasone in murine osteosarcomas. Arv. 37 (13): 1703-8, 
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Contraception 2000 Oct;62( 4): 189-93 

Synergistic effects ofDLlll-IT combined with mifepristone 
on termination of early pregnancy in rhesus monkeys. 

He QJ, Ying Y, Yang B, Fang RY. 

Department of Phannacology, College of Pharmacy, Zhejiang University, Hangzhou, People's 
Republic of China. 

The objectives of this study were to determine the synergistic effects ofDLll 1-IT in 
combination with mifepristone (RU486) on termination of early pregnancy in rhesus monkeys. 
Pregnancy was confirmed by tactile sensation of pregnant uterus via anus with finger and 
ultrasound examination. Pregnancy termination was obtained with vaginal bleeding and abortion 
materials including fetuses and placentae after treatment. With multiple doses ofDLl 11-IT or 
RU486 given alone between d24 and d50 of gestatio~ pregnancy arrests were obtained in 40% 
(2/5) of monkeys treated with DLll 1-IT intramuscularly (im) (25 mg x kg(-1) x d(-1) x 3 days), 
in 20% (1/5) of monkeys treated with 9 mg x kg(-1) x d(-1) x 2 days, and 4.5 mg x kg(-1) on day 
3 with RU486 intragastrically (ig). DLl 11-IT (25 mg x kg(- 1) on day 1, im) in combination with 
RU486 (the same treatment as above) resulted in 100% (10/10) termination of pregnancy and 
uterine bleeding lasted 6.6 +/- 1.3 days. RU486 (as above treatment) in combination with 
misoprostal (Miso, 109 microg xkg(-1) on day 3, ig) showed 71.4% (5/7) termination of 
pregnancy, and uterine bleeding lasted 12.9 +/- 9.6 days. The synergistic effect ofDL 11 1-IT plus 
RU486 enhances termination of early pregnancy and significantly shortens the bleeding time 
than RU486 plus Miso does in rhesus monkeys. 

PrvflD: 11137073 [PubMed - indexed for MEDLINE] 
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Biol Reprod 2000 Dec;63(6):1899-904 

Altered feta I pituitary-adrenal function in the ovine fetus 
treated with RU486 and meloxicam, an inhibitor of 
prostaglandin synthase-IT. 

McKeown KJ, Challis JR, Small C, Adamson L, Bocking AD, Fraser M, Rurak D, Riggs 
KW, Lye SJ. 

rvfRC Group in Fetal and Neonatal Health and Development, Department of Physiology, 
University of Toronto, Toronto, Ontario, Canada M5S 1A8.kevin.mckeown@utoronto.ca 

Term and preterm labor are associated with increased fetal hypothalamic-pituitary-adrenal 
(HPA) activation and synthesis ofprostaglandins (PGs) generated through the increased 
expression ofprostaglandin H synthase-II (PGHS-II) in the placenta. Inhibition ofPGHS-II has 
been advocated as a means of producing uterine tocolysis, but the effects of such treatment on 
fetal endocrine functions have not been thoroughly examined. Because PGE(2) is known to 
activate the fetal HP A axis, we hypothesized that administration of meloxicam, a PG HS-II 
inhibitor, to sheep in induced labor would suppress fetal HP A function. Chronically catheterized 
pregnant ewes were treated with RU486, a progesterone receptor antagonist, to produce active 
labor, and then treated with either high-maintenance-dose meloxicam, graded-maintenance-dose 
meloxicam, or a saline infusion. Maternal uterine contraction frequency increased 24 h after the 
RU486 injection and the animals were in active labor by 48 +/- 4 h. RU486 injection led to 
increased concentrations of PGE(2), AC'TII, and cortisol in the fetal circulation, and increased 
concentrations of 13,14 dihydro 15-ketoprostaglandin F(2 alpha) (PGFM) in the maternal 
circulation. Uterine activity was inhibited within 12 h of beginning meloxicam infusion at both 
infusion regimes. During meloxicam infusion there were significant decreases in fetal plasma 
PGE(2), ACTH, and cortisol concentrations, and PGFM concentrations in maternal plasma. In 
control animals, frequency of uterine contractions, maternal plasma PGFM, fetal plasma PGE(2), 
ACTH, and cortisol concentrations increased after RU486 administration, and continued to rise 
during saline infusion until delivery occurred. We conclude that RU486-provoked labor in sheep 
is associated with activation of fetal HPA function, and that this is attenuated during meloxicam 
treatment to a level considered compatible with pregnancy maintenance. 

PMID: 11090463 [PubMed - indexed for .MED LINE] 
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LITERATURE UPDATE - CLINICAL 

The present update to the bibliography was generated by a search performed using PubMed with 
the keywords rnifepristone and human from all sources and languages. This bibliography covers 
the period of September 28, 2000 to September 27, 2001. 

The bibliography generated by this strategy includes published articles on clinical investigations 
on mifepristone. The references are organized alphabetically by author. In addition, the 
references are subdivided into several sections: 1. Medical Abortion, 2. Long-term Treatment; 3. 
Termination for Fetal Anomaly or Death; 4. Cervical Ripening and 5. Other (Contraception, 
Ectopic Pregnancy, Biochemical Effects, etc.). The reprints of these articles will be supplied 
upon request. 

1. Medical Abortion 

ACOG Practice Bulletin. Clinical management guidelines for obstetrician-gynecologists -
Medical management of abortion. Obstet Gynecol. 97 (4): Suppl 1-13, Apr. 2001. 

R.H. Allen, C. Westhoff, L. De Nonno, S.L. Fielding and E.A. Schaff. Curettage after 
mifepristone-induced abortion: frequency, timing and indications. Obstet Gynecol. 98 (1): 101-6, 
Jul 2001. 

Z.K. Anjum. Termination of early pregnancy with a reduced oral dose of rnifepristone and 
vaginal misoprostol. S Afr Med J. 90 (9): 889-91, Sep. 2000. 

S. Aschkenazi, T. Levy and Z. Ben-Rafael. Mifepristone-a new antiprogesterone in obstetrics 
and gynecology. Harefuah. 140 (5): 429-34, May 2001. Review. Hebrew. (Abstract not 
available.) 

P.W. Ashok, G.M. Flett and A. Templeton. Mifepristone versus vaginally administered 
misoprostol for cervical priming before first-trimester termination of pregnancy: a randomized, 
controlled study. Am J Obstet Gynecol. 183 (4): 998-1002, 2000. 

E. Aubeny. Letter to the Editor. A two-stage increase in the dose of rnisoprostol improves the 
efficacy of medical abortion with mifepristone and prostaglandins. Eur J Contracept Re prod 
Health Care. 6 (1): 54-5, 2001. 

E. Aubeny and G. Chatellier. A randomized comparison of mifepristone and self-administered 
oral or vaginal misoprostol for early abortion. Eur J Contracept Reprod Health Care. 5 (3): 171-
6, Sep. 2000. 

M. Balter. Profile. For 'father' of abortion drug, vindication at last. Science. 290 (5489): 39, 
2000. (Abstract not available.) 
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J. Bartley, S. Tong, D. Everington and D.T. Baird. Parity is a major determinant of success rate 
in medical abortion: a retrospective analysis of 3161 consecutive cases of early medical abortion 
treated with reduced doses of mifepristone and vaginal gemeprost. Contraception. 62 (6): 297-
303, 2000. 

C. Boorer and J. Murty. Experiences of termination of pregnancy in a stand-alone clinic 
situation. J. Family Planning and Reproductive Health Care. 27 (2): 97-8, 2001. 

A. Bureau and I. Dagousset. IVG medcamenteuse: possibly chez la plupart des femmes. La 
Revue du Praticien 506: 1377-1381, Sep. 2000. French. (Abstract in English not available.) 

M. Bygdeman, K. Gemzell Danielsson, L. Marians and M.-L. Swahn. Pregnancy termination. 
Steroids. 65 (10-11): 801-5, Oct.- Nov. 2000. Review. 

J.L. Carbonell, A. Velazco, L. Varela, R. Tanda, C. Sanchez, S . Barambio, S. Chami, F. Valero, 
S. Aragon and J. Mari. Misoprostol for abortion at 9-12 weeks' gestation in adolescents. Eur J 
Contracept Re prod Health Care. 6 ( 1): 39-45, 2001. 

T.J. Child, J. Thomas, M. Rees and I.Z. MacKenzie. A comparative study of surgical and 
medical procedures: 932 pregnancy terminations up to 63 days gestation. Hum Reprod. 16 (1): 
67-71, 2001. 

K. Coyaji, B. Elul, U. Krishna, S. Otiv, S. Ambardekar, A. Bopardikar, V. Raote, C. Eilertson 
and B. Winikoff. Mifepristone abortion outside the urban research hospital setting in lndi~. 
Lancet. 357 (9250): 120-2, 2001. 

M.D. Creinin, H.C. Pymar and J .L. Schwartz. Mifepristone 100 mg in abortion regimens. 
Obstet Gynecol. 98 (3): 434-439, Sep 2001. 

M.D. Creinin, J.L. Schwartz, H.C. Pymar and W. Fink. Efficacy of mifepristone followed on the 
same day by misoprostol for early termination of pregnancy: report of a randomized trial. 
BJOG. 108 (5): 469-73, 2001. 

R.M. DeHart and M.S. Morehead. Mifepristone. Ann Pharmacother. 35 (6): 707-19, Jun. 2001. 

L.J. De Nonna, C. Westhoff, S. Fielding and E. Schaff. Timing of pain and bleeding after 
mifepristone-induced abortion. Contraception. 62 (6): 305-9, 2000. 

B. Elul, S. Hajri, N.N. Ngoc, C. Ellertson, C.B. Slama, E. Pearlman and B. Winikoff. Can 
women in less-developed countries use a simplified medical abortion regimen? Lancet. 357 
(9266): 1402-5, 2001. 

A.B. Golberg, M.B. Greenberg and P.D. Darney. Misoprostol and pregnancy. N Engl J Med. 
344 (1): 38-47, Jan. 4, 2001. Review. (Abstract not available.) 
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S. Gottlieb. Abortion pill is approved for sale in the United States. BMJ. 321 (7265): 851, 
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R.W. Hale and S. Zinberg. Use of rnisoprostol in pregnancy. N Engl Med. 344 (1): 59-60, 2001. 
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Chinese. 
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Obstet Gynecol 2001 Apr;97(4):suppl 1-13 

ACOG Practice Bulletin. Clinical management guidelines for 
obstetrician-gynecologists. Medical management of abortion. 

American College of Obstetricians and Gynecologists Committee on Practice 
B ulletins--Gynecology. 

According to the U.S. Centers for Disease Control and Prevention, 1.18 million legal abortions 
were performed in the United States in 1997. Of these, 55.5% were performed at or before 56 
days of gestation (calculated from the first day of the last menstrual period [LMP]) (I). Almost 
98% of abortion procedures were performed by uterine curettage; all but 1 % of these used 
suction curettage. There were 305 legal induced abortions per 1,000 live births, and the abortion 
rate was 20 per 1,000 women aged 15-44 years. For the first time in 1997, medical abortions 
were counted and comprised 0.25% of all abortions; 0.45% of those procedures were 
performed up to 56 days of gestation. Because of the lack of availability of mifepristone, these 
procedures mostly represent the use of a combination of methotrexate and misoprostol. Over the 
past two decades, medical methods of abortion have developed throughout the world and are 
now used clinically in the United States. This document will present evidence of effectiveness, 
benefits, and risks of medical methods of abortion and provide a framework for the evaluation 
and counseling of women who are considering such medical methods. 

Publication Types: 
Guideline 
Practice Guideline 

PMID: 11501565 [PubMed - indexed for MEDLINE] 
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Curettage after mifepristone-induced abortion: frequency, timing, and 
indications. 

Allen RB, Westhoff C, De Non no L, Fielding SL, Schaff EA. 

Columbia University College of Physicians and Surgeons, New York, New York 10032, 
USA 

OBJECTIVE:To characterize women who underwent curettage after medical abortion with 
mifepristone and vaginal misoprostol, to describe when curettage occurred and the reasons 
for the intervention, and to categorize the indications for curettage according to a simple 
classification schema . .METHODS: These analyses used data from two multisite, randomized 
controlled trials sponsored by Abortion Rights Mobilization. In the first study, women 
pregnant less than 63 days received 200 mg of mifepristone and 800 &mgr;g of vaginal 
misoprostol to use 48 hours after taking mifepristone. In the second study, women pregnant 
less than 56 days were randomly assigned to insert vaginal misoprostol at 1, 2, or 3 days after 
mifepristone administration. Case report forms and clinical case notes of all women who 
underwent curettage were examined. RESULTS: Of the 4393 women enrolled in both 
studies, 116 (2.6%, 95% confidence interval 2.1%, 3.1%) curettages were identified. The 
gestational age and a history of prior elective abortion were associated with the rate of 
curettage. The distribution of indications for curettage included bleeding, 61 (53%); 
continuing pregnancy, 17 (15%); patient request, 36 (31%); and indeterminate, 2 (1.7%). The 
timing of curettage differed by the indication and scheduled interval between study visits. 
The distribution of the timing was bimodal. One subset of women, 44 (38%), underwent 
curettage in the first study week and another subset, 43 (37%), during weeks 3-5. 
CONCLUSION: Curettage after medical abortion with mifepristone and vaginal misoprostol 
is rare. At least one half of the curettages were performed for persistent bleeding several 
weeks after treatment. Both acute heavy bleeding and continuing pregnancy are extremely 
rare. 

PMID: 11430965 [PubMed - indexed for MEDLINE] 
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S Afr Med J 2000 Sep;90(9):889-9 l 

Termination of early pregnancy with a reduced oral dose of mifepristone 
and vaginal misoprostol. 

Anjum ZK. 

Northern General Hospital, Sheffield, UK. 

OBJECTIVE: To determine the efficacy oftennination of pregnancy with a reduced oral 
dose of mifepristone and vaginal misoprostol. DESIGN: A retrospective review of369 
medical terminations of pregnancy. SETTING: Northern General Hospital, Sheffield, UK. 
SUBJECTS: All women presenting for medical termination of pregnancy before 63 days' 
gestation between October 1996 and December 1997. INTERVENTIONS: Patients were pre­
treated with mifepristone 200 mg orally, 36-48 hours before the prostaglandin E analogue, 
misoprostol, was administered vaginally. Two doses of misoprostol 400 micrograms, were 
given 2 hours apart. Women were allowed home 6 hours after the first dose of misoprostol. If 
the products of conception were not passed before going home, patients were to contact the 
hospital if bleeding did not take place within 4 days. OUTCOME MEASURES: Need for a 
surgical procedure and number of ongoing pregnancies after full treatment were considered 
primary outcome measures. RESULTS: A total of369 women were treated with this 
regimen: 343 women (93.46%) aborted completely within a 6-hour observation period and 
did not require further intervention. A further 8 women aborted completely within the next 4 
days. Overall, the complete abortion rate was 95.64%. Surgical intervention was necessary in 
1.09% of the patients. No woman had serious complications. CONCLUSION: This 
combination is effective, safe and cost-effective in a clinical setting. 

P:MID: 11081 141 [PubMed- indexed for MEDLlNE] 
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Am J Obstet Gynecol 2000 Oct;183(4):998-1002 

Mifepristone versus vaginally administered misoprostol for cervical 
priming before first-trimester termination of pregnancy: a randomized, 
controlled study. 

Ashok PW, Flett GM, Templeton A. 

Department of Obstetrics and Gynecology, University of Aberdeen, Aberdeen, United 
Kingdom. 

OBJECTIVE: This study was undertaken to compare the effectiveness of mifepristone orally 
administered at 24 or 48 hours before first-trimester vacuum aspiration abortion with that of 
vaginally administered misoprostol as a cervical priming agent. STUDY DESIGN: In a 
randomized comparative trial 90 women who requested surgical termination of pregnancy 
were randomly assigned to receive 200 mg mifepristone orally 24 or 48 hours before the 
operation or 800 microg misoprostol vaginally 2 to 4 hours before the operation. The main 
outcome measures were baseline cervical dilatation, cumulative force required to dilate the 
cervix to 9 mm, and intraoperative blood loss. RESULTS: The baseline cervical dilatation 
was significantly greater among women who received mifepristone 48 hours before the 
operation (P =.02). This group also required the least mechanical force to dilate the cervix (P 
=.06). There were no significant differences among the 3 groups in the intraoperative blood 
loss, in the operating time, or in patient acceptability. Side effects such as hot flushes and 
headaches were significantly higher among women who received mifepristone 24 or 48 hours 
before the operation than among those who received misoprostol (P =.01 and P =. 002, 
respectively). CONCLUSION: Mifepristone is an effective cervical priming agent when 
orally administered 48 hours before vacuum aspiration for termination of first-trimester 
pregnancy. Because of its cost and availability in comparison with misoprostol, however, 
selective use may have to be considered. 
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Letters to the Editor 

A two-stage increase in the dose of misoprostol improves the efficacy of medical 
abortion with mifepristone and prostaglandins 

Since 1992 we have been using the drug regimen and 
protocol authorized in France for the medical termina­
tion of early pregnancy (up co 49 days of amenorrhea), 

i.e. day 1: or.il mifepriscone 600 mg; day 3: oral 
misoprostol 400 µg followed by observation for 3 h; 

days 10-15: follow-up visit. The results using this 

protocol have been reported 1. A success rate of95.4% 

has been achieved. The failures (4.6%) include cases of 

continuing pregnancy (1.5%), incomplete abortion 
(2.8%) and hemostatic curettage (0.3%). 

We felt that the rate- of failure of the method, 

although low, should be further decreased and we 

therefore investigated a new treatment regimen. 

In France, women undergoing early medical termi­
nation of pregnancy must stay at the treatment center 

for 4h after the administration of misoprostol (this 
monitoring period was shortened co 3 h in 1998). 

Within the 4-h observation period, up to 69 .1% 

women abort and, in approximately 90% of these 

women, pregnancy was terminated in the first 3 h1• 

We hoped to improve the success rate of the 

method by the administration of a second dose of 
misoprostol 3 h after the first, to women who had not 

aborted within this time. The rationale for this regi­
men is supported by the clinical observation that the 

majority of expulsions occur within 3 h of oral intake 

of misoproscol. After 3 h, the number of observed 

expulsions decreases rapidly. The clinical observation 
reflects the pharmacokinetic profile of misoproscol: 2 h 
after oral administration, a rapid decrease in plasma 

level is seen2-l. 

During 1993-94 and from I 995-97, two alterna­

tive drug regimens were studied in a sequential 
manner. The results are summarized in Table 1. 

The decrease in the proportion of continuing preg­

nancies is highly important; both women and practi­

tioners can be more confident with the procedure. A5 a 

consequence of the above observations, regimen 2 is 

now the routine treatment at Broussais Hospital. 

We believe chat the sequential administration of 

two 400-µg doses of misoprostol has a number of 

advantages, especially if gestation is limited to 49 days. 

First, it is more effective than a regimen using only a 

single dose of 400 µg misoprostol. The overall success 
rate is increased co a level not previously published and, 

although this may have been due to chance or an 

increase in operator experience, the 80% reduction in 

continuing pregnancies is less likely to be due co such 

factors . The proportion of continuing pregnancies has 
been reduced co that seen when gemeprost, a particu­

larly potent proscaglandin, is used5• 

It is difficult to compare these rcsulcs to those 

observed when misoprostol is given as a single dose of 

800 µg . Only El Refaey and colleagues• have studied 

Table 1 Success rates with a two-step regimen for the early therapeutic termination of pregnancy (:S: 49 days of 
amenorrhea) 

Number receiving Number Overall 

a single dose of receiving an success Continuing 

Total number misoprostol additional dose rare pregnancies 
Regimen of subjects (400 µg) of misoprostol ro/o) ro/o) 

(1) Mrfepristone 600mg + misoprostol 487 206 281 95.5 1.2 
400 µg + 200 µg as required 

(2) Mifepristone 600mg + misopros1ol 1973 1344 629 99.4 • 0.2 
400 µg + 400 µg as required 

•Failures include cases of incomplete abonion (1.4%) and continuing pregnancy (4 cases: 0.2%) 

54 



FDACDER000145

Obtained via FOIA by Judicial Watch, Inc.

Ulltr to rhe E.diror 

the use of 600 mg mifepristone followed by miso­

prostol given as a single 800 µg oral or v3ginal dose. 

They reported a success rate lower than ours. How­

ever, the age of pregnancy in their series was up co 63 

days of amenorrhea (success rate 87% with oral 

misoproscol). 

Second, as the majority of side-effects related to 

medical tennination of pregnancy are associated with 

the administration of prosuglandin and appe3r co be 

dose-related , it is desirable to use the lowest possible 

dose of prosc::1g!andin . With this method, a large pro­

portion (62.1%) of women wiU abort within the first 
3 h after administration of only the first dose of 400 µg 

misoproscol. Administration of a larger dose would be 

unnecessary in the majority of women. 

The incidence and severity of uterine pain were 

lower in our study than in the study by El R efuey and 

colleagues◄; both che oral and vaginal routes of admin­

istration of 800 µg misoprostol were associated with 

use of parenteral narcotic analgesia in 16% and 10% of 

women, respectively. In our method, only non­

narcotic analgesics were necessary. One may argue that 

this higher use of narcotic analgesia was due to the 

inclusion of more advanced pregnancies in the study 

by El Refaef; however, other work has shown chat 
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use of narcotic analgesia is not related to gesution but 

to other fa ctors (parity, history of dysmenorrhea)S. 

The dau of the trials about gastrointestinal 

side-effectS do not aUow one to arrive at an assured 

conclusion because gastrointestinal side-efTcctS were 

not registered in the same way. Figures about gascroin­

cescinal side-effects in the 800-µg misoproscol trial 

relate co vomiting alone and diarrhea alone; in the 

400 + 400-µg trial, aU gastrointestinal side-effects are 

considered together (nause.i + vomiting + diarrhe3) . 

We conclude that, for the medical ce~nation of 

early pregnancy (up to 49 days of gesution) with oral 

mifepristone 600 mg and misoprostol 400 µg, the 

administration of a second oral dose of 400 µg miso­
prostol to women who have not aborted within 3 h of 
the first dose increases the overall efficacy of the 

method. This regimen also appears to be better 

tolerated than a regimen in which misoprostol is given 

as a single 800-µg dose. 

Family Planning Center 

Broussais Hospital 

75014 Paris 

France 

E. Aubtny 

4. El Rafacy H, Rajascbr D, Abdalla M, Caldcc L. 
Templeton AA. [nduction of aboction with mifeprisconc 
{RU 486) and or.ii or vaginal misoprostol. N Engl] Med 
1995;332:983- 7 

5. UK Mulricentre Study - Final Results . The efficacy and 
toler.ince of mifepristone and prostaglandin in tcnniru­
tion of pregnancy ofless than 63 days gestation. Conlrau.p­

tion I 997;55: 1-5 
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A randomized comparison of mifepristone and self-administered oral or 
vaginal misoprostol for early abortion. 

Aubeny E, CbateUier G. 

Orthogenic Center, Broussais Hospital, Paris, France. 

In France, mifepristone in association with orally administered misoprostol is widely used for 
the early termination of pregnancy (up to 49 days' gestation). In other centers, mifepristone in 
association with vaginally administered misoprostol has also been used. The aim of the 
present study was to compare the efficacy and tolerance of mifepristone in association with 
misoprostol administered orally or vaginally for the termination of pregnancy of up to 49 
days' gestation. A total of237 women were enrolled in the study. All women received 600 
mg mifepristone administered orally and 400 microg misoprostol administered either orally 
(n == 119) or vaginally (n == 118). A second dose of 400 microg misoprostol was administered 
if women had not expelled the pregnancy within 3 h. Women were randomized into 
treatment groups according to the day of their admission. The overall success rate was 98.7% 
and there was no significant difference in efficacy between the two groups. There was one 
treatment failure in the group in which misoprostol was administered orally. Of those women 
who aborted within 3 h of administration of the first dose ofmisoprostoi the route of 
administration ofi:nisoprostol did not influence the time to abortion. Of the women who 
received a second dose ofmisoprostol, the time to abortion was shorter in those who received 
misoprostol orally (52 min versus 77 min). Tolerance was assessed by visual analog scales 
and was similar for both groups. In both groups, women preferred the oral route of 
administration. 
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Parity is a major determinant of success rate in medical abortion: a 
retrospective analysis of 3161 consecutive cases of early medical abortion 
treated with reduced doses of mifepristone and vaginal gemeprost. 

Bartley J, Tong S, Everington D, Baird DT. 

Centre for Reproductive Biology, University of Edinburgh, 37 Chalmers Street, Edinburgh, 
EID 9ET, Scotland. 

The antiprogesterone mifepristone in combination with a suitable prostaglandin provides an 
effective method for induction of abortion in early pregnancy up to 63 days of gestation. The 
combination of 600 mg mifepristone followed by 1 mg of gemeprost vaginal pessary 48 h 
later is one of the standard regimens in practice, which is registered in several countries in 
Europe. In 1995, we reduced the doses for both mifepristone and gemeprost to 200 mg and 
0.5 mg respectively, as this was shown to decrease significantly the incidence of side effects 
whilst maintaining a high efficacy. In this article, we report our experience with this regimen 
in routine clinical practice by analysing 3161 consecutive medical abortions retrospectively. 
Twelve case notes (0.4%) were not available, and for 310 (9.8%) women, the outcome was 
not known with certainty as they did not return for their follow up visit. Of the remaining 
2839 women, 2732 (96.2%) had a complete abortion following their treatment. One-hundred­
two (3.6%) women required an evacuation of the uterus: for incomplete abortion in 63 
(2.2%) and ongoing pregnancy in 39 (1.4%). Three women had to undergo surgery for 
ectopic pregnancies. The surgical intervention rate was significantly higher at gestation of 
>49 days compared to < or= 49 days (5.7% vs. 2.6%, p = 0.002) and at >56 days than among 
those at< or = 56 days (6.7% vs. 3.1 %; p <0.001). However, for incomplete abortion a 
significant increase was only seen at gestation >49 days compared to < or = 49 days (3% vs. 
1.6%, p = 0.017). The incidence of ongoing pregnancies increased significantly only after 56 
days of gestation compared to < or= 56 days (3.8% vs. 0.9%; p <0.001). Parity was related 
to the outcome with parous women having significant ly more incomplete/ongoing abortions 
compared to nulliparous women (5.4% vs. 2.0%; p <0.001), although parous women did 
present earlier in pregnancy for termination than nulliparous women (p = 0.01 ). The 
incidence of complications was low: 165 (5.8%) women were given antibiotics for presumed 
genital infection and severe haemorrhage occurred in 11 (0.4%) women, of whom only two 
required blood transfusion. In summary, the recommended regimen with the reduced doses of 
mifepristone and gemeprost is highly effective, meeting the anticipated efficacy with a 
complete abortion rate of >95%. We have concluded from the data that gestation and parity 
are strong predictors for clinicians to anticipate the probability of a successful medical 
termination of pregnancy. 
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Experiences of termination of pregnancy in a stand-alone clinic situation 

Boorer C, Murty J 

Summary 

This paper describes the authors' experience of conducting termination of pregnancy on 
conscious patients in community settings. If patients are appropriately selected and 
prepared, and the procedure conducted in the presence of well-trained and motivated 
nursing assistance, the method described is successful, safe and acceptable to patients. 
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Pregnancy termination. 

Bygdeman M, Gemzell Danielsson K, Marions L, Swahn M. 

Department of Woman and Child Health, Div. for Obstetrics and Gynecology, Karolinska 
Hospital, S-171 76, Stockholm, Sweden. astblad@obgyn.ks.se 

During pregnancy, the antiprogestin mifepristone will induce uterine contractions, increase 
the sensitivity of the myometrium to prostaglandin, and ripen the cervix. These effects 
indicate that mifepristone can be used for termination of pregnancy. The clinical experience 
has shown that mifepristone is sufficiently effective for this purpose only if combined with a 
suitable prostaglandin, e.g. gemeprost or misoprostol. The combined treatment has been used 
for termination of early pregnancy (up to 63 days of amenorrhea) and for termination of 
second trimester pregnancy. During early pregnancy, the recommended dose ofmifepristone 
is 600 mg (although 200 mg seems sufficient), followed 36-48 h later by 0.4-0.8 mg 
misoprostol administered either orally or vaginally, or vaginal administration of 1.0 mg 
gemeprost. For termination of second trimester pregnancy, the treatment with mifepristone is 
most commonly combined with 1.0 mg gemeprost repeated at 3-6-h intervals. The combined 
treatment is as effective and safe during early pregnancy as is the alternative vacuum 
aspiration and is also equally acceptable if the woman is allowed to choose the method she 
prefers. During the second trimester, the pretreatment will significantly reduce the duration 
of labor, dose of prostaglandin, and the frequency of side effects. 
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Misoprostol for abortion at 9-12 weeks' gestation in adolescents. 

Carbonell JL, Velazco A, Varela L, Tanda R, Sanchez C, Barambio S, Cbami S, Valero 
F, Aragon S, Mari J. 

Clinca Mediterrania Medica, Valencia, Castello, Spain. 

The objectives of the present clinical study were to evaluate the safety and efficacy of 
misoprostol (Cytotec), self-administered into the vagina for medical abortion, in adolescents 
under 18 years ofage. A group of 150 adolescents with gestations between 63 and 84 days, 
with previous written consent from the patient and parents or guardians, received 800 microg 
of vaginal misoprostol every 24 h, up to a maximum of three main doses, for abortion. 
Outcomes assessed included successful abortion ( complete abortion without surgery), side­
effects, decrease in hemoglobin, mean time of vaginal bleeding, mean expulsion time and 
mean time for the return of menses. Complete abortion occurred in 126/150 (84.0%, 95% 
confidence interval 77-89) patients. The frequencies of nausea and vomiting were statistically 
significantly higher when compared to those obtained for adult females. Vaginal bleeding 
lasted for 13.2 +/- 3.8 days (median 13 days, range 1-22 days). The mean expulsion time was 
8.0 +/- 3.4 h (median 8 h, range 1-14 h) for all subjects who aborted after the first 
misoprostol dose. The mean drop in hemoglobin was statistically significant (p = 0.001), but 
without clinical relevance. From the high abortion rate obtained, we concluded that 
misoprostol alone is a valid method for terminating unwanted pregnancies at 10-13 weeks' 
gestation in adolescents under 18 years of age in the absence of mifepristone. 
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A comparative study of surgical and medical procedures: 932 pregnancy 
terminations up to 63 days gestation. 

Child TJ, Thomas J, Rees M, MacKenzie IZ. 

Department of Obstetrics and Gynaecology, Women's Centre, The John Radcliffe Hospital, 
Headington, Oxford, UK. Tim.child@rnuhc.mcgill.ca 

The aim of this retrospective study was to compare the efficacy and complications associated 
with early medical and surgical pregnancy termination. The study population comprised 932 
consecutive women undergoing pregnancy termination at gestations of 63 days or less. There 
were no age or parity differences between the study groups. Medical termination was 
performed with mifepristone 200 mg orally and misoprostol 800 microgram vaginally; 
surgical aspiration termination was performed under general anaesthesia. Outcome measures 
were: surgical curettage for presumed retained products of conception; ongoing pregnancy; 
and planned and emergency review in the unit. Early medical and surgical termination were 
associated with a 90.2 and 94.5% complete abortion rate respectively (P = 0.025). The 
complete abortion rate with medical termination decreased significantly with increasing 
parity; no such relationship with surgical abortion was found. Women of parity three or more 
were less likely to have a complete abortion following a medical (83.3%) compared to 
surgical procedure (97.7%) (P = 0.028). The ongoing pregnancy rate was 0.9% with medical 
and 0.5% with surgical termination (P = NS). Medical termination was associated with a 
lower complete abortion rate than surgical termination, particularly for women of higher 
parity. However, early medical termination allows over 90% of women to avoid the risks of 
surgical instrumentation of the uterus and anaesthesia 
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Mifepristone abortion outside the urban research hospital setting in India. 

Coyaji K, Elul B, Krishna U, Otiv S, Ambardekar S, Bopardikar A, Raote V, Eilertson 
C, Winikoff B. 

Medical abortion holds great promise in less-developed countries, where abortion morbidity 
and mortality remain high. We tested the French mifepristone-misoprostol regimen in two 
urban outpatient family-planning clinics (n==600) and a rural hospital (n==300) in India. 4% of 
urban women and 1 % of rural women were lost to follow-up. Perfect use and typical-use 
success rates were as high as European rates at all sites. Although rural women reported 
fewer side-effects, most women in urban and rural settings were satisfied with their medical 
abortions. Medical abortion can be offered safely, effectively, and acceptably in urban 
outpatient clinics and rural hospitals in India. 
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Mifepristone 100 mg in abortion regimens. 

Creinin MD, Pymar HC, Schwartz JL. 

Department of Obstetrics, Gynecology and Reproductive Sciences, University of Pittsburgh 
School of Medicine, Pittsburgh, Pennsylvania, USA. mcreinin@mail.magee.edu 

OBJECTIVE: To examine the clinical efficacy of mifepristone 100 mg followed 2 days later by 
misoprostol 400 microg orally or 800 microg vaginally in women at up to 49 days' gestation. 
METHODS: Eighty participants received rn.ifepristone 100 mg and then were randomized to 
misoprostol, administered 48 hours later, at a dose of 400 microg orally (group 1) or 800 microg 
vaginally (group 2). Women returned for follow-up evaluations 24 +/- 1 hour after using the 
rnisoprostol and then 2-3 weeks later. If abortion still had not occurred and the pregnancy was 
nonviable, the subject returned again after an additional 3 weeks. RESULTS: Twenty-four hours 
after receiving rnisoprostol, 34 (85%; 95% confidence interval [Cl] 71 %, 94%) of the 40 women 
in group 1 and 38 (95%; 95% CI 85%, 99%) of the 40 women in group 2 had complete 
abortions. Overall, complete abortion without surgical intervention occurred in 34 women in 
group 1 (85%; 95% CI 71 %, 94%) and 40 women in group 2 (100%; 95% CI 91 %, 100%; P 
=.03). Four women in group 1 required suction aspiration for continuing pregnancy at the second 
follow-up, compared with none in group 2 (P =.12). Side effects occurred with similar frequency 
in both treatment groups. CONCLUSION: Low-dose mifepristone (100 mg) combined with 
vaginal rnisoprostol 800 microg may be an effective alternative to regimens using 200 or 600 mg 
of mifepristone with misoprostol. 
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Efficacy of mifepristone followed on the same day by misoprostol for early 
termination of pregnancy: report of a randomised trial. 

Creinin MD, Schwartz JL, Pymar HC, Fink W. 

Department of Obstetrics, Gynecology and Reptoductive Sciences, University of Pittsburgh 
School of Medicine, Magee-Womens Hospital, Pennsylvania 15213-3180, USA. 

OBJECTIVE: To examine the clinical efficacy ofmifepristone 600 mg followed on the same 
day or two days later by misoprostol 400 microg orally in women undergoing medical 
termination of pregnancy whose pregnancies have a gestational age up to 49 days. DESIGN: 
Prospective, randomised trial. SETTING: Clinical research office. PARTICIPANTS: Eighty­
six women, requesting elective termination of a pregnancy which has a gestational age of< 
or = 49 days. METHODS: After administration ofmifepristone 600 mg, participants were 
randomised to take misoprostol six to eight hours later (Group 1) or 48 hours later (Group 2). 
Women returned for a follow up evaluation 24 +/- 1 hours after taking the misoprostol. 
Participants in Group 1 who had not aborted received a second dose of misoprostol to take 48 
hours after the mifepristone. All women returned approximately two weeks after receiving 
mifepristone. If termination of pregnancy had still not occurred and the pregnancy was non­
viable, the woman returned again in three weeks. MAIN OUTCOME MEASURES: Rate of 
complete abortion 24 hours after administration ofmisoprostol. RESULTS: At 24 hours after 
receiving misoprostol, 21/42 (50%, 95% CI 35%, 65%) women in Group I and 40/44 (91 %, 
95% CI 82%, 99%) women in Group 2 had complete abortions. By follow up two weeks later 
after the administration of mifepristone, 40/42 (95%, 95% CI 89%, 100%) women in Group 
1 and 43/44 (98%, 95% CI 93%, 99%) women in Group 2 were known to have complete 
abortions. Nausea, vomiting or diarrhoea in women using the standard regimen (Group 2) 
occurred in 68%, 36%, and 20%, respectively. CONCLUSIONS: After treatment with 
mifepristone 600 mg, administration of misoprostol 400 microg orally on the same day is not 
as effective at causing abortion within the first 24 hours compared with the standard time 
interval of 48 hours between medications. 
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Mifepristone. 

DeHart RM, Morehead MS. 

McWhorter School of Pharmacy, Samford University, USA. rmdehart@samford.edu 

OBJECTIVE: To review the efficacy and safety ofmifepristone (with misoprostol) for the 
termination of early pregnancy. DATA SOURCES: AMEDLINE search (1966-October 
2000) was conducted, and additional references listed in articles were included; unpublished 
data obtained from the manufacturer were used to identify data from the scientific literature. 
Studies evaluating mifepristone were considered for inclusion. STUDY SELECTION: 
Human clinical studies in the English language were reviewed and evaluated. Clinical trials 
selected for detailed review were limited to those including the regimens of mifepristone and 
misoprostol, recently approved by the Food and Drug Administration for early pregnancy 
termination. DATA SYNTHESIS: Mifepristone is an antiprogestin available for pregnancy 
termination in combination with a prostaglandin such as misoprostol. Mifepristone offers 
efficacy similar to, if not better than, other drugs used for pregnancy termination, but appears 
less efficacious overall than surgical termination of pregnancy. Mifepristone in combination 
with misoprostol commonly causes adverse effects such as abdominal pain and, less 
commonly, can cause serious adverse effects such as incomplete abortion; endometritis; and 
bleeding warranting transfusion, hospitalization, or surgery. Mifepristone is metabolized by 
the cytochrome P450 system. Thus, the potential for drug interactions with this agent exists, 
although this has not been well studied. Data are included from clinical trials evaluating the 
safety, tolerability, efficacy, and pharmacoeconomics of mifepristone combined with 
misoprostol for early pregnancy termination. Data comparing the use of these agents with 
surgical abortion and other drugs used for pregnancy termination are included where 
available. CONCLUSIONS: Mifepristone in combination with misoprostol for the 
termination of early pregnancy ( amenorrhea of< or = 49 d) is effective in 92-95% of women. 
Incomplete abortion requiring surgical abortion after the fact occurs in 3-5% of women, and 
pregnancy continues 1-2% of the time. Mifepristone withmisoprostol treatment is not 
without significant risks, including hemorrhage, infection, and potential for long-term 
emotional consequences. 
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Timing of pain and bleeding after mifepristone-induced abortion. 

De Nonno LJ, Westhoff C, Fielding S, SchafIE. 

Columbia University College of Physicians and Surgeons, New York, NY, USA. 

Previous studies of medical abortion with m.ifepristone and a prostaglandin have reported 
percentages of subjects who experience cramping and/or bleeding relative to prostaglandin 
use. This is the first analysis of cramping and bleeding onset patterns in subjects treated with 
low-dose (200 mg) mifepristone and 800 microg vaginal misoprostol at 24, 48, or 72 h after 
mifepristone. We analyzed the cramping and bleeding onset patterns in subjects up to 8 
weeks pregnant who used 800 microg vaginal misoprostol at 24, 48, or 72 h after 200 mg of 
oral mifepristone. We collected data from subjects' symptom diaries and divided symptom 
onset into 3 categories: before misoprostol use, 0--12 h following misoprostol, and more than 
12 h after misoprostol. Of the 2,302 subjects, cramping and bleeding onset data were 
available for 2,030 (88%) and 2,123 (92%), respectively. Across all groups, 230 (11 %) 
experienced cramping and 445 (21 %) experienced bleeding before misoprostol use. There 
was a significantly higher percentage of subjects who experienced early cramping and/or 
early bleeding between the three treatment groups, and this was related to the interval 
between mifepristone and misoprostol. In the 12 h following misoprostol administration, 
cramping and bleeding patterns were similar in the three groups. The longer subjects waited 
to insert misoprostol, the more likely they were to experience early cramping and/or 
bleeding. After misoprostol insertion, cramping and bleeding patterns are similar regardless 
of treatment group. Patients and providers cannot rely on symptom onset to predict treatment 
success. 

Publication Types: 

• Clinical Trial 

• Multicenter Study 

• Randomized Controlled Trial 

PMID: 11239617 [PubMed - indexed for MEDLINE] 



FDACDER000157

Obtained via FOIA by Judicial Watch, Inc.

Lancet 2001 May 5;357(9266):1402-5 

Can women in less-developed countries use a simplified medical 
abortion regimen? 

Elul B, Hajri S, Ngoc NN, Eilertson C, Slama CB, Pearlman E, Winikoff B. 

Population Council, New York, NY, USA. 

BACKGROUND: Mifepristone-misoprostol abortion, consisting of oral pills, is potentially 
simple and safe enough for use in less-developed countries. But the labour-intensive, costly, 
clinic-based European protocols are not affordable or feasible in most less-developed 
countries. METHODS: We prospectively tested two simplifications to the French 
mifepristone-misoprostol regimen in Vietnam and Tunisia. Women (n=315) with amenorrhoea 
8 weeks or less since their last menstrual period received 200 mg rnifepristone in the clinic 
and then chose whether to take 400 mg oral misoprostol 2 days later either at home or in the 
clinic. FINDINGS: Despite the two-thirds reduction in mifepristone dose, success rates were 
high: Vietnam 93%, Tunisia 91 %. About 88% of participants chose home administration of 
misoprostol. Most Vietnamese and Tunisian women were satisfied with their abortions, but 
efficacy and satisfaction rates were higher among those who used rnisoprostol at home. 
INTERPRETATIONS: A simplified medical abortion regimen of 200 mg mifepristone 
followed by the option of home administration of rnisoprostol seems feasible. 

PMID: 11356438 [PubMed - indexed for MEDLINE] 
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Hollander D. 

Most Abortion Patients View Their Experience Favorably, 
But Medical Abortion Gets a Higher Rating Than Surgical 
A gTOup of U.S. women who had a med­
ical. abortion reported a signilicantl y high­
er level of satisfaction with the method 
than a similar group who underwent suc­
tion curettage at the same facility. Nearly 
all women in both groups (93-97%) said 
that they would recommend their meth­
od to a friend, but those who had a med­
ical. procedure were more likely than those 
who had surgery to say that they would 
choose the same method if they needed 
to terminate another pregnancy.1 

Using self-administered questionnaires 
given to abortion patients just before and 
about three weeks after their procedure, 
researchers ~thered information on 
women's expectations about and actual 
experiences with their method. To be in­
cluded in the study, women had to be at 
least 18 years old and no more than nine 
weeks pregnant. 

The analyses are based on data from 
146 women who participated in an ac­
ceptability trial of abortion using mifepri­
stone and misoprostol in 1994-1995 and 
174women whohadasurgical.procedure 
in 1995-1996. Women in both groups were 
predominantly white (90-92%), with an 
average age of 26--27. The average gesta­
tion of their pregnancies was 51-52 days, 
and roughly three in 10 had never been 
pregnant before. 

Participants were asked to rate the 
amount of discomfort, anxiety and bleed­
ing that they expected and experienced, on 
a scale from one (indicating none) to five 
(signifying extreme). They also were asked 
to rate their expected and actual length of 
bleeding on a scale from one ( denoting 1-3 
days) to five (indicating 13 or more). 

The two groups both expected and ex­
perienced similar levels of discomfort, but 

264 

differed on most otlter measures. Women 
undergoing surgical abortions anticipated 
a significantly higher level of anxiety (mean 
rating, 3.1) than those having medical pro­
cedures (2.9), yet ratings of the actual level 
were statistically indistinguishable (27-28). 
Those who had medical abortions expect­
ed significantly more bleeding than those 
who had surgical procedures (3.6 vs. 3.1) 
and experienced significant! y more (3.4 vs. 
2.6). Likewise, the medical abortion group 
thought they would bleed longer than 
women having surgical abortions (3.2 vs. 
2.8) and rated the actual duration of bleed­
ing higher (3.8 vs. 3.2). 

Women's overall satisfaction with their 
abortion, rated on a scale from one (sig­
nifying very satisfied) to five {denoting 
very dissatisfied) was high, but those in 
the medical group gave the procedure a 
significantly more positive rating (1.4) 
than those in the surgical. group (1.8). The 
overwhelming majority in both groups 
would recommend their method to a 
friend: 93% of those who had surgical. pro­
cedures and 97% of those who had med­
ical abortions. H owever, women in the 
medical abortion group were significant­
ly more likely than surgical abortion pa­
tients to say that they would choose the 
same procedure if they had to have an­
other abortion (91 % vs. 58%). 

Among women who had medical abor­
tions, overall satisfaction with the meth­
od was reduced if bleeding was heavier 
than expected. Also in this group, overall 
satisfaction, the likelihood of recom­
mending the procedure to a friend and the 
likelihood of choosing the same method 
to terminate a subsequent pregnancy de­
clined if the method failed and the woman 
required a surgical procedure. Failure of 

surgical. abortions, however, had no effect 
on these measures. 

The researchers point out that their 
study has the advantage of directly com­
paring women undergoing medical and 
surgical abortion. However, they add, 
medical abortion patients "made a con­
scious decision to seek out a generally un­
available [procedure] as research sub­
jects," whereas surgical abortion p atients 
had no choice of procedure, and this dif­
ference may have biased the results. For 
example, women in the medical abortion 
study may have viewed,the procedure 
more favorably and may have reported 
symptoms more accurately than those in 
the surgical. abortion group. Furthermore, 
some surgical abortion patients might 
have chosen a medical procedure if given 
the option. 

Despite the study's limitations, the in­
vestigators conclude that,women's expe­
riences with abortion depend to some ex­
tent on the procedure used. Although both 
medical and surgical. abortion are safe and 
effective, they note, women contemplat­
ing abortion should receive thorough 
counseling and education about both 
methods before making their choice. In 
particular, "attitudes and expectations re­
garding fears of instrumentation and 
bleeding should be explored,'! to.he lp en­
sure that women choose the procedure 
with which they are most likely to feel sat-, 
isfied.-0. Hollander 

Refe.rence 
1. Jensen JT, Harvey SM and Beckman LJ, Acceptabili• 

ty of suction curettage and mifepristone abortion in the 

United States: a prospective comparison study, A=ri• 

can fountAI of Obstetrics and Gynecology, 2000, 
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A muJticentre randomized comparative clinical trial of 200 mg RU486 
(mifepristone) single dose followed by either 5 mg 9-methylene PGE(2) gel 
(meteneprost) or 600 microg oral PGE(l) (misoprostol) for termination of 
early pregnancy within 28 days of missed menstrual period. ICMR Task 
Force Study. Indian Council of Medical Research. 

A multicentre, randomized, comparative clinical trial of200 mg RU486 (Mifepristone) 
followed 48 h later by either 5 mg 9-methylene PGE(2) vaginal gel (meteneprost) or 600 
microg oral PGE(l) (misoprostol) for termination of pregnancy with.in 28 days of the missed 
period, was carried out through the Indian Council of Medical Research's (ICMR) network of 
Human Reproduction Research Centres (HRRCs ). A total of 893 subjects were assessed 
regarding their therapeutic responses to the two different treatment groups. The results 
indicated a success rate of 84.6% among 453 women treated with RU486 followed by 9 
methylene PGE(2) vaginal gel, that was not significantly different from the success rate of 
87.7% observed in 440 women treated with RU486 followed by oral PGE(l). The majority of 
study subjects (90%) started bleeding within 72 h. About 26% of the subjects had started 
bleeding before the administration of any prostaglandin. The average duration of bleeding in 
all the subjects was about 7 days. No life threatening side effects were observed among the 
subjects in two treatment groups. Gastro-intestinal complaints were reported more often by 
women treated with oral PGE(l) as compared to those treated with 9-methylene vaginal 
PGE(2) gel; nausea occurred in25.7% and 19.2%, vomiting in 6.8% and 4.6%, and diarrhoea 
in 4.8% and 0.9% of the subjects in the 2 treatment groups, respectively. Fever higher than 
38 degrees C and severe abdominal pain were reported by 4.2% and 5.0% of all subjects 
treated, respectively. Intravenous infusion of glucose and saline was required by 6 subjects in 
each treatment of the prostaglandin treated groups. Blood transfusion was required in 2 
subjects, one in each treatment group, for profuse bleeding. 

Publication Types: 

• Clinical Trial 

• Multicenter Study 

• Randomized Controlled Trial 
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[Clinical study of four cases with malignant gestation trophoblastic tumor 
after mifepristone abortion] 

[ Article in Chlnese] 

Jin L, Fan G, Yang X. 

Department of Obstetrics and Gynecology, Peking Union Medical College Hospital, Peking 
Union Medical College, Chlnese Academy of Medical Science, Beijing 100730, China. 

OBJECTIVE: To describe the clinical characteristics of malignant gestational trophololastic 
tumor after medical abortion used by mifepristone combined with misoprostol and its 
diagnosis and differential diagnosis from incomplete abortion. METHODS: Four cases with 
malignant gestational trophoblast tumor after medical abortion were presented focusing on 
the clinical manifestation and the methods of diagnosis and differential diagnosis. 
RESULTS: Irregular vaginal bleeding and abnormal high level of beta-human chorionic 
gonadotropin (hCG) in plasma were the common manifestation of the gestational trophoblast 
tumour and incomplete abortion after medical abortion. However, beta-hCG of the former 
after curettage was still higher by dynamic monitoring. Malignant gestational trophoblast 
tumor showed rich blood flow signal and low blood flow resistance index (RI, RI < 0.5) in 
uterus in color doppler echography, digital subtraction angiography (DSA) with abnormal 
enlargement of the arteria of uterine, arteriovenous fistula beside the uterine were the main 
characteristics of malignant gestational trophoblast tumour. CONCLUSIONS: Pay attention 
to tlie early stage malignant gestational trophoblast tumour among patients with abnormal 
vaginal.bleeding after medical abortion. beta-hCG and DSA were the most effective methods 
to diagnose and differentially diagnose choriocarcinoma from the incomplete abortion among 
the patients with abnormal vaginal bleeding after medical abortion. 

PMID: 11286033 [PubMed - in process] 
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First trimester abortion with mifepristone and vaginal misoprostol. 

Knudsen UB. 

Department of Obstetrics and Gynecology, University Hospital of Arrhus, Skejby, Denmark. 
UBK@dadlnet.dk 

This study assessed the efficacy and side effects of first trimester medical abortion using 
mifepristone and vaginally administered misoprostol. Medical abortion was first introduced 
in Denmark in December 1997, and the acceptability of this new approach in a Danish 
population was evaluated. The study included the first 100 women seeking medical abortion. 
The gestational age was from 33 to 56 days. All received 600 mg mifepristone (RU 486) 
orally followed 2 days later by vaginally administered misoprostol 400 m.icrog. Success was 
defined as achieving complete abortion without the need for surgical evacuation. Ninety­
three percent achieved a successful medical termination of pregnancy. Side effects were few, 
and the acceptability was high. Ninety percent of the women would prefer medical abortion 
in case of a new unwanted pregnancy. The combination of mifepristone and vaginally 
administrated misoprostol is effective, safe, has few side effects and is well accepted by 
Danish women. 

Publication Types: Clinical Trial 
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[Vasospastic angina pectoris following abortion induced by prostaglandin 
analogue] 

[Article in Danish] 

Lindbardt TB, Walker LR, Colov NS, Hansen PS. 

Kardiologisk afdeling P, og gynaekologisk obstetrisk afdeling G, Amtssygehuset i Gentofte. 

A case of vasospastic angina pectoris with loss of consciousness, bradycardia and seizures 
induced by medical abortion following administration of mifepristone and gemeprost is 
reported. The patient had a history of smoking and migraine, and former treatment with ergot 
alkaloids or serotonin agonists had also resulted in chest pain and lipothymia. The case 
underlines the importance of obtaining a detailed history of vasospastic disorders in women 
referred for medical abortion. 

P:MID: 11187221 [PubMed- indexed for MEDLINE] 
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Mahler K. 

DIGEST 
Early Medical Aboi:tion Regimens sing Different 
Dosages ofMifcpristnnc Arc Equally Successful 
A regimen of medical abortion consisting of200 mg ofmifepristone and 400 mcg ofmisoprostol is as likely to successfully terminate 
an early pregnancy as a regimen using the same dosage ofmisoprostol and 600 mg ofmifepristone. Io a study of treatment 
effectiveness conducted at 17 centers worldwide, 89% ofwomen treated with the lower dose ofmifepristone and 88% of those treated 
with the higher dose of the drug b.ad a complete abortion.1 The proportion of women in eacb group who experienced side effects such 
as lower abdominal pain, nausea, vomiting and diarrhea was similar. The success of both of the regimens was rel.ated to gestational 
age: The risk ofa continuing pregnancy was more than twice as high among women who received treatment 4-5 weeks after the 
expected date of menses as it was among those wbo were treated no more than 15 days after they missed their menstrual period. 
Women were eligible to enroll in the study ifthcy had positive pregnancy test results, were in good health, had a history of regular 
menstrual periods and were no more than 35 days past the expected date of their menses; gestational age was confirmed through a 
pelvic exam. Exclusion criteria included medical conditions that would contraindicate use of either of the drugs in the treatment 
regimen, and a history ofthromboembolisro, liver disease or pru:ritus of pregnancy (an inflammatory skin condition characteriz.ed by 
severe itching). la addition, women could not participate in the study ifthey were bcavy smokers (defined as having smoked 10 or 
more cigarettes per day over the prior two years), were using an CUD, were breastfeeding or b.ad a known or suspected ectopic 
pregnancy. 
A total of 1,589 women were randomly assigned to one ofrwo treatment regimens. One group of women was treated with a single 
oral dose of600 mg ofmifepristone, followed 48 hours later by a 400 mcg oral dose of the prostaglandin misoprostol. Women in tbe 
second group received 200 mg ofmifepristone, also followed by 400 mcg ofmisoprostol. The women's vital signs and any side 
effects of the drug were assessed hourly for three hours after the administration ofmisoprostol. All women were asked to maintnin a 
diary of side effects (e.g., nausea, vomiting, diarrhea and lower abdominal pain) and to note any days of bleeding during the study 
period Study participants were evalua.ted 15 days and 43 days after beginning treatment. 
The mean age of the women in the sample was 27, and approximately two-thirds had ever given birth. At enrollment, the study 
participants were an average of 19 days past the expected date of menstrual onset. The two treatment groups did not differ 
significantly on any ofthese baseline characteristics. 
Eighty-nine percent of women who received the 200 mg dose ofmifepristone and 88% of those who received the 600 mg dose had a 
complete abortion without surgical intervention. When the data were reanalyzed to omit 41 cases in which the treatment regimen was 
not completed properly or the outcome was unknown, the success of the two regimens increased to 92% and 91 %, respectively. Some 
3% of patients who took the lower dose ofmifepristone and 5% of those who took the higher dose had incomplete abortions and 
required curettage. Three percent of women who received tbe 200 mg treattnent and 2% of those who rece.lved the 600 mg treatment 
had a continuing pregnancy. In about 2% of cases in each group, no cardiac activity was present after treatment, but the gestational 
sac was not expelled. 
Regardless ofmifepristone dosage, the likelihood of treatment failure rose with increasing delay in menses (p<.01). Overall, the 
fuilure rate was 8% among women with a menstrual delay ofDo more than 14 days, 11 % among those with a delay of I S-21 days and 
13% among those with a delay of22-28 days; that rate rose to 20% among women with a menstrual delay of29 days or more. 
Compared with women who b.ad a menstrual delay of fewer than IS days, women who bad a menstrual delay of22-28 days or 29 
days or more bad odds of abortion failure more than twice as high (22-2.3) after the effects of treatment center were accounted for.~ 
ln addition, the proportion of women with a continuing pregnancy a.fter treatment increased significantly with the length of the delay 
(p<.01), from fewer tbao 2% among women with a delay ofno more than 21 days and 3% among those with a delay of22-28 days to 
9% among tbose with a delay of29-35 days. 
The dose of mifepristone was not related to the occurrence of side effects. More than 80% of women receiving either dosage regimen 
reported experiencing lower abdominal pain at some point during treatment, and more tban 65% reported experiencing nausea. Nearly 
30% oftbe women in each group reported vomiting, and about 10% reported diarrhea. However, five women wbo took the higher 
dose ofmifepristone needed a blood transfusion, compared with none of those who took the lower dose of the drug (p=.03). 
The researchers conclude that, in combination with a 400 mcg dose of misoprostol, a 200 mg dose of m.ifepristone is as eff~tive as a 
600 mg dose for medical termination of pregnancy within the first three weeks after a missed menstrual period. They oote, however, 
that the efficacy of either oral regimen among women with a menstrual delay of more than 21 days "is too low to justify [its use} in 
such pregnancies."-K. Mahler 
Rcftrcncc 
!- World Health Organization Task Force oo Post-Owla.tory Methods ofFertility Regulation, Comparison of two doses of 
mifepristone in combination with misoprostol for early medical abortion: a randomized trial, British Journal of Obstetrics and 
Gynaecology, 2000, 107(4):524-530. 

~The center at wbicb a woman received treatment was the only variable with e significant effect on the risk of failure (p<.0 I). 
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Randomized comparison of vaginal (200 microg every 3 h) and oral (400 
microg every 3 h) misoprostol when combined with mifepristone in 
termination of second trimester pregnancy. 

Ngai SW, Tang OS, Ho PC. 

Department of Obstetrics and Gynaecology, University of Hong Kong, Queen Mary 
Hospital, Hong Kong, People's Republic of China. 

It is known that when misoprostol is given at 200 microg every 3 h after mifepristone 
pretreatment, the vaginal route is more effective than the oral route. However, women prefer 
the oral route. This randomized study was to test our hypothesis that oral misoprostol 400 
microg is as effective as vaginal misoprostol 200 microg when given every 3 h in termination 
of second trimester pregnancy after priming with mifepristone. A total of 142 patients was 
randomly assigned to group 1 (200 mg mifepristone + 400 microg oral misoprostol every 3 h 
up to five doses) or group 2 (200 mg mifepristone + 200 microg vaginal misoprostol every 3 
h up to five doses). The incidence of side-effects and the preference study were assessed 
through a standardized questionnaire during and after the abortion. For the oral group, both 
the incidence of diarrhoea ( 40.0 versus 23.2%, P = 0.03) and the amount of drug used (1734 
compared with 812 microg, P < 0.0001) were significantly higher than that of the vaginal 
group but the incidence of fever appeared to be lower (not significant). There was no 
significant difference in complete abortion rate: 81.4% in the oral group and 75.4% in the 
vaginal group. The median induct ion-abortion interval was similar in the two groups (10.4 
versus 10.0 h). The percentage of women who aborted in 24 h was also similar: 57/70 
(81.4%) in the oral group and 58/69 (87.0%) in the vaginal group. Overall, 82.0% of women 
preferred the oral route. Oral misoprostol ( 400 microg) given every 3 h up to five doses, 
when combined with mifepristone, was as effective as the vaginal (200 microg) route in 
second trimester termination of pregnan cy. This regimen could also be offered to those 
women who found repeated vaginal administration unacceptable. 

Publication Types: 

• Clinical Trial 

• Randomized Controlled Trial 
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Time to relax the rules about administration of mifepristone 

Omokanje S. 

Summary 

Pre-clinical and clinical data indicate that rnifepristone is a safe and effective drug for the 
termination of pregnancy. The author suggests that it could be given by nursing staff 
rather than by a doctor, and that the 2-hour post-administration observation period is 
unnecessary in the majority of cases. 
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Original research article 

Mifepristone fallowed on the same day by vaginal misoprostol for early 
abortion 

Helen C. Pymar*, Mitchell D. Creinin, Jill L. Schwartz 

Depanmen1 of Obstetrics, Gynecology and Reproducrive Sciences, University of Piusburgh School of Medicine and Magee Womens Research Institute, 
Pittsburgh, PA 152/3-3180, USA 

Received 13 December 2000; received in revised form 9 May 2001; accepted 10 May 2001 

Ab tract 

We performed a pilot study lo examine the clinical efficacy of mifepristone 200 mg followed on the same day by misoprostol 800 µ,g 
vaginally in women with pregnancies up to 49 days gestation. Forty women received mifepristooe 200 mg after which they se1f-insened 
misoprost0I intravaginally 6 to 8 h later at home. Participants returned for an evaluation, including transvagina! ultrasonography, 24 ::!: l h 
after using the misoprostol. Participants who had not aborted received a second dose of misoprostol to administer 48 h after the roifepristooe. 
All participants returned approximately 2 weeks after receiving mifepristone. At 24 h after receiving misoprostol, 37/40 (92%, 95% CI 
81-98%) had ultrasonographic evidence of complete abortion. By follow-up 2 weeks after the mifepristone, 40/40 (100%, 95% CI 
92-100%) women were felt to have complete abortions. One subject subsequently had a suction aspiration for an incomplete abortion on 
study Day 44. ausea, vomiting, diarrhea, and warmth/chills occurred in 38%, 13%, 13%, and 60%, respectively. This pilot study suggests 
that mifepristone 200 mg, followed on the same day by misoprostol 800 µ,g vaginally, effects abortion at rates comparable to regimens using 
the standard time interval of 48 h between medications. © 200 I Elsevier Science Inc. All rights reserved. 

Keywords: Abortion; Medical abortion; Mifepristone; Misoprostol 
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POEMs - Patient-Oriented Evidence That Matters 

Can vaginal misoprostol be administered 1 to 3 days after mifepristone 
without loss of efficacy or an increase in adverse events? 
Schaff EA, Fielding SL, Westhoff C, et al. Vaginal misoprostol administered 1, 2, or 3 days after mifepristone for 
early medical abortion: a randomized trial. JAMA 2000; 284: 1948-53. 
• BACKGROUND The United States Food and Drug Administration (FDA) has approved the use of mifepristone 
(RU 486) in a protocol for early medical abortion.1 fu that protocol, 600 µg of mifepristone is followed by 400 µg of 
oral misoprostol 48 hours later. Previous studies have shown that low-dose mifepristone (200 µg) followed 2 days 
later by 800 µg vaginal misoprostol has fewer side effects and is more effective than the approved protocol. 
Restricting administration of vaginal misoprostol to a narrow time window 2 days after the mifepristone dose may 
be inconvenient or \lllsafe. 
• POPULATION STUDIED Healthy pregnant women aged 18 years and older who desired abortions were recruited 
from 16 sites including hospitals, abortion clinics, family practice offices, and gynecology offices. A total of 2295 
women were recruited, and all underwent a transvaginal ultrasound to rule out ectopic pregnancy and to confirm 
fetal size consistent with a gestation of 56 days or less. 
• STUDY DESIGN AND VALIDITY This is an unblinded randomized controlled trial with 3 arms. Subjects were 
assigned by concealed computer-generated randomization to self-administered 800 µg misoprostol vaginally either 1 
(n=745), 2 (n=778), or 3 (n=772) days after a 200-µg dose ofmifepristone. 
This study is large enough to detect a difference in rate of complete medical abortion of 5% or greater. Very few 
patients were lost to follow-up (40/2295, 1.7%). Researchers first analyzed the data for all women in each group 
(intention-to-treat analysis) and then repeated the analysis on those subjects who actually complied with the study 
protocol by using the misoprostol on the assigned day. 
• OUTCOMES MEASURED Complete medical abortion without surgical intervention was the primary outcome. 
• RESULTS There was no statistically significant difference in the percentage of women who bad complete medical 
abortions across the 3 groups. The percentages of complete medical abortions for the day I and day 2 groups were 
both 98% (95% confidence interval [CI], 97%-99%), and for the day 3 group it was 96% (95% CI, 95%-97%). 
More than 90% of subjects in all 3 arms agreed or strongly agreed that the overall procedure was acceptable. Those 
subjects assigned to the day 3 group were significantly less satisfied with the wait time to complete abortion. Among 
the subjects in the day 3 group, 56 (7%) admitted to not taking the misoprostol on the assigned day compared with 
26 (3%) subjects in the day l group and 21 (3%) in the day 2 group. 
RECOMMENDATIONS FOR CLJNICAL PRACTICE 
Low-dose mifepristone (200 µg) followed 1 to 3 days later by 800 µg of self-administered vaginal misoprostol is a 
safe and effective procedure for early medical abortion. Rigid adherence to the oral administration of misoprostol in 
a medical office 48 hours after mifepristone is not necessary either from a safety or efficacy perspective. 
Administration of misoprostol I or 2 days after mifepristone is preferable, since patients in the day 3 group found 
the wait less acceptable. Information is available on the futernet about FDA special requirements and approved 
protocols involving mifepristone.1 

Caroline R Richardson, MD 
University of Michigan, Ann Arbor 
E-mail: Caroli@umich.edu 
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Original research article 

Randomized trial of oral versus vaginal misoprostol at one day after 
mifepri tone for early medical abortion 

Abstract 

1ic A. Schaff1'*, Stephen L. Fieldinga, Carolyn Westhoff' 

'Departmenl of Family Medicine, University of Rochesrer School of Medicine, Rochester, NY 14620, USA 
bDepartmem of Obstetrics and Gynecology and School of Public Health, Columbia University, New York. NY 10032, USA 
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Mifepristone was recently approved in the United States. Regimens with shorter intervals may be more acceptable. The objective of this 
study was to detennine whether the oral route of misoprostol was as effective as the vaginal route of misoprostol l day after mifepristone. 
A prospective, open-labeled, randomized trial of healthy adult women up to 63 days pregnant and wanting a medical abortion were 
randomized to use either rwo doses of oral misoprostol 400 µ.g taken 2 h apart or misoprostol 800 µ,g vaginally. Women self-administered 
misoprostol I day after taking one-third of the standard dose of mifepristone (200 mg) orally. Women then returned to the clinic up to 5 
days later for a repeat sooogram evaluation. A dose of vaginal misoprostol was administered to women with a continuing pregnancy who 
then returned l day later to Day 15. The primary outcome measures were a complete medical abortion by the first or by the second follow-up 
visits. Surgical intervention was indicated for continuing pregnancy at the second follow-up visit, excessive bleeding, or persistent products 
of conception 5 weeks later. One thousand one hundred sixty-eight women were enrolled. Of the 1144 (98%) women who complied with 
their random assignment, two oral doses of misoprostol (800 µ.g total) were 90% effective at inducing an abortion by the first follow-up 
visit, compared with one dose of misoprostol by vagina of 97% <x2 = 23.95, p = 0.001). By the second follow-up visit, the complete 
abortion rate was 95o/~ for oral misoprostol and 99% for vaginal misoprostol <x.2 = 21.76, p = 0.001). There were minimal differences in 
side effects. Women preferred the oral route. The trial demonstrated that although two doses of oral rnisoprostol were effective, the vaginal 
misoprostol was more effective at inducing an early medical abortion at 1 day after low-dose mifepristone, and the regimen could be 
extended to 63 days gestation. © 2001 Elsevier Science Inc. All rights reserved. 

Keywords: Abortion; Mifepristooe; Misoprostol 
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Mifepristone and misoprostol for early abortion when no gestational sac is 
present. 

Schaff EA, Fielding SL, Eisinger S, Stadalius L. 

Reproductive Health Program, Department of Family Medicine, University of Rochester School 
ofMedicine, Rochester, NY, USA. eschafI@aol.com 

The study was conducted to determine whether the administration of mifepristone followed by 
vaginal misoprostol can induce an abortion in early pregnancy when no gestational sac is present 
on sonogram. This report presents a prospective, pilot study of 30 healthy adult women, pregnant 
and seeking an abortion, and with no gestational sac on sonogram. All women had a baseline 
serum chorionic gonadotropin (hCG) level measured prior to using mifepristone 200 mg orally 
followed by misoprostol 800 mcg vaginally 48 h later, and then returned up to 4 days later for a 
repeat sonogram and serum hCG level. Women with initial hCG levels > 2000 IU/L were 
evaluated for ectopic pregnancy. At the first follow-up visit, if the hCG decreased by >50%, the 
women were followed with home pregnancy (25 IU/L) tests weekly until negative. If the levels 
did not decrease by 50%, a second dose of misoprostol was given. Surgical intervention was 
indicated for persistent hCG levels or excessive bleeding. Of the 30 women enrolled, the mean 
number of days of amenorrhea was 40 (SD 9) days. Two women had surgical intervention for 
continuing pregnancy, 2 had ectopic pregnancies, and 1 was lost to follow-up. Complete medical 
abortions occurred in 25/30 (88%) women, but when recalculated, in 25/27 (93%) women who 
completed the protocol and who did not have an ectopic pregnancy. There was 1 adverse event in 
a woman with an ongoing pregnancy who then received methotrexate. She was hospitalized a 
day later with a complicated pelvic infection and likely methotrexate-induced pneumonitis. 
Twenty-three women had a decrease in hCG at first follow-up visit of>50%. All 27 women who 
completed the protocol found the overall regimen acceptable. Mifepristone followed at 48 h by 
vaginal misoprostol were effective and acceptable in inducing an abortion in very early 
pregnancy. There may be a higher incidence of fa ilure in very early pregnancies. Documentation 
of a complete abortion by hCG level is necessary to ensure the pregnancy is neither ongoing nor 
ectopic. 

Publication Types: 

Clinical Trial 
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Vaginal misoprostol administered 1, 2, or 3 days after mifepristone for early medical 
abortion: A randomized trial. 

Schaff EA, Fielding SL, Westhoff C, EIiertson C, Eisinger SH, Stadalius LS, Fuller L. 

Reproductive Health Program, Department of Family Medicine, University of Rochester School of 
Medicine, 1000 South Ave, Box 101, Rochester, NY 14620, USA. eschaff@aoLcom 

CONfEXT: The conventional timing ofmisoprostol administration after mifepristone for medical abortion 
is 2 days, but more flexible intervals, which may make the regimen more convenient, have not been studied. 
OBJECTIVE: To determine whether vaginal misoprostol administered 1, 2, or 3 days after mifepristone 
influences safety or effectiveness for abortion at up to 56 days' gestation. DESIGN: Prospective, 
randomized, open-label trial conducted from March 1998 to June 1999. SETTING: Sixteen US primary care 
and referral abortion facilities. PATIENTS: A total of2295 healthy patients aged 18 years or older who 
were 56 or fewer days pregnant. Forty (1.7%) were lost to follow-up. INTERVENTIONS: Patients received 
200 mg of oral mifepristone and were randomly assigned to self-administer 800 microg of vaginal 
misoprostol at home 1 (n = 745), 2 (n = 778), or 3 (n = 772) days later. Women returned to the clinic up to 8 
days after mifepristone for ultrasonographic evaluation. A second dose of misoprostol was administered if 
the abortion was not complete. Patients with continuing pregnancy, excessive bleeding, or retained 
pregnancy tissue 5 weeks later received an aspiration curettage. MAIN OUTCOME MEASURES: 
Effectiveness of the procedure (ie, a complete medical abortion without surgical intervention), adverse 
effects, acceptability of the procedure based on patient questionnaires, reasons for surgical intervention, and 
adverse outcomes, compared among the study groups. RESULTS: Of the 2255 women completing follow­
up, complete medical abortion rates were 98% (95% confidence interval [CI], 97%-99%) among those using 
misoprostol after 1 day, 98% (95% CI, 97%-99%) for those using misoprostol after 2 days, and 96% (95% 
CI, 95%-97%) among those using misoprostol after 3 days. Fifty-five subjects aborted before taking 
misoprostol, 9 had early surgery, and 103 did not take misoprostol on their assigned day. No blood 
transfusions were required. Cramping and nausea were the most common adverse effects reported, with 
similar percentages of patients in all 3 groups reporting such effects. Thirteen unexpected or serious adverse 
events occurred: 6 in those using misoprostol after 1 day; 4 in those using it after 2 days; and 3 in those 
using it after 3 days. Nearly all women (>90%) found the procedure to be acceptable. CONCLUSIONS: Our 
results suggest that vaginal misoprostol, 800 microg, can be used from 1 to 3 days after mifepristone, 200 
mg, for early medical abortion, and need not be administered strictly 48 hours after mifepristone. JAMA. 
2000;284:1948-1953. 
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Cardiovascular News 
Ruth SoRelle, MPH, Circulation Newswriter 

Abortion Pill Gets FDA Approval 
The FDA approved the controversial abortion pill called mifepristone or RU 486 on September 
28, 2000, provoking expected responses from both sides of the abortion issue. Supporters of 
abortion hailed the ruling for giving women the ability to have abortions in privacy and making 
abortion available through private physicians who have previously not provided that service 
when it involved a surgical procedure. Those opposed to abortions vowed to fight the decision 
legislatively and in the courts. · 
FDA officials denied that politics played a part in the decision. However, the road to approval for 
the abortion pill has been long and arduous. Approval has been opposed in Congress, and the 
FDA's newest ruling is destined to play a part in the ongoing race for the US Presidency. 
Doctors who prescribe the drug must be able to determine how long a woman has been pregnant 
and to ensure that women who take it have access to and agree to have a surgical abortion if the 
pill does not work. In tests, the abortion pill failed to cause a complete abortion in 5% of cases. 
Women take RU 486 or mifepristone first to block the action of progesterone, the drug needed to 
maintain a pregnancy. After 36 to 48 hours, the woman takes a second drug called misoprostol to 
cause the body to expel the fetal tissue. Side effects include bleeding, cramping, headaches, 
vomiting, and diarrhea. All women must receive written instructions on using the pill and 
information about its side effects. 
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Second trimester medical abortion with mifepristone and gemeprost: a 
review of 956 cases. 

Tang OS, Thong KJ, Baird DT. 

Department of Obstetrics and Gynaecology, University of Edinburgh, Centre for 
Reproductive Biology, Edinburgh, Scotland, UK. 

The treatment outcomes of 956 women undergoing second trimester termination of 
pregnancy with rnifepristone and gemeprost were studied. The median gestational age was 
16 weeks (range: 12-24 weeks). All women were treated with 200 mg mifepristone orally, 
followed 36 h later with 1 mg vaginal gemeprost administered every 6 h to a maximum of 4 
doses in the first 24 h. A second course of 1 mg vaginal gemeprost was given 3-hourly in 
the next 12 h, if abortion had not occurred. Overall, 96.4% and 98.8% of the women 
aborted within 24 and 36 h, respectively. The median induction-to-abortion interval was 
7.8 h (range: 0.5-109.9 h). The induction-abortion interval was longer in nulliparous women 
and women with a gestation age 17 weeks or above. Surgical evacuation of the uterus was 
performed in 11 .5% of women for incomplete abortion or retained placenta. More 
multiparous women (16.7%) required surgical evacuation of uterus than did nulliparous 
women (7.3%; p <0.001). Ten (0.1 %) women failed to abort with gemeprost and required 
other methods for abortion. In conclusion, a combination of mifepristone and gemeprost is a 
safe, effective, and noninvasive method of medical abortion for second trimester pregnancy. 

PMID: 11535210 [PubMed - indexed for MEDLINE] 
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News roundup 

Abortion pill withdrawn in Germany after financial losses 

Annette Tuffs Heidelberg 

Distribution of the abortion pill, mifepristone (Mifegyne), in Germany is to be stopped by the 
end of 2000. 
The company that distributes the drug, Fernagen in Bavaria, announced last week that it will stop 
distributing it to doctors and hospitals by the end of2000 because of huge financial losses. 
Femagen orders the pill from the French producer Exelgyn. 
This year 96% of all abortions in Germany have still been carried out by surgery, and Femagen 
handled only 600 prescriptions a month instead of the expected minimum of 2000. 
This recent development adds another chapter to the difficult story of the introduction of 
mifepristone in Germany. After long discussions and strong opposition from the church and 
conservative politicians, mifepristone was finally introduced last year as an alternative to 
surgery. 
According to Petra Schoettler, managing director ofFemagen, the main reason for the pill's 
failure is the low profit margin for pharmaceutical abortion compared with surgical abortion. 
Doctors are paid about DM500 (£148; $207) for a surgical abortion, but they receive just DM120 
for prescribing mifepristone and the three necessary medical examinations of the patient, which, 
according to gynaecologists, does not cover their costs. 
In addition, most women seeking an abortion have a very low income. Costs of the abortion are 
usually not paid by health insurance, and, when a patient's income falls below a certain level, the 
costs must be covered by the federal states. 
Not all the states, however, cover the entire cost ofmifepristone treatment. Women who do not 
receive social benefits are sometimes faced with a charge ofDM800. Furthermore, the law 
permits direct distribution only to doctors and hospitals, which adds to the cost of mifepristone 
compared with drugs dispensed over the counter. 
Meanwhile, Exelgyn is looking for a new partner firm in Germany. Politicians, although enraged 
by this recent development, see no direct possibility of intervening as it is the responsibility of 
the doctors' associations and the health insurance companies to set rates of payment for standard 
treatments. 
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Analgesia during at-home use of misoprostol as part of a medical abortion 
regimen. 

Westhoff C, Dasmahapatra R, Schaff E. 

College of Physicians and Surgeons, Columbia University, 630 West 168 St., New York, 
NY, USA clw3@columbia.edu 

The objective of this study was to identify predictors of narcotic analgesic use during medical 
abortion. Two-thousand-seven-hundred-forty-seven women with pregnancies of 63 days 
gestational age or less received 200 mg mifepristone followed by at-home use of 800 microg 
vaginal misoprostol in two consecutive clinical trials in the United States, and also reported 
their use of analgesics. Overall 79% of these subjects used narcotic analgesics. Women in 
the 2nd of the two studies were randomized to use misoprostol 24, 48, or 72 h after 
mifepristone. Those who were randomized to 24 h were more likely to use narcotic 
analgesics than those who were randomized to 48 or 72 h. In both studies, the use of narcotic 
analgesia during medical abortion was less prevalent among parous women and Asian 
women, and among those with a gestational age of 56 days or less. The clinic providing care 
for the patient was the most important determinant of narcotic analgesia use, even though the 
analgesia was used at home. Use of narcotic analgesics in these women undergoing medical 
abortion at home was more prevalent than use reported in previous studies where women 
underwent medical abortion in a clinical setting. 
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Medical abortion at 57 to 63 days' gestation with a lower dose of 
mifepristone and gemeprost. A randomized controlled trial. 

World Health Organization Task Force on Post-ovulatory Methods of Fertility 
Regulation. 

OBJECTIVE: To compare the abortifacient efficacy and side-effects of200 mg and 600 mg 
of mifepristone, followed by gemeprost 1 mg vaginally, at 57 to 63 days' gestation. DESIGN: 
Double-blind, randomized controlled trial. SETTING: Ten international centers. SUBJECTS: 
Eight hundred and ninety-six healthy women requesting medical abortion. 
INTERVENTIONS: Participants were randomly assigned to receive a single oral dose of 
m.ifepristone of either 200 mg or 600 mg followed in 48 h by gemeprost 1 mg vaginally. The 
allocation sequence was concealed by using a central pharmacy, and double masking was 
maintained throughout the study. MAIN OUTCOME MEASURES: Complete abortion rate 
was the principal outcome measure. We also evaluated the incidence of side-effects and time 
to abort. RESULTS: The complete abortion rate with the lower dose ofmifepristone was 
similar to that with the higher dose (92.4% vs. 91.7%). The relative risk of failure to achieve 
a complete abortion with the 200 mg dose compared to 600 mg dose was 0.9 (95% CI 0.6-
1.4). The timing of the abortion and the incidence of side-effects were comparable in both 
groups, with the exception of reported nausea at one-week follow-up which was reported 
more frequently by women in the higher-dose group. CONCLUSIONS: The 200 mg dose of 
mifepristone is equally as effective as the 600 mg dose in the antiprogestogen-prostaglandin 
regimen for pregnancy termination. With vaginal gemeprost, the abortifacient efficacy of the 
regimen remains high at 57-63 days' gestation. 
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Lowering the doses of mif epristone and gameprost for early abortion: a 
randomised controlled trial. World Health Organization Task Force on 
Post-ovulatory Methods for Fertility Regulation. 

OBJECTIVE: To test the efficacy of lower doses of mifepristone and gemeprost for medical 
induction of early abortion. DESIGN: Randomised controlled trial. Participants were blinded as 
to the therapy and physicians to the dose of rnifepristone. SETTING: Thirteen hospital 
gynaecological units in different continents. PARTICIPANTS: 1,224 healthy pregnant women 
requesting medical abortion at <57 days from last menses. INTERVENTION: Random 
allocation to one of four regimens: mifepristone 50 mg by mouth followed by either 0.5 mg or 1.0 
mg gemeprost vaginally on day 3; mifepristone 200 mg by mouth followed by either 0.5 mg or 
1.0 mg gemeprost vaginally. We concealed the allocation sequence from clinicians enrolling 
participants, and maintained double blinding throughout. MAIN OUTCOME MEASURES: 
Incidence of complete abortion; subordinate outcome measures included side effects such as 
vomiting and fall in haemoglobin, as well as the need for emergency curettage and blood 
transfusion. RESULTS: The success rate was significantly related to the dose of rnifepristone. 
The relative risk of failure to have a complete abortion with the lower dose of mifepristone was 
1.6 (95% CI: 1.1-2.3) times that with the higher dose. The relative risk of failure with the lower 
dose of gemeprost (1.3; 95% CI: 0.9-1.8) did not reach statistical significance. 
CONCLUSIONS : A single dose of mifepristone 50 mg followed by gemeprost is inadequate for 
early medical abortion. There was no significant difference in side effects between the four 
treatment groups. 
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Termination of early pregnancy in the scarred uterus with mifepristone 
and misoprostol. 

Xu J, Chen H, Ma T, Wu X. 

Department of Obstetrics and Gynecology, Tong.ii Hospital, Tongji Medical College, 
Huazhong University of Science and Technology, Wuhan, 430030, PR China 
jpxu@tjh.tjmu.edu.cn 

OBJECTIVE: To analyze the safety and possibility of terminating early pregnancy up to 49 
days gestation after cesarean section with mifepristone and misoprostol. 1-ffiTHODS: One­
hundred and ninety-two early pregnant women were recruited, of which, 35 cases with 
uterine cicatrix and 157 cases were no-uterine cicatrix as control group. All of them took 25 
mg of mifepristone, b.i.d. for 3 days and 600 microg of misoprostol on the 4th day. 
RESULTS: Of the 35 cases with uterine cicatrix, 33 achieved complete abortion after 
medical abortion. The complete abortion rate was 94.29% (95% CI 81-99%,) in the cicatrix 
group and 89.81 % (95% CI 75-91 %) in the control group. There were no obvious 
complications detected in the cicatrix group. CONCLUSION: For the termination of early 
pregnancy in scarred uterus, administration of mifepristone and misoprostol is safe and 
effective, and a further large series study needs be done to confirm its acceptability as a 
routine medication in such situations. 
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Successful long-term treatment of refractory Cushing's disease with 
high-dose mifepristone (RU 486). 

Chu JW, Matthias DF, Belanoff J, Schatzberg A, Hoffman AR, Feldman D. 

Department of Medicine, Stanford University School of Medicine, Stanford, California 94305, 
USA. 

An extremely ill patient, with Cushing's syndrome caused by an ACTH-secreting pituitary 
macroadenoma, experienced complications of end-stage cardiomyopathy, profound psychosis, 
and multiple metabolic disturbances. Initially treated unsuccessfully by a combination of 
conventional surgical, medical, and radiotherapeutic approaches, he responded dramatically to 
high-dose long-term mifepristone therapy (up to 25 mg/kg x d). Treatment efficacy was 
confirmed by the normalization of all biochemical glucocorticoid-sensitive measurements, as well 
as by the significant reversal of the patient's heart failure, the resolution of his psychotic 
depression, and the eventual unusual return of his adrenal axis to normal. His 18-month-long 
mifepristone treatment course was notable for development of severe hypokalemia that was 
attributed to excessive cortisol activation of the rnineralocorticoid receptor, which responded to 
spironolactone administration. This case illustrates the efficacy of high-dose long-term treatment 
with mifepristone in refractory Cushing's syndrome. The case also demonstrates the potential 
need for concomitant mineralocorticoid receptor blockade in mifepristone-treated Cushing's 
disease, because cortisol levels may rise markedly, reflecting corticotroph disinhibition, to cause 
manifestations of mineralocorticoid excess~ 

PMID: 11502780 [PubMed - indexed for MEDLINE] 
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Phase ID Double-Blind Randomized Placebo-Controlled Study of Mifepristone 
(RU) for the Treatment of Unresectable Meningioma 

S.M. Grunberg, C. Rankin, J. Townsend, J. Ahmadi, L. Fenn, R. Fredericks, C. 
Russell, F. Kabbinavar, G. R. Barger, K.J. Stelzer; Southwest Oncology Group, 
Burlington, VT; Eastern Cooperative Oncology Group, Brookline, MA 

Meningiomas (M), which are 3 times more common in women as in men, are often 
progesterone receptor positive but seldom estrogen receptor positive. We have therefore 
studied the antiprogestin RU for the treatment of unresectable M. A previous open-label 
pilot study in which 8/28 patients (pts) receiving RU showed clinical benefit justified this 
trial. In the present study adults with umesectable histologically confirmed non­
malignant M which had appeared (22%) or progressed (78%) within 2 years were 
ramdomized to receive blinded RU 200 mg po qd or placebo (P) with an endpoint of 
freedom from progression (FFP) for the next 2 years. Progression was defined as 
anatomic growth or neurologic deterioration. 193 pts were entered with 160 (80 per arm) 
fully evaluable. Median age was 57 with 30% male, 19% premenopausal female, and 
51 % postmenopausal female. 29% had received prior radiotherapy. There was no 
significant difference in response between the arms. 2 RU pts and 1 P pt had partial or 
unconfirmed responses. Median FFP was 10 months for RU and 12 months for P 
(p=0.44). Treatment was generally well tolerated with the most common toxicities being 
fatigue (72% RU vs 54% P), headache ( 44% RU vs 41 % P), and hot flashes (38% RU vs 
26% P). 9 RU pts (16% of female RU pts) also developed endometrial hyperplasia. 
Although increased FFP was not demonstrated in this population, prolonged treatment 
with an antiprogestin (RU) was safe and feasible. Antiprogestins may be useful in the 
chronic treatment of other progesterone-dependent conditions. 
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Alterations in sex steroids and gonadotropins in post-menopausal women 
subsequent to long-term mifepristone administration. 

Heikinheimo 0 , Ranta S, Grunberg S, Spitz IM. 

Steroid Research Laboratory, Department of Biomedicine, University of Helsinki, Helsinki, 
Finland. Oskari.Heikinheimo@Helsinki.fi 

Long-term administration of progesterone antagonists (PA.s) and progesterone receptor 
modulators (PRMs) has been proposed as a novel hormonal therapy for various hormone 
dependent maladies. We studied the long-term endocrine effects ofmifepristone on the 
kinetics of estradiol (E(2)) and its precursors, and on gonadotropin levels in five 
postmenopausal women treated for uoresectable meningioma with mifepristone [200 
mg/day] for at least 15 months. Serum samples were analyzed for LH, FSH and SHBG with 
fluoroimmunoassay; androstenedione (A), testosterone (T), estrone (E(l)) and E(2) were 
measured with radioimmunoassay (RIA). Serum levels ofmifepristone were measured using 
both RIA and high performance-liquid chromatography (HPLC). Serum levels (mean +/- SD) 
ofLH and FSH were suppressed from pretreatment values of 32 +/- 16 and 65 +/- 30 IU/1 to 
13 +/- 7 and 33 +/- 16 IU/1 at 6 months (P < 0.05), respectively. Serum (mean +/- SD) A, T, 
E(l ), and E(2) were increased from initial values of 6.9 +/- 0.9 nmol/1, 1.2 +/- 0.3 nmol/1, 77 
+/- 25 pmol/l, and 29 +/- 14 pmol/1 to 6 month values of 13.1 +/- 5.6 nmol/1, 1.8 +/- 0.6 
nmol/1, 178 +/- 60 pmol/1, and 45 +/- 22 pmol/1 (n.s.). The correlation coefficients between 
the levels of A, T, E(l), and E(2) were statistically significant, whereas the ratios ofT/A, 
E(l)/A, E(2)/E(l), and E(2)/T remained unchanged. The levels of SHBG remained stable, 
and ranged from 48 +/- 10 to 65 +/- 9 nmol/1 (mean +/- SD). Thus, prolonged mifepristone 
treatment marginally increased the serum levels of A, T, E(l) and E(2). These effects of 
mifepristone are likely due to its antiglucocorticoid effect and thus increased secretion of 
adrenal A. Serum levels of LH and FSH declined. The serum levels of gonadotropins and 
those ofT, E(l) and E(2) were inversely, yet significantly, correlated. Therefore the decrease 
in LH and FSH might reflect the slightly increased levels ofT, E(l ) and E(2). However, the 
lack of change in SHBG and the low E(2) levels suggest that enhanced systemic estrogen 
effects are unlikely during long-term mifepristone treatment. 

PMID: 11108895 [PubMed - indexed for MED LINE] 



FDACDER000182

Obtained via FOIA by Judicial Watch, Inc.

Clin Endocrinol (Oxf) 2001 Mar;54(3):399-404 

Long-term mifepristone (RU486) therapy resulting in massive benign 
endometrial hyperplasia. 

Newfield RS, Spitz IM, Isacson C, New Ml 

Department of Paediatrics, The New York Hospital--Comell Medical Center, New Yorlc, 
NY, USA. 

Mifepristone (RU486) is a potent antiprogestagen, and at high doses it also acts as an 
antiglucocorticoid drug. Mifepristone, administered as a single 600 mg dose, is commonly 
employed to induce medical abortion in conjunction with prostaglandins. The long-term 
safety profile of mifepristone, especially at high doses, is less well-established. Long-term 
mifepristone is considered efficacious in treating uterine myomas, endometriosis (25--100 
mg/day), and possibly in inoperable meningiomas (200 mg/day), as well clS inoperable 
Cushing's syndrome. Many animal studies document an antiproliferative effect 
(antioestrogenic), as do some reports in humans. However, there are also data to suggest that, 
as an antiprogestagen, mifepristone may promote an unopposed oestrogen milieu, and thus 
have a proliferative effect upon the endometrium. We hereby describe the first reported case 
of an adolescent female with Cushingoid features and morbid osteoporosis who was treated 
with mifepristone for its antiglucocorticoid effect ( 400 mg/day) in an attempt to prevent 
further bone loss. The patient's striae, weight gain, and buffalo hump markedly improved, 
and further bone loss was halted. However, with each of the two 6-month courses of 
mifepristone (9 months apart) she developed massive simple endometrial hyperplasia and a 
markedly enlarged uterus. This reversed to normal after cessation of mifepristone treatment. 
In conclusion, High doses of the antiprogestagen mifepristone over a prolonged period of 
time may promote an unopposed oestrogen milieu leading to endometrial hyperplasia. 
Therefore, interval pelvic imaging in women who receive long-term mifepristone may be 
prudent. 

PMID: 11298094 [PubMed - indexed for MEDLINEJ 
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Second trimester termination of pregnancy for fetal anomaly or death: 
comparing mifepristone/misoprostol to gemeprost 

le Roux PA, Pahal GS, Hoffman L, Nooh R, El-Refaey H, Rodeck CH. 

Department of Obstetrics and Gynaecology, University College Hospital, London, UK. 
pleroux@iafrica.com 

OBJECTIVE: To assess the effect of changing the regimen for second trimester induction of 
labour from gemeprost to mifepristone/misoprostol. DESIGN and SETTING: A retrospective 
study at a university teaching hospital over the 5-year period 1993-1997. SUBJECTS, 
:METHODS and REGIMENS: 68 patients, 34 in the gemeprost group and 34 in the 
mifepristone/misoprostol group. The gemeprost group received 1mg vaginally every 3h to a 
maximum of five doses. The mifepristone/misoprostol group were pre-treated with 600 mg 
mifepristone orally followed by 800 microg misoprostol vaginally and then 400 microg 
orally every 3h to a maximum of four oral doses. MAIN OUTCOME MEASURES: 
Induction to abortion interval; delivery within 24h. RESULTS: The mifepristone/misoprostol 
group had a lower induction to abortion interval compared to the gemeprost group (median 
8.9h versus 19.8h, respectively, p<0.01). The mifepristone/misoprostol regimen was more 
successful than the gemeprost regimen; 94% versus 68%, respectively, aborted without extra 
medical or surgical intervention, p=0.02. There were no significant differences in side 
effects, analgesia requirements or complications between the two groups. Three patients with 
previous Caesarean sections had a ruptured uterus; two from the gemeprost group and one 
from the mifepristone/misoprostol group. CONCLUSIONS: The new 
mifepristone/misoprostol regimen was more effective in second trimester induction of labour. 
Induction of labour with misoprostol or gemeprost should be used with care in patients with a 
previous Caesarean section. 

PMID: 11267720 [PubMed - indexed for MEDLINE] 
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Eur J Obstet Gynecol Reprod Biol 2001 Jul;97(1):30-4 

The effects of mif epristone on uterine sensitivity to oxytocin and on fetal 
heart rate patterns. 

Giacalone PL, Daures JP, Faure JM, Boulot P, Hedon B, Laffargue F. 

Department of Obstetrics and Gynecology, Hopital Arnaud de Villeneuve, University of 
Montpellier, 371 rue du Doyen Gaston Giraud, 34295 Montpellier Cedex 5, France. pl­
giacalone@chu-montpellier.fr 

OBJECTIVE: To compare the incidences oftachysystole, hypertonia and fetal heart rate 
(FHR) abnormalities in women treated by mifepristone plus prostaglandins (PGs), 
mifepristone alone or PGs alone for an unfavourable cervix. STUDY DESIGN: In this 
retrospective study, all women between 37 and 42 weeks were eligible for the study if they 
had undergone cervical ripening prior to labour induction. In group 1, the women were 
treated with mifepristone plus PGs (n=l03). Group 2 women were treated with mifepristone 
alone (n=96) and group 3 women with PGs alone (n= lO0). Incidences of tachysystole, 
hypertonia and FHR abnormalities were compared. RESULTS: During induction oflabour, 
tachysystole and hypertonia occurred more frequently in women treated with mifepristone. 
Severe bradycardia and recurrent late decelerations were more frequent after the initiation of 
oxytocin in groups 1 and 2 than in group 3. CONCLUSIONS: In this study, mifepristone 
increased the incidences of tachysystole, hypertonia and FHR abnormality. 

PMID: 11435005 [PubMed - indexed for MEDLINE] 
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Obstet Gynecol 2000 Oct;96(4):543-8 

Mifepristone for preinduction cervical ripening beyond 41 weeks' 
gestation: a randomized controlled trial. 

Wing DA, Fassett MJ, Mishell DR. 

Department of Obstetrics-Gynecology, Division of Maternal-Fetal Medicine, Women's & 
Children's Hospital, Keck School of Medicine of the University of Southern California, Los 
Angeles, California 90033, dwing@hsc.usc.edu 

OBJECTIVE: To compare the effect of mifepristone with placebo on cervical ripening before 
labor induction in prolonged pregnancies. METHODS: One hundred eighty women with 
pregnancies beyond 41 weeks and undilated, uneffaced cervices were assigned randomly to 
receive mifepristone 200 mg or placebo and observed for 24 hours. We then gave 
intravaginal misoprostol 25 microg every 4 hours or intravenous oxytocin. We expected 60% 
of placebo-treated and 80% of mifepristone-treated women to deliver vaginally within 48 
hours. RESULTS: Among 180 subjects, 97 received mifepristone and 83 received placebo. 
The mean interval ( +/- standard deviation [SD]) from start of induction to delivery was 2209 
+/- 698 minutes for mifepristone-treated subjects and 2671 +/- 884 minutes for placebo­
treated subjects (P <.001, log-transformed data). Twelve (13. 6%) mifepristone-treated 
women and seven (10.8%) placebo-treated women delivered vaginally on day 1 (P =.60). 
After 24 hours, the median Bishop score for both groups was 3 (0-11) (P = .51 ). One hundred 
thirty-one subjects required misoprosto~ 65 (67.0%) were mifepristone-treated women, and 
66 (79.5%) placebo-treated women (P =.06). The median (range) oxytocin dose was 871.5 
(0-22,174) mU for mifepristone-treated women and 2021.0 (0-24,750) mU for placebo­
treated women (P =.02). Seventy-seven (87.5%) mifepristone-treated women and 46 (70.8%) 
placebo-treated women delivered vaginally 48 hours after the start of treatment (P =.01). 
There were nine cesareans in the mifepristone group and 18 in the placebo group (P =.02). 
More nonreassuring fetal heart rate patterns and uterine contractile abnormalities occurred in 
mifepristone-treated subjects. There were no statistically significant differences in neonatal 
outcomes between groups. CONCLUSION: Mifepristone had a modest effect on cervical 
ripening when given 24 hours before labor induction, appearing to reduce the need for 
misoprostol and oxytocin compared with placebo. 

Publication Types: 

• Clinical Trial 

• Randomized Controlled Trial 

PMID: 11004356 [PubMed - indexed for MEDLINE] 
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Completed Unpublished Clinical Trial 

The following clinical trial was conducted with the Exelgyn drug product, 
Mifegyne®: 

COMPARISON OF ABORTIONS INDUCED BY METHOTREXATE OR 
MIFEPRISTONE FOLLOWED BY MISOPROSTOL. 
Ellen Wiebe, Sheila Dunn, Edith Guilbert, Francis Jacot, Lisa Lugtig. 
A randomized non-blinded controlled trial. 

Mifepristone has recently been approved in the US but is still unavailable in 
Canada and many other countries. It is much more expensive than methotrexate 
which is widely available. No other study has compared these two methods of 
inducing early abortion. Five abortion clinics across Canada were setting the 
study. 1001 women 16 years and older at 49 days gestation or less presenting for 
abortion were included. A randomised non-blinded controlled trial comparing 
methotrexate 50mg/m2 followed 4-6 days later by 800µg vaginal misoprostol to 
mifepristone 600mg orally followed 36-48 hours by 400µg oral misoprostol. 
There were 505 women . in the methotrexate group and 494 women in the 
mifepristone group. In the methotrexate group, 20 women had surgery, 2 for 
continuing pregnancy, 8 due to doctor's request (usually for excessive bleeding) 
and 1 O due to patient's request. In the mifepristone group, 22 women had surgery, 
17 due to the doctor's request, 5 due to the patient's request and none for 
continuing pregnancy. By 08, only 37 4 in the methotrexate group had completed 
the abortion compared to 453 in the mifepristone group and the mean number of 
days from beginning to completion was 6.9 for methotrexate and 3.2 for 
mifepristone (p=.000). The mean worst pain on a scale from 0 to 10 was 6.4 for 
methotrexate and 5.8 for mifepristone (p=.001 ). The mean number of days of 
bleeding was 12.8 for methotrexate and 14.6 for mifepristone (p=.005). There were 
no differences in complications. Eleven women visited a hospital, 22 women were 
treated for excessive bleeding but no one needed a transfusion and 8 women 
received antibiotics for possible infection. Side effects were similar with 
mifepristone causing· more headache and methotrexate causing more diarrhea. 
Acceptance was slightly higher with mifepristone ( 413/466) than with methotrexate 
(389/464). In conclusion, abortion induced with mifepristone completed faster than 
those induced with methotrexate but the overall success rates, side effects and 
complications were similar. Acceptance was slightly 'higher with mifepristone than 
methotrexate. 

Source: Exelgyn Laboratory Periodic Safety Update Report No. 12, December 1, 
2000 to May 31, 2001, Page 9. 
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Completed Unpublished Clinical Trial 

The following clinical trial was conducted with the Exelgyn drug product, 
Mifegyne®: 

MANAGEMENT OF MISSED ABORTION 
Comparison of medical treatment with either mifepristone+misoprostol or 
misoprostol alone with surgical evacuation 
A. Gr0nlund, L. Gr0 nlund, L. Clevin, B. Andersen, N. Palmgren, 
0. Lidegaard. 
Multi-centre trial, Copenhagen Country, Denmark 

The objective is to compare the efficacy of two different medical treatment 
regimens: Mifepristone 600mg orally + misoprostol 0.4mg vaginally (Mf+Ms) or 
Misoprostol 0.4mg (Ms) vaginally with conventional surgical evacuation (SE) in 
women with missed abortion. 
176 women with missed abortion accepted to participate in the study during the 
period October 1999 to October 2000. 
A prospective crossover study with alternating regimens every four months. 
The main outcome measures are the proportion of women, who needed surgical 
evacuation after medical treatment and the number of women who needed 
re-evacuation after primary surgical evacuation, duration of vaginal bleeding, 

treated infections, the need of analgesics, and subjective experiences from the 
participating women. 
54, 73 and 49 patients were randomised to Mf+Ms, Ms and SE, respectively. 
Within one week, complete expulsion occurred in 40 (74%), 52 (71%), 47 (96%) of 
the three arms, respectively. Duration of bleeding was 7.0, 7.0 and 2.5 days, 
respectively. Women with an initial plasma chorionic gonadotrophin (P-hCG) 
between 2,000 and 20,000 IU/1 had significantly better response to the medical 
treatment than women not fulfilling these criteria. Initial plasma - (p )-progesterone 
did not correlate to success of medical treatment. 
In conclusion, vaginal misoprostol 0.4mg - 0.6mg is effective in most patients with 
missed abortion. Pre-treatment with the anti-progesterone mifepristone does not 
increase the success rate. Selection of women with missed abortion for medical 
treatment from gestational age (GA) and initial P-hCG level may increase the 
success of medical treatment significantly. 

Source: Exelgyn Laboratory Periodic Safety Update Report No. 12, 
December 1, 2000 to May 31, 2001, Pages 10-11. 
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Completed Unpublished Clinical Trial 

The following clinical trial was conducted with the Exelgyn drug product, 
Mifegyne®: 

MIFEPRISTONE-MISOPROSTOL MEDICAL ABORTION: 
Evaluation of a s implified regimen in the Taiwan m edical env ironment. 
A multi-center single-arm open-label study 
FM601-080599 

The study aimed to determine how two refinements of mifepristone-misoprostol 
regimen work together in Taiwan. In this study, the abortifacient efficacy and the 
tolerance of treatment comprising the consecutive administration of mifepristone 
(600mg) and misoprostol (400µg or 600µg orally) were evaluated in 42 patients 
with intrauterine pregnancy and gestational age less than or equal to 7 weeks. 
Efficacy was ass~ssed 15 days after administration of 600mg of mifepristone on 
the basis of clinical, ultrasonographic and/or biological (P-hCG levels) finding. 
Safety was evaluated on the basis of uterine bleeding duration, any adverse event 
occurrence or abnormal clinical finding and the adverse event linked to the 
prostaglandin analog. 
The successful rate in the 42 patients was 95.2%. Only two patients failed (one 
ongoing pregnancy and incomplete abortion). 
In terms of clinical tolerance, none of the patients were reported to have had any 
adverse events within 15 minutes following mifepristone intake. The most frequent 
adverse events were vaginal bleeding (83.3%), abdominal pain (81.0%), nausea 
(64.3%). vomiting (28.6%) and diarrhea (21 .4%). Only one case required 
analgesic drugs, while in the other cases, no action was taken. Therefore, the 
clinical tolerance of this protocol can be rated as acceptable. 
Some -· reports show that gastrointestinal upsets are related to the doses of 
misoprostol and suggest that the dose of misoprostol can be reduced to 400µg 
orally. 
In conclusion, the consecutive administration of 600mg of mifepristone and 
400µg or 600µg of misoprostol orally 36 to 48 hours later in women resulted in 
pregnancy termination in 95.2% of case. It is effective and safe and the clinical 
tolerance is excellent. 

Source: Exelgyn Laboratory Periodic Safety Update Report No. 10, 
December 1, 1999 to May 31, 2000, Page 9. 
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Not For Public Release 
Status Report 

Post Marketing Study Commitment 

Date of Report: 

Applicant Name: 

Product Name: 

Application Number : 

Date of Application 
Approval: 

Date of Post Marketing 
Study Commitment: 

Description of 
Post Marketing Study 
Commitment: 

Original Schedule for 
Post Marketing Study 
Commitment: 

December 2001 

Population Council 

Mifeprex™ (mifepristone) Tablets (Oral), 200 mg 

NDA 20-687 

September 28, 2000 

September 28, 2000 

Two studies are to be conducted. 

Study 1 - A cohort-based study of safety outcomes of 
patients having medical abortions under the care of 
physicians with surgical intervention skills compared to 
physicians who refer their patients for surgical intervention. 
Previous study questions related to age, smoking, and 
follow-up on day 14 (compliance with return visit) will be 
incorporated into this cohort study, as well as an audit of 
signed Patient Agreement forms. 

Study 2 - A surveillance study on outcomes of ongoing 
pregnancies. 

Final protocols for both studies to be submitted within six 
months of NDA approval. 
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Post Marketing Study Commitment S tatus Report 
Page2 

Current Status of 
Post Marketing Study 
Commitment: 

Explanation of Status 
Of Studies: 

PENDING 

Study I -

Study Status-Pending 
Explanation of Status - Protocol was submitted as 
scheduled on March 9, 2001. The final protocol has not 
been agreed upon by both FDA and the Population Council. 
Negotiations and revisions are in process. We are 
responding to comments sent to us by FDA on April 20, 
2001 as well as a phone conversation between <b><5> 

---- and <b><4>.<b><5> on June 19, 2001. We 
plan for the negotiation process to be complete and the final 
protocol submitted to FDA in early 2002. Enrollment will 
begin when national sales of mifepristone support selection 
of the study sample. 

The majority of the sales in the first year of distribution 
have been to <bl <4> 

Currently, sales volume of mifepristone is too small to 
allow for the selection of a cohort of providers of 
mifepristone medical abortion who would refer their 
patients when surgical intervention is required. We 
anticipate that in the next year, with more time on the 
market, the population of referring providers of 
mifepristone medical abortion will increase sufficiently to 
allow for the selection of the sample. 
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Post Marketing Study Commitment Status Report 
Page 3 

Study 2-

Study Status - Pending 
Explanation of Status - Protocol was submitted on May 
29, 2001, eight months after approval. We are currently 
revising the protocol in response to comments sent to us by 
FDA on August 20, 2001. We plan for the negotiation 
process to be complete and the final protocol submitted to 
FDA in early 2002. Again, given the rarity of the outcome 
of interest, numbers of users of the method is too low at 
this time for this study to begin. 
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For Public Release 
Status Report 

Post Marketing Study Commitment 

Date of Report: 

Applicant Name: 

Product Name: 

Application Number: 

Date of Application 
Approval: 

Commitment #1: 
Commitment Date: 

Commitment: 

Current Status: 
Explanation of Status: 

Commitment #2: 
Commitment Date: 
Commitment: 

Cu"ent Status: 
Explanation of Status: 

December 2001 

Population Council 

Mifeprex™ (mifepristoue) Tablets (Oral), 200 mg 

NDA 20-687 

September 28, 2000 

September 28, 2000 

A cohort-based study of safety outcomes of patients having 
medical abortions under the care of physicians with 
surgical intervention skills compared to physicians who 
refer their patients for surgical intervention. Previous study 
questions related to age, smoking, and follow-up on day 14 
(compliance with return visit) will be incorporated into this 
cohort study, as well as an audit of signed Patient 
Agreement forms. 

Pending 
Discussions between the FDA and the Population Council 
on the final protocols are in process. Enrollment will begin 
when national sales of mifepristone support selection of the 
study sample. 

September 28, 2000. 
A surveillance study on outcomes of ongoing pregnancies. 

Pending 
Discussion between the FDA and the Population Council 
on the final protocol are in process. Again, given the rarity 
of the outcome of interest, numbers of users of the method 
is too low at this time for this study to begin. 
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STATUS REPORT OF OTHER POST MARKETING STUDIES - ONGOING STUDIES 

STUDY STATUS SUMMARY (!)-September 28, 2001 

Study Title: Mifepristone-Misoprostol Medical Abortion: 
Simplifying the Regimen 

Protocol Number: 205-US 

Study Phase: 

Date of Study Initiation: January 19, 2001 

Study Status (Ongoing/Completed/Discontinued): Ongoing 

Investigator( s )/Study Center( s): 

Objective: 

Study Design: 

Drugs: 

lnvestigational Drug: 

Control Drug: 

Dosage: 

(b) (4). (b) (61 

1. 
2. 
3. 
4. 

To investigate the safety, efficacy and acceptability of a simplified 
regimen of rnifepristone-misoprostol medical abortion, including home 
administration of misoprostol and a lower dose of mifepristone (200 mg). 

Prospective, non-comparative trial 

Mifepristone + Misoprostol 

None 

200 mg oral mifepristone, 400 µg oral misoprostol (2 days later) 

Description of Patients: Pregnant women with gestations under 49 days LMP 

Number of Patients 

Planned: 
Enrolled: 

Age Range: 
Gender: 
Race: 

370 
255 

18 - 45 
female 
n/a 
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Dropped 
Completed: 

Safety Variables: 

Efficacy Variables: 

Safety Results: 

Efficacy Results: 

0 
237 

Frequency of blood transfusion, administration of IV fluids and 
hospitalization 

Success, complete abortion without a surgical intervention 

Blood transfusion 
Administration IV fluids 
Hospitalization 

Success = 91.6% (217/237) 

•IND Safety Reports on this serious adverse event were submitted to IND 22,047 (lnitia]l 
Report, Submission Serial Number 215, June 19, 2001 and Follow-up Report, 
Submission Serial Number 217, August 21, 2001). 
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STATUS REPORTS OF OTHER POST MARKETING STUDIES - ONGOING STUDIES 

STUDY STATUS SUMMARY (Il) - September 28, 2001 

Study Title: 

Protocol Number: 

Study Phase: 

Comparison of abortions induced by mifepristone followed 
by vaginal versus oral misoprostol up to 56 days gestation 

298 

Date of Study Initiation: February 27, 2001 

Date of IND Submission: June 19, 2001 (Submission Serial Number: 216) 

Study Status (Ongoing/Completed/Discontinued): Suspended 

Investigator(s)!Study Center(s): 

Objective: 

Study Design: 

Drugs: 

1. Ellen Wiebe, U Diversity of British Columbia, Vancouver, 
British Columbia, Canada 

2. Francis Jacot, Clinique de Planification des Naissances de 
l'Estrie, Centre Universitaire de Sante de l'Estrie, Sherbrooke, 
Quebec 

3. Edith Guilbert, The Family Planning Clinic of Le Center 
Hospitalier Universitaire de Quebec, Quebec City, Quebec 

4. Sheila Dunn, Bay Center for Birth Control, University of 
Toronto, Toronto, Ontario 

5. Lisa Lugtig, Klinic Community Health Centre, Inc., Winnipeg, Canada 

To compare the use of vaginal misoprostol (800 µg) and oral misoprostol 
( 400 µg or 600 µg) in combination with mifepristone (200 mg) to 
terminate pregnancies of up to 56 days gestation. 

Randomized, non-placebo controlled trial 

lnvestigational Drug: Mifepristone + Misoprostol 
None Control Drug: 

Dosage: 

Description of Patients: 

200 mg oral rnifepristone, 400 µg oral misoprostol or 600 mcg oral 
rnisoprostol or 800 mcg vaginal misoprostol (2 days later) 

Pregnant women with gestations :S 56 days gestation 
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Number of Patients 

Planned: 
Enrolled: 

Age Range: 
Gender: 
Race: 

Dropped: 
Completed: 

Safety Variables: 

Efficacy Variables: 

Safety Results: 

Efficacy Results: 

1500 
940 

18 - 45 
female 
n/a 

0 
940 

Frequency of blood transfusion, administration of IV fluids and 
hospitalization 

Success, complete abortion without a surgical intervention 

Blood transfusion 
Ad.ministration IV fluids 
Hospitalization 
Death 

= 1 
=2 

Success (interim analysis of 817 cases) 

Overall= 
400 µg oral misoprostol = 
600 µg oral misoprostol = 
800 µg vaginal rnisoprostol = 

97.8% 
97.1% 
98.5% 
97.8% 

•IND Safety Reports were submitted to IND 22,047 (Initial Report, Submission Serial 
Number 218, September 5, 2001 and Follow-up Report, Submission Serial Number 219, 
September 19, 2001). 
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STATUS REPORT OF OTHER POST MARKETING STUDIES - ONGOING STUDIES 

STUDY STATUS SUMMARY (ID) - SEPTEMBE R 28, 2001 

Study Title: Mifepristone - Misoprostol Medical Abortion: 
Simplifying the Regimen 

Protocol Number: 205-Vietnam 

Study Phase: 

Date of Study Initiation: January 1, 2001 

Study Status (Ongoing/Completed/Discontinued): Ongoing 

lnvestigator(s)/Study Center(s): 

(b)l4), (b) (6) 

Objective: To investigate the safety, efficacy and acceptability of a simplified 
regimen of mifepristone-misoprostol medical abortion, including home 
administration of misoprostol and a lower dose of mifepristone (200 mg). 

Study Design: Prospective, non-comparative trial 

Drugs: 

l nvestigational Drug: 

Control Drug: 

Dosage: 

Description of Patients: 

Mifepristone + Misoprostol 

None 

200 mg oral mifepristone, 400 µg oral misoprostol (2 days later) 

Pregnant women with gestations under 56 days LMP 
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Number of Patients 

Planned: 
Enrolled: 

Age Range: 
Gender: 
Race: 

Dropped: 
Completed: 

Safety Variables: 

Efficacy Variables: 

Safety Results: 

Efficacy Results: 

1600 
1560 
18 - 45 
female 
n/a 

0 
1560 

Frequency of blood transfusion, administration of IV fluids and 
hospitalization 

Success, complete abortion without a surgical intervention 

Blood transfusion 
Administration IV fluids 
Hospitalization 

Success 

= 0 
=0 
= 0 

= 87.5% (911/1041) 
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STATUS REPORT OF OTHER POST MARKETING STUDIES - ONGOING STUDIES 

STUDY STATUS SUMMARY (IV) - SEPTEMBER 28, 2001 

Study Title: Mifepristone - Misoprostol Medical Abortion: 
Expanding Access and Increasing Autonomy 

Protocol Number: 283 

Study Phase: 

Date of Study Initiation: 
Sweden: anticipated December 2001 
Austria: anticipated early 2002 
France: June 8, 2001 

Study Status (Ongoing/Completed/Discontinued): Ongoing 

Investigator(s)/Study Center(s): 

Objective: 

Study Design: 

Drugs: 

Dr. Danielle Hassoun, MD, Hopital Delafontaine, Paris, France 

To investigate the safety, efficacy and acceptability of a simplified 
regimen of mifepristone-misoprostol medical abortion, including a lower 
dose of mifepristone (200 mg) and two doses of misoprostol ( 400 mcg). 
All women are offered the option to administer their misoprostol at home. 

Prospective, non-comparative trial 

Investigational Drug: Mifepristone + Misoprostol 

None Control Drug: 

Dosage: 

Description of Patients: 

Number of Patients 

Planned: 
Enrolled: 

Age Range: 
Gender: 

200 mg oral mifepristone, 800 µg oral misoprostol (at day 1 and 
day 3 following administration of mifepristone) 

Pregnant women with gestations under 56 days LMP 

Austria=lO0, Sweden=lO0, France=30 
11 
18 - 45 
female 
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Race: 

Dropped: 
Completed: 

Safety Variables: 

Efficacy Variables: 

Safety Results: 

Efficacy Results: 

n/a 

0 
11 

Frequency of blood transfusion, administration of IV fluids and 
hospitalization 

Success, complete abortion without a surgical intervention 

Blood transfusion 
Administration IV fluids 
Hospitalization 

Success 

=0 
=0 
=0 

= n/a 
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STATUS REPORT OF OTHER POST MARKETING STUDIES 
COMPLETED STUDIES 

STUDY STATUS SUMMARY(~ 

Study Title: Mifepristone - Misoprostol Medical Abortion: 
Simplifying the Regimen 

Protocol Number: 205 -Tunfaia 

Study Phase: 

Date of Study Initiation: January 1, 2001 

Study Status (Ongoing/Completed/Discontinued): Completed 

lnvestigator(s)/Study Center(s): 

Objective: 

Study Design: 

Drugs: 

To investigate the safety, efficacy and acceptability of a simplified 
regimen of mifepristone-misoprostol medical abortion , including 
home administration of misoprostol and a lower dose of 
mifepristone (200 mg). 

Prospective, non-comparative trial 

Jnvestigational Drug: Mifepristone + Misoprostol 

None Control Drug: 

Dosage: 

Description of Patients: 

Number of Patients 

Planned: 
Enrolled: 

Age Range: 

200 mg oral mifepristone, 400 µg oral misoprostol (2 days 
later) 

Pregnant women with gestations under 56 days LMP 

360 
360 
18 - 45 

(bl ('4J, (I>) (61 
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Gender: 
Race: 

Dropped: 
Completed: 

Safety Variables: 

Efficacy Variables: 

Safety Results: 

Efficacy Results: 

female 
n/a 

0 
360 

Frequency of blood transfusion, administration of IV fluids 
and hospitalization 

Success, complete abortion without a surgical intervention 

Blood transfusion 
Administration IV fluids 
Hospitalization 

Success 

=0 
=0 
=0 

=93% 
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STATUS REPORT OF OTHER POST MARKETING STUDIES 
COMPLETED STUDIES 

STUDY STATUS SUMMARY (II) 

Study Title: Mifepristone - Misoprostol Medical Abortion: 
Simplifying the Regimen 

Protocol Number: 205 -Turkey 

Stu.dy Phase: 

Date of Study Initiation: August 2000 

Study Status (Ongoing/Completed/Discontinued): Completed 

l nvestigator( s )/Study Center( s ): 

Objective: 

Study Design: 

Drugs: 

To investigate the safety, efficacy and acceptability of a simplified 
regimen of mifepristone-misoprostol medical abortion, including 
home administration of misoprostol and a lower dose of 
mifepristone (200 mg). 

Prospective, non-comparative trial 

lnvestigational Drug: Mifepristone + Misoprostol 

None Control Drug: 

Dosage: 

Description of Patients: 

200 mg oral rnifepristone, 400 µg oral misoprostol (2 days 
later) 

Pregnant women with gestations under 56 days LMP 

(b) (4), (bl (6) 
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Number of Patients 

Planned: 
Enrolled: 

Age Range: 
Gender: 
Race: 

Dropped: 
Completed: 

Safety Variables: 

Efficacy Variables: 

Safety Results: 

Efficacy Results: 

200 
208 
18 - 45 
female 
n/a 

0 
208 

Frequency of blood transfusion, administration of IV fluids 
and hospitalization 

Success, complete abortion without a surgical intervention 

Blood transfusion 
Administration IV fluids 
Hospitalization 

Success 

=0 
=0 
=0 

= 84% 
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STATUS REPORT OF OTHER POST MARKETING STUDIES 

COMPLETED STUDIES 

STUDY STATUS SUMMARY (ID) 

Study Title: Mifepristone - Misoprostol Medical Abortion: 
Simplifying the Regimen 

Protocol Number: 205 (Vietnam & Tunisia) 

Study Phase: 

Date of Study Initiation: December 1997 

Study Status (Ongoing/Completed/Discontinued): Completed and published in Lancet 357 
(9266): 1402-5, May 5, 2001. 

Investigator( s )!Study Center( s ): 

Objective: 

Study Design: 

Drugs: 

(b) (4). (b) (6) 

To investigate the safety, efficacy and acceptability of a simplified 
regimen of mifepristone-misoprostol medical abortion, including home 
administration of misoprostol and a lower dose of mifepristone (200 mg). 

Prospective, non-comparative trial 

Investigational Drug: Mifepristone + Misoprostol 

Control Drug: 

Dosage: 

Description of Patients: 

Number of Patients 

Planned: 
Enrolled: 

Age Range: 
Gender: 
Race: 

None 

200 mg oral mifepristone, 400 µg oral misoprostol (2 days later) 

Pregnant women with gestations under 56 days LMP. 

315 
315 
18 - 45 
female 
n/a 
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Dropped: 
Completed: 

Safety Varia.bles: 

Efficacy Varia.bles: 

Safety Results: 

Efficacy Results: 

0 
315 

Frequency of blood transfusion, administration of IV fluids and 
hospitalization 

Success, complete abortion without a surgical intervention 

Blood transfusion 
Administration IV fluids 
Hospitalization 

Success= 93% (Vietnam) 
91 % (Tunisia) 

=0 
=0 
=0 
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STATUS REPORT OF OTHER POST MARKETING STUDIES 

COMPLETED STUDIES 

Study Title: 

Protocol Number: 

Study Phase: 

STUDY STATUS SUMMARY (IV) 

The feasibility of mifepristone and misoprostol for the medical 
termination of pregnancy in urban family planning centers and in a 
well-delineated rural community in Maharastra State, India 

172 

Date of Study Initiation: October 1995 

Study Status (Ongoing/Completed/Discontinued): Completed and published in La.ncet 
357 (9250): 120-2, Jan. 13, 2001. 

lnvestigator(s)!Study Center(s): 

1. Usha Krishna, M.D., Bhatia Hospital, Bombay, India 
2. Kurus Coyaji, M.D., K.E.M. Hospital, Pune, India 
3. Kurus Coyaji, M.D., Shirdi Saibaba Hospital, Vadu, India 

Objective: 

Study Design: 

Drugs: 

To evaluate whether the combination of mifepristone and roisoprostol for 
early abortion can be safely delivered through a family planning clinic and 
through a rural health station. 

Prospective, non-comparative trial 

lnvestigational Drug: Mifepristone + Misoprostol 

None Control Drug: 

Dosage: 

Description of Patients: 

600 mg oral mifepristone, 400 µg oral misoprostol (2 days later) 

Pregnant women with gestations under 56 days LMP in one 
rural site (300) and with gestation under 63 days in two 
urban sites (600) and with gestation between 63 and 70 days (20) 
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• 

• 

• 

Number of Patients 

Planned: 
Enrolled: 

Age Range: 
Gender: 
Race: 

Dropped: 
Completed: 

Safety Variables: 

Efficacy Variables: 

Safety Results: 

Efficacy Results: 

920 
912 
18 - 45 
female 
n/a 

0 
912 

Frequency of blood transfusion, admirustration of IV fluids and 
hospitalization 

Success, complete abortion without a surgical intervention 

Blood transfusion = 1 * 
Administration IV fluids = 2* 
Hospitalization = 2* 

Success = 95.3% (Pune) 
90.3% (Bombay) 
95% (Vadu) 
83.3% (Pune, 63-70 days) 

*IND Safety Reports were submitted to IND 22,047 (Initial Reports, Submission Serial Number 
204, December 16, 1999) . 
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CMC SECTION: Drug Substance 
Mifepristone 

LONG TERM STABILITY STUDIES (1) 

LOT No. _r-<bH4L RESULTS & TEST DATES 

TESTS I SPECIFICATIONS 01.01 .17 I 01 .03.15 I 01.04.09 I 01.05.09 I 01.08.10 

ENVIROMMENTAL CONDITIONS: I 
(bf(4J 

1 

PACKING:; (bf(4i 

- ---=ral:>ulated--by- ____ n4_>. _<br_,<61 ·Reviewed by· 
(bf(4), (b) (6! 

Date: August 13th ,2002 Date: August 15th ,2002 

Revision: October 2002 Page 31 n 

(bJ<4I 

(l>r(4! 
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·=,,, .. ~ ·, ,~.- -- CMC,SECT>ION: ,Dr.ug-Substance­
Mifepristone 

-. · . 
--------------~·('b)(4f 

LONG TERM STABILITY STUDIES (2) 

LOT No! (bl(4l • 

l- RESULTS & TEST DATES 

TESTS I SPE.CLB..C.AIJO~S 0~ 11 ... 09 I 0.2..02.~2.8 I 02.._08.j.2;_ .J I I . I I 
(b)(4 " 

(b)(4f 

ENVIROMMENTAL CONDITIONS: I 

PACKING] 
(b)(4! 

- ----- ---- T-abt:1lated-by-:, ___ <b_><
4
_>. <b_><_,_

6r_::::::.:::.------- - - - --- (b) (4), (bJ(6J,,, _ _ ______ _ 

Date: August 131\2002 . Date: August 15th ,2002 

Revision: October 2002 PagE: 31 n2 
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~ ~-- -- ,·- · .. CMt::~SECT,ION: Dr:ug Substance- -
Mifepristone 

,· · .. 

(b)(4f . . • • 

LONG TERM STABILITY STUDIES (1) 

LOT No. _r-<b>1
4l RESULTS & TEST DATES 

TESTS I SPECIF,ICATIONS 01.02.09 I 01 .03.16 I 01.04.09 I 01 .05.09 I 01 .08.10 
(bf(4) 

ENVIROMMENTAL CONDITIONS: I (b)(41 

PACKING] 
(bf(4f 

. -----·----
Tabulated by •\....-__ (b_n_4>-_<b>_<

5"r __ _ 

Date: August 13th,2002 Date: August 15th ,2002 

Revision: October 2002 Page 31 o 
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.. ., . . CIVIC. 5&CTION: · Drug Substance 
Mifeprlstone 

LONG TERM STABILITY STUDIES (2) 

LOT No. r----<b><4l, RESUl TS & TEST DATES 

I TESTS I SPECIFICATIONS 01 .11 .09 I 02.02.28 I 02.oa.12 ___ L I I 
(b)(4) 

ENVIROMMENTAL CONDITIONJ 
(b)(4i 

PACKING: 
(b)(41 

Tabulated by -(......_ __ (b_H_
4>._<b>_<5>.l-' __ Reviewed by _ (b)14), (b) (6) 

... ···-·- -------- - -
Date: August 13th .2002 Date: August 15th .2002 

Revision: October 2002 

·I I 

.. 

Page 31 o2 
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CNI<,; ~ECTION: Drug Substance 
Mifepristone 

r-----------------,(b)(4) 

LONG TERM STASBILITY STUDIES (1) 

LOT No. J (b)(4) 
RESULTS & TEST DATES 

TESTS J SPECIFICATIONS 01.02.09 I 01.03_j_6 I 01.04-. 10 I 01_05.0-9 I 01 08 1Q(b)(4Y 

ENVIROMMENTAL CONDITIONS: I (b)(41 

PACKING~ (b)(41 

Tabulated by _____ (b>_<4>_. <b_><5_> __ Reviewed by _ ·----
(b) (4), (bl (6) 

Date: August 13th ,2002 Date: August 15th ,2002 

Revision: October 2002 Page 31 p 
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-- • Cllll.c .SECTION: Drug Substance 
M ifepristone 

\ 

LONG TERM STABILITY STUDIES (2) 

LOT No. _r-<bH4i RESULTS & TEST DArEs 

TESTS I SPECIFICATIONS 01.11 .09 I 02.02.28 I 02.08.12 
(b)l4 

ENVIROMMENTAL CONDITIONS: I 1Dml 

PACKING:1 (6)(4i 

. . - --- - -------- - - --·- - - -- - - - --------- - ---- - -----·-· .. . 

Tabulated by _, ___ <_b> _<
4
>._(b_J<

6
.:1- __ Reviewed byr----ct>n4>· <bns>_ 

Date: August 13th ,2002 Date: August 15th ,2002 

Revision: October 2002 Page 31 p2 
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CMC SECTION: Drug Substance 
Mifepristone 

.-----------------,(b)(4f 

LONG TERM STABILITY STUDIES (1) 

LOT No. J (b)(4) 
RESULTS & TEST DATES 

I TESTS l SPECIFICATIONS 02.07.12 I 02.08.14 I 02.09.16 (b)(4 I I I I 

ENVIROMMENTAL CONDITIONS: I (b)l4l 

PACKING: 
·10)141 

Ta bu lated by _ ------
(b) (4), (b) (6) 

Reviewed by _ ·----
(b)(4), (b)(6) 

Date: September 17th ,2002 Date: September17th ,2002 

Revision: October 2002 Page 31 q 
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\ 

.. •s· .Cl\n\;5EC~ION~ · Drug.Substance ... (b)l4j 

Mifepristone 

LONG TERM STABILITY STUDIES (1) 

LOT No. J <bH
4t RESULTS & TEST DATES 

TESTS I s_e_ECIFICATIO,.NS 0.2..07.12 I 02.08.j,!J I 02.09.16 .I I I I I 
(b)(4) 

ENVIROMMENTAL CONDITIONS: I (b)(4i 

PACKING: (b)(41 

--- - ·- -- ------ --- --··--·-- . - - - ·- - -- ·· ---· ·--- - - -
Tabulated by ..,_ __ <b_H4_>:11>_n_61 __ Reviewed by r-71>>14>- <bn sr 

Date: September 17th .2002 Date: September1 i h ,2002 

Revision: October 2002 Page 31 r 
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C"1c :SECTION: Drug Substance 
Mifepristone 

.------------------,(b)(4J 

LONG TERM STASBILITY STUDIES (1) 

LOT No. I (b)(4) 
RESULTS & TEST DATES 

I TESTS I SPECIFICATIONS 02.07~16 I 02.08.14 I 02.09 16 (b)(
4 

I I I I 

ENVIROMMENTAL CONDITIONS: 
(b)(4j 

PACKING: (b)(41 

Tabulated by . ·-----~-(b)(4), (b)(6) Reviewed by ____ <b_><4_>. <_b>_<5> 

Date: September 17th ,2002 Date: September17th ,2002 

Revision: October 2002 Page 31 s 
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Po,pulation Council/Danco Laboratories,· LLC 
Annual Report for Mifepristone Tablets, 200 mg 

ATTACHMENT 6 

Sept. 28, 2001 - Sept. 27, 2002 
NDA20-687 
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Danco Laboratories, Inc. . page 1 of 3 
SPECIFICAT~ONS FOR MIFEPRISTONE TABLET , 200 mg· 

IN-PROCESS SPECIFICATIONS . 

Test Specification Method 
(b)(4J 

(b) (4), (bl (6I. (bl (4), (bl (6! 

Prepared by: ____ _ Approved by: _____ lssuj Date: 

. ii . I 
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Danco Laboratories, Inc. page 2 of ~ 
SPECIFICATIONS FOR MIFEPRISTO.NE TABLETS,, 00 mg_ 

FINISHED PRODUCT AND STABILITY SPECIFIC, .TION 

Test Specification Method 

. . : 

(b) (4), (b) (6f (b)l4 ), (b) (6f 

. Prepared by: ,___ ___ _. Approved by Issue !Date: ft/ 11 / ou 
-- . 1· 

I 
t 
! 
I 
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Danco Laboratories, Inc. page 3 of 3 
SPECIFICATIONS FOR MIFEPRISTONE TABLETS, 200 mg 

10/6/99 

8/21 /00 

Prepared by: 

Changes Made 

(b) (4), (b) (61 

HISTORY OF CHANGE 

(b)(4 J 

.. 

(b)l4), (b) (61 

I 
j 
'· 

I 
I 

Approved by: . . 

I . 
. Issue (pate: (& 1 / 6:u 
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Population Council/Danco Laboratories, LLC 
Annual Report for Mifepristone Tablets, 200 mg 

ATTACHMENT7 

Sept. 28, 2001

1

. Sept. 27, 2002 
· NDA20-687 
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/ 
DANCO LABOR •RIES, INC. 

PKG MPR: P000101 Rev.#: OS Effective Date: Lot # Expiration Date: 
December 7,2001 

Product Name(#): Mifepristone Tablets: (200 mg} 001 Page 1 of 16 

BLISTER PACKAGING OPERATION 

A. BLISTER PACK SIZE: 1 X 3 Blister/Mini carton 

B. BLISTER PACK COMPONENTS: 
(6) (4f 

Calculated By : 

PREPARED BY: 
(b) (4):11>)16 (b)l4), (b) (6 ' 

DATE: 
\"-/7 /'2.-Co I 

APPROVED BY: DATE: 
l'L}J/ol 

Issued for Blister Packaging by: Date: 
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Obtained via FOIA by Judicial Watch, Inc.DANCO LABOR.ll tIES, INC . 

PKG MPR: P000101. Rev . #: 05 Effective Date: Lot# Expiration Date: 
December 7,2001 

Product Name ( #) : Mifepristone Tablets: (200 mg) 001 Page 2 of 16 

BLISTER PACKAGING OPERATION 
(b)(4f 

Perf ormed By: Date: 
Checked By: Date: 
Quality Assurance Check: Date : 

(6)(4) 

Performed By: Date : 
Checked By: Date: 
Quality Assurance Check: Da te: 

(bf(4), (b) (6 ' 
(b) (4), (b) (6f 

PREPARED BY: DATE: / APPROVED BY : DATE: 
11./, '2.00 ' ,l-j7}bf 
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Obtained via FOIA by Judicial Watch, Inc.DANCO LABOB; tRIES, INC. 

PKG MPR: P000l0l Rev. #: 05 Effective Date : Lot # Expiration Dat·e: 
Deceniber 7,2001 

'. 

Product Name(#): Mifepristone Tablets: '(200 mg) 001 Pa,ge 3 of 16 

(b)l4f 

Performed By: Date : 
" Checked By·: Date: 

. Quali ty Assurance Check: Date: 
(6) (4) 

Per formed By: Date: 
Checked By: Date: 
Quality, Assurance Check: Dat.e: 

BY. I '""). ···1: I (b)l4) (b)l6f I~ p~- R~E_P_A.R_E_D _ _ I _____ __ n_A_T_E_ =_ , ')._,_.,,_,.._o_o _, __,__/. -AP-PR_o_v_ED _ _ B_Y_:_,.i.-_..,.... _____ ._ j-1 _n_A_T_, ~-· :_/ _.,_/ o_/ __. 
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DANCO LABOPa~~RIES, INC. 

( 
7 iccl .MPR: 

., -
. P000101 Rev.#: 05 Ef£ective Date:· Lot # Expiration Date: 

December 7,2001 
Product Name(#): Mifepristone Table-ts: (200 mg) ·001 fage 4 of 16 

)14! 

performed by: _ __ --1· Date:,--______ _ Time Start: - ----
Date: Time End =-------

Time Start ' · 

'Op 
(bf(4) 

(b)l4 ' 

(b)lJ f 
Date Time Performed By Results (P/F) 

1. 

(b)(4), (b)(6 
(b)l4), (b) (6f 

I PREPARED BY: .DATE: l'l-/1, ~IN) \ APPROVED BY: DATE: 
('"2-]?/~( 
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DANCO LABO: ;: ·0 ORIES, INC. 

...,;_ ,~.:: .. ' . ' . - . . .. . ... - .. - ,. . ··- . . 

PKG ~PR: P000l0l Rev.#: 05 . ·Ef·fecti ve Date: Lot # Expiration Date: 
December 7,2001 

Product Name(#): Mifepristone Tablets: (200 mg) 001 Page 5 ·Of l.~ 

Visual check of Blisters 

Time (min) Actual Time Appearance A . Count A Performed . 

(b)(4) 
(Pass/Fail) (Pass Fail ) By .. 

·- ·-

'-

(b) (4), (b) (6f 
(b)14), (b) (6f 

PREPARED BY: DATE: u.J'l /2.r-, APPROVED BY: DATE: 
1-i-/ 7 / 0/ 
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Obtained via FOIA by Judicial Watch, Inc.-
PL .. ,~IPR: P00010l. 

DANCO LABOnTORIES, INC-. 

·Rev.# : 05 Ef f:ect·i v ~- .;;a_::....t_e_:_....,.....L_o_ t ___,,#,-------..--E-xp----,i,--r-a-t-1-=-· _o_n_·_D_a_t_e_: "'- ._.,..._ 

I)ecember 7,2001 
Product Name(#): Mifepristone Tablets: (200 Dig) 001 · · Page 6 of 16 

'------ ---==,...........- - - --- - --- - - -----------~---------L---------- --~ (b')l4f 

Note A 

Rea s on fo'r""Re - ins p e c ion=--- --------''------.:......--

Time Appea rance A Count .. Perf o rmed 
I nterval (Pass/Fai l) (Pass Fa il ) By 
Insp ect ed 

"""···1 I 
(6) (4), (b)l6J 

.I PREPARED BY: DATE: 
, -12. /-, I 2.00\ 

APPROVED BY: DATE 
r2-- /7 /o; 

(b)(4) 

-
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DANCO LA,BORATORIES, INC. 

' ' PJ:GVMPR: Poo·o101 Rev~#: ·os · E'f fee ti v•' ·o~t&.: · "Lot # Expiration Date: , "'-J :-
December 7,2001 

Product Name(#): Mifepristone Tablets: (200 mg) 001 Page 7 of 16 

(b)(4) 

QA released by: bate: 

- (bf(4), (b) (6) (b) (4), (b) (6) 

I PREPARED BY: DATE: I.,_ h I,._, APPROVED· BY: DATE: r~J,101 
' ' • 



FDACDER000437

Obtained via FOIA by Judicial Watch, Inc.
DANCO 'LABORATORIES, INC. 

_ ·, .... .. · ... -
· po·o·o101 Rev·.#: o·s -Ef.fective- b·aee :· 4f Expiration Date: ... ~,,r-: -

PKG MPR: Lot 
\ 

December 7,2001 
. -

Product Name(#): Mifepristone Tablets: (200 mg) 001 Page 8 of 16 

LABELING AND FINAL PACKAG~NG OPERATION 
-------------------------------------------------- )14! 

(b)l4) 

# --------
# _______ _ 

#'_ ------

# _______ _ 

(b)(4f 

Performed By: Date: 
Checked By : Date: 
Quality Assurance Check: Date: 

(b)l4) -
QA Release for Final l abeling and Packaging: Performed By: ______ Date: 

ntlll4 l. (bH6J 

I 
I (b)l4), (b) (6! 

PREPARED BY: DATE: , ,. ,-, l'l.c,\) l APPROVED . BY: I DATE: t-z...l..., / 0 / 

• • 
Issued for Pac kagi ng by: Date 
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DANCO LABORATORIES, INC. 
\ 

"pi\J;~IUIR: P000l0l - Rev.#: 05 'Ef'fect·ive"-.uate: Lot # Expira'tion· Da. tEt°: .. ...,,, r -~·---:"":""" 

December 7,2001 
Product Name(#): Mifepristone Tablets: (200 mg) 001 Page 9 of 16 

Performed By: Date: 
Checked By: Date: 

. Quality As-surance Check: Di:ite: 
(b)lit! 

System Started By:. -~----Date : _____ Time: 

I PREPARED BY: I 
(b) (4):11>)16) I (b) (4), (b) (6J 

DATE: I ~ / "I I 1...e-o ' APP~OVED BY:i DATE 
/·-i./ 7 / 0/ 
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Obtained via FOIA by Judicial Watch, Inc.

DANCO LABORATORIES, INC. 

_ : , .. .-
i--~~ MPR: P000l0-1 Rev.#-: 05 Effecti v-~ .,_,_:ua-te: Lot # Expiration Date: "• d,. o 

December 7,2001 
Product 'Name(#); Mifepristone Tablets: (200 mg) 001 Page 10 of 16 

(b)(4 J 

System Set up By; --~-- -Date: Time: 
(6)(4) 

QA Label Che ck: Performed By:. _______ Date: _ _ ___ _ 
(b)(4J 

Performed By : Date: Time Start: Label # 

Performed By: Date: 

Performed By: Date: 

Pe rformed By: Dat e: Time Finished: Label # 

(b)(4f 

~ (b) (4):11>)16! (b) (4), (b) (6f 

PREPARED BY: DATE: I ~ ,., / ~- \ ~PP~OVED B~ DATE (-z__J-, f o I 
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Obtained via FOIA by Judicial Watch, Inc.

DANCO LABORATORIES, INC. 

- Expiration -
PlCG .MPR: P000l0l Rev.# : OS Effectiv-.: uate: Lot# Date : .. 

December 7,2001 
Product Name(#): Mifepristone Tablets : (200 mg) 001 Page 11 of 16 

System St arted By: _______ Date: _ _______ Time: ___ _ ______ _ 

QA Label Check: Performed By: _______ Date : _____ _ 

)14) 

Performed By: Date : _______ Time Start: ________ Label # _ _ _ ___ _ 
-· ~·--- -- ---· ·- .. -- -- ___ ,. ______ - ------ --~--- --- ----- ----- --·- --- -- ·-

Performed By: 

Performed By : 

Performed By : 

(b)l4), (b) (6~ 

PREPARED BY: 

_____ Date: 

Date: 

Date: 

____ _ _ ____ _ _ _ _ _ ______ Label# 
--- ----

_______________ _____ _ Label # 

_ ______ Time Fin i s hed: ______ Label # _ ____ _ _ 

(D)14 ), (bH6j 

DATE: I ~ I ., I ~el'Q ' I 
APPROVED BY: f ATE I 1-/ 7 / o 1 

(b)(4) 

(b)(4J 
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DANCO LABORATORIES , INC . 

- -PKG MPR: POOOlOl Rev. # : 05 Effective · .uate : Lot# Expiration Date : --
Dec ember 7,2001 

Product Name (#) : Mifepristone Tablets: (200 mg) 001 Page 12 of 16 

(ll)(ll! 

Performed By : Date: : 

Qual i ty Assurance Verificat ion: 
Date: 

(b)(4J 

Label reconciliation performed by: ________ oate: _____ Time: ____ _ _ 

Label reconciliation verif i ed by: _ _ _ ____ _ _ Date : ___ _ _ Time : __ -'----
(b)(4 

r-tllH4J, (br(6f (b) (4), (b) (6f I PREPARED BY : DATE: 
' 2-h I '1-c<) , I 

APPROVED BY: IATE t1.,,{,lc1 
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Obtained via FOIA by Judicial Watch, Inc.
DANCO LABORATORlES; INC. 

Pko~··msR: P000101 :Rev.#: ·--os . Ef fee ti ve~ Date·: Lot # Expi"ration Date:· ,. -~ 
December 7 ,2001. 

Product N~e(#): Mi f ·~pris tone Tablets: '(200 mg) 001 Page 13 of 16 

(b)(4) 

System Started By: _____ __._Dat e: ________ Time=--~-------~ 
(b)(4) 

QA Label Check: Performed By: _ _ _ ____ Date: _ ___ _ 

~oo~ -

1

----oo~~ 
,~P_R,E_ P~-AR_ E_D_ B_Y_ :~ ,~- - -D-A-TE- :-,~- ,-

7
-,~- c-o-\---r--A-P_P_R_O_VED _ __ B_Y_: DATE 

~ ------ - L--..,,,'------'--------------- ~---i, 1------,----------' 
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Obtained via FOIA by Judicial Watch, Inc.
.. . . - . . .. . . . . - . 

PKG MPR: POOOlOl 

Product Name(#): 

Performed By: 

Perforn:ied By: 

DANCO LABO~~~~IES, INC. 
. , . . ... . . . ~ - .. .. . . -~ 

Rev.#: 05 Effective Date: Lot 
DecemQer 7,2001 

Mifepristone Tablets: (200 mg) 001 

_____ Date: 

_____ Dat-e: 

(b)l4) 

_______ Time Sta~t: 

_ ______ Time Finished: 

~----- -----ir----(b)(4). (b)(6),'.- - -------~- - ----- ----• 

I PREPARED B~j i---;--- D- A_T_E_=___,..\ _'2._f _7_, _1_0-0 \ 
APPROVED BY: 

• I 

•- . ~. 

# Expiration Date: 

Page 14 of 16 

(b)(it! 

(ll) (~). (bl (6) 

b._A_T_E __ -, 'l.-_/_?_/_v_/ _ _ ~-1 
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DANCO LABORA "'"':'.J:ES, J:NC. 
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LITERATURE UPDATE - NONCLINICAL 

The present update to the bibliography was generated by a search performed using 
PubMed with the keywords mifepristone and animal from all sources and languages. This 
bibliography covers the period of September 28, 2001 to September 27, 2002. 

The bibliography generated by this strategy includes published articles on non-clinical 
investigations on mifepristone. A list of these references in alphabetical order is presented 
below. The reprints of these articles will be supplied upon request. 

D. Alvaro, A. Gigliozzi, L. Marucci_, G. Alpini, B. Barbaro, R. Monterubbianesi, L. Minetola, 
M.G. Mancino, J.F. Medina, A.F. Attili and A. Benedetti. Corticosteroids modulate the secretory 
processes of the rat intrahepatic biliary epithelium. Gastroentology. 122 (4): 1058-69, Apr. 2002. 

BJ. Attardi, J. Burgenson, S.A. Hild, J.R. Reel and R.P. Blye. CDB-4124 and its putative 
monodemethylated metabolite, CDB-4453, are potent antiprogestins with reduced 
antiglucocorticoid acitivity: in vitro comparison to m.ifepristone and CDB-2914. Mol. Cell. 
Endocrinol. 188 (1-2): 111-23, Feb. 25, 2002. 

A.L. Bennett, B. Greco, M.E. Blasberg and J.D. Blaustein. Response to male odours in progestin 
receptor- and oestrogen receptor-containing cells in female rat brain. J. Neuroendocrinol. 14 (6): 
442-9, Jun. 2002. 

R.J. Bernardi, D.L. Trump, W.D. Yu, T.F. McGuire, P.A. Hershberger and C.S. Johnson. 
Combination of"lalpha,25-dihydroxyvitarniri D(3) with dexamethasone enhances cell cycle arrest 
and apoptosis: role of nuclear receptor cross-talk and Erk/ Akt signaling. Clin. Cancer Res. 7 
(12): 4164-73, Dec. 2001. 

M.S. Bitar. Co-administration of etomoxir and RU-486 mitigates insulin resistance in hepatic 
and muscular tissues of S1Z-induced diabetic rats. Horm. Metab. Res. 33 (10): 577-84, Oct. 
2001. 

J.D. Blaustein and B. Greco. A progestin antagonist blocks vaginocervical stimulation-induced 
fos expression in neurons containing progestin receptors in the rostral medial preoptic area. J. 
Neuroendocrinol. 14 (2): 109-15, Feb. 2002. 

S. Bradesi, H. Eutamene, J. Fioramonti and L. Bueno. Acute restraint stress activates functional 
NKl receptor in the colon of female rats: involvement of steroids. Gut. 50 (3): 349-54, Mar. 
2002. 

T. Cao, W. He, D.R. Roop and X.J. Wang. K14-GLp65 transactivator induces transgene 
expression in embryonic epidermis. Genesis. 32 (2): 189-90, Feb. 2002. 

T. Cao, S.Y. Tsai, B.W. O'Malley, X.J. Wang and D.R. Roop. The epidermis as a bioreactor: 
topically regulated cutaneous delivery into the circulation. Hum. Gene Ther. 13 (9): 1075-80, 
Jun. 10, 2002. 
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M.L. Chaisson, J.T. Brooling, W. Ladiges, S._Tsai, and N. Fausto. Hepa ocyte-specific inhibition 
of NF-kappaB leads to apoptosis after TNF treatment, but not after parti~l hepatectomy. J. Clin. 
Invest. 110 (2): 193-202, Jul. 2002. · \ 

I 

K.W. Cheng, C.K. Cheng and P.C. Leung. Differential role of PR-A and-B isoforms in 
transcription regulation of human GnRH receptor gene._ Mol. Endocrinol!. 15 (12): 2078-:92, Dec. 
2001. ; 

C.J. Cook. Glucocorticoid feedback increases the sensitivity of the limbi~ system to stress. 
Physiol. Behav. 75 (4): 455-64, Apr. 1, 2002. ' 

C. Crochemore, T.M. Michaelidis, D. Fischer, J.P. Loeffler and O.F. Alil_leida. Enhancement of 
p53 activity and inhibition of neural cell proliferation by glucocorticoid ieceptor activation. 
FASEB J. 16 (8): 761-79, Jun. 2002. ! 

R. Draghia-Akli, P.B. Malone, L.A. Hill, K.M. Ellis, R.J. Schwartz and ~.L. Nordstrom. 
Enhanced animal growth via liga:p.d-regulated GHRH myogenic-injectab~e vectors. FASEB J. 16 
(3): 426-8,Mar.2002. . 

. I 
M.J. Eaton, J.P. Herman, N. Jullien, T.L.Lopez, M. Martinez and J. Huartg. Immortalized· 
chromaffin cells disimmortalized with Cre/lox site-directed recombination for use in cell therapy 
for pain after partial nerve injury. Exp. Neurol. 175 (1): 49-60, May 200~. 

. . . . . I 
K. Ghoshal, S. Majumder, Q. Zhu, J. Hunzeker, J. Datta, M. Shah, J.F. Sheridan and S.T. Jacob. 
Influenza virus infection induces metallothionein gene expression in the mouse iiver and lung by 
overlapping but distinct molecular mechanisms. Mol. Cell Biol. 21 (24): 8301-17, Dec. 2001. · . . . . . . I 

• I 

· T.C. Groves, G.F. Wagner and G.E. DiMattia. cAMP signaling can antagbnize potent 
glucocorticoid post-transcriptional inhibition of stanniocalcin gene expre$sion. J. Endocrinol. 
171 (3): 499-516, Dec. 2001. 

0. Herkert, H. Kuhl, J. Sandow, R. Busse and V.B. Schini-Kerth. Sex steroids used in hormonal 
treatment increase vascular procoagulant activity by inducing thrombin receptor (PAR-I) · 
expression·: role of the glucocorticpid receptor. Circulation. 104 (23 ): 2826-31, Dec. 4, 2001. 

' ' ' 
Z. Islam, Y.S. Moon, H.R. Zhou, L.B.- King, P.J. Fraker and J.J .. Pestka. Endotoxin potentiation 
of trichothecene-induced lymphocyte apoptosis is mediated by up-regulation of glucocorticoids. 
Toxicol. App~. Pharmacol. 180 (1): 43-55, Apr. 1, 2002. · 

W. Jiang·, Z. Zhu, N. Bhatia, R. Agarwal and H.J. Thompson. Mechanisms of energy restriction: 
effect of corticosterone on cell growth, cell cycl~ machinery; and apoptos,s. Cancer Res. 62 (18): 
5280-7, Sep. 15, 2002. ; · -

K.A. Koch, J.C. Wingfield and J.D. Buntin. Glucocorticoids and parental hyperphagia in ring 
doves (Streptopelia risoria). Horm. Behav. 41 (1): 9'-21, Feb. 2002. 1 

· · 
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A.P. Konstantinos and J .F. Sheridan. Stress and influenza viral infectiori: 1 modulation of 
proinflammatory cytokine response·s in the lung. Respir. Physiol. 128 (1):: 71-7, Oct. 2001. 

. 1 . 
I 

G.J. Lai and D.P. McCobb. Opposing actions of adrenal androgens and g~ucocorticoids on 
alternative splicing; of Slo potassium channels in bovine chromaffin cells; Proc. Natl. Acad. Sci. 
U.S.A. 99 (11): 7722-7, May 28, 2002. l 

I 

C.H. Lang, G.J. Nystrom and R.A. Frost," Bum-induced changes in IGF-I'.and IGF-binding 
proteins are partially glucocorticoid.dependent. Am. J. Phsiol. Regul. Int~gr. Comp. Physiol. 282 
(1): R207-15, Jan. 2002. · · 

I 

C. Ling and H. J?illig. PRL receptor-mediated effects in female mouse adipocytes: PRL induces 
suppressors of cytokine signaling expression and suppresses insulin-indu6ed leptin production in 
adipocytes in vitro. Endocrinology. 142 (11): 4880-90, Nov. 2001. : 

W.Y. Lui, C.W. Chi, Y.F. Chang,"H.W. Chu, C.C. Hsieh, P.H. Yin, T.Y. Liu, Y.R. Ou and F.K. 
P' eng. In vivo and in vitro growth stimulat;ion of murine hepatoma cells Hy glucocorticoid . 

. Anticancer Res. 22 (3): 1413~22, May-Jun. 2002. 

W. Ma, J. Tan, H. Matsumoto, B. Robert, D.R. Abrahamson, S.K. Das an~ S.K. Dey. Adult 
tissue angiogenesis: evidence for negative regulation by estrogen in the u~erus. Mol. Endocrinol. 
15 (11).: 1983-92, Nov. 2001. : 

i 
D.L. McCullers, P.G. Sullivan, S.W. Scheff and J.P. Herman. Mifepristone protects CAI 
hippocampal neurons following tralimatic brain injury in rat. Neuroscienc~. 109 (2): 219-30, 
2002. i 

! 
D_.L. McCullers, P.G. Sullivan, S.W. Scheff and J.P. _Herman. Traumatic Brain injury regulates 
adrenocorticcisteroid receptor rnRNA levels in rat hippocampus. Brain R~~- 947 (1): 41-9, Aug. 
23, 2002. . . 

A.M. Mercado, D.A. Padgett, J.F. Sheridan and P.T: Marucha. Altered kinetics of IL-1 alpha, IL­
. 1 beta, and KGF-1 gene expression in early wounds of restrained mice. Brain Behav. Im.mun. 16 

(2); 150-62, Apr. 2002. . . 

G. Mercier, N. Torque and M. Schumacher. Early activation of transcription factor expression in 
Schwann cells by progesterone. Brain Res. Mol. Brain Res. 97 (2): 137-48

1
, Dec. 30, 2001. 

N. Morales:-Peza, P. Auewatakul, V. Juarez, A. Garcia-Carranca and A. qd-Arregui. In vivo 
. tissue-specific regulation of the human papillomavirus type 18 early prom9ter l;Jy estrogen,· 
progesterone, and ~eir antagonists. Vir9logy. 294 (1): 135-40, Mar. 1, 2092. 

I 
E.S. Ngan, Z.Q. Ma, S.S. Chua, F.J. DeMayo and S.Y. Tsai. Inducible expression of FGF-3 in 
mouse mammary gland. Proc. Natl. Acad. Sci. U.S.A .. 99 (17): 11187,.92, Aug. 20, 2002: 

. . . I 
I 
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.T. Osterwalder, K.S. Yoon, B.H. Whiteand H. Keshishian. A conditiondl tissue-specific 
transgene expression system using inducible GA.IA. Proc. Natl. Acad; sdi. U.S.A. 98 (22): 
12596-601, Oct. 23, 2001. 

. ! 

. . . I 
. . I 

A.M. Pasapera, R. Gutierrez-Sagal, R. Garcia-Becerra, A. Ulloa-Aguirre;and J.F. Savouret. 
Transactivation of progestin- and estrogen-responsive promoters by 19-nor progestins in African 
Green Monkey Kidney CVl cells. Endocrine. 16 (3): 217-25, Dec; 2001.I 

I 
I 

G. Penner, G. Gang, X. Sun, C. Wray and.P.O. Hasselgre·n. C/EBP DNA~binding activity is 
upregulated by a glucocorticoid-dependent mechanism in septic rriuscle. ¼ . .m. J. Physiol. Regul. 
Integr. Comp. Physiol. 282 (2): R439-44, Feb. 2002. · I 

. P:S. Quadros, V. Lopez, G.J. De Vries, W.C. Chung and C.K. Wagner. fj."ogesterone receptors 
and the sexual differentiation.of the medial preoptic nucleus. J. Neurobiol. 51 (1): 24-32, Apr. 
2002. - · . . 

I 
! . 

· I. Rogatsky, K.A. Zarember and K.R. Yamamoto. Factor: recruitment and TIF2/GRIP1 
corepressor activity at a collagenase-3 response element that mediates regulation by phorbol 

· esters and hormones. EMBO J. 20 (21): 6071-83; Nov. i, 2002. · i 
. . ' 

LG. Rojas, D.A. Padgett, J.F. Sheridan and P.T. Marucha. Stress-induced: susceptibility to 
bacterial infection during cutaneous wound healing. Brain Behav. limnurr: 16 (1): 74-84, Feb. 
2002. . 1 

I 
T. Raivio, J.J. Palvimo, S. Kannisto, R. Voutilainen and O.A. Janne. Tr~sactivation assay for 
determination of glucoco~ticoid bioactivity in human serum. J. Clin. Endocrinol. Metab. 87 (8): 
3740-4, Aug. 2002. . 

. ' 

G. Roman, K. Endo, L. Zong and R.L. Davis. P[Switch], a system for spatial and temporal 
control of gene expression in Drosophila_melanogaster. Proc. Natl.Acad. 

1

Sci. U.S.A. 98 (22): 
· 12602-7, Oct. 23, 2001. I 

I 

H. Sakamoto, K. Ukena and K. Tsutsui. Dendritic spine formation in response to progesterone 
synthesized de nov:o in the· developing Purkinje cell in rats. Neurosci. Let~. 322 (2): 111-5, Apr. 
5, 2002. 

S.G. Sawant; R.S. Kozlowski and D.B. Couch. The role ofadrenal·corucdsteroids in induction of 
rni~ronuclei by morphine. Mutat. Res. 498 (1-2): 129-33, Nov. 15, 2001. 

D.A. Scheuer and A.G. Bechtold'. Glucocorticoid~ ~adulate baroreflex cohtrol of heart rate in 
conscious_ normotensive rats. Am. J. Physiol. Regul. Integr. Comp. Physiol. 282 (2): R475-83, 
Feb. 2002. 

I 
I • 

A. Schurr. Bench-to-bedside review: a possible resolution of .the glucose paradox of cerebral 
ischernia. Crit. Care. 6 (4): 330-4, Aug. 2002, Review. I. 
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OJ. Shah, J.A. Iniguez-Lluhi, A. Romanelli, S.R. Kimball and L.S. Jefferson. The activated 
glucocorticoid receptor modulates presumptive autoregulation of riboso~al protein S6 protein 
kinase, p70 S6K. Biol. Ch~m. 277 (4): 2525-33, Jan. 25, 2002. · · 

' ' ! 
C.Y. Shin, J.W; Choi, E.S. Jang, J.H. Ryu, W.K. Kim, H.C. Kim and K.~. Ko. Glucocorticoids 
exacerbate peroxynitrite mediated potentiation of glucose deprivation-induced death of rat 
primary astrocytes. Brain Res. 923 (1-2): .163-71, Dec. 27, 2001. · 

, ' 

K.A. Sloman, P.R. Desforges and K.M. Gilmour. Evidence for arnineralbcorti~oid-like receptor . 
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N. Sui, J. Hu, J. Chen:, P. Kuang and.D. Joyce. Reversed effects of RU48~ and anisomycin on 
memory retention of light exposure or corticosterone facilitation in the dark-incubated chicks .. J. 

• I 
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. . I 
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in vivo electroporation. Am. J. Kidney. Dis. 38 (4 Suppl 1): S50-3, Oct. ~001. 

' ' 
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. . 
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LITERATURE UPDATE - CLINICAL 

The present update to the bibliography was generated by a search performed using 
PubMed with the keywords mifepristone and human from all sources and languages. This 
bibliography covers the period of September 28, 2001 to September 27, 2002. 

The bibliography generated by this strategy includes published articles on clinical 
investigations on mifepristone. The references are organized alphabetically by author. In 
addition, the references are subdivided into several sections: 1. Medical Abortion, 2. 
Cervical Softening, Surgical Abortion, Management of Late Intrauterine Death and 
Cesarean Section, 3. Other (Alzheimer's Disease, Contraception, Depression, Emergency 
Contraception and Biochemical Effects, etc.). The reprints of these articles will be supplied 
upon request. 

1. Medical Abortion 

P. Aavitsland. [Interrupted pregnancy, rnifepristone and patient rights] 
Tidsskr Nor Laegeforen. 121 (28): 3261, Nov. 20, 2001. Norwegian. No abstract available. 

P.W. Ashok, A. Kidd, G.M. Flett, A. Fitzmaurice, W. Graham and A. Templeton. A randomized 
comparison of medical abortion and surgical vacuum aspiration at 10-13 weeks gestation. Hurn. 
Reprod. 17 (1): 92-8, Jan. 2002. 

D.T. Baird. Medical abortion in the first trimester. Best Pract. Res. Clin. Obstet. Gynaecol. 16 
(2): 221-36, Apr. 2002. Review. 

J. Bartley, A. Brown, R. Elton and D.T. Baird. Double-blind randomized trial of mifepristone in / 
combination with vaginal gemeprost or 1niso2 rostol for induction of abortion up to 63 days 
gestation. Hum. Reprod. 16 (10): 2098-102, Oct. 2001. Su t(1v-4 N"" foo 

E.E. Baulieu, D.S. Seidman and S. Hajri. Mifepristone (RU486) and voluntary termination of 
pregnancy: enigmatic variations or anecdotal religion-based attitudes? Letter to the Editor. Hum. 
Reprod. 16 (10): 2243-4, Oct. 2001. 

L. Bjorge and O.E. Iversen. [Mifepristone - a controversial drug with great potential] 
Tidsskr Nor Laegforen. 121 (28): 3286-91, Nov. 20, 2001. Review. Norwegian. 

L. Bjorge, S.L. Johnsen, G. Midboe, G. Augestad, I. Okland, H. Helland, S. Stray-Pedersen and 
O.E. Iversen. Early pregnancy termination with mifepristone and rnisoprostol in Norway. Acta. V 
Obstet. Gynecol. Scand. 80 (11): 1056-61 , Nov. 2001. 

T.J. Child, M. Rees and I.Z. MacKenzie. Curettage after mifepristone-induced abortion: 
frequency, timing, and indications. Letter to the Editor. Obstet. Gynecol. 98 (6): 1149, Dec. 
2001. 
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K. Coyaji, B. Elul, U. Krishna, S. Otiv, S. Ambardekar, A. Bopardikar, V. Raote, C. Ellertson 
and B. Winikoff. Mifepristone-misoprostol abortion: a trial in rural and urban Maharashtra, 
India. Contraception. 66 (1): 33-40, Jul. 2002. 

C. Ellertson and S.N. Waldman. The rnifepristone-misoprostol regimen for early medical 
abortion. Curr. Womens Health Rep. 1 (3): 184-90, Dec. 2001. Review. 

S.L. Fielding, E. Edmunds and E.A. Schaff. Having an abortion using mifepristone and home 
rnisoprostol: a qualitative analysis of women's experiences. Perspect. Sex Reprod. Health. 34 
(1): 34-40, Jan.-Feb. 2002. 

S.L. Fielding, S.S. Lee and E.A. Schaff. Professional considerations for providing mifepristone­
induced abortion. Nurse Pract. 26 (11): 44-54, Nov. 2001. Review. 

S.L. Fielding, E.A. Schaff and N.Y. Nam. Clinicians' perception of sonogram._indication for V 
rnifepristone abortion up to 63 days. Contraception. 66 (1): 27-31, Jul. 2002. 

D.P. Garcia. RU-486: is it hot, or is it not? J. Ky. Med. Assoc. 99 (11): 499-500, Nov. 2001. No 
abstract available. 

G.L. Goss. Pregnancy termination. Understanding and supporting women who undergo medical 
abortion. A WHONN Lifelines. 6 (1): 46-50, Feb.-Mar. 2002. Review. No abstract available. 

C. Harper, C. Ellertson and B. Winikoff. Could American wome use rnifepristone-misoprostol v 
pills safely with less medical supervision? Contraception. 65 (2): 133-42, Feb. 2002. 

R. Mashiach, G.I. Seidman and D.S. Seidman. Use of rnifepristone as an example of conflicting 
and misleading medical information on the internet. BJOG. 109 (4): 437-42, Apr. 2002. 

G. Norel. [Voluntary pharmacologic termination of pregnancy] 
Rev. Med. Brux. 23 (1): A52-3, Feb. 2002. French. No abstract available. 

R.H. Phelps, E.A. Schaff and S.L. Fielding. Mifepristone abortion in minors. Contraception. 64 V 
(6): 339-43, Dec. 2001. 

N.N. Sarkar. Mifepristone: bioavailability, pharmacokinetics and use-effectiveness. Eur. J. 
Obstet. Gynecol. Reprod. Biol. 101 (2): 113-20, Mar. 10, 2002. 

O.S. Tang and P.C. Ho. Medical abortion in the second trimester. Best Pract. Res. Clin. Obstet. 
Gynaecol. 16 (2): 237-46, Apr. 2002. Review. 

O.S. Tang, J. Xu, L. Cheng, S.W. Lee and P.C. Ho. The effect of contraceptive pills on the V 
measured blood loss in medical termination of pregnancy by mifepristone and misoprostol: a 
randomized placebo controlled trial. Hum. Reprod. 17 (1): 99-102, Jan. 2002. 
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S.R. Trupin and C. Moreno. Medical abortion: overview and management. Medscape Womens 
Health. 6 (6): 4. Dec. 2001. 

E.M. Tsai, C.H. Yang and J.N. Lee. Medical abortion with mifepristone and misoprostol: a 
clinical trial in Taiwanese women. J. Formos. Med. Assoc. 101 (4): 277-82, Apr. 2002. 

P.F. Van Look and J.C. Cottingham. Unsafe abortion: an avoidable tragedy. Best Pract. Res. 
Clin. Obstet. Gynaecol. 6 (2): 205-20, Apr. 2002. Review. 

K. Walker, E. Schaff, S. Fielding and L. Fuller. Monitoring serum chorionic gonadotropin levels 
after mifepristone abortion. Contraception. 64 (5): 271-3, Nov. 2001. 

C. Westhoff and R. Allen. Curretage after mifepristone-induced abortion: frequency, timing, and 
indications. In reply to letter to the editor of Child et al. Obstet. Gynecol. 98 (6): 1149-50, Dec. 
2001. (See Child et al. letter) 

E. Wiebe, S. Dunn, E. Guilbert, F. Jacot and L. Lugtig. Comparison of abortions induced by 
methotrexate or mifepristone followed by misoprostol. Obstet. Gynecol. 99 (5 Pt 1): 813-9, May 
2002. 

2. Cervical Softening, Surgical Abortion, Management of Late Intrauterine Death and 
Cesarean Section 

[No authors listed] 
Mifepristone: new preparation. A voids or facilitates cervical dilation before vacuum aspiration of 
pregnancy. Prescrire Int. 10 (55): 135-40, Oct. 2001. 

A. Hunter, H. Porter and P. Kyle. Not assuming the obvious: failed surgical termination of 
pregnancy and multiple fetal abnormalities. BJOG. 109 (9): 1069-71, Sep. 2002. No abstract 
available. 

M.E. Paul, C.M. Mitchell, A.J. Rogers, M.C. Fox and E.G. Lackie. Early surgical abortion: 
efficacy and safety. Am. J. Obstet. Gynecol. 187 (2): 407-11, Aug. 2002. 

P.T. Wagaarachchi, P.W. Ashok, N.N. Narvekar, N.C. Smith and A. Templeton. Medical 
management of late intrauterine death using a combination of mifepristone and misoprostol. 
BJOG. 109 (4): 443-7, Apr. 2002. 

P.T. Wagaarachchi, P.W. Ashok, N.C. Smith and A. Templeton. Medical management of early 
fetal demise using sublingual misoprostol. BJOG. 109 (4): 462-5, Apr. 2002. 

W. Wang, W. Long and 0. Yu. Complication of cesarean section: pregnancy on the cicatrix of a 
previous cesarean section. Chin. Med. J. (Engl.). 115 (2): 242-6, Feb. 2002. 

W. Weimin and L. Wenqing. Effect of early pregnancy on a previous lower segment cesarean 
section scar. Int. J. Gynaecol. Obstet. 77 (3): 201-7. Jun. 2002. Review. 
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3. Other (Alzheimer's Disease, Contraception, Depression, Emergency Contraception and 
Biochemical Effects, etc.) 

J.T. Arnold, B.A. Lessey, M. Seppala and D.G. Kaufman. Effect of normal endometrial stroma 
on growth and differentiation in Ishikawa endometrial adenocarcinoma cells. Cancer Res. 62 (1): 
79-88, Jan. 1, 2002. 

P.W. Ashok, C. Stadler, P.T. Wagaarachchi, G.M. Flett, L. Melvin and A. Templeton. A 
randomised study comparing a low dose of mifepristone and the Yuzpe regimen for emergency 
contraception. BJOG. 109 (5): 553-60, May 2002. 

J.K. Belanoff, B.H. Flores, M. Kalezhan, B. Sund, and A.F. Schatzberg. Rapid reversal of 
psychotic depression using rnifepristone. J. Clin. Psychopharmacol. 21 (5): 516-21, Oct. 2001. 

A. Brown, L. Cheng, S. Lin and D.T. Baird. Daily low-dose mifepristone has contraceptive 
potential by suppressing ovulation and menstruation: a double-blind randomized control trial of 2 
and 5 mg per day for 120 days. J. Clin. Endocrinol. Metab. 87 (1): 63-70, Jan. 2002. 

T. Cao, S.Y. Tsai, B.W. O'Malley, X.J. Wang and D.R. Roop. The epidermis as a bioreactor: 
topically regulated cutaneous delivery into the circulation. Hum. Gene Ther. 13 (9): 1075-80, 
Jun. 10, 2002. 

K.W. Cheng, C.K. Cheng and P.C. Leung. Differential role of PR-A and-B isoforms in 
transcription regulation of human GnRH receptor gene. Mol. Endocrinol. 15 (12): 2078-92, Dec. 
2001. 

A. Christow, X. Sun and K. Gemzell-Danielsson. Effect of mifepristone and levonorgestrel on 
expression of steroid receptors in the human Fallopian tube. Mol. Hum. Reprod. 8 (4): 333-40, 
Apr. 2002. 

C. Crochemore, T.M. Michaelidis, D. Fischer, J.P. Loeffler and O.F. Almeida. Enhancement of 
p53 activity and inhibition of neural cell proliferation by glucocorticoid receptor activation. 
FASEB J. 16 (8): 761-70, Jun. 2002. 

C.A. Da Silva, 0. Kassel, E. Mathieu, G. Massard, B. Gasser and N. Frossard. Inhibition by 
glucocorticoids of the interleukin-I beta-enhanced expression of the mast cell growth factor SCP. 
Br. J. Pharmacol. 135 (7): 1634-40, Apr. 2002. 

A. Glasier. Emergency Contraception. Best Pract. Res. Clio. Obstet. Gynaecol. 16 (2): 181-9. 
Apr. 2002. Review. 

A.F. Glasier, H. Wang, J.E. Davie, R.W. Kelly and H.O. Critchley. Administration of an 
antiprogesterone up-regulates estrogen receptors in the endometrium of women using Norplant: a 
pilot study. Fertil. Steril. 77 (2): 366-72, Feb. 2002. 
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D.A. Grimes and E.G. Raymond. Emergency Contraception. Ann. Intern. Med. 137 (3): 180-9, 
Aug. 6, 2002. Review. 

D.K. Hapangama, A.F. Glasier and D.T. Baird. Noncompliance among a group of women using 
a novel method of contraception. Fertil. Steril. 76 (6): 1196-201, Dec. 2001. 

0. Herkert, H. Kuhl, J . Sandow, R. Busse and V.B. Schini-Kerth. Sex steroids used in hormonal 
treatment increase vascular procoagulant activity by inducing thrombin receptor (PAR-1) 
expression: role of the glucocorticoid receptor. Circulation. 104 (23): 2826-31, Dec. 4, 2001. 

P.C. Ho, E .H. Yu Ng and O.S. Tang. Mifepristone: contraceptive and non-contraceptive uses. 
Curr. Opin. Obstet. Gynaecol. 14 (3): 325-30, Jun. 2002. Review. 

E .P. Kettyle and C. Klima. Adolescent emergency contraception: attitudes and practices of 
certified nurse-midwives. J . Midwifery Womens Health. 47 (2): 68-73, Mar.-Apr. 2002. 

K. Koyama and Z. Krozowski. Modulation of 11 beta-hydroxysteroid dehydrogenase type 2 
activity in Ishikawa cells is associated with changes in cellular proliferation. Mol. Cell 
Endocrinol. 183 (1-2): 165-70, Oct. 25, 2001. 

A.V. Krishan, X.Y. Zhao, S. Swami, L. Brive, D.M. Peehl, K.R. Ely and D. Feldman. A 
glucocorticoid-responsive mutant androgen receptor exhibits unique ligand specificity: 
therapeutic implications for androgen-independent prostate cancer. Endocrinology. 143 (5): 
1889-900, May 2002. 

F. Li, T. Ye, N. Wang and H. Zheng. [Effect of RU38486 on fibronectin expression in cultured 
human trabecular cells] Chung Hua Yen Ko Tsa Chih. 38 (1): 42-4, Jan. 2002. Chinese. 

V.C. Lin, S.E. Aw, E.H. Ng and M.G. Tan. Demonstration of mixed properties of RU486 in 
progesterone receptor (PR)-tranfected MDA-MB-231 cells: a model for studying the functions of 
progesterone analogues. Br. J. Cancer. 85 (12): 1978-86, Dec. 14, 2001. 

Z. Liu, D. Auboeuf, J. Wong, J.D. Chen, S.Y. Tsai, M.J. Tsai and B.W. O'Malley. 
Coactivator/corepressor ratios modulate PR-mediated transcription by the selective receptor 
modulator RU486. Proc. Natl. Acad. Sci. U.S.A. 99 (12): 7940-4, Jun. 11, 2002. 

L. Marions, K. Hultenby, I. Lindell, X. Sun, B. Stabi and K. Gemzell-Danielsson. Emergency 
contraception with mifepristone and levonorgestrel: mechanism of action. Obstet. Gynecol. 100 
(1): 65-71, Jul. 2002. 

S. Ogata, N. Yorioka and N. Kohno. Glucose and prednisolone alter basic fibroblast growth 
factor expression in peritoneal mesothelial cells and fibroblasts. J. Am. Soc. Nephrol. 12 (12): 
2787-96, Dec. 2001. 

S. Pandit, W . Geissler, G. Harris and A. Sitlani. Allosteric effects of dexamethasone and RU486 
on glucocorticoid receptor-DNA interactions. J. Biol. Chem. 277 (2): 1538-43, Jan. 11, 2002. 
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N. Pomara, P.M. Doraiswamy, H. Tun and S. Ferris. Mifepristone (RU 486) for Alzheimer's 
disease. Neurology. 58 (9): 1436-37, May 14, 2002. 

T. Raivio, J.J. Palvimo, S. Kannisto, R. Voutilainen and O.A. Janne. Transactivation assay for 
determination of glucocorticoid bioactivity in human serum. J. Clin. Endocrinol. Metab. 87 (8): 
3740-4, Aug. 2002. 

I. Rogatsky, K.A. Zarember and K.R. Yamamoto. Factor recruitment and TIF2/GRIP1 
corepressor activity at a collagenase-3 response element that mediates regulation by phorbol 
esters and hormones. EMBO J. 20 (21): 6071-83, Nov. 1, 2001. 

N.N. Sarkar. The potential of mifepristone (RU486) as a female contraceptive drug. Int. J. Clin. 
Pract. 56 (2): 140-4, Mar. 2002. Review. 

G. Sathya, M.S. Jansen, S.C. Nagel, C.E. Cook and D.P. McDonnell. Identification and 
characterization of novel estrogen receptor-beta-sparing antiprogestins. Endocrinology. 143 (8): 
3071-82, Aug. 2002. 

M. Schultz, M. Eggert, A. Baniahmad, A. Dostert, T. Heinze! and R. Renkawitz . RU486-induced 
glucocorticoid receptor agonism is controlled by the receptor N terminus and by coreprocessor 
binding. J. Biol. Chem. 277 (29): 26238-43, Jul. 19, 2002. 

A. Schurr. Bench-to-bedside review: a possible resolution of the glucose paradox of cerebral 
ischemia. Crit. Care. 6 (4): 330-4, Aug. 2002. Review. 

O.J. Shah, J.A. Iniguez-Lluhi, A. Romanelli, S.R. Kimball and L.S. Jefferson. The activated 
glucocorticoid receptor modulates presumptive autoregulation of ribosomal protein S6 protein 
kinase, p70 S6K. J. Biol. Chem. 277 (4): 2525-33, Jan. 25, 2002. 

A.R. Shepard, N. Jacobson, J.H. Fingert, E.M. Stone, V.C. Sheffield and A.F. Clark. Delayed 
secondary glucocorticoid responsiveness of MYOC in human trabecular mesh work cells. Invest 
Opthalmol. Vis. Sci. 42 (13): 3173-81, Dec. 2001. 

N. Sidell, S.W. Han and S. Parthasarathy. Regulation and modulation of abnormal immune 
responses in endometriosis. Ann. N.Y. Acad. Sci. 955: 159-73; discussion 199-200, 396-406, 
Mar. 2002. Review. 

S. Sridhar, A.A. Ali, Y. Liang, M.F. El Etreby, R.W. Lewis and M .V. Kumar. Differential 
expression of members of the tumor necrosis factor alpha-related apoptosis-inducing ligand 
pathway in prostate cancer cells. Cancer Res. 61 (19): 7179-83, Oct. 1, 2001. 

E. Sundkvist, R. Jaeger and G. Sager. Pharmacological characterization of the ATP-dependent 
low K(m) guanosine 3' ,5 ' -cyclic monphosphate ( cGMP) transporter in human erythrocytes. 
Biochem. Pharmacol. 63 (5): 945-9, Mar. 1, 2002. 
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A randomized comparison of medical abortion and surg1··cal vacuum 
aspiration at 10-13 weeks gestation. . 

. ' 

Ashok PW, Kidd A, Flett GM, Fitzmaurice A, Graham W, Tempi ton A. 

Department of Obstetrics and Gynaecology, University of Aberdeen, berdeenMaternity 
Hospitai Scotland, UK. ashok@abdn.ac.uk: 

BACKGROUND: Since. 1991,mifepristone in combination with a prostaglandin analogue· 
has been licensed for termination of pregnancy in the UK at up to 9 wJeks amenorrhoea, and 
since 1995, beyond 13 weeks. Surgical methods are used almost excIJively at· I 0-1 J weeks 
amenorrhoea. METHODS: A patient-centred, partially randomized, co~trolled trial was 
carried out. Those who expressed a strong preference for either medicJI (n = 15) or surgical 
(n = _62) abortion were allo-cated ~o ~t method. The remainder ~djto be randomized. The · 
medical method (n == 188) was mifepristone 200 mg followed by mISOP,rostol up to 3 doses, 

. and surgery (n = 180) was by vacuum aspiration under general anaesthbsia. Outcome 
measures included efficacy rates, medical complications within 8 weeMs of the procedure, 
patient preferences and acceptability. RESULTS: Among women who !underwent medical 
abortion, 5.4% required a second procedure compared with2.1% who pad surgery, although 
this difference was not statistically significant. Side effects experienced were higher in 
women who underwent medical abortion compared with those who· mJ.terwent surgery. There 
were no signi~cant differences in the rates of major complications up tb 8 weeks. Prior to 
terminatjot4 80% of women bad a preference for a method, with 72% b-eferring medical arid 
28% preferring surgical abortion. Following abortion, 70% of those wJio underwent medical 
termination and 79% who underwent surgery would opt for the same niethod in the future. 
CONC~USION: Me~ical abortion is safe and e~ective at !0-13 weeks!gestation ~d should 
be considered an opt10n for those women who wish to avoid surgery and anaesthesia. 
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• Randomized Controlled Trial 
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Medical abortion in the first trimester. 

Baird DT. 

Centre for Reproductive Biology, University of Edinburgh, 37 Chalmers Street, UK. 

Pregnancy can be termina~ed' safely by inducing abortion medically at Ly stage of gestation. 
Antagonists such as mifepristone blQck the action of progesterone and !hence result in uterine 
contractions and increase the sensitivity of the uterus to prostaglandins. In the last 15 years 
the combination of a single dose of mifepristone ( 600 mg) followed 48 hours later with a 
suitable prostaglandin (1 mg gemeprost vaginal pessary or 400 microgj oral misoprostol) has 
been licensed in most countries in Europe and the USA for induction Qf abortion in the early 
weeks Qf pregnancy. The safety and efficacy of these methods is compbrable to vacuum 
aspiration at the same gestation. The complete abortion rate is related io the type and dose of 
prostaglandin, the route of administration as well as the gestation and ~arity. Published data 

. suggest that the dose of mifepristone can be reduced from 600 mg to 2bo mg without loss of 
efficacy. Although misoprostol tablets are formulated for oral use, extJnsive clinical 
experience has demonstrated vaginal administration is more effective kid is associated with 
fewer side-effects. Successful abortion using medical methods requireJ a well organized 
service which includes referral without delay and a robust system of f9llow up to identify 
failures. The failure rate as reflected by the number of women who require surgical 
intervention falls with increasing experience. In those countries where !medical abortion has 
been :freely available for about 10 years, .such as France, Scotland and Sweden, about 60-70% 
of eligible women elect for this method. Copyright 2002 Elsevier Sciebce Ltd. 
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Double-blind randomized trial ofmifepristone_in combin~tion with vaginal 
gemeprost or misopr.ostol for induction of abortion up to[l63 days gestati~n. 

Bartley J, Brown A, Elton R,.Baird DT. . . . 

Centre for Reproductive Biology, University of Edinburgh, 37 Chalme
1 
s Street, Edinburgh 

EH3 9ET, UK. . , 

BACKGROUND: Gemeprost and misoprostol are two of the most widlly used 
prostaglandins in combination with mifepristone for medical abortion in e~ly pregnancy. 
However, the efficacy and side-effects of those two drugs given vagimilly have not been 
assessed in a randomized trial. METIIODS: Randomized double-blindjcontrolled trial 
inyolving 999 women undergoing an abortion at gestational age < or =63 days who received 
either 0.5 mg gemeprost (group I, n = 499) or 800 microg misoprostol (group Il, n = 500) 

. vaginally approximately 48 h after taking 200 mg mifepristone by molrth. The rate of 
complete abortion and the side-effects.were compared between the grobps. RESULTS: A 

. I 

total of 89 cases was excluded from full analysis of outcome because either they aborted after 
mifepristone alone (n = 2), had an ectopic pregnancy (n = 1), or becauk the outcome was 
uncer_tain as they f~led to atte~ their follow-up ap~o~ment (n ~ 86).jthe-rate·of co~lete 
abortion was very high· (>95%) m both groups but significantly higher 1after treatment with 
~soprostol than with gemep:ost [436/453 (98.7%) versus 451/457 (96i.2~), P = 0.019,_ 
difference 2.5%, corifidence mterval 0.4-4.7%] and there were fewer·opgomg pregnancies (il 
= 1 versus n = 8, P < 0.018). Surgical intervention rose significantly with gestation in women 

- . I 

who received gemeprost (P < 0.03) but not with misoprostol The incidet;1ce of side-effects 
such as diarrhoea (13.7 versus 16.4%) and vomiting (27.8 versus 29.7%) was similar in 
women who received misoprostol or gemeprost respectively; as was thb duration and amount 
of bleeding. CONCLUSIONS: (i) Both regimens using a reduced doselof mifepristone are 
highly effective methods of inducing abortion in early pregnancy; (ii) -{,aginal misoprostol is 
the preferred prostaglandin because it is it-is associated with fewer firilke~ than low-dose 
gemeprost, particularly at gestation> or =49 days. 
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Mifepristone (RU486) and voluntary termination of pregnancy: enigmatic 
variations or anecdotal religion-based attitudes? 

Baulieu EE, Seidman DS, Hajri S. 

i::. . . 
~pristone (RU486) and voluna19' termination of 
j~cy: enigmatic variations•· or anecdotal religion-

. p.#.ed attitudes? 

~Sil: 

~epris~m; (RU4&6), the first clinically effi~nt antipro­
~terone (Herrmann et al., 19&2; Baulieu, 19&9), ·has made 
~ concept of medical abortion a reality (UIDiann et aL, 1992). 
iJlere we only refer to the volUiitary termination of early 
-~gnancy, which sustains so much controversy in the vast 
;qnd evolving domain of women's reproductive health (Van 
).ook, 2000). Legally_ on the market for years in _France, Britain 
~i!!1d Sweden and massively produced and used in China, the 
';¢mpound has become available to women in need in Israel, 
J'unisia and Germany, where what might be called religion-. 
'._L3$ed .attitudes have been observed. 
'Tor course the biology of pregnancy is quasi-identical for 
.:women all over the world, and its termination with an antagonist 
· io the hormone of pregnancy, progesterone, should also be the 
.P.!IDIC everywhere. But the use of this antagonist, mifepristooe 
,.(RU486), does not mean the same thing to everybody 
'~verywhere. 
· In Israel, mifepristone was approved and has been sold to 
the public since September 1999. Remarkably,. its reception 

. by religious fundamentalist Jews_ was not hostile and even the 
OJIPOSite:· on the grounds that under Jewish· law, although· the 
f~ is considered to be a potential person from the I11Qment 

,:0u:onception, before.4Q daY-S of gestation itis 'mayim b'alma' 
(mere water) according to the Talmud (Eisenberg, 1998). 
A;lthough disagreement does exist, many Jewish scholars 
.llelieve that prior to 40 days one cannot 'wound' or 'murder' 
Iii.at which does not have the status .of an existing person. 
Since fear of injury to the mother by abortion within these 40 
days still remains an objection by Jewish law, a safe medical 
termination with mifepristone, which is easy to perform and · 
efficient earlier than with an instrumental technique, may thus 
be preferable. This should be appreciated when attempting to 
avoid real or foreseen obstacles to the introduction of new 

·. forms of contrac;eption or abortion. This argument ofa. spiritual. 
nature may be important for confronting- other objections: 
apParently Som!' Israeli physicians are n(?t over-enthusiastic 
about a -method which is less fu!ancially rewarding than an 
instrumental intervention: · · 

Clearly, the strohg opposition from fundamentalist Clnistian 
groups should not automatically be extended to another (~no­
~eist) religion. This can also be deduced from· the Tunisian · 
experience. In Tunisia, trials have been conducted by the 
Population Council and° the Tunisian 'Planning_ flimilial' and 

,"The play Enigmatic variations by Brlc--Emmanuel Schmitt has been 
pelformed in seven! countries, It is based on tlie s~honic 'Enigma . 
variati~• by Edward Blgar. . 

@ European Society of Humm, ,;lepmduetion and Embryology 

I 
confirm. the Israeli case with respect to the opiiµ.on of religious 
~uslims. ~ trials have involvedMuslimlwoinen practis­
mg the five daily prayClS and regularly following Ramadan, _.___ . • hador I 
some ........ even._weanng. a tc _ during !hf consultations. 
They found the procedure more acceptable because it is early 
and 'natural': (non instrumental), and·imamslcite a· 'hadith" 
also describing the-first 40 days of embcyogenesis as that 
preceding 'uni~' ('GO<!'s breath' being ins~ on -!20th 
day) (Banwell and Paxman, 1992). One unex~ted favourable 
ugument was provided by seven youpg singlelwomen (20-29 
years old) who . chose mifepristone which, not involving 
instrumental intrusion, would 'protect their vfygmity' ih con­
formity with their fianres? indication that they !had only liad a 
'supedi.cial' sexual relationship, and, of colirse, this was 
eventually also approved by their family. The ~n of 
future fertility (unpublished observations in ~ reported in 

• U1mann et al., · 1992) is one inore favourahle reason for 
accepting mifep~to?e. _ - , _ I 

In Europe, mifepnstone has recently been approved for use 
in a further eight countries, including ·qermany. In Germany, 
opposition came not directly from religious gtoups but from 
the German Society for Gyilecology and O~trics (DGGG). 
This association reacted rapidly to the application for mifepri­
stone, presented by the Boundec Institut fllr Afzneumittei and 
Medizin Products, and insisted on the 'consitlerable mental 
duress for women, the (frequently life long) ~chosoinatic 
consequences' caused by an abortion. The appointed DGGG 
commi~ n-ronimendmr.ertain diagnosis ofintactintrauti:rine 
.pregnancy using vaginal sonographic proof I of embryonic 
can:liac activity (German Society for Gynecology and Obstet­
rics, 1999), which. is not possible ·before day ~8-42 after the 
last menstrual period at the earliest They tried to convince _ 
the lle;ilth Authorities and the public that mifepristone; which 
may be used to interrupt pregnancy very early-fa physiologic­
ally and psychologically beneficial property- jmould be only 
used after the 42nd day because earlier intetvention could 
constitute abortion 'of an unfit object' which wbuld have been 
spontaneously eliminated anyway in 1ip to ~0% of cases 
(Blanch et al., 1998). The delay would avoid future_remone­
for"these women, and thus it WOuld be -bettet to wait (and 
possibly· suffec more from use of an instrumbtai. method). 
One of the.me~ when an approprlale mefilcaI treatmeDt 
becomes improper because of its very early ahlicatiQnl The 
story did end with ~ regular registration of rilifepristone in 
Germany, At last. . [ 

The next 'interesting' case will be the .US:A, where the 
majority .of religiously oriented professionalsj (pharmacists). 
suppoi:ting the right to·re~ to-dispense al:iortifacients, indi­
cated abortion should remain .a legal option f1Cluding that 
_IISU)g RU486(Giaiietti, 1996). The Food and~ Administra­
tion has aPIWVed the-dmg (7Jme Magavne, 2opo),.a decision 

· that generated debate between the candidates in the Presidential 

election,(~ ~ew York ~s/000). I 
How mteresttng the diveruty of confrontations of human 

~gs ~th a'. dmg. It is .~t unexpected, ~ill pregnancy 
intertuplion generates beha~oural variations .w · ch are, after 
all, not so~-- . ·• · 
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[Mifepristone--a controversial drug with great potential]! 
I 

[Article in Norwegian] 
i 

Bjorge L, Iversen OE. 

K vinneklinikken Hauke land Sykehus 5021 Bergen. line. bjorge@gades.uib.no 
i 

BACKGROUND: Antiprogestins, agents that inhibit the action ofprokesterone, are among 
the most controversial and yet the more interesting therapeutic compminds developed over 
the past 20 years. MATERIAL AND METHODS: We present a reviet of the literature 
identified through limited searches on Medline, Cochrane and the Internet, with a discussion 
of the biological, clinical, political and ethical aspects of this important drug. RESULTS: The 
first effective antiprogestin in clinical use was mifepristone (also knoWn as RU 486). This 
agent provides the most effective· and safest means of medical abortioq.. It may also be used 
asa contraceptive and delivery-inducing agent and in the treatment of~pontaneous abortion, 
ectopic pregnancies, leiomyoma, endometriosis, intrauterine fetal death, Cushing's syndrome 
and progesterone-dependent malignancies. INTERPRETATION: The introduction of 
mifepristone as an abortion-inducing agent has created intense politicaJ_, ethical and moral 
controversies which have delayed clinical investigations and evaluations for potential 

I 
expanded use. · · 
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• Review 
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Early pregnancy termination with mifepristone and misoirostol in 
Norway. 

Bjorge L, Johnsen SL, Midboe G, Augestad G, Okland I, Helland f, Stray-Pedersen S, 

Iversen OE. . - . j · . . 

Department of Obstetrics and Gynecology, N-5021 Haukeland University Hospital, Bergen, 
Norway. 

OBJECTIVES: Medical abortion was first introduced in Norway in ARril 1998. The aims of 
t~ stu~y w~re to ~sess the effi~acy, side eff~cts, ~d acceptabil~ty ofjmedi~al abortion 
usmg mifepnstone orally and m1soprostol vagmally ma Norwegian populat10n: DESIGN: 
The study included the first 226 pregnant women with gestational age bf <63 days who 
requested nonsurgical abortion during the first year in the first Norwegian hospital using this 
regimen. METHODS: All women received a single dose of mifepristohe 600 mg orally, 
followed at 48 hours by 800 inicrog misoprostol vaginally. Treatment butcome and 
complications were the principal outcome measures. We also measuretl. the rates of side 
effects such as abdominal pain and bleeding and the women's acceptaljility of treatment. 
RESULTS: Abortion was successful in 95%, surgical evacuation becajne necessary in 4%, 
and the pregnancy continued in one woman. During the study period the method was chosen 
by 23% of those requesting abortion before 63 days amenorrhea; 80% would use the method 
again; 81 % would recommend it to a friend; in retrospect, 69% would not have been willing 
to be randomly allocated to either a medical or a surgical method. CONCLUSIONS: The ' 

I • 

combination of orally administrated mifepristone and vaginally administrated misoprostol is 
an abortion method that is both effective and safe, has few side effect~ and is well accepted 
by Norwegian women. 

Publication Types: 

• Clinical Trial 
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Curettage After M ifepristone-
1 nduced Abortion: Frequency, 
Timing, and Indications 

'fo fM Editor: 

Allen. et al reported the outcome of 4393 medical abor­
tions at gestations up to 63 days using 200 mg of oral 
mifepristone plus 800 µ,g of vaginal misoprostol.1. One 
hundred sixteen (2.6%) women subsequently underwent 
curettage ("failed abortion"). The authors found that 
gestational age and prior elective abortion were associ­
ated with rurettage, whereas age and parity were not 
(Ihe 17 centers participating in the srudy are to be 
congratulated in obtaining such a high success rate with 
medical abortion.) 

We recently reported a comparative study of 533 
medical and 399 surgical aspiration abortions up to 
63 .days' gestation.2 The age and parity distributions 
were similar in the two treatment groups. Medical 
abortions were performed using the same drug regimen 
as that u~ed by Al!en et al.1 The rate of curettage_ 
after medical abortton was 8.3% for incomplete or 
misse~ abortions and 0.90/o for ongoing pregnancy and 
after surgical abortion 5.00/o and 0.50/o, respectively. This • 
was an audited analysis within a general gynecologic 
service . in a single institution providing all necessary 
follow-up. . 

We found a significantly higher rate ·of subsequent 
curettage with increasing parity irrespective of gestation 
for medical abortion (P = .012) but not surgical abortion 
([able 1) . The difference was particularly significant 
between the two abortion methods for para 3 and greater 
(P = .028). although the denominators were small. Allen 

Table 1. Complete Abortion Rates for Women Undergoing 
Medical or Surgical Procedures at up to 63 Days' 
Gestations 

Medical Surgical P 

Parity 
·o 

l 
2 
.::3 

304/330 (92.00/o)• 
66/72 (91.70/o)* 
76/89 (85.4%)* 
35/42 (83.30/o)* 

238/251 (94.80/o)t 
46/51 (90.20/o)f 
50/53 (94.3%) t 
43/44 (97.70/o)t 

Values arc complete abortions/total abortions (percentage). . 
at Mantcl-Haensiel j test for ttend, conttolling for gestation: • P = 

.012; t P"' NS. 
* )(' test, cwo-tailed P value. 
§ Fisher's exact test (two-tailed). 

. I 
et al1 analyzed outcomes for nulliparous and multipa· 
rous groups and found noldifference in curettage rates. 
It would, therefore, be of jclinical value to know, with 
their large data set, whether increasing parity was asso- · 
ciated with a higher ratd of curettage after medical 
abortion. 

Tim]. Child, MD 

Margaret Rees, MD 1 

Ian Z. MacKenzie, MD ! 
Department ofObstetrics and. (Jynae(,()lcf!J 
w <miens Centre ! 
John Radcliffe Hospital. ' · 

I 
Oxford OX3 9DU, UK I 

! 
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i 

In Reply:• I . 
In our study of curettage after medical abortion, we 
~d 341 subjects with a parity of three or greater. 1 

The rate of curettage in ihese women was" 2.30/o, which 
is similar to our overall bte. Other studies of the sue-

' cess of medical abortion, as cited by Child et al, also 
found no effect of parity! qn the rate of curettage; thus, 
their recent finding remains unconfirmed. 2 Our two 

· studies used similar prot1acols with 200 mg of mifepris­
tone and 800 µ,g of v4mai misoprostol to terminate 
pregnancies Uj) to 63 days' gestation. The larger differ­
ence between our results is an overall curettage rate of 

I. - . · ·- . 
2.60/o in our patients arid 9:80/o rate in theirs. These 
results represent the full pmge seen in the ct.µTent litera­
ture and demand explanation. If all of the 59 women lost 
to follow-up in ouz: srudY. underwent curettage, then our 
rate would increase to i nly 4.00/o. A possibly relevant 
protocol difference is that we allowed women a second 
dose of misoprostol in] our study to assist expulsion 
rather than proceeding directly to aspiration; this inter· 
vention might have avpided a few curettages. These 
explanations bring our I results only slightly closer to­
gether. The remaining ?ifference in our curettage rates 
confirms that subtleties of practice style wilJ. continue to 
ha~c a large impact on !the success of medical abortion 
regunens. ' 

• Carolyn W esthofI. MD 

Rebecca Allen. MD 
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Mifepristone-misoprostol abortion: a trial in rural and urban 
Maharashtra, India. 

Coyaji K, Elul B, Krishna U, Otiv S, Ambanlekar S, Bopardikar ~, Raote V, Ellertsm;t 
C, WinikoffB. 

K.E.M. Hospital, Pu.ne, India 

l 
As several important policy questions remain regarding the use of medical abortion in 
developing countries, we investigated the safety, efficacy, and acceptal>ility of mifepristone­
misoprostol abortion in the outpatient fuinily planning departments of two urban hospitals 
and one rural hospital in India. Nine-hundred women (with gestations ~f < or =63 days in the 
urban sites and < or =56 days in the rural site). received 600 mg mifepristone followed 48 h 
later by 400 microg oral misoprostol in the clinic. Four point four perc~ or fewer urban 
women and 1.0%-rural women were lost to follow-up. Perfect and typiba.1-use failure rates 
were low at all sites. While rural wonien reported fewer side effects at lall sites, the vast 
majority of women were satisfied with their medical abortions. Medical abortion can be 
offered safely, effectively, and acceptably in the outpatient family plarining departments of 

· urban and rural hospitals in India. 
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The mifepristone-misoprostol regimen for early medical ~bortion. 

Eilertson C, Waldman SN. 

cellertson@popcouncil.org.mx 

The combination of mifepristone, an antiprogesterone known in the United States as 
Mifeprex (Danco Laboratories, New' York, NY), and misoprostoi a prbstaglandin analogue 
marketed in the United States under the brand name Cytotec (Pharmacia [formerly Searle], 
Peapack, NJ), provides a nonsurgical abortion in the early stages of a r,regnancy. 
Mifepristone blocks the action of progesterone, a hormone necessary tb sustain a pregnancy, 
whereas misoprostol causes contractions that expel the embryo and oili.er pregnancy tissue. 
Since September 2000, mifepristone has been approved by the United !states Food and Drug 
Administration for induced abortions of gestations of 49 days or less.sjnce the last menstrual 
period, but is not yet approved for any other uses. Misoprostol has long been approved to 
prevent and treat stomach ulcers. · 
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Having an aborti~n using mifepristone and home misopr, tol: a qualitative 
analysis of women's experiences. _ 1 

Fielding SL, Edmunds E, Schaff EA. 

Department of Family Medicine, Reproductive Health Program, Univd[sity of-Rochester, 
NY, USA. Steve _Fielding@URMC.Rochester.edu 

CONTEXT: Women cho'ose medical over surgical abortion because it iis more natural, more 
private and less painful. Whether their perceptions change during the riledical abortion 
process has not been explored. :METHODS: A nonprobabilitysample d.lf 43 participants in a 
clinical trial of abortion using mifepristone completed two open-ende~ questionnaires about 
this method, one before taldng mifepristone and the second during their follow-up clinic visit 
4-8 days after taldng misoprostol. Thirty women participated in in-depth interviews 1-6 
weeks following their abortion. Researchers analyzed transcripts to id~ntify common themes. 
RESULTS: On the first visit to the clinic, women expressed anxiety artd uncertainty about 
the effectiveness of medical abortion, guilt or ambivalence, and a desi:Je to avoid surgery. For 

I . 

most women, emotional distress decreased after their abortion. Controi was the overarching 
theme women expressed regarding the meaning of the procedure: WoQ1en stressed the 
importance of being able to select the type of abortion procedure, to mhlntain control over 
their future and to preserve their family's quality of life, given the coiJtraints of time, 
finances and emotional resources. In in-depth interviews, eight womeri remained concerned 
about long-term health effects; 18 said that having an abortion at homJ was a comfortable 

I 

experience. CONCLUSIONS: Learning whether woni.en are concern~ about personal 
control may help clinicians identify appropriate candidates for medical abortion. In addition, 
clinicians could help allay women's anxiety at their first abortion visit py explaining that the 
uncertainties posed by any medical procedure create similar feelings. ~linicians also should 
reemphasize at the follow-up visit that there are no long-term health effects related to 
abortion. . · I 
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Professional considerations for providing mifepristone-induced abortion. 

Fielding SL, Lee SS, Schaff EA. 

Reproductive Health Program, Umversity of Rochester, Rochester, N. Y., USA. 
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Primary care clinicians who provide comprehensive reproductive heatJ care can now offer. 
patients mifepristone (Mifeprex) as an abortifacient option. Clinicians,lhowever, must first 
·determine if the state in which they practice has regulations specifying/who can perform 
abortions and dispense drugs, and they must consider clinical office zoning ordinances, 
staffing, public relations issues, and reimbursement. This article discuJses the pharmacology 
of mifepristone and misoprostol, professional considerations, and how Ito prevent and manage 
adverse effects and complications of medical abortion. 

Publication Types: 

• Review 

• Review, Tutorial 

-PMID: 11759615 [PubMed - indexed for IvIBDLINE] 



FDACDER000488

Obtained via FOIA by Judicial Watch, Inc.

Contraception 2002 Jul;66(1):27-31 

Clinicians' perception of sonogram indication for mifepr~stone abortion up 
to 63 days. . : 

Fielding SL, Schaff EA, Nam NY. 
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' 

One barrier in the US to wider acceptance ofmifepristone for abortionlis the additional cost 
of the routine use of two sonograms, that is, for pregnancy dating and ~onfirmation of a 
complete abortion. The purpose of this study is to document how the accuracy of medical 
abortion clinicians experienced with pelvic exams and dating pregnancies in assessing 
gestational age at the first visit compared with sonograms, and to identify the factors 
influencing whether they perceive that sonograms are desired or indica,ted at the first and 
follow-up visits. This was a prospective study of 1016 women wanting to participate in a 
medical abortion trial. After informed consent, clinicians (1) dated thelpregnancy before 
routine sonography and (2) determined whether a sonogram was indic~ted. Women with 
sonographic pregnancies ofless than 63 days were eligible for mifepri~one followed by 
misoprostol 48 h later. Women returned on Day 4 to Day 8, and clinidans performed a 
clinical assessment of whether the abortion was complete and determiQ.ed whether a 
sonogram was indicated. Fifteen sites participated. Advanced-level prqviders performed 56%_ 
of the assessments. When clinicians assessed a pregnancy under 43 days gestation, they 
perceived that a sonogram was "not indicated" in 60% of these women: This percentage 
increased to 66% at 43-49 days gestation, and declined to 46% of women assessed at more 
than 49 days. Clinicians correctly assessed gestational age as no more ~han 63 days in 87% of 
women. In only 1 % (14/1013) of their assessments did clinicians underestimate gestational 
age. In 7 /24 (29%) women with a persistent gestational sac, clinicians :did not indicate the 
need for sonography when it was likely indicated. We conclude that tlie clinicians in our 
study felt confident in not using sonography in most cases. If clinician~ monitor hCG levels 
to identify any ectopic or continuing pregnancies, medical abortion can be safely performed 
without sonography. ! 
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Could American women use mifepristone~misoprostol pills safely with less 
medical supervision? 

Harper C, Eilertson C, Winikoff B. 

Center for Reproductive Health Research & Policy, University of California, San Francisco, 
CA, USA. harper@obgyn.ucsf.edu j -
Medical methods ~f early abortion differ from surgical methods in tha women themselves 
can potentially administer the regimens. As currently researched and dit'fered, however, the 
main regimen used for medical abortion, mifepristone-misoprostol, is ~ghly medicalized, 
involving several clinic visits and extensive physician involvement, 'Vie re-examined the role 
of clinical supervision in each step of the abortion process, using data collected during a large 

• I . 

clinical trial ofmifepristone-misoprostol abortions in the US, fielded quring 1994-1995. The 
trial _was carried out in 17 geographically diverse centers, including private, public, and 
nongovernmental organization clinics, and enrolled 2121 women, age~ 18-45 years, seeking 
early abortion(< or =63 days since last menstrual period). Women recpived 600 mg oral 
mifepristone, followed 48 h later by 400 microg oral misoprostol Evidence suggests that 
most women can handle most steps of the medical abortion process th~mselves, effectively 
and safely. The utility of clinic visits to ingest mifepristone and misoprostol is questionable. 
For many women, even the follow-up visit could perhaps be replaced by telephone follow­
up, combined with home pregnancy tests. Alternatives to the present P,rotocol might allow 
greater control, comfort, and convenience at lower co~. Where clinici~n involvement might 
be useful, mid-level health care providers typically possess the skills rlecessary to offer the 
method safely, implying. that physicians might be necessary only as cdmplications arise. 
Future research useful for detennining the optimal amount of medical/involvement to provide 
mifepristone-misoprostol safely and effectively should include self-screening tests, label 
comprehension tests, calendars to aid in calculating gestational age, J.d the development of 
special pregnancy tests with telephone follow-up. 
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Use of mifepristone as an example of conflicting and misl~ading medical 
information on the internet. j · 

I 

Mashiach R, Seidman GI, Seidman DS. 
I 

Department of Obstetrics and Gynaecology, Lis Medical Center, Tel-Aviv, Israel. 
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OBJECTIVE: To evaluate the accuracy and reliability of medical information available on 
the internet regarding· medical abortion using mifepristone, with speci~l emphasis on the 

. I 

possible bias of the internet websites providing the information. I\1ETHODS: A systematic 
search of the internet identified patient-oriented websites distributing ¢.edical information 
about mifepristone. The sites were divided into three groups accordingi to their views of the 
drug (i.e. in favour, against or indifferent). RESULTS: Forty sites met ,the criteria for 
inclusion in our analysis: 15 sites (37.5%) were in favour of using mif~pristone, 16 (40%) 
were against and nine (22.5%) were indifferent. Incorrect information,ifound in 12 sites 
(30%), was significantly more common (P < 0.006) in websites that opposed the use of 
mifepristone than in websites that favoured it, 56.3% and 6.7%, respectively. Websites 
against the use ofmifepristone provided significantly more (P <'0.05) graphic descriptions 
(31.3% vs 0%) and significantly fewer (P < 0.03) links (18.8% vs 60%), than the sites in 
favour of the use of mifepristone. CONCLUSIONS: We found that infprmation provided on 
the internet regarding the use ofmifepristone was significantly less complete and accurate 
and included more graphic descriptions when the site opposed medical termination of 
pregnancy. These findings reinforce the concerns regarding the reliability and credibility of 
medical information on the internet and the need for quality control. I · 
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Mifepristone abortion in minors. 

Phelps RH, SchatTEA, Fielding SL. 
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Department of Family Medicine, Reproductive Health Program, Uni¥1sity _ofRo~hester, 
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Approximately one-third of pregnant teenagers in the u~s. choose abortion This prospective 
study evaluated whether medical abortion with mifepristone -and miso~rostol is physically 
and emotionally accepta1,le in adolescents. Adolescents 14- to 17-yeaci-old, with pregnancies 
< or =56 days gestation, and seeking abortion services .with p~ental cdnsent from at least one 
parent were enrolled. Mifepristone (200 mg) was administered, follow¢d 2 days later by 800 
microg of misoprostol administered vaginally. Follow..:up visit occurrd:l on Day 4-8 to 
confirm abortion completion Questionnaires regarding acceptability of the procedure as well 
as emotional coping ~ere administered at the initial visit, at th~ follow:-~p visi~, and by phone 
at 4 weeks postabort10n All 28 adolescents had complete medical abortions without 
complications or surgical intervention, and five minors did not require misoprostoL At the 
Day 4-8 follow-up visit, 75% of teens found the procedure acceptable, and that increased to 
96% by the 4-week visit. Although 57% reported stress and 43% report:ed fear initially, ·by 4 
weeks postabortion only 21 % of the teens reported stress, and 8% we~ still experiencing 
fear. In addition, the minors' satisfaction with their abortion decision hlcreased from 43% to· 
79% by 4 weeks postabortion. Medical abortion with mifepristone amtl misoprostol was 
highly effective and well tolerated, physically and emotionally, by adoiescents in our sample. 
A larger clinical trial is needed to generali7.e these findings to other adblescent populations 
seeking medical abortion services. 
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Mifepristone: bioavailability, pharmacokinetics and use-effectiveness. 

SarkarNN. 
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The potentiality of mifepristone as an abortifacient and contraceptive drug along with its 
pharmacokinetic parameters is reviewed. Mifepristone or RU486 acts ks antagonist to · 
progestational and glucocorticoid functions. It is an orally active com~ound with nearly 70% · 
absorption rate but its bioavailability is reduced to around 40% because of the first-pass 
effect. Peak plasma concentrations of 1.9 +/- 0.8, 3.8 +/- 0.9 and 5.3 +1- 1.3 micromol/1 are 
reached within 1-2 h after oral administration of 50, 200 and 600 mg rtrifepristone in women, 
respectively, and are maintained at relatively high level up to 48 or 12jh depending on the 
ingested dose. The plasma kinetics of mifepristone followed two-colDJi)artment open model 
with a mean alpha-half-life of 1.4h, volume of distribution 1.471/kg and beta-half-life of20-
30 h in most of the subjects studied. Clearance from the body was maihly through feces 
(83%). Biologically active mono-demethylated, di-demethylated and liydroxylated 

I 

· metabolites were found in plasma soon after oral administration of mifepristone. RU486 and 
its mono-demethylated metabolite bind to progesterone receptors withi high affinity. 

. • I 

. Mifepristone-bound receptor dimers suppress transcription activation and thus, bring about 
anti-progestational_activity that makes mifepristone a potential abortif~cient and 
contraceptive agent. Clinical trials for termination of early pregnancy Mth 50-600 mg 
mifepristone plus a prostaglandin analogue achieved a success rate of:82-97%. However, 
abdominal pain, cramping, nausea, vomiting, bleeding and delay in onset of the next 
menstrual cycle were the side effects. Administration of25 mg mifepiiistone twice.12h apart, 
as a post-coital contraceptive showed 100% contraceptive efficacy. Ajlow dose of 
mifepristone which does not inhibit ovulation reduced fertility significantly by affecting 

I 

endometrial milieu. These findings suggest that reduced dose(s) ofmifepristone, 200 mg or 
less, may be used as a post-coital contraceptive and in combination with vaginal misoprostol 
for termination of early pregnancy with high efficacy and minimal or ho side effects. . 
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Medical abortion in the second trimester. 

Tang OS, Ho PC. i 
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Department of Obstetrics and Gynaecology, The University of Hong ~ong, China. 
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The introduction of prostaglandin analogues and mifepristone has ch~ged the management 
of second trimester abortion in the last 2 decades. Gemeprost and misqprostol are the two 
most extensively studied prostaglandin analogues that are used in this period. The 
combination of either gemeprost or misoprostol with mifepristone is most effective. With 
these regimens, over 90% of women abort within 24 hours and the meb induction to 

• I 

abortion interval is about 6 hours. Mifepristone is expensive and is no~ available in many 
countries. Therefore, prostaglandin analogue-only regimens might be the only option. These 
regimens are still effective with an abortion rate of>90% in 48 hours. However, the 
induction to abortion interval (15 hours) is much longer. Intra-cervicat tents can be used to 
shorten the induction to abortion intervals. Copyright 2002 Elsevier sdience Ltd. 
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The effect of contraceptive pills on the measured blood l~ss in medical 
termination of pregnancy by mifepristone and misoprostol: a randomized 
placebo controlled trial. 

Tang OS, Xu J, Cheng L, Lee SW, Ho PC. 

Dep~ent of Obstetrics and ~ynaecology, The University of Hong long, Queen Mary 
Hospital, Hong Kong SAR, China. ostang@graduate.hku.hk 

. . 
BACKGROUND: A prospective randomized placebo controlled trial '}'as performed to 
assess the immediate use of oral contraceptive (OC) on the amount of blood loss in the post­
abortion period in women undergoing medical abortion by mifepristorie and misoprostol. 
METHODS: One hundred women were randomized by _computer to rJceive either OC pills 
or placebo, immediately after medical abortion. RESULTS: There wJ no difference in the 
complete abortion rate between the two groups. The complete abortiori rate was 98 and 92% 
in the OC and placebo groups respectively. The side-effects and durati~n of bleeding were 
also similar. The median days of vaginal bleeding were 17. (range: 3-4p and 15 (range: 5-48) 
in the OC and placebo groups respectively. There was a statistically significant decrease in 
the mean haemoglobin level on day 15 in the ,OC group (from 12.0 to i 1.5 g/dl) whereas the 
mean haemoglobin level in the placebo group remained stable. The mJdian measured blood 
loss was 69.9 ml in the OC group and 72.8 ml in the placebo group and there was no 

I 

statistically significant difference between the two groups. CONCLUSION: We conclude 
that it is safe to offer women combined OC pills immediately after meµ_ical abortion as an 
option of contraception, as it does not affect the duration or amount o~vaginal bleeding or 
the compl¥te abortion rate. · . -
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Medical abortion: overview and management. 

Trupin SR, Moreno C. 

University of Illinois College of Medicine, Urbana, USA. 

Medical abortion regimens are safe, effective, and offer a new range of choices for p~tients · 
and providers. In September 2000, the US Food and Drug Administration (FDA) approved a 
regimen of mifepristone and misoprostol, which effects abortion by lu~eolysis, uterine 
contractions, and expulsion of the products of conception without surgical instrumentation. 
The regimen requires that a provider be capable of diagnosing ectopic gestations and be able 
to make arrangements for a surgical abortion in the case of failure or rrl.edical emergencies. 

. • I 

With a medical abortion, the pregnancy is passed spontaneously, and there may not be tissue 
obtained for confirmation. Physicians must be aware of their state req*ements with regard 
to expulsed tissue examination. Completion of the procedure can be established by 
ultrasound or by measurement of serum levels of human chorionic go~otropin (hCG). The 
FDA-approved protocol allows for use up to 49 days after the first day! of the last menstrual 
period (LMP) and consists ofmifepristone 600 mg orally on day 1, ~oprostol 400-mcg 
orally on day 3, and a follow-up appointment on days 12-20. Half of all patients pass their 
pregnancy in the first few hours after the second visit. It is important 16 be able to determine 
the difference between expected bleeding, 14 days on average, and thel complication of . 
hemorrhage, as 2% to 10% of patients require a surgical abortion. Continuing viable 
pregnancies are rare. Several other regimens can safely expand optionJ and reduce expense, 
including protocols using methotrexate. Medication indications and co~traindications, 

• I 

management strategies for patients undergoing treatment with these regimens, and safety 
issues are review~d. 
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Medical abortion with mifepristone and misoprostol: a cl"nical trial in 
Taiwanese women. · · 

Tsai EM, Yang CH, Lee JN. 
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BACKGROUND AND PURPOSE: Medical abortion was not o:fficiall -approved in Taiwan 
until the end of 2001. We investigated the efficacy of combination mifwristone and 
misoprostol therapy for medical abortion (which has now been approv¥) in early pregnant 
Taiwanese women and whether the attitudes of women who received this treatment affected 
the clinical outcome of medical abortion. METHODS: Eighty healthy .iv.omen in early 
pregnancy (< 49 d of gestation) were emolled into two studies of medifal abortion using 
mifepristone and misoprostol regimens. The outcomes were evalua~ed based on complete 
expulsion of intrauterine contents, with or without surgical interventiol Study 1 used 
trea~nt with nnfeprist~ne ~200 mg ~r 600 mg) and ~prostol (40~1micro~), and the 

!: dec1s10n to perform surgical mtervent10n was made mainly on the basIS of the patient's 
" I :;. re~1:1est. Study 2 used ttea~nt wi~ mifepristo~ (2?0 mg or_ 600 mg) and misop~stol ( 600 

rmcrograms) where the decis10n to perform surgical intervention was made exclusively by 
the physician. Serum or urinary human chorionic goriadotropin (hCG) boncentration was 
measured serially after abortion. RESULTS: In general, the success raie was 95% as judged 
by complete expulsion of intrauterine contents without surgical_intervehlion.. However, the 
success rate in Study 1 was only 62.5%. The mean duration of ble~ after abortion was 
16. 7 to 21. 7 days. Serum or urinary hCG concentration remained positive in one woman 
(1.2%) studied during 43 to 60 days after abortion. CONCLUSION; Al combination of 
mifepristone and misoprostol for medical abortion in Taiwanese WOIDtjn 4uring early 
pregnancy can achieve a high success rate. Our study showed that a mifepristone dose of 200 
mg and a misoprostol dose of 400 micrograms were most effective: Orlr results suggest that 
sufficient physician and patient communication regarding medical abo 1 ·on affects the 
clinical outcome. 

PMID: 12101864 [PubMed - indexed for MEDLINE] 



FDACDER000500

Obtained via FOIA by Judicial Watch, Inc.

Best Pract Res Clin Obstet Gynaecol 2002 _Apr;16(2):205-20 

Unsafe abortion: an avoidable tragedy. 

Van Look PF, Cottipgham JC. 
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An estimated 60 000-70 ooo· women die annually from complications qf unsafe abortion and 
hundreds of thousands more suffer long-term consequences which include chronic pelvic 
pain and infertility. The reasons for the continuing high incidence ofu~wanted pregnancy 
leading to unsafe abortion include lack of access to, or misuse of and nhlsinformation about, • . I • • 

effective contraceptiv~ methods, coerced sex which prohibits women fyom protecting 
themselves, and contraceptive failure. Unsafe abortion is closely associated with restrictive 
legal environments and administrative and policy barriers hampering abcess to existing 
services. Vacuum aspiration and medical methods combining mifepristone and a 
prostaglandin for early abortion are simple and safe. For second trimester abortion, the main 
choices are repeat doses of prostaglandin with or without prior mifepriiltone, and dilatation 
and evacuation by experienced providers. Strategies for preventing uJafe abortion include: 
upgrading providers' skills; further development of medical methods fcir pregnancy 
termination and their introduction into national programmes; improvin~ the quality of 
contraceptive and abortion services; and improving partner communidtion. Copyright-2002 
Elsevier Science Ltd. 
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Monitoring serum chorionic gonadotropin levels after mifepristone 

abortion j 
I 

Kym Walker*, Eric Schaff, Stephen Fielding, Lisa Fµller 

Department of Family Medicine, Universily of Rochester, Rochesrer, NY, USA; 

I. Introduction 

Mifepristone was approved in September 2000 as the 
first medical abortifacient in the US for up to 7 weeks of 
pregnancy. Approximately 1.4 million abortions occur each 
year [l], and almost half are eligible (less than 8 weeks 
gestation) for a medical abortion [2]. Medical abortion has 
the potential to offer many US women an earlier abortion 
option than surgical abortion. 

Medical abortion requires careful monitoring by the cli­
nician to ensure that the abortion is complete. There are 
several options for monitoring the process: (a) clinical pa­
rameters at 2 weeks with a history of vaginal bleeding and 
expulsion of the pregnancy and physical examination dem­
onstrating the involution of the uterus; (b) measurement of 

· the decline in human chorionic gonadotropin (hCG); and (c) 
sonogram examination to document the absence of the ges­
tational sac. Clinical examination may not be sufficiently 
reliable to detect an incomplete abortion or ectopic preg­
nancy. Routine sonography, whereas accurate, can be ex~ 
pensive and may not be readily available. 

Knowing the rate of decline in serum hCG levels would 
help clinicians determine the best time to have women 
return for follow-up care. In a retrospective analysis, 
Thonneau reported a significant decrease in the serum hCG 
levels at 2 weeks after mifepristone and misoprostol for 
abortion [3]. Among the 25 women with a failed medical 
abortion (retained tissue or continuing pregnancy), 23 had a 
persistent hCG level of greater than 500 IU/L, demonstrat­
ing the correlation between unsuccessful abortion and the 
continued elevation of hCG. 

A study using hCG to monitor methotrexate abortions 
found that hCG dropped only 10% on average on Day 7 if 
bleeding had not occurred versus >90% with a history of 
significant vaginal bleeding (4). Creinin et al. concluded 
that a successful abortion is accompanied by at least a 48% 

*Corresponding author. Tel. : +1-716-341-6292; fax: +1-7!6-341-
6293. 

E-mail address: kwa1ker@mc.rochester.edu (K. Walker). 

decrease in hCG levels withil 24 h following a methotrex­
ate medical abortion [5]. In :studies following hCG values 
after confirmed medical abortions by using methotrexate 
and misoprostol, the hCG dedreased to <26 IU/L by a mean 
of 32 days [6] and < IO IU/Llby a mean of 39 days [7] after 
misoprostol was administerea. 

Following induced abortions by surgical aspiration, Van 
der Lugt and Drogendijk [8] demonstrated two different 
rates of decrease of serum hCG. Within the first 2 days, the 
serum hCG decreased with 3; half-life of 0.63 days, and in 
the next 2 weeks, the serum hCG decreased with a half-life. 
of 3.85 days. This study demonstrated an exponential drop 
in serum hCG levels, with the fastest rate of decline in the 
first 2 days. This same stud~ also followed the decline in 
urine hCG levels after a SUfgical aspiration. The rate of 
decreas~ of urine hCG waSi less than that of the initial 
decrease in serum hCG. They found that an urine pregnancy 
test with a sensitivity of 1000 IU/L will nearly always be 
negative 2 weeks after abortion. 

To help clinicians monitdr a medical abortion without 
tlie use of ultrasound. we perf~rmed a small study, approved 
by the University of Rochestbr Institutional Review Board, 

I 

to determine the rate of decline in serum hCG and the 
absolute hCG values in wo~en using , rnifepristone for an 
induced abortion. ! 

2. Materials and methods 

Women were recruited from mifepristone abortion trials 
in Rochester. There were 29 women in the study, the mean 
gestational age was 45 days (95% CI 43- 48), and 53% of 
the women had one or more P,rior·pregnancies. The medical 
abortion protocol included sbnogram confirmation of dat­
ing, 2Q0 mg of mifepristone ~ drninistered orally on Day 1, 
misoprostol self-administered at hoine on Day 3 (orally or 
vaginally depending on the ~tudy), and return visit within 
the first week after misoprost~l administration for sonogram 
evaluation. The inclusion and exclusion criteria, methods, 
and results of these studies ~ave been reported elsewhere 

. I 
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Comparison of abortions induced by methotre:xate or mi ep:ristone 
followed by misoprostol. 
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Department of Family Practice, University of British Columbia, Vancol ver, BC, Canada. 

OBJECTIVE: To compare the effectiveness, side effects, and acceptability of medical 
abortions induced by methotrexate and misoprostol with abortions indtjced by mifepristone 
and misoprostol. lVlETHODS:This was a multic~nter, randomized, nonblinded, controlled 
trial comparing 50 mg/m(2) of methotrexate followed 4-6 days later bYj 800 microgram of 
vaginal ~soprostol with 600 mg of oral mifepristone followed 36-48 Ii.ours by 400 
microgram of oral misoprostol. RESULTS: There were 518 women in the methotrexate 
group and 524 women in the mifepristone group. In the methotrexate ~oup, 21 women 
required suction curretage, two for continuing pregnancy, eight becaus~ of physician request 
(usually for excessive bleeding), and 11 because of patient request. In the mifepristone group, 
22 women needed surgical termination, 17 because of physician reque~t, and five because of 
patient request. By day 8, only 386 (74.5%) in the methotrexate group had completed the 
abortion compared with 474 (90.5%) in the mifepristone group, and th+ mean number of days 
from beginning to completion was 7.1 for methotrexate and 3.3 for nm;epristone (P. </=.001). 
There were no differences in complications, and side effects were similar. Acceptance was 
slightly higher with mifepristone (88.0%) than with methotrexate (83.2%). CONCLUSION: 
Abortions induced with mifepristone completed faster than those indu9ed with methotrexate, 
but the overall success rates, side effects, and complications were simi a,. A-cceptance rates 
were slightly higher with mifepristone than methotrexate (P =.03). 
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Mifepristone: new preparation. Avoi.ds or facilitates ce7·cal dilatation 
· before vacuum aspiration of pregnancy. · 

(1) Cervical softening with prostaglandins or laminaria before vacuum aspiration of 
pregnancy can avoid or facilitate mechanical dilatation. (2) Mifepristo~e is now licensed in 
France for cervical softening before vacuum aspiration of pregnancy. (3) The clinical file on 
mifepristone in this indication contains data from about 20 comparativ~ clinical trials using 
surrogate end points, namely the need for and/or ease of cervical dilatation. ( 4) In these trials 
the cervix was easier to dilate in women who received mifepristone thab in women who 

' received a placebo. (5) A few comparative trials showed comparable efficacy of 
prostaglandins, laminaria (sma)). hydrophilic stents inserted into the ceririx that gradually 
swell, .leading to cervical dilatation) and mifepristone in this indication.I (6) Before vacuum 
aspiration, metrorrhagia occurred more frequently in w:omen on mifepristone than in those on 
a placebo. Blood losses during vacuum aspiration were comparable in tomen who had 
received prostaglandins and those who had received mifepristone. (7) 'Fhe incidence of 

-abdominal pain may be lower.on mifepristone than with laminaria or p !ostaglandins. 

P:MID: 11824427 [PubMed - indexed for MEDLINE] 
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Not assuining the obvious: failed surgical termination of;pregnancy and 
multiple fetal abnormalities. / 

I 
Hunter A, Porter H, Kyle P. I 

I 
I 

Department of Petal and Maternal Medicine, St Michael's Hospitai Biistoi UK. 
! 
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Early surgical abortion: efficacy and safety. 

Paul ME, Mitchell CM, Rogers AJ, Fox MC, Lackie EG. 

Department of Obst~trics and Gynecology, University offyfassachus s Medical School, 
Boston, MA, USA. I . . 
OBJECTIVE: Because of concern over the higher rates of failed abortion, many clinicians 
defer surgical abortion until 7 menstrual weeks or later. We conductedlthis study to evaluate 
the efficacy and safety of early surgical abortions that are performed b~ numerous physicians 
in a community-based setting. STUDY DESIGN: We prospectively gathered data on all 
eligible patients who had surgical abortions at <6 weeks of gestation at 3 Planned Parenthood 
clinics :from January 1, 1998, to August 31, 2000. Outcomes were eval~ed with the use of 
proportions with 95% CI and chi(2) analysis. RESULTS: A total of 11B2 women had early 
surgical abortions during the study interval, and follow-up was availatjle for 750 of those 
women (66%). Seventeen women (2.3%;.95% CI, 1.4%, 3.7%) had failed attempted 
abortions. Other complications occurred in 13 women. CONCLUSIO~: Early surgical 
abortion is safe .and effective. In this series, the frequency of complications that required 

I • • 

curettage was similar to that reported with mifepristone and vaginal · prostol. 
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Medical management of late intrauterine dea~h using a crmbination of 
mifepristone and misoprostol. J 

Wagaaracbcbi PT, Asbok PW, Narvebr NN, Smith NC, Templeton A . . - - - I 
. . 

Department of Obstetrics and Gynaecology, Aberdeen Maternity Hosprl, UK. 

OBJECTIVE: To assess the efficacy and safety of mifepristone in co:m;bination with 
misoprostol in the management oflate fetal death. DESIGN: Observational study. SETTING: 
Aberdeen Maternity Hospital, Aberdeen. METHODS: A consecutive +ries of96 women 
with intrauterine death after 24 weeks of gestation were studied. Each woman received a 
single gose of 200 mg mifepristone orally, following which a 24-48 ·ho:W- interval was 
recommended before administration ofmisoprostol For gestations of24-34 weeks, 200 
microg of intravaginal misoprostol was administered, followed by fo~ oral doses of 200 
microg at three hourly intervals. Gestations over 34 weeks were given a similar regimen but a 
reduced dose of 100 microg misoprostol RESULTS: The average inchlction to delivery 
interval was 8.5 hours. Ninety-five womeh (98.9%) were delivered within 72 hours of 
administration of first dose ofmisoprostol, with 66.7%, 87.5%, 92.7%land 95.8% women 
delivering within 12, 24, 36 and 48 hours, respectively~ No significant !correlation was found 
between mean induction to delivery interval and maternal age, parity, Bishop's· score, 
birthweight and mifepristone/ misoprostol interval. The induction to dblivery interval was 
shorter with increasing gestation (P = 0.04). Mild side effects were noted in eight (8.3%) · 
women. Three (3.1 % ) women had treatment for presumed or proven pblvic sepsis. No cases 

. • I 

of uterine tachysystole, haemorrhage or coagulopathy were recorded. CONCLUSION: The 
combination of mifepristone and misoprostol for induction of labour rJnowing late fetal 
death is an effective and. safe regimen. The induction to delivery interi.ai. with this regimen 
appears shorter than studies using mifepristone or misoprostol 

PMID: 12013166 [PubMed - indexed for MEDLINE] 
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Medical management of early fetal demise usi~g sublingual misoprostol. 

Wagaarachchi PT, Ashok PW, Smith NC, _Templeton A. 

Department of Obstetrics and Gynaecology, University of Aberdeen, WK.· 

The aim of this study W3S to determine the efficacy of mifeprlstone in !combination with 
sublingual misoprostol for the medical management of early fetal demise. Fifty-six 
consecutive women were studied prospectively. The mean (SD) gestation at diagnosis was 
9.6 weeks (1.84). Four wmnen had complete miscarriage with mifepri~one alone. The 
overall success rate was 83.9% and the median induction-miscarriage interval was 8.19 hours 

. I 
(range 0.83 to 37.50 hours). Of those women who had a successful oulcome, 91.5% were 
satisfied with the regimen. Sublingual misoprostol in combination.with mifepristone is an 

. effective and· safe alternative to vaginal or oral misoprostol in the mankgement of early fetal 
demise. 

PMID: 12013170 [PubMed - indexed for MEDLINE] 
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Complication of cesarean section: pregnancy on the cica ·x of a -previous. 
cesarean section. 

Wang W, Long W, Yu Q. 

Department of Gynecology and Obstetrics, Zhabei District _Central Hofff)ital, Shanghai 
200070, China. wangwmz@online.sh.cn 

OBJECTIVE: To probe into the clinical manifestation, diagn~sis, as.well as treatment of 
pregnancy on the cicatrix of a previous cesarean section at the uterine kbmus in the first 
trimester. METHODS: Analysis of 14 patients with pregnancy on the clicatrix of a previous 
cesarean section at the uterine isthmus in the first trimester was made Jfter· conservative 

. I 

treatment by drugs from January 1996 to December 1999. RESULTS•: jl11e 14 _patients with a 
pregnancy on the cicatrix of a previous cesarean section at the uterine i'sthm.us in the first 
trimester were painless, had slight vaginal bleeding, and concurrently liad increased serum 
beta-subunit human chorjonic gonadotropin (beta-HCG). Doppler uhnisonic examination 
revealed an obvious enlargement of the previous cesarean section cicafu in the uterine 
isthmus, .and found a gestational sac or mixed mass attached to the cicJtrice, with a very thin 
myometrium between the gestational sac and bladder walls. Among th~ 14 patients, 12 
patients had crystalline trichosanthes injected into the cervix, mifepristone taken orally, ·or 
methotrexate in the form of intramuscular injection. Following this pr9cedure, their serum 
beta-HCG dropped to no~. The other 2 patients had a total hysterectomy. 
CONCLUSIONS: Pregnancy on the cicatrix of a previous cesarean se<.ttion atthe uterine 

• I 

isthmus in the first trimester is a complication of cesarean section. Early diagnosis and 
effective conservative treatment by drugs are instrumental in. decreasitig the potential 
occurrence of uterine rupture, which is also conducive to preserving b patient's future 
fertility. 

PMID: 11940341 [PubMed- indexed for MEDL~] 
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Effect of early pregnancy on a previous lower segment c sarean section 
scar. 

Weimin W, Wenqing L. 
'• 

Department of Gynaecology and Obstetrics, Zhabei District Central ·ospital, Shanghai, 
China. wangwmz@online.sh.cn 

OBJECTIVE: To summarize the manifestation, diagnosis, and early management of early 
pregnancy on a previous cesarean section scar. ME1HOD:. Fifteen ca~es of early pregnancies 
implanted on previous cesarean section scars were diagnosed and treaied in two obstetrical 
centers. RESULTS: The 15 patients had light, painless vaginal bleedhlg and their serum beta­
subunit human chorionic gonadotropin (beta-HCG) was elevated. The) interval between 
cesarean section and admission ranged from 6 months to 12 years (7.1:+/-3.6 years). Doppler 
and real-time ultrasonic examinations demonstrated an enlargement of the previous cesarean 
section scar in the lower segment, a gestational sac or a mixed mass,a~ached to the cicatrix. 
and a very thin myometrium between the gestational sac and the bladder wall. Serum beta­
HCG dropped to normal in 12 of the 15 patients following treatment fith crystalline 
trichosanthin injected into the cervix followed by oral mifepristo.ne, ii1tramuscular injections 
of methotrexate, or other appropriate treatment. Two patients underwent total hysterectomy 
due to massive vaginal bleeding. The remaining patient was misdiagnbsed with 
choriocarcinoma. and also had total hysterectomy. CONCLUSION: Pt.egnancy on a previous 
lower segment cesarean section scar is rare but very dangerous. Earlyldiagnosis an,d effective 
conservative drug treatment may be instrumental in decreasing the oc urrence of uterine 
rupture. 
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Effect of normal endometrial stroma on growth and diffe entiation in 
Ishikawa endometrial adenocarcinoma cells. 

Arnold JT, Lessey BA, Seppala M, Kaufman DG. 

Department of Laboratory Pathology and Medicine, Division ofReprocluctive Endocrinology 
and Infertility, University of North Carolina at Chapel Hill, North. Cardlina 27599, USA. 
jarnold@mail.nih.gov 

Endometrial cancer is characterized by alterations in the stromal cells and the supporting 
extracellular matrix in addition to the intrinsic alterations of the maligrfunt epithelial cells. 
We ha-ye developed a cell culture model that demonstrates the role of stromal cells in the 
regulation of proliferation, hormone responsiveness, and differentiatioJ of an endometrial 
adenocarcinoma cell line (Ishikawa). Conditioned medium (CM) was dollected from normal 
primary human endometrial stromal cells grown on plastic or within thb basement membrane 
extract, Matrigel. The CM produced by stromal cells cultured in conta~t with Matrigel · 
markedly inhibited Ishikawa cell proliferation compared with CM fron!i .stromal cells cultured 
on plastic. Ishikawa cell proliferation varied with steroid hormone treatment in the presence 
of CM from stromal cells embedded in Matrigel. When the Ishikawa c~lls were placed in 
coculture in contact with stromal cells in Matrigel, production of a differentiated epithelial 
secretory product, glycodelin, was induced. Gene expression of stromall cell hormone 
receptors, growth factors, and integrins was analyzed by reverse transci'iption-PCR in the 
presence of Matrigel to determine the potential factors involved in strob:lal regulatory 
function. These combined studies imply that the phenotype of the Is~awa cells can be 
induced to differentiate to more closely resemble normal endometrial ~pithelium by 
reintroduction ofstromal factors and appropriate extracellular matrix. Additionally, the study 
shows that basement membrane proteins influence the regulatory fundion of stromal cells as 

- they mediate epithelial cell growth. 

PMID: 11782363 [PubMed - indexed for MEDLINE] 
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A randomised study comparing a low dose of mifepristoje and the Yuzpe 
regimen for emergency contraception. I · 

Ashok PW, Stalder C, Wagaarachchi PT, Flett GM, Melvin L, Teipleton A. 

Dep~ent of Obstetrics and Gynaecology, University of Aberdeen, tberdeen Maternity 
Hospital, UK. _ _ - _ 

1 

OBJECTIVE: To compare 100 mg mifepristone with the standard Yuwe regimen for 
emergency contraception. DESIGN: Randomised controlled trial. SEllTING: Family 
Planning Clinic, Aberdeen. SAMPLE: One thousand women seeking 6mergency · 
contraception within 72 hours after an episode of unprotected sexual ibtercourse. 
METHODS: Women were randomised to receive either IOO'mg (half tablet) ofmifepristone 
as a single dose or the Yuzpe regimen (two tablets each with 50 micro1g ethinyloestradiol and 
0.25 mg levonorgestrel, to be repeated 12 hours later). OUTCOME :MEASURES: Crude 
pregnancy rates, proportion of pregnancies prevented, side effects ~ct/patient ~cce~tability. 
RESULTS: The crude pregnancy rates (95% CI).for the Yuzpe reg1men and mifepnstone 
were 3.6% (2.3-5.7) and 0.6% (0.2-1.8), respectively, with a signi:ficat\t difference between 

. I 

the two groups (RR 6.04; 95% Cl 1.75-20.75). Mifepristone prevented 92% of pregnancies 
and the Yuzpe regimen preventing 56%. An increasing coitus to treatipent interval was 

_ associated with contraceptive failure in the Yuzpe group (P = 0.03) with no association seen 
with mifepristone. Following administration ofmifepristone 24.5% arid 13.1% given the 
Yuzpe regimen had a delayed period (RR 2.14; 95% CI 1.46-3.15). Oterall, mifepristone was 
better tolerated than the Yuzpe regimen with significantly fewer side ¢ffects. More women 
were satisfied (P < 0.0001) with mifepristone as an emergency contraJeptive and would _ 
recommend it to a friend (P = 0.02). CONCLUSION: Mifepristone adbinistered in a 100 mg 
dose is a highly effective post-coital contraceptive with high patient a¢ceptability and fewer · 
side, effects compared with the standard Y uzpe regimen. Delay in the bnset of menstruation 
did not decrease patient acceptability. 
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Rapid reversal of psychotic depression using mifepristoni. 

Belanoff JK, Flores BH, Kalezhan M, Sund B, Schatzberg AF. 

Department of Psychiatry, Stanford University Medical Center, California 94305, USA. 

The rationale fur treating psychotic major depression with glucocoriJid receptor ( GR) 
antagonists is reviewed. Five patients with psychotic major depression rere given 600 mg of 
mifepristone in a 4.:.day, double-blind, placebo-controlled crossover study. All the patients 

I 
compl~ted the protocol and adverse effects w;ere not observed or reported. All of the five 
patients showed substantial improvements in their Hamilton Rating Sc~le for Depression 
scores while they were receiving mifepristone, and four of the five patibnts showed 
substantial improvement in their Brief Psychiatric Rating Scale scores.I Little, if any, 
improvement was seen with placebo. These preliminary results suggest that short-t~rm use of 
GR antagonists may be effective in the treatment of psychotic major d~pression and-that 
additional study, perhaps using higher doses or more treatment days, seems warranted. 
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Daily low-dose mifepristone has contraceptive potential y suppressing 
ovulation and menstruation: a double-blind randomized control trial of 2 
and 5 mg per day for 120 days. 

Brown A, Cheng L, Lin S, Baird.DT. 

Contraceptive Development Network, Centre for Reproductive Biology, University of 
Edinburgh, Edinburgh, EH3 9ET, United Kingdom. 

Daily administration of progesterone (P) antagonists to women inhibits ovulation and 
disrupts endometrial function. In this double-blind randomized trial, Je have explored the 
contraceptive potential of two doses of the P antagonist mifepristone 4i healthy volunteers in 
Edinburgh and Shanghai. Ninety-eight w~men (58 in Edinburgh and 10 in Shanghai) were 

. randomized to receive either 2 or 5 mg mifepristone daily for 120 d. Ovarian activity was 
monitored by the weekly measurement of steroid met~bolites in urine .

1
1and ofE2 and P in 

plasma every month. Endometrial function was assessed by menstrua.1! records, and 
ultrasound measurement of endometrial thickness was assessed every bonth. Endometrial 
biopsy was collected on cl 12 of the control cycle and: after 60 and 12~ d of treatment. Ninety 
women (50 in Edinburgh and 40 in Shanghai) completed the study. Follicular activity 
continued during treatment with both doses in Edinburgh women, aliliough ovulation was 

I 

suppressed in the majority of cycles (90 and 95% of cycles in 2- and 5i-mg groups, 
respectively). The women in Shanghai showed evidence of ovulation in only 3 of 160 months 
of treatment (2 in 2-mg group and 1 in 5-mg group). The majority ofiromen in both centers 
were amenorrheic (65% in 2-mg group and 88% in 5-mg group in Ed~burgh, and 90% in 
both dose groups in Shanghai). The endometrial thickness increased. significantly in women 
in Edinburgh and decreased in Shanghai; histology showed either atrd,phic or .cystic changes 
without evidence of hyperplasia. There was no pregnancy reported in the 200 months of 
exposure in 50 sexually active women who had used_ no other method[of contraception during 
the study. We conclude that mifepristone in low daily doses inhibits Oftilation and induces 
amenorrhea in the majority of women and has the potential to be deve1oped ~s a novel 
estrogen- free oral contraceptive pill. 
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The epidermis as a bioreactor: topically regulated cutaneous delivery into 
the circulation. , 

Cao T, Tsai SY, O'Malley BW, Wang XJ, Roop DR. 

Pacific Biomedical Research Center, University of Hawaii at Manoa, : onolulu, HI 96822, 
USA. 

Previous studies have documented that the skin can be used as a bioreactor to produce 
proteins for systemic release to treat diseases. A gene-switch system bks been developed that 
allows regulated expression of therapeutic genes. To determine wheth~r this system could be 
used in the skin, we developed a transgenic mouse model in which e~ession ofa 
therapeutic gene could be topically induced in epidermal keratinocyteJ. After a single 
induction, high levels of the therapeutic protein, human growth hormohe (hGH), were 
released from keratinocytes into the circulation. The serum levels ofhGH were dependent on 
the amount of indµcer applied, and repeated induction resulted in incrJased weight gain by 
transgenic versus control mice .. Furthermore, physiological levels ofhGH were detected in · 

· the serum of nude mice after topical induction of small ~genie skiri grafts. These results _ 
clearly demonstrate the feasibility of using the gene-switch system to tegulate the delivery of 

I • 

therapeutic proteins into the circulation via genetically modified keratinocytes. 

PMID: 12067440 [PubMed - indexed for MEDLINE] 
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Differential role of PR-A and -B isoforms in transcription regulation of 
human GnRH receptor gene. 

Cheng KW, Cheng CK, Leung PC. 

Department of Obstetrics and Gynaecology, The University of British Columbia; Vancouver, 
British Columbia, Canada V6H 3V5. 

The presence of progesterone response element (PRE) in the 5'-flankmg region of the human 
GnRH receptor (GnRHR) suggests the possible regulation of this genelby progesterone (P). 
In the present study, we examined the effects of Pin transcriptional regulation of human 
GnRHR gene expression at the pituitary and placenta levels since the <5nRHR has been 
detected in both tissues. By the use of transient transfectionassays, a differential regulation 
of human GnRHR promoter activity by P was observed. P treatment rcisulted in a decrease in 
promoter activity in the pituitary alphaT3- l cells, suggesting a P•medi~ted inhibitory action. 
Interestingly, Pis found to have a stimulatory role at the placental expfession of this gene. 
Addition ofRU486 to, or inhibition of endogenous P production by, ilie placental JEG-3 cells 
leads_ to a decrease in promoter activity, which is reversed by the replatement of P. Further 
studies have identified a putative PRE, namely human GR-PRE (locat~d between -535 and -
521, related to translation start site), that may be responsible for the P kction since the 
mutation of these motifs reversed the P-mediated effects. The binding bf PR to this element 
is confirmed by antibody supershift assays. The physiological effects df P are mediated 
through two PR isoforms, namely PR-A and PR-B. In the present stud~, overexpression of 
human PR-A resulted in a decrease in human promoter activity in botli pituitary and placental 
cells. Interestingly, overexpression of PR-B exhibits a cell-dependent transcriptional activity, 
whereby it functions as a transcription activator in the placenta but as ~ transcription 
repressor in the pituitary. In summary, our results demonstrated a diffdrential usage of PR-A 
and PR-B in•transcriptionalregulation ofhuman GnRHR gene expresJion byP at the 
pituitary and placenta levels. 
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Effect of mifepristone and levonorgestrel on expression of steroid receptors 
in the human Fallopian tube. 

Christow A, Sun X, Gemzell-Danielsson K. 

Division of Obstetrics and Gynecology, Department of Woman and C · d Health, Karolinska 
Hospital, S-171 76 Stockholm, Sweden. l 
It is likely that mifepristone or levonorgestrel in the future will find e -ended us~ for 
contraceptive purposes. It is therefore essential to characterize the modes of action of these 
compounds. To assess the effect on the human Fallopian tube, 24 worilen with regular 
menstrual cycles and proven fertility, admitted to the hospital for voluptary sterilization by 
laparoscopic technique, were randomly allocated to a control or one of two treatment groups. 
Treatments were given with either a single dose of200 mg mifepristohe or 0.75 mg 
levonorgestrel in two doses 12 h apart, on day LH+2. Surgery was peJformed on day LH+4 
to LH+6. Steroid receptor expression was analysed by immunohistocijemistry, Western blot 
and RT-PCR In the controls, there was a higher concentration of progesterone receptors in 
the stromal cells in the isthmic region than in those in the ampullar region. Treatment with 
mifepristone increased the progesterone receptor concentration in epitrelial and stromal cells 
and increased the estrogen receptor ·concentration in epithelial cells. No effect on steroid 
receptor concentration was found following levonorgestrel. The contrkceptive effect of post­
ovulatory mifepristone has previously been considered to be depende!t on an effect on the 
endometrium. However an effect on the Fallopian tube could contribtite to alter the peri-
implantation milieu influencing fertilization and embryo development. _ 
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Enhancement of p53 activity and inhibition of neural eel proliferation by 
glucocorticoid receptor activation.· 

Crochemore. C, Michaelidis TM, Fischer D, Loeffler JP, AlmeidajOF. 

Max Planck Institute of Psychiatry, 80804 Munich, Germany. • 

In analyzing the molecular mechanisms underlying glucocorticoid-in uced apoptosis in 
neural cells, we observed that dexamethasone, by activating glucocorticoid receptors, causes 
arrest ofHT-22 cells in the GI phase of the cell cycle; upon withdraJal of the agonist, cells 
resume proliferation. Our inyestigations revealed that glucocorticoid freatment, although 
having no· effects on endogenous p53 protein stability, induces rapid tlanslocation ofp53 to 
the nucleus and enhances its transcriptional activity. Consistently, tratisfection studies with 
p53-responsive promoters revealed a substanti~ stimulation of the .trahs-activation potential 
of exogenous p53 by dexamethasone. Cells arrested in G 1 failed to shbw signs of apoptosis 
even after overexpression of p53. Although dexamethasone induced tianscription of the 

I 

proapoptotic gene bax, there was no increase of Bax protein levels. Wi,e conclude that 
glucocorticoid receptor-induced neural cell cycle arrest is associated tith an increase in 
nuclear translocation and transcriptional activity of p53, and suggest that potentiation ofp53 

• I 

may serve as a brake on cell proliferati~n and may prime cells ford" erentiation or death 
in~uced by other signals . 

. PMID: 12039857 [PubMed - indexed for MEDLINE] 
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Inhibition. by glucocorticoids of the interleukin-1 beta-enranced expression 
of the mast cell growth factor SCF. · 

Da Silva CA, Kassel 0, Mathieu E, Massard G, Gasser B, Frossai N. 

INSERM U425, Universite Louis Pasteur Strasbourg I, 67401 Illkirc1cedex, France. 
catla.dasilva@pharma.u-strasbg.fr 

1. Stem cell factor (SCF) is a major mast cell growth factor that prom· tes differentiatmn and 
~hemot~s of mast cells an~ inhibi~s their apoptosis. 2· .. We evaluated!t~e e~ect of . 
mterleukm (IL)-lbeta, a maJor pro-inflammatory cytokine, on the constitutive expression of 
SCF ~d studied the effects of two glucocorticoids, budesonide and dixamethasone, on the 
IL-lbeta-enhanced SCF expression. 3. Human lung fibroblasts in cultpre were serum-starved 
for 48 hand treated with IL-1 beta, budesonide and/or RU486. SCF cDNA was quantified 
after total RNA reverse transcription by on-line fluorescent polyme~aJe chain reaction. SCF 

I -

protein was quantified by ELISA. 4. IL-1 beta induced an increase in SCF mRNA ( +91 % at· 
2.5 h) and protein producti6n (+32%) by human lung :fibroblasts in culture (P<0.001). 5. 

I 

Budesonide inhibited IL-1 beta-induced SCF mRNA expression (-68%) at 2.5 hand even 
more so at 10 h (-192%) (P<0.001). The expression ofSCF protein al~o decreased by 3.5-, 
fold at 10 h. Results were similar with dexamethasone. The glucocorttcoid antagonist RU486 
cancelled the effects induced by the glucocorticoids. 6. Increased SCFi mRNA levels were 
associated with increased stability of this mRNA as measured after treatment with . 
actinomycin D (1.9-fold at 2.5 h). Budesonide decreased this IL-lbeui-enhanced stability by 

I 

about LS-fold (P<0.001). 7; We conclude that in 'inflammatory' conditions, mimicked in 
vitro by IL-1 beta, glucocorticoid treatment inhibits expression of the tnast cell growth factor 
SCF. The reduced number and activation of mast cells observed in thJ bronchi of asthmatic 
patients treated by glucocorticoids may be due in part to this effect. 

. PlvfiD: 11934803 [PubMed - indexed for MEDLINE] 
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Emergency contraception. 

Glasier A. 

Lothian Primary Care NHS Trust Family Planning and Well Woman Services, University of 
Edinburgh Department of Obstetrics and Gynaecology, 18 Dean Terrdce, UK. 

! 
The last decade has seen a huge interest in emergency contraception (EC) because of the 
potential it has to reduce abortion rates. A variety of hormonal methods is available although 
mifepristone-arguably the best method-is only licensed in China. The intrauterine device is 
highly effective but its use is limited because of the technical skill reqhired for successful 
insertion. The mechanism of action of both the Yuzpe regimen of EC and oflevonorgestrel is 
poorly understood and for all methods there are serious methodologic*l difficulties involved 
with calculating efficacy. Nevertheless the risks and side-effects ofE<r are negligible and the 
practicalities of prescribing it are extremely· simple. Research and pro~ammatic efforts 
should concentrate on improving availability if EC is to fulfil its promise as a public health 

. I . 

intervention to reduce unwanted pregnancy. Copyright 2002 Elsevier Science Ltd. 
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Administration of an antiprogesterone up-regulates estrogen receptors in 
the endometrium of women using Norplant: a pilot study. 

Glasier AF, Wang H, Davie JE, Kelly RW, Critchley HO. 

Department of Obstetrics and Gynaecology, Centre for Reproductive Biology, University of 
Edinburgh, 37 Chalmers Street, Edinburgh, EH9 3ET, Scotland, UK. a.glasier@ed.ac.uk 

OBJECTIVE: To determine the effect of a single dose ofmifepristone (200 mg) on 
endometrial estrogen and progesterone receptors in Norplant users. DESIGN: A prospective 
single-blind placebo-controlled pilot study. SETTING; Women were recruited from a large 
family planning clinic and were studied either at the clinic or in a clinical research unit 
attached to a teaching hospital gynecology department. PATIENT(S): Eight women using 
Norplant and experiencing vaginal bleeding more often than once every 24 days. All 
completed the study. INTERVENTION(S): Endometrial biopsies were taken after treatment 
with both placebo and 200 mg of mifepristone, both given at the start of a bleeding episode. 
MAIN OUTCOME MEASURE(S): Expression of endometrial progesterone (PR) and 
estrogen (ER) receptors, ovulation, and vaginal bleeding. RESULT(S): Mifepristone 
administration was associated with down-regulation of PR receptor subtype B and up­
regulation of ER Women treated with mifepristone showed a tendency to increased 
ovulation rates and reduced vaginal bleeding. CONCLUSION(S): The effect of mifepristone 
on endometrial steroid receptors was consistent with functional inhibition of progesterone. 
The findings warrant further investigation of this regimen as a strategy to reduce frequent 
bleeding. 
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Emergency contraception. 

Grimes DA, Raymond EG. 
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I 
Emergency contraception is used to prevent pregnancy after a coital act not adequately 
protected by a regular method of contraception. In contrast to early m¢dical abortion, 
emergency contraception prevents a pregnancy from starting and doestnot disrupt an 
established pregnancy. The most commonly used approaches consist qftwo oral doses of 
contraceptive steroids. The levonorgestrel-only regimen (levonorgestr~l, 0. 75 mg, repeated in 
12 hours) appears to be more effective and better tolerated than the Y-qzpe regimen (ethinyl 
estradiol, 100 microg, and levonorgestrel, 0.5 mg, repeated in 12 hour~). In the largest 

I 

randomized, controlled trial to date, levonorgestrel prevented about 8~% of pregnancies that 
would have occurred without its use. Hormonal emergency contracepfion has no known 
medical contraindications, although it is not indicated for suspected o~ confirmed pregnancy. 
However, if hormonal emergency contraception is inadvertently taken in early pregnancy, 
neither the woman nor the fetus will be harmed. Nausea and vomiting!associated with the 
Yuzpe regimen can be reduced by prophylactic use of meclizine. A strong medical and legal 
case exists for making hormonal emergency contraception available oper the coW1.ter, as has 
happened in coW1.tries other than the United States. Easier access to arid wider use of 
emergency contraception could dramatically lower the high rates of unintended pregnancy 
and induced abortion in the United States. i 

I 

Publication Types: ' 

• Review 

• Review, Tutorial 

PMID: 12160366 [PubMed- indexed for MEDLINE] 



FDACDER000524

Obtained via FOIA by Judicial Watch, Inc.

Fertil Steril 2001 Dec;76(6):1196-201 

Noncompliance among a group of women using a novel ethod of 
contraception. 

Hapangama DK, Glasier AF, Baird DT. 

Contraceptive Development Network, Department of Reproductive ana Development 
Sciences, The University of Edinburgh, Centre for Reproductive Bioldgy, Edinburgh, United 
Kingdom. 

OBJECTIVE: To compare the incidence of noncompliance measured objectively by a home 
use fertility monitor with the traditional self-reported· incidence of co~pliance in a study of a 
new method of contraception. DESIGN: Prospective cohort study. SE'fTING: A large family · 
planning clinic in Edinburgh. PATIENT(S): Thirty-two healthy women who took part in a 
trial assessing the efficacy of a novel method of contraception involvirtg accurately timed 
administration ofa single dose ofmifepristone. INTERVENTION(S):IMifepristone·was 
administered orally and a blood sample was collected on the same day. MAIN OUTCOME . 
MEASURE(S): Percentage of missed tests detected by the monitor ag~inst the self-reported 
percentage during the critical period. RESULT(S): Women failed to pbrform24.2% (95% 
confidence interval, 16.5-31.5) of the tests in the 162 cycles analyzed./They missed tests at 
an absolutely vital time for contraceptive efficacy in 42% of cycles acrording to the monitor 
while admitting to missing tests in 14.8%. Poor compliance was assocjated with younger 
women, those who discontinued the study before completion, and cycles in which women 
were not relying on the contraceptive method. CONCLUSION(S): Thb use of 
microelectronic monitoring systems may improve our understanding dfthe extentofpatient 
noncompliance, providing objective information that no other monito~ing technique can 
produce. This understanding provides the opportunity to make the optimum use of potentially 
effective treatments while validating research evidence. 

PMID: 11730750 [PubMed - indexed for MEDLINE] 
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Sex steroids used in hormonal treatment increase vascular procoagulant 
. I 

activity by inducing thrombin receptor (PAR-1) express·on: role of the 
glucocorticoid receptor. 

Herkert O, Kuhl H, Sandow J, Busse R, Schini-Kerth VB. 

Institut fur Kardiovaskulare Physiologie, Zentrum der Frauenheilkun~e und_ qeb~shilfe, 
Klinikum der Johann Wolfgang Goethe-Universitat, Frankfurt am Majn, Germany. 

BACKGROUND: The .use of sex steroids in oral contraception or horbiona1 replacement 
therapy is associated with an increased risk of cardiovascular tbrombdembolic complications. 
Although both the estrogen and the progestin components have been it1volved, the underlying 
mechanisms responsible _are unclear. METIIODS AND RESULTS: This study examined · 
whether sex steroids promote hemostasis indirectly by increasing the procoagu]ant activity of 
blood vessels. Treatment of vascular smooth muscle cells with severai progestins · · 
(progesterone, 3-keto-desogestrel, gestodene, and medroxyprogesterohe acetate) upregu]ated 
proteolytically activatable thrombin receptor (P AR-1) expression, resitlting in a potentiated 
thrombin-induced tissue factor expression and surfuce procoagu]ant abtivity. In contrast, 
neither the progestins levonorgestrel, norethisterone, and riorgestimat~ nor the synthetic 
estrogen 17alpha-ethinylestradiol had such effects. The effect of the stimulatory progestins, 
which induce glucocorticoid-like effects in several cell systems, was rilimicked by · 
dexamethasone and inhibited by the progesterone and gluco.corticoid teceptor antagonist RU-
38486. In addition, long-term administration of progesterone, 3-keto-desogestrel, or 
mem:oxyprogeste~ne :icetat~ ~o ovariecto~d rats in~ased PAR-~jp~otein level in~ 
artenal wall, resultmg m an mcreased responsiveness of isolated aortic nngs to thrombm. 

• • I . • 

CONCLUSIONS: These data demonstrate that several.progestins markedly potentiate the · 
vascul~ procoa~t effects ofthrombin b~ increasing_the av~bilit ofmem~e · 
thrombm receptors m the smooth muscle, an effect that IS most likely tlue to their · 
glucocorticoid-like activity. 

PMID: 11733402 [PubMed - indexed for MEDLINE] 
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Mifepristone: contraceptive and non-contraceptive uses. 

Ho P_C, Yu Ng EH, Tang OS. 

Depart. ment of Obstetrics and Gynaecology, University of Hong Kong! Hong Kong. 
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Mifepristone is an orally active progesterone antagonist. It can be used for both contraceptive . 
and non-contraceptive clinical indications. It is a very effective drug fJr emergency 
contraception with a low incidence of side effects. There is a potentialj for mifepristone to be 
used as a once-a-month pill. There is a need, however, for a simple, inexpensive and accurate 
method to identify the luteinizing hormone surge before this method Jm. be used in clinical 
practice. The daily administration of mifepristone offers promise as ari effective method of · 
contraception but more studies need to be done. The ·combination of nilfepristone with a 
prostaglandin analogue is a well-established method for termination of pregnancy of up to 9 
weeks. Recent data suggest that this combination may also be used upjto 9-13 weeks of 
pregnancy. Although mifepristone is effective in dilating the cervix before vacuum 
aspiration, misoprostol is probably the drug of choice in most situatio,s. In the second 
trimester, mifepristone is effective in shortening the abortion process induced by 
prostaglandin analogues. The combination of mifepristone and prostaglandin also offers a _ 
medical method for management of miscarriages. Mifepristone has bCfn used for a number 
of other indications, but further studies are needed before s~ch treatm -nt can be 
recommended. 
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Adolescent emergency contraception: attitudes and practices of certified 
nurse-midwives. 

Kettyle EP, Klima C. 

Yale University's Nurse-Midwifery program and School of Public He,lth, USA. 

Teenage pregnancy has reached epidemic proportions in the United Sthtes with I million 
pregnancies and more than 500,000 live births occurring each year mriong women under the 
age of 20. The safety and efficacy of postcoital administration of oral bontraceptives, 
commonly called "emergency contraception" (EC), have been well dopumented. However, 
·EC is dramatically underused in the United States. Because low use of EC may be 
attributable, in part, to both lack of knowledge, as well as misinformaiion on the part of 
health care providers, further research in this area is warranted. Becau~e midwives play a 
significant role in the provision ofreproductive heahh care.to adolescbnts, their attitudes 
about the use of EC among teens may impact the availability of emer~ency contraception 
options to these clients. This article presents results of a survey of cerllified nurse-midwives 

I 

with respect to their attitudes, practices, and policies related to EC and ·provides 
recommendations specific to this provider population. 
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Modulation of 11 beta-hydroxysteroid dehydrogenase type 2 activity in 
Ishikawa cells i~ associated with changes in cellular proli' eration. 

Koyama K, Krozowski Z. 

Laboratory of Molecular Hypertension, Baker Medical Research Instit te, P.O. Box 6492, St. 
Kilda Rd. Central, Melbourne 8008, Australia. . 

An important determinant of the potency of steroid hormones is the presence of activating . 
and inactivating enzymes in target cells. The 11 beta-hydroxysteroid dbhydrogenase type I 
and type 2 enzymes (11 beta HSDI and 11 beta HSD2) modulate glucbcorticoid action and 
may be important in regulating cellular growth. In the present study wb examined 11 beta­
hydroxysteroid dehydrogenase in Ishikawa endometrial cancer cells td see if modulation of 
enzyme activity could potentiate the antiproliferative effects of glucocbrticoids. Ishikawa 
cells contain anNAD dependent enzyme migrating at 41 k:Da on Wes~em blots, consistent 
with the presence of the gluco~orticoid-inactivating enzyme 11 beta HjSD2, while the NADP 
dependent 11 beta HSD I is barely detectable. Given that glucocorticoids decrease cellular 
proliferation we asked whether inhibition of 11 beta HSD2 could furtlier enhance this effect. 
Cultivation of cells in the presence of 1 microM cortisol resulted in anl elevation of 11 beta 
HSD2.and this was associated with a decrease in cell number. Enzymci activity and cell 
proliferation showed a biphasic response to the synthetic anti-progestfu and anti­
glucocorticoid RU3 8486, with < or =IO nM exerting agonistic effects ~d > or = I 00 nM 
producing antagonist effects in the presence of 1 microM cortisol. Inhibition of 11 beta 
HSD2 activity by glycyrrhetinic acid did not enhance the anti-prolifer~tive effects of I 
microM cortisoi but the inhibitor showed significant antiproliferative !activity in the absence 
o'f added glucocorticoid, consistent with protection of the low levels of glucocorticoids 

I 

present in culture medium. Interestingly, the commonly used 11 beta HSD inhibitor, 
Carbenoxolone, did ~ot bl?ck 11 ·beta HSD2 activ~ty ~-~hole Ishika"[a cells, and ther~ was 
no effect on cell proliferat10n, however, complete inh1b1t10n of 11 beta HSD2 was achieved 
in cellular homogenates suggesting that a barrier exists to entry ofthelinhibitor into intact 
cells. This study suggests that inhibition of 11 beta HSD2 activity can enhance the . 
antiproliferative effects of low, but not high concentrations of glucocdrtic_oids, and that 
beneficial effects may be attained in vivo at the nadir of diurnal gluco6orticoid levels. 

PMID: 11604236 [PubMed - indexed for MEDLINE] 
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A glucocorticoid-responsive mutant androgen receptor e, ibits unique 
ligand specificity: therapeutic implications fQr androgen'! independent 
prostate cancer. . _ 

. . 

Krishnan AV, Zhao XY, Swami S, Drive L, Peehl DM, Ely KR, Feldman D. 

Department of Medicine, Stanfurd University School ofMedicine, S~ CA 94305, 

USA. . l 
The cortisol/cortisone-responsive AR (AR(ccr)) has two mutations (Li 0lH and T877A) that 

. I 

were found in the MDA PCa human prostate cancer cell lines established from a castrated 
patient whose metastatic tumor exhibited androgen-independent growth. Cortisol and 
cortisone bind to the-AR(ccr) with high affinity. In the present study, "i\re characterized the 
structural determinants for ligand binding to the AR( ccr). Om data reJeaied that many of the 
Cl 7, Cl 9, and C21 circulating steroids, at concentrations that are fouri.d in vivo, functioned 
as effective activators of the AR(ccr) but had little or no activity via tlie wild-type AR or 
GRalpha. Among the synthetic glucocorticoids tested, dexamethasoI19 activated both 
GRalpha and AR( ccr), whereas triamcinolone was selective for GRal17ha. In MDA PCa 2b 
cells, growth and prostate-specific antigen production were stimulateq by potent· AR( ccr) 
agonists such as cortisol or 9alpha-fluorocortisol but not by triamcinolone (which did not 
bind to or activate the AR(ccr)). Of the potential antagonists tested, bilialutamide (casodex) 
and GR antagonist RU38486 showed inhibitory activity. We postulatci that corticosteroids 
provide a growth advantage to prostate cancer cells harboring the proiniscuous AR(ccr) in 
androgen-ablated patients and contribute to their transition to androgeh-independence. We 
predict that triamcinolone, a commonly prescribed glucocorticoid, w<hud be a successful 
therapeutic agent for men with this form of cancer, perhaps in conjunction with the 
antagonist casodex. We hypothesize that triamcinolone administratiori would inhibit the 
hypothalamic-pituitary-adrenal axis, thus·suppressing endogenous co~costeroids, which · 
stimulate tumor grow_th. Triamcinolone, by itself, would not activate the AR(ccr) or promote 
tumor growth but would provide glucocorticoid activity essential for Jmvival. 

PivfID: 11956172 [PubMed - indexed for MEDLINE] 
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[Effect of RU38486 on fibronectiil expression in cultured human trabecular 
cells] · 

[ Article in Chinese] 

Li F, Ye T, Wang N, Zheng H. 

Zhongshan Ophthalmic Center, Sun Yat-sen University ofMedical Scr·ences, Guangzhou 
510060, China champkee@163.net · · . . 

OBJECTIVE: To study the effect ofRU38486 on :fibronectin expression in human trabecular 
cells (I:ITCs) in vitro. :METHODS: The trabecular specimens from huyian donors were 
primarily cultured and subcultured. Cultured cells were observed by light and electron 
microscopes. Fibronectin (FN), laritlnin (LN) and neuron-specific enoiase (NSE) in 
extracellular matrix (ECM) of the. cells were immunohistochemically kained with LSAB 
method. The quantities ofFN [optical density (A) means] affected by ~ifferent 
concentrations of dexamethasone (Dex) and RU38486 were measured! through indirect 
immunochemical method associated with computer image analysis. RESULTS: According to 
the growing characteristics and.morphological features, the cultured cblls were identified as 
·HTCs. Comparison of A means ofFN induced by Dex and RU38486 }vas 10(-6) moJ/L <lex 
(12 days)> 10(-7) moJ/L Dex (12 g) > 10(-7) moJ/L Dex (5 d) > Control group= 10(-7) 
moJ/L Dex (5 d) + 10(-8) moJ/L RU38486 (7 d). CONCLUSION: Def can stimulate HTCs.in 

I 

vitro to secrete more FN. Bit RU38486 can reverse this high level of :FN expression induced 
. . • • I 

by Dex on receptor level." The efficacy of RU 38486 [glucocorhc01d receptor (GR)-
. antagonist] in reducing intraocular pressure in vivo should be con:firmbd by further studies. 
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Demonstration of mixed properties of RU486 in progest~rone recept?r 
(PR)-transfected MDA-MB-231 cells: a model for studying the functions of · 
progesterone analogues. · 

Lin VC, Aw SE, Ng ~B, Ng EB, Tan MG. 

Department of Clinical Researc~ Singapore General Hospital, Repub ic of Singapore 
169608. . 

. Progesterone antagonist RU486 ( mifepristone) has been implicated for many anti-neoplastic 
and obstetrical applications; But the compound has demonstrated undJsired agonist-like 
effect depending on cell, tissue and species studied. Using PR-transfecled breast cancer _cells 
MDA-MB-231, this report describes.the similarities and differences b~tween progesterone­
and RU486-mediated effects on cell growth, cell differentiation and, a~ the molecular level, 
on the activation of p44/p42 MAP kinases (MAPK). Like progesteronb, RU486 inhibited 

. cells· growth by arresting the cells in GO/G 1 phase of the cell cycle. In!contrast to· 
_progesterone that induced cell spreading, RU486 induced a multipolatj, stellate morphology. 
RU486-treated cells showed no increase of stress fibers, nor was there any increase of focal 
adhesions as progesterone-treated cells did. Furthermore, despite of ilie fact that both 
compounds inhibited cell growth, RU486 significantly stimulated the ~tivation of p44/p42 
MAP kinases whereas progesterone markedly inhibited the activation.j Nonetheless, the 
effects ofRU486 were PR-mediated and RU486 was able to antagonize the effect of 

. I 

progesterone on cell growth and focal adhesion. In c~nclusion, RU486 can act not only as a 
progesterone antagonist, a progesterone agonist but aiso induced mo~hological and 
molecular changes that were distinct :from progesterone-mediated effebts in PR-transfected 
MDA-:tvfJ3-23 l cells. The non-progesterone-like effect ofRU486 mayl1 be mediated through a 
pathway that is different from the progesterone-mediated pathway, or it is the result ofa 
blockade of certain critical step(~) in the progesterone-mediated pathway. In any case,· 
undesired side effects of antiprogestin may create clinical complicatiohs. PR-transfected · 
MDA-MB-231 breast cancer cells provide a model for studying the I ctions of progesterone 
analogues. · 

PMID: 11747343 [PubMed - indexed for MEDLINE] 
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Coactivator/corepressor ratios modulate PR-mediated transcription by the 
. selective receptor modulator RU486. 

Liu Z, Auboeuf D, Wong J, Chen JD, Tsai SY, Tsai MJ, O'Malley W. 

Department of Molecular and Cellular Biology, Baylor College ofMecli.cine, One Baylor 
Plaza, Houston, TX 77030, USA. . 

Selective receptor modulators, such as the antiprogestin RU486, are known to exhibit partial 
agonist activities in a cell-type-dependent manner. Employm.g an in $0 chromatin 
transcription system that recapitulates progesterone receptor (PR)-mediated transcription in 
vivo, we have investigated the molecular basis by which the antiproge~ RlJ486 regulates 
transcription in a cell-type-specific manner. We have compared the_ effects ofRU486 on PR­
dependent transcription in vitro using·T47D and HeLa cell nuclear exft-acts. RU486 exhibits a 
differential ability to activate transcription within these two cell types.j The differential effect 
on transcription correlates with different ratios of endogenous coactivators/corepressors in 
these cells. Unlike agonist-bound PR that interacts only with coactivators such as steroid 

• I 

receptor coactivator-1 (SRC-1 ), RU486-~und PR binds to both coactivator SRC-1 and 
corepressor silencing mediator for retinoid and thyroid hormone recePitor (SMRn in vitro. 
;Both SRC-1 and SMRT have the capacity to modulate RU486-depen~ent activity. Moreover, 
a change in the relative levels ofSRC-1 and SMRT contained in our chromatin transcription 
system modulates agonist/antagonist effects of RU486 on transcriptiob by PR. Our ~ta 
indicate that the ability of RU486 to activate transcription is modulatetl by the ratio of 
coactivators to corepressors and sub:,tantiate the important roles of cofegulators in the 
regulation, of steroid receptor mediated transactivation in response to ~lective receptor 
modulators. · 

PMID: 12048256 [PubMed - indexed for MEDLINE] 
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Emergency contraception with mifepristone and Ievonorgestrel: 
mechanism of action. 

Marions L, Hultenby K, Lindell I, Sun: X, Stabi B, Gemzell Danielsson K. . · 

Department of Women and Child Heahh, Karolinska Hospital, StocJ'olm, Sweden. 
lena.marions@ks.se 

OBJECTIVE: To study the effect of mifepristone and levonorgestrel n ovarian :function and 
endometrial development in doses effectiye as emergency contraceptibn. METHODS: 
Twelve fertile women were treated with eith~ 1~ mg ofmifepristone f18 a single dose (n = 6) 
or two doses of0.75 mg oflevonorgestrei 12 hours apart (n = 6) before and after ovulation. 
An endometrial biopsy performed during the implantation period was janalyzed for 
endometrial maturation and expression of markers of endometrial receptivity. The- markers 
tested for were integrin alpha4 and beta3; cyclooxygenase-1 and -2, ptogesterone receptors, 
Dolichos biflorus agglutinin lectin binding, and pinopodes. Urinary eicretion ofluteinizing 
hormone, estrone, and pregnanediol were also det~ed. RESULTS:: Treatment with. 
mifepristone and levonorgestrel before ovulation inhibited the luteinizing hormone surge 
showing no significant differences between the means ofluteinizing hormone measurements. 
When mifepristone was administered fu the early luteal phase, do~gulation of 

. progesterone receptors was inhibited in five of six women. No sigriifi4ant alteration was 
found in any of the remaining markers of endoroetrial receptivity. CONCLUSION: The 
mode of.action of emergency contraception with mifepristone or levo' orgestrel is primarily 
due to inhibition of ovulation rather than inhibition of implantation. 
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Glucose and prednisolone alter basic fibroblast growth factor expression in 
peritoneal mesothelial cells and fibroblasts. I . . I 
Ogata S, Yorioka N, Kohno N. i 
Second Department oflntemal Medicine, Hiroshima University Scho9l of Medicine, 
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' 
The mechanism of peritoneal fibrosis in patients on continuous ambul~tory peritoneal 
dialysis is poorly understood. The production of basic fibroblast growth factor (bFGF) by 
human peritoneal mesothelial cells cultured in high glucose medium .Jas investigf:ited, and 
the behavior of peritoneal fibroblasts, as well as the inhibitory effect df prednisolone, was. 
assessed. Reverse transcriptase-PCR and immunocytochemistry show~d the expression of 
glucocorticoid receptors in mesothelial cells. The semiquantitative re'1erse transcriptase-PCR 
showed that high glucose medium (4.0%) increased bFGF mRNA by ~-5-fold relative to 
control medium (0.1 % glucose), with 83% suppression of the increas~ by 1 microM 
prednisolone. The bFGF protein level in culture supernatant was also increased by 1.5-fold in 

I 

high glucose medium, with this change showing 45% suppression by 1 microM prednisolone. 
These effects of prednisolone were prevented by a glucocorticoid rec¢ptor antagonist 
(RU486) in a concentration-dependent manner. The proliferation ofp~ritoneal fibroblasts 
was increased 1.9-fold by the supernatant ofmesothelial cells culture4 in high glucose 
medium, with 85% suppression by 1 microM prednisolone and suppression to 16% below 
basal proliferation by an anti-bFGF neutralizing antibody (10 mici-og/inl), whereas 
proliferation showed a concentration-dependent ;ncrease on addition cif an anti-transforming 
growth factor beta-neutralizing antibody. Recombinant bFGF (50 to (O00 pg/ml) likewise 
caused a concentration-dependent increase of peritoneal fibroblast prqliferation and 
fibronectin release by these cells was also increased (at 50 to 5000 pg{ml). These results 
suggest the potential importance ofbFGF for .initiation of peritoneal fibrosis and the possible 
efficacy of glucocorticoids for preventing such fibrosis in patients recbiving peritoneal' 
dialysis. l 
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Allosteric effects of dexamethasone and RU486 on glucocorticoid receptor­
DNA interactions. 

Pandit S, Geissler W, Harris G, Sitlani A. 

Department of Metabolic Disorders, Merck and Company, Inc., Rahway, New Jersey 07065, 
USA. 

The glucocorticoid receptor (GR) is a DNA-binding protein that can regulate the 
transcription of a large number of genes in a ligand-dependent fashiori. Although much 
progress has been made on the mechanism of transcriptional regulatioh by GR, a potential 
allosteric effect of GR-binding ligands on specific GR-DNA interactidns is controversial. In· 

.• • I 

this study, gel-shift methods are used to measure the effects of a classical agonist 
dexamethasone and a prototypical antagonist RU486 on the in vitro interactions of GR with 
DNA substrates, which contain glucocorticoid response elements (GOOs) from promoters of 

• I 

GR-regulated genes. These studies show that cell extracts containing ~uman GR bind 
specifically and with high affinity to GREs in the absence ofligand. An agonist 
dexamethasone and antagonist RU486 do not affect the affinity of GR for DNA but subtly 
alter the electrophoretic mobility of the GR-DNA complex. Importantly, the dissociation rate 
of GR from DNA increases as a :function of the concentration of GRE}containing DNA. At a 
fixed DNA concentratio~ dexamethasone-bound GR dissociates from DNA significantly 
faster than does ligand-free GR or RU486-bound GR. These results aie consistent with a 
model for transcriptional activation in which a dynamic complex is fohned between agonist­
bound GR and DNA. . 

PMID: 11682470 [PubMed- indexed for :MEDLINE] 
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Mifepristone (RU 486) for Alzheimer's disease~ 

Pomara N, Doraiswamy PM, Tun H, Ferris S. 

Department of Psychiatry, New York University School of Medicine, WSA. 
pomara@nki.rfmh.org 

Mifepristone (RU 486) for Alzheimer's disease 
Nunzio Pomara, MD; P. Murali Doraiswamy, MD; Hlci Tun, MD; 
and Steven Ferris,.PhD 

Prolonged exposure to high glucocorticoid levels during life has 
been linked to hippocampal pathology and cognitive impairment.' 
For example, excessive levels of endogenous or exogenous cortico­
steroids have been associated with impaired attention, concentra­
tion, and memory.'·' Longitudinal studies have correlated 
increased plasma cortisol ·with cognitive decline and hippocampal 
atrophy.' In rats; adrenalectomy at midlife attenuates subsequent 
hippocampal degeneration and cognitive decline.• 

AD is associated with hippocampal atrophy and increased hy­
pothalamo-pituitary-adrenal (HPA) axis activity, both of which 
may correlate with cognitive deficits.' If prolonged exposure to 
glucocorticoids also plays a role in AD, we hypothesized that coun­
tering such effects might have therapeutic potential. We evalu­
ated _mifepristone (RU 486, Roussel UCLAF, Romainville, Seine­
St.-Davideins, France), a long-acting antagonist of progesterone 
and glucocorticoid receptors,• for the treatment of AD. 

This was a pilot, single-site, randomized, placebo-controlled, 
double blind, 6-week trial in patients with mild to moderate AD. 
The study was reviewed by the Institutional Review Board of New 
York University School of Medicine, and participants were en­
rolled after providing written informed consent. Key inclusion cri­
teria were diagnosis of probable AD (National Institute of 
Communicative Disorders and Stroke and AD and Related Disor­
ders Association criteria), Mini-Mental State Examination 
(MMSE) score between IO and 27, medically stable condition,-and 
Global Deterioration Scale score of 3, 4, 5, or 6 (mild to severe). No 
participants were taking cholinesterase inhibitors. Eligible partic­
ipants were randomized to mifepristone (200 mg) or placebo daily 
at bedtime. The AD Assessment Scale-Cognitive subscale (ADAS­
Cog)6 was administerep. at screening, at approximately 12 hours 
after the first dose and at postbaseline weeks 3, 5, and 6. Other 
assessments included the Hamilton Depression Rating· Scale 
(HDRS) and safety evaluations. Before the intended enrollment of 
patients could be completed, Roussel UCLAF, the study spon­
sor, decided to withdraw mifepristone from the US and discon­
tinued all studies, including this one. For the patients enrolled 
before study termination, efficacy variables were analyzed as a 
change from baseline by treatment both for completers and for 
the intent-to-treat population (last observation carried for­
ward). Student's t-tests (one-tailed) were used to test the_ hy­
pothesis that mifepristone was more effective than placebo. -

Nine patients (6 men and 3 women, mean age = 72.0 :!: 10.8 
years; mean MMSE score = 20.8 :!: 3.8; mean ADAS-Cog total 
score = 22.6 :!: 5.3, mean HORS score = 5.6 :!: 1.9) were random­
ized-four to placebo and five to mifepristone. At baseline, the 

Table Cognitive _outcomes of completers at week 6 in AD 

Measure -Placebo (n = 3) 

ADAS-Cog total score 1.67 :!: 8.9 

Word Recall Item score 0.00 :!: 1.0 

Orientation Item ·score 1.00 :!: 1.0 

Word Recognition Item score 1.67 :!: 2.1 

mifepristone group tended to oe olger but did not significantly 
differ from the placebo group i.h mean age (p = 0.56), baseline 
ADAS-Cog score (p = 0.49), HORS score (p = 0.80l, and MMSE 
(p = 0.94) score. Six patients corti.pleted the study. Two patientson 
active medication discontinued after 2 and 3 weeks, and one pa­
tient on placebo dropped out at ~eek 6. 

At 12 hours after first dose, the change from baseline in ADAS­
Cog total scores was not statistically different between the two 
groups. However, patients trea'ted with mifepristone performed 
better (t = 2.83, p < 0.0128l[ on the ADAS-Cog Word Recall 
subtest. At week 6, the mean change from baseline in ADAS-Cog 
total score among completers r~vealed that patients treated with 
mifepristone tended to improve l<by 2.67 points) whereas patients 
treated with placebo tended to Ylorsen (by 1.67 points). However, 
this difference of 4.3 points failed to reach substantial signifi­
cance. There was also a trend for better performance liy the mife­
pristone group on scores df specific ADAS-Cog subtests 
(Orientation, Word Recognition/land Word Recall) as shown in the 
table. There was no significant difference between the groups in 
HORS scores. Intent-to-treat analyses revealed similar results. 

Mifepristone was associated 1~th the following adverse effects: 
One participant developed a g~neralized pruritic maculopapulnr 
rash after 2 weeks and was discontinued. Another individual de­
veloped a nonpruritic rash limited to the chest and the abdomen 
after 5 weeks of treatment anl! was treated with an antihista­
mine. A third participant dev~loped asymptomatic hypokale~ia 
(2.8 mmol/L) on his final visit and was treated with a potassium 
supplement. Two individuals aiso had increased fatigue and loss 
of appetite without weight change, and one individual experienced 
two episodes of severe headache after 3 weeks of treatment. 

This is the ~~- controlled ltrial to_ examine ~~e e~ects of a 
central glucocortico1d receptor antagorust on cogmtion m AD. Al­
though limitations such as sciall sample size, short treatment 
duration and one-tailed tests ·do not allow any firm conclusions 
regardin~ efficacy, this pilot stu~y provides new data 01:1 the s_afety 
and the feasibility of this approach. A longer study mvolvmg a 
better tolerated, second-generation glucocorticoid receptor antago· 
nist is warranted to confirm efficacy in AD. 

I 
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RU486 (n = 3) t-Test sfutistics 
I 

p_Value* 
I 

0.20 < p < a.so -2.67 :!: 6.7 0.67 
i 

o.30 < p < o.4°. -0.33 :!: 0.6 0.50 
I 

o.o5 < p < 0.1° -1.67 :!: 2.1 2.00 
I 

0.10 < p < o.zo -0.67 :!: 3.1 1.99 

I Values are expressed as mean :!: SD. _ I -
Data shown are change from baseline at week 6; a positive change indicates worsening and a negative change reflects improvement. 

* One-tailed. 

ADAS-Cog = AD Assessment Scale-Cognitive. 
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Transactivation assay for determination of glucocorticoid bioactivity in 
human serum. 

Raivio T, Palvimo JJ, Kannisto S, Voutilainen R, Janne OA. 

Biomedicum Helsinki, Institute of Biomedicine, University ofHelsinl<li, FIN-00014 Helsinki. 
· taneli.raivio@helsinki.fi 

We have developed a mammalian cell (COS-1) bioassay, which measures glucocorticoid 
bioactivity (GBA) directly from a small amount of human serum. Theiassay is based on the 
expression of human glucocorticoid receptor (GR) together with a coactivator protein and 
reporter.plasmid containing GR response elements upstream of the ludiferase gene. Ten 
micro liters of human serum, in duplicate, are added directly to the cell1 culture medium, and 
GBA is derived from reporter gene activity. The assay differentiates b~tween biopotencies of 
synthetic steroids, and importantly, mifepristone (RU486) is able to blbck glucocorticoid-

• I 

induced response .. The assay is sensitive (<15.6 nM cortisol in fetal ca1f serum) and precise, 
with the within- and between-assay coefficients of variation less than 8% and 10%, 

I 

respectively. We measured serum GBA (bioassay) and cortisol (RIA) levels in 34 asthmatic 
I 

children ( age range, 5. 7-14.2 yr) at baseline and after treatment with either inhaled 
budesonide (800 microg/d, n = 14), fluticasone propionate (500 microk/d, n = 14), or 
cromones ( control group, n = 6). Pretreatment serwn GBA and cortisql levels correlated 
strongly (r = 0.90, P < 0.0001, n = 34). Two months of treatment with/inhaled budesonide 
resulted in excess GBA in circulation, which was not attributable to endogenous cortisol (P < 
0.001). In the fluticasone propionate group, the presence of serum excbssGBA was at the 

. borderline of statistical significance (P < 0.08) after 2 months of inhalhtion therapy, and no 
excess GBA was detected in the cromone group; In conclusion, our bibassay enables 
measurement of mammalian cell response to bioactive glucocorticoidJ in circulation and 
provides a novel means to investigate pati~rtts receiving drugs acting through the GR. 
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Factor recruitment and TIF2/GRIP1 corepressor activi I at a collagenase-
3 response element that mediates regulation by phorbol esters and 
hormones. 

Rogatsky I, Zarember KA, Yamamoto KR. 

Department of Cellular and Molecular Pharmacology, University of California, 513 
Parnassus Avenue, HSW1201, San Francisco, CA94143-0450, USA./ . · 

To investigate determinants of specific transcriptional regulation, we !easured factor­
occupancy and function at a response element, col3 A, associated with ~he collagenase-3 gene 
in human U2OS osteosarcoma cells; col3A confers activation by phorbol esters, and 
repressio_n by glucocorticoid and thyroid hormones. The subunit compbsition and activity of 
AP-1,_which binds col3A, paralleled the intracellular level of cFos, wlµch is modulated by 
phorbol esters and glucocorticoids. In contrast, a similar AP-1 site at the collagenase-1 gene, 
not inducible in U2OS cells, was not bound by AP-1. The glucocortic6id receptor (GR) 
associated with col3A through protein-protein interactions with AP-1, Jregardless of AP-1 
subunit composition, and repressed transcription. TIF2/GRIP1, reportedly a coactivator for 
GR and the thyroid hormone receptor (TR), was recruited to col3A ana potentiated GR­
mediated repression in the presence of a GR agonist but not antagonist. GRIPl mutants 
deficient in GR binding and coactivator :functions were also defective for corepression, and a · 
GRIPl fragment contafuing the GR-interacting region functioned as al dominant-negative for 
repression. In contrast, repression by TR was unaffected by GRIPl. Thus, the composition of 
regulatory complexes, and the biological activities of the bound facto~s, are dynamic and 
dependent on cell and response element contexts. Cofactors such as GRIPl probably contain 
distinct surfaces for activation and repression that function in a conte:Ji-dependent manner. 

P:MID: 11689447 [PubMed- indexed for MEDLINE] 



FDACDER000539

Obtained via FOIA by Judicial Watch, Inc.

Int J Clin Pract 2002 Mar;56(2): 140-4 

The potential of mifepristone (RU 486) as a female contr ceptive drug. 

SarkarNN. 

Department of Reproductive Biology, All India Institute of Medical Sriences, Ansari Nagar, 
New Delhi. . . 

This article reviews the development ofmifepristone (RU486).as.a female contraceptive 
drug. Mifepristone is an orally active compound with nearly 40% bioJvailability after first 
pass effect. The steady plasma level of mifepristone ranges from 65 ninol/1 with 1 mg/day to 
1 micromol/1 with 10 mg/day and reaches 2.5 microniol/~ 4.5 micrombl/1 and 5.4 micromol/1 
with mifepristone 50 mg, 100 mg and 200 mg daily, respectively, ovet the treatment period. 
Inhibition of ovulation may be achieved at serum mifepristone concentration of 232. 7 nmol/1. 
Mifepristone appears to antagonise progesterone at the pituitary level to suppress 

I . 

gonadotropin and steroid hormone secretion rather than to act primarily on the hypothalamus 
to delay or inhibit ovulation. In fact, the endometrium is most sensitiv~ to mifepristone. Low• 
dose mifepristorie impairs luteal phase endometrial development and Jeceptivity by altering 
endometrial parakine, cytokine and enzyme activity. Thus, low•dose ritlfepristone can 
significantly reduce the rate of conception without inhibiting ovulatioti. However, further 
research is needed to standardise the dose and dose-schedule to achie~e the desired efficacy 
of low-dose mifepristone for routine clinical use with minimal or no side-effects. 
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Identification and characterization ·of novel estrogen receptor-beta-sparing 
antiprogestins. 

Sathya G, Jansen MS, Nagel SC, Cook CE; McDonnell DP. 

Department of Pharmacology and Cancer Biology, Duke University edical Center, 
Durham, NC 27710, USA. 

The steroid hormones estrogen and progesterone together regulate the development and 
maintenance ·of the female reproductive system. The actions of these tr70 hormones are 
mediated by their respective n:uclear receptors located within overlapPiing cell populations in 
target qrgans. The molecular mechanism of action of these two hormopes bas been defined to 
a large extent using estrogen receptor (ER) and progesterone receptor p>R) antagonists. In the 
case of ER, the available antagonists are highly receptor selective. With respect to PR, · 

• I 

however, the available antiprogestins also interact with the receptors ~or glucocorticoids, 
mineralocorticoids, and androgens. Whereas these cross-reactivities can usually be managed 
in studies of female reproductive function, it is the recent demonstratibn that RU486 is an 
effective antagonist of the beta-isoform of ER that suggested the need for more selective 
.antiprogestins. In this study, we used cell-based transcriptional assays combined with screens 
using coactivator peptide analogs to identify two novel classes of antiprogestins that 
distinguish themselves from the antiprogestin RU486 in the manner tliey interact with PR. 
One class exhibits the characteristics of a pure antiprogestin in that its! members bind to the 
receptor and induce a conformational change that prevents the presentation of two potential 
coactivator binding surfaces on the protein. The second clasS of compbunds distinguish 
themselves from RU486 in that they are ERbeta sparing. When testedjin vivo the ER-sparing 
antiprogestins were as effective as RU486 in suppressing superowlat~on. It is anticipated that, 
the availability of these new antiprogestins will advance the studies of PR pharmacology in a 
manner similar to how the availabµity of selective ER modulators bas helped the study of ER 
action. 

PMID: ·12130573 [PubMed - indexed for MEDLINE] 
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RU486-4nduced glucocorticoid receptor agonism is controlled by the . 
receptor N terminus and by corepressor binding. 

Schulz M, Eggert M, Baniahmad A, Dostert A, Heinzel T, Renkaw;itz R. 
i 
I 

Institute for Genetics, Justus-Liebig-University Giessen, Heinrich-Bur-Ring 58-62, D-35392 
Giessen, Germany. 

Glucocorticoid-induced gene transcription has been shown to be mediated by coactivators · 
bound to the glucocorticoid receptor (GR). The glucocorticoid antagoMst RU486 interferes 
with the steroid-mediated activation and can also exhibit partial agoni~t activity, a response 
in whic:h corepressors have been implicated .. Here we have shown tha~ deletion of the N 
terminus of GR totally abolishes the agonist activity ofRU486. FurthJnnore, we have 
demo~trated that corepressors bind directly t~ the· RU486:bound GR ias determined by 
glutathione S-transferase pull-down, mammalian two-hybrid assay, and 

. coimmunoprecipitation Fine mapping of the interaction regions withfu GR and the . . 
corepressor NCoR reveals a complex interaction profile that involves k number of domains in 
each protein. Notably, the N and the C termini of GR are both involvea in corepressor 
binding. Thus, the N terminus of GR is a major determinant for RU486-dependent NCoR 
interaction as well as for RU486-mediated agonist activity. 

PMID: 12011091 [PubMed- indexed for :MEDLINE] 
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Bench-to-bedside review: a possible resolution of the glu ose paradox of 
· cerebral ischemia. 

Schurr A. 

Brain Attack Research Laboratory, Department of Anesthesiology, U ·versity of Louisville 
School of Medicine, Louisville, KY 40292, USA. a0schu0l@gwise.l1'tlsvile.edu 

The glucose paradox of cerebral ischemia (namely, the aggravation ofjdelayed ischemic · 
neuronal damage by preischemic hyperglycemia) has been promoted as proof that lactic 
acidosis is a detrimental factor in this brain disprder. Recent studies, 1fth in vitro and in 
vivo, have demonstrated lactate as an excellent aerobic energy substrate in the brain, and 
· possibly a crucial one immediately postischemia. Moreover, evidence jhas been presented that 
refutes the lactic acidosis hypothesis of cerebral ischemia and thus has questioned the . · 
traditional explanation given for the glucose paradox. An alternative dxplanation for the 
aggravating effect of preischemic hyperglycemia on the postischemic :outcome ~ · 
consequently beeRoffered, according to which glucose loading induces a short-lived 
elevation in the release of glucocorticoids. When an episode of cerebritl ischeinia in the rat 
coincided with glucose-induced elevated levels of corticosterone (C'Ij, the main rodent 
glucocorticoid, an aggravation of the ischemic outcome was observed! Both the blockade of 

• I 

CT elevation by chemical adrenalectomy with metyrapone or the bloc~de of CT receptors in 
the brain with mifepristone (RU486) negated the aggravating effect o preischemic 
hyperglycemia ori the postischemic outcome. 
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The activated glucocorticoid receptor modulates presumptive 
· autoregulation of ribosomal protein S6 protein kinase, piO S6K. . 

Shah OJ, Iniguez-Lluhi JA, Romanelli A, Kimball SR, Jefferson LS. 

Department of Cellular and Molecular Physiology, Pennsylvania State University College of 
Medicine, Hershey, Pennsylvania 17033-0850, USA. 

Protein metabolism fu eukaryotic organisms is defined by a synthesis-degradation 
equilibrium that is subject to regulation by hormonal and nutritional s1~. In mammalian 
tissues such as skeletal muscle, glucocorticoid hormones specify a catabolic response that 

I 

iri:fluen~es both protein synthetic and_protein degradative pathways._ With regard to the 
former, glucocorticoids attenuate mRNA translation at two levels: tratislational efficiency,. 
i.e. translation initiatio~ and translational capacity, i.e. ribosome biogJnesis. Glucocorticoids 
may impair translational capacity through the ribosomal S6 protein ldriase (p70 S6K), a 
recognized glucocorticoid target and an effector of ribosomal protein s'Ynthesis. We_ 
demonstrate her~ that the reduction in growth :factor-activated p70 S61iC activity by . 
glucocorticoids depends upon a functional glucocorticoid receptor (GI}) and that the GR is 
both necessary and sufficient to render p70 S6K subject to glucocorticoid regulation. 
Furthermore, the DNA binding and transcriptional activation but not r~pression properties of 
the GR are indispensable for p70 S6K regulation. Finally~ a mutational analysis of the p70 
S6K carboxyl terminus indicates that this region confers glucocorticoia sensitivity, and thus 
glucocorticoids may facilitate autoinhibition of the enzyme ultimately ~educing the ·efficiency 
with which T389 is phosphorylated. 

PMID: 11705993 [PubMed - indexed-for ~DLINE] 
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Delayed secondary glucocorticoid responsiveness of M¥ 1 C in huffl:an 
trabecular meshwork cells. 

Shepard AR, Jacobs~n N, Fingert JH, Stone EM, Sheffield VC, Cirk AF. 

Glaucoma Research R2-41, Alcon Research, Ltd., 6201 South Freeway, Fort Worth, TX 

76134-2099, USA. . : I _ . _ 
PURPOSE: To characterize the glucocorticoid responsiveness of the glaucoma gene MYOC 
(myocil~IGR) ~ cultured human ~abecular meshwork ~TM) cells. ~THODS: MYOC _ 
expressmn m two mdependently denved human TM cell lmes was quantified by Western 

I 

immunoblot analysis of protein levels and quantitative PCR analysis ofmRNA levels. 
Promoter activity~ measured indirectly with the luciferase reporter ~ene in a dual 
luciferase reporter assay. RESULTS: Application of the synthetic glucbcorticoid 
dexamethasone (Dex) to cultured TM cells at 100 nM~sulted in a,deiltyed (8-16 hours) 
induction of myocilin. The cop.centration dependence (median ·effecti~e concentration 
[EC(S0)], approximateiy·IO nM) and reversal by the glucocorticoid antagonist, RU486, 

. . • 1 

implicates the glucocorticoid receptor (GR). In an interesting observation, RU486 alone-
acted ~ a_P~i~l agonist to ~OC e~ression. Tr~nt ~fTM cellsj~th th~ pr.otein 
synthesis inhibitor cycloheXImide abolished the Dex mductmn, sugge$llg an mdrrect effect 

. I 

of the GR on MYOC expression. In addition, the RNA synthesis inhib~or actinomycin D 
also blocked Dex induction, indicating that the Dex effect was due to increased MYOC 
transcription. Analysis of up to 2700 nucleotides (nt) of the MYOC ge'ne 5'-flanking region 

. I 

in luciferase reporter constructs showed no Dex induction, despite the /presence of multiple 
putative glucocorticoid response e_lement (GRE)-like half-sites in the ¥YOC promoter and 
the presence of an intact cellular GR-mediated signaling system. CONCLUSIONS: MYOC is 
a delayed secondary glucocorticoid-responsjve gene. Characterization of the tr,anscription 
factors that mediate the secondary response will shed new light on the pathophysiology of 
steroid-induced ocular hypertension and glaucoma. . 

P:MID: 11726619 [PubMed - indexed for MEDLINE] 



FDACDER000545

Obtained via FOIA by Judicial Watch, Inc.

', 
• I 

i, 

Ann NY Acad Sci 2002 Mar;955:159-73; discussion 199-200, 396-406 

Regulation and modulation of abnormal immune responses in 
endometriosis. 

Sidell N, Han SW, Partbasarathy S. 

Department of Gynecology and Obstetrics, Emory Center for Advancefi Research on 
Women's Health, Emory University, Atlanta, Georgia 30322, USA. nsidell@emory.edu 

There is ample evidence demonstrating that endometriosis is accompled by inflammatory 
. l 

reactions in the peritoneum, resulting in abnormal lev~ls of a variety of cytokines artd 
chemokines in the ·peritoneal fluid. Among the immunological param~ters that have been 
shown .to be altered in the peritoneal cavity-of women with endometri~sis, an increase in the 
number of activated nonadherent macrophages that show reduced surf4ce expression of 
scavenger receptors ha$ been observed. The cause-and-effect relationship between aberrant 
peritoneal macrophage activity and endometriosis is still unknown. wJ have demonstrated 
that steroid hormone receptor agonists and antagonists [ e.g., retinoids, 1antiglucocorticoids, 
ligands to peroxisome proliferator activated receptors (PP ARs)] can re~e macrophage 
functions in ways that could either suppress or stimulate the growth of/ectopic endometrial 
lesions. Our-studies include a number of relevant findings: (1) RU486J acting as an 

. I 

antioxidant, can suppress activation of NFkapp&B, a nuclear transcription factor that affects 
the expression of several inflammatory genes such as those for MCP-~' GM-CSF, CSF-1, 
and various adhesion molecules; (2) IL-6 secretion from a variety of cell types including 
endometrial cells is inhibited by retinoic acid; and (3) retinoids and P~ARgamma ligands can 
upregulate the expression of scavenger receptors in cells of the monoc~e/macrophage · 
lineage. These observations, combined with the possibility that macrophage activity may 

. p1ay a fi,mdamental role in endometriosis, suggest that pharmacologic tnanipu1ation of · 
macrophage .function may provide a novel mechanism for treating thist disease. 
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Differential expression of members of the tumor necrosis factor alpha­
related apoptosis-inducing ligand pathway in prostate cancer cells.· 

I . 
Sridhar S, Ali AA, Liang Y, El Etreby MF, Lewis RW, Kumar M,. 

-Medical College of Georgia, Section ofUrology, Augusta, Georgia 30912, USA. 

An.dr b1··1. "d . nl" dr - .. I ogen a at10n tuerapy m uces apoptosIS o y man ogen-sens1h\fe prostate cancer 
cells; therefore, other cytotoxic drugs are being used to induce apoptosis in androgen­
refractory cells. Mifepristone, an antiprogestin used individually or to~ether with the 
antiestrogen Tamoxifen, has been recommended for induction of cell cieath and treatment of · 
several hormonal cancers. However, little is known about the mechani~m of action of these 
drugs in prostate cancer. Therefore, we investigated the effect ofMife~ristone on the tumor 
necrosis factor alpha-related apoptosis-inducing ligand (TRAIL) path«ray, a newly identified 
and very effective member of tumor necrosis factor-alpha family. Mifdpristone and 
Tamoxifen induced significant expression of death receptor& in prostatb cancer cells in vitro . 

. I 

and in xenografts. However, Mifepristone in combination with Tamoxj.fen did not increase 
prostate cancer cell death compared with their individual values. The ihvolvement of the 
TRAIL ~athway was further co~ed by ~he activati~n of casp~se-8_ f. Mifep~istone-treated 
cells. This was followed by truncat10n of Bid, con:firmmg that Mifepnstone activates the 
TRAIL pathway. This knowledg~ is being used to design a combinatiqn treatment of TRAIL 
and Mifepristone to induce significant apoptosis in prostate cancer cells. 

P:MID: 11585752 [PubMed - indexed for IvlEDLINE] 
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Pharmac9l ogical characterization of the ATP-dependent low K(m) 
guanosine 3',5'-cyclic monophosphate (cGMP) transport r in human 
erythrocytes. 

Sundkvist E, Jaeger R, Sager G. 

Department of Pharmacology, Medical Faculty, Institute of Medical Biology, Univer~ity of 
Tromso, N-9037, Tromso, Norway. 

. . 
The efflux pump for cO:MP has been shown to be an ATP-energized multiorganic anion 
transporter. The present study was performed to extend the knowledge[ of the 
pharmacological characteristics of this efflux pump. Inside-out vesicles prepared from fresh . 
blood were incubated with [3H]-cGMP (I microM) with or without vatious concentrations of 
competitors for 120min at 37 degrees. The tested compounds could beldivided in four 
groups: one with high affinity (K(i) < 5 microM), a second with moderate affinity (K(i): 5-50 

. microM), a third with low affinity (K(i): 0.1-5mM) and the fourth witli extremely low or no 
affinity at all. With the mean K(i)-values given in parenthesis, the higli affmity group 
consisted of mifepristone (0.2 microM), z.aprinast (0.35 microM), dipYjridamole (0.35 
microM), estradiol 3-beta-glucuronide (0.42 microM), genistein (0.43 lmicroM), estradiol 17-
beta-:glucuronide (0.47 microM), onapristone (1.3 microM), progesterbne (1.7 microM) and 
sildenafil (3.6 microM). The inhibitors with medium affmity were estr~diol (8 microM), 
sulfmpyrazpne (13 microM), daunorubicin (23 micrQM), megestrol acbtate (26 microM), 
doxorubicin (28 microM), 6-thioguanine_ (28 microM) and 6-thioguanbsine-5'­
monophosphate (32 nucroM). The low affinity group comprised 6-TIMP (220 ~croM), 6-
methylmercaptopurine {MMP) (220 microM), vincristine (270 micro¥), 
medroxyprogesterone (680 microM), para-aminohippurate (PAH) (l.9imM) and taurocholate · 
(2.2mM). No or minimal effect was seen in the presence of6-mercaptopurine (6-MP), 

· methotrexate, 9-(2-phosphonylmethoxyethyl)adenine and mitoxantrorie. The cGMP­
transporter had a unique pharmacological profile, different from that dfMRPI, but with 
some characteristics in co·mm.on with MRP4 and MRP5. 
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Progesterone receptor antagonists Org 31710 and RU 48 increase 
apoptosis in human periovulatory granulosa cells. 

Svensson EC, Markstrom E, Shao R, Andersson M, Billig H. 

Department of Physiology, Goteborg University, Goteborg, Sweden. 

OBJECTIVE: To investigate if progesterone receptor (PR)-mediated effects are involved in 
regulating the susceptibility to apoptosis in LH receptor-stimulated h~ luteinizing 
granulosa cells. DESIGN: Laboratory study. SETTING: Goteborg University and an in vitro 
fertilization laboratory of a univer~ity hospital PATIENT(S): Women!undergoing oocyte . 
retrieval for in vitro fertilization after ovulation induction with gonado1tropins. 
INTERVENTION(S): Luteinizing granulosa cells were isolated from follicular aspirates after 
oocyte removal. The cells were treated with or without RU 486 (1 mictoM-100 microM), . . 
Org 31710 (1 microM-100 microM), progesterone.(! nM-10 microM)l dexamethasone (0.5 
microM-100 microM), dihydrotestosterone (1 nM-25 microM), RU 486 (10 microM-100 

I 

microM) + dexamethasone (50 microM), and picrotoxin (1 microM-100 microM) and were 
I . 

cultured under serum-free conditions. MAIN OUTCOME MEASURE(S): Measurement of 
caspase-3 activity; detection ofintemucleosomal DNA :fragmentation ~ing gel 
electrophoresis and fluorospectrophotometry; progesterone analysis of spent medium. 
RESULT(S): Addition of the PR antagonists RU 486 or Org 31710 mlvitro to human 
luteinizin$ granulosa cells caused an ihcrease in caspase-3 activity an~ a dose-dependent 
increase .in intemucleosomal DNA fragmentation. No effect on DNA fragmentation was seen 

I 

after addition of dexamethasone, dihydrotestosterone, or picrotoxiri. qoNCLUSION(S): 
Nuclear PR-mediated effects ate involved in regulating the susceptibility to apoptosis in LH 
receptor-stimulated human luteinizing granulosa cells. 

PMID: 11730755 [PubMed - indexed for MEDLINE] 
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Lack ?f stimulatory effect of dienogest on th~ expression rf intercellula~ -
adhesion molecule-I and vascular cell 11:dhes1on_molecule-jl by endothehal 
cell as compared with other synthetic progestins. 

Tatsumi H, Kitawaki J, Tanaka K, HOS<lfb T, Honjo H. I . 
Department of Obstetrics and ·Gynecology, Kyoto Prefectural Univers~~ of Medicine, 465 
Kajii-cho, Kamigyo-ku, Kyoto 602-8566, Japan. j . 
OBJECTIVES: Monocyte adhesion ;o endothelial cells is an importan1 initial event at the 
onset of atherosclerosis. It is partially mediated by the expression of adhesion molecules on 
the endothelial cell surface. While estrogens inhibit the development of atherosclerosis, the 
effect of co-administered progestin remains controversial. We examin~ the effect of 

I 

progestins on cytokine-stimulated human umbilical venous endotheliaf cell (HUVEC) 
expression of adhesion molecules. METH9DS: In HUVECs, mRNA 1~ession of 
progesterone receptors (PRs) and androgen receptors (AR) was detempned_by RT-PCR 
HUVECs were stimulated by interleulcin-1 beta (Il,-1 beta) for 24 h with or without various 
steroids, and then the c~ll-surface·expression ofintercellulm.- ~dhe~io. n~! _ lecule-1 (ICAM-1) 
and vascular cell adhesion molecule-I (VCAM-1) was sennquantified by ELISA RESULTS: 
In-all preparations ofHUVECs used in this study, RT-PCR confirmed mRNA expression of 
both isoforms of PR, PR-A and PR-B, as well as AR. Addition of progesterone (10(-10)-10(-
7) M) or dienogest (DNG) (10(-10)-10(-8) M) did not affect IL-1 beta-~ulated ICAM-1 or 
VCAM-1 expression. In contrast, medroxyprogesterone acetate, norethindrone acetate and · 
levono~e~trel (10~ -10)-10(-8) M) dose-dependently in~reased ~~ ooiesi~n m?lecules. The 
progestm-mduced mcrease was blocked·. by the concomitant addition of mifepristone, a PR 
antagonist, but not by hydroxyflutamide, an _AR antagonist, indicating! that the progestin . 
stimulation was mediated predominantly via PR CONCLUSIONS: These ~ts suggest 
that DNG, unlike other synthetic progestins, lacks stimulation of cell Mb.esion molecules. 

. I 

For the prevention of atherosclerosis, estrogen 'in combination with DNG may be a suitable 
regimen in hormone replacement therapy in postmenopausal women. Copyright 2002 
Elsevier Science Ireland Ltd . 

. PMID: 12191851 [PubMed - indexed for MEDLINE] 



FDACDER000550

Obtained via FOIA by Judicial Watch, Inc.

Cancer Res 2002 Jun 1 ;62(11 )~3298-307 

Stromal cells promote angiogenesis and growth of ~umali prostate tumors 
in a differential reactive stroma (DRS) xenograft model. 

Tuxhorn JA, McAlbany SJ, Dang TD, Ayala GE, Rowley DR. 

Department of Molecular and Cellular Biology, Baylor College ofMellicine, Houston, TX 
77030, USA. .. . . 

Reactive stroma has been reported in many cancers, including breast, colon,and prostate. 
Although changes in stromal cell phenotype and extracellular matrix fuive been reported, 
·specific mechanisms of how reactive stroma affects tumor progressiori. are not understood. 
To add,r.~ss the ~ole of stromal cells in differential regulation o~tumorjin~iden~, gro~ rate, 
and angtogenes1s, LNCaP xenograft tumors were constructed m nude nnce with five different 
human· prostate stromal cell lines as well as GeneSwitch-3T3 cells e~ineered to express lacZ 
under mifepristone regulation. Alone, LNCaP prostate carcinoma ce~ were essentially · 
nontumorigenic, whereas combinations of LNCaP cells with three different human prostate 
stromal cell lines (LIS tumors) resuhed in a tumor incidence (50-63%) similar to that of 
control LNCaP plus Matrigel (LIM) tumors over a 9-week period. In contrast, LNCaP 
combinations with two other human prostate stromal cell lines were ttbntumorigenic, 
illustrating that stromal cell effects are differential. US tumQrs exhib~ed well-developed 
blood vessels at 2 weeks, whereas control LIM tumors were avasculatj at 2 weeks and 
exhibited blood lakes in lieu of e~ensive vessels at later t_ime points.1(enografts constructed 
under three-way co~ditions (LNCaP, Matrigel, and stromal cells; L/M/S tumors) exhibited a. 
100% tumor incidence and showed rapid blood vessel formation as e~ly as day 7 with 
mature vessels formed by day 10. L/M/S ttµnors exhibited a 10.3-fold increase in 
microyessel density, and the corresponding·hemoglobin:tumor weight ratio was increased 2-
fold relative to LIM control tumors at day I 0. L/M/S tumor wet weigl).t and volume increased 
by 1.6- and 2.4-fold, respectively, by day 21, compared with control il!M tumors. L/M/S 
tumors made with LNCaP cells plus GeneSwitch-3T3-pGene/lacZ strbmal cells showed 
similar results. Mifepristone-regulated gene expression was observed Im stromal cells 
immediately adjacent to clusters of carcinoma cells and in vessel waifs in a mural cell 
(pericyte) position. This study shows that regulation of angiogenesis is one mechanism · . 
through which stromal cells affect LNCaP tumor incidence and growth rate. This regulation . 
may be mediated through direct recruitment and interactions of stromki. cells with endothelial 
cells. Furthermore, this study describes for .the first time a model syst~m with regulated 
transgene expression in the stromal compartment of an experimental barcinoma. These· 
findings point to the stromal compartment as a potential source of nei·prognosti.c markers 
and therapeutic targets and show the utility of th~ carcinoma-stromal ! enograft model system 
in dissecting specific mechanisms of reactiv~ stroma. 

PMID: 12036948 [PubMed - indexed for MEDLINE] 
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Hormonal regulation of interleukin-6 production in human adipocytes. 

Vicennati V, Vottero A, Friedman C, Papanicolaou DA. j · 
Endocrine Unit, S. Orsola Hospital, University of Bologna, Bologna, Wy. 

I 
OBJECTIVE: To elucidate the hormonal regulation ~f interleukin-6 (JlL-6) production by 
human adipose tissue and its relation to leptin. DESIGN: In vitro study. Human adipocytes 
were incubated with dexamethasone (with or without RU486), norepinephrine and 
epinephrine (with or without propranolol), or insulin .. MEASUREME¥fS: IL-6 and leptin 
secretion by human adipocytes. RESULTS: A gradual increase in IL-6 secretion by · 
adipocytes during differentiation was observed. A positive correlationlwas found between 
basal IL-6 release and both glycerol 3-phosphate dehydrogenase acthqty--a marker of 
adipocyte differentiation-and leptin release. Dexamethasone decreased IL-6 secretion and 
increased leptin secretion in a dose-dependent manner. Both catechoia'mines incre~sed IL-6 
and leptin secretion. The effects of dexamethasone and catecholamine~ on IL-6 and leptin 
were abrogated by RU486 and propranolol, respectively. Incubation $h insulin resulted in a 
dose-dependent stimulation ofIL-6 and leptin secretion. CONCLUSIONS: IL-6 is produced 
by human adipocytes and is a potential marker of adipocyte differentiiltion. Furthermore it is 
a hormonally regulated cytokine, suppressed by glucocorticoids, and ~imulated by 
catecholamines and insulin in physiological concentrations. 

P:MID; 12080442 [PubMed - indexed for MEDLINE] 
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Deciphering-the phosphorylation "code" of the glucocoricoid receptor in 
vivo. 

Wang Z, Frederick J, Garabedian MJ. 

Department of Microbiology, Kaplan Comprehensive Cancer Center, New York University 
School of Medicine, New York, New York 10016, USA. 

The glucocorticoid receptor (GR) is phosphorylated at multiple serine residues in a hormone­
dependent manner, yet progress on elucidating the function of GR pho~phorylation has been 

· hindered by the lack of a shnple assay to detect receptor phosphorylatibn in vivo. We have 
produced antibodies that specifically recognize phosphorylation sites f ithin human GR at . 
Ser(203) and Ser(211). In the absence of hormone, the level ofGRphesphorylation at 
Ser(211) was low compared with pliosphorylation at Ser(203). Phospliorylation of both 
residues increased upon treatment with the GR agonist dexamethason~. Using a battery of 
agonists and antagonists, we found that the transcriptional activity off R correlated with the 

. amount of phosphorylation at Ser(211 ), suggesting that Ser(2 l 1) phosphorylation is a . 
biomm::ker for activated GR in vivo. Mechanistically, the kinetics ofSer(203) and Ser(211) 
phosphorylation in response to hormone differed, with Ser(21 l) dispIJying a·more robust and 
sustained phosphorylation relative to Ser(203). Analysis of GR immwioprecipitates with 

I 

phospho-GR-specific antibodies indicated that the receptor was phosphorylated 
heterogeneously at Ser(203) in the absence of hormone, whereas in thb presence ofhormone, 
a subpopulation of receptors was phosphorylated at both Ser(203) an~ Ser(211). . 
Interestingly, biochemical fractionation studies following hormone treatment indicated that 
the Ser(203)-phosphorylated form of the receptor was predominantly bytoplasmic, whereas 
Ser(211)-phosphorylated GR was found in the nucleus. Likewise, by funnunofluorescence, 
Ser(203)-phosphorylated GR was located in the cytoplasm and perinuplear regions of the 
cell, but not in the nucleoplasm, whereas strong phospho-Ser(211) staining was evident in the 
nucleoplasm of hormone-treated cells. Our results suggest that differehtially phosphorylated 
receptor species are located in unique subcellular compartments, likel1 modulating distinct 
aspects of receptor function. 

PMlD: 12000743 [PubMed - indexed for MEDLINE] 
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Hormonal emergency contraception. 

Wanner MS, Couchenour RL. 

Department of Pharmacy Practice, School of Pharmacy, Temple University, Philadelphia, 
Pennsylvania, USA. Melissa.L.Wanner@GSK.com · · 

In the 1960s, high-dose estrogen was identified as a-highly effective emergency _ 
contraceptive but was associated with a high frequency of nausea andyoiniting. The 
combination oflow-dose estrogen and a progestin (the Yuzpe regimen!) is highly effective 
and much better tolerated. Recently, a progestin-only regimen conta~ levonorgestrel was 
found to be more effective than the Yuzpe regimen and caused signifi.Jantly less nausea and 
vomiting. Daruizol, an antigonadotropin, is well tolerated but has questionable efficacy · . 
Mifepristone has several pharmacologic actions that make it highly effective with an adverse­
effect profile similar to that of the Yuzpe regimen. Progress has been ibde in the last 3 years 
toward increasing the number of emergency contraceptives that are a4essible to women in 
the United States, and several highly effective options are available. The most effective and 
well-tolerated regimen available is levonorgestrel. However, the barri6rs to access and low 
patient and provider awareness limit the impact of emergency contrac I ption on the rate of 
unintended-pregnancies. 

Publication Types: 

• Review 

• Review, Tutorial 
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RU486 ·antagonizes the inbibitory effect of pero:xisome proliferator­
activated receptor alpha on interleukin-6 production ~n Jascular 
endothelial cells. 

Xu X, Otsuki M, Sumitani S, Saito H, Kouhara H, Kasaya:ma S. 

Department of Molecular Medicine, Osaka-University Graduate Scho 1 of Medicine (C-4), 2-
2 Y amada-oka, Suita-city, Osaka, Japan. 

Peroxisome proliferator-acitivated receptor alpha (PP AR.alpha) is a member of nuclear 
receptor super.family. Recent studies have shown that the activators fot PP AR.alpha inhibit 
the expression of some inflammatory molecules in vascular_endothelidl cells (ECs) and 
vascular smooth muscle cells, indicating the anti-inflammatory roles dfPPAR.alpha on 
vascular walls. In this investigation, we showed that RU486, already ~roved to be an active 
anti-glucocorticoid and anti..:.progesterone agent, blocked the inhibitio4 of tumor necrosis 
factor (1NF)-alpha-stimulated interleukin-6 (IL-6) production by the PP AR.alpha activator 
fenofibrate in human umbilical vein ECs. Transient transfection ofbotine aortic ECs with an 
IL-6 promoter constru~t demonstrated that RU486 blocked the inhibit6ry effect offenofibrate 
on TNF-alpha-induced IL-6 promoter activity. By fluorescence micro~copy, RU486 was 
found to prevent fenofibrate-induced nuclear translocation of PP AR.alpha. Thus, RU486 has 

. an ant~gonizing effect on PPAR.alpha-mediated down-regulation ofIU-6 in vascular ECs. · 
This effect may be exerted by its interference with the nuclear translo I ation of PP AR:alpha. 

PMID: 12137803 [PubMed - indexed for MEDLINE] 
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Ligand-inducible transgene regulation for gene therapy. 

Ye X, Schillinger K, Burcin MM, Tsai SY, O'Malley BW. 

Department of Molecular and Cellular Biology, Baylor College of Medicine, Houston, Texas 
77030, USA. 

A synthetic ligand regulable system for gene transfer and expression ~ been developed in 
.our laboratory based on mechanistic studies of steriod hormone receptbr ·and transcriptional 
re~lation. This gene switch system possesses most of the important f~tures that are . 
required for application of the system in biological research and clinic?I gene therapy in the 
future. As the primary ligand tested in this system, mifepristone can effectively turn on the 
regulatory circuit at doses much lower than those used iii the clinic. By modification of the 
chimeric regulator and its _feedback regulatory mode, this system has tieen optimized to 
produce very low basal activity with high inducibility in the presence bf .mifepristone. Also, 
improvements in regµlator composition have_ been made to minimize funnunogenicity and 
make the system more amenable to human gene therapy. Moreover, ~corporation of this 
gene switch system into the HC-Ad vector system has further enhanced the efijciency of 
gene transfer and the long-term inducible expression of transgenes. Hbwever, for each 
application within a different biological system, the gene switch neeru1 to be optimized to 
achieve appropriate inductions. In particular, the method used to deliv'er the transgenes and 
adjustment of ligand dosage are critical for in vivo gene expression. 

PMID: 11883090 (PubMed - indexed for MEDLINE] 
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Regulation of endotbelin-1 production in deoxycorticost. rone acetate- salt-
treated endothelial cells. · 

Yu WJ, Tomlinson B, Cheng JT. 

•· Department of Pharmacology, College of Medicine, National Cheng Kung University, 
Tainan City, Taiwan, ROC. 

The aim of this study was to investigate the direct effect of deoxycorticosterone acetate 
(DOCA) on the expression of endothelin-1 (ET-I) mRNA and production of ET-1 peptides 
in cultured bovine carotid endothelial cells (BCEC) and human umbili~al vein endothelial 

I 

cells (HlNEC). The mineralocorticoid, DOCA, was administered to BCEC and HUVEC 
with or without additional salt (200 mmoJJl). The ET-1 mRNA was el~vated to 150% and 
180% after a 24-hour incubation with DOCA (5 micromol/1) in BCEd and HUVEC, 
respectively. Intracellular content of ET-1 peptides ofBCEC and HIJt.Ec was increased 
from 21.66 +/- 0.3 to 23.64 +/- 0.19 finol/10(5) cells and froni 8.38 +4 0.82 to 11.26 +/- 0.91 
finol/10(5) cells, respectively, in the DOCA-conditioned medium. A.Isp, DOCA treatment for 
24 h increased the secretion.of ET-I peptide from 1.62 +/- 0.17 to 5.33 +/- 0.67 finol/10(5) 
cells in BCEC and from 0.95 +/- 0.08 fo 3.56 +/- 0.36 finol/10(5) cellJ in HUVEC. In 
DOCA-salt-treated endothelium, regulation of ET-I gene was similar to that with DOCA 
alone. The DOCA-induced increase in expression ofET-1 mRNA and the ET-1 peptide level 
were both diminished in dexamethasone (DEX, IO nmol/1)- _or mifepristone (RU486, 0.5 
micromol/1)-treated endothelium. These results suggest that DOCA ditectly increased the 
ET-I mRNA expression in endothelium and could be mediated in p I by a glucocorticoid 

. receptor pathway which was independent of salt and hyperosmolarity. Copyright 2002 S. · 
Karger AG, Basel 

PMID: 11893896 [PubMed - indexed for MEDLINE] 
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Progesterone and ovulation. 

Zalanyi S. 

MAV-TEK, 6826 Szeged, Csanadi u. 34/a., Hungary. 

The role of progesterone (P) in the mechanism of owlation is controversial at best. The 
contraceptive application of P was established in rodents in 1936 and Jith orally absorbed 
progestogenes was put to human use. There were hints on the proovula~ory actions of P 
·administered before the time of ovulation in rats by 1948. Similarly, inl1954 the observation 
of high P level in the preovulatory follicle pointed to a role in ovulation. Neither of these two 
observations was further investigated and the positive feedback effect Jf p exerted on 
gonadotropins was described in 1968. Still the positive feedback betwden P and 
gonadotrop~ were not recognized as a p~y_siologic mechanism, mn.chjless util_ized 
pharmacologically. The apparent contradiction between these two different actions of P 
continues upto now. The paper sets out to expose this controversy and tries to resolve it using 

• extensive literary data and the author's experiences with synthetic progbstogenes in · 
contraception, in the treatment of infertility and with the antigestagen ririfepristone in 
blocking ovulation. The precise mechanisms lying behinc;i these applic!tions are explored and 
discussed in detail. The putative role of oestradiol (E2) in the mechaniJm of eliciting the 
gonadotropin surge is extensively discussed but refuted as the ovulato~ signal. The time 
sequence between the rise of P and gonadotropins contradicts the common wisdom of LH 
causing luteinization. The positive feedback effect of P on the E2 · sensi~ized owlatory axis 
on the hypothalamic and pituitary level is discussed and its local role hl the mechanism of 
follicular rupture is also taken·into account. The final proof seems to bb the antiovulatory 

· effect of mifepristone, which blocked both GnRH pulsatility, pituitary ~nsitivity to GnRH 
and follicular rupture in sev~~l e:<Periments. Th~, the dogma of ~H p:eak causing ~o~!cular 
rupture and subsequent lute1mZat10nseems questionable, the putative role ofE2 to lilltlate the 
ovulatory cascade has to be discarded and P's role as a trigger of the p 1ysiological 
mechanisms leading to ovulation should be firmly recognized. · 

Publication Types: 

• Review 

• Review, Tutorial 
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· 6-Aryl-1,4-dihydro-benzo[d][l,3]oxazin- 2-ones: a novel class of potent, 
selective, and orally active nonsteroidal progesterone recf ptor antagonists. 

I 
Zhang P, Terefenko EA, Fensome A, Wrobel _-,, Winneker R, Lundeen S, Marschke KB, 
Zhang Z. 

Chemical Sciences, Women's Heahh Research Institµte, Wyeth Research, 500 Arcola Road, 
Collegeville, Pennsylvania 19426, USA.Zhangp@wyeth.com -

Novel 6-aryl-1,4-dihydro-benzo[d][l,3]oxazin~2-ones were synthesiz.etl and tested as 
progesterone receptor (PR) antagonists. These compounds were poten~ and showed good 

. I 

selectivity for PR over other steroid receptors such as the glucocorticoid and androgen. 
recep~rs ( e.g., greater than SO-fold selectivity at PR for 4h). Numerou~ 6-aryl · 
benzoxazinones ( e.g., 4h-:i) were active orally in the uterine decidualizhlion and component 
C3 assays in the rats. In these in vivo models,4h had potencies coj:npaiable to mifepristone. 

PMID: 12238914 [PubMed - indexed for MEDLINE] 
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Beclomethasone, budesonide and fluticasone propionate "nhibit human 
· neutrophil apoptosis. 

Zhang X, Moilanen E, Kankaanranta H. 

Medical Schoot University of Tampere, Tampere, Finland. 

Inhaled glucocorticoids are. widely used to treat chronic obstructive pulmonary disease 
without much evidence of efficiency in this disease where neutrophils !may contribute to the 
pathophysiology. This prmppted us to test the effects of several currently used inhaled and 
systemic glucocorticoids on human neutrophil apoptosis. Beclomethasbne, budesonide, 
dexamethasone, fl.uticasone propionate, hydrocortisone and ·prednisoldne inhibited apoptosis 
in a concentration-dependent manner as assessed by flow cytometric ahaiysis, annexin-V 
binding and morphological analysis. The maximal inhibition of apoptdsis was 50-60%. The 
order of potency was fl.utjcasone propionate (EC(S0) 0.6+/-0.2.nM) approximately equal to 
budesonide (EC(50) 0.8+/-0.2 nM)> dexamethasone approximately equal to prednisolone 

-approximately equal to beclomethasone approximately equal to hydro9ortisone. The . · 
inhibitory effects of glucocorticoids were reversed by mifepristone. Moreover, · 
glucocorticoids slightly enhanced the inhibitory effect of granulocyte-inacrophage colony­
stimulating factor (GM-CSF) on neutrophil apoptosis. The present dat~ suggests that 
budesonide and fl.uticasone propionate prolong human neutrophil survival by inhibiting 
apoptosis at clinically r~levant drug concentrations via an effect on gl 1cocorticoid receptor. 

PMID:- 11730731 [PubMed - indexed for MEDLINE] 
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Divergent effect of mometasone on human eoslnophil an neutrophil 
apoptosis. 

Zhang X, Moilanen E, Adcock IM, Lindsay MA, Kankaanranta H. . 

The Immunopharmacological Research Group, Medicai School, Univelsity of Tampere, FIN-
33014 Tampere, Finland. 

Moiiletasone is a potent synthetic glucocorticoid, which is under development as an inhaled 
preparation for the treatment of asthma. Previous studies have suggestcid that glucocorticoids 
_have direct effects on human eosinophil and neutrophil apoptosis. The p:,;esent study was 
designed to characterize the effects of mometasone on constitutive apoptosis and cytokine­
afforde(i survival in iso1ated human eosinophils and neutrophils. The isolated eosinophils or 
neut~ophils were cultured in vitr_o, and. aP?ptosis was assess~ by flow ~ytometric analysis of 
relative DNA content, by annexm-V bmdmg and morphological analysis. Monietasone 
enhanced constitutive human eosinophil apoptosis in a concentration ... dbpendent manner. The 

• • I 

maximal enhancement of eosinophil apoptosis was 2.1-fold with anEG:(50) value of5.63 +/-
2.33 nM. This enhancing effect was reversed by the glucocorticoid rec~ptor antagonist, · 

I 
mifepristone. In the presence of added cytokines, mometasone reversed tumor necrosis fuctor 
-alpha-induced eosinophil survival but not that afforded by interfoukin[-5. In contrast, 
mometasone inhibited human neutrophil apoptosis in a concentration-dependent manner. The 
maximal inhibition ofneutrophil apoptosis was 50% with anEC(50) vhlue of0.i? +/- 0.03 
nM. The inhibitory effect was partly reversed by mifepristone. In the P,tesence of added 
cytokines, mometasone :further enhanced neutrophil survival induced tiy the granulocyte­
macrophage colony-stimu1ating factor and leukotriene B(4)._ The preseht data suggests that 
mometasone has opposite effects on apoptosis of human eosinophils mid neutrophils at 
clinically relevant drug ·concentrations via an effect on glucocorticoid I eceptor. 

PMID: 12127907 [PubMed - indexed for MEDLINE] . 
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[Apoptosis and expression of relative genes in early pregnant chorionic villi 
and decid ua] 

. [ Article in Chinese l 

Zhang Y, Chen G, Liu Y, Fu G. 

Department of Obstetrics and Gynecology, The Third Medical School, Peking University, 
. Beijing 100083, China. 

OBJECTIVE: To investigate the effects ofmifepristone on apoptosis and expression of 
relative genes in eru:ly ~re~n?11t chori~nic villi~ decidua. METHotjs: Th~ spec~en ~f 
early pregnant chot1omc villi and dec1dua obtamed from 10 cases of requestmg termmation 
of pregnancy by curettage, 20 cases of mifepriston contragestation. Th6 paraffm sections 
were used to determine apoptotic cells by TdT-mediated dUTP-biotin hick end labeling 
method, to identify bcl-2, bax, fas, fasL and proliferating cell nuclear Jntigen (PCNA) by 

I 

. immunohistochemistry, to demonstrate fas and fasL mRNA by in situ pybridization. 
RESULTS: In normal early pregnant specimens, apoptotic cells were mainly observed in 

I . 

syncytiotrophoblast, but not in cytotrophoblast cells, occasionally seeri in decidua cells. The 
antigen ofbax, fa:s, fasL were present in syncytiotrophoblast cells andjdecidua with lower 
amount. While bcl-2 antigen staining was strong in cytotrophoblastic €ells and in decidua. 
PCNA protein was present in cytotrophoblastic and decidual cells onlt, In the specimens . 
treated with mifepristone, apoptotic cells were increased in syncytiotrophoblastic cells of villi 
and visualized in decidua cells. The expression of fas, fasL and bax w~s also higher than that · 
of normal. CONCLUSIONS: Mifepristone increased apoptosis in syn6ytiotrophoblastic and 
deciduacells, but had no effect on the expression ofbcl-2 and PCNA. 

PMID: 12133415 [PubMed -indexed for MEDLINE] 
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Long-term progestin treatment inhibits RANTES (regul ted on activation, · 
normal T cell expressed and secreted) gene expression in human 
endometrial stromal cells. 

Zhao D, Lebovic DI, Taylor RN. 

Center for Reproductive Science, Department of Obstetrics, Gynecology, and Reproductive 
Sciences, University of California-San Francisco, Box 0556, San Franbisco, CA 94143..;0556, 

~A . . L 
RANTES (regulated on activati~n, normal T cell expressed .and secret ) is synth~ized by 
endometrial and endometriotic stromal cells and circulates in peritone~l fluid. Reports 
indicate that medroxyprogesterone acetate (MP A) is clinically effecti~e in alleviating pelvic 
pain in the majority of endometriosis patients, which leads us to hypothesiz.e that MP A may 

• I 

be antiinflammatory. Prolonged treatment (8 d) with MP A resulted in 86% and 50% 
decreases in luciferase activity and RANTES protein production, resp~tively, whereas 
shorter treatment (2 or 4 d) with MP A had no significant effect. We alb observed that 8 d of 
MP A inc~eased PR expressi~ri. Both_effects were blocked b! RU486. potransfection of 
endometr1al stromal cells with PR enhanced the effects mediated by endogenous PR. In 

I 

addition, its action via progesterone response element cis-elements, PR appeared to inhibit 
trans-activation of a nuclear factor-kappaB-responsive element, furthe~ suppressing 
RANTES expression. These studies indicate that prolonged progestin bxposure down­
regulates endometrial RANTES gene transcription in vitro. The effect! is PR dependent and 
mediat~ in part through a nuclear factor-kappaB pathway. The clinical effectiveness of 
chronic progestin treatment in endome:trlosis-associated pelvic pain dty be attributed to its. 
inhi"bition ofRANTES production and its suppression of inflarnrnato I responses in the 
pelvis. · · 

PMID: 12050207 [PubMed - indexed for MEDLINE] 
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Not For Public Release 
Status-Report 

Post Marketing Study Comlll_itment 

Date of Report: 

Applicant Name: 

Product Name: 

Application Number: 

Date of Application 
Approval: 

. Date of Post Marketing 
Study Commitment: 

Description of 
Post Marketing Study 
Commitment: 

Original Schedule for 
Post Marketing Study 
Commitment: 

December 2002 

Population Council 

Mifeprex® (mi.Jepristone) Tablets _(Q_ral1, 200 mg 

-
NDA 20-687· _ _. 

September 28, 2000 

September 28, 2000 

Two studies are to be conducted. 

Study 1 - A cohort-based study of safety outcomes of 
patients having medical abortions unddr the care of 
physicians who provide surgical interv~ntion compared to 
physicians who refer their patients for ~urgical intervention. 
Questions related to age, smoking, andjfollow-up on day 14 
( compliance with return visit) will be ii;icorporated into this 
cohort study, as well as an audit of signed Patient 
Agreement forms. 

Study 2 - A surveillance study on outcomes of ongoing 
pregnancies. 

Final protocols for both studies to be s bnµtted within six 
months of NDA approval. 
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Post Marketing Study Commitment Status Report 
Page2 

Current Status of 
Post Marketing Study 
Commitment: 

Explanation of Status 
Of Studies: 

PENDING 

Study I -

Study Status - Pending 
Explanation of Status - Protocol was rbsubmitted to FDA 
on January 25, 2002. The final protocol ~was submitted to 
FDA on November 8, 2002. Enrollment ~ill begin when 
national sales of mifepristone support selection of the study 
sample. 

As in the first year, the majority of the sales in the second 
year of distribution have been to <bf<4J 

(bJ<4I 

<bH4l a most a Jot wmcih (prov1 e eir own 
.._s=u=rg=1=ca.1~·~s=erv1==-c=e=s--.. Currently, sales voluµie of mifepristone 
is too small to allow for the selection of! a cohort of 
providers of mifepristone medical abortion who would 
refer their patients when surgical intervention is required. 

I 
I 

In order to establish the referring/non-r~ferring status of 
providers, we will be sending a letter t9 all Mifeprex® 
providers. We anticipate that the numqer of referring 
providers may be too small to support ielection of the study 
sample this year. I 
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Post Marketing Study Commitment Status Report 
Page3 

Study2-

i 
Study Status - Pending . I 
Explanation of Status - We are currently revising the 
protocol in response to comments sent tb us by FDA on 
April 1, 2002 .... · 

We are also in the process of making final revisions on 
I 

study forms. We anticipate that the study will begin in the 
first quarter of 2003. 
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For Public-Release 
Status Report 

· Post Marketing Study Commitment 

Date ofReport: 

Applicant N a_me: 

· Product Name: 

Application Number: 

Date of Application 
Approval: · _·. 

Commitinent #1: 
Commitment Date: 

Commitment: 

Current Status: · 

Explanation· of Status: 

Commitment #2 
Commitment Date: 

Commitment: 

Current Status: 

December 2002 

Population Council 

Mifeprex® (mifepristone) Tablets_ (Oral), 200 mg 

NDA20-6~7 -

September 28, 2000 

September 28, 2000 

A cohort-based study of safety outcomes of P,atients having 
medical abortions under the care of physiciatis who provide . 
sur~cal interve~~on. compar~ to physi~iansjwho refer their 
patients for surgical mterventlon. Questions ,related to age, 
·smoking, and follow-up o~ day 14 (compliaJce with return visit) 
will be incorporated into this cohort study, J well as an audit of 
signed Patient Agreement forms. 

Pe~ding 

. Discussion between the FDA and the Popula ion Council on the. . 
• I • 

final protocol are in process. · Enrol~ent w~ begin when 
national sales ofmifepristone sµpport selection of the study 

. sample. . . . I _- · 

September ~-8, 2000 

A surveillance study on ~utcomes of ongoing.pregnancies. 

Pending 

Explana_tion· ofStatu~: Th~ finalprotocol has been,submitted to the FDA.' It is 
anticipated that the ·study will begin in the fii'st quarter of 2003. 
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STATUS .REPORT OF OTHER POST MARKETING STUDIES - 1 NGOING STUDIES . - - . . I - - -
STUDY STA TVS SUMMARY (I) - SEPTEMBER 27i, 2002 

. . 
. Study Title: · 

Protocol Number: 

Study Phase: 

Date of Study Initiatwn: 

Mifepristone-misoprostol medical abortion: Simplifying the 
regimen 

205-US . 

February 1, 2001 

Study Status ( Ongoing/Completed/Discontinued): Ongoing . . 

Investigator(s)/Study Center(s): 

1) 
(6) (4), (bf(6J 

Objective: 

Study Design: 

Drugs: 

lnvestigational Drug: 

Contr~l Drug: 

Dosage: 

Description of Patients: 

2) 
3) 
4) 
5) 

To investigate the safety, efficacy and acce~tability ofa simplified 
regimen of mifepristone-.misoprostol medical abortion,. including 
home administration of misoprostol and a 6wer dose. of 
mifepristone (200 mg). 

Prospective, non-comparative trial. 

Mifepristone + ~soprostc;>l 

Norie 

200 nig oral mifepristone, 400 µg oral misrprostol (2 days later) 

Pregnant women with gestations under 4Q clays L~P 
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I 

I 

I 
I 
i 

STUDY STATUS SUMMARY (I) - SEPTEMBER 27, 200r (CONT.) 

Number of Patients 

Planned: 
Enrolled: 

Age Range: 
Gender: 
Race: 

Dropped: 
Completed: 

Safety Variables: 

Efficacy Variables: 

Safety Results: 

Efficacy Results: 

370 
361 
18 -45 
female 
n/a' 

0 
361 

I 

Frequency of blood transfusion, administratjon of IV fluids and 
hospitalization i 
Success, co~plete abortion without a surgic1al intervention 

Blood transfusion 
Administration IV fluids 
Hospit~lization 

=0 
=2 
=1 

Success = 92.8% (284/306) 

Results still preliminary. Final results to be halculated in coming 
months. 

' 
!-
I 
i 

., 
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STATUS REPORT OF OTHER POST MARKETING STUDIES ~ @NGOING STUDIES 
' . . . . ,. 

STUDY STATUS SUMMARY (II)""'. SEPTEMBER 27, 2002 

Study Title.: 

. Protocol Number: 

Study Phase: 

Mifepristone-misoprostol medical abortion: Simplifying the 
regimen 

205-Eastern Europe 

Date of Study lniJiatfon: · December 2001 

· Study Status (Ongoing/Completed/Discontinued): Ongoing 

lnvestigator(s )/Study· Center( s ): 

Objective: 

· Study Design: · 

Drugs: 

(b)1-4), (b) (6) 

To inv~tigate the safety, effica~y and acceptabilit~ of a simplified 
regimen of mifepristone-misoprostol medical abortion, including home . 
ad~stration of misoprostol and a lower dose of r1 • epristone (200 mg). 

Prospective, non-comparative trial . . · 

lnvestigational Drug: Mifepristone + Misoprostol 

None Control Drug: 

Dosage: 

Description of Patients:· 

200 mg oral mifepristone; 400 µg oral rnisoprostol (2 days later) 

Pregn:~t wom~n with gestations lind~r 56-iay~ LMP · 
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STUDY STATUS SUMMARY cm -SEPTEMBER 27, 20 · 2 (CONT.) . 

Number of Patients · . - . · . . I 
Planned: 500 (200, Albania; 100, Latvia; 100, Lithuabia; 100, 

Slovakia) · -I 
· Enrolled: 

Age Range: 
Gender: 
Race: 

. Dropped: 

. Completed: 

Safety Variables: 

Efficacy Variab(es: 

Safety Results: 

Efficacy Results: 

200 (200, Albania) I 
18 - 45 
female 
n/a 

0 l 

200 l 
i 

Frequency of blood transfusion; administra~on of IV fluids and 
hospitalizati~n I 

Success, complete abortion·without a surgical intervention . I 
·Blood transfusion = 0 1 . I 

Administration IV fluids = 0 
Hospitalization = 0 

Success 

i 
I 

= 98.0% (19(5/200) 

Results _still preliminary. 
I 

j 

I 
I 
I • 

I 
I 

r . 

j . 

I 

t ·, 
I 

! 
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STATUS REPORT OF OTHER POST MARKETING STUDIES - ONGOING STUDIES 

STUDY STATUS SUMMARY (Ill) - SEPTEMBER 27, 2002 

Study Title: 

Protocol Number: 

Study Phase: 

Date of Study Initiation: 

Mifepristone-misoprostol medical abortion: Simplifying lhe 
regunen 

205-India 

Ju ly 2002 

Study Status (Ongoing/Completed/Discontinued) : Ongoing 

Investigator(s)/Study Center(s): 

ltiff4):16H6l 

Objective: To investigate the safety, efficacy and acceptability of a simplified regimen of 
mi fepristone-misoprostol medical ab011ion, including home administration of 
mjsoprostol and a lower dose of mifepristone (200 mg). 

Study Design: Prospective, non-comparative trial 

Drugs: 

lnvestigational Drug: 

Control Drug: 

Dosage: 

D escriptio11 of Patients: 

N umber of Patie1its 

Planned: 
Enrolled: 

Age Range: 
Gender: 
Race: 

Mifepristone + Misoprostol 

None 

00 mg oral mifepristone, 400 µg oral mjsoprostol (2 days later 1 

Pregnant women with gestations under 5(, days Ll\1P. 

400 
50 
18 - 45 
female 
n/a 
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STUDY STATUS SUMMARY (III)- SEPTEMBER 27, 2002 (CONT.) 

o - I Dropped: 
Completed: 

Safety Variables: 

Efficacy Variables: 

Safety Results: 

Efficacy Results: 

50 

Frequency of blood transfusion, administration ofN fluids and 
I 

hospitalization 1 
i 

Success, complete abortion without a surgical !intervention 
: 

Blood transfusion 
Administration N fluids 
Hospitalization 

Success 

Results preliminary. 

=O 
=O 
=0 

=80% 
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STATUS REPORT OF OTHER POST MARKETING STUDIES - ONGOING STUDIES 

STUDY STATUS SUMMARY (IV) - SEPTEMBER 27, 2002 

Study Title: 

Protocol Number: 

Study Plu,se: 

Mifepristone-misoprostol medical abortion: Expanding access and 
increasing autonomy 

283 

Date of Study Initiation: June 2001, France 
December 200 I , Sweden 

Study Status (01tgoing/Completed/Disco11tinued): Ongoing 

Juvestigator(s)/Study Center(s): 

Objective: 

Study Design: 

Drugs: 

------------------------(~--(<l),(bf(61 

To inve.stigate the safety, efficacy and acceptability of a regimen of 
mifepristonc-misoprostol medical abortion which includes 200 mg 
mifepristone (600 mg in Sweden) and two doses of 400 µg misoprostol 
given 2 days apart (1 and 3 days following administration of 
mifepristone). 

Prospective, non-comparative trial 

Investigationaf Drug: Mifepristone + Misoprostol 

None Control Dn,g: 

Dosage: 

Description of Patients: 

Number of Patients 

Planned: 
Enro!Led. 

200 mg oral mifepristone, 2 doses 400 µg oral misoprostol (J and 3 
days later) 

Pregnant women with gestations under 5.6 days LMP 

250 (100, Austria; l 00, Sweden; 50, France) 
102 (52, Sweden; 50, France) 
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I 
STUDY STATUS SUMMARY (IV)-SEPTEMBER27, 2002 (CONT.) 

Age Range: 18 -45 
Gender: 
Race: 

Dropped: 
Completed: 

Safety Variables: 

Efficacy Variables: 

Safety Results: 

Efficacy Results: 

female 
n/a 

0 
102 I 

I -
Frequency of blood transfusion, administration of IV fluids and 

I 

hospitalization : 
i 

Success, complete abortion without a surgibal intervention 

Blood transfusion 
Administration IV fluids 
Hospitalization 

Success 

Results still preliminary. 

=0 
=0 
=0 

100.0% (102/102) 

I 
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STATUS REPORT OF OTHER POST MARKETING STUDIES - ONGOING STUDIES 

I 
STUDY STATUS SUMMARY (V)-SEPTEMBER 2r, 2002 

Study Title: 

Protocol Number: 

Study Phase: 

Mifepristone-Induced Cervical Softening Pl or to Hysteroscopy 

290 (The Population Council is the sponsol of this study. The 
investigational drng was provided by Exelgyn, Paris, France) 

Date of Study Initiation: December 25, 2001 

Study Status (Ongoi11g/Completed/Discontinued): Ongoing 

bivestigator(s)l$tudy Center(s): 

1) 

Objective: 

Study Design: 

Drugs: 

(b) (4), (bl (6I 

The objective of this study is to determine whethei; mifepristone produces 
cervical softening and dilation in non-pregnant wdmen who require 
hysteroscopy for a medical indication. I 
Randomized double blind placebo controlled study 

Jnvestigational Drug: Mifegyne® from Exelgyn 

Placebo Control Drug: 

Dosage: 

Description of Patients: 

Number of Patients 

Planned: 
Enrolled: 

Age Range: 
Gender: 
Race: 

Dropped: 
Completed: 

200 mg oral mifepristone or placebo I 

I 
I Normal non-pregnant women who are scheduled to undergo 

hysteroscopy for a medical indication. 
1 

60 (30 treated and 30 placebos) 
56 
18 - 50 
female 
n/a 

0 
56 
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STUDY STATUS SUMMARY (V)- SEPTEMBER 27, 2012 (CONT.) 

Safety Variables: Follow normal safety evaluation. (The double blind code will be 
broken in case of an adverse event, which i±right threaten the 
women's health.) 

Efficacy Variables: 

Safety Results: 

Efficacy Results: 

As a result of the study treatment there may be a reduction in pain 
which normally occurs with a hysteroscopY, procedure. 

No adverse events were reported. 

Since this is a double blind study its premature to determine the 
effectiveness of this study until the study iJ completed and the 
code is broken. I 



FDACDER000580

Obtained via FOIA by Judicial Watch, Inc.

STATUS REPORT OF OTHER POST MARKETING STUDIES - ONGOING STU DlES 

STUDY STATUS SUMMARY (Vl) - SEPTE.MBER 27, 2002 

Study Title: 

Protocol Number: 

Study Phase: 

A randomized study of buccal versus vaginal misoprostol 
administration 24 to 48 hours after rnifepristone (200 mg) for abortion 
up to 56 days LMP 

302 

Date of Study Initiation: December 31 , 2001 

Study Status (Ongoing/Completed/Discontinued): Ongoing 

lnvestigator(s)/Study Center(s): 

Objective: 

Study Design: 

Drugs: 

I) 

To compare the safety, efficacy and acceptabi lity of two regimens of 
mifepristone-misoprostol medical abortion, 800 µg buccal misoprostol and 
800 µg vaginal misoprostol given 24 to 48 hours following administration of 
200 mg mi repristone. 

Randomized, comparative trial 

lnvesligational Drug: Mifepristone + Misoprostol 

ConLrol Drug: 

Dosage: 

Description of Patients: 

Number of Patients 

Planned: 
Enrolled: 

Age Range: 
Gender: 
Race: 

one 

200 mg oral mifepristone, 800 ~Lg buccal or vaginal m1soprostql ( I to 
2 days later) 

Pregnam women with gestations under 56 days LMP 

442 
141 
18 - 45 
female 
n/a 
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STUDY STATUS SUMMARY (Vl)-SEPTEMBER27, 2002 (CONT.) 

Dropped: 
Completed: 

Safety Variables: 

Efficacy Variables: 

Safety Results: 

Efficacy Results: 

0 
141 

Frequency of blood transfusion, administration of IV fluids and 
hospitalization J 

I 
Success, complete abortion without a surgical intervention 

f 

i 
Blood transfusion = 0 1 

Administration IV fluids = 1 
Hospitalization = 0 

Success 

95.5 (800 µg buccal misoprostol, n = 66) 

90.0 (800 µg vaginal misoprostol, n = 67) 

Results still preliminary. 
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STATUS REPORT OF OTHER POST MARKETING STUDIES - ONGOING STUDIES 

STUDY STATUS SUMMARY (VII) - SEPTEMBER 27, 2002 

Study Title: 

Protocol Number: 

Study Phase: 

Mifepristone followed in 24 to 48 hours by misoprostol for 
late first trimester abortion (between 9 and 12 weeks LMP) 

313 

Date of Study Initiation: May 31, 2002 

Study Status (Ongoing/Completed/Discontinued): Ongoing 

Investigator(s)/Study Center(s): 

Objective: 

Study Design: 

Drugs: 

l) 
2) 

(bf(4), (b) (6) 

To examine the safety, efficacy and acceptability of a regimen of 200 mg 
mifepristone and 800 µg misoprostol (and up to two additional doses of 400 
µg oral mfaoprostol every 3 to 4 hours follo,wing the initja] dose, where 
necessary) for termination of gestations 64 1to 84 days LMP. 

Prospective, non-comparative trial 

Jnvestigational Drug: Mifepristone + Misoprostol 

Nooe Control Drug: 

Dosage: 

Description of Patients: 

Number of Patients 

Planned: 
Enrolled: 

Age Range: 
Gender: 
Race: 

200 mg oral mifepristone, 800 µg vaginal misoprostol 1 to 2 days 
later. Up to 2 additional doses of 400 µg oral nlisoprostol every 3 to 4 
hours folJowing initial dose, where necessary. 

~regnant women with gestations un tlcr 64 to 84 days LMP 

250 
18 
18 - 45 
female 
n/a 
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STUDY STATUS SUMMARY (Vll)-SEPTEMBER 27, 2002 (CONT.) 

Dropped: 
Completed: 

Safety Variables: 

Efficacy Variables: 

Safety Results: 

Efficacy Results: 

0 
18 (15, Rochester; 3, India) 

Frequency of blood transfusion, administration ofIV fluids and 
hospitalization 

Success, complete abortion without a surgical intervention 

Blood transfusion 
Administration IV fluids 
Hospitalization 

Success 

Results still preliminary. 

= O 
= O 
= O 

= 88.9% (16/18) 
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STATUS REPORT OF OTHER POST MARKETING STUDIES - COMPLETED STUDIES 

STUDY STATUS SUMMARY (I)- SEPTEMBER 27, 2002 

Study Title: 

Protocol Number: 

Study Phase: 

Date of Study Initiation: 

Mifepristooe-misoprostol medical abortion: Simplifying the 
regimen 

205-Vietnam 

January 1, 2001 

Study Status (Ougoiltg/ Completed/Discontinued): Completed 

lnvestigator(s)/Study Center(s): 

Objective: 

Study Design : 

Drugs: 

Jnvestigational Drug: 

Control Drug: 

To investigate the safety, efficacy and acceptab ility of a simplified 
regimen of mi fepristone-misoprostol medical abortion, including 
home administration of misoprostol and a lower dose ofm1fepristone 
(200 ng). 

Prospective, non-comparative hial 

Mifepristone + Misoprostol 

None 

(b) (.f), {6f(6J 
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STUDY STATUS SUMMARY (1) - SEPTEMBER 27, 2002 (CONT.) 

Dosage: 

Description of Patients: 

Number of Patients 

Planned: 
Enrolled: 

Age Range: 
Gender: 
Race: 

Dropped: 
Completed: 

Safety Variables: 

Efficacy Variables: 

Safety Results: 

Efficacy Results: 

200 mg oral mi fcpristone, 400 ~Lg oral misoprostol (2 days later) 

Pregnant women with gestations under 56 days LMP 

1600 
1560 
18 - 45 
female 
n/a 

0 
1560 

Frequency of blood transfusion, administration ofIV flu ids and 
hospitalization 

Success, complete abortion without a surgical intervention 

Blood transfusion 
Administration IV fluids 
Hospitalization 

Success 

= 0 
= 0 
= 0 

Home users: 88.3 (1178) 
Clinic users: 93.3 ( 167) 

Results still preliminary. Final results to be calculated in 
coming months. 
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I 
STATUS REPORT OF OTHER POST MARKETING STUDIES-COMPLETED STUDIES 

I 
STUDY STATUS SUMMARY (11) - SEPTEMBER 27, 2002 

1 

I 
Study Title: Comparison of abortions induced by mifepristone followed by vaginal 

versus oral misoprostol up to 56 days gestation 
I 

Protocol Number: 298 I 

Study Phase: 

Date of Study Initiation: February 27, 2001 

Date of IND Submission: June 19, 2001 (Submission Serial Number 2:16) 

Study Status (Ongoing/Completed/Discontinued): Completed 

bivestigator(s)/Study Center(s): 

1) 
2) 
3) 

4) 

5) 

I 

(b) (4), (bl (6I 

Objective: To compare the safety, efficacy and acceptability ofithree regimens of 
mifepristone-misoprostol medical abortion, 400 µg 6ral misoprostol, 600 µg 
oral misoprostol and 800 µg vaginal misoprostol gii en 24 to 48 hours 
following administration of 200 mg mifepristone. 

1 

Study Design: Randomized, comparative trial 

Drugs: 

Investigational Drug: 

Control Drug: 

Dosage: 

Descriptio11 of Patients: 

Mifepristone + Misoprostol 

None i 
i 

200 mg oral mifepristone, 400 µg oral misoprostol or 600 µg oral 
misoprostol or 800 µg vaginal misoprostol (1 to 2 days later) 

I 
Pregnant women with gestations under 56 ddys LMP 

i 
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STUDY STATUS SUMMARY (II)- SEPTEMBER 27, 2002 (CONT.) 

Number of Patients 

Planned: 
Enrolled: 

Age Range: 
Gender: 
Race: 

Dropped: 
Completed: 

Safety Variables: 

Efficacy Variables: 

Safety Results: 

Efficacy Results: 

1500 
971* 
18 - 45 
female 
n/a 

0 
971 I 

Frequency of blood transfusion, administrajon of IV fluids and 
hospitalization I 

I 

Success, complete abortion without a surgical intervention 

Blood transfusion 
Administration IV fluids 
Hospitalization 
Death 

=1 
=2 
=1 
=1 

! 
su~~s = i 

94.7 ± 2.5 (400 µg oral misoprostol, n =302) 
92.7 ± 3.0 (600 µg oral misoprostol, n=294)J 

94.1 ± 2.6 (800 µg vaginal misoprostol, n=301) 

Results still preliminary. 

' 
i 

* Please note the enrollment figure of 940 as reported in the last annual report for NDA 20-687 

dated December 14, 2001 was a preliminary emollment figure. i 

I 
! 
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Popuiation Council/Danco Laboratories, LLC 
Annual Report for 'Mifepristone Tablets, 200 mg 

Sept. 28., 2001 - Sept. 27, 2002 
NOA 20-687 

POPULATION COUNCIL/DANCO LABORATORI : S, LLC . . I 
ANNUAL .REPORT FOR MIFEPRISTON.E TABLETS, 200 mg 

NOA.# ·20-687 

TIME PERIOD COVERED: SEPTEMBER 28, 2001 -SEPT . MBER 27, 2002 

this document constitutes trade sec~et and confl_dential commer~ial infor~ation exemp
1
t fr.om public ?isclosure under 

21 C.F .R. 20.61 . Should FDA tentatively determine that any portion of this document Is d1sclosable m response to a 
request ~nder the Freed?m ?f Information A~t, Danco Laboratories, LLC requests _imm-kdi::ite cgflli~~rc~Pn and an 
opportunity for consultation maccordance with 21 C.F.R. 20.45. Contact number 1s 

Page 1 
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Population Council/Danco Laboratories, LLC 
Annual Report for Mifeprlstone Tablets, 200 mg 

Sept. 28, 2001 - Sept. 27, 2002 
NOA 20-687 
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Population Council/Danco Laboratories, LLC 
Annual Report for Mifepristone Tablets, 200 mg 

Sept. 28, 2001 - Sept. 27, 2002 
NDA 20-687 

9(a) SUMMARY OF SIGNIFICANT NEW INFORMATION 

A "Dear Health Care Provider" letter, developed with the FDA was sent to all 
current Mifeprex® providers and to new providers thereafte1. See Attachment 1. 

I 

During the reporting period, Supplement S-001 was filed toiextend the expiration 
dating o. f Mifeprex from 18 months to 24 months. This Supjlement wa.s 
approved on March 29, 2002. I 

The approval letter for this product waived the pediatric requirement so no 
information on that subject is reported. 

Danco has received information, from Laboratoires Exelgyr:i and from certain 
clinical investigators conducting studies under their own INbs, which, although 
n~t r~~uired to b_e report~d as perio?ic or 15-day reports, ~ay constitute 
"s1grnf1cant new mformat1on ... that might affect the safety ... of the drug product." 
That information is included as Attachment 2 and AttachmJnt 3 respectively. 

Page 3 
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Population Council/Danco Laboratories, LLC 
Annual Report for Mifepristone Tablets, 200 mg 

9(b) DISTRIBUTION DATA 

Sept. 28, 2001 - Sept. 27,, 2002 
NDA 20-687 

During the period of this report, a total of <bH
4
> batches were released for 

distribution. The standard theoretical batch size is <b><
4
> tablets (equivalent to 

<b><4> patient packs containing three tablets each). The NDC number for 
Mifepri stone Tablets, 200 mg is 64875-001-03. A summary of the commercial 
distribution data fo r the reporting period is tabulated below. 

DISTRIBUTION DATA FOR MIFEPRISTONE TABLETS, 200 mg 

NOC 64875-001-03 # of patient packs 
(3 tablets/pack) 

f---:-:-----,-,------,----,----,--,------,----------r---- (b)(<I) 
# patient packs shipped 
# patient packs returned (short dating) 

Net # shipped (b)(4 ) 

Page4 
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Population Council/Danco Laboratories, LLC 
Annual Report for Mifepristone Tablets, 200 mg 

9(c) LABELING 

Sept. 28, 2001 - Sept. 27, 2002 
NOA 20-687 

There were no changes in the labeling during the reporting period . 

Immediately following are samples of the printed foil, package insert, package 
carton, patient brochure and medication guide. 

Page 5 
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NDA20..-1 
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MIFEPREX™ 
(mifepristone) Tablets, 200 mg 
For Oral Administration Only 

1f Mifeptcx• results in incomplete abortion. surgical intervention may 
be n=sary. Prescribets should detcnninc in advance whether they wil 
provide such care themselves or through other providers. P!CScn'be!s 
s:hould also give patients clear iJistructions on whom to call and what to 
do in the event of an emergency following administration of Mifeprex. 

Presqi~ ~ouk'!\nal(e sure tllat patienis receive and have an opportunity 
to discµss tfte Medicanqn Guide and the PATIENT AGREEMENT. 

DESCRIPTION 

Mifeprex tablets each contain 200 mg of mlfe{'ristone, a synthetic 
steroid with antiprogestational effects. The tablets are light yellow in 
C-Olor, •Cylindrical and biconve~ and are intended for oral administration 
only. The tabletS include the inactive ingredients colloidal silica anhydrous, 
corn starch, povidone, microcrystallioe cellulose, and magnesium 
stearate. 

Mifepristooe is a substituted 19-nor steroid compound chemically desig­
nated as I IB-[p-(Dimethylamino)phenyl]-178-hydroxy-17-
( l•propynyl)estra-4,9-dien-3-one. Its empiriw fonnula is Ci~35N~. 
Its structural formula is: 

THJ 
CHJ,.,N 

0 

I 

The compound is a yellow powder with a molecular weight of 429.6 and 
a melting Point of l 92C l 96"C. It is very soluble in methanol, chloroform 
and acetone and poorly soluble in water, hexane and isopropyl ether. 

• Mifqirei< is a trademark of Danco Laboratories, LLC. 

CLINICALPHARMACOWGY 
Pharmacodynamic Activity 

The an~-pro~tational activity of mifepristone results from competitive 
m1eraot1on with progesterone at progesterone-receptor sites. Based on 
studies will\ various oral doses in several animal s-p¢eics (mouse, rat, 
rabbit and monkey), the C-Ompound inhibits the activity of endogenous 
or exogenous progesterone. The termination of pregnancy tesults. 

DoSC$ of I mg/kg or greater of mifepristone have been shown to antag­
onize the endome'trial all(! myomctrial effects of progesterone in 
women. During pregnal)cy, the compound sensitizes the myometrium to 
the contraction-inducing activity of prostaglalidins. 

Mifepris!one also exhibits antiglucocorticoid and weak antiandrogenic 
activity. The activity of the glucocorticoid dexametbasone in rats was 
inhibited foltowing doses of 10 to 25 mg/kg ofmifepristooe. Doses of 
4 .5 mg/kg or greater in human bemgs resulted in a compensatory eleva­
tion of adrcoocorticotropi.c hormone (ACTH) and cortisol. 
Antiaodrogeoic activity was observed in rats following repeated admin­
istratloo of doses from 10 to JOO mg/kg. 

Pbarmacoldnetlcs and Metabolism ,. 

A fJtorptio11 

Following oral administration of a smgle dose of 600 mg, mifepristone 
is r•pidly absorbed, with a peak plasma conccno:ntion of 1.98 m.g/1 
occurring approximately 90 minutes after ingestion. The absolute 
bioavailability of a 20 mg oral dose is 69%. 

Dlstrl/Jutio11 

Miiopristonc is 98% bow,d I<> plasma protcios, albumin 1t11d a1 •acid 
glycoprotein. Blnding to the latter protein is saturable, and the drug dis­
plays nonlinear kinetics with respect to ptasma coocentratio.o and clear• 
ance. Following a distribution phase, elimination of mifepristooe is slow 
at fir.;t (50% eliminated betW'ccn 12 and 72 hours) and then becomes 
more rapid with a tennioal elimination half-life of 18 hoUts. 

!,fefllbofism 

Metaboli~ ofmifeptis\one is primarily via pathways involving N­
d~rnetby)aaon and t~rrrunal hydroxylation of me. 17-eropynyl chain. In 
vitro srudies have sliown that CYP450 3A4 ,s pni:nanly responsible for 
the metabolism. The three major metabolites 1deotificd in humans are: 
(I) RU 42 633, the most widely found in plasma, is the N-mono­
demetbylated metabolite; (2) RU 42 848, which results from the loss of 
two methyl groups from tho 4-dimetbylaminopbenyl in position JIB; 
and (3) RU 42 698. which results from terminal hydroxylation of lhe 
17-propynyl chain. 

l!:ttreffl>II 

By 11 days after a 600 mg dose oftritiated compound, 83% of the drug 
bas beeJI accounted for by the feces and 9¾ by the urine. Serum levels 
are uodeteclable by I I days. 

Special Populado11s 

The effects of age, hepatic disease and renal disease on the safety, effi­
cacy and pbannacokinetics of mifepristone have oot been investigated. 

CUnlcal Studies 

Safety and efticacy data from the U.S. clinical trials ond from two 
French trials of mifepristone arc reported below. The U.S. trials provide 
safety data· on 859 women and efficacy data on 827 women with gesra­
tion durations of 49 days or less ( dllted from the first day of the last 
menstrual period). In the two Frellcb clinical trials, safety evaluable data 
arc available for 1800 women, while efficacy information is available 
for 1681 oftbese women. Success was defined as the complete expul­
sion of the products of conception without the need for surgical inter• 
vention. The overall rates of success aud failure, shown b)' mison for 
failure, for the U.S. and French studies appear in Table, I. 

In the U.S. trials, 9i, I% of the 827 subjects bad a complete medical 
abortion, as shown in Table !. lo 52 women (6.3%) expulsion occurred 
within two dayg, and resulted from the itction of mifcpristooe (600 mg) 
al.one, unaided by anisoprosto~ an analog ofprostaglandin E1, All other 
women without an apparent expulsion took a 400 µg do.~e of misopros- ' 
tol two days after taldog mifepristone. Many women (44.1%) in the. 
U.S. trials expelled the products of conception within four hoUts afler 
taking mis<>proool aod 62.8% e,qierienced expulsion within 24 holllS"·,-, 
after the misoprostol administtation. Jhere \\'.ete 65 women {7.9%) who 
received surgical intervootions: 13 (1.6%) were medically' indicated 
interventions during the study period, mostly fot excessive l>lceding; 
five (0.6%) interveotioll$ oocurrcd at the patient's request; 39 women 
(4.7%) bad incomplete abortions at the end dl'tbe uudy protocol; and 
eight ( l .0%) bad ongoing pregnancies at the end of the study protocol. . •·, 

Women who participated in the U.S. trials reflect the racial and ethnic 
·coniposition of Amcticau women. The majority of women (71.4%) 
were Caucasian, while 11.3¾ were African American, 10.9% were East 
Asian, and 4. 7% were Hispanic. A Slllall pcn,entage (I .7%) belonged to 
other racial or ethoi.c groups. Women aged 18 to.45 were emolled in 
the trials. Nearly two-thirds (66.0%) of the women were under 30 years 
old with a mean age of 27 years. 

lo the French trials, complete medical aboitioo occw'red in 95.5¾ c;,f the 
1681 subjects, as shown in Tobie I. In 89 women (5.3%); complete 
abortion occurred wi.thm two days oftaldng mifepristone (600 mg). · 
About half of the women (50.3%) in the French trials expelled the prod­
ucts of conception during the (11$1 four hours •immediaJely following 
admioistraqqQ of misoprostol and 72.3% expetjcn.oed expulsion within 
24 hours after taking misoprostol. In total, 4.5% of women It! 1he 
French trials u)timately received sul'gical intervention for excessive 
bleeding, incomplete abortions, or oogoillg pregnancies al the end of the 
protocol. · . 

Tal>k l 

' 0.l<Olllffeildwlo& 
........... "1dt Mlrepristone'ud Mio•~ ..... U.S.ud I'-TNII . ' 

U.S. T.W. - •bntalr 

N % -"'--"-----
eo.,;kkm-t M>Ol'tl!>a ~~ . 92.1 1605 '" runms PCPPlll!bt 

Bcm,..,,.,.jvilll 52 (6.J) &9 (5.3) 

Dui:iq_,,nd ""' 
- ,IC1Sthao4hnalla.._-f 365 (".I) 846 (51l3) 

Alil<-wil 
- •'"'•-•lnm1t&sdwo2,i... 

ofter mioopn>clot 155 (IS.7) 370 (,22.(JJ - .-111ao u ln wr mloopmsrnl 68 (J.2) 145 (8,6) 

Timeofe,q,ulsloolllltnown 122 (I~) 155 (9.2) 

S"'ll<-otlo..,_lloa 4i5 73 76 , .s 
Ra:soofoc'surtg;y 

Medi<&IIY"""""'l'"""""11ioatdiirini 
..... .a,, - IJ (1.6) NA ()IA) 

Pllicar,q- 5 (P.6) NA (NA) 
T, .. _, of blocding c!uri,,g"""" NA (NA) 6 (0.3) 
~«pulsicm Olw!yml 39 (4.7) 48 (2.9) 
Qoaolna-llstwly""4 I (1.0) 22 (1.3) 

Tecal 127 100 1611 100 

N-: Mifq,ri,to,w600 ,,v:.,./...,od,nl,us-,J oo D,,y /, ""-'1,k>I 100 J'g 
_,_,,.,.,, ... Day1(s<ia>ltdvt,lf). 

INDICATION AND USAGE 

Mifeprcx is indicated for tbc medical termination of intrauterine preg­
nancy throygb 49 days' pregnancy. For plll])OSC'$ of this treatment, 
pregnancy is dated from the first day of the last menstrual period in a 
presumed 28 day cyc!e·with ovulation occurring at mid-<:ycle. The 
duration of pregnancy may be determined from menstrual history and 
by clinical examination. Ultrasooographic scan should be used if the 
duration of pregnancy ls uncertain. or if ectopic pregnancy is suspected. 

Any intrauterine device ("IUD") should be removed before treatment 
with Mifeprex begins. • 

Patients talcinl! ~rex must take 400 µg of misoprostol two days 
after taking mifeptiStonc unless a complete abortion bas already been 
con6.rmed before lhat time (see DOSAGE AND ADMINISTRATION). 

Pregnancy tennination by surgery is recommended in cases when 
Mifcprex and misopr6stol fail to ca\lse termination of intrauterine preg­
nancy (see PRECAUTIONS). 

CO NTRAINDICA'rfONS 

Adroinisttation ofMifeprex and misoprostol for the te.rmination of preg­
nancy (the "treatment procedure'') is contraindicated in patients with 
any ooe of the following conditions: 

t 
I 

I 
1· 
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Confirmed or suspected ectopic pregnancy or undiagnosed 
adnexal mass (the treatment procedure will not be effective 
to terminate an ectopic pregnancy); 
IUD in place (see INDICATION AND USAGE); 
Chronic adrenal failure; 
Concurrent long-term corticosteroid therapy; 
History of allergy to mifepristone, misoprostol or other 
prostaglandin; · 
Hemorrhagic disorders or concurrent anticoagulant therapy; 
Inherited porpbyrias. 

Because it is important to have access to appropriate medical care if an 
emergency develops, the treatment procedure is contraindicated if a 
patient does not bave adequate access to medical facilities equipped to 
provide emergency ·treatment of incomplete abortion, blood transfu­
sions, and emergelicy 'resuscillltion during the period from the first yisi~ 
un.til discharged by the administering physician. 

Mifeprex also should not be used by any patient who may be unable to 
understand the effects of the treatment procedure or to comply with its 
regimen. Patients should be instructed to review the Medication Guide 
and the PATIENT AGREEMENT provided with Mifeprµ carefully and 
should be given a copy of the product label for their review. Patients 
should discuss their tmderstanding of these materials with their health 
care providers, and retain the Medication Guide for later reference (see 
PRECAUTIONS). 

WARNINGS 
(see CO~ICATIONS) 

1. Bleedl11g 

Vaginal bleeding occurs in almost all patients during the treatment pro­
cedure. According to data from the U.S, and French trials, wom·en 
should expect to experience bleeding or spotting for an average of nine 
to 16 days, while up to 8% of all subjects may experience some type of 
bleeding for 30 days or more, Bleeding was reported to last for 69 days 
in one patient in the French trials. In general the duration of bleeding 
and spotting increased -as the duration of the pregnancy increased. 

In some cases, excessive bleeding may require treatment by vasocon­
strictor drugs, curettage, administration of saline infusions, end/or blood 
transfusions. In the U.S. trials, 4.8% of subjects received administration 
ofuterotonic medications and nine women (1.0%) received intravenous 
fluids. Vasocolistrictor drugs were used in 4.3% of all subjects in the 
French trials, and in 5.5% of women there was a dccn:ase in bemo­
glob_in of more than 2 g/dL. Blood transfusions were administered in 
one of859 subjects in the U.S, trials and in two of 1800 subjects in the 
French trials. ~ince heavy bleeding requiring curettage occurs in about 
I% of patients, special ca,re should be giveri to patients with bemostetic 
disorders, hypocoagulability, or ·severe anemia. 

2. Confirmation of Pregnancy Termination 

Patients should be scheduled for and return for a follow-up visit at 

approximately 14 days after administration.ofmifeprisione to confirm 
that the pregnancy is completely terminated and to assess the degree of 
bleeding. Vaginal bleeding is not evidence of the termination of preg­
nancy. Termination can be confirmed by c.linical examination or ultra­
sonograpbic scan. Lack of bleeding following treatment, however, usu­
ally indicates failure. Medical abortion failures should be managed with 
surgical termination. 

PRECAlfTIONS 

General 

Mifeprex is available only in single dose packaging. Administration 
must be under the supervision of a qualified physician (see DOSAGE 
AND ADMlNISTRATION). . 

The use ofMifeprex is assumed to require the same preventive mea­
sures as those taken prior to and during surgical abortion to prevent die­
SUS immunizatiQn. · 

There are no data on the safety and efficacy of mifepristone in women 
with chronic medical conditions such as cardiovascular, hypertensive, 
hepatic, respiratory or n:nal disease; insulin-dependent diabetes mel­
lirus; severe anemia or heavy smoking. Women who are more than 35 

. years of age and who also smoke IO or more cigarettes per day should 
be treated with caution because such patients were generally excluded 
from clinical trials of mifepristone. 

Although there is no clinical evidence, the effectiveness of Mifeprex 
may be lower if mis~prostol is administered m,ore than two days after 
mifepristone administration. 

Information for Patients 

Patients should be fully advised of the treatment proceilure and its 
effects. Patients should be given a copy of the Medication Guide and 
the PATIENT AGREEMENT. (Additional copies of the Medication 
Guide and the PATIENT AGREEMENT are available by contacting 
Danco Laboratories at 1-877-4 Early Option) (l-877-432-7596). 
Patients should be advised to review both the Medication Guide and tbe 
PATIENT AGREEMENT, and should be given the opportunity to dis­
cuss them and obtain answers to any questions they may have. Each 
patient must understand: ' 

the necessity of completing the treatment schedule, including a 
follow-up visit aP,Proximately 14 days after talcing Mifeprex; 
that vaginal bleeding and uterine cramping probably win· occur; 
that prolonged or heavy vaginal bleeding is not proof of a 
complete expulsion; 
that if the treatment fails, there .is a risk of fetal ma!fol!llation; 
that medical abortion treatment failures are managed by 
surgical termination; and 
the steps to take in an emergency situation, including pre­
cise instructions and a telephone number that she can call if 
she has any problems or concerns. 

Another pregnancy can occur following tennination of pregnancy and 
before resumption of normal menses. Contraception can be initiated as 
soon as the termination of the pregnancy bas been confinned, or before 
the woman resumes sexual intercourse. 

Patient information is included with each package of Mifeprex (see 
Medication Guide). 

Laboratory Tests 

Clinical examination is necessary to confum the complete termination 
of pregnancy after the treatment procedure, Changes in quantitative 
human Chorionic Gonadotrppin (hCG) l~vels will not be decisive until 
at least IO days after the administra.tion of Mifeprex. A continuing 
pregnancy can be confinned by ultrasonograpbic scan. 

The existence of debris in the uterus following the treatment procedure 
will not necessarily require surgery for its removal. 

Decreases in hemoglobin concentration, hematocrit and red blood cell 
count occur in some w9men \\!ho bleed heavily. Hemoglobin decreases 
of more than 2 g/dL occurred in 5.5% of subjects during the French 
clin!cal trials of mifepristone and, misoprostol:, 

Clinically significant changes in serum enzyme (scrum glutamic 
oxaloacetic transaminase (SGOT), serum glutamic pyruvic transaminase 
(SGPT), alkaline phosphatase, gamma-glutamyltr:msferase (GT)) activ-
ities were rarely reported. \ 

Drug Interaction,• 

Although specific drug or food interactions with mifepristone have"not 
been studied, on the basis of thls drug's metabolism by CYP 3A4, it is 
~ssible th_at ~e!<>?Onazole, i1!3Co~le, ~tythromycin, and ~pefi?it 
Jwce may inh1b1t its metabolism (1ncreasmg· serum levels-of nufep.ns­
tone). Furthermore, rifampin, dexamethasone, St. John's Wort; and cer­
tain anticonvulsants (phenytoin, phenobarbital, carbamazepin~) may 
induce mifepristone metabolism (lowering serum levels ofmifepristone). 

Based on in vitro inhibition information, coadministration of mifepris­
tone may lead to an increase in serum levels of clrugs that are CYP 3A4 
substrates. Due to the slow elimination of mifepristone from the body, 
such interactjol) may be observed for a prolonged period after its admin­
istration. T!ierefore, caution should be exercised when mifepristone is 
administered with drugs that are CY];' 9A4 substrates and have narrow 
therapeutic range, including some agents~ during general anesthesia. 

. Carcinogenesis, Mutagenesls. lmP,alrment of Fertility 

No long-term studies to evaluate the carcinozcnic J!Otential ofmifepris­
tone have been performed. Results from studies conducted in vitro and 
in animals have revealed no genotoxic potential for mife~ristone, 
Among tbe tests ~arri~(j o\lfweie; Ames test with and without metabol-
ic activation; gene conversion test in Saccharomyces cerevislae D4 ' 
_cells; forward mutetio,n in Schizosaccharomyces pompe PI cells; induc­
tion of unscheduled DNA synthesis in cultured HeLa cells; induction of 
chromo~ome aberrations in CHO' cells; fn vitro tei;t for ~enc _mutation in 
V79 Chinese bamsW lung cells; and·micronucleus (est m 1D1ce. 

The pbarmacolo$lcal activity of mifcpristone disrupts the estrus cycle of 
animals, precludmg studies designed to assess effects on fertility during 
drug administration. Three studies have been performed in rats to deter­
mine whether there were residual effects on reproductive function after 
termination of the drug exposure. 

In rats, administration of the lowest oral dose of 0.3 mg/kg/day caused 
severe disruption of the estrus cycles for the three weeks of the treat­
ment period. Following resumption of the esti)IS cycle, animals were 
mated and no effect on reproductive perfo.rmance was observed. In a 
neonatal exposure study in rats, the administration of a subcutaneous 
dose of mifepristone up to I 00 mg/kg on the first day after birth had no 
adverse effect on future reproductiv!l function in males or females. The 
onset of puberty was observed to be slightly premature in female rats 
neonatally exposed to mifepristone. In a separate study in rats, oviduct 
and ovary malformations in female rats, delayed male puberty, deficient 
male sexual behavior, reduced testicular size, and lowered ejaculation 
frequency were noted after exposure to mifepristone (I mg every other 
day) as neonates. 

Pregnancy 

Mifepristone is indicated for use in the termination of pregnancy 
(through 49 days' pregnancy) and bas no other app.roved indication for 
use during pregnancy. 

TeraJogenic Effects 

Human Data 
Over 620,000 women in Europe have taken mifepristone in combination 
with a prostaglandin to terminate pregnancy. Among these 620,000 
women, about 415,000 have received mifepristone together with miso­
prostol. As of May 2000 a total of 82 cases have been reported in which 
women with on-going pregnancies after using mifepristone a/,one or 
mifepristone followed by l\llsoprostol declined to have a surgical proce­
dure at that time. These cases are swnmarized in Table 2. 

Tabkl 

Roport,d c- (as or Moy lOOI) orOit-soboJ Pnpudu N,,t Tenolaal<d by Surpal 
Abortioo 1t Ile E-od ofT....,IIDOll.t ,rill Mikprlslont Alooe 

or"ilh Mlftpristo.oe-Mlsoprodol 

Ml!tprlstoee MlftprillA>D.. Total , 
AIDA• Mlloprottol 

Substqotlldy bad ,arglul .-., 3 1 10 
No obnonMlllia de.l«.J«I 1 1 9 

Abnormalities detected I 0 I 

(sir,nom,/la, cleft Jl"t,u,) 

Subftq■ea.tly lfflllted m uvi birtll 13 13 ?6 

No abnormalllln dtt«1sl at birth IJ /J 26 
Abnonnal/lla tktected a, blrllr 0 0 0 

Otbtt/Olllmo"" 2' 29 46 

' I 
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Several reports bt theJiterall,rre indicate that prostaglandins, includiog 
misoprostol, may have· teratogenic effc<:ts in human beings. Skull 
defects, cranial nc:rve palsies, delayed growth. and psychomotor devel­
opment, facial malforroation and limb defects .have nil been reported 
after exposure during the first nimcstei: 

Animal Data 
Teratology studies in mice, rats and rabbits at doses of 0.25 to 4.0 
mg/k,g (less than J/100 to appro~Iy 1/J the h111J1an exposure}evel 
based on body surface area) were camed out. Becau e of the ann­
progestational activity of:mifepristone, fetal losses were much higher 
than in control animals. SkuU deformities were detected in rabbit stud­
ies at appro~fo1ately 1/6 the human exposure. although no teratogenic · 
effects of :mifepristone have been observed to date in rats or mice. 
These defonnities were most likely due to the mc<:hanical effects of 
uterine contractions resulting from decreased progesterone levels. 

Nonteratogeni; Ejfeels 

The indication for use ofMifeprex in conjunction with misoprostol is 
for the termination of pregnancy through 49 days' duration of pregnancy 
(as dated from the first day oftbe last mens1rual period). These drugs 
iogetb.cr disrupt pregnancy by causing decidual necrosis, myomctrinl 
contractions l'lOd cervical softening, leading to the expulsion oftlle prod­
ucts of conception. 

NUJ'Slnll Mothel"5 

It is not known whether mifepristone is excreted in bu.man milk. Many 
hormones with a similar chemical structure, however, are acreted in 
breast milk. Since the effects of m.ifepristone on infants are unknown, 
breast-feeding women should consult with their health care provider to 
decide if they should discard their breast IJlilk for a few days following 
administration of the medications. 

Pediahic Use 

Safety IU)d·effectiveness in pediaa:ic pati.ents have not been established. 

ADVERSE RMCTIONS 

Toe treatment procedure .is designed lo induce the vaginal bleeding and 
uterine cramping necessaiy to produce an abortion. Nearly all of the 
wmnen who receive Mlfeprcx. and misoprostol will report adverse reac­
tions, and many can be expected to report more than one IUCh reaction. 
About 90% of patients report adverse .reactions following administration 
of misoprostol on day three of the trcatm.ent procedure. Those adverse 
events that =d with a frequency greater than I¾ in the U.S. end 
Fn:ncb trials are shown in Tobie 3. · 

Bleeding and cramping are expected consequences of the action of 
MlfCj>rex. as used in the treau:Dent procedure. Follo.,ving administration 
ofmifepristone and misoprostol in the French clinical studies, 80 to 
90% ofwom.cn reported bleeding more heavily than they do during a 
heavy mmstfual period (see W~GS,Blccdiogforadd.itiooal informs 
ation), Women also typically experie_ace abdomi:oal pain, including 
uterine =ping, Other CO!lllDonlY :'J10rled side effects wete oaus-ea,. 
vo~iting and dia!Tbea Pelvic pain; fainting, headache, dixiiness, and 
asthenia occutred rarely. Senne advme reactions reported during the 
four bow, foUowi.n11 adminislration of misoprostol were judged by 
women as being more severe than other..: the percentage of women who 
considered any particular adverse event as severe ranged from 2 to 35% 
in the U.S. and French trials. After the third day of the treatment proce­
dure, tlle number of reports of adverse reactions declinc:d progressively 
in the .French triats, so that by day 14. reports were rare except for 
reports of bleeding and spotting. 

T')11tof Rtpo111d Adftnogvu1111-. Ad~tlo• or 
~-~lodloU.&ud-Triolr~-) 

AbdominiJ Plin (cramping) 

Ui<rioecnmpios 
N,-. -•Vomitala 
Di■nl,ea 

DuziDcsll 
Fatip 
llodtpaill 
u..n,,....., ........ 
F...,. 
V'ual iruodlOl!S 
v...,;tis 
~ps (chillsfsbaldng) 

Dyspq,si• 
1nlomniJ 
Astbmio 
'4pm 
Aulety 

""""'" Ltukoul>eo 

Sinus:ibl 
Sy,,oope 

Dccrasc m IJanoslolrin a,aier 111m 2 wdL 
PdYicp■in F-. 

OVERDOSAGE 

U.S. Trlab ,._ 'l"riali· 

96 
'A 

61 
31 
26 
20 

12 

10 
9 

NA 
NA 
NA 

NA 
13 
43 
2 

13 
12 

NA 
NA 
NA 
NA 
NA 
NA 

NA 
NA 
NA 

NA 
NA 
NA 
NA 
NA 
NA 

No se.rious adverse reactions were reported io tolenu:ice studies in 
- • • • bl _ , _ _ _ t.,:--..., n , I._ .... n:\i,fpn,"'q,. 

overdose, she should be observed closely for signs o! a<!reruu truJure. 

Toe oral acute lethal dose of mifepristone in the mouse, rat and dog is 
greater than 1000 mglk,g (about 100 times the human dose teeommeod­
cd for termination of pregnancy). 

DOSAGE AND ADMINISTRATIO 

Treatment with Mifeprell: and misoprostol for the tennination of preg­
nancy requires three office visits by the patient, Mifcprex should be P.re­
scribed only by physicians who have read and understood the prescnb­
ing information. Mifeprex may be administered only in a c.linic, medical 
office, or hospital, by or 1n1der the supervision of a. physician, able to 
assess the gestational age of an embryo and to diaguose ectopic preg­
nancies. Physicians must also be able to provide surgical intcrvcotion in 
case$ of incomplete abortion or severe bleeding, or have made plans to 
provide sucb care througb otben, and be able to assure patient access to 
medical w:ilities equipped to provide blood transfusions and resuscita..­
tJon, if nece sary. 

Day ODe: Mlfeprei: Administration 

Patients must read the Medication Guide and read and sign the 
PATIENT AGREEMENT before Mifeprex is administered . .• 

Three2DD mgtable1ll (600 mg) ofMifeprex are taken ina single oral dose. 

Day Three: Ml oprostol Administratioll l 

The patieo1 rerums to the healthcare prov.ider two days after ingesting 
Mifeprex. Unless abortion bas occurred and bas beeo confllllled by clin­
ical examination or ultrasonographic scan, the patient takes two 200 µg 
tablets (400 µg) oftnisoprostol orally. , 

During the period immediately following the administration of miso­
prostol, the patient may need medicalioo for Cl1llDpS or gastrointestinal 
symptoms (see ADVERSE REACI1ONS). Toe patient should be given 
insiructions on what to do If significant discomfort, eJJ:cessivc bleeding 
or other adverse reactions occur 110d should be glven afhone number to 
call if she h queslio following the administration o . ibe mlsoprostol. 
lo addition, the name and phone number of the physician who will be 
haodliog emergencies should be provided to the patient 

Day 14:, P -Trulmem nmlnadon 

PatienlS will .n:tum for a. foUow-up visit 'approllimatcly 14 days after the 
adminisrratloo of Mifcprex. This visit ls very important to confirm by 
ciinica_l examination or ultrasonographic scan tbat a complete termlna- 1 

tion of pre&JJ8Dcy bas occum:d. 

According to data from the U.S. and French studies, women should 
e,cpect .to e.xperienoe bleeding or spotting for an average of nine to 16 
days. Up to 8% of women may experience some type of bleeding for 
more than 30 days. .Persistence of heavy or moderate vaginal bleeding l!,I: 
this visit, however, could indicate an incomplete abortion. 

Patients who have an oogoiJlg pregnancy at this visit have D risk of fetal 
malformation resulting from the treatment Surgical termination is rec­
ommended to manage medical abortion tieatment failures (sec PRE­
CAUTIONS, Pregnancy). 

Advme events, such as bospitalimtion, blood lransfusion, ongoing 
pregnancy, or otbermajor complications following the use nfMifepn:x 
and .misopi:ostol must be reported lo Danco Laboratories. Pl= provide 
a brief clinioal and administrative synopsis of any such adverse cvcn1s 
iD writing to: • 

Medical Director 
Danco Laboratories, LLC 
P.O. Box 4816 
NewYorlc, NY 10185 
1-877-4 Early Option (1-877-432-7596) 

For immQl!iale consulialion 24 hours a day, 7 days a week with an 
~crt in mifeprisione, call Danco Laboratories ot 1-877-4 Early Option 
(1 •877-432-7596). 

BOW SUPPLIED 

Mlfeprex will be supplied oaly to liccosed. physicians who sign and 
return a Prescri'ber's Agreemcnt. Distn'butioo ofMifeprcx will be sub­
ject to specific .requittlnents bnJ?Osed by the distributor, inoludiog pro­
cedures for storage, dosage IJllcking, damaged product retnms and other 
maiters .. Mifcprex is a prescription. drug, allhough it will not be avail­
able to the public through licensed pharqiacics. 

Mifeprex is supplied as Ught yellow, cylindrical, bi-(X)l].vex tablets 
impnoted on one side with "MF.". Each tablet contains 200 mg of 
mifepristone. Tablets are packaged in i,ingle dose blister packets con­
taining three tablets and m supplied In imlividual cartons (National 
Drug Code 6487500103). 

Store at .25°C (77°F); excumons permitted to IS-30°C (S9-86°F) [see 
USP Controlled Room Temperature). 

Manufactured for: 
Danco Laboratories, LLC 
P.O. Bo 4816 
New Yodr, NY 10185 
1-877-4 .Early Option (l,-877-432-7596) 
wwwearlyoptjonpilJ,com, 
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Mifepru (MIF-eb-prex) 
(mifcpristone) 

Read this infonnatioo carefully before lnkiog Mifeprex end misoprostol. 
II will help you understand how the trcabncnt works. This Medication 
Guide does not take the place of talking with your health care provider 
(provider). < 

What is the most important 
information I should know about 
Mifeprex? 

Mlfepru Is u ed to end an earl)' preguancy. h is not approved for 
ending later pregnancies. Early pregnancy means it is 49 days (7 
weeks) or less since your last menstrual period began. By using 
Mifeprex, you probably will not need a surgical procedure 10 end your 
pregnancy. 

When you use Mifeprex, you also need lo take another medicine 
« lled misopro tol You take misoprostol 2 days after you take 
Mifeprex: 

You need to sign a statement (PATIE T AGREEMENl), Before 
)'OU e;et Mifeprex, you will need to read and understand tbe infonnation 
m this Medication Guide. Then you will need to sign a statement that 
you have decided to end your pregnancy. 

You must visit your provider on Dt.y I, Day 3, and about Day 14. • 
See the section called "How should I take Mifcprexr for information 
about what happens at each visit If you do not follow all the steps in 
"How should I take Mifeprex?" you will not know if your pregnancy 
has ended 

Whu to do IC you are still pregnant dter Mifepru or Mlfeprex with 
mlsoprostol treatment. lfyou are still pregnant, your provider will talk 
with you about the other choices you have, including a surgical proce• 
dure to end your pregnancy. There is a chance that there may be birth 
defects if the pregnancy is oat ended. 

Symptoms to expect. This treatment causes cramping and bleeding. 
Usually, these symptoms mean that the ~cnt is working. But 
sometimes you CRl\,get cnunping and bleeding and still be pregnant. 
This is why you most return to your provider on Day 3 and about Day I 4. 

If you are not already bleeding after taking Mifcprcx. you probably wiU 
begin to bleed once you take misoprostoL This 1s a medicmc you take 
on Day 3. Bleeding or spotting COD be expected for an avera$e of9-16 
days and may last for up to 30 days. Your bleeding may be similar to, 
or greater than, a nonnal heavy period. You may see blood clots and 
tissue that come from your uterus. This is an expected part of ending 
the pregnancy. 

Heavy bleeding and the need for su'lery. In about I out of I 00 
women, bleeding can be so heavy that 1t requires a surgical procedure 
(curettage) to stop it This is why you must talk with your provider 
about what to do if you need emergency care to stop heavy and possibly 
dangerous bleeding. 

Before you take Mileprex. Your provider will give you a telephone 
number to call if you have any questions, concerns, or problems. Your 
provider will also give you lhe name and phone number of who will 
handle emergencies. 

Talk with your provider. You and your provider should discuss the 
benefits end risks for you of using Mifeprex. 

What is Mifeprex? 
Mifeprex blocb a hormone needed for your pregnancy to continue. When 
used together with another medicine called misoprostol Mifeprex ends 
your pregnancy. About 5-8 out of 100 women taking Mifeprex will need a 
surgical procedure to end the pregnancy or 10 stop too much bleeding. 

Who should not take Mifeprex? 
Some women should not take Mifeprex. Do not take it if: . 

It has been more than 49 days (7 weeks) since your last menstrual 
period began. 
You have an IUD. It must be taken out before you rake Mifeprex. 
Your provider has iold you that you have a pregnancy outside the 
uterus (ectopic pregnancy). 
You have problems with your adrenal glands (chronic adrenal failure). 
You take a medicine to thin your blood. 
You have a bleeding problem. 
You take certain steroid medicines. 
You canaot return for tbe next 2 visits. 
You cannot easily get emergency medical help in the 2 weeks after 
you rake Mifeprex. 
You are allergic to lllifepristone, misoprostol or medicines that 
contain misoprostol, such as Cytotcc or Arthrotec. 

Tell your provider about-all your medical conditions to find out if you 
can take Mi fcprex. Also, tell your provider if you smoke at least I 0 
cigarettes a day. 

How should I take Mifeprex? 
Day J at your provider's office: 
':. Read this Medication Guide. 

Discuss tbe benefits and risks of using Mifeprex to end 
your pregnancy. 
If you decide Mifeprex is right for you, sign the PATIENT 
AGREEMENT. 
After getting a physical exam, swallow 3 tablets of 
Mifcprex. 

Day 3 at your provider's office: 
Yout provider will check to see if you are still pregnant. 
If you are still pregnant, take 2 misoprostol tablets. 
Misoprostol may cause cramps, nausea, diarrhea, end other 
symptoms. Your health care provider may send you home 
with medicines for these symptoms. 

About Day 14 at your provider's office: 
This foUow-up visit is very important. You must return to 
the provider about 2 weeks after you took Mif~x to be 
sure you are well and that you ere not pregnant 
Your provider will check whether your pregnancy has com­
pletely ended. If it bas not Cl!<led, there is a chance that 
there may be birth defects. If you are still pregnant, your 
provider will talk with yo about the other choices you 
have, including a surgical · rocedure to end your pregnancy. 

What should I avoid While taking 
Mifeprex and misoprostol? 

You should not take certain other medicines, because they may interfere 
with tbe treatment Ask your provider about what medicines you COD 
take for pain. Do not take any otber prescription or non-prescription 
medicines ('meluding herl>al medicines or supplcmenu) at any tune dur­
ing tbe treatment period without first asking your provider about them. 

If you are breastfeedine; at the time you take Mifeprex and misoprostol, 
discuss with your provtder if you should stop using your breast milk for 
a few days. 

What are the possible side effects 
of using Mifeprex? 

See the section "What is the most important infonnati.on I should know 
about Mifcprex?" for symptoms to expect 

In some cases, bleeding can be very heavy. In a very few cases, this 
bleeding will need to be stop!>C<! by a surgical procedure. Contact your 
provider right away if you bleed enough to soak through two thick fu]J. 1 

siz.e sanitary pads -per hour for two consecutive hours or if you are con­
cerned about heavy bleeding. 

Other side effects of the treatment include dianilea, nausea, vomiting, 
headache, dizziness, back pain, and tiredness. These side effects lessen 
after Day 3 and are usually gone by Day 14. Your provldcr will tell you 
bow to manage any pain or other side effects. 

lf you are worried about any side effects you have, talk with your 
provider about them. Your provider wiU give you a telephone number 
to call if you have any questions, concerns, or problems. Your 
provider's telephone number is ___________ _ 

When should I begin birth control? 
You can become pregnant again right after your pregnancy ends. If you 
do aol want to become pregnant again, start using birth control as soon as 
your pregnancy ends or before you start having sexual intercourse again. 

* * * 

Medicines are sometimes prescribed for purposes other than those listed 
in a Medication Guide. For more information, ask your provider for the 
infonnation about Mifeprex tbat is written for health care professionals. 
Ask your provider if you have any questions. 

This Medication Guide bas been approved by the US Food and Drug 
Administration. 
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Mifeprex (mifepristone) Tablets 

I. I have read the attached Medication Guide for using 
Mifeprex and misoprostol to end my pregnancy. 

2. I discussed the infonnation with my health care provider 
(provider). 

3. My provider answered all my questions and told me about 
the risks and benefits of using Mifeprex and misoprostol to 
end my pregnancy. 

4. I believe I am no more than 49 days (7 weeks) pregnant 
5. I understand that I will take Mifeprex in my provider's 

office. 
6. I understand that I will take misoprostol in my provider's 

office two days after I take Mifeprex (Day 3). 
7. My provider gave me advice on what to do if I develop 

heavy bleeding or need emergency care due to the treatment 
8. Bleeding and cramping do not mean that my pregnancy has 

ended. Therefore, I must return to my provider's office in 
about 2 weeks (about Day 14) after I take Mifeprex to be 
sure that my \'regnancy has ended and that I am well. 

9. I know that, m some cases, the treatment will not work. 
This happens in about 5 to 8 women out of 100 who use this 
treatment 

I 0. I understand that if my pregnancy continues after any part 
of the treatment, there is a chance that there may be birth 
defects. Ifmy pregnancy continues aftertreatment with 
Mifeprex and misoprostol, I will talk with my provider about 
my choices, which may include a surgical procedure to end 
my pregnancy. · 

11. I understand that if the medicines I take do not end my 
pregnancy and I decide to have a surgical procedure to end 
my pregnancy, or if I need a surgical procedure to stop 
bleeding, my provider will do the procedure or refer me to 
another provider who will. I have the provider's name, 
address and phone number. 

12. I have my provider's name, address and phone number and 
know that I can call if I have any questions or concerns. 

13. I have decided to take Mifeprex and misoprostol to end my 
pregnancy and will follow my provider's advice about when 
to take each drug and what to do in an emergency. 

14. I will do the following: 
return to my provider's office in 2 days (Day 3) to 
check if my pregnancy has ended. My provider 
will give me misoprostol ifl am still pregnant. 
return to my provider's office about 14 days after 
beginning treatment to be sure that my pregnancy 
has ended and that I am well. 

Patient Signature: ______________ _ 

Patient Name (print): _____________ _ 

Date: __________________ _ 

The patient signed the PATIENT AGREEMENT in my 
presence after I counseled her and answered all her questions. 
I have given her the Medication Guide for mifepristone. 

Provider's Signature: _____________ _ 

Name of Provider print: ____________ _ 

Date: __________________ _ 

After the patient and file provider sign this PATIENT AGREE­
MENT, give I copy to the patient before she leaves the office 
and put I copy in her medical record. Give a copy of the 
Medication Guide to the patient 

12/08/00 Rev. I 
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PRIVATE OPT I ON 

How 1~ M 1feprex provided? 
Mifeprex is provided through a doctor's office or 

clinic. The early option pill can be taken only during 

the first seven weeks of pregnancy. You make 

three visits over a two-week period. At the first visit, 

you receive the Medication Guide (to help you 

understand how the early option works), counseling 

and sign a statement that you have decided to end 

your pregnancy. You then take three tablets, each 

containing 200 milligrams of Mifeprex. 

Two days later, you return and take two tablets each 

containing 200 micrograms of misoprostol. A fo llow­

up visit approximately 12 days later is very important 

to check that the pregnancy has ended because if 

it has not ended, there is a chance that there may be 

birth defects. A few women who take Mifeprex wil l 

need a surgical procedure to end the pregnancy or 

to stop heavy bleeding. Your health care provider will 

communicate to you how s/he has planned to handle 

this possibility. 

Mifeprex offers you a more private option, with 

support and counseling readily available throughout 

the process. Your provider will give you a name and 

number to call if you have any questions and, if 

different, a name and number to call in an emergency. 

Where do I get 
more information? 
For more information on Mifeprex; 

please contact the Mifeprex hotline by phone at : 

1-877-4 Early Option (1-877- 432-7596) 

Or find us on the Internet at: www.earlyoptionpill.com 

• Mifeprex is a trademark of Danco Laboratories. LLC. 

II 
DANCO LABORATORIES 
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0 
F 

M FEPREX "' 
Mi fepr istone} Table ts, 200 mg 
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Mifeprex 1s a new option far American women. 

Lt 1s the first Food and Drug Admin1strat1on (fDA) 

approved early option pill for ending early pregnancy. 

Mifeprex followed by misoprostol 1s a safe and 

effective non-surgical methOd for ending early 

pregnancy. Women in Europe have used this option 

for more than a decade. 

Mifeprex is a non-invasive early option for ending 

pregnancy. Mifeprex is taken orally, allowing you to 

avoid anesthesia or surgery in most cases. Some 

women feel ii 1s a more pr vate option. When you 

choose the early option pill, you will receive 

counseling and support throughout the process. 

A PROVEN REG I MEN 

What experience has there 
been with M ifeprex? 
Mifeprex has gone through the rigorous Food and 

Drug Administration (FDA) approval process for safety 

and effectiveness. Mifeprex 1s the only FDA approved 

pill for ending early pregnancy. You should tell your 

provider about any medications you are taking. You 

should discuss with your health care provider whether 

or not Mifeprex is right for you. 

In Europe, over half a million women have used 

this drug. Worldwide, this early option has now been 

approved for use in eighteen countries. 

How effective is M ifeprex? 
Mifeprex fol lowed by misoprostol is approximately 

92- 95 percent effective in ending pregnancy. 

MIFE PRE X AND YOU 

How does fVI ifeprex work? 
Mifeprex blocks a hormone needed to maintain 

pregnancy. When fo llowed by another medicine, 

misoprostol, Mifeprex ends the pregnancy. 

What are the side effects 
of M ifeprex? 
Bleeding and cramping are a normal part of the 

process. You may experience bleeding similar to or 

greater than a heavy period and can expect bleeding 

or spotting for an average of 9-16 days. In some 

cases, women may have severe bleeding and need 

to contact their doctor right away. Side effects of the 

combined regimen that may occur include nausea, 

headache, vomiting, diarrhea, dizziness, fatigue and 

back pain. You can take a pain reliever to help 

alleviate discomfort. 
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MEDICATION GUIDE 

MIFEPREX™ (Mifepristone) Tablets, 200 mg 
For Oral Administration Only 
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ME D ICATI O N GUI D E 
MI FE PRE X™ (M IF-eh-p rex) 
(mifepristone) .-· 
Read this information carefully before taking Mifeprex* and misoprostol. 
It will help you understand how the treatment works. This Medication 
Guide does not take the place of talking with your health care provider 
(provider). 

What is the mos·t important information 
I should know about Mifeprex? 
Mifeprex is used to end an early pregnancy. It is not approved fo r 
ending later pregnancies. Early pregnancy means it is 49 days (7 weeks) 
or less since your last menstrual period began. By using Mifeprex, you 
probably will not need a surgical procedure to end your pregnancy. 

When you use Mifeprex, you also need to take another medicine 
called misoprostol. You take misoprostol 2 days after you take 
Mifeprex. 

You need to sign a statement (PATIENT AGREEMENT). Before you get 
Mifeprex, you will need to read and understand the information in this 
Medication Guide. Then you will need to sign a statement that you 
have decided to end your pregnancy. 

You must visit your provider on Day 1, Day 3, and about Day 14. See 
the section called "How should I take Mifeprex?" for information about 
what happens at each visit. lfyou do not follow all the steps in "How 
should I take Mifeprex?" you will not know if your pregnancy has ended. 

What to do if you are still pregnant after Mifeprex or Mifeprex with 
misoprostol treatment. If you are stil l pregnant, your provider will 
talk with you about the other choices you have, including a surgical 

* Mifeprex is a trademark of Danco Laboratories, LLC. 

2 MIFEPREX™ (Mife p r i stone) Tab l et s , 200 mg 

procedure to end your pregnancy. There is a chance that there may be 
birth defects if the pregnancy is not ended. 

Symptoms to expect. This treatment ca uses cramping and bleeding. 
Usually, these symptoms mean that the treatment is working. But 
sometimes you can get cramping and bleeding and still be pregnant. 
This is why you must return to your provider on Day 3 and about Day 14. 

If you are not already bleeding after taking Mifeprex, you probably will 
begin to bleed once you take misoprostol. This is a medicine you take 
on Day 3. Bleed ing or spotting can be expected for an average of 9-16 

• days and may last for up to 30 days. Your bleeding may be similar to, 
or greater than, a normal heavy period. You may see blood clots and 
tissue that come from your uterus. Th is is an expected part of ending 
the pregnancy. 

Heavy bleeding and the need for surgery. In about 1 out of 100 women, 
bleeding can be so heavy that it requires a surgical procedure (curettage) 
to stop it. This is why you must talk with your provider about what to 
do if you need emergency care to stop heavy and possibly dangerous 
bleeding. 

Before you take Mifeprex. Your provider will give you a te lephone 
number to call if you have any questions, concerns, or problems. Your 
provider will also give you the name and phone number of who will 
handle emergencies. 

Talk with your provider. You and your provider should discuss the 
benefits and risks for you of using Mifeprex. 

What is Mifeprex? 
Mifeprex blocks a hormone needed for your pregnancy to continue. When 
used together with another medicine ca lled misoprostol, Mifeprex ends 

MI FEPREX"' (Mifepristone) Tablets, 200 mg 3 
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you r pregnancy. About 5-8 out of 100 women taking Mifeprex will need 

a su rgical procedure to end the pregnancy or to stop too much bleeding. 

Who should,.~ot take Mifeprex? 
Some women should not take Mifeprex. Do not take it if: 

• It has been more than 49 days (7 weeks) since your last menstrual 

period began. 

• You have an IUD. It must be taken out before you take Mifeprex. 

• Your provider has told .you that you have a pregnancy outside the 

uterus (ectopic pregnancy). 

• You have problems with your adrenal glands (chronic adrenal fai lure) . 

• You take a medicine to thin your blood. 

• You have a bleed ing problem. 

• You take certain steroid medicines. 

• You cannot return for the next 2 visits. 

• You cannot easily get emergency medical help in the 2 weeks after 

you take Mifeprex. 

• You are allergic to mifepristone, misoprostol, or medicines that 

contain misoprostol, such as Cytotec or Arthrotec. 

Tel l your provider about all your medical conditions to find out 

if you can take Mifeprex. Also, tell your provider if you smoke 

at least 10 cigarettes a day. 

How should I take Mifeprex? 
• Day 1 at your provider's office: 

- Read this Medication Guide. 

- Discuss the benefits and risks of using Mifeprex to end 

your pregnancy. 

- If you decide Mifeprex is right for you, sign the PATIENT AGREEMENT. 

- After getting a physical exam, swa llow 3 tab lets of Mifeprex. 

4 MI FE PREX™ ( M ifeprist o ne) Tab l ets, 200 mg 
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l 
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• Day 3 at your provider's office: 

- Yo ur provider will check to see if you are still pregnant. 

- If you are still pregnant, take 2 misoprostol tablets. 

- Misoprostol may cause cramps, nausea, diarrhea, and other 

symptoms. Your health care provider may send you home with 

medicines for these symptoms. 

•About Day 14 at your provider's office: 

- This follow-up visit is very important. You must return to the 

provider about 2 weeks after you took Mifeprex to be sure you are 

well and that you are not pregnant. 

- Your provider will check whether your pregnancy has completely 

ended. If it has not ended, there is a chance that there may be 

birth defects. If you are still pregnant, your provider will talk with 

you about the other choices you have, including a surgical 

procedure to end your pregnancy. 

What should I avoid while taking Mifeprex and 
misoprostol? 
You shou ld not take certain other medicines, because they may 

interfere with the treatment. Ask your provider about what medicines 

you can take for pain. Do not take any other prescription or non­

prescription medicines (including herbal medicines or supplements) 

at any time during the treatment period without first asking you r 

provider about them. 

If you are breastfeed ing at the time you take Mifeprex and misoprostol, 

discuss with your provider if you should stop using your breast milk 

fo r a few days. 

M I FEPR EX'"' ( M ife p ri ston e) Ta b l e t s. 200 mg 5 
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What are the possible side effects of using 
Mifeprex? 
See the section "What is the most important information I should know 

about Mifeprex?" for symptoms to expect. 

In some cases, bleeding can be very heavy. In a very few cases, this 

bleeding will need to be stopped by a surgical procedure. Contact your 

provider right away if y_ou bleed enough to soak through two thick 

full -size sanitary pads per. hour for two consecutive hours or if you are 

concerned about heavy bleeding. 

Other side effects of the treatment include diarrhea, nausea, vomiting, 

headache, dizziness, back pain, and tiredness. These side effects lessen 

after Day 3 and are usually gone by Day 14. Your provider will tell you 

how to manage any pain or other side effects . 

If you are worried about any side effects you have, talk with your 

provider about them. Your provider will give you a telephone number 

to call if you have any questions, concerns, or problems. Your provider's 

telephone number is 
-----------------

When should I begin birth control? 
You can become pregnant again right after your pregnancy ends. If you 

do not want to become pregnant again, start using birth control as 

soon as your pregnancy ends or before you sta rt having sexua l 

intercourse again. 
* * * 

Medicines are sometimes prescribed fo r purposes other than those 

listed in a Medication Gu ide. For more information, ask your provider 

for the information about Mifep rex that is written for hea lth care 

professionals. Ask your provider if you have any questions. 

This Medication Guide has been approved by the U.S. Food and Drug 
Administration. 
6 MIFEPREX"' (Mifepristone) Tab l e ts , 200 mg 

PATIENT AGREEMENT 
MI FEPREX (m ife pristo ne) Tablets 
1. I have read the attached Medication Guide for using Mifeprex and 

misoprostol to end my pregnancy. 

2. I discussed the information with my health care provider (provider). 

3. My provider answered all my questions and told me about the risks 

and benefits of using Mifeprex and misoprostol to end my pregnancy. 

4. I believe I am no more than 49 days (7 weeks) pregnant. 

5. I understand that I will take Mifeprex in my provider's office . 

6. I understand that I will take misoprostol in my provider's office two 

days after I take Mifeprex (Day 3) . 

7. My provider gave me advice on what to do if I develop heavy 

bleeding or need emergency care due to the treatment. 

8. Bleeding and cramping do not mean that my pregnancy has ended. 

Therefore, I must return to my provider's office in about 2 weeks 

(about Day 14) after I take Mifeprex to be sure that my pregnancy 

has ended and that I am we ll. 

9. I know that, in some cases, the treatment will not work. This 

happens in about 5 to 8 women out of 100 who use this treatment. 

10. I understand that if my pregnancy continues after any part of the 

treatment, there is a chance that there may be birth defects. If my 

pregnancy cont inues after treatment with Mifeprex and misoprostol, 

I will talk with my provider about my choices, wh ich may include a 

surgical procedure to end my pregnancy. 

11. I understand that if the medicines I take do not end my pregnancy 

and I decide to have a surgical procedure to end my pregnancy, or 

if I need a surgica l proced ure to stop bleeding, my provider will do 

the procedure or refer me to another provider who will. I have the 

provider's name, address and phone number. 

M I FEP RE X " ' ( M ifep r isto n e) Tab l ets, 200 mg 
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12. I have my provider's name, address and phone number and know 

that I can call if I have any questions or concerns. 

13. I have decided to take Mifeprex and misoprostol to end my 

pregnancy and will follow my provider's advice about when to 

take each drug and what to do in an emergency. 

14. I will do the following: 

- return to my provider's office in 2 days (Day 3) to check if my 

pregnancy has ended. My provider will give me misoprostol if 

I am still pregnant. · 

- return to my provider's office about 14 days after beginning 

treatment to be sure that my pregnancy has ended and that 

I am well. 

Patient Signature: __________________ _ 

Patient Name (print): _________ ______ _ 

Date: ____________________ __ _ 

The patient signed the PATIENT AGREEMENT in my presence after I 
counseled her and answered all her questions. I have given her the 
Medication Guide for mifepristone. 

Provider's Signature: _________________ _ 

Name of Provider (print): _ _ ___ ___ ___ ___ _ _ 

Date: ______________________ _ 

After the patient and the provider sign this PATIENT AGREEMENT, give 
1 copy to the patient before she leaves the office and put 1 copy in her 
medical record. Give a copy of the Medication Guide to the patient. 

9/28/00 

8 MIF E P REX'M ( Mifep r iS l l)n<) Tablets. 200 mg 
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NOA 20-687 

9(d) CHEMISTRY MANUFACTURING AND CONTROLS CHANGES 

9(d) 1. Drug Substance 

9(d) 1.1 . Specifications and Test Methods 

There were no changes in test methods or specifications during the 
reporting period. However, the retest period for Drug Substance was 
extended td<bH4

> months based on<bm> month long term data on three lots of 
Drug Substance. 

9(d) 1.2. Manufacturing Procedure 
There were no changes in manufacturing procedures during the reporting 
period. Batches ofLmkg of Drug Substance remain the standard. 

The Auxiliary Raw Materials and Suppliers pages 146 and 14 7 in Section 
1.6.2 of the CMC section for the drug substaince have been revised to 
include new, qualified suppliers of raw materials. The new suppliers have 
been highlighted, in bold print. See AttachmEcnt 4. 

9(d) 1.3. Packaging Procedure 

There were no changes in the packaging materials or procedures during 
the reporting period. 

9(d) 1.4. Stability Data 

The three batches of Drug Substance submitied in the original Drug 
Substance CMC, lot numbers (bH

4>, have attained 
l!( months of long-term stability. Based on tliese data the retest dating 

was extended to l!( months. 

Additionally, lot numbers, (bH4>, 

<b><4> reported on last year remain on long term 
stability. Finally, three batches from 2002; lot numbers (bH4

> 

and !bH4> have been put on long-term stability. Data on all those 
batches described above are included in Attachment 5. 

All data to date on all batches continue to demonstrate the stability of the 
Drug Substance. 

Page 6 
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9(d) 2. Drug Product 

9(d). 2.1 Specifications and Test Methods, 

Sept. 28, 2001 - Sept. 27, 2002 
NOA 20-687 

There were no changes in test methods or specifications during the 
reporting period. A copy of the specifications is included as Attachment 6. 
The test methods were previously submitted in Amendment 069, dated 
January 2001. 

Regarding our previous commitment to review the specification for 
residual <b><

4
l (NMT <b><4>%) in the drug product after l~l batches 

were manufactured, we have since manufactured )~l batches of 
Mifepristone Tablets, 200 mg and have submitted a proposed change in 
the specification as Supplement S-004. 

The results for the residual ___ <b><4> for the <:~ batches were non-
detectable because the levels were below thie limit of quantification for the 
method (LOQ is M<

4yo ). 

9(d) 2.2 Formulation 

There were no changes in the formulation of the product. 

9(d) 2.3 Manufacturers of Drug Substanc4~ and Inactive Ingredients 

There were no changes in the manufacturer of any of the inactive 
ingredients. 

9(d) 2.4 Manufacturing Procedure 

There were no changes in the manufacturingI procedure. The current 
manufacturing procedure is designated as MPR # 100101 Rev# 03 , dated 
11/11 /1999. This was previously submitted in Amendment 038, dated 
December 7, 1999 as Attachment 1. 

9(d} 2.5 Packaging Procedure 

There were no changes in the packaging materials (types or 
manufacturers) used to produce the blister cards. 

A new <b><4> blister packaging machine, mod1el (bH
41

, was 
purchased, installed in January 2002 and qu.alified for use with 
mifepristone tablets, 200 mg. The functionality of the machine and 

Page 7 
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performance is essentially the same as the previous blister packaging 
machine. 

The blister packaging procedure was revised to reflect the use of the 
blister packaging machine. The current procedure is designated as MPR 
PO00 101 Rev # 5 dated 12/7/2001 . 

A copy of the revised procedure is included as Attachment 7. 

9(d) 2.6 Stability Data 

(b)(4) The batches that are in the current stability program are batch #s ,...._ __ 
,. Thie first five batches were ---------------p I aced in both controlled room temperature and accelerated stabi lity 

programs. The most recent annual stability batch l Cb>('!>) was placed in 
the controlled room temperature stabil ity pro!~ram. All batches were 
manufactured by our approved contract manufacturer for the finished 
product and tested by our approved contract testing laboratory. The 
stability data for each of the six batches are summarized in Attachment 8. 
The batches met all stability specifications at each time interval. The 
stability data supports the current expiration period of 24 months. 

Page 8 
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9(e) NON-CLINICAL LABORATORY STUDIES 

9(e) 1. Unpublished Reports 

I . 
Sept. • 8, 2001 - Sept. 27, 2002 

NDA20-687 

During the reporting period, there were no unpublished reports of non-clinical 
studies conducted with mifepristone of which we are aware!. 

9(e) 2. Published Reports 

Appended in Attachment 9 is an updated bibliography of nO)n-clinical publications 
on mifepristone. Copies of listed references will be providsd upon request. 

I 

Page 9 
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9(f) CLINICAL DATA 

9(f) 1. Published Clinical Trials of the Drug 

Appended in Attachment 10 is an updated bibliography of c,linical references for 
Mifepristone. In Attachment 11 abstracts of clinical publications on mifepristone 
are provided. Copies of these references will be provided upon request. 

I 
9(f) 2. Summaries of Completed Unpublished Clinical T~ials 

l 
I 

No information regarding completed unpublished clinical trials not performed by 
us or on our behalf has come to our attention in the period ~overed by this report. 

' 

Summary information regarding clinical studies performed ~y us or on our behalf 
' and for which there is no postmarketing study commitment !is provided in sect ion 

9(g) 2. of this report. · 

9(f) 3. Other Clinical Trials 
I 

Below is a tabulation of institutions to which Danco has pr9vided Drug Product or 
Drug Substance. lnvestigational use of the drug is described in IN D's held by the 
individual investigators working with those institutions. ! 
Drug Product: 

(b)l4f 

Drug Substance: 
)14! 

Page 10 
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9(g) STATUS REPORTS - POST MARKETING STUDIES 

9(g) 1. Status Reports - Post Marketing Study Commitments [21 CFR 
314.81 (b)(2)(vii)] 

Study Commitment Status Report Not for Public Releaie 
I 

Appended in Attachment 12 is a confidential status report df the postmarketing 
study commitments not for public release. 

Study Commitment Status Report for Public Release 

Appended in Attachment 13 is a status report of the postmarketing study 
commitments for public release. 

9(g) 2. Other Post Marketing Studies [21 CFR 313.81 (b)(2)(viii)] 

Ongoing Clinical Studies l 
Status reports of other ongoing postmarketing studies are , rovided in Attachment 
14. 

Completed Clinical Studies 

Other post marketing studies completed during this reporting period are provided 
in Attachment 15. 

Stability Issues 

Status reports for all product stability studies are provided in Section 9(d) 2.6. 

Page 11 
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. l,li'JI DANCO LABORATORIES 

April 19, 2002 

PO-Box 4816 

New York, NY _10185 

infoline I · · · · - I· 1.877.4.EARLY- OPTION 

Www.earlyo tionpill.com . 

Dear Health Care Provider:. 
. . 

• . . • • I • 

This letter is to inform you of new safety information with regard to prescribing Mifeprex®··and · 
· to remtnd you _of your respon_sibility to report certain events and ·provide ~atient counseling, as 
· stated in your Prescriber's Agreement. · / · 

' New-Safety Information I . 
. ' . . . . . '. ' . .·1 . . 

. We have rec_eive_d a small· number of reports of ruptured ·ectopic pregna~cies (including ·cine. 
· · death !ro"!:r hemo_rrhag_e_ due to a ~~ptured :ectop!~ pr~.9~~ncy) .. As· you w

1
i_ll recall, Mifeprex* . 

af;1dm1soprostol are not an effective treatment of.ectopic pregnancy. Corfirmed or suspected 
· e9topic pregnancy. is a contraindication for the use of Mifeprex and should be ruled out prior- to 
initiating Mife~rex treatme~t. B_ecau~e e_ctopic pregnancy may be pres~~t despite your b_e~~ . · _ 
efforts to rule ,tout before starting M1feprex treatment, you_should be m1~dful of the poss1b1hty 
of an ectopic pregnaricythroughoutthe treatment period .and.have a plan for its management. 

T~o cases-of s~rious systemic bacterial i.nfection (one f~tal) foll~wing trJatm.ent .with M1feprex 
!:Ind misop~ostol hc;1ve been reported. While it is known that menstruation, childbirth arid 
,:bortion (whether spontaneous, surgical or medical) create conditions th1at.can result in . 

· mfectiqn; we do .not believe that Mifeprex and-misop-rostol present a-sj:>ec\al risk of infection. 
Although serious infectionin medical abortion -is rare, we ask that you bdalert to' this possibil-ity . 
· if :your patients report symptoms or have signs of infection. · · · · · · · · . .• . . . . .. 

We have also received a report ·of myocard_ial inf?rction occurrin_g in a 211 year old woman three 
day's following use of Mifeprex and· niisoprostoL · · . .. . . . f · ·-- · · . . . . . 

• .. . . . . I . 

No causal relationship between· any oqhese events and use of Mifeprei and misoprostol has . 
been ·established. · · . _ . . · · _ . _ . · . · I · · · . · . .· 

. • I • . 

Approved Regimen ·. . - __ J . 
. I . . . . . -

A~ a reminder, the Food and Drug Administr?tion (FDA) approved regim~n for administraUon . 
of_Mifeprex is: ·_ . · _ · · .· · : . · . -· . · i _· ·. . . · -

• 600_ mg Mifeprex takeri orally in tne office_ or clinic. . . · . · . I · . . · 
_ •. 400_mcg of misoprostol t~ken orally in the office·or clinic 48 hours after the MifepreK · 

T~e FDA has not reviewed or approved other dosing regimens for early termination of · 
pregnancy. · · · · · - -· I 

. , ij 

.. / 
,. · -;ifeprex is a registered_trademark of Danco Laboratories, ~LC 
·I 

I 
. J 

I 
. ! ·' 
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_Reporting Adverse Events and On-going Pregnan·cy· . · 

We would like to remind you to report any Serious Adverse Events (SAEs) asso.ciated with 
Mifeprex ~se!to the address beiow. Serious adverse events !nclude d~~th, hospitalization, 
blood transfu~ion, and. other major events. In the case of on-going pregnancy following 
tr-eatment wit~ the Mifeprex regimen ( approximately 1 %.), you. should· also notify us if the 
_ patient c~oo1es to proceed with h~r pre~nan~y .. _ _ _ . : _ . · . 

Ple~se·provide a brief cli~ical ·synopsis by writing, calling, or emailing: 

M~dical-.Director 
Danco Laboratories, LLC · 

_P:b. Box 4s·1e 
New York, ~y- 10185· · . 

. Medicaldirector@earlyoptlonpill.com .. 
Toll free at t-877-4 Early Option (1-877-432-75~6) . 

We may need to ·contact you 'to-obtain additional information,· so please·inctude your'contact 
information . . lhe following_information is ~elpful when you report adverse events: age of 
pa~rent; ·gestational age; dosages ·and means of administration of._al.l medications, i~cluding 

· .concomitant "1edications; clinical information on the patient, incl~ding relevant p.ast-medical 
history, laboratory.results~ and health care.course; and ~nal 01;1tcom~ ~f the patient. · ._. .. 

' . Patient Couns~ling 

We w.ould li~e Ito remind you _of the importance of helping :yo~~ patients .!Jnderstand 'the benefits 
and risks of the Mifeprex-regimen. -During the first of thr.ee office visits, please-give ·the patient . : . . . . 

a Medicatiori·Guide fo read, as_ well as ·a Patient Agreementto read and sigf!. _(These . · 
· materials are'ihcluded with each ·Mifeprex order. ·1f you need additional copies, please contact · 
our authorized distributor.) · 

As you are aware, bleedi~g and cramping ~r~ a no·rmal part of the process; w~men ~n ~xpect 
ble~ding or sP<l,tting for an average .. of 9 to 16·days •. Women niay experience-bleeding lhat is . 

. · similar to, orgr1r.ater than, a heavy period. In the_ U.S: clinical trials, about 1 out of 190 womel') 
required a surgical procedure, identical to·-the procedure for miscarriage, to stop heavy ·. 
bleeding. If you do not plan to provide this procedure yourself, you must have made 
arrangements '1vith someone who wilf anq provide thi.~ contact information to your patient. 
Other side effebts that may occur incfude naus·ea; headache, vomiting, diarrhea, dizziness; 
fatigue and.badk pain. · · · · ._ · · . . . .. : : . - · 

.. For more infoJation about Mifeprex, vi~it ·www.earlyoptionpill.com or c~II th~ .24-h~u~ hotline, 
toll-free at 1.:81~-4 Early·Option (1-877-432-7596). If you have an emergent question, a 
physician will usually return -your call within the hour. For general ·questions, our Medical· 
Director typically returns calls within-24 hours. · . · 

s·incerely, 
Danco Laboratories, -l:LC . _I_ : - r 

I 
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MIFEPRISTONE 

EXELGYN LABORA TO~Y 
6 rue Christophe COLOMB ; 
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'1 

June 1st
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, 2001 to May 31 st, 2002 
I 

I 1 • INTRODUCTION I 
T. his is the thirteenth Peliodic Safety Update Report (PSUR J

1

°13) on Mifepriston~. 
complied for regulatory authorities since January 1991. . . . 
It summarises· safety data received by the Medical Department of Exelgyn from 
worldwide sources, during the. period from June 1, 2001 to M~y 31 , 2002. 

l . . 
! 
l 

Mifepristone (RU 486) is a potent antiprogestin, available as 200mg tablets for oral 
administration. Mifepristone is marketed by Exelgyn and \was dev~loped by 
Roussel Uclaf. The Population Council (USA) also has rights t0 mifepristone under 
a special agreement. l 

I 
The initial and main indication for Mifepristone is medical termi;nation of earfy intra-
uterine pregnancy (first approval in France in December 19~8), in combination 
with a prostaglandin analogue (misoprostol or gemeprost). Thi~ combination leads 
to successful pregnancy termination In more than· 95% of cases. 

Mifepristone is also approved for therapeutic termination of prJgnancy beyond the 
first trimester in combination with prostaglandin analogubs, softening and 
dilatation of the cervix· uteri prior to surgical pregnancy tennin~tion and induction 
of labour for fretal death in utero. . \ 

This report is compiled in the format proposed by ICH3 Topic E2C 
{Step 4 Document issued in November 1996). 
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. I 
2 - WORLDWIDE MA_RKET AUTHOR/SA 7i10N STATUS 

The cu~ulative worldwide market authorisation status ) Mifepristone, specifying 
the_ resp~ctive dates of approval and dates of la~nch is presented in 
Appendix 11.1. . . . I 
During the period covered by the PSUR: I 
• New marketing authorisations were obtained through national procedure in the 

following countries: Azerbaijan,- New Zealand-a·nd UzbJkistan. 

3 - UPDATE OF REGULA TORY OR MAN&FACTURER 
. I 

ACTIONS TAKEN FOR SAFETY REASONS 
. I 

3.1. Action taken by the Marketing Authorisation Holder (MAH) 

The action taken for safety reasons during the covered period are desc.ribed 
hereunder · \ 

• In Sweden, a ~pe II variation was submitted on December 4tt1, 2001 in order to • 
harmonise the section "4.1 . Therapeutic indication" of thJ Swedish SmPC, with 
the European SmPC. In this context, the following new -indications were 

. submitted and are still outstanding : \ 

- Softening and dilatation of the cervix uteri prior to surgical termination of 
pregnancy during the first trimester. \ 

- Preparation for the action of prostaglandin analoguJ in the termination of 
pregnancy for second trimester. 

La_bour induction in foetal death in utero, in patients whe·re prostaglandin and 
oxytocin cannot be used. I . 

• . In UK, type II variations mentioned in the previous report ~s approved and all 
amendments concerning the indication is now in the SmP~. . I . 

-5-

I 
[ 
I 

\ 
I 
I 



FDACDER000253

Obtained via FOIA by Judicial Watch, Inc.
EXELGYN Medical Department 
Mifepristone - Periodic Safety Update Report n•13 - from June 1st

• 2001 to Ma 31st
, 2002 

3.2. Action taken by the Regulatory Authorities 

During the period of review, there was no specific action tak ri for safety reasons by 
the regulatory authorities. I 
There was no marketing authorisation rejection, no suspension or withdrawal, no 
restriction of distribution, no clinical trial suspehsion, no ~osage or formulation 
modification, and no change in target.population or indications. 

\ 
1. 

I 
4 - CHANGES TO REFERENCE SAFETY INFORMATION • • . I 

. . . .. I 

. I : 
The Master Data Sheet (MOS) which includes the Core Safety Information has 
been used as a reference document for the preparation of t~e present PSUR (see 
Appendix 11.2.1 ). \ 

Although there is no major change, the Master Data Sheet ~s revised in 1998 to 
be in line with the document proposed in the mutual recognition procedure. Since 
the last report, there is no major modification in the MOS and in the SmPC. 

However in Sweden harmonisation of Sm.P(? .. in secti4n "4.1. Therapeutic 
indicc1tion" was submitted to be in line with the European SmPC 

.In UK, the type II variation concerning two modifications in ~e indi~tions are now 
mentioned in the SmPC. I 

5 - PATIENT EXPOSURE 

\ 
A crude _estimate of the number of patients treated with Mifepristone has been 
calculated from the sales volumes, in units, of drug ~old in the period. 
from June 1, 2001 to May 31, 2002. It has been assumed tpat each patient has 
received the standard dose of 600mg (3 tablets). This ma¥ underestimate the 
number of patients exposed to the drug. Indeed, in the UK, many physicians use a 
lower dose of 200mg. Also, since the approval of the indi~tion "Softening and 
dilatation of the cervix" at the dose of 200mg in France, a number of patients 
received only one tablet. 
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5.1. CLINICAL TRIALS 

From information obtained by' Exelgyn Laboratories, it is estimated that 
<b>14> patients, included in ongoing clinical trials during tHe period of review, 

received Mifepiistone. · \ 

For all these trials, the medicatio~ Is provided ·by Exelgyn only.t · · · ··· 
. I • • ,. ,. '" .... . . . 

.. ,Information regardihg these studies is presented in Appendix 11.3.1 anq 11.3.2
7

. 

5~2. MARKET EXPERIENCE 

During the period covered by this review (from June 1, 2001 to May 31, 2002), 
Mifepristone sales amount to <bH

4
I units ( on May 2002). I Assurn!ng one unit 

represents one treatment course, .this would correspond to <bH
4>women who 

received mifepristone. 

5.3. TOTAL EXPOSURE 

Clinical trials 
Worldwide sales 
Total 

)14! 

Thus it is estimated that over ______ .patients received Mifepristone in the period 
covered by this safety update report. 

6 - INDIVIDUAL ·cAsE ff/STORIES \ 
I 

· 1 

All spontaneous and. clinical trial reports, published and unpublished, meeting the 
criteria defined below, and received by the Medical Departme+t of Exelgyn, from 
worldwide sources during the review period; are presented in A~pendix 11.4. 
The ca.ses have been classified -by body system and the details tabulated in a lin~­
listing format. When reports of events affecting more than one body system were 
received, the most clinically seriou$ event has been .assigned to -the corresponding 
body system and the other ~vents listed with it. 

6.1. SPONTANEOUS REPORTS 

All serious (irrespective of labelling), and non serious, spontaneous reports 
received by Exelgyn, and medically unsubstantiated ·consumer !reports mentioned 
in this section, are presented in a .line-listing format in the attached documents: 
Appendix 11.4. is a listing with information on each individual cas~ as recommended 
in the ·ICH guidelines. 
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Daring theperiod ~f review, ~e; Medica; Department of Ex -lgyn recorded from 
health _professionals and authorities 23 s~ontaneous reports! ( of which 12 cases 
of seraous adverse events; 11 non serious adverse even~ and no case from 
clinical trials) in association with. Mifepristone. I 

The 12 cases of serious adverse events reported du.ring the period of review 
are classified as follows: . . . .- j . -· . 

3 serious. unlabelled;. in, which--.1- ·case· of unintended ,pregn~ncy with fetal 
malformation, 1 case of death and 1 casE? of thoratic pain (ischaemic 
accident).. · · I 

- 9 serious labelled with 5. cases of unintended pregnancy, 2 cases of allergic 
reaction, 1 excessive bleeding and 1 septicaemia to StrJptococcus. 

Among the 11 n~n serious. cases, 9. cases of unintencteb pregnancy and 2 
cases of rash-were reported. - · · · ·· · ·· · · · 

The outcome of the ·cases S20000024S/MIF2 (previously reported as case 
S20000024S/MIF1. in PSUR n°11) and S2000017UK/MIF1 (f_rqm PSUR n.0 12), are 
normal pregnancy with he~lthy baby (date of bir:th: Cb><

61 anq spontaneous 
· abortion in the second case. 

6.2. STUDY REPORTS 
' Unlabelled, serious, attributable adverse evenl reports are incl ded. An unlabelled 

event is defined, as any particular untoward medical happenirig experienced by a 
patient that is not described in the Master Data Sheet. A serious event is one that 
i_s fatal, life-threatening, disabling, incapacitating, results iri hospitalisation or 
prolongs hospitalisation, overdose, cancer or congenital anom~ly. For the purpose 
of this report an event is considered to be attributable if th~ investigator or the 
company h_as rated the causality relationship with mifepristone as possible or 

more than possible. . . . . . I· . 

No case was reported from chmcal tnals dunng the penod of rerew. 

Other studies are conducted by independent investigators o~ organisations and 
are listed in Appendix 11.3._1, the products used in these trials are provided by 
Exelgyn. 

- 8-
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7--STUD/ES I 
.. J.1.. .NEWLY ANALYSED AND PU BUSHED STUDIES,. .. '~: . .- "-oe-·0

·- : ' ...... • ..... !'.".,::• _ , •• ,: ·' 

., ....... ~, ·--· · . ... (References list Appendix 11 .5.) ·. · ••. · · · 

T~ere is no newly analysed study. .: 

7.2. TARGETED NEW STUDIES 

There are no targeted new studies during the period of reviei. 
. l 

7.3. PUBLISHED.SAFETY STUDIES 

SETTING UP A ONE-STOP MIFEPRISTONE-MISOP OSTOL MEDICAL 
TERMINATION OF PREGNANCY SERVICE FOR ALL GESITATION FROM 5 TO 
23. WEEKS - A REVIEW OF 482 CASES. 
J. I. Ojidu, S. o. Sabharwal. l 
J . Obstet. Gynaecol., 2001 , Vol/lss/Pg.21/4 (386-38~) 'I 

M ifepristone-misoprostol combination is increasingly being utilised for medical 
termination of pregnancy on account of its reported efficapy, safety and lower 
cost. Experience with this modality of effecting termination ofi pregnancy from 9 to 
13 weeks' gestation is scanty. At the Scunthorpe General ~ospital in the United 
Kingdom, we established a nurse-led, one-stop medical terr11ination of pregnancy 
service using mifepristone and misoprostol for all gestations from 5 to 23 weeks. 
A review of the case records of 482 women who had m~dicaf termination of 

I 

pregnancy at all ~estations from 5 to 23 wee~s from 9ecemb'r r ~99: to May ~999 
was undertaken m order to assess the effectiveness and comphcat1on associated 

I 

with the mifepristone-misoprostol protocol. Complete abortion was achieved in 
406 (84 %.} women. Surgical ~vacuation was required to co~plete • the abortion in 
74 (16 %) women. The complete abortion rate was similar across the spectrum, 
i.e. 87_% in the 5-8-weeks group; 79 % in the 9-13-weekslgroup; and 87 % in 
those of greater-than or equal to 14 weeks. Two failures oq~urred: one of them 
proceeded to surgical evacuation after three courses of m

1
isoprostol, while the 

over continued with her pregnancy after one course. Th~ee women (0.6 % ) 
required blood transfusion for haemorrhage, while two others were treated for 
infection. Oral mifepristone with or without vaginal misoprostbl is an effective and 
safe regimen for termination of all pregnancies from 5 to 23 w~ks' gestation. 

- 9 -



FDACDER000257

Obtained via FOIA by Judicial Watch, Inc.

.. ... ~:. - . 

. ' ' •, 

. . . .. 
EXELGYN Medical Department . 
Mifeprlstooe - Periodic Safety Update Report n•13 - from Ju"e. 1st

, 2001 to May 3i'1 $(• 2002 . 

. : I 
FIRST TRIMESTER ABORTION WITH MIFEPRISTO E ANO VAGINAL 
MISOPROSTOL. 
U.B.Knudsen . 
Contraception ~001; 63/5: 247-250. 

This study assessed the efficacy and side . effects of ·first trimester medical 
a_boctior~c~lJ$ing,_ m.lf..epr/stone _and .. vaginally .. :a_dministered rnisoprostot -Medical.., ·.­
abortion wa~ first in Denmark in December 1997, and the ac9E3ptabllity of this new • 
approach ·;n a Danish population was evaluated. This, study i.ncluded the first 100 
w9men seeking medical abortion. The gestational age was frpm _33rto 56 days. All 

· rece•ived'·eoo mg mifepristone (RU 486) orally followed 2 days later oy vaginally 
admi~ister~d misoprostol 400 JJ.9_. Success ~as d~fined a~ achieving ~mplete 
~bort1on Without the need for surgical evacuation. Nmety:-three percent achieved a 

su~~~f~~ _rne~i~! __ t~_rfl"!!.n.~ti?n 9-t _p~~gnan~Y.· . Sici._~ _,effect~:~~~-r~ .. (~~:r _ari_d . tpe 
acceptab1hty was fi1gh. Nmefy percent oft~e women would prrfer medical abortion 
in case of a new unwanted pregnancy. The combination of mifeprlstone and 
vaginally administered misoprostol is effective, safe, has feW side effects and In 
well accepted by Danish women. 

SECOND TRIMESTER MEDICAL ABORTION WITH MIFEPRISTONE AND 
GEMEPROST. 
0. S. Tang, K, J. Thong, 0. T. Baird 
Contraception 2001; 64/1: 29-32 . 

The treatment outcomes of 956 women undergoing second rimester termination 
of pregnancy with mifepristone and gemeprost were studied. The median 
gestational age was 16 weeks (range: 12-24 weeks}. All wo~en were treated with 
200 mg mifepristone orally, f9llowed 36 h later with 1 mg vaginal gemeprost 
administered every 6 h to maximum of 4 doses in the first 24, h. A second course 
of 1 mg vaginal gemeprost was given 3-hourly in the next 12 p. if abortion had not 
occurred. Overall, 96.4 % and 98.8 % of the women aborte~ within 24 and 36 h, 
respectively. The median induction-to-abortion interval was

1 
7.8 h (range: 0.5-

109.9h). The induction-abQrtion interval was longer in nullip~rous women (7.3%; 
p<0.001). Ten (0.1%) women failed to abort with gemeprost and required other 
methods for ~bortion. In conclusion, a combination ofl.__mifepristone and · 
gemeprost is a safe, effective, and non-invQsive method of 'medical abortion for . 
second trimest~r pregnancy. 

A RANDOMIZED COMPARISON OF MEDICAL ABORTION AND SURGICAL 
VACUUM ASPIRATION AT 10-13 WEEKS GESTATION I · 
P. W. Ashok, A. Kidd, G. M.M.Flett, A. Fitzmaurice, W. Graham and A. 
Templeton 
Human Reproduction, 2002, VoL17/1: 92-98 

A patient-centred, partially randomised, controlled trial was cared out. Those who 
expressed a strong preference for either.medical (n = 15) or surgical (n = 62) 
abortion were allocated to that method. The rem~inder agreeb to be randomized . 
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The medical method (n = i88) .ias mifeprist~ne 200 mg foll~wed by lnisoprostol 
up to 3 doses, an9 surgery (n = 180) was by vacuum aspiration under general 
anaesthesia. Outcome measures incfuded efficacy ra.tes, mbdi~I ·COniplications 
within 8 weeks of the procedure, patient preferences and accJptability: 
Among women who underwent medical abortion, 5.4% \required a second 
procedure compared with 2.1 % who had surQery, although thi~ difference was not 
stati~tically sig_nificant. Side effects experieJiced w~re higher in·-wornen who ·.:. , · '7 · 

_, . . -· . ... _ _ __ . underwe.nt. rriedical abortion corppar~d .with. -~h95e,~wno .. 1,J.Oderwent sur.§ery.: T-here.:·i ••0
"'·· 0 -~.::-• 

. ,,..,....,~--""·,.~·""~"'-'"":~ ~?···- -~ .. were no sli:i'nificant differences in th.e rates of. major .complicafions up to 8 weeks . . : .. : . , • 
..... :. · ·: _, .. ~; ·,..,>, :7• • ; • • · Prior to termination, 80% of women had ·a -~preference for •tj• ·method, -with'. 72% •· · . -
· · ·. :~.;.~~-=-·· . , .... . :· preferring medical and 28% preferring surgical abortion.· Foll0wing abortion~·7ora·•· · ~ · ·-
.,.· --· . . of those who underwent medical termination' :·and 79% who! underwent surgery 

· ··-· would opt for the same method in the·future·. :._ .. 

' ·' 

Medical abortion is safe and effective at 10-1.3 weeks gestation and should be 
considered an option . for . those women w~,o wish to kvoid . surgery and 

... ~ anaesthesia.· . - . . 

I 8· - OTHER JNFORMA TJON l 
8.1 . ·EFFICACYaRELATED IN.FORMATION 

No inforn,ation was received during the period of review involving relevant lack of 
efficacy, which. might represent a Significant hazard to the treati population. · 

8.2. LATE-BREAKING INFORMATION 

There is no information received since the data lock point Whicn might alter the risk 
benefit profile of mifepriston~ . 

. 9-0VERALLSAFETYEVALUATIOJ . 
I 

·9.1.0VERVIEW 

From the data presented in this safety update and cumulative yxperience to date, 
it is considered that no further amendment to the Master Data Sheet is required at 
present, with respect to the reported listed adverse reactions, a~d especially those 
qualified as serio.us. No significant increase in the frequency of reports for any 
category of known toxicity was identified. 

- 11 -
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. . . I . 
From the cumulative expecience on mifepristone, it is considered that the 
statements given in the Core Safety Information of the 111

st version of the Master 
Data Sheet are adequate with respect to mifepristone use in all its approved 
indications. · · 

However .type II variation for harmonisation of Swedi . h SmPC (section 4.1 . 
.. , •.. ~ =· d::= :.-: . ••• , •. Therap~utic indication) was s.ubmitted oil December 4

th
;!2001 to be· ori -lin&",with -- . · ~· · 

· · •.·. ·. ·-- the European SmPC •- • i . • .. ~ ~ :. :::.~- ='!''~·-· .... ~,..:_._"!..~~..:~ ...... ';" .. . 
. ~-- · .~ -~·-.:.··~, ...,.~.,-=·~;.···· .... ,:z'· . . -..:•· > ., .•.,z .::-• • ·'-"""·'--' :..., •r.-:~:~·:·--~ " · - ·- ·· i 

No information concerning interacti.on has been identified during. the period· of 
. review. · · · I - ·· .-.. · 

t 
9.3. OVERDOSE OR MISUSE i 
One case of misuse was reported: This case from Frapce (S2001020F/MIF1) 
concerns a 22-year-old female patient who received 2po mg. of mifepristone 

, (instead of 600 mg as mentioned in SmPC} for medical t~rmination of p'regnancy 
at 12 weeks gestation. The patient experienced incomplete abortion with 
excessive bleeding. 

9.4. DRUG ABUSE 

.There is no potential of drug abuse with mifepristone, as • rescription is restricted 
to hospital ( only one dose). 

9.5. EXPERIENCE IN PREGNANCY 

Twelve new cases of developing pregnancy were recorded during the period of 
review. In the majority of these cases of continuing pregn~ncies, women changed 
their mind either after mifepristone intake, before prostaglhndin administration, or 
after exposure to both drugs. . I . 
Some cas.es were reported prospectively. The outcome was r he following: 

- seven cases of surgical termination of pregnancy, I. · 
- continuing pregnancy in five patients. ! 
All cases are presented in the consecutive PSURs. The tatile.s .have been updated 
~ince PSUR n° 12 and are presented in Appendix 11.6. I 
The outcome of two previous pregnancies (case# S2000p24S/MIF1 from PSUR 
n°11 and S2000017UK/MIF1 from PSUR n°12) were reported, normal birth in one 
patient and spontaneous abortion in the other patient. 1 

· 
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Since the first mar1<eting lo 1989, 146 cases of ongoing pregJ ncies were identified 
either as spontaneous cases reported to or·solicited by the col'' pany, or included in 
the listing even if the case was insufficiently documented. Ten of these cases were 
reported with various malfonnations. . 

. ·i-· .• The manufactu~er r.e'?.)mQ1end~ in_ th~ Ma~ter Data. Sheet, l he woman ·rnt1st be·· · - : · -. :· 
, inform~d that in_ th~ ey~!).t,.C?f th~ ~i!~r.~ .ofJh~-.Ql~t.pQ<;f,)b~ Pfegaancy is liable to . 

continue to oevelop.Jne fo~tus may then be exposed to a ris~ of malformation". . 

. '," ·-·:,;:;1,~:'. •.-_ .:._-:.:. ' . ,. ' :: .'.:, ' •, _·. ·: · .. __ .: .: .. J .. · · ... _ .. ._ .. -: ... 
. .--- -~ . 

9~6. EXPERIENCE DURING LACTATION· 

No new information concerning experience during lactation mas emerged during 
the period 9f review . 

. 9 .. 7. LONG-TERM TREATMENT I 
The currently approved indications of mifepristone require 0ne single dose, or 
two doses in case of foetal death in utero. [ . 

However some patients have received long-term daily treatment with mif epristone 
in non-registered indication s·uch as unresecta~le meningiomas, 
leiomyosarcomas, Cushing syndrome. The two main adversej reactions identified 
during long-term use are reversible amenorrhea in premeno,pausal women and 
sub.-acute adrenal failure symptoms. In addition, endometrial ~yperplasia might be 
a potential adverse reaction of long:-term mifepristone adfT\inistration, possibly 
related to continued unopposed estrogen action. 

9.8.EXPERIENCE IN SPECIAL PATIENT GROUPS 

There is no information concerning the experience in special prient groups. 

I I 10 - CONCLUSION I 
I 

No area of safety concern has been identified during the pJriod of review. The 
data presented in this report are consistent with the cumul~tive experience to 
date and provide no information, which could alter the risk-benefit ratio of 
mifepristone. · I . 
Exelgyn Medical Department will continue to monitor reports of adverse 
experiences received worldwide and will revise the J SmPC when an 
evaluation of surveillance data yields significant new infoTation. 

I 
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MIFEGYNE® 
REGISTRATION STATUS AS OF NOVEMBER 1998 ' ,•· 

DATE OF 
DOSAGE PER TRANSFER OF INDICATIONS 

COUNTRY TABLET APPROVAL LAUNCH MARKETING (and POSOLOGY) 
AUTHORIZATION 

FRANCE 200mg December.28th
, 1988 September 1989 8/8/97 • OMedlcal alternative to surgical termination of Intra-uterine 

pregnancy of up lo 49 days amenorrhea (600mg single 
dose) 

July 1i\ 1992 CIP N°556 473.0 • [Preparation for the prostaglandln action In therapeutic 
pregnancy termination (600mg single do~e) 

• □Fcetal death In utero (600mg x 2 days) 

November 6th
, 1998 • OSoftenlng . and dilatation of the . cervix uteri prior to 

voluntary pregnancy termination by vacuum aspiration 
during the first quarter (200mg single dose) 

U.K. 200mg July 1 •t, 1991 July 1991 24/09/97 • □Medical alternative lo surglcal termination of Intra-uterine 
pregnancy of up to 63 days amenorrhea (600mg slngle 
dose) 

August 4th
, 1995 PL 16152/0001 • OSoftenlng and dilatation of the cervix uteri prior lo 

mechanical cervical dllatatlon for pregnancy termination 
(600mg single dose) 

---·- - · . - - -- ·------ · -- - - --- ·-·-·· . ------ -· - - ·- ----- - -·------ ---··---- - - ... BTermlnatlon -of·prsgnan·cy-b·etween ·1 raild •. 20- weeks-
gestation In combination with gemeprost (600mg slngle 
dose) 

SWEDEN 200mg September 41h
, 1992 October 1992 1/10/97 • □Medlcal alternallye to surgical termination of intra-uterine 

ASP 91-0246 pregnancy of up to 63 days amenorrhea (600mg slngle 
dose) 

• OTermlnation of pr,egnancy 'rn the'. second trimester (600mg 
slngle dose) ' 

600mg August 2nd
, 1995 ASP95-0005 Same Indications as tor 200mg tablets 
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MIFEGYNE® REGISTRATION STATUS AS OF MAY 31, 2002 
COUNTRY DATE OF SUBMISSION DATE OF APPROVAL PLANNED/ ACTUAL LICENSE NUMBER 

DATE OF LAUNCH 
·., ,:. • E .' U;, .R;;;,. .0 .. :. P· E· . ··· ·•,.:· .. ::·v·,-"-"''':o.'•··" 0/fi·· .. , .. .. .. 

. ' '•"•" .. ,. .• :.·.'.:'.,":,'i,;, ...• :.... . .. , .. : ., 

Mutual Recognition April 6'", 1999 July 6m, 1999 F R/H/137 /01 
Procedure 
AUSTRIA April 5th, 1999 September 21st, 1999 Marketed December 1999 1-23220 

BELGIUM April 5th, 1999 November 22nd• 1999 July 3r~, 2000 2 532 IE 1 F3 

DENMARK April 5th, 1999 August 2ih, 1999 Marketed 0 1 2000 30 741 

FINLAND April 51\ 1999 December 20th, 1999 Marketed 01 2000 l MTnr 14064 FIN 

FRANCE - December 28th• 1988 Marketed 1989 556 473.0 -

Update December 15th, 1999 

GERMANY April 5th, 1999 August 19th, 1999 Marketed November 1999 46 038 .00.00 

GREECE April 51\ 1999 October 10th, 1999 042001 2455001 

LUXEMBOURG November 261\ 1999 December 11 th ' 2000 January, 2001 , 1181 /00/11/0052 

NETHERLANDS April 61\ 1999 August 25th, 1999 Marketed January 2000 RVG 24 206 

SPAIN April 61\ 1999 October 21 •t, 1999 Marketed February 2000 62.278 

SWEDEN - September 4th, 1992 Marketed. 0 3 1992 ' 11642 

UK - July 1"\ 1991 Marketed 0 3 1991. PL 16152 / 0001 
Updated August 4th• 1999 
Updated August ath, 2001 

.··.• ... · -:_,,, " 0. .. T .. W: ~·E,>:•:R s ::tft,r:.: · : . · :· · · · . ,·.··., .. ,..• .'•.•J .. 

AZERBAIJAN April 20th , 2001 2002 SN-004 00254 

GEORGIA September 13th , 2000 December 11 th• 2000 March; ·2001 R-0000075 

ISRAEL · February 7'\ 1999 August 10th , 1999 
., 

rvrarketed September 1999 --- -
.. 

115 52 2964~ 00 

NEW ZEALAND 2000 August 30th , 2001 Septemqer 2001 -
NORWAY March 291\ 1999 December, 2000 May 1st, 2001 99.1943 

OUZBEKISTAN June 8th ,2001 2002 6-250-95 

RUSSIA November 22nd, 1998 April 141\ 1999 Marketed Sei:jtember 1999 P-8-242 N°01 1033 

SOUTH AFRICA April 91\ 1999 Pending Q3 2001 NA 

SWITZERLAND Febr·uary 101\ 1999 July 14tn, 1999 Marketed October 99 55205 

TAIWAN 1999 Pending Q3 2001 NA 

TUNISIA August s1n, 1999 November 15th, 2000 200~? 4303011H 

UKRAINIA May, 1999 June 23rd, 2000 January, 2001 I ,' P.0600/01921 
., ' 

- 19 -



FDACDER000267

Obtained via FOIA by Judicial Watch, Inc.

EXELGYN Medical Department 
Mifepristone - Periodic Safety Update Report n•1~ -from June 1•1, 2001 to May 31_., 2002 

• • :.;. ~t " ( ~ : ; • • -~-: • • • .: • .._ 

: ;:· .. -
+ • -· • 

.,:. _.,,.,. \.•~ . : . . . 
:.· ... ·-- __ _ _, -
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I 
APPROVED EUROPEAN SP€ 

I 
JULY 6, 1999 

Therapeutic·-frad1~·atlons-& Posologv?·---~_:: .. 

Th~· European SPC has used the fol;owing wording. Co~sequently, the Initial 
wor~ing used in Fra'nce and referred to in Append{:x; 11. 1..1. has been 
-~?Cf •tie~ to reflect the hannonized·EU _Sm PC. . ._ I · • -· · · ·-· 
The following countries have been included in the procedure of Mutual 
Recognition: Austria, Belgium, Denmark, Finland,. I France (Refe_rence 
Member State), Germany, Greece, the Netherlands, Spam. 

1 . 
Medical termination of developing intra-u1terine pregnancy. 
In sequential use with a prostaglandin analogue, up to 49i days of amenorrhea. 

600mg of mifepristone (i.e. 3 tablets of 200mg each) i~ taken in a single oral 
dose, followed by 36 to 48 hours later, the administration of a prostaglandin 
analogue; misoprostol 400µg orally, or gemeprost 1 mg lper vaginum. 

Softening and dllalation of the cervix uteri prior to sJgical termination of 
pregnancy during the first trimester. _ I 

200mg of rnifepristone (one tablet), followed 36 to 48- hours later (but not 
beyond) by surgical termination of pregnancy. I 

Preparation for the action of prostaglandin analogueJ in the tenninaUon 
of pregnancy for medical reasons (beyond the first trimester). 

I 
600mg of mifepristone (i.e. 3 tablets of 200mg each) taken in a single oral 
dose, 36 to 48 hours prior to scheduled prostaglandin! adr:ninistration which 
will, be repeated as often as indicated. I . · 

I 
I . 

4- Labour induction in foetal death in utero. I .. 
I 

In patients where prostaglandin or oxytocln cannot be used. 
600mg of mifepristone (e.g. 3 tablets of 200mg each)! In a single oral daily 
dose, for two consecutive days. I . 
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. I 
In the other countries where the product has been approve • the wording is the 
following: 

Israel 

• • • • . i 

. -· .. . ··:•;~·~:·•··· ·. -·-· - • Med1car~alter"r1ative "to utenne s-uction for termination of intra-ute.riAe .. . 

;·>t:,~if~,±:r.:·c,: ... :-: .. ,i, ._:d,.,.. _pre~-~-~r:icy: -·· .. _ . . ' . . . . . ~~·.,. -··I,_. ·,.--: '_,~~t~i(f.~r:;;:,:i.~:t · ~-:-:.::;,=:·: >:-:'_ 
· ·. :.: : -: ·: · . · ; ::-::: .. ;:'.,., .. _ :,:- up-to-aAd n0 later than 49 days of amenorrhea (seven wee'ks). · , .. -. · . .. . · -----·~·-·· -- ~----- · . . . I . . .• --. 

... 
-· 

·' 
, '· 

In sequential use with a prostaglandin. analogue, misopros_t9l 40Qµg _.per os 
administe'red 36 to 48 hours after rriifegyne® intake. · -- · · .,,.: .:c • • 

, Only th!s indication has bE;!en appro.ved at th~ moment. 

Russia 

I 
• Medical termination of pregnancy up to 42 days of amEinorrhea: 

• 600mg of mifepristone in a single dose. I 
• Medical termination of pregnancy up to 63 days of amenorrhea in 

association with a prostaglandin analogue (mfsoprost61, gemeprost): 

• 600mg of mif epristone followed 36 to 48hours later by ~emeprost 1 mg per 
vaginum. . I 

• Dilatation of the cervix uteri prior to a surgical termin1tion of pregnancy 
up to 12 weeks: . . 

• 600mg of mifepristone in a single dose. 

• Preparation to the action of prostaglandin for termin<ltion of pregnancy 
between 13 and 20 weeks gestation for medical or social reasons: 

600mg of mifepristone followed 36 to 48hours later by g~rneprost 1mg p.v., 
repeated every three hours until complete expulsion. · I . 

l 
The indication Labour induction for foetal death in uter:o has nyt been approved in 
Russia. . · .j 

Sweden 

• Medical alternative to surgical termination of intra-uteri~e pregnancy of 
up to 63 days amenorrhea (600 mg single dose). . I . 

• Termination of pregnancy in the second trimester (600 ling single dose). 
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Switzerland 

The same text ~s irt the EU has been approved for indication! and posology with a 
slight difference in th~ wording of ·one .indication: Medical-te~ination. of intra,,_,::,,. . _ 

·-.;. uterine'pre'gnancy. . . I 
. -. .. :·. ~.-:: ,:,:c;:•.L . ·.:. -- . , ,_-:_ ~ . . . ·:: ... : ~ _':· fl ~ -~ . . 

- ·- -~ · ."':.. . t~_ .::. :~;:~ .. ·-:~·- . .... - .. -~- >·- ,; ::-____ ;·.:.--:-:·:.: ·.:··: .... ..... '" ..... :- -
.. ~ .... · - ~~-:.:. . .. . .._ ~ ••• •-.:.v- -,-,..__,.. - ,._,, _ _ ..., .......... - ~ .., ,....,.l, ..-,~••:-'- ,.- ' " •• • ~ • 

U.K --· · . . _ .. . ·-·J--~·:.· ,_. . . " . ..; ... 
. . ., ·-- .... . . 

• 
• 

• 

Medi~al.termination of intra-uterin.e pregnancy of up tJ 63 days g~statio~~-- .. 
Softening· and· diiatation of 1he cervix uteri prior to rhechanical cervical 
dilatation for pregnancy· termination. . j 
For use in combination with gemeprost for termination of pregnancy 
between 13 and 24 weeks gestation. 

• •labour induction in fetal death in utero. 

Contra-indications 

For the above-mentioned countries the section Contra-Indications include the 
following: I 
In all indications: 

chronic adrenal failure 

known allergy to mifepcistone or to any component of the product 

severe asthma uncontrolled by therapy I 

For countries included. in the Mutual Recognition Procedure and for the UK, 
the following contra-indication has been added in all indications: 

- Inherited porphyria l 
In the ·indication: medical termination of developing intra terine' pregnancy: 

pregnancy not confinned by ultrasound scan or biological t~sts 

- pregnancy of 50 days' amenorrhea and beyond I 
suspected extra-uterine pregnancy 

- contra-indication to the prostaglandin analogue selected 

-23-
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In the indication: softenin and dilatation of the cervix teri rior to sur ical 
termination of pregnancy: 

- pregnancy not confirmed by ultrasound scan or biological test 

- pregnancy of 84 days of amenorrhea and beyon , (according to legal 

_ _ .: . _ _ ~ ::~;:::n:~:~,;~~e ~regnancy ·- - ~-~c: J .- _ , ~ --: -• . -
""'" ... ~,, .. _ ......... ,• ,-·.· ........ Preparation for"the action of prostaglandin analo,gues in.the._t~rminatio0n-~i',··•·'_·-··--· 
~ - pregnancy for medical reasons (beyond the first tr.imesteH: 

co·ritra-indicatiori to the prostagla~din anal~g~e-~el~~t ;d 

Labour induction in foetal death in utero: · 

Should prostaglandin combination be required, refer to Cdntra-lndications to the 
selected prostaglandin analogue. 

In Israel, the section on Contra-Indications is different an<ii include the following 
items: I 

1. Known allergy to mifepristone or to any component ofi the product. 

2. 
3. 
4. 
5. 
6. 
7. 
8. 
9. 

10. 
11. 
12. 
13. 

14. 
15. 

Suspected extra-uterine pregnancy. 

Pregnancy not confirmed by ultrasound scan. 

Chronic a.drenal failure. 

Hemorrhagic disorders. 

Long-term corticosteroid therapy. 

Severe asthma uncontrolled by corticosteroid therapy:. 

Cardiac disease. 
Hyperlipidemia. 

Diabetes. 

Patients with antipsychotic drug therapy. I 
Pregnancy beyond 49 days of amenorrhea. j 

As a special precaution, the medical method is not recommended for use in 
women over 35 years of age or who smoke more· tha~ 10 cigarettes/ day. 

Know allergy to prostaglandins. 

Patients with or history of cardiovascular disease. 
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In the UK, the following items are included in the Conlra-l~dication seclion of the 
UK data sheet: 1 

1. Known a~lergy to mifepristone or to any component of! the product. 

2. Suspected extra-uterine pregnancy. 
~ . -=~ 

3. Pregnancy not confirmed by-ultrasoun-d scan or biological te_~ts. _ 
Chronic adrenalfailure: - - - . - l . . -. 4. 

7. -Sever~ __ asthma uncpntrolled by cqrticosteroid therapy\ 

_ 16. I nhe!"ited po~hyria , 
- ·-•--=-·-·--• -- I - -

-···· ---------- --· _-_-_ - ~ -~- -~-----~ 

· Items 5, 6, 13 have been moved into the precautions se~tion of the EU SmPC and 
item 13 is worded " ... women over 35 years of age and VV"ho smoke more than 
10 cigarettes/day''. Item 9 and 11 do not exist in any of the master data sheet, EL!, 
UK of Swedish information. Item 10 is included in the Pre&a_ution for use of the 
Master Data Sheet. , 

i 
In addition, the following conditions have been considered in1the warnings section: 
hepatic failure, renal failure, and malnutrition. 
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Exelgyn Laboratories . 
6, _ rue ~~r istophe Colo~b 
F-75008 Paris 

. . 
: ·~ -;:. ·•$' .- .. ¥.·:- .. . - ... - - :.· -

Master Data Sheet 

I 
ovember 2001 
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I 

SUMMARY OF PRODUCT CHARACTERISTI ~S 

--1.' .... TRADE NAME OF THE MEDiCINAL PRODUC°f _· 

• . MIFEGYNE® 200mg, tablets. 
+ ..... . . . . 

2. QUALITATIVE AND QUANTITATIVE COMPOSITION 

3. PHARMACEUTICAL FORM 

• Light yellow, cylindrical, bi-convex tablets, for oral admirnistration. 

4. CLINICAL PARTICULARS 

4.1 Therapeutic indications 

• 'Medical alternative to surgical tennination pt intra-uterine 
pregnancy. j 

In sequential use with a prostaglandin analogue, a ministered 36 to 
48 hours after MIFEGYNE® Intake (see Posology and Method of 
Administration): 
- misoprostol 400µg orally (for pregnancies up to 49 days of 

amenorrhea), . 

- or gemeprost 1 mg, vaginal pessary (for pregnancieJ up to 63 days of 
amenorrhea). 

Under these conditions, the association of mlfepristone and 
I 

prostaglandins leads to a success rate of about 95! per cent of the 
attempted pregnancy terminations. 
(See Warnings and Precautions for use) ' · 

-29-
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I 

I 
• Softening and dilatation of the cervix uteri prior to surgical 

pregnancy tennlnation. . l 

.. 

Pre-treatment with mifepristone facilitates thell surgical step of the 
mechanical dilatation. · 

• Prepa_r~~ion _for th~ . ~ctfci~r ·;f ~ pt~ta"gt~~di. ·s · a•ri~logue~---~iri:?.t~t'" ___ , 
terminat_i~n ~f pregnancy for medi~! reasons'.I 

The ·use · of ·MIFEGYNE® allows a significant reduction ·of the ., .. .,...-. -· 
.. .. - pr~staglandins aoses ·(equired for. the expulsion .. 

..... .. 
H- • · ~•• • -•• 0 • • ,0 - - ~ ~ - ~ ..... > fl • - - ~• • 

• Labour induction in· fetal death in utero. 

MIFEGYNE® administer~d alone le~ds: to ~xpulsion in about 60%, 
altowing ·avoidance; or reduction · ir'I" the dof e of prost~glandins. 
Therefore, it is Indicated ·· especially when prostaglandins are· 
contra-indicated. 

1 

4.2 Posoloqy and method of administration 

1) 

2) 

Medical alternative to surgical tennination of intra,uterine pregnancy. 

MIFEGYNE® must not be administered if there is do~bt as to the existence 
and age of the pregnancy, or in case of extra-uterine pregnancy. The 
prescribing doctor should in any case perform an J1trasound scan and/or 
measure B-hCG before administration. 

The method of administration which will be prescribe
1
cj by the physician and 

applied in the presence of the practitioner or of a hejlth professional will be 
as follows: I 
• 600mg of mifepristone (i.e. 3 tablets of 200mg each) is taken in a single 

oral dose, followed by I 
• 36 to 48 hours later, the administration of a p~ostaglandin ~nalogue; 

. misoprostol 400µg orally (pregnancies up to 49 dbys of amenorrhea), or 
gemeprost 1mg vaginally (pregnancies up to 63 d~ys of amenorrhea). 

Softening and dilatation of the cerviX uteri prior l surgical pregnancy 
tennination. . I . 
• 200mg of mifepristone (one tablet) in the presenc~ of the physician or of 

a health professional, followed 36 to 48 hours later (but not beyond) by 
surgical termination of pregnancy. 
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. I 

3) Pre11aration for the a~tion of erostaglandin analLs In the tennlnation 
of pregnancy for medical reasons. I 

. I 
600mg of.mlfepristone (i.e. _3 tablets of 200mg eac1•) taken in a single oral 
dose, in the presence of the physician or of a health professional, 

. . .. ... ·:--· .. . . .. 36_ .to ~8. hours. P.~?r,. to ~cheduled_ ~rosfag!a~~~-~~•~l~.i~f!:§l~'.?ry-:wh19tf.will be_ ·: · .. _:·-. ;·7: . 
~,_,_ .. · , .. · : . . repeate.Q as ofteo-~as.lnd1cated. - - -i _ · [ - · · · ••. · :-- --

. . :. -· . . . . . I . . ::: .- . . . . .. ----- -., . ·"'· 
4) .Labour induction for.expulsion of a.dead-fetus (fetal-death•·ih;uterok'--· : --.. . . .... ----: . --~ . . . . I ... : . . . .. :_ . . . 

• 600mg of mifepristone, e.g. 3 tablets· of 200mg each, in a. .single .oraL.:.~ _. ~~ · ·~---\ .. 

daily dose·, foftwo•.'consecutive days . . ..... I ' . .. -~-~~~~~ , __ .. 
· Labour should be induced by the usual methods if i~ f)as not started within 72 ·:~, . 

hours following the first adm.inistration of mifepristonel. 
• • ' M f 

4.3 Contra-Indications 

This product SHOULD NEVER be prescribed in the following ·situations. 

• Chronic adrenal failure. 

• Known allergy to mifepristone or to any com~oneTt of the product. 

• Severe asthma uncontrolled by corticosteroid thelr!apy. 

• lnheriteq porphyna. 

In the indication: medical alternative to su .gical termination of 
Intra-uterine pregnancy. · I . 
• Pregnancy not confirmed by ultrasound scan or b~ological tests. 

• Pregnancy beyond 49 days of amenorrhea with misoprostol or beyond 
63 days of amenorrhea with gemeprost. 

• Suspected extra-uterine pregnancy. · 

• . Contra-Indications due to the prostagtandins: 

-· Known allergy to prostaglandins . 
. - Patients with or history of cardiovascular dise se (angina, R~ynaud's 

. syndrome or disease, cardiac arrhythmias, bardiac failure, severe 
hypertension). 

(See Precautions for use) 

Preparation for the action of prostaglandins analogues in the 
termination of pregnancy for medical reasons. I 

I 
I 

• Contra-indications to prostaglandins where relevan . 
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I 
Labour induction for expulsion of a dead fetus {feta'! death in utero) • . . ! 
• Should prostaglandins combination be requir~d. refer to contra­

indications to the selected prostaglandin analogue.· 

.... - • • ·- · ,·•· · · · ~~! .. 

-- ·. ·:. -_::4.4 · ·.wamfngs ·srrd' Precautions for use.: 

I 

··k: -:;;_ .· 
. . j.: .. , • . . ·--· .- - ... -· .• 

I 

l 

-~ ~-,· ·- - · ···-
-- --

· .. :·~:.:. ·:--.t .; ... :•4·:-~~~::-;.:~c:_·~ .:/ ·.~-::, ;~;;,~.::::}~.:.~-.::l:t . .i..:--:~:;~ 

1) 

., , Specific nat!<Jnal -~egal _re9uir~ments ·-; _ _. I· --:· · · 
MIFEGYNE® and the prostagland_in analogues can ohly be prescribed and 
administered in accordance with the national legal requirements. 

• ·-· • :.. •• - • • -1 • • • • ._ .- ' - • 

As a oorisequence, they can only be prescrib'ed by a rriedical doctor and in a 
public or private hospital or centre (having ap'proval to undertake 
terminations of pregnancies) in accordance witH the national legal 
requirements. · 

The signature of an informed consent letter by the patient would certify that 
she has been fully informed about the method and its risks, except in the 
cases of preparation to the action of prostaglahdins for pregnancy 
termination for medical reasons as well as for the labour induction for 
expulsion of a dead fetus {Fetal Death in Utero ). 

I 
. : 

Medical alternative to surgical pregnancy terminiltion of intra-uterine 
pregnancy I 

Failures 

Unless abortion has already been completed, the use;of MIFEGYNE® must 
be followed, 36 to 48 hours later, by a prostaglandin ~nalogue administered 
either vaginally or orally, as mifepristone alone given Without prostaglandins 
would lead to a failure rate of the method of at least 20, per cent. 

I 

According to the clinical trials and to the type of p~ostaglandin used, the 
failure rate varies. Failures occur in 1.3 to 7.5% of the cases receiving 
sequentially MIFEGYNE® followed by a prostaglandin analogue, of which: 

• 0 to 1.5% of ongoing pregnancies 
• 1.3 to 4.6% of partial abortion, with incomplete expuf~ion · 
• o· to 1.4% of hemostatic curettage I 
Bleeding l 

The patient must be informed of the occurrence j of prolonged vaginal 
bleeding (about 9 days after MIFEGYNE® intake) which may be heavy. 

I . 

Bleeding occurs in almost all cases and is not in anyv{ay a proof of complete 
expulsion. j 
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I 
The patient should be informed not to travel far awdy from the prescribing 
centre as long as complete expulsion has not be~n recorded. She will 
receive precise instructions as to whom she should co,ntact and where to go, 
in the event of any problems emerging, particularly in the ~se of very heavy . . I . 
vaginal bleeding. · . ! 

' 

. . ·-... · .: · . . 
A follow-up visit must take place maildatorily with

0

in a period of 10 to 
14.;_·days •.. after admini~tration of Mlfl;.GYI.N.!5® to veriify by the appropriate 
means (diriical examination,· Beta-hCG measurem~nt, ultrasound scan, 
etc ... ) that exp~l~ion has· be(;ln._<:~ompleted a_nd that; vagiJlal bleeding has.: . 
stopped (apart from light bleeding the. disappearanqe of which should bf) 
checked within a few days). .,.. 

Persistence of vaginal bleeding at this point couli:f indicate incomplete 
abortion, or an unnoticed extra-uterine pregnancy1 and an appropriate 
treatment should be considered. 

Since heavy bleeding requiring hemostatic curettage occurs in up to 1 .4% of 
the cases during the medical method of pregnancy termination, special care 
should be given to patients with hemorrhagic disorders with 
hypocoagulability, or with anemia. 

The· decision to use the medical or the surgical method should be decided 
with specialised consultants according to the type of hemostatic disorder and 
the level of anemia. · !· 

2) Softening and dilatation of the cervix uteri prior to surgical pregnancy 
termination I 

I 
i 

For the full efficacy of therapy, the use of MIFEGYNE® must mandatorily be 
followed, 36 to 48 hours later and not beyond, by surgipal termination. 

i 
The woman must be informed of the risk of bleeding; which may be heavy, 
following mifepristone intake. She will be informed of the rare occurrence 
(0.9%) of expulsion prior to the surgical termination. j 

I 

She will receive precise instructions as to whom s~e should contact and 
where to go, in the event of any problems emerging, particularly in the case 
of very heavy vaginal bleeding. · 
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3) PrOj,aration for the action of prostaglandin analoL for termination of · 
pregnancy for medical reasons : · 

L 
The administration of prostaglandins carries somej risks; however pre-
treatment with MIFEGYNE® has been shown to reduce the total dose of.. . ., ... 

· - · ·· - -· - ' .. . . ... . - ~ '!!. . .. 

• . • ~ '"- · · - . ~r- ~-· ·· · · ··· prostaglandins required. Mqreov~t,Jhe iis~s of other {mechaniCQl).-methods."_: . : .: ~ 
.. · · ···· · -- - of termination for . advanced pregriafidgs, beyond 12 weeks~ ·have ·fo-:6e-l~--;~·---:··~- . " 

- .~ .··~- - .. f •• 

· ·· .. - . 'considered. :.:. _:-_~ .. ·.:.-_.;_.~-r .. ~-::5 _":_"_.·;. .. -~-~,\ _;;_:_.;:·". :-:t::,·, :.';, :·.::.:iU~;:-=-;ii:;;,~.,: .---~, . . ~:-.. ·~: ._._:_• __ . _._:i;·.~ t~\~.:;:> .. t'°~~tS7 -··: - .... 
·;-; . . . ~ .. - ···=-~-~ ·- .... - - -:-~:..':·l'I ....... - ·. -·~-- '; .•.. 

.. . 
.• 1 Precautions for use·-= I 

.. ' 
I 

.. . . . 

.. _.,. .J 

1) In all instances 

• 

• 

• 

• 

l 
The use of MIFEGYNE® requires blood group antj rhesus determination 
and hence the prevention of rhesus allo-immunisation as well as other 
general measures taken usually during any pregnancy termination. 

i 
I 

In case of suspected acute adrenal fail~re, dexamethasone 
administration is recommended. 

I 

Due to the antiglucocorticoid activity of mifepriston~, the efficacy of long­
term corticosteroid therapy may be decreased d~ring the 3 to 4 days 
following MIFEGYNE® 's intake. Therapy should b~ adjusted. 

' 
In the event of inhaled corticosteroid therapy, partipularly in patients with 
asthma, it is recommended to adjust the ·treatment by doubling the dose 
during the 48 hours preceeding mifepristone's administration and for 
about one week duration. i 

I 
I 

In patients with insulin-dependent diabetes, ! the occurrence of 
gastro-intestinal disorders induced by the pregnancy itself or by the 
treatment, would require an adjustment of insulin t~erapy. 

! 
• During clinical trials, pregnancies occurred between fetal expulsion and 

the resumption of menses. To avoid potential exposure of a subsequent 
· pregnancy to mifepristone, it is recommende~ that conception be 
avoided during the next menstrual cycle. Reliable contraceptive 
precautions should therefore commence as e~rly as possible after 
mifepristone administration. · 

• As a precaution and in the absence of specific! studies, mifepristone 
should not be used in patients with: 
- Renal failure 
- Liver failure 
- Malnutrition 
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2) Medical altemalNe to surgic;,ir terml~iiiio'ri of lntra.lerl~e pregnanCy . 
. I . 

In any case of a pregnancy occurring on an intra-uterine device, this device 
must be removed before administration of MIFEGYNE®. 

. . . . - "· -·-.. .· . . .. ;,. . .. . . .. -- j .· - . ---· ,. ·, ·-:-,-~-_.?.; . .. . _· . . ·-· :· 

~ :.~t~_:JfJf~~~(}.:::·:.~. _ During·:t~~,in)ti~l-;~!~~I~r ~a!sr~!e -~e riou~~~!~J?vascui'~t::~c~i~7nts.s.iri}i@t;tg;~- S.i;: .· .. ,,;. ·. · .-, 
• .a -.. :. ·-,;· ·.:·r'---··•: ~- ,- - -- . , , •• :cor-onaryspasmsdia~e:been repqrt~d folfowmg the .adrnm1strat1on of a PGE2:~. ·-:L~--- · •· :: . 
·· ·;_:~· '. .. :· __ .,_:,~·::~-;: .~'. ~-: ·. -~-.. _ _ ... ,_:f q:?lqg_u.~ A!r:tt1;?:;:_qiµ:s9.!;i_lfil, .. _sulRr.9stone ). · ~ese. events_. _·were ref)<:!rt~.Q.:r~itlik\-;·,,·,~~i;=::•.:·~;: ~.:.:~.= 
'' ;.;_-' .. :--.--~~-;-:/,'.'·~-·:::f~i-*=:~~' ::· :·::, wome.rr·ovef 3Jt y~a~· ofage.aod smokirig ·more than 1 b cigarettes a day;· ::;,::;;-:;_. ··: ,·:· .. :· .,.,~:- .:.~;_; 

·" · • :: · :· _, :~ • :: 

0 

• • , ~ ~ii~ :-och ~Se:, have bee,; reporte(j;> si~OO cirf31Qgiies 41 PGE 1(gemeprost;;r.', i .· . . - · 
misoprostol) have been used. The -pfese·nt experirnce is based upon:.-

··· .' :. ~-- _ ' :. ' (b:1j' treatments of wh,ich abou! <b> w, .:.~~ed mis9prostol a_nd abo_i;IJ,_ _ 
__ (b_><_ used gemeprost, : · 

3) 

Therefore, as ·a special precaution, the medical method is not recommended ; ;. 
for use in women over 35 years of age and who ~moke more · than 1 O 
cigarettes a day. t 

In any case, the risk of cardiovascular events must be taken into 
consideration when prostaglandins are used in association with mifepristone. 

Method·of prostaglandins administration. 

During intake and for three hours following the intake, the patients should be 
monitored in the treatment centre, which must be. fittetl with the appropriate 
cardiovascular monitoring and resuscitation equipment! 

For the se uential use of MIFEGYNE® • Prosta 1Jndins whatever the 
indication. 

The precautions related to the prostaglandins used -should be followed if 
relevant. 

4~5 Interaction with other dru s and other es of interacti0ns. 

Associations to be avoided 

• Non ster:oidal anti-inflammatory drugs (NSAID
1
s) including .aspirin. 

A decrease of the efficacy of the method can the0retically occur due to 
the antiprostagtandin properties of NSAlds. · Use preferably 
non-NSAIDs analgesics. 
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4.6 Pregnancy and lactation 

Patients must be infonned th~t in the event of fail re of the methods, the 
pregnancy is liable to continue to develop. The fetus;may then be exposed to 
a risk of malfonnation. l -

. In studies p~rfgr.rn,ed in animal~, _fe_tal _anof1!alies flay~ been observed in · 
:. ~rabbits-.(skul.LJe_~iqns)", but not }n rats :.and. rriiE~-i .Nc(\er~fQgenicity ·w?~ .::_~:--~---­

-· observed atte·r iri vitro- exposure of. monkey embryo~. tc5{i!lf epristone'. Wl:)en· _.. . 
. . the pregnar:icy:,9:5i;i_tinued-.a~~r':)J.li{~priston~ ·.alo~<f{:qf'-wit.ft~P(Ostaglandins, ·- · -
- .-uncommon cases, of malformations have been rep9rtecf ·in tlie··fetus or'the 

infant. Malfonnations have also _ been re.ported after the use--.. of · -- -'-~ 
.. . .• • . ~ . . I ... . -- ~ ~ .. . -·· ·-~-· .. ":·•.• .. -.....~~-- .• ""'-""'°!;· 

· ·prostaglandins--alone.. . : ... - ___ .. · -.. -- · · . 
I • - -·- . - • 

I 

The exact role of mifepri.stone, prostaglandin·analogue, or coincidental event , '· 
cannot be established. ! 

It is essential that termination of · pregnancy lly another method be 
undertaken at a follow-up visit, in the event of sueh failure. 

I 
! 

Mifepristone is a lipophilic compound and may the<;>retically be excreted in 
the mother's breast milk. However, no data is a~ailable. Consequently, 
mifepristone use should be avoided during breast-feeding. 

• I 
I 

4. 7 Effects or ability to drive and to use machines I 
Unknown. 

4.8 Undesirable effects 

Very common 
Common 
Uncommon 
Rare 
Very rare 

Urogenital 

>1/100 
>1/1000 
>1/10,000 
<1/10,000 

l 
I 

>1i.10 
and <1/10 
and <1/100 
and <1/1000 

j . 
• Bleeding , 

· Bleeding occurs in almost all women and in¢reases with the age of 
pregnancy at the time of termination. 

Heavy bleeding occurs in about 5% of the bases and may require 
hemostatic curettage in up to 1.4% of the casi s. 

I 
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• Very common uterine contractions or crampt (10 to 45%) in the 
hours following prostaglartdin intake. I 

• Uterine rupture has been uncommonly reported after prostaglandin 
intake for induction bf second trimester termibation of pregnancy of 
labour induction for fetal death in utero during the third trimester. 

· •• :•- :~ • .. • .. · ·,". . .'' ., .. • i- --• - ~ .. _:~ ·: . .. ~:.."'-,i:: . ·: :_ • . ,._. •·. ~ •• · •~~~~·-~:. • , - •· ' -,: . : ~::': :'_:•s.: -- ~~"'-"-··~••·• 

. -,.. -~ .· ~:; ·- · .: .. .. ~- .. ::-~·-- :?f~e reports 9ccurred particularly in mtlltipa(pys: .. ~ornen or io women .:;_·:;:.··. _···:.'.,:..~ _ 

;~.:-,:::: ~~,::~i''%'::::';:.: 3}te.::i~t=~:~~n section scar:. i''., . .· .'. ·•··:• t :, t~;:,~; :~---jf i;~":"•t;:;:':\~~;s 
:. :;·_ - ..:···· ··: . .. . Nausea, vomitir:ig, diarrhea, are very common aft~r prostaglandin.intake.~ _ - . 

•• =--•=- ••., ., :. ,. .. .,-, ... r ·- ·- • , • 1·· .. -
- • · · • •• •- ~·· • •.-:: . ,. •:o . 

Cardiovasculaf , 
Uncommon hypotensi0.n (0.25%):-- · · ~--· -. . l. 

- ' r 
i 
j Hypersensitivity and skin 

. l . •• . . . 

Uncommon skin rashes (0.2%). Single cases · of urticaria, of 
erythroderma, erythema nodosum, epidennal necrolysis have also been 
reported. I · 

- Other systems I 

. l 
Rare cases of headaches, malaise, common I yagal symptoms (hot 
flushes, dizziness, chills), and uncommon fever h~ve been reported. 

4.9 Overdose 

I 
! 

Dose-ranging studies have shown that administration of single doses of 
mifepristone up to 2 g caused no unwanted reaction. i 
In the event of accidental massive ingestion, signs ~f adrenal failure might 
occur. Any suggestion of acute intoxication, therefore!, requires treatment in a 
specific environment, and with dexamethasone administration if relevant. , 

5. PHARMACOLOGICAL PROPERTIES 

5.1 Phannacodynamlc properties 
; . 
i 

OTHER SEX HORMONE AND MODULATOR OF :THE REPRODUCTIVE 
FUNCTION/ j . · 
ANTIPROGESTOGEN (GO3 X 801: Urogenital Syst~m and Sex Hormones). 

Mifepristone is a synthetic steroid with an antiprogestational action as a 
result of competition with progesterone at the progesf erone receptors. 
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j 
At doses ranging from 3 to 10mg/kg ·orally, it inhibits the action of 
endogenous or exogenous progesterone in differe~t animal species (rat, 
mouse, rabbit and monkey). This action is manif,ested in the form of 
pregnancy termination in rodents. \ 

. ,:·: .. 
. ... . . ,_.;;)r:i women at doses. gre~ter- tt:ian· or..:..,equql ·!o 

1
1mg/~g1 _ mifepris.!one ~; .. '"! ~~-,.-

. ;·•.,-- :·=:.- .. -: .:.~:qo,t,agonises the endome.trial and rn.yo.ri:1etriafeffects of- ~ogesterone:Quring -:--;;. -··· '.:·-. . .:~~-.J.. . 
. . . .·/· :: . ·] pr;.egn.;iOCY it sensitises the myo·nietritiq,.-to the contraction- ·i!')ducing action of . ,.- . : .. -,~.:;· 

: .. . • • • • -:
7:tpr.o~.ta_glan~i.':l~-~-'P,uring .•ti)e .. first· tr:)rne:st,~~1i~pre-treatrvent with mifepristone . . .:::~":~: 

.. . .... allows the ailatation and opening of-the·ceryix uteri. While clin_icc;3I data nave . ···· ·-· · · ·· 
.. . -·dernonstrated:that mifepriston~ facilitates dilatation of ;the cervix, no data are .. . 

: . . ... ,_ ...... - . available to 'indicate that this results in a towering of the. rate of early or late·:· _._.... . ...... . : 
complications to the dilatation procedure. ··· ! · .. 

· In. the event of an early terthinafion of pregnancy, ithe combination of a 
prostaglandin analogue used in a sequential regimen after mifepristone 
leads to an increase in the success rate to about 95 % of the cases. and 
accelerates the exl?ulsion of the conceptus. I 

l 
In clinical trials, according to the prostaglandin used and the time of 
application, the results slightly vary. I 
The success rate is up to 95.7% when misoprostol is used orally up to 49 
days of amenorrhea, and . with gemeprost applied V?ginally, it reaches to 
98.7% up to 49 days of amenorrhea and to 94.8.% up to 63 davs of 

I J 

amenorrhea. J 

i 

According to the clinical trials and to the type of piostaglandin used, the· 
failure rate may vary. Failures occur in 1.3 to 7.5% pf the cases receiving 
sequentially MIFEGYNE® followed by a prostaglandin analog, of which: 

- 0 to 1.5% of ongoing pregnancies ! 
- 1.3 to 4.6% of partial abortion, with incomplete.expulsion 
- 0 to 1.4% of hemostatic curettage j 

l 
Combinations of mifepristone with other prostaglandih analogues have not 
been studied. · ! 
During the termination of pregnancy for medical re~s~ns beyond the first 
trimester, mifepristone administered at a 600-mg dose, 36 to 48 hours prior 
to the first administration of prostaglandins, reduces :the induction-abortion 
interval, and also decreases the prostaglandin dd

1
ses required for the 

expulsion. · , 
j 

' 
When used for labour induction of fetal death in utero, mifepristone alone 
induces expulsion in about 60% of cases within 72 hpurs following the first 
intake. In that event, the administration of prostaglan~in or ocytocics would 
not be required. : 
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I 
Mifepristone bind~ to the glucocorticoid receptor. It doesn't bind to 
mineralocorticoid receptors; therefore, the risk of acute ~drenal failure during 
mifepristone intake is negligible. In animals at doses 9f 10 to 25rng/kg it 
inhibits the action of dexamethasone. In man the antigh.icocorticoid action is 
manifested at a dose equaf to or greater than 4.Smg/kg; by a compensatory 
elevation of ACTH J:md cortisol._ .·.- .... · ·j :. •=- · --~~-· -- -· · · · -·:·.·. ·.'·_:". ·~~-. :.· ~-:: 

.. . -~-~ ~ . ~ :_-.~: .• :,~;··~::~-- ·_ ... :-~. . · 1 .. . . , . • - · .• ... ·· ·:..~ .. ·,·-.:-:_·:· : -- ·.· ~· ·l··-•-. _:·~::·_: . ·~··:· _·:·:➔ - · : .:. _ "":""'j .:?·~ ~;·:. - -- .. : 

... ~ ':-·_··~_._. ::~.·="'~· :-_::· .. , . . · rvtifep,ri_stone J:tas a··weak anti•androgenic -.action which . only appears<in:~ ..... ,-,-. .. _. , _ · · . · .·. <~: ;,:::_ ·_ · _ . ·- a:ninials during prolonged administrati0rt.:Gt..v\3fy 'high:..Ql?S~S1l ;:. . · - :;: ·-.: ~:;;_ :;_ ~ '·.~:5,f'it-.,·,~ : :-:-, .... ,.: __ :<,•· .. '. .. ;· 

. "', ~--· · ..... ~~! ; . .. ,• ,:;;;. .... Y., !,i;::;;--:._'f. .. -:. - · _.,,. . .. ___ • · : · - - . t -:. ·:::::;.: . ·:: · ~ : .. ·:.r-:•-· .. :;~ .. ·: .. : !'- : .. . . ~ .... . ··· ~ !. ..... ,.~ _J,, _.,,.,...,-, .. .,._ -• ~»i:~ _ .,. - · ···~·~-; - •. -:- · . \~ .. 

, ••• : .... - ... , ,. .. _ _ _ . . .... ,.~- .:- . -~- ~-- - - - · ----· -➔-(-_ · · -. ·-· •·,.~~-.:. . .... - -~ .... - . . ... . . ... .. 
· - - . ! • 

5.2 Ph·annacokinetic properties , . 

Aft~r oral administration of a single do~e of 600mg rnifepristone is rapidly · . 
· absorbed.'. The peak concentration of L98mg/f is reached after 1:30.hours 
(means of 10 subjects}. · · --: · · · i .. 

I 
There is a non-linear dose response. After a distribution phase, elimination is 
at first slow, the concentration decreasing by a half betwe~n about 12 and 72 
hours, and then more rapid, giving an elimination half-life of 18 hours. With 
radio receptor assay techniques, the terminal half-life is iof up to 90 hours, 
including all metabolites of mifepristone able to bina to progesterone 
rece~rs. · 

I 

After administration of low doses of mifepristone [ (20mg orally or 
intravenously), the absolute bioavailability is 69%. I 
In plasma mifepristone is 98% bound to plasma proteins: albumin and 
principally alpha-1-acid glycoprotein (AAG), to which bihding is saturable. 
Due to this specific binding, volume of distribution and plasma clearance .of 
mifepristone are inversely proportional to the plasma conc~ntration of AAG. 

! 
N-Demethylation and tenninal hydroxylation of the 17-propynyl chain are 
primary metabolic pathways of hepatic oxidative rnetabolis:m. 

I 
I 

Mifepristone is mainly excreted in faeces. After administration of a 600mg 
labelled dose, 10% of the total radioactivity is eliminated in the urine and 
90% in the faeces. 

5 .3 Preclinical. safety data 

l . 

I 
I 
I 

In toxicological studies in rats and monkeys up to a durc}tion of 6 months, 
mifepristone produced effects related to its antihormonal (antiprogesterone, 
antiglucocorticoid and antiandrogenic) activity. i 

I 
I 
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In reproduction toxicology studies; mifepristone !acts as a potent 
abortifacient. No teratogenic effect of tnifepristone was !observed in rats and 
mice surviving foetal exposure.' In rabbits survivihg foetal exposure, 
however, -isolated cases o.f severe abnormalities ocGUrred (cranial vault, 
brain and spinal cord). The number of foetal anomalies was not stati~tipally. 

·-: · · significant .and no dose::~_ffect-was · cibserve~l · In monkeys, the nyr:nb.et of 
,~::_'·_.~0~:?.~::·:::;]., .. · ·. •:· . foetu~~;s surviving t!Je· aot>rtifacient .action ·ofrnifepris~9~e was irysu{fic_i_en,UQf:.. _· .: . .' .. ~ _·, . . 

.. . ~ :_:;, .r··:'⇒.~i:~·'j.:;'.,,:;,:.;,:::." . :,-~,,a,cgnclusive asse~ment.·' ·- 'j • - • - ._ ..... .,,,:-.. ~,:-;.:;;~ .. ~-"e':S· - • • ·;.....s::-;; _ . . 
... ,;. \•. - ;t ... ~·;·:.i~::~:-'•~~~~;~_.:~:i~f~-f~~i!~-~ 

. _ .. . : 7;:_ ~:;;.~~~,i~~!-~t:~i:~~t·,:?~.~:~ .?·_:/~~~l;~:.·. ~ .. -.:- T ." · : · ; -~:..:. ·- -~-~--- ·":1·•_·;: -. --· : .. " ... " , _:. ,, ... 
• • • • • - • -· - • • • .:. • • • • • • • ·- . -· + • • _ ... ·:· f '*' : : · .. ~·. ~~ ·• _<:--;.-·~~--- :-~ 

• ; " - ~'- '::•"':. , • • ~•.• .-:•'• :· • .· .. l 

·:':.~--=--·-.,·. -.-.6. , - PHARMACEUTICAL PARTICULARS:· , 
--: :- • ·r ·- .. -. · . . ~ --;•1• 

6.1 List of excipients 

.... . .. 

. ·--Anf'!ydrous colloidal silica:, . maize star~h. po.vidone, microcrystalline -cellul~s'e'; . 
magnesium stearate. ' -

6.2 Incompatibilities 

None known. 

6.3 Shelf-life 

3 years. 

6.4 Special precautions for storage 

None. 

6.5 Nature a·nd contents of container 
I 

Blister pack (PVC and Aluminium foil and carton) contain,ing 3 tablets. 

I 6.6 Instructions for Use/Handling 

The treatment procedure should be fully explained and completely 
I 

understood by the patient. 

7. MARKETING AUTHORISATION HOLDER 

8. MARKETING AUTORISATION NUMBER 

9. DATE OF FIRST AUTHORISATION 

10. DATE OF REVISION OF THE TEXT 

November 2001. 
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SUMMARY OF PRODUCT CHARACT : RISTICS 

~~~h tablet con~ains -200-mg m.lf~pristone. 

3. PHARMACEUTICAL FORM 

Tablet. 
Light yellow, cylindrical, biconvex tablets marked "16i B .. on one side. 

4. CLINICAL PARTICULARS 

For termination of pregnancy, MIFEGYNE@ and the prostaglandin can only 
be prescribed and administered ii:, accordance with the countries laws and 
regulations. 1 

As a .consequence, they can only be prescribed by ~ medical doctor and in 
public or private hospital or centre (having approval t? undertake termination 
of pregnancy). The product will be administered in the presence of the · 
medical practitioner or of a delegated health professi9naJ. 

If required by the afore mentioned laws and regulat~ons, the patient should 
sign a letter of informed consent to certify that she ml' as ·been fully informed 
about the method and Its risks. 

This timing of the first visit should take into account t~e requirement of some 
countries for a period of reflection prior to the abortio1 procedur~. 

4.1 Therapeutic indications 

1- Medical tennination of developing intra-uterine pregnancy. 

In sequential use with a prost~gl~ndin analJue, up to 49 days of 
amenorrhea. 
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2- Softening and dilatation of the cervix uteri prior'to surgical 
termination of pregnancy during the first trimester. 

. . I . ---_ .... 
_ . * • . _ . . ··:, ~-- : Prep_aration .for .the .action of-pr~st~glanqirnmalogues -ir:i :the - :::::. - ·· "\ ·'·' ;_.:t=::.'C"~:•: : 

--~--~ ·: -~·-,~~:. _ : · :··:;~; ~L=:~:~:,._,: ~~< te?Uination ofpregrfan_CY:f.~!:~~e~!~f:~a~~n~ _-~b-~Yi~~i{the ~rst- -· · · ::. · · -: ·:·:~;;t~Jii:;i} 
·. - ..• ,~.- ~.:~.:·-,.::,:,y,ci..,£tt;(l1)ES.ter). f. -· . •:- · · . ..:.-: ' · , ,-- ·- '.· - . · 'j::-:-:., . , -,;;: .. ·• -• . · ··· +~3' ,.-:';,~:~:~~1~ 

- -· ... y, .-,:.--~v--~ii:i.-- -,.-;. : --.. ___ ._ ... , ;... , '. :;- - ::,_~~::::_._ ..:_ -~_-.-~_\ --_; .:~ . . ··.: ···.- ... ... . l . __ ,_,. ..,--
4_; .... ' ';.~.-~~-.:,:_I'~-,. "-.ic~. ;':-;... ><. ·::~: .. ;:.:::.: ... . .. . . ':..."': . . .~ . . •.•."::·•:··--: 

._ . ·:·-·, ·-· ~- : .. · .. ~ · ·. __ ::· --_:;~{-~a6o~?i~~~~-t~<jn~Jn-.!~-~-~~ death ~n--iiter~. ~-::: ~-.. -.--___ :; __ ·_: -~·,:·:~~:· ... .. :i~~::e·_,._,.·~--:-~:--.~:i:,i-_.:::;:.~,~;· 
·.":;;.:. · .. : -~··;_:::,..!:·,,,.:.~::d :::: --::•:~:,: ~f.{£:~~0 • In patieo_ts wher.e J)rostaglahdin or oxytoein cannot be useo: · . .. . ,. . ' ~ 

-

4.2 · · Posology and Method of Administration . \ 

1- . · M.edical te~ination of developing int~-uterine pr~gnancy 

The method of administration will be as follows: 

600mg of mifepristone (i.e. 3 tablets of 200mg each) if taken in a single 
oral dose, followed by 36 to 48 hours later, the acfministration of a 
prostaglandin analogue; misoprostol 400µg orally, dr gemeprost 1 mg 
per vaginum. · 

2- Softening and dilatation of the cervix uteri prior to surgical 
termination of pregnancy during the first trimester I 
200mg of mifepristone (one tablet), followed 36 to 48 ~ours later (but not 
beyond) by surgical termination of pregnancy. j 

3.. Preparation for the action of prostaglandin analog es in the 
termination of pregnancy for medical reasons 

.. 600mg of mifepristone (i.e. 3 tablets of 200mg each) taken in a single 
oral dose, 36 to 48 hours prior to scheduled prostagla din administration 
which will be repeated as. often as indicated. 

4- Labour induction in foetal death in utero 

600mg of mifepristone (e.g. 3 tablets of 200mg ea ) in a single oral 
daily dose, for two consecutive days. I · 
Labour should be induced by the usual methods if 1t has not started 
within 72 hours following the first administration of mifepristone. 
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I 

4.3 Contra-indications 1 

I 

I 
This product SHOULD NEVER be prescribed in the fol/owing situations. 

. . 
; 

.. ... .. ,, . ....... ..,,. -·- ... . , --. • • ~- - : - '"~ ,.. ·,;·:...,_ ___ .!~ • • • • ,':~. :.. • ••• ~2: ¥J~¾..· t✓."·.:-.. :· ·•·:7~:.·· 

In· all indications 
. l . ·• . .. ;--~.=.:::·~ : -~!.-:: ;.' ·:::-~ 

. . .... . ·-' · · 
- · Chronic adrenal failure · . .- ·· .-,-, · '· .:: : : · · · · '· 

... • .., :- ·• - • ,.. • •• l 

:· - Known allergy to mifepristone or to any componEfnfc:Wtfie product 

;.•: - ·severe asthina"uncontrolled"oy\herapy . . .. l ·· . -:~· 
I . - .. Inherited porphyria 

··· ! 

In the indication: medical termination of devLloping intra-uterine 
pregnancy 

- pregnancy not confirmed by ultrasound scan or biol~gical tests 

- pregnancy of 50 days' amenorrhea and beyond f 

suspected extra-uterine pregnancy • , 

- contra-indication to the prostaglandin analogue seld,cted 

In the indication: softening and dilatation of thel cervix uteri prior to 
surgical termination of pregnancy: ~ 

i 
- pregnancy not confirmed by ultrasound scan or biolqgical test 

- pregnancy of 84 days of amenorrhea and beyond ( Jccording to legal 
requirements) ! 

suspected extra-uterine pregnancy 

Preparation for the action of prostaglandin analogues in the termination 
of pregnancy for medical reasons (beyond the first trimester} 

' I 
i . 

- contra-indications to the prostaglandin analogue sel~cted 

I 
i 

Labour induction in foetal death in utero 1 , 
Should prostaglandin combination be required, refer to contra-indications to 
the prostaglandin analogue selected. j" 
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I 

4.4 Special warnings and special precautions for use 
• I 

I 
Warnings l 

I 

·· ·' ' ·/n·the absehc,e~'of- specifi.c studies;7yt/FEGYNE® ,i not recomminded in 
·. --· ·-patient's with ;.·.,_ · · ' - · · .- •· · · 'I : :: · ·x.,: -· ·- · · · ··· 

\ · ... • .. ' ,r, .•. _: .. • .. ._ .- · ...... : . -·· . 

__ - .Renal failµre ,.. ·" ·· ·': ·::.=., • ··,,;::· - ·' ·· ·-
- Hepatic failure · · i .-.: :·. ,._ _:·-· ,:,-: .-;., •:7. 
- . · Ma/nutrition · , · · · ·,·"'.' ' 

.i . 
I 
I 

1- Medical termination of develop.,ng intra-uterin~ pregnancy . 
! 

This method requires an active involvement of th~ woman who should be 
informed of the.method's requirements: 

1 
• 

! 
- the necessity to combine treatment with ,

1 

prostaglandin to be 
administered at a second visit, 

- the need for a control visit (3rd visit) within! 10 to 14 days after 
MIFEGYNE's intake in order to check for complete expulsion, 

I 
- The possible failure of the method, leading to al pregnancy termination 

by another method. : 

In the case of a pregnancy occurring with anl intra-uterine device in 
situ, . this device must be removed before administration of 

I 

MIFEGYNE®. ; 
I 

The expulsion may take place before prostaglandin administration (in 
about 3% of cases). This does not preclude t~e control visit in order 
to check for the complete expulsion and the utepne vacuity. 

I 
• Risks related to the method I 

- Failures 
I 

The non-negligible risk of failure, which occu'l5 in 1.3 to 7.5 % of the 
cases, makes the control visit mandatory in 9rder to check that the 
expulsion is completed. 1 

• 

- Bleeding I 
The patient must be informed of the ocdurrence of prolonged 
vaginal bleeding (up to 12 days after MIFEGYNE® intake) which 
may be heavy. Bleeding occurs in almost ~II ~ses and is not in 
anyway a proof of complete expulsion. ! 

! 
I 
I 
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I 

The patient should be informed not to travel far away from the 
prescribing centre as long as complete expJtsion has not been 
recorded. She will receive precise instructio~s as to whom ·she 
should contact and where to go, in the event of any problems 
emerging, particularly in the case of very heavylvaginal bleeding . 

..---,--~--- - - ---- -'=--~'---=·- ---=•...a.:.•:7'-'-, -----=-----,......._-",:!.....';',~ ... .... - ---=-.-
.. -:-J;. .follow-up visit must take pla·ce w.ithio ·a .. P.Gri~cf ''of 10 to 14: days· ., ·• ,. · -· 
· · after_. administration of MIFEGYNE® to verifyl by the appropriate ·-:•- · 

means~, (clinic.:1I examination, ·ultrasound "sqn, and B~ta-~CG . .. _,.... - -~~-­
measurement) that exp1,1J~iQQ has been compl~ted and that vaginal . . 
bleediMg .. has stopped:: · _111· ?3S.~~~f::persistent ·,Ie_eding (evepJight) .·-:· : - __ . . . 
beyond- the control vIsIt, ,ts disappearance ~hould be c!,ecked 
within a few days. 1 . , ., • .. : :· •• - : 
If an ongoing pregnancy is suspected, a furtoer ultrasoun_d scan 
may be required to evaluate its viability. : 

Persistence of vaginal bleeding at this point could signify 
incomplete abortion, or an unnoticed extra-uterine pregnancy, and 
appropriate treatment should be considered. ! 

l 
In the event of an ongoing pregnancy diagno~ed after the control 
visit, termination by another method will be proposed to the woman. 

Since heavy bleeding requiring hemostatic curettage occurs in O to 
1.4% of the cases during the . medical mefhod of pregnancy 
termination, special care should be givenl to patients with 
hemostatic disorders with hypocoagulability, or; with anemia. The 
decision to use the medical or the surgical imethod should be 
decided with specialised . consultants according to the type of 
hemostatic disorder and the level of anaemia. l 

2- Softening and dilatation of the cervix uteri !prior to surgical 
pregnancy termination : 

I 

For the full efficacy of therapy, the use of MIFEGYNE® must be 
I 

followed, : 
36 to 48 hours later and not beyond, by surgical termination. 

I 
' 

• Risks related to the method 

- 'Bleeding I 
I 
i · . 

The woman will be informed of the risk of vaginal bleeding which 
may be heavy, following MIFEGYNE's intake:. She should be 
informed of the risk of abortion prior to surgery '.(although minimal): 
she will be informed on where to go in ord~r to check for the 
completeness of expulsion, or in any case of em~rgency. 
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. Other risks 
. . 

· '!hey are those of the surgical pr<?cedure. 

3- In all instances 

The u·~e· of MIFEGYNE® requires rhesus _dete ifllination and hence .the.. . .- ,.· . ·. .. ·.:. ·•- '"- --·-·- ·-- ;---- -· -·- . . ... . .. . -· .·--· . . . ~ ·-·~ .. , . . ~··-
_. · · ~.--·.-,t::;':j-J._.,...:,.,: .. , .... ,,... - •:.·:'~-":':""C'·4·;i~·.:. · ~prevention· of rhesus:· allerimmunisati6f.f'· as -well as other generaf . · · .-~:,s-~;;_.:?o 

~~--~:.<.;~\::•:•:::::~f ()~.;•·:'~~'::;~ tr.\:9~_: .::_m~a~u~~~J~i(en u~ually d uring-a_~r--~~JT'.~1 l~di9~. ~:t~in~½p/ .t . ~i ;~~>~~::~\~:~\?;;;,~~~1 
'.-.,. --·: : ~ ~--. ·: ·'. ·· ·:.. · ." -:'".:..; :. ,: . ~~~/-"'"" ' -~ · . · :· -~_During·. clinical: triaJs, _pregnanci~s. occttfteq~_.be.tw.ee·n--_.emb.eyp·!.··e~pl.ilsi0r:1-;;_i~I•,>::.' ;:~-:,~·':sti--
f t:~~~~(~:~~~\~:~· ;~~~7~~?:.:~::.:~~;t'.:"·._. _-,~-,~?_d -~ ; }E:sum_~!ion of m_e~ses." ' _-· _···:---·::~-~~::·tt · ~ _. ~~:-~-.:,t-:i <;~:.·. ·=-::-~:; .-; ~ -~.-~ · : -·~:> · -:-;~,, 
~:-:_:: __:;~:'.~;~-~-:. :-- -~;:. -- . ·. . . . Tq ~void potenti~I expo~1;1re _of .a .SUb$eque_iit "pfwna·ncy.fo mifeJjristEirr~r ·< -· :l 
- !...-~ .. ·- ~..,. • • - • •• - ~~ • ., • li • • ·' ~- --·· · • _,. . , .. • ~- • • .,. ·- .. -:.:. -- . :-: . :::· :::.:.~ : :--=:: .. :. · · :. · ·-· ·- it is re_c9nimetided that con¢eptJhn"be · avoided during "the next rrienstrui il 

cycle.· ... Reliaple contraceptive precaution_$~ShoJld therefore commence 

... ,..., 
j 

as early"as possible-after mifepristone administr~:ttion:··- · · •. -

· Precautions for use 

' . 
1 • In all instances 

In case of suspected acute adrenal failure, dexamethasone 
administration is recommended. 1mg of dexam~thasone antagonises a 
dose of 400mg of mifepristone. I 
Due to the antiglucocorticoid ~ctivity of mifepristqne, the efficacy of long­
term corticosteroid therapy, including inhaled corticosteroids in asthmatic 
patients, may be decreased during the 3 I to 4 days following 
MIFEGYNE's intake. Therapy should be adjusted. . 
A decrease of the efficacy of the method can ttieoretically occur due to 
the antiprostaglandin properties of non-steroidal I anti-inflammatory drugs 
(NSAIDs) including aspirin (acetyl salicylic acidO. Use preferably non-
NSAI analgesics. · 

2- Medical termination of developing intra-uterinr pregnancy 

Rare serious cardiovascular accidents have beep reported following the 
intra muscular administration of the· prostaglandln analogue sulprostone 
(withdrawn in 1992). No such cases hav~ been reported since 
analogues of PGE1 (gemepr.os! or misop~ostol)I have _been used. ~or 
these reasons and as a special precaut1ona'Yj _measure, the medical 

· method is not recommended for use in women ower 35 years of age and 
who smoke more than 10 cigarettes a day. 

Method of prostaglandin administration 

During intake and for three hours following the intake, the patients 
should be monitored In the treatment centre, Which must be equipped 
with the appropriate equipment. 
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I 
3- .For the sequential use of MIFEGYNE® • Pros1aglandin, whatever the _ 

indication _ _ · - · _ · . . 

The precautions related to the prostaglandin used should be followed 
where relevant . · .. · . . · 

~ ···. ... ·':'~ --~ ,( . -._ _: .;.~ • • •• • : :;-:. •'' -~-=:* •a• •• -• 

- ·;.; .. - . . ); __ ··;·7~;\:- _,.- . _-·· . No_ studies ~ti::( Jnvestigate possibl_e inter:actlqjlS betW_e~n mifep_risto_,:te :..c;!nd .:_ .;'.J.:::·?~,:'"c _._ . 
- --~:~~~:,-... ·· .:.,,::~\:{r:. ;,~}if.I; .~ . other·ciriigs·:havef been carried out:.. : .: '- ·:::-:/·::· :_ . .:., .-.· ·· ~" · .. · . .. ,.,, .. ·: · ';.,\:;}t~{2? ::.· 

... _ .. _ . ·- ... ~ ... ::- - . ·-::·~ . -· 
., .; • ·:. -=~·;_ _ .... 

. Pregnancy-and 1actation . 

• ..... . . 
.. . . .. . ""'- .... ::.· . ... . ·. _ ... ·. . '-; .. , ~· ... ·••.- .. 

In animals (see section 5.3 Pre-clinical. safety. data),, the abortifacient effect 
of mif epristone precludes the proper assessment of ~ny teratogenic effect of 
the molecule. · I · 
With subabortive doses, isolated cases of malformations observed in rabbits, 
but not in rats or mice were too few to be cdnsidered significant, or 
attributable to mifepristone. I 
In humans, the few reported cases of malformation1 do not allow a causality 
assessment for mlf epristone alone or associated to prostaglandin. 
Therefore, data Is too .limited to determine whether the molecule is a human 
teratogen. 

Consequently: 

Women should be informed, that due to the risk of failure of the medical 
method of pregnancy termination and to the un -nown risk to the foetus, 
the control visit is mandatory (see Section 4.4 speci~I warnings and 
special precautions for use). I 

- Should a failure of the method be diagnosed at the control visit (viable 
ongoing pregnancy), and shouid the patient I still agree, pregnancy 
termination should be completed by another methpd. _ 

- Should the patient wish to continue with her preg*ancy, the available data 
is too limited to justify a systematic termination o~ an exposed pregnancy. 

· In that event, a careful ultra-sonographic monitor ng of the pregnancy will 
be established. 

Lactation 

Mifepristone is a lipophilic compound and may theoretically be excreted in 
the mother's breast milk. However, no data is available. Consequently, 
mifepristone use should be avoided during breast-f~eding. 
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4.7 Effects on ability to drive and to use machines 

Not known . 

. ~.~ UJ1de.sirab.le effects _.,.·· _.,. ~..c:: .. 
- ·· .. . . . -.;-,J:.. . 

Most_ fr~qu~ntly report~~ ~ti'nde~ii:able~effects· .,. - · 1 - · · - ~ -~~ -,. -~: ... 
.. ~--- . - -·Urogenital .; -::·.:;-'·o, __ .,,:-=-,:t1"::.'J,..,. ._,,._ ~- :.;(;:.:.:,':."' ' ,' 1 

• . . ;-:.s · .· -• ...' . - . ..T 
- Bleeding . . - . . - -. -·. :·-;_ '.·X ~ - .. 

. -Hea~--bleeding oc~~rsj n about.-5%' bf •iiii cas'~s 'a°hd may require 
hemostatic curettage in yp," to 1A % of the cases. - · 

V'}_ry comm9n uterine co.ntraqions or cramping (10lto 45%) in the hours 
following prostaglandin intake.. . I 

- During induction of second trimester termination o( pregnancy or labour 
induction for foetal death in utero during the third trimester, uterine 
rupture has been uncommonly reported after prostaglandin intake. The 
reports occurred particularly in multiparous womerl or in women with a 
caesarean section scar. ' 

• Gastrointestinal 

Cramping, light or moderate. 
Nausea, vomiting. 

I , 
• Undesirable effects related · to prostaglandin use: i,lausea, vomiting or 

diarrhoea, and rarely hypotension (0.25%) 

Other undesirable effects 

• Hypersensitivity and skin 
- Hypersensitivity: skin rashes uncommon (0 2%') single cases of 

urticaria. · [ ' 

- Single cases of erythroderma, erythema 
·necrolysis have also been reported. 

• Other systems 

n0dosum, epidermal 
I 
I 
j 
i 
j. 

I 
Rare cases of headaches, malaise, vagal symP,toms (hot flushes, 
dizziness, chills have been reported) and fever. ' 

4.9 Overdose 

After extensive clinical use, no reports of acute 
reported. 
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I 

In the event of accidental massive ingestion, signs. of ad~enal failure might 
occur. Signs of acute intoxication may require specialist treatment including 
the administration of dexamethasone. · ! 

I 

r 
I 
I 

5. __ PHARMAC0~9GICAL PROPERTIES ; 

j . . ' . .. . ..... ,,. 
5.1 . Pharm_~~·odynamic properties · · ·· . l: : :,· . .:. .. ··:/ ~-.:;~~-½'.':,.:::.-:-::::_·.:_ .. 

! .... 

. . . . . ::. . · . : ··. ~· . . l " ..:.: t .. ... : -•.,:. ~-~:: .. :;;:-.:::: :,'_.'·~ ~:::~-:: /•~[,;::~~~;_' -. ·: .•. 
OTHER s~x. HORMONE AND ~ODULATOR OF1 THE REPRODUCTIVE ····-·-· --~ 

· , FUNCTION/ · . ..: . · i . · ·: · - · ·. ··_ , . · : 

·< ~ANTIPROGESTOGEN (GQ.3 X_Ba°t: Ur:oger:iital-Syst~m and $~~::Hormones)." ·:;·:··\:~-.--~: 

Mifepristone is a sy~theti~ st~roj9 with a~ .antipr~ge~tatio.~?{~9.tion .?§. a 
result of competition with progesterone at the progesterone receptors . 

. I •. • , .• 

At doses ranging from . 3 to 1 0mg/kg orally, itj inhibits the . action . of 
endogenous or exogenous progesterone in different animal species (rat, 
mouse, rabbit and monkey). This action is manifested in the form of 

I 

pregnancy termination in rodents. 1 

I 
In women at doses of greater than or equal t~ 1 mg/kg, mifepristone 
antagonises the endometrial and myometrial effectsiof progesterone. During 
pregnancy it sensitises the myometrium to the contr$ction- inducing action of 
prostaglandin. During the first trimester, pre-treatment with mifepristone 
allows the dilatation and opening of the cervix uteri. jWhile clinical data have 
demonstrated that mifepristone facilitates dilatation of the cervix, no data are 
available to indicate that this results In a lowering ot the rate of early or late 
complications to the dilatation procedure. 1 

! 
In the event of an early termination of pregnanct, the combination of a 
prostaglandin analogue used in a sequential reg:imen after mifepristone 
leads to an increase in the success rate to about ~5 per cent of the cases 
and accelerates the expulsion of the conceptus. , 

I 

In clinical trials, according to the prostaglandin )used and the time of 
application, the results vary slightly. ! 

The success rate is up to 95. 7% when misoprostol is used orally up to 49 
• I 

days of amenorrhea, and with gemeprost applied vaginally, it reaches 98.7% 
up to 49 days of amenorrhea and 94.8% up to 63 da¥s of amenorrhea. 

; 

According to the clinical trials and to the type of lprostaglandin used, the 
failure rate varies. Failures occur in 1.3 to 7.5%! of the cases receiving 
sequentially MIFEGYNE® followed by a prostaglandin analog, of which: 

- 0 to 1.5% of ongoing pregnancies ! 
I 
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I 

I 
- • • t • 

- 1.3 to 4.6% of partial abortion, with incomplete expulsion 

·' - O to 1.4 % of hemostatic curettage 
I 

. I 
Combinations of mifepristone with other prostaglandin analogues have not 

b~en stu?ied. _ .. . . -~-:i r .. ,. . .. , .··· .. ~--_ . 
.Ourirrg\ t h,E:~teri:t,1iflation of pregnancy -for: ·meet!cal -,re~s9_ns. b~yqn_d the fir$l 
trimesf.~rr:·m.if~·pristone ac,i.ministered at a 600-o,g dose, 36 to 48 hours pri9~ 
t~)_:ft:le:: fir~'. ad.minis.tration _of prostaglarfdiri:s, reduces! the •inducti<Dn-abortion. 

. . interval, .and also ~ecreases · the prostaglandin doses· req~ired for' ~he 
:. evpuls1·0· n . · · ··- ., · . .,:;::::·. . .. I .,. .. _ . . . . . . . . . ":·.:..-·"" .. •-,: ... ,· ~ . .,.., _ .. _.• .. - . ' . . . . . - . . . . . . . ':. .. .. · .. ....... ·:·· ., . . --·· ... 

When tis'ed for labour induction of foetai death in. ut~ro, mifepristone alone 
· induces::expulsion in -about '60% of cases within 72 hours following the first 

intake. In that event, the administration of prostaglan~din or ocytocics would 
not be requi~E?d. 

Mif~pristone binds to the glucocorticoid recepto~. It doesn't bind to 
mineralocorticoid receptors; therefore, the risk of acute adrenal failure during 
mifepristone intake is negligible. In animals at dose:s of 10 to 25mg/kg it 
inhibits the action of dexamethasone. In man the antiglucocorticoid action is 
manifested at a dose equal to or greater than 4.5mglkg by a compensatory 
elevation of ACTH and cortisol. ! 

i 
Mifepristone has a weak anti-androgenic action v.ihich only appears in 
animals during prolonged administration of very high dpses. 

l 

5.2 Pharmacokinetic properties 
I 

After oral administration of a single dose of 600mg !mifepristone is rapidly 
absorbed. The peak concentration of 1.98mg/l is reached after 1.30 hours 
(means of 10 subjects). . 

There is a non-linear dose response. After a distributiJn phase, elimination is 
at first slow, the concentration decreasing by a half between about 12 and 72 
hours, and then more rapid, giving an elimination hal~-life of 18 hours. With 
radio receptor assay techniqu_es, the terminal half-life is of up to 90 hours, 
including all metabolites of mifepristone able to lbind to progesterone 

I 
receptors. ; 

I 

After administration of tow doses of mif epristdne (20mg orally or 
intravenously), the absolute bioavailability is 69%. ; 

In plasma mifepristone is 98% bound to plasma pro_teins: albumin and 
principally alpha-1-acid glycoprotein (MG), to whict!i binding is saturable. 
Due to this specific binding, volume of distribution and plasma clearance of 
mifepristone are inversely proportional to the plasma doncentration of AAG. 

I 
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N-DefllethylaOon and terminal hydr0xyfation of it,~ 17-propynyl chain are 
primary metabolic pathways of. hepatic oxidative met~bolism. 

Mifepristone is mainly excreted in faeces. After ad~inlstration of a 600mg 
labelleq dose,. ,10~ of the total radioacti~ty- is elimjn9!ed in tl)e -urine .. and • · ,:,'..:· 

; a: •. ,.:i-:· .:-tt.~~i~_-;;~:.:~:~~;1:::; ct3ta~ ; · . -- - ''.•· .-,~:~1r ;(t:~'/ .•. ?'.:~_:_ ."£?.01t;~~ 
::.',,·,. : ·,<,- : .. . .: . ... . ; . In_ toxi9otogical studies in __ ~ts -~r_g_-rp~n.K~~g A8 to al .duratio~ .of .6 rno~thS.,· 
~7• · :: " :-. • .. .-; : ,· • •;::';,;:, m1f epnstone produced effects related to rts -ar:trhorm<;>nal ( antrprogesterone, 

antiglucocorticoid and antiandrogenic) acti'{j_ty. · - . . 

6. 

In'. reJ_iodu~tioh toxirology studies, '.: mif~prlsto'ri~ · .. acts 8:-~-~ ~ .. pqtent 
abortifacient. No teratogenic effect of mif epristohe was observed in rats· and 
mice surviving foetal exposure. In rabbits sun,iiving foetal exposure, 
however, isolated cases of severe abnormalities 0ccurred (cranial vault, 
brain and spinal cord). The number of foetal anomalies was not statistically 
significant and no dose-effect was observed. In mbnkeys, the number of 

I 

foetuses surviving the abortifacient action of mifepristone was insufficient for 
a conclusive assessment. · I · 

I 
PHARMACEUTICAL PARTICULARS 

6.1 List of excipients 

Colloidal silica anhydrous, maize starch, povidone,j magnesium stearate, 
microcrystalline cellulose. 

6.2 Incompatibilities 

Not applicable. 

6.3 Shelf-life 

3 y~ars. · 

6.4 Special precautions for storage 

None. 
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6.5 Nature and contents of container 

3 tablets in blister (PVC / Aluminium). 

. . ... - ... - . ... , .,; . 
.. 

. ~- ':-· 

.·,;._· :'.:- :,/ ;;-·:.6.6 .Instructions-for use and handiing 

-\:'_·-~ .. rt;\·.::·~--~.-~-~N~~-~-ppli~;bl~ .. _:_-:_~~·:·:·-·~::--._::•·.;~---· ~. 
-~-- . . . -::-_-=.·:--: --. 

- ,- · · ·· .. ,.,.,_" ··----- ·:~"'~~:~: --· 7~ . .:- ~ARKETl0~K~ ·ArrTHORISATION HOLDERr 
.,...:_, ... . .... ... : ... 

· EXELGYN 
6, rue Christophe Colomb 
75008 PARIS . · . 
France 

8. MARKETING AUTHORISATION NUMBER 

I 
j 
I 

I 

' I 
I ·­
I 

':-t·~ . ·•. 
. . i 

.· ,· 
.. 

I 

I . 
! 

. . . -- ,• 

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION 

10. DATE OF REVISION OF THE TEXT 

November 2000. 

' 

I 
i 
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APPENDIX 11.3. 
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STATUS OF CLINICAL TRIAllS 

,· 
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CLINICAL TRIALS IN PROGRESS 
. i 

i 
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ONGOING CLINICAL TRIALS NOT SPONSORED BY THE COMPANY 
BUT FOR WHICH EXELGYN PROVIDED THE ACTIVE AND PLACEBO 'TABLETS 

PRINCIPAL INVESTIGATOR 
COUNTRY TITLE 

N PA'l:IENTS·' SINGLE DOSE 
and TRIAL CODE ' " : ! :f ,. 

EtiROLLEtlL EXPEC'f.~D . 
.. (mg) 
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NAMED-PATIENTS STUDIES 
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· Named-patients studies 

·May 31 5
\ 2002 

41 with unresectable meningioma 

1 with leiomyosarcoma 

1 with adrenal .tumors (Cus~ing sy 

1 with paraganglioma 

1 with paraneoplastic syndrome 

2 with psychotic depression 

1 with neurofibromatosis type 11 

1 with ovarian cancer 

49 Patients 
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CIOMS -LISTING 

' 
MIFEPRIS'J'ONE 

! -
- .. . i . - _, -.. .. 

11 · Re~ctioo tcno 
. . . 

i Company numbc1· I -::::-:;.::> ·~ . .. -
Date · I I Country · I I Type of report I I la6elled I I· [adiC'!tion > :_JI Outcome ·--·I . 

. . 

Re;i.~fio°ii I event description . .:.. 

Case comments 
·-

SERIOUSNESS 

S20020031'/Mlfl 
F 

; -. 
• a - i ·-·· 

- . .. - i 
' . 
I .. . .. .. .. 
I -
' 

y~ 
REPRODUCTIVE DISORDERS, FEMALE I 

PREGNANCY UNINTENTED 
spontaneous N TERMINATION OF PREGN~CY Fetal malformation 

UNlNTENTED PREGNANCY, FETAL MALFORMATION: J 
This case from France involved a 25-year-old woman who received mifepristone 600 mg on (Ill ( )followed by misoprotol 400 µg 

(b) <6lfor medical termination of pregnancy at 7 weeks gestation. She did not return for the control 2 weeks later. 
(b) <6f she came back to the hospital for an amenorrhea. An ultrasound examination showed a viable intra-uterine pregnancy 

cocmoo~dj~G)lo 15 weeks gestation and revealed embryo (LCC: 90 mm) with a cephalic abnormality (ehcephalocele). 
On b thc,-apcutic termination of pregnancy was decided and performed. Post-abortum examina'tion ,evcaled a 92 g fetus which 
was malformed with mcningo-encephalocele, ~nger defects on the left band (oligodactylia) and feet (mopodactylia) and dysmorphia 

I 

Company comments: I 
There were no reported cases of malfonnation associaied with use of misoprostol whep used with mifeprjstone. 

S2001020F/MIFI EXCESSIVE BLEEDlNG 
(b)(6J F spontaneous Y 

INCOl',,fPLETE ABORTION, EXCESSIVE BLEEDING: 

TERMINATION OF PREG~CY 
I 

Recovered 

This case from France (Regional Centre of Pharrnacovigilance) invol~ a 22-year-old woman. She reb:ived mifepristone 200 mg for 
medical tennination of pregnancy at 12 weeks gestation, on (b) <5> l 
She changed her mind, decided to keep her pregnancy and did not take misoprostol. One day latei onCt5ll~ she experienced 
excessive bl~ing and came to the emergcocy room. An incomplete abortion was diagnosed and ~e was performed. The patient 
recovered with sequelae. I 

I 
I 
I 

Company comments: 
1 

Case of misuse. Non conformed uses with respect to d!c SmPC of Mifegync®. Improper posoiogy . . Mifepristonc incorrecily 
administered (medical TOP at 12 weeks of amenorrilca). l 
S2001025FIMIFI 

0 F 
PREGNANCY UNINTENDED 

spontaneous Y Recovered 'IERMINATIONOFPREGNAN~Y 
I 

UNINTENDED PREGNANCY: l 
I 

This case from France involved a 32-year-old woman wbo received mifepristone 600 mg on (b)lS}and misop of 400 ,,., 2 days 
later for tcnninalion of pregnancy. The treatment failed and the patient requested surgical tem1ination of pregnancy on (b) <5l 

i 
Company commems: : 
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CIOMS LISTING !·.-

MIFEPRISTONE.:. 

j D~te , rr. Co~n(ry. .J I Typc.ofreport II labelied· 1 ~'·-•h_d_i_ca_n_·o_n __ ._.,1_·· __ ~1 1 Outcome 
l 

I . 
Reaction / event dcscriptioo 

Case como:ieots 

SERIOUSNESS Yes 
' 

REPRODUCTIVE DISORDERS, FEMAll.E' 
S2001026F/MlFJ 

O F 
PREGNANCY UNINTENDED 
spontaneous Y TERMINATION OF PREGNANCY Recovered 

UNINTENDED PREGNANCY: d 
. fr F . • I .ved ·rc . 600 (b)lS! · nus case om ranee mvolved a 29-year-o d woman who recc1 m1 epnsconc mg on and mtSOprostol 400 µg ~ days 

later for tennination of pregnancy. The treatment failed and the patient requesied surgical tenninati~n of pregnancy on (bl <6> 

Company comments: I 
S2001027FIMlFI 

0 F 
PREGNANCY UNINTENDED 
spontaneous Y 

UNINTENDED PREGNANCY: 

j 
TERMINATION OF-PREGNANCY 

I 
Recovered 

This case from France involved a 23-year-old woman who received mifepristone 600 mg on (br(Sf and misoprostnl .<IM(b)(!» days 
later for tennination of pregnancy. Toe treatment failed and the patient requested swgjcal tennination of pregnancy on 

J 

Company comments: j 
I 

S2001028F/MIFI 
0 F 

PREGNANCY UNrNTENDED 
spontaneous Y 

UNINTENDED PREGNANCY: 

I 
I 

TERMINATION OF PREGNANCY 

' ' 

Recovered 

I 
This fro F . I I wh . ed · r. • 600 (bl (Sf d · J case m ranee mvo ved a 28-year-o d woman o re«1¥ nu,epnstooe mg on nusoprosto 400 11g 2 days 
later for tctmination of pregnancy. The treatment failed and lhe patient requested surgical terminatioo of pregnancy on (6H6l 

ComP.anv comments: 

S2001029F/MIFI 
D F 

PREGNANCY UNrNTENDED 
spontaneous Y 

UNINTENDED PREGNANCY: 

I 

i 
I 

I 
TERM.INATION OF PREGNANCY 

I 
Rec,:wcrcd 

This =c from France involved a 32-year-old woman who received mifepristone 600 mg on (bf(6J and misoprostol 400 11g 2 days 
later for tennination of pregnancy. The trc.1trnent failed and the patient requested surgical termmation of pregnancy on (bl (6) 

I 
Company comments: I 
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CIOMS LI-STING 
,------------,~----~-------r--:----...... ...,;;;....;.;.. _ _,.,.... .. , , !. _ ~- __ . --· , ... , .. ...: · __ ._. ,. .,,,:,:s•· • .... ~ ... r--..:. :: ~1·" _ - • .,.. • 

MIFEPRIS'F0NE-

11 Ty~ofrcport ·11 '2bell~-~J~l_1n_ d_ica_n_·o_n _____ ··_·_•-_'_•·_,· ·1 l;~~~~~rue· 
Reaction l C\'CD( descriP.lion 

Case comments 

SERIOUSNESS Yes 

BODY AS WHOLE-GENERAL DISORDERS 
S2002004UK/MIFI 

(b)(6J UK ----
DEATH: 

DEATI{ 
spontaneous N 

I 
TERMINATION OF PREGNANCY 

I 

This case from UK involved a young woman who received mifepristone 200 mg onr--<bJ (6f followed by misoprotol 800 µg two days 
later for medical termination of pregnancy at 7.5 weeks gestation. She was treatedaisoby codeine and paracewnol for pain relief and 
azithromycin l mg antibiotic as prophylaxis of infection. The procedure went well and the patient~ discharged home. 
On (bl (6! evening, the patient started to feel unwell and reported pain in her leg, headache 31Jd racing heart, She reported to the 
hospilal accident and emergency dcpanmcnt but she collapsed and she died in the ambulance before her arrival at the hospital. 
No information available at the moment of the time scale involved nor the details of her symptoms at the time of death. 
Preliminary infonnatiop from post-mortem indicates that one litre of blood was found in the stomach and gastric ulceration was 
identified. · ' · 

Company comments: 
The cause of the death is still unknown. Flllther details are requested. Results of the toxicology tests :and the Coroners findings are still 
not available. 

S2002001F/MIFI 
(b)(6f F 

CHEST PAIN 
spontaneous 

lHORACIC PAIN, ISCHEMIC ACCIDENT: 

N FETALOEA~IN UTERO Rewvered 

(b)(6f 
This case ftom France involved a 29-year~ld female patient without relevant medical history. She ooived mifepristone 600 mg on 
[]bl (6)for fetal death in utcro at 22 wcclcs gestation. · \ 
o? __ <_bJ_<B .. f, another dose of mifepristone 600 mg was given, and the same day the patient experienced thoracic pain. She came to 

the emergency room, an ECG was performed and showed a subcpicardial antescptal ischemia. ;The patient was hospitalised in 
cardiology unit. Biological complementary exams were performed and showed vey high level of antiphospholipid antibodies. This 
result together with the symptoms (Fetal Death in Utero + iscbcmia) allowed the physician to make ihc diagnosis of antiphospholipid 
Syndrome (systemic disease). · 
Oti (bl (6f~ cervical dilatation with laminarias was performed to induce dead foetllS evacuation. , · 
cl; (bl (6I expulsion occurred under pcridural anaesthesia without any cardiovascular sympjom. She was transferred to the 
intensive care unit and monitored dwing 24h. The patient recovered and bad no additional complications. 
Complementacy exams were requested by the physician to confirm the diagnosis of systemic disease. ! 

Company comments: ; 
There is no known effect of mifepristone on the vessels. TI1c relationship to Mifegyne is unlikely in view of the fact that the patient was 
suffering from a latent systemic disease. 
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CIOMS t1s·TING I 

SERIOUSNESS Yes 

BODY AS WHOLE-GENERAL DISORDERS 

S2001022F/MIFI . EDEMA . I . 
r::Jl>ll6l F spontaneous Y TERMINATION OF EAR.LY PREGNANCY Recovered 

ALLERGIC REACTION, PALPEB~ EDEMA: . l 
This· case from France involved a 19-year-old woman who received mifepristone 600 mg on (br(6) or m¢ical tetntloat.ion of 
pregnancy. l . 
On (6) (6f, she received a1 6:45 am. misoprostol, Temgesic® (buprenorphine), Monocline® (doXY,CYcline) and Primperan® 
(qietoclopramide). At 8a.m., she JCCCivcd Pto-Dafalgan® (propacetamol) and Profenid® (kttaprofene). Sbelvomitcd immediately and 
experienced bilateral palpebral edema without any cardiovascular and pulmona,y symptom. The l)emodynami_c siruation was correct. 
She was treated immediately with Celcsten® (bctamethasone) and she left the hospital.lbe same day. Cutanbis. tests were pcrfonned 
for Cyfu(ec41 (misoprostol), Temgesic4l, Monodinee, Pro-Dafalgan11

; Pi;ofeni<i4' and Monocline41
• All were neiat.ive, 

• . • I 

Company comments: Expected an<I listed adveise event 

S2001030FIMIFI ALERGICREAq"ION I 
(bH6) F spontaneous Y TERMINATION OF EARLY PREGNANCY Recovered 

CYTOTEC ALLERGIC REACTION: I 
This case from France involved a patient who received mifepristone and misoprostol for medical Jinarion of pcegnancy on 

<6><6>. I 
Th'""e_p_ati",-,. ent-'c""-developed allergic reaction 2 hows after taking misoprosto~ she had pallor, tachycardia, 'M>4tension. The patient was 
hospitalized and treatment was given. The medical termination of pregnancy failed and the patient r:equ~ surgical te~ination of 
pregnancy which was performed. Cutaneous .allergic tcstS were perfOO)lcd for misoprostol, mifcpristone and ltrinordiol. The tCSIS were ==-~~=~_:-•-y-w3"0,drug-.o.-•rw .. ,oo .. 
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CIOMS LISTING f_· ~-, 
VVVV'VV'.,,.._· 'VvVVVV-./V'-l'V-..'VVVVVV'-"AIVv'VVV, VVVV'.IV'.A.! ,_.,• 'VVVVVV-"V' 

! 

Case i:011fme11ts .. .... -- . ... .. -.. ·. -
• • , ·~ -•~.-,. --.. ~,'......f .-♦ •• -·· • : • • - • • ·--- • • 

.. . ~-' - . 

SERIOUSNESS 
-1 ·- •. 
Yes 
I . .... ·: 

• I 

RESISTENCE MECHANISM DISORDERS 
SEPTICEMIA . . . . I 

spontaneous Y . TER.MINA TION OF EARLi Y PREGNANCY Recovered 

STREPTOCOCCUS SEPTICEMIA, ENDOMETRITIS, ARlHRJTIS, ICTERUS, ANEMIA: 

This case from France involved a 29•ycar-Qld woman -who was _given mifepristone 400 mg on 1 (1>~ for medic;al termination of 
pregnancy while she was at 7.3 weeks of amenoabea. She received misoprostol (400 µg x 2) two{ays'1at¢r on the (bl <61 
The patient did not bleed very mucb during lhe three hours observation period and die expulsion did not occur. She went home with a 
prescription for an ul~ound e~ination. analgesics and_ ?ral con~ceptioiL . . . I . 
On (bl (6I , the patient expenenced fever (40°C), vom1ta~g and diarrhea. After examination, tlie doctor dtagnosed febrile.arthritis of 
the left knee. The patient came to emergency room with icterus, important metrorrltagia and !pctvic pain at the gynaecological 
examinatioo. An ultrasound was done and showed a normal uterus with a nonnal size. Hemoglo~in level was S.7 g/1, SGPT 69 and 
SGOT 96, bil~i_n level was 66 ~mot/I _31\d PHcG ~ ~7,0?0 mUI/ml. . . I . 
She was ho5Pttalised and ·the d1agnoslS of endometntiS with secondary locahsation at left• knee was done. She ,...'3S treated with 
amox.icillin~lavulanic acid,.o<;lilmicin and oxytocin. · I 
Oil (b)(6f , at I a.m~ vacuum aspiration wa,s perfoimcd because of heavy bleeding and low heinoglobin -level (6.9 g/1). Thesanie 
day, at 6 am. the hcmog!obiu l~d d~ to 4.9 g/1 arid bloodtranslu$ion was pelformcd. Hcm6culturcs and baeleriological le$t of 
vaginal fluid wefC done and· reveal~d a Streptococcus dysgalactiae penicillin sensible. The txeanndnt was changed to amoxicillin and 
metronida:zole. J 
Ubl <6 · puncture of the knee showed 1,00-0 white blood cells (95% sterile polynuclear). 
On an anhroscopy was performed and PHCG wen: 4,800 mUI-ml. Apyrcxia was obtaine · after 72h of antibiotherapy. 

gynaecologic problems were resolved, the outcome was favorable with a good ~ of the patient and normal clinical 
cxilmination. 

Company c:ooumats: 
The dose ofmifeprlstonc (400 mg) was less than the recommended one (600 mg). 
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- · ~·. - ~· . . -~ ••·· ,• ·-· ._ _______ ....., __ .....,__. _______ -'------------------!----------' 
~d SERJOUSNess 

REPR'.ODUCTIVE DISORDERS, FEMALE 1 · 

0 S sponlllncous Y TERMINATION OF PREGNANCY Normal baby 
S20000024S/MIF2 PREGNANCY UNINTENDED I 
UNlNTENDED PREGNANCY, NORMAL BABY: 

This case from Sweden involved 20-year-old woman who was treated with mifcprisionc 600 mg foll wed by g<:mepcost 1mg at 8-9 
weeks gestation . Sbe came back to the hospital, after 4 'weeks for cootrol by urinaiy pregnancy test. Tub result was negative. She came 
back again I~ to the hospital and a 23 weeks pregnancy was shown by ultrascan. Application for late abortion was ma<le but the 
authority did not approve (this case was reported in PSUR n°10: S200Q024S/MIFI. , 
~ pregnan~ was normal and.a totally healthy baby girl w.l$ born on L (bJ <5j 

Company oomrnents: 
This case has been reported re~pectively. 

Ongoing 

UNINlENDED PREGNANCY: 

S200l~JIU~ PR~ ~ED TERMINATION OF PREGNANCl' 

This case from UK involved 21-)'!'31'-old woman who received mifeptis:tone 200 mg at 17 wccl:s gestation for termination of pregnancy. 
She clianged her mind and wanted to keep her pregnancy. More information is requested. 

Company comments: 
No other information, a follow-up has been required. This <:aSC has been reported prospectively. 

S200!032UK/MIFI PREGNANCY UNINTENTED . t 
Ongoing 

UNINTENTED PREGNANCY: 

0 UK spontaneous . Y TERMJNATION OF PREONJY 

This case from UK involved female patient who received mifcprlstone 200 mg and misoprostol 800 µ,g vaginally for termination of 
early pregnancy. She changed her mind and decided to keep her pregnancy. More infonnation. is requesteh: 

Company comments: 
No o«her iiµormation; foUow~uphas been-required, This case-has been rcpor1ed prospectively. 
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I 

. ·"·:·SERIOUSNESS . 

REPRODUCTIVE DISORDERS; .FEMAUE 
S2001033UJ</Mlfl PREGNANCY UNINTENDED • . ·. :I 

D UK sponta11eous Y ~RM!N~TION ~FPRii&NANCY . Ongoing 

tJNINI'ENDEDPREONANCY: J 
This case from UK involved a woman who received mifepristone 600 mg for lennination of pr ancy at 18 weeks of gestation. She 
changed her mind and decided to keep her pregnancy. More-information is requested. 

Company comments: 
No other information, a follow,up bas been required. This case bas been reported prospectively. 

S200!034UKJMIFI PREGNANCTUNINTENTED J . 

0 UK spontaneous Y TERt-fiNA TION Of PREGNANCY Ongoing 

UNINTENTED PREGNANCY: . I 
This case from UK involved female patient who received mifcpristone 200 mg at 9 weeks gestatior for termination of pregnancy. She 
changed her mind and wanted to keep her pregnancy. More infonnation is requested. 

Company comments: 
No other information, follow-up bas been required. This case bas been reported prospectively. 

I 
S200t035UK/MIF1 PREGNANCYUNJNTENDED . j 

O UK spontaneous Y TERMINATION OF PREGNANCY Ongoing · 

~EDPRE~NANCY: . , . . . 1. . . 
This case from UK involved female patient who received m1fepnstone 200 mg and m1SOpro5.101 600 µg vagmally foUowed by 
misoprostol 40011g per os for tcnnioation of pregnancy at 10 weeks gcstatioo .. The trea1mcnt failed and the patieot decided to keep her 
p~. 

Company comments: 
No oth~ information, a follow-up has been ~ued.. This case bas been reported prospectively. 
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I 

I 

CIOMS LISTING I 

MIF.EPgISTONE 

I 
I 

- , ,;-;·'• · ... . .. ·•· .. --~-·•--:• . .. . -· . .. -

-
' .:I lrR-e-_ac--:~:-_o-n-.t~--rm-.-:-. -_- _.-__ -._.-·::.'-·_,....:.-:-> --:-;:.-'-,:,""",-,-=_._"'"._""_.,,...:_-:-___ ,..._-__ - ....,......,..-::---:--:-::=:,,.,.,=,..,.::.....,..~-:-.. =-~:-::_;., __ ,.,..:"". -=-"" ... -• .,., __ ,..,. _ _,,.. __ ,:- -.:..~, . Comp:iiiy tiumber .. 

• ";. . .. .... ,'.k1 , ,. , -. , ,..; · :• 

Rcacii~n I c~cnt i!escrlptioo ·t 
I 

~======::::=============================;;;;==;;;;;;;;;;:;;;;::;;:;;::;:::;::=::;====::;::;==:;::==~=;;;:=:;;;=:==:;::::::::::::::j - _,. -----: 
Case £OIDmeats .. , 

SERIOUSNESS No 

REPRODUCTIVE DISORDERS, FEMALE 
S200_1_024D/MIF1 PREGNANCY UNINTENDED 

0 D spontaneous Y 

UNINTENDED PREGNANCY: 

1ERMJNATION OF PREGNANCY 

I 
I 
I 
j 

This case from Germany involved female patient who received mifcpristone 600 mg on (b) (6) followed by misoprostof 400 µg 36 
hours latec for tennination of pregnancy at less lhan 6 weeks amenorrhea. : 
She came back for control on (b) (6J She was bleeding and lhe ultrasound showed continuing )ntra-uterine pregnancy. The patient 
requested a surgical tennination of pregnancy which was performed. · 

Company commentS'. 

S2001023O/MIFI PREGNANCY UNINTENDED 
D D spontaneous Y 1ERMJNATIONOFPREONANCY 

' UNlNTENDEO PREGNANCY: 
I 

I 
This case from Germany involved a 24-year-old woman who received mifepristone 600 mg on (b) (6) followed by misoprostol 400 
µg 2 days later for medical termination of pregnancy. 
She came back for control on ~ )l6J An ultrasound was performed and showed continuing intra-uterine pregnancy. Surgical 
tennination of pregnancy was performed. : 

Company commmts: 

S2001017UK/Mlf2 
0 UK 

PREGNANCY UNINTENDED 
spontaneous Y 1ERMINA TION OF PilEGNANCY 

L 
UNINTENDED PREGNANCY, FETAL DEA IB IN UTERO: - I 

i 

fetal death 

This case from UK involved a n-year-ofd woman who received mifepristone 200 mg o (b) (6I followed by misoprostof 400 µg 
two days later for medical termination of pregnancy in the first trimester. Toe treatment faireaii'd_ the, patient decided to keep her 
pregnancy (this case was reported in PSUR n• 12, case# S2001017UK/MIF) · 
She eame back for control on,__ (b) (6! An ultrasound was performed and showed fetal death in utcro with no fetal abnormality and a 
large placenta abruption. Toe aboction occurred on (6) (6f ' 

Companyoommen~ · 
Fetal death in utcro is probably related to the large placenta abruption and not related to the early adlniaistration of mifepristone. 
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MiFEPRISTQNE 
. . . •-. - .. ... "':._• -

. --· .. -:.!7_:~'!. . . -
: _. ... .. ~·-·-··· -"'~;..,;., . . 

. . . -.~ ":- ;:::J/.\~::r··:';·:;, , . :~~~mpa.:~ ~~~~~.r -~J.J.~.ea. ~cit~~ _t~. m 
• _.. • • :,•;::;:,,.;7F :•:·::-:~,.-~•••,.:_,Ai,.; -~ 

. :. ._, , .. -.-~~;~i.·• .:,•· •. -1~ • • • 

j 1a~ti,c11"ed 1 .. 1._1_n_d;;;;ica_li_·o_n_

0

_,._ . _ __ .. _·_·_:~_.Ii o .. :~:":''"'1,::~i:;st~~~ fr·•, .. ;.-·,·~~~:;~~--.::.:~~: · .. . ~--· ,L~~~:· .·~1·-Lc«i~~try·-· .. ..... I .l)Y~orrc~n ·: I 
.• ..e.. 

Reaction I event description 

·· Case comments 

. SERIOUSNESS 

BODY AS WHOLE~GENERAL DISORDERS 

RASH 
spontaneous 

GENERALISED RASH, TO)(JOERMA: 

y 
I 

UNRESECTABLE ~!OMA Recovered 

A 71 year-<lld female patient with relevant medical and surgical hist0ries of unresectable rneningi~a, ovarian and uterine swgery and 
arterial hypertension. She received since (bl (6! mifepristone 200 mg. , . 
On (b) (6f she experienced generalised macular rash. I 
In the investigator jadgement the event is related to the drug mifcpristone. The treatment was stopped and the patient recovered totally 
with an anihistaminie treatment (Zyrtec®), : 

Companv comments: 
Expected and listed adv~e event 

S20020020/MIF ALLERGIC REACTION 
(b)(6f D spontaneous Y 

ALLERGIC REACTION: 

' I 
TERMINATION OF EARLY PREGNANCY Recovered 

i 

This ease from Denmark involved female patient who received mifcpristone 600 mg on (~ for a medical tcnninat:ion of 
pregnancy. Five hours later, she begun to have exhantem on her arm and later over on the whole body. 
She also experienced pressure over the breast and tendency for fainting. She was treated with antihistaminie agent and solumedrol 80 
mg. The event disappeared and the paticnc totally recovered. 

Company romm.ents: 
Expected and listed adverse event 

-68-



FDACDER000316

Obtained via FOIA by Judicial Watch, Inc.

EXELGYN Medical Department 
Mifepristone • Periodic Safety Update Report n°13 - from June 1•t, 2001 to May 3(, 2002 

- ~ ·- -· ... -
·- .--.,- -.... ·· •-: .. '- . 

.. 
':' ·~-) .. :··., . 

• l' .. . • • • -

l 
l 
I . 

• T :;. • •-:, : • .--=•;. -.•::,_.- • •• ,.....": • ...,,,.,: 
. .- • ·• ·. . . i.. • 

L . :-

APPENDIX 11.5 

LIST OF REFERENCES 

-69-

.... . .. .. . 

._ 

·-·-- ·- ·· ... . .. 



FDACDER000317

Obtained via FOIA by Judicial Watch, Inc.

EXELGYN Medical Department 
Mifepristone - Periodic Safety Update Report 0°13-from June 1·•1

• 200,1 to May 31st
, 2002 

. . · . I 

REFERENCES · .... 

. ~ . . . .. ,;;:_ . -. ' .•-. t . .. . . -.. ·-
• • • ~ • •:• ...... • • ,.. •.•"'-;•~ .!: "i._ ,..'_•_,.,;i ,_:~~• l, • •• .., , _ • _ ~. • I • - • • . 

. .. . :: .. ,_:,:.:;/_·_, .. :.~_.,,~::1;•:j.;itltji~~. :~_o_ Sabh~~al . · ·--~}~.. ·:· .· .. _~;t:,.. .. ;~:.:; __ -:·a .:;. .'· .... :_:~·:: .::· ~:, . ,,.-.·.- ,: .. ... :: .... <:·:::;o.~~ •. ~·.;;~~\~·, 
.,~,;-~--t~·c,; 7"/k-: .. -~ ·--?~0·}- ·se~i(!g ·up a· _one::stop_ mifepri~t9ne-mis_OP.r~~@.f;_~~9.tc.~IJ~.n~Wn~t_iQtl •.Of~ . . _._ :~;, . .. ::· /~r · 
i~,-~;:..::~i~i--~- -~"'- ,':.' . ~ : ...... .__- t. ·= .-. pregrt'ancy·servic(Ffor .all gestations .from 5 'fif23 W.e'1iks:.-;:.;•(-=fevTew··3t-·:··. -~:·~~-···~'-'·"= .. ,.: y;;e•~~~~:•~-:{,:~· ~-•:: ~8!:;;::;~:~Q~~~l(~;;:~8~;8~~•~?!f i_f · -::~ J~~,~r::·~i( :· .• _::•· -~ 
~ ~ ·. -~.: .·:::.:~ _: . Fi

0

rit trimester .. abortioll With mifepristone and v.;gin.al misoprostoc. . .- -_· . 
:~·:·: · · ·· ·· · :· · ·. · Contraception 2001 ; 63:.247-250 · · · · ·: ·:,~_;· .. _--:-"1 . · . .. . · ,_ .. ::-

3. O.S. Tang, K.J;--Thong, D.T. Baird . . · 
Second trimester medical abortion with mifepriston and gemeprost: a 
review of 956 cases. 
Contraception 2001 ; 64: 29-32 

4. P.W. Ashok, A Kidd, G.M.M. Flett, A Fitzmaurice, W. Graham,· 
A Templeton I 
A rando~ized comparison of medical abortion and surgical vacuum 
aspiratiQn at 10-13 weeks gestation . . 
Human Reproduction 2002; 17(1): 92-98 

5. E.A. Sehaff, S.L. Fielding, S. Eisinger, L. Stadalius 

6. 

7. 

8. 

Mifepristone and misoprostol for early abortion w en no gestational 
sac is present. 
Contraception 2001; 63: 251-254 

J.W .. Chu, O.F. Matthias. J. Bel.anoff. A. Schatzberg, A.R. Hoffman, D. 
~~~n 1 
Successful long-term treatment of refractory Cushing's disease with 
high-dose mifepristone (RU 486)·. I 
J. Clinical ~ndocrinology & Metabolism 2001; 86(8): 3568[.3573 

P.T. Wagaarachchi, P.W. Ashok, N. Narvekar, N.C. Smitfu, A. Templeton 
Medical management of early fetal demise using a combination of 
mifepristone· and misoprostol. 
Human Reproduction 2001; 16(9): 1849-1853 

D.K. Hapangama, A Brown, A.F., Glasier, D.T. Baird 
Feasibility of administering mifepristone as 
contraceptive pill. 
Human Reproduction 2001; 16(6): 1145-1150 

- 70-

I 
I 

I 
a ' once a month 

. I 



FDACDER000318

Obtained via FOIA by Judicial Watch, Inc.

. - . 
. .;. -

·-----. .. " * . , ....... . 

EXELGYN Medical Department l 
Mifepristone - Periodic Safety Update Report n•13- from June 1•t, 2001 to Ma 31•1

, 2002 
I 

9: · M.0. Creinin, J.L. Schwartz, H.C. Pymar, W. Fink· 
Efficacy of mifepristone. followed on the same day by miso·prostof for .. .. · 
early termii:1ation of pregnancy: report of a rando~ised trial. ·· · · -~. _ . 
B. Journa1 of Obstetrics & Gynaecology 2001; 108: 469-473 

·_ ··· - .--.. .. , ·,. . . . . . - . • .... ... - .. · . ··::,= '- ·. ·,," ' ·-~. , ... ~ . 
-"· ··· • ./k= --~~:::,1-0. J:Rademakers E;~Kostef"A":C~\7;Jansen=v.an Hees IF. -Willems · ~ · .. · -· -'<:_._:__~..; ':.;,: .. · ' 

- 71 -



FDACDER000319

Obtained via FOIA by Judicial Watch, Inc.
EXELGYN Medioal Dopartmont ' • .,. j 
Mifepristone ,_ Periodic Safety Update Report!n°13 - from June 1st

, 2001 to May 31 I' 2002 

: .s0;1~:·.f . 
.. . .-:, .. 

·~- .·.t .. 
,• , .. 

I I 
.J.I. Ojidu, S.D. Sabharwal 

Setti_ng up a one-stop mifepristone-misoprostol m_edical ~ermination of 
pregnancy service for ~II gestation from 5 to 23 weeks ' a review of 

482 cases. · 

J , Obstet. Gynaecol. 2001; 21(4): 386-388 

- 72-

·-:· /'~.:;-. ,., 
' ,_,r.: • ;. · ..... ... -,, - ·-·· 



FDACDER000320

Obtained via FOIA by Judicial Watch, Inc.

.Journal of Obstetrics and Gynaecology (20011 Vol. 21, No. 4, 386-388 
; 

I 
GYNAECOLOGY I 

Setting up a one-stop mifepristone-~isoprostol 
medical termination o.f pregnancy service for all 
g~stati9ns from .. 5 to :23 ·w~eks-.a Feyiew of : 

-· 482 case·s·-·· .:··,: __ .,.,;:::_ 
• ... ~ ! .. : • • • • 

~ .. ·~ ~·· . - .. .. -: .. :.) _i,.:i~- _: ·~-~· . 
.. \ -~~;':',, .. :_'.'·,·: ~: -- .. . ·--·· , .. . ,.. ·-:-;ft~-.-:: :·: 

.-._,, ·· :. ·' --~-.. -/:t.2J!_DU and SANGE~A D. SABHAR~AL .. i · . _. __ ... ,·.-. _··· 
Depaitrr1ent of Qbstetrics and Gynaecology,_ Scunthorpe General Hospital, Scunthorpe, UK 

•• ·: . .. , . • . ••·•• • ·! • • 

Summary 
Mifeprl<;tooe-misoprdslol com.bination is increa.~ingly being 
utilised for medicnl termination of pregnancy on account ofits 
reported efficacy, safety and lower cosL Expcricnce with dtis 
modalily of effecting tenninolion of pregnancy from 9 10 13 
weeks' gcslal.ion is sc;inty. Al the Scunthorpe General Hospital • 
in lhe Unlled Kingdom, we csLnblishcd a nurse-led, one-stop 
medical tc:nninatlon of pregnancy seivicc: using mifeprismneand 
mlsoprostol for all ges1alions from 5 lo 23 Wl!eks. A review of 
the case record.~ of 4&2 W(lfllCII who had medical tc:rmim11.ion of 
pregnancy nt all gcs1a1ions from S 10 23 weeks from December 
1997 to May 1999 w:is undc:rt:ikcn in order to assess the 
effectiveness and complicnuons associated with the 
mifcpris1one-mlsoprosrol protocol. Complete ubortion was 
achieved in 406 (84¾) women. Surgicnl evaCU!l!ion wns rcquin.'CI 
lo complete the abortion in 74 ( f 6%) women. The complete: 
abortion rote wn.~ simil.ir ocross the :.pcctn1m, i.e. 87% in the S­
B-weeks group; 79% In the 9-13 weeks group; 1111d &7% In lhose 
o~f4 weeks.1\vo fuilurcsoccum:d:oneofthem proceeded to 
surgical evacuation a fief Utrcc: cour.;cs of misoprostol, while !he 
other continued wi<h her pn.-gn:incy after one course. 1lm:e 
women (0·6%) required blood transfusion for hacmoni1ogc. 
while lwo others were treated for inf<!Ction. Oral mifcpristone 
with orwlll1ou1 vaginal misopros(ol in an clTectlvcnnd sale regi­
men forlcnninntion ofllfl pregnancies from S to 23 wcd<s' 
g~Wlion. · 

Introduction 
The medical option for terminatlon of pregnancy Is In­
creasingly being utilised. The efficacy of mifepristone 
and misoprostol in this regard has been established (UK 
Multicentre Study, ·1997; Ashok and Templeton, 1999; 
Gouk et al., 1999). The other option, surgical evacu­
ation of the uterus, although safe and effective, requires 
skilled persoMel (Grimes and Cates, 1997). In addi­
tion, the medical option offers patients choice and is 
cheaper (Cameron et al, 1996). Various regimens 
utilising mifepristone and misoprostol for tenninating 
pregnancies at all p-0ssible gestations have been .used 
(81-Rafaey et aL , I 99.S; Ashok et al., 1998; Ashok and 
Templeton, 1999). 

Although the manufacturers of mifepristone recom­
mend the use of a 600-mg dose pretreatment and 
gemeprost as the prostaglandin of choice, for tenni­
nation of pregnancy, 200 mg of mifepristone .and 

. . -
Table I. Cost per termination of pregnal)CY by rne-thod 

I •· • • 

Method 

Surgical 
Gemeprost 
Mlfepristone/misoprostol . 

I 

Cost per csse 

£226 
£175 
£18 

misoprostol (although not _licensed for dtis indi~lion) 
can be as effective (WHO,' 1993; Webster el al., 1996; 
Dickenson et al. , 1998). These have cost-saving 
implications. Using low-dose mifepristonc and 
misoprostol as described in this text could save 
£ 157 per case compared to the manufacturer's 
recommendation (Table I). 

Mifepristone is recommended for use at gestations 
of ~8 and ~13 weeks, but not from 9 to 12 week.-;. It 
is ln the latter area tl1at ~perience is scanty. In this 
unit, prior to June 1997, most early pregnancy termi­
nations were performeq surgically while late 
termination involved using gemeprost. In June 1997, 
a medical tennination of pregnancy clinic using 
mlfepristone/misoprostol for all gestations from 5 to 
23 weeks was established'. This review wa~ under• 
taken to assess the effectiveness of and problems 
associated with this method as the sole mean~ of 
tennination of pregnancy. : 

Methods . 
This service is provided by a specially dedicated ter­
mination of pregnancy clirii,c,based exclusively on a 
day-case ward. [tis led by specially trained nurses (ad­
ditional qualifications includ~ certificate in counselling) 
and supp-0rted by nursing and medicaJ personnel, and 
the ultrasound department: We aim to see and treat 
patients within 2 weeks of referral (this target has been 
achieved in 90% of cases}. 

When a patient is referred, she first has an ultra­
sound examination to establish viable intrauterine 
pregnancy and gestational age. An 0001Sional asymp­
tomatic ectopic g~~tion i~ picked up at this stage. 
She then moves mto the Cfunsetling room, during 

Correspondence to: James Ojidu, Department of Obstetrics nnd Gynaecology, SeunthorpeGeneral Ho4,ltol, Scunthorpe ON 15 7131-1. 
UK i 
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which lime her wish to tcnninate her pregnancy is 
conflnned. She is assured of support. medical and sur­
gical options for ter.mination of pregnancy are 
discussed with her a~ well us future contraception. 

Pregnancytermlnaliol with mlfepristone--misoprostol 387 

15;8% incomplete or 
failed TOP 

84.2% complete 

;. ·~. TOP . 

If she elects to proceed with medical temtinatioit 
the medications are usually commenced on the sam; 
day ?r ~te next day according to P-~tient.preference. 
·Mcd1CMon c.onsist~ of mifcpristone·200 mg orally. She 
is observed for 2 hou~ to ensure that·she does not 
vomit and that the medication is retalne(l ·She goes 
home and, rclums . .J6-48 hours late,: -wheJt t0.O Jncg _ . - . 
qf miso1Wostol··is~cfrninisterechr.1ginally;:Tfiose\vho::·:.-.·· .. - ' • . -:,,-_,_.,- . · · . . ····~•.--.. :~ •. ~ ··.. . ~ • ·· ' 
ore !!:8 weck.'i'. g~tiltion nre_obseixed for 6 hours and . . . • - · :: ·~· .. ,,,,.~! · - . . . ·· : •: ... . . 
~iscJ1arg~.}AostJrJ~i~ group (73%) expertl,e proo-~·-· - Fi('!rc·F ~OvbiilJf'·~~lCO!llC or mif1:_prislone/misoprostor-· ~ _ 

. . ·. ·: ucts of:oonccptionftit~thiii"stage.':Thosi\vho are ;;;:9.· · · -100!11nation·ot;pregn~~- · , • · .. • ,_ ·· . ·, · --
· :,.<; .. :. week.,;' gestatioiiJ~~Vc"fuffi1~r.:ooses10.lhnisb'P.r'~or··· , •.·;,"•~:•· .. : :· -: .-:"'),· -1 .. ... : ·. . ·. ··: ... ,.--.-, ·: . . ·_ 

·, .': at400·mcgo~lly·~liourty.fof~~~d~Jf._th.~Y.:!1~{: ··•~ :··.•: ····· . ·-.. ···:~if ·~······=:·0
• • ••• ::,--:· •• • : ·· . :: • • • 

_ not. e~!l.cd J!ro~~S;!S':'~f cont<:Ptlo_n. 'fhis •SfOUIJ :!Jlat : . :. .Table ff. Outcome following mife1?!istone/m1s oprostol'--';:,..: - . , ~: .: ,._ . -
•.. beot,scrved .ovcrol!W in·hosp1taltfnecessary.·lntl1e · therapy .. ·.! ' ·· . ......... . , ···~ ·,~-:....:..·· 

occasional case in .. which the product of conceptio1f · I 
is not expelled, n repent course of misoptostol .ts ad- · Gestation 
mlnii;tcri:d 24 hours later. The clinic staff check all ' 
products' of·conce. <illoii:f6r.compleleness-:·.coiitracen- !.Sweeks · 9-tJ·weeks ?.14 weeks . 

. ..... .- (~36) (n=:169/, · .... · <.n==76) 
ti<>n is conunenee<h;ogef.afier abortion is complete.-:·_ -

Wf-!en the patients go home. they are in contact with 
clinic st.off and their GP by telephone. They are ad­
vised to report if unwell. if there is excessive bleeding. 
or offonslvc vaginal d~~charge. They are seen 2 weeks 
later to •ensurc that all is well. An ultrasound scan is 

· pcrfom1cd in those women in whom the clinic staff 
did not visually confirm expulsion of products of con­
ception, so as.to .. cnsurc that abortion had occurred 
ond was complete. 

Results 
The case records of 482 woinen who had m ifepristone/ 
misoprostol termination of pregnancy from June 1997 
to May I 999 was reviewed. This represented 76% of 
all' terminations of pregnancy during th is period. This 
ls compared to 27% ln the period before· June 1997 
(Figure I) The women were aged from I 1 to 42 years 
with n 1nean of 24·2 years. Multiparous women made 
up 51·5¾ while 42·5% were nulliparous. . 

. ~., A total of 406 {84%) women had complete expul­
sion of the products of conception without any need 
for surgical Intervention (made up of 403 women who 

• succec..-ded after one course end three women who re­
quired repeat medication .to succeed) (Figure 2). 
Seventy-four women did expel products of concep­
tion but required surgical evacuation to c.omplete the 

Apr10811Marfff1 o.cf"11Mar1ffl 

Figure t. Prop:ortion oflennl11111ion of pregnancy performed 
surglcolly and mcdlcnlly before and allcr June 1997. 

Complete 
Incomplete 
Failed 

205(8~•9%) 
30 (12•7%) 
1.(0~%} 

67 (87%} 
9(11-6%) 
1 (1•3%1 I . . 

process. Two won~en did not expel any products of 
conception-one w'as an 8 weeks' pregnancy that con­
tinued after one col.use of medication while dte other 
was a 16 weeks' pkgnancy which remained Intact and 
had to have a surgical termination. A breakdown of 
die outcome into gestational age groups showed· that 
complete success was achieved in 86·9¾ of those of 
~ weeks' 79% in the 9-13 weeks' group, and 86'8% 
in the :.:14 weeksJ group (Table II). Outcome was 
similar in multiparous a.r:id nulllparous groups with 
success rates of 8{9¾ and 83·6%, respectively. 

The time front; the administration of vaginal 
misoprostol to exp1ulslon of the products of CQncep­
tion (misoprostol7bortion internil) ranged from 30 
minutes to 29·5 hours across the board. Subdivided 
into gestational ag~ groups. the mean misoprostol­
abortion Interval was 4·9 hours in the S8 weeks' 
7·5 hours in the ~13 weeks' group and 9·5 hours in 
the c?.14 weeks' grqup (Figure 3). 

Haemorrhage requiring blood transfusion occurred 
in three patients (0)6%) and two (o-4%) patients were 
treated for infection. 

~ e.13wks; 14~ 

Figure 3. Mean misoprostol-abortion inierval 
( 
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Discussion are usually unde~ pressure, for use by other compet-
Termination of pregnancy services are increasingly ing needs. In addition, it offers women choice, 
ai.:lopting methods that reduce cast and provide choice especially those of9-l3 weeks' gestation who in most 
for women. Setting up a one-stop tennination of preg- hospitals have nb choice but surgical evacuation of 
nancy service is one way of achieving this aim. uterus; -· .. · I· 
Providing all the service in one ward helped patient · ·· · 
uptake of the service._A recent audit (unpublished) ------'---------------

. showed that 97% .of all terminations of pregnancy· References 
in this hospital are now perfonned using the protocol Ashok P. w., FleuA.ioocflemplcton A, .. ( J 9<J8a)'l\:iminuli<in of 
described, the remaining 3% by tJ1e surgical me~od. pregnan<-)'at 9-1:iwecks amenorrhoea wilh mifcpristone and 

Our results add to the growing body of evidence · misop('.Oslol. La=t,JSZ,S-42-543. , . . , . • ,a,,: . . . . , ,-:.: 
;:: .. . that.low. dos~ mifeprlstone ·and misoprostol regimen· · - Asl101c·P;W.; Penny ac .. Fh..1l UM~ niid ·Jcmplcton /\. c I 99llh} ~ ,;-:. __ __:_:=. 
·,.-~:,:· . .. .. ~.: •. · ~--· · .,..._ offers an effective modality for tem1inating pregnancy · · An.c:ffec:tive:reglinen· .for _early_m•cdical ithortio!\; ,?.r~m<11t.. · :-J. , . ;. ,, 
: .. :::: ·~, .~-, --..;_t·•._.:: ;- . ·: ; .,·-;_,,- :.: ·.z, -.at,all possible gestai'ions, and this has been shown to . · · :.or 2009_ conseculive ·cases.. ffuiti'itn. Repr,xluct/0_!1 •. P.(:;_:;;;_".· :: ... 
-: .- _:· -~ ·. · -. : • --=-.--:-' be cheaper (Hinshaw, 1999). Based on local costing·. ' :··.29,62..,,~%.S. y·-l · ,, .. · ·: ,·. - : ·· ··: · ·· 

··· · .. · · . ,.~·-.. .. . : .. (Table (). a saving of£208 and £157 accrues for each. --Ashold~ W:and.Tc:mplctonA .. (.1999) Nonsurgi~I mldlrimcsl<.."!'.- · ' · 
._:t .. ·.?: .. :.· .... ·. ·::_:_:~·:"_ .. ;: · •.- •~-· • .. _ · · case of pregnancy terminated using this mifepristone/ tennll)ation _qf .pri.'gliwicy:.ii'.'n:vicw <1i' soo ca.s,c,~. -llrltlsh··· 

• • - Jourri~o/O.bstelricsandGY.fl(l(!cology_,.106; 70(1-710, . 
•·,; ,.~:;.·"::~- ,I:::.-,.;.; :·... . ... . misoprostol protocol comp.ued . to the surgical or Cameron· s:r., Glusier A:r., Logan J .• , llj.'lltnn I h tin~ Baird · 

. :...:---· . ·. ...·= gemeprost optio11s; i-especti~ely. Mifeprist9ne. is Ii- D.1:'(-1996)' Jmpa1..i of the ·1ntrocluetlon of new medical -
. · · · · · •·h - • censed for termination o[pregnancy at !>8 weeks and · meifiods on_ lhernP,eulic abortions ut 1he l~oyal Jnlim1ary <!r 

at ~ 13 weeks' gestation. In most hospitals, surgfoal &finburgh. Br/tis}i_ Journalof Ohstetrics urul qmaec,J/01..rv, 
methods are used almost ·exclusively to effect terml- l03, 1222.:.1229. : · 
nation pf pregnancy •from 9 ·ro 13 weeks' gesfation. EJ.,-Rufaey-H.-: Rajaselair-lJ., /\hdallu .M .. Calder (,. und 
Our success rate of'79% at 9-13 weeks further at- . TemplctonA.(1995)fnduclionofuborlionwilhmifcpristonc ··. · 
tesf to the feasibility of a medical approach at this .ind <;>raf or vaginal misoprostol. New r:i1Jf/c1ttcl J11ur11<tl of 

gestation (Ashok et al., 1998a; Gouk et al, 1999). Be- G~t~:•G;;~,~~i<Jiuir A., Huslock J., Knlghl J. und 
fore June 1997, all the 168 women who presented for Cruikshank DJ.(1999} Medical tcnnlnation ofpregmuicyul 
medical termination. would have gone to theatre for '63 w 83 days gestclltlon. British Jour,wJ ojOh.rtr:trlcs (Ill(/ 
suction termination. But following the Introduction of Gynaecology, 106, 535-539. 
this protocol, 133 of them had their wish accomplished Grimes O.A. and Coles W. ( 1979) Complicu(k1ns fmm lcgully 
without surgical intervention. induced abortion: u review. Ob.rtetrical and C~Vttecol1J1<icaf 

Our overall success rate of 84% is within the range Stnwy, 34, 177- 191. 
of success rates reported in the literature, for those Hinshaw K. ( 1999) Medical uterine cvncuulion in (he 
methods that used a similar regimen. (Spitz el al., management of firsl trlmcsler nliscurriuge, In: C'/fulwl 
I 998; Ashok et al, 1998b ). The success rate of 79% Ma,,age111e11t of Eart'.11 Pre~ancy, cdilcd hy W. l'rondivlllcund 
at 9-13 weeks could improve now that we are at the J.R. Scou., PP· 79-89. London, Amo Id. 
top end of the 'learning curve' since introducing the RoyJJ College ofObsLctricians und Gynaccologl~L~ <RCOO) 

( 1997) Induced Abortion. Clinlcal '<iN® lop• GulcJclinc.~ no. 
protocol in June I 997. This has nevertheless trans- 11,July. London, RCOG. 
formed the provision of termination of pregnancy S:iwayJ G.F., Grady D., Kerlikowskc, uncl (lrimt!s I>. c I<>%) 
service from a predominnntly surgical procedure to an Antibiotics at the iimc of induced abortion; the cusc for 
almost exclusively low-cost medical procedure. universal prophyluxis based on mctu-:in:ilysis. (}bst11.trks and 

Major complications arc rare. Our blood transfusion (Zvnecologi•,87,884-890. 
rate of0·6% is within the literature range of0·4-0•7% Spitz I .M .• Bardin c:w., Benton I~ und Rohhins /\. ( 1996) 
(UK Multicentre Study, 1997; Gouk et ul., 1999). The Eurly pregnnncy :terminullon wllh mlft:prl:;tone unc.J 
prophylactic antibiotic regimen utilised in this proto- misoprostol in the .United Statcs. New Engla11d ,lour1u1l of 

· ··col follows the recommendation of Sawaya et al. Medicine, 388, 124(-1243. 
( 1996), and the RCOG (1997). This seem effective UK Multiccnlre Study (1997) flinal rc.~ullS. ·111c cmc:1<--y und 

tolerance of mifepriftone in tcnninalion of prcgnnncy oflcss 
since only two (0-4%) women were treated for infec- than 63 duys gesr.ati<;>n. contraccplitllt. 55, I· 6. 
tion. The low dose mifepristonelmisoprostol protocol World Health Orgnnisuuon Toskforce <Ill Poi;l-ovulau,ry 
for termination of pregnancy at all gestations from methods of Fertility Regulation ( 1993) 'f'crminutlnn of 
5 to 23 weeks is effective and safe. It reduces cost. prcgnoncy with reduced doses of mifcpristonc. /lrlti.l'h 
releases theatre slots and staff, resources which Medica!Jourual, 307,532-537. 

i. 
I 
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ELSEVIER ·· COll(rJcepli<1n 6J (2001) 247-25-0 

_ . Original research article 

_-'_·first: ·trimester abortion..-wi.th rnifepristorte--and--~kginal rn.isdprqst9:I 
.--. ·_. __ Oi/a·.Breth~Koudse~-* 

... - . .. . : .~....:.-~~;-.~~•;,, .·.: .... . ,,;; _, .. _...... . ~ . _ ... ·-
.: •f><('<Jnm,,nt ,if OhsJ~i~~-°s '°;;nd_'.,9!~~,-,,{i'.,:~:. 011iv(rs!(~• _ifj/~i':',I ;if),rrhus. Sk~jl,,, •. Dmmar.k 

· R«eivcd 27 Septcmh,;r 2(1()(1;,rcviscd l!ifehn,_~ry· 200i: ~~er,<c:d 27 'Fcb~ :?<IO I 
. ... # • • + •• • , .. :"'':' 

•r, ::;.,, : ~:; .... ;,~--- r-· 
A~ct 

Tii°is ~l!dy :~~:IC-S.'jCd the efficacy and side e(fc:c:ts. o(- fii:st trimester medical alxmion u.<;ing mi(epristOlle and vag:inally admini.stered:' 
misopro:;tol. Medi<.-,tl abortioa was first introduced.in D.eomark in· Dccerl\bcr 1997. and the accep<ability of this new approach in a Danish' 
popul~tio~ ~as eval~ted. The i.:1udy included 1he lir..t 100-women see1cing medical abortion. The;gc"1ationaf age w-45 frc:,m 33 10 56 day~ .. ~ 
All received 600 mg mifepristone (RU 486) or.Illy followed-2 days later by vaginally administered inisoprostol 4-0() µ.g. Success wa.~ ddinesl. 
a.'i achieving <.-Omplete abonion without the need for surgical evacuation. Ninety-three percent achi~cd a successful medical tennioation of 
pregn;mcy. Side effects were few. and the acceptability wa.'i high. Ninety percent of the women ~ould prefer medical abortion in c:ise of 

. a new unwanted pregnancy. The combination of mifepris1one and vaginally admini.~tnucd misoprostol is effective. safe. has few side effects 
and is well accepted by Oani.~h women. (i) 2001 Elsevier Scicoce Inc. All right~ rescrved. 

Key,.·,,rds: Eviy m:dical abonion: V3g,inal mi,;of'("<~ol: Vaginal PGE, , Danish population 

I. lotroduction 

Medical abortion during the first 49 - 63 days of ge.~tation 
i.'i generally successful after using pretreatment with the 
progesterone antagonist mifepristone (Mifegyne®) followed 
by a prostaglandin E-1 analog ( 1-3). Several medical regi­
men.<; have been used, where the most common proslaglan­
din E-1 preparation in Europe is gemeptost (Cervagem®). 
Recently, the prostaglandin-E-1 misoprostol (Cytotec®J ha.-; 
been introduced. Most repons have been based on or.ii 
administration. but vaginal adminis1rntion is associated with 
fewer side effects and improved efficacy (2.4 - 6). 

Medical abortion is a new approach in Denmark. and the 
purpose of this study was to a.,;,=-~ the efficacy. side effects 
and the acceptability of mifepristone followed by vaginal 
administralion of 40Q µg misopro!>'tol 2 days later. 

2. rvtateriaJs and me~ods 

The study wa.~ performed at the Department of Gynae­
cology. Univer..ity Hospital of Aarhus. Denmark, from Sep­
tember 1998 10 July 1999. During that period. 753 women 

• Tel; +45 ·8617,J617: fax: +45-M617-WOI. 
F.-ttt<1il uJ,lrr.<.•: UBK~td;idlne1.cJk (U.fl. ·Knudscnl. 

underwent termination! of pregnancy in the department. 
Women over the age of 18, requesting temtination of preg­
nancy and with a gestation of le.~s than 56 days, received 
written information about the methods offered before at-· 

tending the clinic. They were all tested for chlamydia by 
their gener.al practition~r and. if po:-;itive. treated with anti­
biotics prior to the day Qf attendance. All women underwent 
a transvaginal ultrasound scan to evaluate the gestational 

I • 
age. Two-hundred-eighty women (34.5%) were less than 56 
days pregnant. If no medical contraindications to the mife­
pristone-misoprostol regimen were found. the woman wa,; 
offered the choice hetwecn termination by vacuum a.,;pir.i.­
tion or medical terminatioo. 

At the fir.a visit, inc(uding ultr.m1und scan, a funher 25 

women did not fulfill inclusion criteria and were excluded. 
A total of 100 (39.2%) ~hose the medical abortion method 
and thus constitute the patients entered into the sludy. 

Oral mifepristone 600 mg was administered either on the 
!lame day as the first vi~ino the dinic or within the follow­
ing 4 days (day I), a.nd the women were allowed to go home 
30 min later. They we~ infonned that in some ca.c;es abor­
tion might occur at home following the mifeprisione admin­
istra1ion, and an emergcmcy telephone number was given. 
Thirt'y-~ix to 48 h h1ter. ~hey returned in the morning to the 
outpatient clinic (day 3 i: Here. vaginal misopros(()f 400 µg 
wa., given (:..elf administration) and 2 tablets containing 400 
mg paracetamol and 28.7 m·g codeinphosphat. administered 

OUHl-7K241'01/S - sec (roat ru:tt(cr O ~KIi rJ,cvi~..- S.:i<:ncc: Inc. All rii;hl< rc:"'-""·cd. 
Pit: SOOI0-7l!2.t(Ol100IW,. 2 
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I 
Table I 
Data of ti><: firs« I 00 women undcn.al:ing-medical abortion 

Age (years: median: range) 
Gc:.<ution.at age (days; mcdfan; range) 

. Nullipar~ 
Previous IC1111ination of ~nac,cy" 

29 
48 
45 
JO 

[18-4<,J 
.. . : 133--561 

(32 %) 

VAS scores d bleeding, day 3 

~6:g
2 

I 
<---AC:C.. ~-! ____ '.· ------..J 

I-
-! 

-I . 

I 
.6 . -· - 8 

.. 

,, ~ ~ 

.. ... .:. . ... _ .. -·- • _n m 93. _ • . •. ;.:::... ..• , . _ :;._ 0 . . 2 .; ,•.-=_, .. ~(:_: . 
-~· . .:.~--.... ~-

' _ · · -:-: •· -:·., .- -~,.. Fig . . '-. B~ng aft~ ~isoijrostoi . ..dm£°!,i~~~n (day 3 aft;, _mifqiji~onc ,~- . • . • ,, 

, .... -v,. 

~:.:1r:c::~ -/~~~---. ·:;:x; ;;-.:· ' orally. The ~tie~~ -~~; "'o6~erv.eci by the nurses f~-bleed- __ admin,stration). X-ax,s: h<jurs __ aftcr:,n)•~p~I :rominist~icin; y~axis: . . 
<· 0 

., • • , ..,. • • • • • • •• • • • • • • ir,ig and pain overJbe next hours, pemiitting further adrnin- scO<"C on ':AS-=lc. Median. 5 and 95··i>ct='tiles·. · . - . ·, .• , ·- • · .. .-· ·· 

::·:'f(;:?-:--=- :·~:· ·~·-:.-""":t:...1stta1ion of analgesic or anciemetic agents if necessary. If • h i · · · · .,:: : · ..... - · ·.:;--:: ,,~:· .: .. •• ·· · ··. , 
• • ' • •~ : ... ~<".' • .,. •• ~• ' :,:"•• .•- N • . .... - .. :.~\; ... i'.•"' ·- "'I; 

·-:-•· --

_ .. .-.... -~. abo.rtiQn, had not taken plaq:_; evaluated by the amount of WOITien 4~~ not attend \he follow7up 14 days later7"in spite or··.-... . .. - ' 
_· · . bleeding within ttte first 3 h; a fl!_rther 400 JLg misoprostol several letters/telephone all ~ WI ted b 1 · ·· •.-. . _ . . . . .. . _ c s. 1en contac y _te e-

. ~as ad.mimstered vaginally: They were atio~~ to.leave the phone all 5 reported ce' ssau· "b'·-.1· d f -
h ··-' · bl · - · ·· · - - • on o,, =U1g an symptoms o 
osp1~ 1f · eedmg ~d _pain _were acceptable 2-5 h after th:: pregnancy.. ; :· _ _ .. .... . 

last m1soprostol admimstraoon. The nurses telephoned all - · · •.- · S'd - " ts ·· · ed • _: :T-: b··1 ~2 A. 'ft.er --: -· . · · . . . . .. 1 e e11ec are present m a e . adrmmstra- . 
patients on day. 4. Two weeks later. the women-had a - t ' f -.- . 

59
.%··~~:.~:.-:..:.,-b:l~c·-: . . J. ,.,-.. 

· - • • ' · 100 0 ffihepnstone, S1.<1ucu tO cod wtth a filed(~" Of . 
vaginal ultrasound scan. If the thickness of the endometrium · · · · · - · = · 

. . . • 0.6 on a scale from 0-12 (range 0-H 6) Almost 4 of 5 
was less than 15 mm. with no sign of retained product, no . . . . •. · . · 
further action was taken. If the thickness was more than 15 women ex~nenced P?"1 wilh a median pam score of 1.1 

(75 pe{"CClltde: 2.6. totl!-1 range 0-9) on a scale from O to 12. mm, ,S..hCG concentration was measured, and the woman 
was followed weekly by ultrasound scao until measurement 
of ,S..hCG was below detection level. Rhesus-negative 
women received anti-D (Rho) imrnunoglobulin at day 3. 

All women were asked to fill in a daily chart concerning 
bleeding, pain, nausea, vomiting, dianhea, and whether they 
had gone to work/done as usual over the next foruiighc from 
day l. The an1ount of bleeding was estimated by a visual 
analog score (VAS-scale) with a line (12 cm long) ranging 
from "!lo bleeding" to "heavy bleeding .. at the ends. with the 
mack "like your period'' in the middle. Likewise, the sever­
ity of pain was measured on a VAS-scale ranging from 
"no pain" to .. severe pain." with the mark "moderate pain~ 
in the middle. The satisfaction with the method was esti-
mated on a VAS-scale ranging from "dissatisfied" to "very 
satisfied" (range O to 12) with "satisfied" in the middle. All 
medical records were reviewed 2 months after entry to the 
study to evaluate the success rate and complication. 

3. Results 

One hundred wonien (39.2%) chose the medical abortion 
method, and demographic data can be seen in Table I. Five 

Table 2 
Side effects (perccats and a in parentheses) 

and 23 took paracetamol for the pain. The VAS scores of 
bleeding and pain a.ft~r misoprostol administration (day 3 
after mifepristone administration) are presented in Figs. I 
and 2. 

Eighty-seven percent of the pregnancies were aborted at 

the hospital. Nine woirien believed they had aborted on d~y 
2, and 4 that they had aborted on day 4. The nurses recorded 

when the women had ~ bleeding more heavily and pro.~ 
ably aborted. A fixed ~ for abortion could be recorded for 
84 women. and the time from administration of vaginal 
rnisoprostrol to abortio~ was a median of 3 h (J 5 percentile: 
3 hand 30 min). An additional d~ of misoprostol (400 µ.g) · 

was administered to 9 women 3 h after the initial dose, as 
the bleeding was less than expected for an abortion to have 
taken place. Twenty v;,omen had extra analgesics, mainly 
paracetamol ( I g). and ~inly one patient received an injection 
of pethidine. No other :drugs were administered. 

Figures 3 and 4 sh~w the VAS scores of bleeding and 
pain from day 4 to J 3_1 

At the follow-up 14. days after mifepristone administra­
tion, 66% were still bleeding, although it was mainly spot· 
ting (median 0.4 on the VAS-scale), and o~ly 4% indicated 
that it was more than a period. Two patients marlced pain of 

I 
Prior 10 abortion Aft<:r mi(epti~onc adminis1rati<1n 

(day I l (n = 100) 

I . · ····· .. ... 
After miwprostol admini:<tration Day 14 
(day 3) (n != 99) (n = 94) 

Nausea 
Vumiting 
Oiarmca 
Bleeding 
Pain 

65%(65) 
12% ( 12) 

12%m1 
12% ( 12) 

S9%(59) 
79%(79) 

51% (SO)'. 
18% (18)' 
3% (3) I 

100%(99): 

98%(')7Ji 

I 

0 
0 
0 

66%(62) 
5%(S) 
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0 

VAS scores of pain, day 3 

2 • 
. ·. ·. ·:~ ---~ -·--:• 

◄ 
Houri 

6 8 

12 

10 

8 

6 

VAS sc(¥-eS of pain, day 4 - 13 
' 

' ... T 
I 
I 
I 

l i 
4 ·J ;. . 
2 . . .. -----t~ 1 f. J :: 
0 . .. ,.: :· .U.~.-r--i-----o-·•: .. ~ Fig. 2. Pain cxpcriaiccd. a'ftci. misoprostol adminh-uation (day 3 .after 

,· mifcpristone admioistr.ilionh~K'µis: ·hourn after mi~ol_,administra• 
. l ion;y-v.i~:.= ·,,n .. ;iiVi'\S

0

".Qfc,~Medi.tn: Sand95' ~_!Uil~: ,· - . . ·2~- ◄ 16 8 
.,. ··.--: '"' ..... .. ·- . - ~· -; .!1 .• •~-·- - ··:.·--. -·· 

10 · ·12 

• ~ -· • • •• •.•• ~ ·---~·\:::;; ··. "l ,• ; • ~ -- ~-~-\: .. ·:: _: -::~: • • ··.-.; ·· . ~: · • Da~ -

. .• th 5 th V • c-. · . . . da ·
1
4 .. N .- . ·.. ·.,·;__~:; na··1-ges,·c·"· . •: Fig. 4. P•in5 xpern,accd oc( ~ay 4 to 0 :'aftcr mifepri,.iooc '!d,mio~•J!-~!ion.=. 

more an on e . /'\JOO y . one.requ,cua • X . da _,. ., • , c1m·. . . •· • •v •,- .,_ , 
··"'·.· · . ~,· · · :.-... . . • • . ·. . •, .·,~.--a,us: ys .. ncrm1tcpnstonc a IA!sttll!10n;y•ax1.s:sc<>rcon A.>-"'"!'•· ·· 

· at !his Urne.. . .. _. ·,: ... ,-._ • Median.S and 95 pccccntitl::s. - _ - -·· • 
The endometrium was .. m~ured by ullrasound on day , __ _ 

14, and the medi~ lhicls~s·w~ 9.2 mm (range: J .::18 min. · 
- · n = 87) (from edge to,.~ge},.,. .-· · -,-:.- .. .. · 

The overall succes~· ,rate,.·defined as tenniitaiion without 
use of evacuation, was 93% after 2 months of follow-up·. No· 
ongoing pregnancies were found at the 2-week follow-up. 
Four women were evacuatea due to bleeding 7 to 9 weeks 
after admini~ration of mifepristone. 2 had an evacuation 
due to infection (pyrexia. pain, discharge) at day 15 and 23. 
respectively, and one wa.,; evacuated due to severe headache 
occurring after administration of mifeprutone; this patient 

· &d not receive misoprostol on day 3. Six of the 7 patient,; who 
had an evacuation had a ge.~on of more than 49 days. 

Two patients were admitted to the ward due io bleeding 
and discharged the following day. Three women were given 
ergometrine tablet,; (Methergin®) orally for the next 3 days 
due to heavy bleeding. but none nece.<;sitating transfusion. 
No prophylactic antibiotic.,; were given, and only the two 
women with clinical ~igns of infection received antibiotics. 

All 100 women who had entered the study were asked to 
fill out a que.<;tionnaire on day 14. Approximately 14% felt 
that the bleeding had been more than expected. Likewise 
around 15% felt the pain and the nausea (16%) had been 
worse than expected. On lhe VAS-scale. $1ltisfaction with 

VAS scores of bleeding, day ◄ -13 

12 

10 
,- --------······---

8 

6 

4 

2 

0 

2 4 6 8 10 12 14 

Days 

Fig. 3. Bleeding on day 4 10 I 3 after mifcprist,mc .idministr.ttkm. X-ax~: 
day,: 3ftcr mi(epri<tunc administr4lion; y-axis: score M V AS-S<.--alc. Me• 
di:in. 5 and 95 pcrccntil~ 

the method was a median of tij on a scale from O fo 12; 
range 0 - 12). If they had to go through an abortion again, 
90% wo~ld choo~ this method again. Of those who previ­
ously had experienc~ a surgical abortion (n = 26). 21 
(8 1%) would choose the medi~I' abortion. 

Table 3 shows the influence" of medical abortion on 
social life or working life. Sixty-two percent did go to 
work/did a~ usual on day 2. 68% on day 4. and only I or 2 
women per day d id n¢t attend to !heir usual tasks from day 
5 to 13 (n = 89). 1 

4. Discussion 

I 
I 
I 

I 
This study demonsµ-ates that medical abortion using 600 

mg mifepristone orally and 400 p.g misoprostol vaginally is 
a well accepted. effective method of pregnancy termination 
for gestations less than 56 days. The succes.~ rate of 93% 

I 
after 2 month.~ of folfow-up is similar to other studies for 
gestations less than 6~ days 12.5.7-8]. rn many studies the 
length of the follow'..up period and the completeness of 
follow-up is difficult to evaluate. In this study. all medical . 
record<; of the I 00 women were evaluated 2 months after the 
medical abortion. 

Thiny-nine per cent of the women who had the oppor­
tunity chose medical ~bonion. This is somewhat lower than 
reported in other cou~tries {3,9-10,13]. and could be due to 
the fact that medical abortion is a new method in Denmark; 
only 2 other hospital/; had started the program at the time 
these data were collected. More0VCf", as it ha.~ been shown 

I 

I 
Table 3 
Effcc1 of medical 3bortioo on attending won; or social life 

Day2 
(n = 100) 

Un.affo:tcd wt1rlc/soci.tl l iff · 62~ (62) 

Day4 
(n = 89) 

Day S- 13 
(n = 89) 

68%(61 ) 98%(87) 
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. ,,_,. Thts i.1.udy has shown that m,fepnstone and m,soprostol ·-· :-•·itaiirni'with mifcpri'\(onc and m~.;.,,, in the Uni~ S1:1<cs. N F.ngl ·_ 
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Abstract 

The treatment outcomes of 956 worn.en undergoing second trimester 1erminacion of pregnancy with mifepristone and gemeprost were 
S(udied. The median gestatio,!lal age was 16 weeks (range: 12- 24 weeks). All women were trealed with 200 mg mifepristone orally, followed 
31> Ji later with I mg vaginal gemeprost administered every 6 h to a maximum of 4 doses in the first ~4 h. A second course of I mg vag~al 
gemepros1 was given 3-hourly in che nex1 12 b. if abortion had nOI occurred. Overall. 96.4% and 9?.8% of che women aborted within 24 
and 36 h. respectively. The median induccion-to-abonion interval was 7 .8 h (range: 0.5- 109.9 h). The 'induc1io11-abonion imerval was longer 
in nulliparous women and women wi1h a gestation age 17 wee.ks oc above.. Surgical evacuation of the ulerus was performed in I 1.5% of 
women for incomplete abonion or retained placen1a. More multiparous women (16.7%) required ~urgical evacuation of uterus than did 
nulliparous women (7.3%; p <0.001). Ten (0.l'k) women failed co abon wi1h gemeprost and required other methods for abonion.. In 
conclusion. a combination of mifcpris1one and gemeprost is a safe. effec1ive, and noninvasive m~thod of medical abortion for second 
1rimcster pregnancy. © 200 1 Elsevier Science fnc. All rights reserved. 

Kc:rwords: ~cond trimester: Abo<1ion: Mifepristonc: Mi5oprostof 

I. Introduction 

Since the in<roduction of proscaglandin analogs for med­
ical abortion more than two decades ago. medical methods 
have· provided a safe alternative to surgical tennination of 
pregnancy [I). Although dilatalion and evacuation is widely 
used in the United States. a combination of mifepristone and 
prostaglaiioin is the preferred mechod in the United King­
dom. 

Differen1 types of pros1aglandin analogs have been used 
in the past 20 years for second trimester medical abortion. 
Currently. gemeprost(Cervagem. Farillon. Dagenham. UK) 
and misoprostol (Cytocec. Searle. Bucks. UK) are the two 
most common prostaglandin analogs used for this purpose. 
Both have been shown 10 be safe and effective whc:n com­
bined with mifepris1one for second trime.ster abortion (2- 4 ). 
Although misoprostol is cheaper and stable al room tem­
pernture when comparc:d with gemeprost only the latter is 
licensed for the purpose of med.ical abortion. 

Mifepristone (fuelgyn. UK} is a progcs1erone receptor 
blocker thac increase~ che :-ensitivity of 1he uterus 10 pro~-

• Cum:sponding :iuthor. Tel.: ++;()IJISJ6~:!60: fax: ++IOl.lf~J<,. 
-UK6. 

f:-maU addr~.u: j(Kllhon;.@ho<maikom (l<J. Thong). 

taglandin analogs when ;tdmini~ ~red to pregnant women 
[5]. The administration o f; 600 mg of mifepristone 36-48 h 
before gemeprost has been shown to shorten the inductlon­
to-abortion interval [6J. Recently published data suggested 
that 200 mg is as effectiv,e as 600 mg for second trimester 
abortion (7]. 

The regimen used in presem study was previously re­
poned in a study of 100 "{Omen [2), and the purpose of this 
study was to report the effectiveness and safety of the same 
regimen in clinical practice over a period of 6 years. 

I 

i 
2. Materials and methods 

! 
Nine hundred fifty-six: ~onsecutive women admitted to 

the Edinburgh Royal Infirmary for second trimester abortion 
from January 1994 to July12000 were studied. Abortion was 
carried out under the conaitfons of the 1%7 United King­
dom Abortion Act. 

The ge.,;tationaJ age was determined by menstrual history 
and clinical examination,! and ultrasound was performed 
only if it was necessary as judged by the attending doctor. 
After the decision for termination of pregnancy was made. 
the women were referred to the Simpson Memorial Mater­
nity Pavilion medical abortion unit where they were coun-

1 

...:.. 
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T:ihk I 
Char:1<1ccistics ,,( chc 956 women who undcrwC11l midtrimestu abortion 

··-- ······--··-·--------------------------(------------
Char.t<.'tcristi<:s Gestacion age Parity Total 

12-16 weeks . · 

-~--~ 652 

17-24 weeks 

·.n = 304 
Nulliparous Mulciparous 

·n -= 9S<i 

n = 531 n = 425 
~ .. .,..-..... .. ..... 

Med,on ag,fin ·years (rJnge J · 

,. ·.- · .Median i;ci.i~1it>11 a~e-·in •wk,<,,_(range)· · 
~:;: ··x:>. :· .. :.:{'~'. .• ·:·:' :,:Paro;,:- '-;-~I -". _-: :- . 44.9 

22 (13-i4) 

43.4. 

19 (13-44) , .. .'.'26.(14=44) 
16 c12-24> ~:~ · · ': 15.:5 ui-21>. 
- . •. ·. ·:::,,.!.-:~~:- .. -:~~i:·:~-:. 1.:··_ .• :.:: 

. 22 (1 3-44) c- -

·. _:i.6.<P::-1~>~;,_ .. 
44,5·•· •. 

" .. :·:~ •. ~-, ... .;;;;.::;.-.-._:;;:~·~:-:. ·• ~-i~nific;m! difference by M~~n;-Whi1ncy test. p < 0.001. _ 
• ' .. - - • ,~ . .. "--:. . - · • · • M • • • 

·seled by·a·doctor and a nurse. The_ women were;then given 
· . a date ·for ·adininb1ratiQn of a single do_s~ of 200. mg oral 

· .. mifepriston~ io-Jhe· medical abortion uoit .. The women were 
..... admitted to the unit 36 h later. -One milligram of gemeprost 

was inserted to the post~tjgr vaginal fomix every 6 h for a 
maximum of four doses over the first 24 h. If abortion had 
not occurred within the first 24 h, I mg of vaginal gemeprost 
was inserted every 3 h lO a maximum <?f five doses over the 
next 12 h. Intravenous (iv) oxytocin in incremental dosage 
of up to 11 I mU/min was started 36 h from the first pessary, 
if abortion had not occurred after the second course of 
gemeprost. 
. Analgesia (paracetamol l g, dihydrocodeine 30 mg, or 

intramuscular (im) diamocphine 7.5 mg] and antiemetic (im 
cyclizine 50 mg) were administered as required. · 

Intramuscular syntometrine (5 [U oxytocin and 0.5 mg 
ergometrine maleate: Alliance, UK) was administered fol­
lowing expulsion of the fetus and placenta. The product of 
conception was examined by the attending doctor for com­
pleteness. Surgical evacuation-of the uterus was carried ouc 
if there was evidence of retained placenta or clinical suspi­
cion of incomplete abortion. 

SPSS for Windows Statistical Package was used for 
statistical analysis. Continuous variables were compared by 
Mann:;:-Whiiney test. Differences in proportions were ana­
lyz.ed with the chi-square test or Fisher" s exact test as 
appropriate. A p <0.05 was considered significant. 

T~bl< 2 
Tre:umen1 ootcom~ by pant~· and gesmion a~ 

C=tion age 

I 7-:?4 week.s 12-16 w«:k., 

n "'65'.! .n = 304 

Medi.in do,c ,>f gemepro,.1 
«r-.mi~t 

Median induction. in hours 
tr,,micJ 

Surg.ical .:v-.i<:u.uion of 
ut<rus for im:,)mpl.:tc 
.ib<'ttion (41 

N~-.:<J for uth<r 1hct:1py (%f 

I <0-14) 

7.00 ( l.3-48.:?I 

77( 11.l!J 

5 (0 .8) 

• Signific:int difference by Mann-Whitney lCS1. p <0.001. 
~ significanl difference by chi-square lest. p <0.001. 

2• ( l- 14J 

8.8' (0.5-109.9) 

33(10.9) 

5 < 1.6) 

< TherJpies include: OX)'IO<.-in. sCKgic-.d cv:icwuion of u1cru.s. and hystcro1omy. 
• :<ignific~nt diff<renec by Fi.sher·~ Exact test_ p • 0.007. 

3. Results 

Table l shows the.ch¥3,cieristics of the 956 wom'e~-~ho ~--=: . "·- · _· 
underwent second trim~ster a,boiiion: The.meaian.gestation--
age was 16 weeks (rangd 12-24-~eeks), and 31.2% of them 
were above 16 weeks. ~ultiparous women were older than 
nulliparous women (median 26 years vmus 19 years, 
p <0.001). Table 2 shovys the treatment outcomes of these 
956 women. The medi~ dose of gemeprost required was 
two, and the median ibduction-to-abortion interval was 
7.8 h. Two (0.2%) women aborted after mifepristone with-
out gemeprost. One of them was a nuliiparous woman at 14 
weeks of gestation, and ·.the other woman. at 16 weeks.of 
gestation, had three previous vaginal deliveries. Both of the 
women aborted at home ruid there was no excessive bleed-
ing after abortion. Follo'Ying insertion of gemeprost, 32.8% 
and 53.1% of women aborted within 6 and 8 h, and 80.5% 
and 96.4% aborted withip 12 and 24 h. respectively. Over-
all. 98.8% of women aborted within 36 h (Fig. 1). The 
median induction-to-abortion interval was significantly 
longer in nulliparous ($.5 h) compared to multiparous 
women (6.7 h) (p <0.OOi). Women with gestational age of 
17 weeks or above had! a significantly longer induction-
abortion interval (8.8 h) '. than women less than 17 weeks 
(7 .00 h; p <0.00 I) . 

Overall, llO (I 1.5%) women required surgical evacua­
tion of the uterus for incomplete abortion. The rate of 

! 

Parity Tot.II 

Nulliparous M~ltlparous 
n - 956 

n-= 531 n ~ 425 
2"(0-9) I '(0-:14) 2(0-14) 

8.5" (0..5-57.3 l 6h <t:25-109.9) 7.8 (0..5-1009.9) 

39 (7.3) 11 ,( (6.7). 110 (11.5) 

I 
I 

I (0.2) 9 :(2.1~ 10(1.0) 
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incomplete a~rtio~ ;_;~~analyzed with respect to ·gestation. 
parity, and history of prevfous abonion. There was a trend 
(p = 0.057) ·coward .. a higher incidence of surgical evacua­
tion in the 111 wqmen with gestation of less than 14 weeks 
(17.1%) compared to women of greater than 14 weeks of 
gestation (10.8%). Women with a history of previous abor­
tion had .a significantly higher incidence of surgical evacu-

. ation ( 16.0%; p = 0.00 I) compared to women without a 
history of abortion (8.8%). Multiparous women had a sig­
nificantly higher incidence of surgical evacuation (16.7%; 
p < 0.001) for incomplete abonion or retained placenta 
compared to nu11iparous women (7.3%; Table 3). 

Ten (0.1%) women failed to abon with gemeprost and 
required other methods for abortion. Seven (0.7%) women 
required an iv. infusion of qxytocin. two (0.2%) women at 
less than 14 weeks gestation needed surgical evacuation, 
and one (0.1%) woman underwent a hysterotomy. The 
woman who had a hysterotomy was 42 years old at 16 
weeks of gestation. She failed to abon after nine doses of 
gemeprost and developed heavy vaginal bleeding requiring 
a blood transfusion during oxytocin infusion. An emergency 
hysteroiomy was perfonned 10 tenninate the pregnancy. Her 
hemoglobin concen1n1tion dropped from I 1.9 g/dL to 7.5 
g/dL prior to the hysterocomy. Three (0.39<-) women were 
given more than nine doses of gemeprosL All of them were 
in the group of 10 women requiring other methods for 
abortion. The proponion requiring other methods for abor­
tion was found to be higher in multiparous women. 

Table J 
Effect of obstetric his1ocy on me incideflce of incomplete abortion 

Obstetric history 

Nulliparous 

ffis(ory of 

Four patients (0:42%)_ s_tayed in hospital for more than 3 
days. The woman w~o had a hysterotOf!!Y stayed for 5 days. 
The other lhree patients aborted after 48 h and also required· . 

. surgical •0eva<:uacion; of the uterus for reta1ned placenta. 
Bl?O<i transfusion ~is reql!i.ied only by the woman who had 

. f :tiysterotomy. Therb was not a single case of cervical tear , 
.. · · ·· or cardjo·vascular complication. .. 
• . • • I ' 

4. Discussion 

.· I 

.t 
~ ..... 

.. 
The results-of tliei present series,· which was-larger than . 

-the previous study, 9f wome'ii" whounderwent"second tri-· ·: 
mester termination elf pregnancy confinns the efficacy of 
this combination re&imen of mifepristone and gemeprost 
(2). Out of the 956 v.;omen, 68.6% aborted within 10 hand · 
could be managed as day'-tases. The median induction-to­
abortion interval (7.~ h) is_.comparable to previous studies 
using gemeprost or rµ.isoprostol in combination with mife-
pristone (2-4). · 

lo this study, 11 %, of the women required evacuation of 
the uterus for retai~ed placenta or incomplete abortion . 
Thirty percent of th7 women required evacuation of the 
uterus in our previou~· study using a similar regimen when 
pelvic ultrasound was used in addition to clinical judgment 
for the diagnosis of incomplete abortion or retained placenta 
(2). In the past 6 y~, our diagnosis of retained placenta or 
incomplete abortion ~as been based on clinical judgment 
alone, and this has reduced the proportion of women requir­
ing surgical interventii:m. The surgical evacuation rate in the 
present study is comparable 10 the regimen using mifepris-
tone and misopr~stol ;(9.4%) (3). · 

The response of m'ultiparous women was different from 
that of nulliparous· women following treatment with the 
antiprogesterone, mifepristone and gemeprost. The induc­
tion-to-abortion incen;al of multiparous women (6.7 h) was 
significantly shorter than nulliparous women (8.5 h). This 
can be explained by the difference in the compliance of the 
cervix in the two· groups of women. In contrast, multiparous 
women (16.7%) werej found to have a sigrtificintly higher 
incidence of surgical evacuation of the uterus after medical 
abortion compared to \nµlliparous women (7.3%). Surgical 

I 

I 

Mul1iparoas 

History of Total No past history of 
previous abo<tion 
11 ,. 390 

pccvious abonion 
n = 141 

No past previous 
histo,y of abortio~ 
n = 209 

previous abortion 
II= 216 

D = 956 

Surg:icaJ evacws1ion for 
incomplete aboction (%) 

23 (S.9> 16 (11.3]• 30 (14.4) 41 (19.oi• 

• H"1$1<><y of previous aborti<><l ,"CfSuS ao histo,y of p~ous abortioa in nulliparou!< women (p '"' 0.053 b.r, chi-sq~ test). 

"Hislo,y of prc-vious abortion 1·crsus no histo,y o( po:vious abonion in multiparous women (p = 0.2S I by dti-$1:juarc test). 
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evacuation is usually performed for incomplete abortion 
ba.~d on the clinical diagnosis of retained placenta, incom­

. piece placenta. or ex:cess(ve hemorrhage. In this study. the 
. 'incidence .. of surgical ev~c.uation was found to be higher in 

. ' women--With ·a previo1,1s ·tiscory. of abortion. ·Thus, women 
·• witli a hist9ry of previo~s.pregnancy chat e11de(il ther in-:an 
.· ' il:ioition or-full-term .4sfo·ery were more iikely to .h~ve 

· •. • :·: retained placenta or resi~ual trophoblast l1 was reported 
. that rtiore parous womeJi bled greater than 500 mL duril).g 

tenninatjon· of second l!imester pregnancy by gemeprost 
alone {8]. The.reason.why a higher proportion: .Q( multiP,a­
rous women failed to aQOJ'( completely with chis regimen of 

:-; .• ,·.· .. ' ·:·-· .. . z-inifepristone anl'temeprosc is. nO<_ known but is similar to . 
·, · . . : !• rec.cot reports .on .• medi.cal. aboruon. in..the :fi.rst trimester . . 

[9. IO). A ·more efficient C$tablisliment ef ihe pregnancy at a 
·._· .. ..... ve:ry eariy stage w~ suggested by one of the author as the · 

reason for a higher failure rate in ·multiparous women (9). 
The choice of surgi~I versus medical termination of 

pregnancy poses a dilemma to clinicians in the managemenl 
of-women at 12- 14 weeks gestation (11]. Twenty percent of 
multiparous women in this study required surgical evacua­
tion for incomplete abortion. In addition. the proportion of 
multiparous women who failed to abort with gemeprost wa$ 
higher. Dilatation of the cervix is usually easier in multip­
arous women, and ic may be more convenient and cost­
effective to perform a dilatation and evacuation in this 
group of women. In skilled hands. dilata1ion and evacuation 
may require a shorter stay in the hospital, and women may 
possibly experience less pain compared to termination using 
this regimen of mifepristone and gemeprosL 

· The results of this study demonstrated that gemepros1 is 
comparable to misoprostol in temtS of efficacy and safety 
(3]. Misoprostol is cheap and stable al room temperature 
when compared to gemeprost. Oral misopros1ol is available 
in many countries for treatment of peptic uk;er. Although 
vaginal misoprostol is commonly used with mifepristone for 
second trimester medical abortion. ic is noc licensed for this 
purpose. Moreover. gemeprost is the pro:1taglandin that cli­
nicians. usually resort .to when the women fail to abort u.-:ing 
misoprostol for termination of pregnancy in the second 
trimescer [3.12.13). 

In conclusion. a combination of mifepristone and ge­
meprost is a safe. noninvasive. and effective method for 
termination of pregnancy fa the second uimester. 
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A· ranQ.oinized comparison of medical aboFtion and surgical 
vacuum asp~ratio_n.at 10~13 weeks g~stati~n · .· '" ::,\ .. 
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1
~ : __ i~?fl;-r\_(_:·: ·:;\~-· :·./:.: . . · ,._. -·,- -r~-;;.~-~-:: ·.·. : . . -·. ·_,_ : .: ,-

. . - · ·. .. • '· • 1Univ~ty of /.bcro~n and 2Grunpi~ ~-~J~ty_Hospi~-~~:tru~Re~ent of Obs~cs arid,_Gynaeoology, Unive~ity of. ·· · ·· 
·- . .. .,.,;, -: , . Aberdeen, Aberdeen Maternity Hospital. Foresterbill, Cornhill'P,oad;.Aberd~ AB2S .. ~D. Scbdand, UK. . . . . . _,.:~•:. ..~-.: ':;· 

. .. -... ,. .. 3to whom co~;deuc~ ~ouldlie id~~-at Dep~ent of Obsieirics· ~d"qy~a'ecoi(?gy,hJniversi;~f-Abe.rdee,p,_A~~n ' : ·_·: - -
7 ;; ':' '.-.. :t ·· Matenuty Hospital, Focesterlrill, Comhil{ Rd.ad..4beroeeo AB25 izo; Scotlaiici:' UK. ~mail: '5bok@ab&.ac.uk . - -=-· • :-_ '.,: :- . ,. ,... ,_ 

,__ _ . : ~-,:... : ' . --- ·. ··,;:-~? .-~: .. :~~--:·· ♦ : •.:-,~ ;...,._.-•,·· ~.· :. .. . • -~ • • i·: • _. : . -.·~·;.1~- - ··· • ·!· ••(....,:. • • ,.:': •• 

· BACKGROUND: Since 1991, mifepristone in comb~nation witb' a prostaglandif $1iMogue-has been Ii~ for. 
twnination of pregnancy in the UK at up to 9 w~. amenorrhoea, and.since :ms, beyond 13 w~ Surgical . 

. method;S ar~ used almost exclusively at 10-13· weeks amenorrhoea. METHOPS.: A patient-eentred, partially 
· randomized, <:;onttolled ttjal was carried out· Those who .exp~ a strong preference for e.ither :medical (n ·:= · 15) 
or surgical (n · = 62) aborti9n were ~o¢ated to. that method. Tlie remainder agreed .to ~ randomized.. The medical 
methQd (n = 188) was mifepristone·200 mg followed by misoprostol up to 3 .dos~ and sutgery (n = 180) was by · 

• • I • 

vacuum. aspiration under general anaesthesia. Ou~me. measures included effi~cy rates, medical .compli~tions 
witlµn 8 weeks of the procedure, patient preferences and acceptability. RES~~: Among women who ~erwent 
· m~cal abortion, 5.4 % required a second pr,ocedure compared· with 2.1 % who ,had surgery, altltou.,ob. tWs diff~nce 
was not statistically significant. Side effects 'experienced were higher in women ~ho underwent medical abortion 
compared with those wh~ underwent surgery. There were no significant differences · in ·fue rates ·of majo.,r 
complications up to 8 weeks. Prior-to termination, 80% of women ·had a preference for, a meth~ with 7.2% 
preferring medical and 28% preferring surgicalabortion. Following abortion; 70%.of those w)lo underwent medical 
ten::nin.ation and 79% who· underwent surgery would opt for the S31J!.e methoi:l fu the •'future. CONCLUSION: 
Medical· abortion is safe and effective at 10-1.3 weeks gestation and should b~ consjdered an. option for those women 
who wisli to _avoid suz:gecy a¢ anaesthesia. · · I · 
Key wonk· ~edi~ abortion/mifcpristonc/misoprostol/suigical yacuum aspiration .. , 

··Introductjon 

In .Eogla_nd and Wales the majority of abortions (72%) are 
carried ·out at 9-13 weeks gestation (Office for National 
Statistics, 1999), .while in Scotland· about one-third' of all 
abortions are camed. out at 10-13 weeks (llifonoatioo . ana 
Statistics Division, 2000). · 

In the UK. mifeptistone in combination with ~ prostaglandio 
analogue was licensed for the tennination of pregnancy at up . 
to 9 ·weeks amenonb~ in 1991, -and since 1995 has also 
been availabl~ for tennination of ~ancy beyond 13 weeks. 
At present, surgical methods (vacuum aspiration) are used at 
10-13 weeks amenorrhoea, and there is little published work 
on the use of medical methods (Asholc et al., 1998a). 

Vacuum aspiration is considered to be sat:e and effective 
but has been associated with major morbidity in up to l % of 
women and minor morbidity in I 0% (Joint Study of the Royal . 
Col.lege of General Practitioners and the Royal College of 
Obstetricians and Gynaecologists, 1985), tfie major determin• 
ants of morbidity being gestational age and die procedure 

92 

I 

u~ to terminate the pregn~y .. In the · first trunester the · 
co~lica~on rate is !o~est at 74' we4s gestation (0,26 per 
100 abomons) and lllCrf!SCS .progress1velr to q1 per 100 
abortions at 13 . weeks . (Grimes and Cates, 1979). Vacuum 
aspiration, tisually petformed · under· general ana~thesia,. is 
currently the method of_i:hoice arl0-13 weeks·gestation.' 
· The manufacturer's tecommeoded regimen for early medical 
abortion comprises mif~pristone 600 mg in combination. with 

· the prostaglandin . analogue gemeprost A randomized con­
trolled trial comparing medical abortion with vacuum aspiration 
at gestations up to 9 weet4 showed that although both methods 
were-highly acceptable to women, medical abortion was more 
painful and le.55 effectiv~ with advancing gestation (Henshaw 
ef al, 1993, 1994a.,b). I · 

Since then, a number of developments in the drug regimen 
have occurred based ;on randomized controlled studies 
(McKinley et~. 1993; \Yorld Health Organization Task Force, 
1993; EI-Refaey et al, 1995) and these led to the development · 
in 1994 of a new medibai regimen consisting of a reduced 
dose of mifepristone (200 mg) and the vaginal use of the 

C European ~ry of HwffilII Reproduaion "ad Embryology 
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prostag!andin analogue misoproslol (El-Refaey and Templcion, 
1994; Ashok et aL, 1998b, 1999.). This prostaglandin has a 
number of advantages over gemeprosl in that il is easily stored 
and transported and 9f very low cost --- . 

This paper compares the efficacy, early medical-sequelae 
(up to 8 weeks following tennination) and acceptability of 
medical and surgi~ abortion at 10-13 weeks gestation. • 

. - . .. . ·. . . 

.. · Materials and .~et:130.~ . 
Study de~ :·".=-~1= . · · . 

Comp:irison of medical' abortion and S>Jrgical T:lalum aspin1(lon 

lntervcnlUJn I 
The two alternatives were ~ical or surgical abortion. 

_Medical 1ennina1io~ . \. • . . 
.Women undergoing medical "abortion were asked to attend the 
. gynaecolo&)'.. war~ ang given 200 mg ofmifepristo11e orally. in hospital 
oruier nursing supetvision. They were then adniiued lo lhe ward 
36-48 h later, when misopi:o~tol 800 µg was administered vaginally. 

· [f products of conception -~ere 11ot passed.. a· further two doses -
(400·µg) of misoj>roslol _w~ry given ei!J:i!!I'. orally or_yaginally at 3 h· . . ,.-,-.. -~-
intervals dependinf on vagil}fil _bleeding: Women wh.9 haii. ~aginai° 
~l~g heavier than a.noi'Jl:litl:l!§aod were giveo .misopr1?S!O[ ~y . 

• . . ••. :c. ·'·. :, : :·:-·'. · :.; ·. The preferred desigri for evaluating a new treatment or rnan;igement • Afur products of conceptioiir~ passeq. women-were observed in 
··• · .. - .·· ,,.~ ~ ·.•· · ... , policy is a randomiwi cl:>ntrolled trial, and this. was adopied for the the ward for a further 4 h. ~P?~g a~ti~,?f pr~glandln,.- : . . 
~·:· -.. ··~:~~l -;·~-~ t' ~7: -~..:~~ ... # • • study. ™ ~ally!"l'3ndontized patieiit prefer~itce (PRPP) design has .. pulse, blood pr~ure, tea:q,:erarure · and, systemlc symptoms ~were · ~ .. ~ ~:-: 

·- ·.~ : -=--. ~ii"iccommcooed f.or use 41 trials where m?llvational faaoo may monitored h~wly._ W~~ :'!'.'~given oral (parace1am_9I 5<E mg plus . . . -· 
produce b_ias .in_ oatcomes (B~v,irund Bra;<Iley, 1989). µi this• . ·runydrocodeme JO mg) or ·~tera1 (morphi,ne 10 .llig) ~ges ia .. . 

· . . : . ::: . -. study;-a oonventional-randomi.zed trlaf-was cob.ducted, alongside an every 4--6 has. required. · '. •. .• . . , __ • 

-~~ ,:-~~ .. assessment of preferences in those ymo did not wish lo be f3!1domiwl : If products of conceptio,~i~\:'~t passed· 3--4 h ~ 'fl\c.'tbird 
lo one method or the other. dose of prostaglandin, a -s~pm examination was lllldert.aken. and 

. . .... ·any p~ucts of cooceptiofi m-the'vagina oi: cervix were removed: If 
Study pattiiipanls prooucts o~ conception were, not· id en ii.Ii~ an ullrasound scan was 
Toe study. Via$ appro.ved by the Grampian RCSC3ICh :Elhics Committee ped'ormed. and surgical evatjiation undenaken if necessacy prior to 
and was conducted. at Aberoeen ~oyal Infinnal)'. Women presenting discharge: . 1 . · 
for terminatiqn of imgnancy at-10--13 weeks amenoahoea, gestation Suigicpl tennination 

1 
• 

confirmed by transvaginal ul~ouod. and fulfilling the tcquireme.ntS Standard techniques were used to perform vacuum aspiration. under 
of the 1967 Abortion Act. were eligible forrC\:tllUillent They were general anaesthesia. Wonieniwere admitted.lo lhe day ·surgery unit 
also n:quircd to meet the following criteria: (i) eligible ·io undecgo and were·give11 800 µg of misoprOS!ol.for cervical-priming 3 h pre-
~ill\er surgic;ll vacuum aspiration or medical abortion;· (ii} singl~oo, opentive1y. j · 
viable·illtrauterine•pregnancy; and (iii) ql1raSollically estiinaled ge,sta· ·. In all o!her respects (e.g.!cou.nsefling, infection screening) there 
tional age of 10--13 weeks· at the time of tetmiilation. Tiie exclusion were no· differences betwe4n the :two groups. All women were 
criteria were: (i} 'suspected ~opic p~ (u) chronic adrenal screened for genital "tract infection including Chlamydia ·1rachommis 
failure; (w) ·long tcttn corticosteroid .treatment; (iv) haemoabagic and treated if necessary. · · · 
disorder arid treatment with. anticoagnlants: (v) known alleigy to · Women -who underwent medical termination were invi<ed to rerum 
mifeprislQoe; (vi) smokeis >35--ycars-of.age-with electrocardiogram-· .. to lhe, '19spital• 1~21· days· 'after- the tenriinati~ of pregnancy ix 
abnormalities;• and (vii} breast·feeding. follow-up. At this visit, if vaginal bleeding had no< ceased then ·an 

Eligi'ble. women -were given a . stmdardiz.ed information sheet . ultrasound scan was clone anp high vaginal and endocervical swabs . 
descn'bing medical and surgical m~th~ of abortion and were asked taken if indicated. Patients were COll!.Dlenced on -antibiotics or curettage 

. if they were willing to be allocat¢ to a method of abortion. WolDCII performed. if n~. Th~se undetgoing swgical rerminatlon of 
w~ also infonned of side effects and-complications of each meth¢d. pregnancy were followed up by their referring doctor,. usually' at 
Women who agreed to be randomized were assigned to a ~ethod t,y -14 days.post-procequre. : 

. I. 
: o~ning .co11sec11th:e sealed opaque envelopes containing a 'random. 0U/c(}TM measures . . 

number generated by compurer. Thenodom.izatioo was~ by These included efficacy, majk.medi~ compli~oos l!lld rel~vely · 
1he trial statistician using a rando~ block design with blocks of minor short-term ph~ical. symptoms. Patient" preferences prior to 

· 2. 4, 6 and 8, to ensure equal numbecs in each group during the S11.tdy. temtlnation and· acceptability ~ollowing· the p~ure were also 
The women who declined to be randomized• were asked liy-the assessed. These were measured by self administered questionnaires 

Sllldy nurse lhe reas(jns for their decision. Those not wishing to be prior to the procedwe follo..\iing randomization. prior to discharge· 
randomiwi because they had· a strong preference for a particular and at 2-3 weeks following_iennination. 
treatment were identified. The women willing to participate if they 
received lheirprefeaed tn:aiment.option constituted a non-randomized 
prospeaive cohort. . 

• A tO(a} of 486 women ~ rccfUited (400 in the tandomized arm) 
in order to achieve a 90% power of detecting at the 5% significance 
level a differel)CC of 10% in lhe level of acceptability between the 
two termination methods. Eighty-six women were recruited to the 
preference arm of the nia A further 93 women eligible to participate 
declined lo take part in either the randomized or preference arm of 
the study. Analysis was by intention to aut. and women al_located 
to a melhod of ueatmcnt were attributed to that method for the 
purpose of analysis. whether or not they underwent their allocated 
procedure. Five women randomiz.o:l to the medical group had surgical 
ueauncnt by choice and three women who were randomized to 
SUl8ety had medical treatmenL 

Ejficaey andirtun.ealllte medual.complicatwns prior to QISCM.rge 
I . 

The efficacy of the proced_ure was denned as complete uterine 
evacuation without -the necq for' a second .procedure [subsequent 
swgical (re)curettage or medical regimen) withm 8 weeks of abortion. 

Women were asked to c6mplete a modified 'menstrual distress 
questionnaire' as well ·as al visual analogu¢ scale for pain, after 
termination and prior to ~scllarge. The former was used lO assess 
symptoms such as nausea, vo:rutiog, headache, hot flushes. dizziness, 
tiredness and diarrhoea on a, five point scale (none to very severe) 

I 
(Henshaw et al, 1994c). Ar!algcsia use in.hospital was also docu-
111CQ1Cd •. 
. I . 
Med'u:al sequeuu at 2 weeks following the procedure 
Complications m:orded at th~ follow-up visit and unscheduled visits 
to hospital were documeo~ 
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'Thble L Olaractcristics of study subjecu 

Group n 

- Randomiz.cd medical. -· 188 
Randomized suigical 180 
Prefmncc medical _. IS 
P-refcrcncc suralcal •· ._ · 62 

··Tou1 ···, . .. , ~,-~·:: . . :__ -,~~, 

Estimated gestation · Age 
(~ys) . . (y=) 

71.8 (7.2) -
73.0(7'0) 
71.9 (7.6) 

• 74.0 (5.9) 
~0(7.0f 

25.S (6.9) 
i4.8 (6.7) 
293 (7.0) 

-26.0 (6.4) 
·25.4. (6.8). • 

B-04y mass Primigravld Previous induced Ouamydia-positive 
ind~ 11 (%) . - ~ n (%) n (%) 

23.4 (3.7) 
23.5 (3.8) 
23.1 (14) 
233 (4.0) 
23.4(3:8) 

80 (42:6%) 
82 (45.6%) 

3 (20.0%) 
11 (27A%) 

·182 (40.9%) 

II (5.9%) 
IS (83%) • 
0 
4·(6.5%1 

30 (6.7%)_· ... 

-Valu~~-.. ~ ~isr5I}~c~wbacnc%>,.":. :_ .· .. r: .. · · ;. . .. . • . . . 

-• : •.,' :•_•:~.•:~~:.)f7.~,~~•:.:.~~•: •. I ~ - • • - ~ : .: :.-~ • •.♦ • • •_ , • ~~~ -• • • • • - ~~ • • • , 

. A flll1ber· questionnaire ·was completed and retutned by·post 2,..3 • (I-.4%) 11nd one (0.2%) wom_~ -failed to l!ttelld for termination .. 
~ following .th~ pr<><;Miire to ~s tlie't'oiiowilig: (!)"duration· . and-subsequently had a midtrimesler. medical term.iilation ·of --~-"' '" .. · ·· ·,·: 
.~ sev~o/,.1?!.-:~f~i~ b)~g ICi:ooled on ·a -~-~~ cil~ilar. .. .-pregnancy. -.Thus, a to~ o{ 445. w~ were eo.roiieci"µi the· ··-:_ . · ·,:::I .. :' '.{~ 
-~~ day on ·_th~-~ -calendar was,:.·$U~VIded _mto .five_ to ., study, 368 in the JaB90~:and 77 in 'the prefetence group. · · 
_mdicaie th~ sevent~ of bl~mg, ~ to fl~itg)- The ~~es -~ere Figure I· shows the nwnbeis recruited and the study desi . 
added to grve·the total vagi.!!31 bleeding ~ -.(T.Y,13S)· (i,i) a-visuaj . • -. . •.. . • •. ·~· --·· - .. - . .. - • - -- - gn . •·-· ... . H-• 
asiaioiue scaie 10·~7~-;/~gesia u~ rono~g disc~~ . 'fhe ___ 445 womeu_ .were .. ~ocated ro · tOl.ll" groups: ~ose , . -:~ , .. ~ 
(w)arecooi"of1h{iim:etakeooffworkandtoi-ctumto:oonnalac,tivity .. ·rando~ to· medical_ abp~on. [r. = ~88 (51.1%)], those 
· . · . . _ ... · . -· . · · _rando~ to surgery (n 1 :180 (48.9%)], _those who had a 
Medi.cal ~quelae c;t 8_weeksf0Uo1VU1g f:he procedm-e . . strong:preference for medi~hooction [11 = 15 (3.4%)], and. 
_A third qu·estionnaire was completed by the.family doctor at 8 weeks those with a strong preference for vacuwn aspiration [n = .o2 
follo~g tectoinalion and all 'medicil pcob!~ attnl>ut!ble ·10 tbe (13.9% )]. Thus, a total of. 293 (45.6%) underw~nf the medical 
aboruon were documented. Women expcnencmg more than one meth-'-' and "'42 (54 4,.,,) v'acuum · · u· Th · . . . . . . . . . vu . ~- . • 70 , aspira on. ere were no 
problem were classified for .anal}'SIS according to the pnmaty com-. diffi be""' th · • b li ph' •--' 

1 
. erences •w~ e gi:oups m any ase ne ysi=., or 

P amt · . ·oo b" hara '· . (f: bl 1) 
Major and minor complicatious .attributable to. ·the temiinatioo up SOCl emograp lC C cte?stJ~ a _e · - · . 

to 8 weeks following the procedure were asSCSS¢CL Major.~mp_lka- Wom:n tr~ as day ~es ~eluded 179 (88.2~) of th~se 
tioos were classified according to categories previously defined (Joiz\t . underg~mg medical . abortt9n and, 222 (9 I. 7%) undergomg 

. Study of the Royal <?ollege ofGeneral Practitioners and the Royal surgical abortion. . . .. . . . . 
College _of Obsteuicians and Gynaecologists,- 1985). The minor for descriptive purposes,. the data in· certain sections have 
complications are listed in Table v: been coµibined for women. Who undetWent.a particular·method 

Uoscbeduled visits to hospital relatcil to abortion were recorded either by choice or chance. I . · . .: . 
- and 1he termination dal.abase reviewed for COlllP.licatioos rela!ed M, dica1 b . 

10 abo~on. · .- e .a ortum . . . 

Preierence and aaeptahility_ of p,;cedure · 
Prefereµce for.a particular method ~ included in 1he questionnaire 
completM following randomiz.ation ·aail prioi to the pr.ocedure. · 
Ao::epta~ility was · assessed with regards to prefeired future metJ!,od • 
by means of questions included in the· 2-3 weeks questionnaire, 
retncned by post. . . . 

Statislical ·analysis 

The data we.e entered into a personal computer-held database and 
analysed using the Siatistics Package for- Social SC!euces program. 
The principal analysis compared the outcomes in the two arms ~f ihe 
randomizod couttolled trial. IndCj)C!ldeat and paired r~ were used 
for continuous variables with. a· nonnal distribution, and Mann­
Whitney's U-test for ordinal or non-parametric continuous variables. 
Toe r ~ or Fish~'s Exac:t tes~ as appropriate, was used for 
mdepeoocnt nominal data and McNcmar's test for paired data 
describing dichotomous variables. Confidence intervals (95% Cl) 
were applied where appropriate. Comparisons were made between 
the randomized women and those entering the "preference cohort wich 
regard to their characteristics and outcomes. 

Results 

A total of 486 women were recruited, 400 to the randomized 
and 86 to !he preference arm of the trial. Thirty-four (7.0%) 
women who had agreed to participate in the study subsequently 
decided to continue with their pregnancy, seven withdrew 

94 

Of the 203 ".{omen allocated to the medical group, 45 (22.2%) 
experienqid some v~al j bleeding following · mifepristoae 
~stration and prior to tjle administratjon of pi-ostaglandin; 
·rune (4.5%) y.,omen rated this to be. heavier than a normai 
period. One (0.5%) woman -~rted· on mifepri,stone· alone, 
prior to the aamini.stnµion of .prostag!anaili. The median time. 
iqterval · from adm.inistratio4 of mifepristooe to .prostaglandin 
administration was 44.00 h !(range 33.83-4~58). · . 

The:median number of doses of.prostaglandin required was 
2 (range 0-3). Products cif conception were identified by 
inspection in 192 (94.6%) w,omen. Twenty women (9.9%) also 
had abortion confirmed on·OJ.ttasound scan prior to discharge. 
0( $e 203 women who baeiwent medical abortion 139 
(685%) aborted within 6 ~ of prostaglandin administrati.oo. 
The median induction aboition interval was 5.00 h (range 
2.00-27.58). Following the tliird dose ·of prostaglandin, 57 
women (28.1%) did not l)a;SS products of conception within 
3-4 h and required a speculwu examination. 

Surgical abortion · . I 
All 242 suxgical terminatio~s were carried out under general 
anaesthesia Oil a dedicated theatre list The consultant 
responsible for patients cambi out 159 (65.7%) of the vacuum 
asp~tions. The median tirn~ interval between cervical priming 
and surgical evacuation w!IS; 2.42 h (range 0.17-7.00). 

! 
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Comparison of m~dical abortion and surgical vacuum 11Spiratlon 
! 
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Figure 1. Study design and numbers-recruited. 

Efficacy and' immediate mearcal C()mpli.caticns prier to dis-
.charge . · 

There were no significant. differences in ·o_verall ·efficacy 
between medical abortion an,d vacuum aspiration. Gestation · 
.did not influence efficacy in •either group (Table rr). Of !he. ~1 
(5.4%) f.ulures in the medical group· who. subsequently. <had 
smgery, three (1.5%).had ·a coritinujng_pregnancy, one (0.5%) 
a-missed aboiti.on and seven (3.4%) had incomplete abortions. 
S~cal evacuation following failed . medical abortion . was 

. undertaken prior. to mscharge · in.19 (90.9%) women. and 
within 2 weeks of the · procedure iri -one WOlJla!l. Products 
6f conception ·from five women were sent fochistological 
·examination and 'choriooic villi were identified in four of these. 
Of the five w,o~en (2i%) wbo ,required a second procedure 
in the surgical group. medical treatment was undertaken 
following a failed attempt_ .. to dilate the cervix at vacuum 
aspiration in one woman (0.4%). Surgical (re)curettage .was 
undertaken in the other four women (1.7%) for incomplete 
abortion within 4 weeks of 'the first procedure. Products of 
conception were identified -in all three women where histo­
logical examination was requested. 

Among women who were randomized, the overall pain 
score [median (range)] experienced by women who underwent 
medical abortion was 62 (0-10) and with vacuum aspiration . 
2.5 (0-10). indicating a significant difference between the two 
groups· (P ·< 0.0001): Similarly, women who underwent 

•the-medical method [7.6 (0.6-9.9)) in the preference group 
experienced significantly more pain than those who unde!went 
vacuum aspiration [2.1 (0-9); P < 0.0001). However, women 
who were randomized to the medical method had significantly 
lower pain scores (5.7 (0-l0)]'foilowing analgesic administra-

' .. 
Table IL 'Efficacy of abortion ~ according 10 geslation 

Gestation · . Medical abonioo Swgical Ahonloo P-value. 
;, (%) /I(~) 
h"' 203 · n = 24f. 
i 

64-70 days 
'T<itll Dl!fflber . 105 (51.7) 108 (44.6).' .. NS ., 
Failed . '. 3 (2,9) ·' 0 (O)' 
<::omplctc abonio~ . 102 (97J·) 108(100). 

?i-77 days · · · ! 
Total. number . 152 (25.6). 51 (23.6) NS 
Failed 4 (1.7) .. 3• (S.3) 
Complete aboction l 48 (92.3) S4 (94.7) 

78-M days 
, 
' 

Tol31D1lmber 1 32 (lS.8) 63 (26.0) NS 
Failed . 4 (llS) 2 (3.2) . I 
Compi= abortion ; 28 (87..5) · 61 {96.8) . 

_85-91 days . . 
Total number , 14 (6.9) 14 (5.8} 
Failed . . .Q (0) . . 0 (0) 
Complete abo<tion 114 (100), 14 .(100) 

Overall 
. Total munber 103 242 NS· 

Faikd ·; 11 (S.4) 5 (2.-1) . 
Complete abortion l~ (94.6) 137 (97.9) 

'1n one woman medical ~enL was undenal:cn following an aaempt at 
swgcry due 10 Inability to dilale the CCfVix. 
NS = DO( Significant. l . 

tion compar~ with,~ose ~domized to swgery [7.7 (0-lO); 
P < 0.0001). Suchla significant difference was not seen in 
the pain scores following analgesia administration in the 
preference group (P = 0.53). The median (range) scores in 
the medical and surgical groups were 6.7 (0.3-9.3) and 6.8 
(0.l"".'10.0) respectivrly. 

i 
I 95 
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Table UL Side effectS experienced by women in the ward 

R.andomiw! 

... 
Tab~. ~~ho;l;leml medic.11 sequelac (2-3 weeks following die ICtllliitation) 

. · •, "";• . 

Medical SuqµC31 .P-val11C · 
·n ~ 118 n = Ill 

.-· .. 

: Toul number of clays bleeding 
Mean (SD) 

14.21 (4.8)_ 11.21 (5.9) < 0.0001 · 

'Total vaginal. bl~ score 37.63 (13.7:) 23.3~ Q.4.8) < 0.0001 
.Mean (SD) · 
Ovcrall pain since tennination 2.1 (0-9.5) · 1.6 {0-9.8) NS 
Medi.an (range) . 

39(040) _Most sevece ~-sinQe ~rmi~on . 2.5 (0-~.9) . NS 

_Median (r.inge). . 
Cl ~ confidence interval; N$ - DO! signi6cant 

Of the 203 women who underwent meliical abortion, 61 
· {30.0%) required. DO' analgesia, 120 (59.1'%) requested oral 

analgesia· only. and 22 (10.9%) requ~ed parenteral opiate 
analgesia AIi. women who. underwent S\l@cal termination 
were given diclofeo.ac per rectally 100 mg or paracetamol per 
'iectany l(X)() mg in theaire following the. procedUre. However, 
a further 96 (39.7%) womep required additional anlllgesia with 
91 (37.6%) women requesting oral analgesia and 5 (2.1%) 
requesting parenteral opiates. · 

. Side effects. experienced by women OD th~ _ward are shown 
io Table IIl. Four (2.0%) women who bad medical abortion 
required ~yntometrineto cotittol bleeding. 1\vo (0.8~) women 
in the surgical group had a blood Joss >500 ml,. one (0.4%) 
woman requiring a blood transfusion. 

Medi.cal sequela.e at U weeks following_th:e procedure 

Of the 386 women randomly allocated, .229 (60%) returned 
the questioMaire, "118 (64%) of whom underwent the medical 

· method and 111 (62%) who had vacuum aspiration. Of the 76 
· in the preference group, 45 (60%) returned .the questi-0nnaire, 9 

(60%) in the medical group and 36 (58%) in the surgical group. 
Short-term sequelae 2-3 weeks following the two methods 

of termination are shown in Table IV. The duration and total 
vaginal bleeding score was greater in women randomized to 
medical abortion. The median (range) time taken to return to 

.96 

·CI 
n = 9 

1.59. 4.41 

10.58, 18.01 · 

Prete=& 
I 

. '": .- .-:::,. ~~. :,._,::· . . 
. ..... ----·, "':·· --~-~:1;~:· . 

P-value .. 

;;;. ,:·~~~::.-: ... 
- . . . ...... . 

. Medic.!l. . . Smgical · 
,t ~ · ~ 

P-value. Cl 

I 
13.0 (4.1) . 10.8 (4.7) NS ' -1.47. 5.85 

31.50 ·~8 . .96) 22.42 (13.35). 1-!°S ~ -~. 18.43 

0.4 (0.1-6.2) 
I 

1.4 (0-6.0) NS 
I 

~.s (9.2-9.9) 3.1 (0-9.2) · . NS 

.1 . •, . 
norll)3l activity w~ ·25 days (0-14) in women who. underwent 
medical abortion and 25 days (Q-20) in those who underwent 

. -vacuum aspi.ratjon with no ~g!lificant difference between the 
two groups. There y.,ere no differences in median '(I'all,ge) time 

· taken to.return to '}'Ork,·2.~ days (0-21) in'the medical group 
and 2.0 days (0,.-21) in. the surgical group. . 

At 2-3 weeks_ f~Ilowing the pr:ocedure there was no differ­
ence in the level of~ •experienced by women between the 
medical and ·surgichl groups, randomized. or in the preference 
arm (I'able IV). Following discharge rrc;m h~pital, of · the 
women who returned .questioo.uaires, ·overall (both randomized 
and preference) 12 .(9.4%) ,women who underwent medical 
abortion· and 11 {15%) who-,11~derweot vacuum· aspiration 
required analgesia 

1
with no significant differe~e between the 

two groups. · 
All (both randorµized and·.preference) women who un~er­

went medical aborqon were invited tQ attend follow-up 2 weeks · 
later in hospital. qf these, 113 (55.7%)_agreed to attend for 
follow-up, of wh-091 7~ (63.7%) attended. The remaining 41 
(36.3%) women failed:10· keep their hospital appointment Ui.e 
remaining 90 (44.3%) women who declined the initial invitation 
10 attend hospital were followed up by their family doctor. 
Women undetgoing surgical abortion were followed up by the 
family doctor, and ,only seven (2.9%) women followed up in 
hospital 'for mcdic3;l reasons. 
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Comparison of medica abortion and surgical vacuum aspir.1tion . -. . I . 
Table V. Medical sequdae assessed (al 8 wceJcs following the abortion) 

I 

-Medial Abortion · Surgical-Abortion 95% Coafidcnccliotcrval P-value 
o (%) n ('X,) for difference between 
n = 158· ·· ·· · - ·· 11 = 2fJ7 proponioo• I -· · 

C.ontactcd farotly doooi · 30 (19.0) · 43 (20,8) .. 
·Frcsumttl pelvic-inf~oo · 7 (4.4) -· ·: · · 11: (8.2) 

-0.100, 0.065 · - - ··· .·NS 
_·_ :~ .081. 0:011 _.J. ·.'\ }:IS 

.. ., . 

requiring antibiotic.treamienl 
_ Psyc~~lric aJ\d·ps~?~~~l .. ,10_ (63)° .. ·. ·W (4.8) • :.0:033~ 0.063:"+-· ·':"' NS 
. morl>tdity~ ~, .. · t :::"·,;.:".:-;' . : : . · · · · · i 
· Atioonml abd9!Ui,!1<H>el~- S (3.2) . : : _ 8 (3.9)- . : --0.045. Q.031 '-. 
pain and or vaginal b!~i . ... . · ::·':\ ·: ·: . . . · • • - ·· 

NS 

Otha:·moroidlty · . - . : ·· 8 (5.li · . : . ... ·,1 .0-9.l . . ~.036.' 0.047 : NS 
. . . . • _j .. ·-· 

.,. 

"The confidence~ lndude zero-and ~ace the diffcten~-~Jhe two groups knot significant • 
at tbGS% levct····c• :s-:· · . · ; 
,t,IS = pot ~cant· ,,.~_- . ·· _ .. •·-· . . ,'.: .. . . 

... -:- ~ . -. ._. , · 

Of the 72 women wh6 tmderni~t iti.ei:li~ ·abortion arl<l F9cy-seven W0OlCll (70%);who underv.ient.tnediciil termin'~on . ' 
. ·were followed up in hospitaL six reqirii~\>ral ~iioiotics for ·would opt for the same !Di,ethod .in future, and '}6: women· 
suspected pelvic infectibn .. All seven women. who were 

0

fols (79%) who·_ underwent v~cuum aspiration would _!)pt for the 
lowed. up ·-in· hospital foil owing vacuum aspiration tcquired · same 1:11ethQd. in: futur:e--a statistieliJ!y signiticant· difference 
oral antibiotics for suspected inf~on. · between the_ two_ °&r9u~s (f <; Q.0001). · · 

M~icalsequelae at 8 lf~-eks follo~g & proced°,q.e · · · · 
Of the 445 wo~en in the snidy,,385. (8.6.5%). agre¢ ·to the· 
researchers contacting the family doetonit 8 wee"ks following° 
the-procedure _to complete a questionnaire. Information- was 
_obtained from family doctors in 365 (~4.8%) of th~ Overall, 
73 (20.0%) women consulted ~e.family doctor with problems 
related. to·termipatioa. There was no sigmficant <j.ifference id 
the c_onsul~tion rat¢S betw.een the medical and surgical ·group: 
Seven (4.4%) women who bad medical and 17 (8.2%) who 
haq surgical treatment .were given oral antibiotic ~ent bY. 
the family doctor for presumed pelvic infection (fable V). : 
·. There were no significant differences in the ·rates of major · 
complica!ions within 8 weeks of abortion.:Two (0.8%) women 
in the swgical group and one 

0

(0.5%') woman in- the medical" 
group required iv. antioiotics for presumed pelvic.infection." 

·In total, 15 of the 445 women in the study had an ~scheduled 
visit to hospital, six (3.0%) in the medical and nine (3.7%) in 
the sU!Eical group. Of these, qne (0.:5%) women in !he medical 
group and seven (2.9%) who had vacuum aspiration were re.-

. . admitted (P = 0.04). . . . 
Of the 41 womeri who underwent medical abortion but 

failed to keep their hospital appointment,: information was 
obtained from the family dpctor in 33. 'Iqus, in only eight 
women was no follow-up infocma,~on ~btained. 

Pre/erencer IUUf acceptability 
Prior to termination and following randomization, 351 (80%) 
of-441 women who return~ the questionnwre had a definite 
preference for a particular method. Of these, 253 women 
(72%) preferred the medical method and 98 (28%) preferred 
vacuum aspiration (P < 0.0001). 

Following termination, 118 women who undeiwent the 
medital method and 111 women who had vacuum aspiration 
returned questionaaires, but only 67 (35.6%) women who had 
the medical method and 96 (533%) who underwent surgery 
answered the question regarding, future preferred method. 

Discussion .i 
. ' . . 

This study is a rooust comparison .'of medical and surgical 
abortion. •A_. pilot $tudy h1d previo11Sly shown the feasibility 
of medical abortion at-10-13 weeks gestation .(Ash.ok ei aL, 
1998a) . . A large num~r 9f WOD).e.D were.raD(;lomized in this 
stuqy in·a single centre in; which all aata were collected prior 
to q.ischarge. Furtheunore, the- rennination d~ and an· 
hospital notes could·~ . scrutinized . for. re-admission and 
complications related ·to ~~on. There w~ ~ v~iy_ ;xi. 
r<:5J>Onse fr?m . family d9etors.- with· ·nearly 95% :of .those 
cont:acied_responding 19th~ questionnaire at 8 w~ following 
the procedure, None of ~e women-,in either group (medical 
or.surgical) .was discharged home prior- to confuming-hiienup­
tion of the pregnancy:-All ~omen with a.continuing pregnancy 
following the medical re'~men 'were identified and· bad evacu0 

atio11 of products of co~tion prior to discharge:· .. 
.Although the drop-out fi!.te was·higher than~ (short­

term follow-uprate withiegaros to,acceptability).-v.:hich would 
directly affect the _power caiculation. -the results. achieved are· 
believed to be a true retieciion of-differen~ between the 
gr9UPs .. However, data reiaromg proble(Jl$· related to termina­
tion w~e obtained--from: family doctors· and in only eight 
wometi who .underwent medical abortion was no information 
ob~ed. All these wome* had passed-products of conception 
prior to discharge. . : , 

Overal~ ll.8% of women who undeiwent medical abortion 
and 8.3% who underwent ~ecy were m~aged as in-patients. 
The majority,if women who required overnight admission had 
geographical reasons. j · · 

Following rand<Jmiz.ati9n but· prior to termination. nearly 
80% of women had a ~efinice -preference for a particular 
method. Of these, lbe ma~orio/ preferred the medical medlod. 
Of those who und~ent me(!1cal abortioa. 70% woold opt for 
the same method in future while 79% who underwent vacuum 
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aspiration would opt for the same in future-a statistic.illy 
significant difference. Based on these results, it appears that 
medical abortion "is less acceptable than surgery, although the 
response was from a small number of women who undetwent 
eitliec procedure (one-third of alf women who underwent 
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the questionnaire), which highlights dif/iculties.in post-iennina- · 
- : . tion surveys. . .. . ·. · · · · . . · · . :__ 

- provided secretarlal supP?lt. ; . 

Medical abortion-has ·proven to be a safe and effective 
. altematiY;C; ,(o vac~]llil aspiration in· ihe early first trimester 

an~Jor ·mi~ester termination of pregnancy (Ashok and 
. Templet011, 1999). The efficacy is up to 97.5% overall aad ~~ 
· gestations of 7-::.9~weeks -97% (Ashok°~t ·al., .}998b). Even 

when the' efficacy:falls to 94% at 9 -weeks' gestation, accept" · · 
_jbility among, women rem.ams high; ,as . ®~DStrated ·in a .. 

.. .. previous randomized·study (Henshaw et aL, 1993) .. To demon-
•·· ... ;:.. .. . -.• .... ··:. strate a significant difference:of 2~3'%. in efficac_y, -astound io 

. . . ::·_:· -,~- :, . . .. this sfudy, wotila ~~e 'required .1750 ;omen,' ~ut the- clini~ 
relevance would ~ve been d9ubtful given the 'level of accept-
a~itity. . · . :: · -

·There is now wcrc:asing experience of.medical abortion io 
the late first ~dearly second trimester of pregnancy in China •. 
{Cheng, 1999). Mifepristooe in iin oral 200-mg dose m 
combination with vaginal m.isoprostol of up·to·three doses bas 
an efficacy of94.0%. The vaginal administration of misoprostol 
was more effective than the oral route. In our study we used 
a combination of vaginal and oral'inisoprostol ·with success 
ra~ similar to.the above study. It has been shown t,h.at in the 
second ttimester, provided the first. dose of misoprostol is 
administered vaginally, there is no advantage in the vaginal 
administration. of subsequent doses. · (El,Refaey and 
l'empleton, 1995). . · · 

Re-admission rates tci hospital were lower than in previous 
studie.~ with' only 1.8% of women' 'requiring re-~ion 
(Henshaw. et al, 1994c)._ '.fhis may be ass_ociated wirh. our 
cuxrent policy .of prC:.Operative screening.for pathogenic organ­
isms. However. siguincantly more women in the surgical 'group 
were re-~ following termination, ~though there were 
,11,~ significant· differences· between ~e two groups in family 
doctor consultation r.ues or in the· re<iuirement for antibi9tics 
for presumed pelvic infeciion. · · 

The CUITent care provisfed .to women undergoing medical 
abortion-in tlie UK includes in-patient hospitalization on a day 
case basis: Medical · abortion · usfug mifepristone and· home 

:administration of misoprostol has been shown to be feasible 
in the USA at gestations up to 63 days (Schaff et aL, 2000). 
. Scliaff and colleagues showed no difference in efficacy in 
relation to . gestatio~ with medical aliortion being highly 
acceptable (91 % ). The feasibility of carrying out the procedure 
at home needs to be el{aluated in different settings and in the 
context of furthet studies. 

In summary, deal abortion is. as· safe and effective as 
vacuum aspiration at 10.:.13 weeks gestation. The introduction 
of a medical method of abortiQn at 10-13 weeks could have 
a consi<lerable impact on the provision of medical services, as 
well as increasing wi,men's choice of methods. particularly 
for those women wh? wish to avoid surgery an~ anaesthesia. 
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Al>stract · 
. . . .. .. - ....,..... ... . ! . ' 

The sludy wa.~ ·.::on<luc1cd 10 determine· wti;;chcr the_ admi~isi'rjii(Kl of mifcpristmie-ft~lowed hy vaginal misopmstol can induce an 
· abortioo in early pregnancy when no i;est.11iunal sac ·js• p<c."<:flt on ·~iifogrJnt Thi.~ rcrx1n prc-s~nts a prospe<.."tivc. pil<ll° study of JO hc:ihhy 
adult W<>fllen. pregnant and ~-eking an abortion,' an<l with no gestational sac: on S<inogr.1m. f-11 women had a baseline scrum chorionic 
gonad(l(ropin ◄ hCGJ level m.:-J.Sured prior lo usini; mifepristonc 200 mg orally followc-d hy mi;,opro,1<>1 KOO mcg vaginally 48 h later. and 
then rc:1uincd up 10 4 days later for-a repeal sonogram and !'Crum hCG level. Women v.•ith initial hC'G kvcls > 2000 IU/1.. were e\'alua<ed 
for c:<.'topic pregnancy. At thr: first follow-up visit. if the hCG d ... •,:re.,,sc<l by >5Wk. the women w~rc followed with home pregnancy (25 IU/1..) 
tes(s weekly un<il nr:galive. If the levels did not decrease by 50%. a :;ccond do,:e uf miso(l(:o,;to( was !,!ivcn. Surgk;il inteJYCnlioo was 
indicaled for persistent hCG level, or exccs.,ivc hleeding. Of the 30 women enrolled. the mc:m!numher of days of .i~norrhea wa,~ 40 (SD 
9 ) days. Two women had surgical intel'\'cntion for continuing pregnancy .. 2 had ectopic prq:naricit.~. and I was k1st to follow-up. Complete 
medical. abonions uc<:um:d in 25(.\(l CK8'X·J women. liut when rccakulatc:d. in 25/27 193'k 1·w~1mr:n wh<• compktc:d 1he prolocol and who 
did not have an ectopic pregnancy. There w-.i.~ I advcri.c event in a woman wilh an ongoing prci,.~ancy who then rcx-eivt.-d mctho<rcxa1c. She 
was hospitali1.t.'<l a day later with a c.:ompli<.-Jled pel..,ic.: in.fcc.:tiun and likely mclho<r.:xatc-inducc-d pneumonitis. Twenty-three wumen had a 
decrease in hCG a< tir.~t follow-up visit of > 50<;!._ All 27 women who cumpktc:<l lhc pro1ocol found the over.ill · rt.-g.imen ac.:cc:ptablc. 
Mifopristone followed :st 4!! h hy v:s~inal misoprostol were: effr:c1ivc and acccpcahk in indodn~ an ahonion in very early pregnancy. Til<!rc 
may be a hii;hcr incid.:ncc of failure in vel)· early pregnancies. Documentation of a 1.-ompletc ab<>rti<•n by hCG level is necc.,,;ary to ensure 
the pregnancy is neither ongoing nor ecl<ljlic. 0 2001 Elsevier Science l!lc, All rights rt.'5Crvek · 

Ke_,,..·ard.<: Abnnion: Mifcprislonc: M i,opro~10I 

J. latroduction 

Mifeprh1one for medical abor1ion was approved by the 
US food and Drug Adminil-1,.uion in Septem~r 2()(X). Jt is 
highly effective when combined wit~ the prostaglandin mi­
soprostol 2 days later for up to 7-week pregnancy. with 

efficacy rntes ranging from 92-98% 11-61. 
An intr.1u terine. gestational sac on sonogram u.<;ually is 

tir..1 seen in a 5 -week intrauterine pregnancy (7). 1n recent 
US mcdkal ahortion iriak inclusion criteria have required 
a gestational sac 10 be present on sonogram (8.91. (n con­
tra.-a . women in France d(I not routinely have a sonogram 
examination. hut the mandatory 7-day waiting period prior 
to using mifepristone. would likely ensure that the preg-

• Curn:spooding. 3Utllll<. Tel.: + 1-716-:l41-6...">92; fax : t-1 -716-.341· 
61(),\, 

f.'-muil addri's.<: c:sd1aff(~:10l.com (EA. Schaff>. 

t1ancy i., beyond ;;:s!weeks ge.<;tation. C<lnscquentl;. lhere is 
liulc information a&1t11 1he effectiveness of mifepristone 
and very earty pregnancy prior to a geswtional sac pr~ent 
on sonogrJm. 

The advantages ~f offering very early medical abortion 
are the following: I) identifying an ectopic pregnancy in an 
asymptomatic phase'. by ultr.isoond and hCG levels: and 2) 
reducing the anxie1y of waiting when a woman knows she 
wants an abortion. The disadvantages of offering an early 
mifcpnstone abor1iQ~ when no geslational sac is p resent are: 
I) treating an ectop i4 pregnancy with-an inadequate regimen 
with mifepristone~ a'nd 21 over-treating a spontaneous mis­
c.-arriage when mife~ristone is not needed. Alternatively. 
women can wait until .an intn1u1erine pregnant·y is con­
finned by sonogram lhereby excluding an ectopic preg­

nancy or use metho!rex~e that is effective in inducing an 

early ahor1ion or treating an early ectopic pregnancy 

( 10- 12). I 
(KIHl-7K24/0t/S. sec frool matt« 0 2(Wl( Elsnicr Seicn-c In<·. J\11 rifht, «=rvctl. 
I'll: ~011 10-7112~1110>00:!00- 1 
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The objectiv~ of this pilot_ study was l? ~~nnine 
whether women with no gestational sac on sonogram should 

. -· ., . . · __ _ be offered mifepristone for medica[·abortion. • • 

2. Material and methods 

~ __ This was a prospective study of _30 wome~- at ; ·;irtgie 

~.:..,;;t.--..t, :· .:.·:· ._:::,"! .• • site. ·The study. ~ad institutional rev.iew board approval: 

. , • -,. -•·-· •, - · ·,:- Inclusion criteriad included: I) lige :d 8: 2) good health: 3) 
. . · · :. . .•. · -. ·~ • • • • -· . . . • • ., • .• , ,._.. !",_ .: .. :..._~ • . •••• • . •• : '.:'.. · ~::~~f"' -r :_7:·_·_-.; : : _:_ :w~_t1ve sens111ve pregnancy"}e~cand wanung an abortion: 

< ·:=-~·e,.7~~Jf:;t .::0·.:j f.:..' z -~4:>°:a~'!Onnaj.,_biman.ual ~,1-;fa._r[lµlatiort: an<i 5) no gesµtional :sac 
·: -, .::_ ,-~i'.::·-_":. 'i·:.t .r'-. ~:~.-;,o·n:vaginal probe son_ogram·. Addi_tional incly!ilon and ~,:-

. - --··· '.-: ·' '":;_ ·~_._:: _.clusioii·criteria:have been previouslyJ:eported (8,91. Oi:i ·day 
. -· :.'. ·: -•:--:> ·. . . :·-: - I, women had a'.medical history:_a gypecologic examination 
. : . :. - -~

7
--~;,;;._: . • and. a. vaginal pro6e_ sonbg~ All women ~ad Rh ·_blt>od "' 

.•.•. r,:,it-~ .. -~- typing. a -hemoglobin, aiid ·baseli1_1e ~nim hu~ c_horionic 

.. :~~; :·- -~- _ gonadotJ:opin.'(bCGtlevel. R-.h-negati:ve-~omen-reeeived•Rh . 

:~·-·:··':_·_:~~~~.~2;.~·-:· · ·.': immune gl_<?bulin. Womeo we~ac;lministered mifepristone 
:. : . • -;o 200 mg Orally iii the office. If lhe ini~ai or subsequent ~CG 

·;:., · levels were >2000 IU/L with no gestational sac visible on 

sonogram, the woman was evaluated for ectopic pregnancy. 
On day 3. women inserted 4, dry 200 µ.g tablets of miso­
prostol (total 800 µg) vaginally at home and returned to the 
office up 10 4 dayi. later for a repeat vaginal probe .sonogram 
and hCG leveL At this vLc;it, if the hCG had deceased by 
>50% from baseline. the woman was followed by phone 

with home pregnancy tesLc; weekly until negative. Other­
wise. a second dose of misoprostol was administered vagi­
nally and the woman returned al her option from I day later 
to day 15. If a third visit was needed and if the hCG had 
decreased by >50%. the woman was followed by phone 
with home pregnancy tests weekly until negative. Surgical 
intervention was indicated for persistent hCG level or ex­
cessive bleeding. Women reported by phone or pos1card 

when their bleeding s(opped. Women were considered lost 

to follow-up if there was no known ou1come after repeated 
attemp<s by phone and certified letter. 

'I)le primary outcome measures were as follows: l) ef­
ficacy of the regimen without surgical intervention; 2) .side 
effect~; 3) adverse ou(come; and 4) woman's perception of 

the procedure. 
Women were_ interviewed about symptoms and use of 

medications at all visits. After either a >50% decrease in 
hCG levels or a surgical intervention occurred. a final ques­
tionnaire was administered that rated the woman· s agree­
menl about her acceptability of: 1) overall procedure; 2) 

cramping pain; 3) bleeding: 4) side effects from the medi­
cations: 5 ) time waiting until the aboction was over; 6) 

willingness to use misoprostol at home; 7) willingness 10 

recommend the procedure; and, 8) willingness to choose the 
procedure again. The Liken scale ranged from strongly 
disagree, disagree, neutral. agree. 10 strongly agree. Agree 
and strongly agree were combined in this analysis. 

3. Results 

Thirty \l{omen "i'ere enrolled from February through De­
cember 1999. Twepty-two (73%) were white. 4 {13%) Af­
rican American. .lf\d 4· ( 13%) Hispanic, The mean age was 
28.2 (SD 7.7) years. The initial mean gestational age'liy last" 
menstrual period ~ 40.3 days (SD 9.0). The meari initial . 

·· hCG level was 547 JU/L (SD 477). exclooing the woman with · 
. an initial hCG of I ~.922 IU~ ~,hifan ectopic pregnancy .. _. ... . :' 

Two .women had· surgical ·mterv~tion . for continuing .. 
'pregnancy.·One W~nian had an 'incr~ in her. hCG lev.el . "· 

· from l 000 IU/L to 53.S(J'I0/L on ·.~f~'.!'xfii6ie -g~tio~a:i ·--~-. ::--::-~ 
I • , •• • • ••• • •• • 

~c on foll~w-up. ~d an unco~plica~_as_pi~tion;~u~m'g!! : . .. 
. Qn day 12. The ~r woman's COUfSC was complicac.ed. Hers•:,;.c ·. -- -

initi~I hCG-_was 385 IU/L which roie'6YCf the nextZ~~k~- ~ · · :;-· 
to 1312 IU/L. and ten t~:-~ 814.11.J/t:::§he had no findings_o!' . 
sonogram. Although feeling well •. she was conside~ a _ . _ .. --

. ··study failure ;tnd was given methocrexate to treat an early 
- • • - --- , • • • ••• • • ~ • I ; --:- •.:.••- - - -•• - ~• f'r-~ ~ ,.,, - --- ~ . -- - • • - -:-: - , -

. mtroutenne pregnancy or an oce:ult.ectopic pregnancy. She· · - .-.,_ .. : 
presented 24 h latdr with acute abdom.iiial pain and pelvic ' ·7 0: 

tenderness. Her white blood cell count was 18,500 with , 
93% neutrophils arjd 4% ban<ls. She h:t4 a diagnostic aspi­
ration curettage and an abdominal lapan:,scopic examination 
on day 29. Both rirocedures confirmed a pelvic infection 
despite negative ce}vical cultlITT!S for chlamydia and gonor­
rhea. Pathology from the curettings revealed an inflamma­
tory exudate and lfophoblastic tissue confirming an intra­
uterine pregnancy. On the first post-operative day. the 
woman was noted to have mild tachypnea. an oxygen sat-

' uration of 80%, anC;I a chest film showing bilateral, nonspe-
cific. patchy alveollu- densities with small effusions ~onsis-

' tent with fluid OVfrload. mild acute respiratory di.stress 
syndrome possibly'due to her pelyic infectious _proces.c;. or 
mild pneumonitis from methotrexate (13). After 24 h of 
ancibiotics. oxygen: therapy and diuretics. the oxygen satu­
ration improved acid the woman had an uncomplicated re­
covery. Her hCG id-els decreased precipitously post curettage, 
also consistent withlhaving had an intrauterine pregnancy. 

Two women ha4 ectopic pregnancies; one presented with 
39 days of amenorrhea and an initial hCG level of 16.922 
IU/L. A formal soc¥gram revealed a tight adnexal mass and 
she underwent a salpingectomy without further complica­
tions. The other wdman was gravid' IO. para 3 with a history 
of a heterotopic ~opic pregnancy 2 years earlier. Her hCG 
levels rose from 1.326 IU/L on day I to 5,598 IU/L I week 
later. A formal so~ogram showed 2 right adnexal masses 
diagnosed as twin!cctopic, pregnancies measuring 2.9 cm 
and 3.0 cm each. She .was treated successfully with meth­
otrexate. One wonian refused to return for follow-up care. 
Her outcome was ~ot documented and she was considered 

I 
"lost-to-follow up.j' , 

Complete medical abortions occurred in 25/30 (88%) 
I 

women and in 25{1.7 (93%) women excluding the woman 
who was lost to f91low-up and the two women who had 
ectopic pregnancip. No woman experienced excessive 
bleeding. Twenty-three women had a decrease in hCG at 

! 



FDACDER000344

Obtained via FOIA by Judicial Watch, Inc.

EA. Schaff ,:t al. I Contraa:ptiari 63 (200/) 251-254 253 

first follow-up of >50%. Of the six women wh·o had 'in­
creases in hCG levels. three had·minimal elevations (mean 
of 33% at first follow0 up) that decreased· precipitously 
(<50% of baseline value) by·the next"visit Of the other 
three women with hCG increases at first follow:upJ~n of 
268% from baseline), two had ongoing_pregnancies and I 

I • • • 

Excessive bl<:eji~g. the most com_mo_n cause for surgical 

had aii ectopic p_regnancy. 

- intervention in most ihedical abortion tria.ls,"did not occur in: 

thi~ pilot stud~. ~~\possibility. of e~cessive_ bl~ing re- , · 
quires the availab1ltty of 24 h surgical asp1rat1on skills. 
There is evidence thatlblood loss is relat'ed to gestational age­
so less exces.,;ive bleMing is expect<:~,<with early imerven-.­
tion·-r I 5] i.e., early i~"tervention may "'Be the safest time to 

.• • • • • - .. ·- - - I •• - • ,., - -- ' 
Of the 26 women with,a-documented· bleeding-cessation '-offer medical abortitj~~-~rvice._ . · _ _ . 

date. the mean length .. of- bleeding was 124 days (SD 12): -- ~· 'fte_rfwas ?"Jie Uij~!(pected and serious adverse eve~t 'in-i,-·: -

_ t~erity-0ne_(7~) _w~~!J·re~~/~i!ig~:an oral l"Ul!Cotic f~r____ one ~Li~e tw~:fhrne1· who had an ongoing_pregnancy. She_ _ 
pam. Twenty-seven ·womerr_(~I ptit,-100% of respon<kr,No,-: -_ · · -~c,::ce1ved .. metnotrexate for an occu It pregnancy and then,.; -_ 

-• ·- the ~t"treatment questionnaire_f6und tk:regiitie1i-attepta_ble:· ., --- presented With a·pelvi:c"infection and a· !ikely methotrexate:" _ 
. -, - - . - . . <.:·-;:'_'--.. -". ->induced-pneumq_nitis.-She also had a d\agnostic {aparoscopy:. 

-4. Oi.sc:Ussion - ·c ' . - - : -~ . --. - and:i,, fluid<; ~_at maylconfuse the clinical course. Infection --
- ~ .. --· _.,_,,~~-~,._,-. ._ _ _ · .after medica!_ aborti~--is veiy __ rare \,ecause there is no . 

This pilot, study· used a protocol" that differs,.from the _·._ -~_instrumeritati;n of the uterus. Pneumo~1tls is also. qire after -
FDA apprnved regi(ll(:i:i __ in·thac:~_1ow~r do~ of__mifepristg_ne" _ _ _ methotrexate and hasjnot been previously·re~rted folio~:--=- -

-(200 mg) was used. a;higher"dose ·of"misoprostol (800 mcg) · - ing medical ab(l_rtion. JThe woman recovered comple~ely. 
was administered, and' misoprosfol -was used vaginally --, . .I - : -
rather than orally and at home. This regimen has proven to I 

- 5. Conclusion · 
be highly effective in out previous trials. ' 

Women who present for a medical abortion with a very 
early pregnancy and no gestational ~c visible on sonogram 
are a dilemma for clinicians. Some of these women may 
undergo an unnecessary medical abortion because they have 

_a failed pregnancy (missed abortion) and would eventually 
bleed spontaneously, though some of these ".'Omen will 
require a non-elective aspiratio~ curettage for excessive 
bleeding. Other women will have an ectopic pregnancy that 
requires additionaf evaluation and treatmenL Amenorrhea 
of more than 35 days. with no sac present, is less consistent 
with an early intrauterine pregnancy. An hCG greater than 
the discriminatory level (>2000 IU/L for vaginal probe 
ultrasound or >3600 IU/L for abdominal probe ultrasound) 
will help to identify a woman at risk for an ectopic preg­
nancy (14]. Most of these women. realizing that they have 
an unintended pregnancy, albeit, early, failed or ectopic, 
will want some intervention. 

Women with no gestational sac on sonogram are at risk 
for ectopic pregnancy as noted in the two women in this 

trial. Ectopic pregnancy must also be considered when a 
sonogram is not used initially and either serial hCG levels 
are rising or there is no vaginal bleeding after misoprostol. 
Treatment for early ectopic pregnancy should be com­
menced as soon as possible to reduce morbidity. Methotrex­
ate is most effective in early ectopic pregnancy [IOJ. 

Unexpected were the two women who had ongoing preg­
nancies. This is considerably higher than the expected I% of 
ongoing pregnancies found in other mifepristone studies 
(5,6] and require.,; further study. Since the availability of the 
commercial Mifeprex, we have had another woman who 
presented with an initial hCG of 150 IU/L and had an 
ongoing pregnancy after this regimen. In all cases, women with 
very early pregnancies will require documentation of comple-· 
tion. Methotrexate is an alternative treatment for very early 
medical abonion and may result in fewer ongoing pregnancies. 

In this pilot study,:, low-dose mifepristone 200 mg and 
home administration o,f vaginal misoprostol 800 µ.g at 48 h 
were effective and a'fCeptable to women seeking a very 
early medical abortion. Ectopic pregnancy must be consid-

1 

ered when no gestatio*al sac is present on ·initial sonogram. 
There may be a higher rate of ongoing p:regnancies when 
offering mifepristone i,n veiy early pregnancy and therefore 
documentation of a co~plete abortion is necessaiy to ensure 
the pregnancy is neith~r ongoing_ no_r ectopic. 

I - . . . 
' . 
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. .. ..,. I , ._.,. >~ ·:_!~ +· "' .. ) .. -~- . 
.. ·.:. a. . • . I • -. 
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Department:s of Medicine (J. W,C., D.F.M., AR.H., D.F.) arul Psychiatry (J.B.,,AS.J, $tanford University &;hoo/.. of Medicine 
Stanford: ·CaLifornia 94305 · · · ·• · - · : •. '.. · · . ! ... , ~ - · ' . . 

-· - . ··- __ - -- Y .,.- . .. . · ... ·_· ·.r..:- . -·-· .. ·--:~~,: 
,. An ~cly ill patient;with Cushiu"s syn~e cause<!. by. , • 18-moneh-lo~· a:dfeprlstone treatment'co~ w~ ~otable-fur 
. · ai,." ACTH-aecN!ting pituitary 11U1CrOadeno""°' expene~ced development 0£ severe ilmblentla th.at waa attribu.ted to 

co.~e.l!.C!tioa_s .~f -~~-~~~~P-•~•. PQ»(o,.ui.d .. pSY,~ .•.• ex~xe oorti&.ol activauo11-or.tbe mlaeralocorticoid reoep: 
chosis,-aiidmultiple·metabolic disturbances. luitially ~•ted--·- · tor; which respond~ to 'iplfoaolicCone-atfmii,istratloii. Tb.is 
uncueoesdully by a combination of conve'atio¢ surgic;a]. . . . caee illustrates the efficacy /:,thigh-dose long-term ~tzaent 
medical, and ra<liothecapeutk approaches, he responded dra- with mifepristone in refractory CliBhing'e S)'lldrome. The case 
matically fo high-dose loog-term ntifepristone therapy (up lo· also demonstrates the poCential need for concomitant miner. 
25 mg/kg-d), Treatment efficacy was confirmed by the normal- alocorticoid receptor bloclc.e;'de In mifeprieione-tt'eated Cush-
btion of all biochemical glucocorticoid-sensitive measure- ing'e disease. becallBe cortisol levels may rise markedly 
menu, aa well as by the significant reversal of the petieot's rdlectingcortlcotrophdistnhibition,tocausemaalfestati~ 
h~ tailu.re, the resolution of his psychotic depression., and o( mineralocortlcoid exoesa. (J CUn Endo.:rinol Meta.b 86: 

:_i:~-~:-~~~~usual return of his adrea.al aris to norm.al His 3568--3573, 2001) I · 

CHRONIC EXPOSURE TO excessive corticosteroids in 
Cushing' s syndrome (CS) leads to the development of 

multiple metabolic abnonnalities, including glucose ihtoler· 
ance, dyslipidemia, hypertension, osteoporosis, and weight 
gain (1 ). Cushing's disease (CD) accounts for approximately 
70% of cases of endogenous CS. The standard initial treat­
ment of CO is transsphenoidal adenomectomy, which. 
achieves cure rates of70-80'1/o (1). Pituitary macroadenomas 
(size > 1 an) are more difficult to cure than microadenomas 
.(size< 1 an). Patients suffering residual or recurrent disease 
undergo repeat ttanssphenoidal hypophysectomy, external 
beam pituitary irradiation, medical adrenolytic therapy, or 
surgical adrenalectomy to control the hyperadrenocorticism 
(1, 2). However, no particular therapy is completely satis­
fact9ry. Repeat transsphenoidal surgery results in high re­
lapse rates, therapeutic effects from pituitary radiotherapy 
are .<;lelayed, the steroidogenic enzyme inhibitors for chem­
ical adrenalect<imy (metyrapone, mitotane, aminoglutethtm­
ide, ketoconazole) are often limited by severe toxicity and 
inadequate cortisol suppression, and surgkal approaches to 
accomplish total adrenalectomy may not fully extirpate ad­
renocortical tissue (1, 2). Adrenalectomy also carries the risk 
qf rapid re-idual pituitary C<1rticotroph growth, i.e. Nelson's 
syndrome. 

We describe a patient with refractory CD and multiple 
medical comorbidities who exhausted conventional thera­
pies but was succe:.sfully treated with high-dose mifepris­
tone (RU 486), a glucociirticoid receptor (GR) antagonist (3), 

Aht>r<:\'i,1tion.-.: I IJ3HSD, I lf!-hydroxystc:roid dehydrog,-n.l.sc; Bl'lt.'>, 
bric( psychiatric r.-itin~ scalt>; CD. Cu::hing':. disease; CS, Cu!'hlng'~ 
syndn,me; CR, ~IU<<'l('(~iroid f'('('Cpt<•r; LVEf, left wntricular <-i«tion 
fraction; I.VH, kit ,·,-ntri,·uL,r hyr<·rtmphy; MR. mineralocortk<•id r..­
c,-pll•r; MRI. ma,..•rwlir ,,.,,.~iaun- im;1i;ini;. 

as a bridge until the theraJutic effects of delayed radiation· 
therapy became manifest Not only did.the patient's hyp<r 
thalamic-pituitary-adrenal axis return to normal, but his 
multiple medical problems ~ti dramatically revecsed. During 
mifeprlstone therapy, the p~tient, in addition, required spi­
ronolactone, a mineraloco~coid receptor, (MR) antagonist, 
to ameliorate cortisol-induced MR activation, a result of el­
·evated serum cortisol produced by mifeprlstone-induced 
corticotroph disinhibition. : 

C~Report 

The patient was a 51-yr-old African-American retired me­
chanic who was diagnosed 'Yith diabetes mellitus type z and 
hypertension, 6 yr before his evaluation at our institution. 
One year before admission, he developed recurrent syncope. 
Transthoraci<: echocardiognlphy showed severe left ventric­
ular hypertrophy (L VH) and left ventricular ejection fraction 
(L VEF) of 20%. Coronary angiography revealed an isolated 
60% occlusion of the left ~nterior descending artery that 
underwent percutaneous ~anslumlnal angioplasty and 
stenting. In the 6 months ~fore admission, the patient was 
treated, at three other hospitals, for recurrent upper and 
lower extremity abscesses. Several incision and drainage pro­
cedures did not yield any ritlcrobial etiology. An increased 
frequency of syncopal episbdes, concomitantly with New 
York Heart Association functional class IV symptoms, led to 
the patient's referral for evaluation of cardiac transplantation 
at our facility. i 

At the time of arrival at our Institution, the patient's med­
ications induded digoxin, dptopril, carvedilol, hydralazine, 
isosorbide, and ins4:1lin. P~ysical examination showed a 
wheelchair-bound man, with rounded fades, appearing 
chronically ill and acutelv in 'distress. His blood pressure was 

3568 
- I -

I 
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130/82, pulse was 92 and regular. height was 1,78 m, and rivatiye can inhibit steroidogenesis (5). However .. kctocon-
.- ' <.·. ~-, .. · ·. weight was 80 kg. The patient was somnolent and una!,!e to azole was incompletely effe{:tive, and m~!)irapooe was startl'<L 
: ~ :. ~=~:::: · .- prqvid~ ~ny medical history. He w~ _ex~~~~IJ w4:ak .. ~nd but the latter w~ abruptly! ~-.ntin~--~fter ~in•~ent d~ 

· ·• · · · had stnl<ing muscular atrophy of the ·extremities. There were . velopment of. .amal-anhythin1as,..rt;!quinng card1overs1on. . - • . 
····:·.·~ .. · ... :,;· .. · ·· . no abdo¥n3l s~~e, but the~ was ~ipable·hepatoin~~~ly · .. During the patient's tra~phenoidal.adenome,:tomy, all-.. · · •;' . .;. 
.. ;\f~•:·-., • . ,. . ~ :: : and prominent ~ al edema. He .had:fluctuan"t; wann,:red, . • .:vistb~ tra~es of a soft ~c tumor· :were removed,.but in-· · ·.- · -
,.,.;~1;_. --~~.# ' ...•... f:' ;, fen&r'M{tns ii(V6lvmg ~ -right· up~)~ leftloivei ~~m~·~ ·vasioh llf aajacent 'stru~res'1pr«iud"~~Fromple{i~ ·sutgie.if .:~·~~ ;; :: ._ '.~: 
·/./?' -:_.;;,:- · :;:' ·. :"..'. __ .ities:•~ thc:·pa~t -~~ tq .stan~,9~ .!feveloped syoc9pe. ·extirpation-: i\_ p0stoperati~·e 'MRI ,~ confirmed ~!d1:1~_l 
:?~~ft\-:;?;:t:J: '" -~·~:;.:; ; .,Ot!.ringJhe subsequent ~ita!iiatl_ori, chest• radiography: ·· tissue.in the sella tlircica. fii~to.p{l_tho\<}git ~l~t:'3,ly;;i!i rc.'.-;~le4.. . . . . " 
:~~t:;}E.1J:~~f·/'·.;;;:~::--sho~ec( 'Dlffuse card_i9!1legaly:_ ·an.~~)ectrocard(<>gram_: re- · .. ~ ne_qotk ad~noma. A pr~<imi~ff~:p,i~ita_iy:&11 :t{pe\§i~\ ?:,:z .-d ··· ... 
~~.:~~;:-:-,:~:::.;~~~:· .. 6.;;. .:::v~aied l;V.H with" secondary reRolanzaiion aonomiality; and' • unidentifiable bv immurtohist<i<:hcmii;tzy;'hecause ,a!Ummu:? ·.: .. · 

-?:~.~.:~_;;..~:·" ~ '\: ::·~-~it~r~ard\~~-~em~{~· LYEF:"of 2?Yo(,~~- .. ~ -t~ining was inadl..>q_uat~bcca~:(lf.tlieneg?~C stiW~t~t~-~- :·:. ·--~: 
~-=-"'- <>:·:.: --·: -·~.:-:-"= centric tyf{, and I~. ventricular;crilatgcmcnt. The ·pa~ent- s •. ·-sp~mcn. P~~operativelx, ACTH ~d-<:omsot le\'els oe-· " . .. 

:·,.:-:·~•T=t · !: • ·• .,,._ • cirdiomyopathy :" efdeemed oqt of:'p_rnporti_on -to the~- c.lined but re~ioed abnoimally ~cl~~~\e_d (Fig. ~). Ketooon~- • · "- · ::·•.:..: .: 
:,,,;~?:~ ·: .. '.: ·. . --_ _- lated ~ r?"ary ather?5Cler~. Cryp!O'pccu..~_~,~~':!!.a!l{:~_as :;., _azole was reinstituted at ~200 mg/ d tP7inhibit ·ste1roidogen:. .. J· : .:· ·· 
'' ::-~::Y::.-:. :~'. . · ~ .. ·· :·: • ;culfured{~onn~~ eistfemity' abscesses;-serum· C,ypl9$2fCus . :esis. One mo_!lth la~~r. the p ati¢nt ·un~er:wentxiim~ionaL •;, •'.·'-'-," 7'.'.' 
~::'i~if:,;: ~··,·. .: ::::.~: ·antigen..4'.i.t.ers'.W.eie:~itjv~ (t:Srn,;~ :and .. sp?tum,~l~ : ~ ~sinf~~~I t:~te~l, beam 1?iqtn~r~P.f t~~iyj~g-~!-19_<;Gj,t90-,_ ···: :r.:~:'.·> 
·,a,,,;~'~ ·;:'" .. _. ,,· •·· · tures revealed Ca11dida a/bicans, .. ~d·:a left toe ·skin C!Jlhlre _- . the p1tu1tary bed in 28 fract1ons-.over .. 6,wk:.Un ketoconazole, · .. ,, ~; .. _, · 
•• ,~,,r~:_;;.-~:: .. --;_ gr~~-Tric11opl1yt1mr ~brunr. The patient was s~arted ,on nucy- :.~· t he· patient developed · !extreme . nausea ~-:a~d :· ~l~vat~d . ' ..•. . 

· :-"",':·,· ... , . tosine arid ftuconazole to treat the cryp tococcosis. His gly- transaminases (ALT 228 fU/L), necessitating a <:hange to 
•.' cemic control was poor, despite using more than 100 U ins.ulin · mitotane thera-py (2 g/ d) (or 2 months. H~ ACTH remained 

. :-:- per day. Retinal ex.amlhation showed diabetic retinopathy; and more than JS pM; and serum cortisol. more than 773 nM. Flis . 
_urine studi~ revealed proteinuna. •. gonadal axis declined: t~tal testosterone, 1.9 nM (normal, . 

To S(:reen for possible CS. a low-dose (1 mg) dexametha- 12. 1-24.9); fre~ testosteron~, O.ot nM (normal. 0,04 -J0.11 ); and 
sone overnight supp ression test was performed,demo~rat- FSH, less than 1 IU /L (noi-mal, t .5S-9J4). He W4$ ~;tarted on 
ing a nonsuppressed serum cortisol (1493 nM). ACTH- im testosterone therapy. ! 
d ependent CS was diagnosed by fmding concomitant ele- On psychiatric evaluation, the patient was severely de-
vated ACTH (81 pM) and serum cortisol levels (>828 nM). pres54:.'d, with a 21-item Hi1f11ilton depression rating scale score 
High-dose (8 mg) dexamethasone did not suppress the cor- of 27 (normal, <S). Although he denied symptom:; of overt 
tisol (1194 nM). CRF levels were undetectable. Magnetic res- psych9sis, his brief psychiitric rating scale (BPRS) was 38 (nor-
onance imaging (MRI)_ revealed a C>;t:k 2 x 1-cm_ pituitary ?'a~ <18). He show~ ~~fi~t cognitive ~pairment, as 
mass (Fig. 1}. Formal vJSoal field testing was negative. Com- indicated by grossly dimiriished scores on multiple ;aspects of 
p uted tomography of the adrenal glands showed b ilateral the paragraph rtc"Call test alid the Stroop color-word test. 
hyperplasia. Despite failure of the ~gh-dose dexamethasone I 
suppression (including a repeat test using 32 mg dexameth- Materi$ and Methods 
asone), the patient was diagnosed with CD (4) but was ,.__ _ . · 1 .. J.,, . ..__IMMUUTE . . . 

ill __ ~ firma . , • l ""'um cortiscl was mcasw,:u u,;mg ,.,,, rompe«ttw un-
<l:eemed too . to wtuerg~ con _ tory m,en~r petrosa muooassay (Diagnostic rrodUCl:5 Coq, .• Los Angdei. CA.). w~c<.-as 
sinus sampltng. The patient's antifungal regunen was ACTHwasdeterminedby ARtjlPL.ab.watorl..s(SaltLakeOty.UT)using 
changed to include ketoconazole, because this imidazole de- a chcmiluiruncscent immu~. Other mcasuremenis "-en: per· . . I 

F1c. 1. Brain MRI images of a 51-yt"-old man with CD. Sagittal'Tl-weighted <left panel I and c:orooat 
MRls o( the brain demonstrate a cystic pituitaey mass m~suring approximately 2 X 1 cm. 
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I -
forme:d in the Stanl'o«I Clinical Laboratory using standard procedures. 
fk>ne mineral densitometry was .issessed by dual-x-ray absorptiometry 
employing a Hologic. Inc. (Bedford. MA) QDR <1500 apparatus. Neu­
topsychiatric t..'Sting u.<ed the Hanu1ton depr,ession rating Scale 
(HAMD-21). brief ~-ychla.tric rating scale, Stroop color-word test., and 
paragraph recall test, as reported previously (6). ·• 

Results, 

The patient remained extremely ilL.an<:f it was anticipated 
that the radiotherapy would not show benefit for at least 1 
yr. Chemical adrenalectomy had been 4flSUCCessful, and the 
patient"s cardiac status was considered too tenuous to un­
dergo adrenalectomy, even via a laparoscopic approach. 
Given the lack of feasible effective therapies, the patient was 
initiated on rnifepristone at 400 mg/d (~6 mg/l<g-d). lbis· 
was done with his informed consent, permission from the 
human :,-ubjects COI!lmitt~, and an Investigational New 
Drug approval from the Food and Drug Administration. It 
was hoped~ mifepristone, begunS months after diagnosis 
of CD, would control the hypercortisolism until the radio­
therapy took effect. 

During the Initial 8 months of mifepristone treatment, the 
dose was grad_ually increased to a maximum of.2000 ~g/ d 
(~25 mg/kg-d) in response to continued signs of hypero,r­
tisolism (Fig. 2). It was recognized that the fluctuating, but 

persistently elevated, serum AClli and cortisol could not 
accurately reflect therapeutic ~fficacy, because mifepristorte 
antagonizes the hypei:cortisolemk effects at the receptor 
level, not by altering ~rticosteroid production (7) . . $evere 
hypokalemia (potassitµn < 3 nu.{} developed. requiring 
high-dose potassium replacement and initiation of spirono­
lactone therapy. Howe-lrer, clinical findings attributable to CS 
slowly improved, and the mifepristone dosage was titrated 
downwards over tl:le f6Uowing 10 months. The accompany­
ing fall In ACTH andlcortisol concentrations likely repre-

. sented delayed effects 
1
of radiotherapy, al~ugh ~ontane­

ous improvement coula not be ruled out (8). In month 10 of 
~epristone therapy, jat 800 mg/d (~!O mg/kg-d), the 
patient experiellc:ed an episode of suspected adrenocortical 
insufficiency, manifest~ by weakness, orthostatic hypoten­
sion, and hypoglycemia- (senun glucose ~ 1.1 llUit, not on 
antidiabetic dnigs), Much necessitated dexamethasone 
bolus therapy and mif~one dose reduction, to which he 
responded. . . I . '. 

By month 18 of mifepristone therapy, the patient's overall 
appearance was mar~y improved, and he now walked 
unassisted. The ~~ had fallen ( <8.8 pM}, and the serum 
cortisol was not only suppressible, by low-dose dexameth­
asone to 30 nM, but wk also nonnally responsive to exog-

.... -
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enous cor.ticotropin (from _433 to 1112 n~). Presuming an edged these. symptoms Jausc he thought that he would 
i~tact hypothalamk-pituitary-adrenal axis, the mifepristone . Nsound crazyw (which indicates preserved insight). 
dose was_tapered and discontjnued. · [ . · 

Of the_ sever-e metabolic, cardiovascular, and ncuropsy- : 
chia~c dys~ctio!l,. CT"able t l..a$50Ciated with CD, !h.e most D~scu.ssfon· . 
remarkable improvement_ in this pati~~ .was his transfor- 17p~hyd ro~y-11'3-( 4-~ime.thylaniinophenyl)-I 7a-(1-- • 

·-·, ::.';.~~ _ ,. ,_ mation frQ_ro~ wheekhair-bound heart~transplant-candidate propy.nyl)~a-4,9-dien-3;.one, .a~· &q1own -~. Rl:J 38486, · -
... , .. ,. :-~ . . . to ari acpi~!£ind ivtciual walking 1-2 miles.a.day. The echo- RU 489., or ~ifepristone is _a potent.antagoni.,~t of both glu-_ .·· :· . 

... , .• :car~c,gr.;!pJ_tic finding of a marked increase in LVEF, to 35- cocofticoi~ an,d progestinlreceptors {3):.lts clinical proper--.:· 
• • • •• 0 • • __ • • 4Q"/o, corroborated this ob.servation. The i:i:iµltiple fungal in- . ties .yield.allJ~f(ective contraceptive; as .well as abortifac_ient;· . ~: . 

:· -.. ··. :.· fectioosdid:not recuraftercessationof antifungal agents. The .. and_ It inaf .ha:v.e potential benefWin ·treating.~, unresect- : -. : 
,.:. .. ··'.·.: .. .: :: -~-· .. sev~~e· ~;_.Lin resistance abated, and glycemic control re- able meningicima arid leiotny6ina;·refractory endometriosis, 
~,·::;_ ~;:.,, : .. -:-: .... • '. mained in ii _desirable range without the·~ of antidiabetic metas~tic ~rel!St.cancer, ~nj e\:en j,sycliotic depression (6, 
.: ·. ,: "'·. · . :-:· .. :::.::. 1J1.edicati9,IJ$. The _~arked ~y.pertrigly~tjdemia regr~ 9). _w_e des<aj~ a patient \with a p ituita ry-macroad~noma, . 

_ ·· · . . . , ,.. without~apy. MarkersofJ1one~overandbone mineral causing ref~ctory CD, ~sod~ted __ with multiple severe . 
:. _. , . >f,<•~-" :~;. __ .: .• density itl)proved. :Theh~k;aJemia resolved, and the blood ·physiologi~:9$rangements: tha!. ~ after arn~!~m:~tion··: . 

• , . . .. •,. - pressure -~as. been ~!I contrqjled, ~ith .the remain\n; anti- o~_ h~:l:°~~ism,- '~fe~riston:.~~.;.Vc~ su_~cessfull)'. to 
:,~- -,,.,-~,, .. · · h~rtenstves constSting of cacvedilol· artd: .f'w:oserrude to · antagon_iz~ tlje ~ffects _of ,hypercort.sofis_m while awaiting 

.~~-- ,.. treat the congestive heart failure. Other medications in- t~e.detayaj .. f em~sion induced by pituitacy UTadiati~n. Our 
duded levothyroxihe (to treat mild hypothyroidism; FT 41 report, describing the hig~est dose of mifepristone achieved 
10.2 pM (normal, 9.0-25.7); TSH, 7.22 U / L (nonnal,0.4- 4.0)), for the longest duration !reported in a patient with CS, 
im testosterone, and digoxin. coincides with the recent approval of mifepristone for usage 

The patient's neuropsychiatr:ic status improved dramati- in the United States, an1 it supports the utility of this 
cally. His elevated BPRS score, indicating psychosis, entirely therapy in managing hypercortisolism. 
resolved; and his mood normalized. His cognition improved Previous reports have, described clinically therapeutic 
substantially, ·with d ramatic correction in all aspects of the mifepristone usage in morr than 14 patients with CS (10, 11 ). 
Stroop color-word and paragraph recall tests. After recovery, A potential adverse effeq experienced by these and other 
the patient revealed that he had been far more psychotic than patients. treated with hig~ose mifepristone for long periods 
he had admitted at the onset of mifepristone treatment, de- involves episodes of possiple adrenal insufficiency that can-
scribing pre\'ious visual hallucinations and feelings ·of being not be confirmed biochemically but that resolve after exog-
observed by unseen people. He had not initially acknowl- enous glucocorticoid · aqministration and mifepristone 

TABLE 1. Hormonal. metabolic. cardiovascular, 8.lld neuropsychialric indi~s at diagnosis of Cushing'$ disease and before, during:. and 
after mifepristone therapy : · 

Hormonal 
ACTH(pM) 

Index 

Senun cortisol (nMI 
Fasting 
After dexamethasone, 1 mg 

~ogenous insulin use <U/<11 
Metabol.ic 

Serum osteocalcin ( nM) 
Bone mineral density (g/cm') 

Left total hip 
Lumbar spine !l-4) 

Hemoglobin Ak (%) 
Serum cholesterol (in~ll 

Total 
HDL 
LDL 

Fasting triglycerides , mgldh 
Potassium (mMl 

Cardiovascular fu11ction 
New York Heart Association 

functional class 
Estimated ten ventricular 

rj«l.ion fraction 
Neuropsychiatric function 

21-ltem Hamilt,,n-D score 
BPRS S<)()re 

N. initial 
diagnosis 

8 1 

949 
1493 
115 

11.5 

4.0 

19% 

At start of 
mifepristone 

therapy 

20 

1076 

70 

0.80 

10.4 

8.11 
0.91 

4.83 
4 .2 

[V 

27 
38 

Ourin( 
mifepriswne 

therapy 

28 

1402 

40 

6.43 

0.795 
0 .977 
7.7 

7.17 
0.54 

5.48 
3.0 

II- III 

AJl.e,­

ini!eprutone 
1 therapy 

l 

I 6 

'320 
. 30 

0 

7.66 

0.822 
0.989 
6.9 

5.28 
0.85 

; . 3 .52 
2.00 
4.4 

! 35-4()i;;, 

18 I 8 
20 I 18 ---- - - ---------- ------- - -- !---

HDL, High-den.~ity lipoprotein: LDL, low-<lensity lipoprotein: - ·. not available. 

2.9-11.4 

166-580 
<138 

0 

0.99- 2.39 

age-dependent 
age-dependent 

4 -6-:l' 

<5.18 
>-0.9 1 
<3.37 
<2.26 
3.5-5.0 

0 

<5 
18 
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S572 Th• Journal or Clinical Endoerinulogy & M~tahali,m, Au~it ·2001. 86(81'.3568-3573 Chu~, ol. • Mifej,rut_one TJ:!crapy ofCu»hing's Di.seasc: . . . I .. . - _. . 
·dose reduction· (cited within Refs. 3 and 11). The d1ff/cult .•· .~eriomas ~using CD a.~d does not necessarily:denot~· ari ec- · 
· monitoring of therapeutic efficacy stems from the lac~. of a . t9p!~ A~ syndrome (4). Funnei:more, it can be postulated 

. biomarker of CR actMty .. (¼ca~_c:nifepristone antagonizes. that the·h9~nally_.aggressive.beha:,,,ior ofth_e patient's·mac• -~. 
' . ::,:.:tte (;~ ~-~he:_Pi.~i~ ~C~t:!iconwhs,,~ wel~c~S-t~11_t'-?t~, .. -roadenom.i potenti~t1 not-on1y the cardioiri:yb~tn'jH~':'f. ''···'. . -~ <-, 
::·-·,,.,,.,~T-tpheral tissues, 1ts· adn'urustration -ca~. d1s1~19!ti(?'n .of.. _also the Jlypokal~qu.a .. and.hypertension, the latter-two fine!.~_ · - ·· ·. · ·.: 
·· ': ::.:'~~~::~l~a~_;~Itll ~o~uent!~' iilcr~J.~.~pf~p:H . . i~ of. -w~ch are. mu~ more con\rnonl_y obser:,:ed)p::£5?.(--~:~-:~· ··-:·: . 
. :·:.:.£~!1~;~(!J~ ~~~0.·:·~µs, patients undergomg:tni!~ns-· · patients w1th.e_ctop1c AyIB-secreting-tumon:(13)7:;A.·s@angv:~--.,~!_:·:-::;•, 
:''0:5~~c._fr~_!inentmat ~nif~ ~m_i!'gly_~a~d2~i~I .. ®~ings :. . . qirucal result of this~ is tl;ie1reappearance of an 0$t~JbJ.{·i---=.,:· ..• · •. -::::: 
.:',.~

0
·e1:_Yat~_}J!~.~"~8;~S.fH:-ati<:l •cci.~L<:Q!}~1?ti]~C!~-.- . ·. n!_>nnal hypothala~k-Pii~tary•a~na! axis; ·at th~·patieii~-~; --~ ~ \;:-~•,;: ~: 

:" ·· =-;_a«Ol!lP.ai:iymg sy~tQ.~_C!f.~dr~~rttcal lnsuffio~cy. In . most recent evaluation;, this result 1S uncommonly-reported~·"' • ... ··· ... ··-:· 
: '. - ::','_(~il°r:·patient's~~ -s~,.:the·ai:@,~~nal).Afii/?J~~ of MR 'b.f~spi- given .tf.11! the ~e_atm,eil_t of ref:8ctory CO tends. to, ~ge~ · · .. · · 
, .. ,M'-\t'~~olactone may have (urther ton.tiibiited to the symptoms patients_.~ifren~!)rtical{<leficient. ·· - · · · :: ·: ~ = • -·:·"P?~.;.: · 
·, ·-= ·~ar~ggested adrenal-insufficiency._ . ...~•·: . .. :: . . :-· :-- •·::;'J;he ~ation-betw~ hypercortisolisni·and·tteuiopsy.i-'-•"":-
.; . ..... r, .. c-Notable aspects cof this"-pa°tf{nfs. case include . th~ pro- chi~tric· ·S)'mpto~ ·has,~-1<!19wn for decades, wjtfi'_ari-:: . . . 
'.'.. · "~:n:Ql!nC~,_yet ~.versjbJe,,car~iacfailure,as well.as the severe . ~tecf:p~vajenc:eof

1
psy.dtiatrkdysfunciioricif.cri6reodiin.::~ : . 

•.... : ---.-,tiypokalemia. These dinicaJ :effects may'be attributable· to 40"/o in patients with C5 (19). Psychosis and <!ognitive:,Im-:.':-'::-=- · 
oc . •·: ;,·ab~ormal overactivation of MR.'In physiological settings, the painnent a.,re noted less:commonly than depression, but ~is"' · ' 

' enzyme 11/3-hydroxysteroid dehydrogenase (llt3HSD) con- may stem from theuseofinappropriatedetection techniques. · · 
\'Crts cortisol, an a\'id GR· and MR-binding glucocorticoid, If suitable tests to reve~I psychosis .and impairei cognition 
to its 11-keto analog (cortisone), a non-GR. non-MR-binding are used, it is possible ~at the symptoms of patients with CS--
glucocorticoid (12). This conversion protects the MR from would best be classified as psychotic major depression or· 
cortisol, thereby maintaining the in viuo specificity of MR major depression with b,grutive impairment. Our patient's 
activation by aldosterone, which circulates in concentrations features of depression i!:pproved markedly after treatment of 
100-1000 times less than that of cortisol. However, in CS, CS, although he exhibited residual insomnia and anx,iety. 
_where the capacity of 1lt3HSJ;) to guard the MR is over- However, the psychos~ totally abated, and cognition nor-

. whelmed or impa,ired, illidt cortisol overstimulation of MR malized. Interestingly, the recognition of the link between 
leads to hypokalemic alkalosis and hypertension (13). Be- adrenal axis dysfunctio~ and affective disorders has led to 
cause mifepristone inhibits cortisol binding to GR, but not to successful use of mifepi;i5tohe in treating psycnotic depres-
MR, and causes ACTH disinhibition to further exacerbate sion, as detailed in a separate report (6). 
endogenous hypercortisolism (which is likely to have pro- In conclusion, an improved under-st.anding of the interac-
voked hypokalemia in this case), we treated this patient, in tions between glucocorticoids, mlnera.locorticoids, receptors, 
addition, with the MR antagonist spironolactone. 1ne com- and end-organ effects, if! conjunction with the rational ap-
bination therapy was intended to prevent deleterious effects plication of receptor antagonists, canlea~ to directed therapy 
of cortiso17 mediated receptor activation by achieving dual of the numerous morbidities associated with severe CS. In 
blockade of GR and MR. this report, combination use of miiepristone and spirono-

The end-stage heart failure that dramatically improved, lactone allowed the dramatic reversal of cardiovascular, met-
after the amelioration of glucocorticoid excess, raises the abolic, and neuropsychiltric abnormalities in a patient with 
question of whether the cardiomyopathy was directly caused refractory CD. I 
by hypercortisolism 04, 15). Patients· with endogenous CS l 
are commonly affected by severe LVH out of proportion to Acknowledgments 
the degree <1f concomitant hypertension (14, 15), and this . i 
LVH frequently leads to heart failure. Are such ad,•erse car- Received January' 9, 2001. !Accept«! March 13, 2001. 
diov.ascular findings in CS mediated by cortisol activation at Address all correspondence and requests for reprints to: David Feld· 
th GR d/ tth MRI 1->MRsh L-- rt·edt man,MD~DivisionofEndocrinology,RoomS-005,StanJordUniversity 

e an or a e eve · ave """'' repo O School of Medicine. Stanford! ea1;tom1a 94JOS.S103. E-mail: fuldroan@ 
occur not only in kidney epithelium but also in myocardium, ongm.stanford.edu. I 
and increased cardiac fibrosis is ~ in endomyocardial This work was supported! in part by NIH Grants DK-07217-24 (to 
biopsies from CS patients (14), remlniscmt of the fibrosis and . J.W.C.). R01-Mtl50604 (to AS.), OK-42482 (to 0.F.), and Human Health 
other abnormalities attributed to aldosterone-associated MR Service Crant MOl-RR0007iO, General Oinlcal Research Centers. 

National Center for Res.!arcti Resources. 
activation in congestive heart failure (16). The same processes • J.B. and AS. have a finatjcial inte=t in Corcept Thera~utks Inc., 
contributing to the,progtession'of heart failure are effectively a phannaoeuticaJ company r~ is testing antigluc-ocorticoid matmcnt 
att~nuated or reversed by antialdosterone therapy (17, 18). for psychiatric disorders. 
Thus, it is possible that thecardiomyopathy of CS may result 
ft-om cortisol-mediated overstimulation of myocardial MR, ~erences 
just as the features of apparentmineralocorticoid excess in CS t. Ot1h ON, Koncs WJ J9'16 Diseases of~ adretW cortex. In: WilsMJD. f<>stcr 
may result from cortisol-mediated overactkation of renal OW,Kmn.,.,l,ergHM.larsMPR.td•. Williamstexd>ool<ofend«rinol~.9th 

epithelial MR, with both abnorma.l findings being manifested 2. ~~~o ~!..,"'t«;~~1;~1 thc<apy ,,.,cusn;ni;·• di .. ...,. End<Xrinol 
in the setting o( overwhelmed or defective 1 l'3HSD activity. Metal> Clin Noc1h Ain 28:2J1t222 

The patient's marked elevation in ~rum cortisol and 3. Spitz 1M. Budin CW 1'193 Mifepnstone (RU ~)-a tn<idul.ltor of pro,;t">Cin 

ft .and i;lucocortic,~d ~on. N tng1 J M<:d 329:~-112 
ACTiiwasnonsuppressiblea erhigh-dosedexamethasone; ~- Rndling JW, fWf H 1999 ~-d~tic techniquos and prob!= in 
this is consistent with other reports of pituitary macroad- Cushing'•~- Endocrinol M«.-o Otn No<th Am 28:191-2l0 
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, Medi~al management of early fetal_ demise -~sing a 
combination of mif epristone and misopifs~~I · · 

' -~t 
- . -. I .... ..::~: .. . 

P. T. WagaaraEhihit;_ P. W:.\shok,-N ~ar-!~J{ai:-, N·.C:S~it~~ nd --~-.Templeton' ·. · · -~ - · 
~ - . . . ~ - .. ,.,.. . . .. .. ! . . . . . .. - -·~ ·-

. .. Aberdeen -tv{~-~;i:nii~i~?,St?i;~, .. :<?ornh\11_ ~o~d. A.bfrdee; AB25 221::..y_~:E:>:· .- -~ 
· M.•.-·-- • • r-~-•::• : · ,:. . . .. . ~ · - - · · ···" • 1 
1To whom.cdrresP.9,'iidfuif sltould be acldre~::E~mai1:·ogyl58 @afx!n:a~:uk i. -- - , ,;.·.· . --. ·' · · 

• - ~:-••• • + · • .,,. • •-~~•··•_•;~_?:J~~--- ••.·:::. :>;.;·: __ .. :.~~•-:::.' .• -~ M ~. . - ~ - ~ -- j, , . ,t., 

l • ':" ."' • . • • ' • • . ,;,:, ..:. . • • • •• •• 'j • •.~ • , • • , .• 
_____ . BACKGROUND_:,''.lnis study aims'-to· a~$ tl~c,effi~cy of a com~iriation of mi~ep_ristone and misopmstol in t{te_· : . . 
.. _ ._,,, ·-:_. _ m~itag~~-e~! o_f _~~~-misca~age and :ih~mbry~mic'pregnancy. MET-Hoos): Da~l 9-~ 22.Q_ _ct»nsecutive women with :~.-:. :; ·. 

· m_iscarnage, un4~.rgomg med teal evacuat10~.: .Qf the, utenis -,were . ~Uected-::;prospechvely at an early pregnancy .-- · 
assessment unit.i~:aJertiary refer~l hospital;·Each woman receive<! ~-single joraf'<lose·of•m.!fepristo!le }00 mg and ... ·,_ 

·, · · . . ::·· . 36--48 h la~ec: vagidaLmlsoprostol 80:(fj.1g:--tbree hours folfowing the first dose. two further doses of m.isoprostol; · 
400 µg each; were-administered.vaginally or orally at 3 h intervals. Women wh~ failed_ to pass products of conception. · -~- ··., 
were offered repea( medkal regime "'ith misoprostol. Succe;ss was defined as( complete uterine evacuation within 3 
days, without the need for surgical evacuation. RESULTS: The overall suc~ess rate of medical management was 
84.1 %. Mifepristone alone induced natural expulsion of products of conception in -18.1 % of women. The median 
dose of misoprostol required was 1600 µg and the median induction ntiscanjiage interval after first prostaglandin 
administration was 8.04 h (range: 0.58-50.54 h). Of the 142 women who 'Yere symptomatic at presentation the 
medical regime failed in 30 (21.1 %), compared with five (6.4%) failures: of the 78 who were asymptomatic 

. (P = 0.0Q7). Of the 35 women who had surgical evacuation, eight required ;an emergency curettage for bleeding. 
CONCLUSIONS: The combination of oral mifepristone 200 mg with vaginal or oral_ misoprostol is an alternative 
to surgical management of early fetal demise, although it is not as effective llf surgery. . 

I 

Key ll'ords: anembcyonic pregnancy/fetal demise/mifepristone/miwprost0Vmissed mil-Canifge 

Introduction 

The terms •delayed miscarriage or early fetal demise· denote 
mi:;..~ miscarriage (pre:;cnce of a non-viable embryo/fetus) and 
blighted ovum (anembryooic pregnancy \l,i(h absent embryonic 
echo) (RCOG Study Group. 1997). :r,ie two conditions are 
felt to represent different aspects of the same clinical process. 
A blighted ovum re.<;ults from an early disturbance of normal 
embryonic development. In missed miscarriage. an intrauterine 
sac is seen with an embryo without cardiac activity. Apart 
from the distinction made at the 1im~ of vaginal scan, no 
clinically significant differences are observed between the two 
conditions. The diagnosis of early feral demise has become 
more common since the introduction ofiransvaginal ultrasound. 
and accounts for -21 % of all miscaniages seen in our early 
pregnancy assessment unit (EPAU} in Aberdeen. 

The clinical management of miscarriage has changed 
little over the years and up to 88% of women . undergo 
surgical uterin<: evacuation (Hemminki. 1998). There arc well­
documented risks associated with surgical uterine evacuation 
(Farell et al .• 1982; Heisteroerg d al .• 1986) and potential cost 
savings (Hughe.,; er al .• 1996) can be generated by promoting 
alternative strategies of management. The success of expectant 
management of mis.<;ed miscarriage appears too low to justify 

its . routine use in t linical practice (Jurlcovic et aL 1998), 
although it may ~ an acceptable approach in individual 
patien<s. Various mtdical regimens with or without the anti• 
proge.<;terone. mifepriscone. and a prostaglandin analogue have 
been de.~cribed to tr~t early fetal demise. Their efficacy vary 
widely from 25-92~. depending on the type of miscarriage. 
outcome measures !used. the dose. duration and route of 
prostaglandin admi~lsuation (EI-Refaey er al .. 1992: Creinin 
er al .• 1997). i 

Based on our experience of first 1rimes1er abortion (EI-Refaey 
and Templeton. 1994; EI-Refaey er aL 1995: A,;hok et al .. 
1998). wedeveloped;a regimen comprising mifepristone 200 mg . 
followed by a combination oft~ vaginal or oral administration 
of misopro..~tol (800-!I 600 µg) for 1he management of early fetal 
demise. We now report our experience of this regimen in 220 
con.<;ecutive cases. A 

Materials and methods 
A consecutive serie1, l of 220 women with ·delayed mi~ge· 
(missed miscarriage 3l}d ancmbl)'Ollie pregnancy) bc1ween 6 and 13 
week.,;. during the period 1998-1999. wen: ~udied. All women bad 

eho!:en to uadecgo 1' ical radicr th.in surgical treatmenL The ,-1udy 
wa~ pedomicd in the EPAU at Aberdeen Maternity Hospital. The 

· 1849 

! 
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· ... ,. t~· 

Missed 
mi!<C21Ti:igc 

, (n , = :139)· · --· 

P value 

. :.Age (mean :!: SOI ;: . : . 31.67 ~ -6.39· ~ 31.61 :: S.61- NS 
_Multipari(y . 97 (69.7%)C-· S3 (65.4%1. NS 

·:: f1rcvious misc-:uriag~ -47 <33'8%1 20.(~~-6~ . . :. NS 
--~symp1omauc at pc-=nmion · - • · - 89 (64'.0%1 S3 (65.4%) NS 

. · Medical evacuation on mifcpriSlonc alone 30 (21.5%) 10 (12.:i%) NS. 
- • - · · ~-¥.~icaLcvacu.~lioo on foll regimen •. __ • 87/109 ('79 8%). • 58171 (81 6%) NS-

• , --..:,:, - . S<irgical:cvai:uacion· · ·:··• -~1:3416~%t:. :- ··• - 0 12·(i4.8%J . ~a,:.:.'•{ __ ~Ns· -.- : ··•·,~~·. !:,::~!!:. ~·~.:f. .. : ;;' .t•~: ;.• . .. 

. -;._:: . . . ":·-
. , l'lo analgesia 55 (39.5'kl'. 23 (28.4%1 ,:NS 

··.l':!_!_cntetal analgesia , , · ·· . .. •. ,.2_:fftSi%). ,; __ _ ,·: ::- -- :-··16·(19:7t%J ., NS - ··7-r•:_=:~S§::.~~-·« 

R~is.ion . '.. ·.::f \S.7,~~l!?<~-,; ._-·_.: ·,.6 ~:411-. ~ ---· _ NS . •• - -- - .. ~-~::.-:. -·-
• - · ~ · · · ·-··· · :..: · : : : •* . · . : ~ - - : '":· " ~s· = rult-signiti~allt. ... ;.,-:- ··. ·::·· ·::f: ··:·-- ......... . ~-"..::··-~r~· ~- .:.~ . · .. , . . 

- • • · • ... M 

_· ··· - .:' ··-.. .:. _. -· . - ·::...·:~,,< .·., .. ::"+·.··:~~=<~-'.--:.-\~:·\.,,._ . -:- _-.-.. _ 
__ ::_-_:·,_·_,, -~ .... :;,.-~ -:--_·,· . _ . - . a..__~menr ~~ -~-est~1i9jla)_ :igi'_wafbased ·on menSJ(!)al h~to.r.y"°and '.-.· >i.ap_P.;?.pciate . . J<,apfan:..~eier survival "analysis·:was used to compare . .. 

- -· ... all ·u1crasound --ineasll!:e~t~- (Cl'OWIHUrnp length. .gestational sac ·-. 'thy:~ of !he 4)g Rank- test) the cumulatil(e __ miscar,:fage ,rates" in - --::;;· 
· ·• ·. -.: , "-- :~..-.- · diameter} wcre-::.Wi11ifi°'i~ first 1cimcstcr. The _diag(l()$is of mis~ _ . .1~J#!<X1 io patjty. Diffcicnccs wee~_ ~~i~cd as statistically significant . ~ 
>.:-= • . , · - iiii~age wa.<; confi~ :~ ,,.~~so~nd by·tlt_e absence of d~t.aJ. • if,P-:<..Q.05. . _ . -- :·· · . 

heart pulsation when the .. crown-rump length was >6 ·mm and oran· · ·· · -··-- 1 · 

--anem~cyonic prcgnanc}"by absent fetal pole in a·gcstatiomii sac·: "-< .. -- . -· .· I 
> 25 .mm in diameter. "SJi:coessful 1teaunent was defined as complete 
uterine evacuauon u~g ~edical regimen withou< the nocd for surgical · 
intervention. 

All women with a riliscacriage were counselled appropriately, and 
"'ere offered a choice of medical or surgical treatrnenL Women who 
consented co medical management received a single oral dose of 
200 mg of rrjfepcistone in hospital. Unless miscarriage occurred 

. fol lowing administration of mifcp<istone alone. which was conficmed 
by ultrasound scan on patients who gave a histol)' of heavy bleeding 
prior to misopro:stol admini.-;tration. women were admitted to the 
EPAU 36-48 h later. On admission, four tablets (a tot.al of 800 µg) 
of misoprostol were inserted imo the posterior vaginal fomix by a 
nurse. Following administration of the first dose. a further two doses 
of misoprostol (two tablets each) 400 µg were given vaginally every 
3 h. if blocding was heavy misoprostol was administered orally. If 
producL<; of conception were passed on the ward, the women were 
observed for 4 h before being allowed home. Following misoprostol 
3jfministration pulse. blood pressure, temperature and systemic 
symp<oms were monitored hourly. Oral (paracetamol 500 mg plus 
dihydrocodeine 10 mg) or pareriter,d analgesia (motpbine 10 mg) 
was admini.<;1ered every ~ h as ~uircd. Patients who failed to pass 
products of conception overnight WCfC offcrtd a choice of either 
repeal medical regimen (miso~10I 800. 400. 400 µg at J h 
intervals. orally or vaginally) or Slllgical evacuation. Complete uterine 
evacuation was confirmed clinically by observing expelled producL<; 
of conception and speculum examination. In the event of unccnainty 
ultrasound scan was p«f onncd. 

All women were offeted a follow-up appointment within 2 weeks 
of crcacmenl at the hospital or in the communily (fCfening doctor or 
midwife). Tho:o.e women who were allowed home without p.1Ssiag 
products of conception on 1he ward were given an .emergency 
telephone number for conca~ng staff if they wefC concerned at any 
lime. The \I/Omen wccc followed up in chc bospilal wich ulcrasound 
a.-.se$.qncrit undenaken if indicated. 

Data were analysed using the SPSS for Windows Statistical 
Package (Kinnear- .ind Gray. 1994). In presenting che results.. 
continuous variables 3l'e pcesentcd as means with standard deviations 
and ranges. Catcgoric:il v.iriables arc given as numbers (percentage) 
and a..._wciations wen- tested u.~ing the FishCf·s exact or xi tests as 
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Results · 

Of 1h6 2"20 women Wilh early fetal demise, 139 (63.1%) had 
a missed m.iscacriag6 and 81 (36.8%) had an anaembryoaic 
pregnancy. A compaHson of patient characteristics, presenta­
tion, treatment outc6me, induction-miscarriage interval and 
complications becw~n the two groups is shown in Table I. 
There were no signifjcant differences . 

The mean ::!: SD age of the 220 women was 31.6 ::!: 6.1 
years (range 16-44)] Of the 220 women, 67 (30.4%) were 
primiparous and 153 (69.5%) had one or more previous 
pregnancies. The me~ gestation, by best estimate at the time 
of m.ifepristone admfnistration, was 10.1 ::!: 1.84 weeks of 
amenorrhoea (range 6-13). At presentation to the EPAU. 84 
(38.2%) had vaginal lbleeding. five (2.3%) hai:l pain and 53 
(24.1%) had bo<h p~in and bleeding. Seventy-seven "(35%) 
women were asymptomatic and the diagnosis was made at the 
routine first visit scans. 

Of the 220 women~44 complained of heavy bleeding within 
48 h of mifepristone administration alone and in 40 complete 
miscarriage was cortfirmed on ultrasound scan. Four had 
emergency curettage !for heavy bleeding. The treatment out­
come is summarized in Figure I. Among the 176 women who 
went on 10 receive mi1oprostol, complete miscarriage occurred 
in 145 (without the o,'ecd for surgical intervention). Thus, the 
overall success rate~ 185/220 (84.1%). The indications for 
surgical intervention are shown in Table U. Eight w.omcn had 
em~ency curettage 

1
for bleeding, four before and four after 

misoprostol administlation. A total of seven women ~had a 
blood loss >500 inl but none required a blood transfusion.· 

Of the 142 women'. who were symptomatic at presentation 
(pain/bleeding) the medi.cal regime failed in 30 (21.1 %) who 
required surgical eva6.ia1ion of the uterus. while five (6.4%) 
women of the 78 wh6 were asymptomatic (diagnosis of non­
viable pregnancy on; roUline ultrasound) required surgical 
intervention-a statistically significant difference (P = 0.007). 
Of the J 85 patients to had a successful outcome, complete 
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F"agun: I. Outcome of medical ireatment in 220 consecutive women 
with early_ fetal demise. E indicates women who had emergency 

• curettage. 

Table U. lndicalions and lime itucn-al for surgkal intervention 

Indications 

Emc1gcney cureuage for bleeding 
lncompleic miscarriage 
No products passod 
Patient choice 
.Mol:ar pregnancy 
Total 

Misop~ol to surgical i~tc:rv.;,ti<,n intel"\--.t 
Before mi.soprostol 
Up 10J ~-s 
4-14 days 

.,_ ;,,15 days 

To<.al number(%) 

8 (22.Sl 
14 (40.0) 
6 (17.1) 
6 (17. 1) 
I (2.81 

3$ (1$.Q) 

4 
22 
s 
0 

uterine evacuation was conficmed clinically in 130 (70.3%) 
and ultrasonically in •St (27.6%). 

The median number of misoprostol doses required was three 
(800 + 400 + 400 µg). Of the 54 women who did not 
miscany following overnight stay (three doses of misoprostol), 
28 (51.9%) opted for .surgical evacuation. The medical 
regimen was repeated in the remaining 26 patienL<;. of whom 
23 (88.5%) had a complete miscarriage. Of the 176 _women 
who received the full mifepristone/misoprostol regimen, the 
induction-miscarriage interval could be accurately determined 
in 148 (84%) and of these. 74 (50.0%) misca.tried within 6 h 
of receiving first_ dose of misoprostol. The median induction­
miscarriage interval was 8.04.h (range among 1hosc observed: 

· Of. first .de)j_C of mi$pf0$(o(:: :- · .--
• ♦ ~ • " • • • • , .. • • H i • _; ' • ':-"' # 

. -. - 1 • . 1 . . : .. •#~-· ·-
O.S~:-50.54 ); The me<!ian (range) induction'4niscaniage °inter• 
vahva.c; 8.16 h (2.0-S9.54) and 8.0 h (0.58- 30.92) inprimigra­
vid and mulcigravid p~tients respectively. The two groups were 
compared by Kaplan-('ieier survival analysis and no significan1 
difference was found ~tween the two groups (Log Rank test) 
The cumulative frequ~ncy of induction-miscarriage inten:al h 
shown in Figure 2. ' 

Data on analgesic 95e were recorded in 219 women in the 
study. Of these. 78 (35.6%) required no analgesia (including 
40 women who miscarried following mifepristone alone). 
101(46. 1%) require~ oral analgesia ,only, two receivCG 
d iclofenac suppositories and 38 (17.4%) required parenteral 
opiate analgesia. · 

Founeen (6.3%) women who had had medical treatment for 
miscarriage required kadmission. Of these. four ( 1.8%) hac 

I 

pr~sumcd pelvic infection. five (22%) -required surgical 
curettage for prolong~d bleeding. four ( 1.8%) had problem~ 
unrelated to the misb.niage and one (0.5%) had a mola1 
pregnancy. One hundted (45.5%) women were given follow­
up appointments in ~ospital. of which 82 (82%) a1tended. 
Sixty-three (28.6%) women declined an appointment and the 
remaining 57 (25.9~'.J were followed up in the communit)­
(referring doctor or n{idwife). 

Discussion 
1 

To our knowledge. tits scudy of 220 wo"1en repre:;enL') the 
largest reponed series of• the medical regimen °foe early 
pregnancy demise. Although incomple1e miscarriage may be 
managed with misoprostol alone (Henshaw er al •• 1993: Chung 
et al.. 1997), in lhe !presence of an intact sac and closed 
cervil( (early fetal.deq1ise). priming with the antiprogesteronc 
mifepristone makes t!ie · regimen more effective (El-Refoey 
et al .• 1992: Hinshaw\ 1997). The overall success rate of our 
regimen was 84.1 %,j but the true efficacy-by excluding 
women who had surgical evacuation by choice-was 86.4%. 

Nielsen et al. re~ncd a success rate of 52% using a 
' combination of 400 I mg of mifcpristone and 400 µg of 
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'7. ~~:- ·~, . :~~:~~-:. 
'"';'·,· 

Study Regimen · Efficacy (%1 

Pa.odian <'I al .• 2001• · 
Dcmclfouli.< ,., u.l •• 200.l~ 

Mi;:oprw.tol 600 µg. 400 µg. ~ µg-2 bourlv (f>OI 
Misoprostol 400 µg I PV> r 114.8 

82..S 
82.0 Ni<lsc:n Cf.U L 1999~ . Mi(cpristonc :\Q9 ~ I 

Mi!'<lprostOl 400 fl& (f>OI 1 
Ni<lsc,n .-, .,/ .• 1997< Mi(cpri<tonc ~00 mg f 

. . _ .• . • •. ·.· . ·Mi.~ro~ol 400 µg (POI • . l 
S2 

Cn:inin <t al: (99r,·:,,1,, :~,!"""• ... Mi~pco!-.(ol 400 µg (POJ - ~~ ! .. :15,:;:· 
.. · .. · :·..: . . ,::. . -Misoprostol 800 µg 1PV1 _ ., . . ·,· . 88 ..... . 

•. ..:;: ! 

··~ -Hcr.ibut~·:1 :ind 0 -frasenQ~~<•; l•'?,9~ -Misop~1ol 200 µg (PV 1-- . . : · . . ~.~:-.. 8:1-.;\· 
Hug~ <'t uf_ '1996< --: .. :';.~---;.~ : :.~.:~ Mifepristone.200 mg . .-~.. • . f -~ · ··· .89.1 

.~,•-"·'-•- · .... :.:~.:~!'_:-:~/.-:· ),lisopr<>stol~.flg._(>00 µg. :400 µg ·(f>OI . !: .. -:·: . 
. ,,_; Chung er al_ 1997' .,·: ··,.: M~of400·µi;. 400 µg. 400 µg-:9vct 4a h (PO) 70.6 
. . . _Eg2St<f.<'( a/ _ _1995< . • Gcmeprosi I mg.:::.:...·.- . ... I . 7f.,.7 
; -de Jongc cl al.; 199.5' · . : : ·· '· - Mi.<0prostol 400 ·µg ·(f>Ol • • • Q · 
·; ·qi~~gda{--t.99.4• . .. - . . -.,:.:.f .•. , .. • :.G~mcpro,;J l _mg. :: • ·~·-/, _.~.'-·: ,.:=::. j .. ~SA 

. . . -~ •Henshaw ct al .• .199)' ·--·';;;'~·e:•-;·- SulprOSlonc O~'i mg (i.m.1·or Mi""l'rostol 400 µc tPOI '1(, -

~~:;~:~-/~;, .· ·>-=>: ·. ~:~:::~:: -~~ :--· ;· . . :. t~, ·. ;r_ 
. .. · · .• . ,;: , : . .:. ·::- Mi.sopro.~101400 pg.,200.µf:? h apart (POI I ·'.-

... -~.--;~.-,-· 
... , ~~, . . . :~1r.'t~ . 

.. . :·-J;:: :· . .; .;~~ .. _ 

•Jncomplctc m~ge .. •:·. • ··., · ---·· · · · · ·· 
"tnCOff\plcte miscarriage. missed '!'isc-•rriagc and :inemb,y,"'ic pregnancy. 
'Mis.-.:d miscaniage and ancmbryonic pregnancy. 
PO = per oral: PV = per \-agina:·i.rn. = intramuscular. 

misoprostol. both taken orally with 13% of women requiring 
emergency curettage (Nielsen et al .• 1997). In our series. 
emergency surgical intetVcntion wa.~ necessary in ooly 3.6%. 
·Medical treatment may have been less successful in the Nielsen 
study bec·ause of the smaller dose (400 µg) of misoprostol 
administered by the oral route rather than lhe vaginal route. 
Vaginal administration of misoprostol has been shown to be 
more effective in comparison with the oral route in the context 
of medical management of miscarriage and first trimester 
termination of pregnancy (EI-Refaey et al., 1995; ·creinin 
ec al~ .1997). Plasma concentrations and bio-availability of 
misoprostol tend to be greater and prolonged when administered 
vaginally compared with lhe oral route (Zieman ec al., 1997). 
In our study. split analysis show.:d that the medical regimen 
was more effective in women who were asymptomatic at 
ptesencation (93.5%) with a non-viable pregnancy being 
diagnosed on routine i:canning as opposed to women who 
presented with pain and/or bleeding (78.8%). In comparison 
Nielsen er al. only included women who were asympcom:scic 
at presentation and had an efficacy rate of only 52% (Nielsen 
ec al.. I 997). 

In our study we used clinical parameters for defining succes.~ 
of the method. Once ptoduas of conception were pa.-.sed and 
bleeding ceased. we did nO( perform an ulU-dSound scan to 
confirm an empty uterus unless indicated. However studies 
suggesting a lower efficacy with the medical regimen made 
ultra.c;ound scan assessment of all women following treatment 
to confirm an empty uterus (Nielsen ec lll .. 1997). Only five 
of the women in this series required subsequent surgical 
evacua<ion following discharge from hospital for prolonged 
bleeding. Our work confirms no real advantage in scanning 
all women following trcatmenL In addition to increasing 
SU[!ical evacuation rate.<; this would also increase the use of 
resources. 
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j -.: ... 
The natural expulsi~n of produces of conception y,,jth 200 mg 

of mifepristone alone occurred in 18.1% of women. while 
Lelaidier et al. reporied 82% expulsion rates using a dose of 
600 mg of mifeprist~ne alone (Lelaidier er al~ 1993). It has 
been shown that for tenninatioo of ~ly pregnaocy a single 
dose of 200 mg rnifepristone is as effective as 600 mg. when 
used in ·combination; with a prostaglandin analogue (WHO 
Task Force, 1993). l;{owever a higher dose of mifepristorie 
may be required for medical treatment of miscarriage, probably 
due to a change in pf ogesterone receptor sensitivity. and this 
is reflected in the higher success rate (96%) from oar early 
study using 600 mg (~-Rafaey et al~ 1992). This needs to be 
confirmed in the context of future studies. Mifepristone is 
relatively expensive ~d a reasonable success rate ( >80%) 
can be achieved by us~ng a combination of 200 mg mifepristone 
with misoprostol. ¼soprostol is cheap. effective and does 
not require special storage facilities. hence is a promising 
alcemative in the det etoping world. Most published studie~ 
using misopcostol aIJ ne for medical management of delayed 
miscarriage have a ~ccess rate of }J-g3% (de Jonge et al .. 
1995; Her.ibutya !ind O-Prasertsawat. 1997). Should 
mifepristone be unav~lable. regimens using misoprostol alone 
may have a place inj clinical practice. Table lil summarizes 
published data with r~pect to medical regimens and success 
rates. · j 

Demetroulis et al. ~owed that a single dose of misoprostol 
800 µg administered, vaginally was successful in 82.5% of 
women with early pregnancy failure, which included women 
with incomplete miscarriage. missed miscarriage and anem­
bryooic pregnancy (I)emeuoulis et al .• 2001). If women with 
an incomplete misc/unage were exclud.:d the failure rate 
of misoprostol alon~ for medical management of missed 
miscarriage and ane~bcyonic pregnancy would have been 
23.1% in the above ~tudy. This confirms the results from our 
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i:crics and previous i;tudies that pnming with lhc anti- Cnuni;. T.KII .• Chcun.t!. Lr .. t...u. w.c. .,, ul <199-11 S(l(l(ll:lfl«,u.~ :,t..,"i<"' 
:, nlCC.li,-:af :,l'(Ko.tdlllo m~n;i~cn1. Amt. M.7- J. Oh.,1.-1. G.,·,1a,-<,il .. 3--1 

progc..,;tcrooc mifcpristonc makes the regimen more effective .u 2-i36_ 

(EI-Refaey et al .• 1992: Hinl,haw. 1997). Dcmctroulis "'' al. .Chung. T .• L:uni;. P •• Cheung. L.P. ct " l.-( 1'197·> A·n1<.-dicaf ~6:..:h " 
·• - - ··· ·• ·· (2001) also :i.hovied that 825% of women who underwent lhe nunagcmcnt' o<·:,'l'?",allC(IUs atx>nion a~ng miSO(lro,:tof. "'•'" 01,1,.,, 

medic.ii regimen for early pregnancy failure were satisfied a ,.,mit. S<·'-""'·· 76l 248-!SI : . • 
with lreatment <:om. pared wiih 58% of th(>SC who underwent. . · Crci~in. M.O •• M~yerl . R • .1Rd Guid~. 'R. "9971 Mi~p~tol '"' medic• 

c:--:icu;i1i,1n uf c.uly rn:i;11:1n~ faifu«. O1>.<t<'t. G.m«(I/ .• 89. 76ll- 772. 
surgical lrcatmcnt. ck Jooge: E. T.M_ Mu.in. i".D~ M;inc:fcld1. E . .-r <1/. ( 19951 R.m!omised elinka 

Medical tennination of pregnancy up .. to 9 weeks. using a · · tti:.I ufo1<.-.Jic:-.d c•:.ci.a<icon anJ ,urgkil cutc•~.r.~inromptc« mi,:carrfat< 
combination of mifepristonc: nnd misoprostol. had an efficacy of Br. M .:d..J .• JU. 66- · • · -

97.5% (El-Refaey et it/ .• 1_994 ): More· r~~tidy the feasibility of Ocmctw .. 1i, . C- S.ui~<•i;:.n. E .. Kunde. D. "' " '· c20011 A f)<c)>;p_x1iv, 
•· -· ·· , rJfldon1i7.<d ,:onl(OI t\i~I ~mp;u-inJ! mcdic:.al 31\d s~ical ir.:atm,,m for ,:arh • 

_ ·111eai9tl aboni~~ _has. bee~, shown..ac ge.~(.jtjons ~1,.wcen 9 and prcgn:mcy f:icluce,-Hiim.fI<rmd.. 16. J65'..::w ~.. .,_ . ·-:~ .. · • 
- . .. •. ··-· ·13 ~."•eek$ lo have .. ~n ·~ffigicy, o( 95% .(A$hok e{- ,,1 ... J998J: ~:.an«_ c _ Lcdec~ilg.'-~• J_ .. Kurt. C.·c-t ul. c t?9SfGcn:iipm_st (0( fir.,:f~rinto;tc 

. :· :,:_.- - • - .. . ~. - . . However_lJ)~dicaJ.' man.agement of early n~n-viable pregnancy , ·c mi<>:«1-:ah<•rtion, llrfh. C\'!1«-<11 . . 01>.<t<l.\-256. 29-:tl. 

• :~" .: : -~ ... f- -~:..!;:. ·0 • · , _ • has a much. lower. effic-Jcy. '" probably auri_btitable . lo low El-Rcf31:,. ·!i· ?'i,d-1:ci/lP!J~;A_. ~)9_'741 ~f:!n•<i,l.:,;,'."!:•pf_~~n·i<!'I br~:.:..·~ 
;·~ .. : :· . ' · ·.- ·.:: '.:;_ -.:· nro·gesteroheconcentr.tlions following fetal demise The lower . . . <c'(lfflhmau(lQ of. m,(cp.n.,,~ :,!'i<J··m,S!•P"?.;'1!!1:i!~t!linislcn:J·hy·ih.:-".•gin,: -. · · 
· ·· ·"l::•-. . • •:· ->.~•.- .-:z.s,~• ,,-: - . :,r : · · · · • ' «Klt.: C'"11raap1i<1t1 ◄'I : 111- 11-'" · · ·-· ·• • ·.• · ·· · 
·· •· ·. · '-- ·---:,.- -. · . .failure-r.i.te of the· medical regime in asymptomatic- women ~ · El R ,. ·. H H. ~- ·; K. H ·_L __ • • R · ~ 
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. . • . . . . . . , ~ • _ ... c:,;ic:)i. - tn.:-1w~ • . ... : <R:.n.i,,,... . <I a ~-< ~7-l P"'"'c:1.l .man.J.gc.n1c:n 
. -.-: . ·: : .• , ~ ' . .:.:.:- ; .. <.ompared wtth sy_rnp<oma11c may a lso ix: explamed_ by the ; of 111,,-.scd :ibo11i,,n :iilcJ.;in.:mh<)'tinic )l(cgliinsj, Br. M,,,t. J.: 305.: 1"99.~-. 

. . ,. . . . . . :·>·.same• hypothesis,. ~e ·~i~~ cff eCJ.S of.~_misoprostof have not :· -:cEfsRcfzj,, H~ R_:ija~.J?.-i:.~bdalfa. M. <I ul: ( f~:'il htductfo~ ~,;b<i~~ 
.. ..... ·been -a.<;SeSSed in lhis study. However .i(ir well· known in .the· with mifcpristooc 1~U~61 "-~-~ <W':11 oc ~"~i!l'll mi«~oL.!{. .£,,gf. J. •· .. -.:..-"' 

_ .. ·: :':cofltext_of. mediC'.a1· aboftion tiiat lhe coriltnonesc:~ide effects.. Meil .. 332· 98J- 9&7.t: · ;,;•• -~- ~·· · · ... .. 

. ·~. · .. · .. ~-.>· .. _:_.-.··. "e.xpen.·enc. ed by women ·are gastro-intesti~;, {Ef: R~faev el {tl.o , . F:i,cll. R .. G .. Slooingto~ (?.J~ Ridgc .. ·:iy. R.A. ,,, <tl .. (l9&2,1;;.lnc;:;;.,pk~c on, 
- J incvit:able .abof!ion: \11c:i1menc. by suc.-iioo cur~uge in 1he cmccgcoc: 

• ·-· 1995). · <lqxutmcnt. Autt. E,'!f-'X·-,\f <'J..:-11. 652-658. • . • • . . 
Patient acteptaoility ha~ been shown .IQ. be similar between . Hcist~rt>c,-s. L, H.:bjOf\1, S~ An_dcrS<n. L.F. ~, al. I 19861 Scqu:at:ac of inducc-

sw-gical and medical . evacuation for . incomplete miscarriage Cir.<! ,rim=,:r :,horli,,,,. A Pl'"'!>CC1ivc ~udy a.'l.scssing lh~ role of po~l:ibom 
('<!Mt: inflamm:ito1y :dise~<e 311d p«,phylactic :in1ibi,,iic,.. Am. J. Ol>s1,1 and early fetal demise (RCOG. 2000). Acceptability tends to 0 ..,,...,,1 •• 155• 77_110_ 

decrea-.e with increasing rymptoms and gestation. The uptake Hc..;minki. E., 1m1 T(c:umcn1 "' mi"":mi~<= s-...m.-111 J)<'..ctii:.: :ind r.iti(ln;ik 
of the medical regimen for early fetal demise at our EPAU Oh<u,. c . .-n..,•,J .• 17'?. )<J7-:ws. 
was 45%. It may be possible to introduce m~ical management Hcn""'1w. R.C .. C<><>p..'f: K. f.l-Rcfacv. H. ,,, ul. 09931 Medial managc:mc,, 
without admission to the EPAU. particularly at early g¢Stations. "' mi.=iotc:: """ si,i,kul u,crinc·c:v:icu:itioo ofinc{lfl1plc<< :ind in<viu.bl, 

!<pOOl.tn<:ClUS .th<><tion) Br. M«I. J .• JOS. IIIJ+-8'1!( 
Out of 54 who did not mb,carry following ·overnight stay. 26 Hcr.abutya. Y. :ind 0-Pr.t.<cn""""'t· P. 119971 ~fc"',prostol in Che man;igcm.:fl 
women (48.1%) opted for repeat regimen; 23 (88.5%) were of mi,;.scd :ioonion. lirL J. Gw1m,/. Olm,, .. ~ - 26.l-266. 
succes.,;ful. This empha<.ises the \.-alue of offering' repeal medic-JI Hin."1:lw. H.l<.S. t 1997l M«li~ =gecncnt of mi.,,:aafagc. In GN<liink:i, 
treatment if the standard regimen fails. J.G. :and o· Brien. P.')'<-S, tcd,1 Pniblm,s in <ar(_r rr<1:na11c:,.·: O</,·wu·<'$ ;, 

Eighteen women did not auend hospital follow-up and· Jia.,,,,,,;,, tut<l lflanu.~<'"<'"l RCOG Press. lmdon. PP· :?84-29S. 
Hughes, J_ Ry:in. t-d Hinsha"'·· K. ,,, al. t 19961 The cost< of ueuin: 

28.6% of women declined an appointment. The Grampian mi=m:,gc: a compJui.«>n of m.:dic;it and wrgical awt:ig.:mco<. Br. J 

Region i:; unusual in tcnn.~ of its catchment population. and Oh.<1<1. C\71<1m1I •• 103. 1211-1:?'.! 1. · 
there is only one main hoi.-pilal wilhin :i r.tdius of 50 mile:,;. Jun:ovk. o:. Ro,-<.. J.A.!2nd Nicobidcs. l<.H. ccm1 J:.xt,cctaAt m:i=scmen 
While acknowledging that an unknown number of women of mi:--.ed mi,am~. Br. J. Ot,sw. G.mac,:ol .. IOS. 670-(,71. 
may have consulted lheir General Practitioner with symptoms Ki!IIIC3f. P.R. and Gr .. y. ~.D. < l99-tJ SPSS/or Wi,rdwsnwdc si111pl ... U"--rcnc, 

Erlb:wm Associa1ci.. !iMc. €.i.<t Eiiscx. llK. 
and minor complication_~. it can be assumed thal any women 1..c12 iditt. c_ Baion-Sai1<-Mlcux. c .. Fcm:uida, H. ct al. <1993 J M ifcpri.,1oa< 
with a significant complicalion would have been referred to <RU -486) induce,; cmhcyn cxrulsion in fir.-1 t.rim.:,;1cr non-dc,-.:lopin1 
hospital for further treatment. pregn:mdc:,;: a pro;pe~-iivc r.tndomizcd tri:il. HUnt. Rtpmd... 8. 492-495. 

In conclusion. medical treatment wilh 200 mg of o ral Nids,:n. S- H:dtlin. M-IPl:ia-Otris<=n. U. <19971 Unsucce~sful u-c:l(mcn 
• r • • b. · ·th 800 400 d 400 f <Jf mis.<cd :ibortioo r,id1 a combination of an .mlipcogcstcrOIIC and , nu,epnstone m com mauon w1 • an µg o rr<1:<t.1sl:mdin E , ""-''N-uc. 8 ,._ 1. 0 ,._,,.,,. c_,.,,4 «,,,t .• 104• t094-t096. 

vaginal misopro:i.tol given sequentially a1 3 h intervals is Nielsen. s_ Hahlin. 1-1! :and Plai:c-Chrisien.<:cn. J. om, tundom~ ttfa 

an effective and safe alternative to :i.urgic:al and expectant com!)3ring cxp«.uni ... ;dt ~,cal m:uugemc111 for lim ttimesi•• 
management of early fetal demise. Therefore extending the misam3&c. Br. J. 05st<'L G,=mrl. 106. 804-807. 
availability of medical managemenl of early fetal demise at Pandi:sn. Z.. Ash<.>k. P. ~ T~plc<on A. <:?OOt I The <=tmen< of incompki, 
EPAU would reduce the need for surgery and associated mi«-~"SC wilh mi+,s<~t. Br. J. Ol>.<1<1. Gy,,aut1I ..• 10, . 21~ 21~-

RCOG Study Group (19971 Rccummcndatioos from !he 3.1rd -RCOG !({!Jd~ 
complications. Finally. medical management. increases group. In Grud7.inW , J.G . .ind O"Brien. P.MS . <eds> Pmbl<nu ;,. <arl_, 
women ·s choice of methods. ' Pf't'K'uu«:'·: ad,1U1<·es in-Jia,.:nn.(U Md "'"""~'~ment. RCOG ~ , London. 
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"-.-1\~sibility of administ~,;ing mifeptistone as a once a 1nonth 
-contrac~ptive pill 

~- ~: -, 
- .• • " t;;. .... • . : . . 

Dha-ran·i K ~f.l:;lpangama, Audrey Brown, Anna F.Glasicr _and David T.Ba.i.rd1 
· .... -:-= . - . • ·, . . •.. .. . . • . . . ···--·.· ,...-.,:~ . . . • • -I .. ~-·· ·--· .. :·· . .. , .. ·->·.,."' .: .. .. ..., 

~ / ·./·'._:·.contraceptive De_v~~pmen_t Network, De_r,_anment otReprodu~ive·_and Devclop~ent ~~ienres, -The.(/niversity_~.f Egi~§:~~rj: i.-"~ 
~ · -.... ·: ;,} . . ·~ent!e (or ReproducuJc B,olog·y, 37 Chalmers Street. Edinburgh. Ef:{3 9ET.'•UK · .. · .... l • • · · :.._,>-~- • . .• · -

- • • ..... ...... •. . . .. -- ·. . . ": ·: . . 1~=:..~·<:'i.~·-. _ .. · .. .. - .... . - •. ~- : .. -~ .· 
··."-:·• .. ,: ·:, :.:,; :::. .. ,. :'~';:;"" -'To whom corresponden~ shou!d ~ a~ed at: The (:Jniv~il~~-°..f edin~~~~· -~~~~,..<>:f:teproductj~e-Biology,·Edi~burgh: 

· :. :Scotland,.UK.E-maiJ;,dtbaird@ed.ac.uk~ -·· :~ ::: ·. · . j . · ~ · ·. : .. 
--· , -. . . . ': :_· - . -.. . .. .. . - .. . r-=:. :.·_---·:.·,. ·: --. 
t~:_ '.':c.: ·:Many wom~rt '"~~ ~e~id~ .?fa oncf~~-m~~tb-c?ntca~.P~b',Ji,-:P~ll an attiactiv~ ~ncept:}4if~pristone has ·been sltown '·: : ·-,~ 
f- :, ... . , ...... · ••. ::~---·. __ ·to be -~~~~~ _a -contraceptive i~ ~d~mnistered in the .q~y· ~uteal phase. Wf testetJ.Jqe _co_n~ceptive efficacy 0i __;;,,- ' . ,~ 

-~ mg of mafel?,~on~ 9n day lutem~mg hormone .(LH),: ~ -2 ma group of 3~1':"..<?~en who used a fertility ~onitor · · · ·-· 
to identify the'LJ{ surgC:We also recruited a co-ntrol group,:.cotnprising 20 wofuen who were tryirig·to conceive. [r, 

µtis group, U women con~ved during a total of SO-control-cycles (probabilitJi of pregnancy 0.25-0.32)~ Women ir: 
the treatment group cori.tributed to a total of 178 cycles and "there were two p~egnancies (probability of pregnanc) 
0.01). An LH surge was not detected in 34 cycles (19.1%). In 20 cycles (11.2%) this was due to imperfect use whil< 
l4 were monitor _method failures (7.9%). Treatment with mifepristone in the ~-r\y lute.al phase did not disrupt tht 
cycle length but women reJ?-Orted slight vaginal bleeding in 15% of the cycl~. The combination of a home-ust 
fertility monitor with once-a-month administration of mifepristone (especially if mifepristone is administered at the 

' early luteal phase) is an acceptable contraceptive option with minimal side effects. Unfortunately, it is difficult tc 
envisage how an easier way o( defining the correct timing, which required 1esJ compliance, could be devised. 

' I 
Key words: e-0ntraceptive/home use fertility mooitor/LH surge/Mifepristone/once-a-month pµl 

I 

Introduction 

Hormonal contraception is used by almost 100 milUon women 
world-wide. However. many women are deterred from using 
it because of pe=ived risks to health such as breast cancer 
or side effects such as weight gain. Most of the risks and the 
side effects are the reslllts of prolonged exposure to steroids 
and many women, in a variety of ctiltural settings, find the 
idea of a pill which they need take only once each month., an 
attractive concept (Rlmmer et aL, 1992; Glasier et aL, 1999). 
"' Progesterone is essential for the establishment and mainten­
ance of human pregnancy. The anti-progesterone mifepristone 
i<: a synthetic 19-norsteroid. which acts by blocking the action 
of progesterone at (4e receptor level (Spitz and Bardin, 1993), 
and thus, has multiple potential anti-fertility actions. When 
administered in the early 'luteal phase mifepristone retards 
endometrial development, without disturbing the timing of 
menses (Swaim et al . .' 1988; Berthois et al, 1991; Maentausta 
et aL, 1993). lt also. alters uterine contractility to a pattern 
more usually seen in the late luteal phase (Gemzell-Danielsson 
et aL, 1990). In 1993 Gemzell-Danielsson and colleagues 
conducted a pilot study in which a single dose of 200 mg of 
mifepristone was given in the early luteal ph.ase (2 days 
following the surge of the lutenizing hormone (LH) in urine]. 
Out of 124 cycles in which coitus took place during the fettile 
period, only one pregnancy was observed (Gemzctl-Danielsson 

0 EuroMQn Sackt_v nf Humt1n Rq,rodut:tioo QM Embryology 

I 

a al., 1993)._ There ~as no disruption of the timing of the 
subsequent mens~ bleed, although in 35% of the cycl~ 
slight vaginal bleeding _was repocted 2-3 days after trelltment. 

The main proble~ in developing a once-a-month contra­
ceptive is finding a i means that, both reliably and easily, 
identifies the start orltl!e.LH surge. Gelll7.ell-Danielssoo tried 
to solve this proble~ by using the LH sticks for home urine 
testing (Ovu-quick; Organon). In their study 12 out of 169 
cycles were deemed! to be anovulatocy. However, it is not 
possible to detecmin~ if the LH surge truly was absent, or if 
the method failed toi detect a surge. The woman may have 
read the test result wrongly or even failed to perfocm a test 
on the appropriate diy. 

Unipath (Bedford, i UK;) have developed· a _technology that 
can be used in thel home to monitor changes i.ri urinary 
hormones. 1bis system comprises disposable test sticks and a 
hand held monitor, ~ch together are used to detect changes 
in the levels of ~trono-3-glucuronide (B3G), a urinary 
metabolite of oestradiol~ and LH. to indicate the potentially 
fertile days leading VP to ovulation. The time from the first 
significant rise of Uf in the urine to ovulation is reported to 
be around 24-48 h (P>llins. 1996). The monitor thus should 
provide a convenient method of id'entifying the early luteal 
phase. Summary dat..i for up to six consecutive cycles can be 
stored in the monitor ,memocy and these data can be retrieved. 
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I 
LH surs.e. Embedded wftware within the monitor eollccts a d 
d f h I ! "d ·r d d" . n analyse.~ ~ta rom cac eye c •~ 1 en~, y an 1:s~l~ feflility st:itus 10 the 
us«. and store$ d:ita forl ~vcral rrionth:s. · . · 

. .. . Mif~~tonc (Labora(orics fuclgyn. ~ari:s. France) wa.~ ,takcii· 2 
d:iys. after the d:iy of thy first d:iy of .peak fertility (U! sur ) Wi 1 

Materials and m ethods each CY_cle, s~bjects follpwed the same protocol. and were ~:;iew~ 

~is wa.~ a single centre study in healthy female volunl~. · by the mvcs11ga1or monthly, on day LH + 2. Just before takin the 
: approved· by.!!'<= 0>thi:in Research Eµiics Commiuec. All subjects . : ~ 200 mg tablet o( rnifcr.riston<:, a VCO?U:S 6food · sample was ,;ken, 
g~~ written info~ consent to particip:t!ion. Fifty-two ~iually ·: .-~nd ~tcr assayed for p~og~teronc. At the beginning of the study, if 

. . _active women, w1th ·· rcgular (25-32 day) mcnstru_al cycles we're·•·. :,-the LH s~e wa.~ not 1den1~cd by day 2l_of the cycle. the sub"ect 
_ . , . ,,.: , .. ::,:.: .. > _ recruited from a lacg~··Family Planning Oinic in Edinburgh: If the · was instructed-to c~ntin1e testing. but mifcnrfatonc.:was not give~ in 

We investigated the contraceptive efficacy of 200 mg of 
mifcpristone on day LH + 2 in a group of women who used 

... lhis monitor lo identify the LH surge. 

.•. ·; -'"• . , .. ..; ; . , . .. ,, .~omen: had a signilicantJtJ~ical condition or i~ they or'thcir pann~ · . _ that cycle .. The s~bJ~ ')'a!i also advised .to .use barrier contraception .. . •. , . . 
· ~~ ,;_ .. ... ·.;_, \ f:-: . : :~~d-a htstO()'·of feni_lity problems, they-wcre .e~clu<led·from the study. - fr~m day 21 ~nlll the -~nset of the ~ext ':"enses: 1f~cr-lh·e second .. ::-__ 

... . ~ . . :., , :;- ;;;.,., .. ,.-._ :·•· . . .- . • --- pregnancy (v.:h•~h occu~ed due to_ a fallur~ m d~~!lg'an LH. surg~f • -: ·. _ . 
.. .., •. ... -;~•<i:(.~".::,l.:~~n( g,:oup._ . :-:::·; ·-~: - . - ·we changed thts pracuc,e. We calculated (he-esti~t~::-oa'§""of Ui .-.-.-~ .;;, .. , .. 

. . ' '· . . 'f!iiity.d~o women were recruited to·the Ueatment group. None-had• _~urge for each ~nth based on information from the'"previous, fY~~-
.. ~ taking hormonal preparations within the 2 months prior to the : 'If the women dtd noc d<?tecc an LH surge either within 3 days after. " • · 

,. 'as:_.,. · ~ ot_~e-~udy ~d ~-ha4 ~~:at-least two spontall~s ~~al .. , :!fie ant.~~at~ day on,,~,.surge o,_r .~Y. day l9., ~).l%)d.s,ampl~ was 
~- ::~" . pcnods suice stopRmg h_<irmonal .c-ontraception. All w9!1\Cn underwent _.___Jaken.[~r fllpt<Lscrum . progesterone assay: · [f·~ ·pc.nesterone level 
. '\ :::. ·· - ~ecning ~ the time of recruitrnynJ ·inclucimg a: routine physiciFand · ~ was >5n~1?1/1 and if the ~oman was at risl( of pregnancy. mifepci~one 

gynaecological examination. A venous blood sampl~ .. was taken for was ·adnurustercd. . : ·· - : 
.. , .... ,.., , . , . , . ft.ill.blood count.:·~~;.; biochemistry and liver function. ·The study . All su~eds and coiiu;ols kept a menstrual record~<i recordi;g 

•· · ·· :·· ·· . -~ --~-, ~-:-c- staltcd on day i of the, rnenstrual period following screening, and ~II vaginal bleeding ex~enced•during the· study·.ahd the days on 
_ . . lasted for up to seven consecutive menstrual cycles in-.which subjectS . ·_which they had_ ~ual ."\t~ursc. SubjectS also marltco-the· first day 

took: 200 mg mifepristone once per month. of the peak ferttlity as 1d~n(tfied by the monitor and the day of taking 

O,nirol group 

· Toe control group consisted of 20 healthy women with regulal­
~ cycles. who w«e trying to become pregnant (for less than 
6 months prior to the enrolment in to the study) and hence, were not 
using contraception. They wae provided with a monitor, which Ibey 
used accoo:ling to the manufacttuer's instructions. Women wece 
advised that their chance of conception would be highet" if they were 
lO have =ual int=urse during the fertile peciod. identified by the 
•mooitor. The controls took part in the study until pregnancy occurred 
or for a maximum of six cycles if they did not conceive. 

All subjects and controls were provided with a h9me use honnoae 
moaitoring system (Unipalh. Bedford, UK). The system comprises a 
band-held monitor and disposable dual-assay urine test sticks, and is 
used to simultaneously detect Ui and E3G levels in early morning 
urine. The monitor·optically measures the intensity of the lines that 
form on the test sticks aftec sampling, and the system wi11 delineate 
throe levels of feru1ity (Low, High .and Peak Fertility) according to 
the optical signal changes detected. Low fertility will be displayed 
from "day I of the cycle, until the hormone levels · rise above the 
baseline levels. A change from low to high fertility is triggcced by 
de(ection of elevated E3G levels, to coocentrations typically 
between 20 and JO ng/ml. The change from high to peak fertility is 
triggered by the detection of an LH surge. typically with a conccntra• 
tion > 3-0 IU/L 

Peak fertt1ity is displayed on the day of the LH s~ and on the 
following day. Subsequently high fertility is displayed for 1 day prior 
to a return to low (Cflility. At the Sta({ of each menses, the subjects 
p(C$Se(f the 'm' button on their monitor to initiate that cycle of use, 
at a time suitable for testing the first urine of the day. For the rest of 
the month. the subjects were required to consult the monitor.display 
each morning (3 h either side of the time when 'm' button was set) 
to d.ctamine whethct they needed to perfoon a test that day. Beyond 
this 6 h time window the monitor would not a<:ccpt a tcsL The system 
cc,qucsts one tC$! every" day for up to a total o( 10 oc 20 tests, 
dcpendiag on the length of the woman ·s cycle. and the timing of her 
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- the study medication. 1 • • 

· · [f rnea.stcuation was ovf<d~e by ~re than one week the investigator 
perfoaned a pregnancy ~L Provided this was negative. the subject 
continued in lhe study 311d the next cycle was deemed to start with 
the onset of menses. Since the effect of mifepristone taken in vecy 
early pregnancy is unhfwn. and ~togenie effects cotild not be 
ruled out, women who would not coilsider tc.rnunating any pregnancy 
were not recruited to the treatment group. 

At the end of the stud}'., the subjects attended for a final visit, when 
a routine physical and '.)'IDl:CCOlogical examination was perfocmed. 
Full blood eolint, s«i.$ biochemistry and liver function were 
reassessed. J • 

The following definiti~ns were created for the pwpose of the srud.y. 
lmperCect use: was defined as failure to <ktect an LH surge 

through performing the~ incorrectly (e.g. dipping a test stick in 
urine 30 or more min before it being read by the monitor), or failing 
to pecfocm tests as reque1ted by the monitor. · 

· Monitor method f:u1dces: were defined as failure to detect an LH 
surge despite performing'. all test$ as requested. 

ffigh fectile days: days prcxeding the urinary LH surge as indicated 
by the monitor to be ~tially ferule. 

Peak rertile days: The first day of a significant rise in urinacy LH 
detoelod by the monitot, 1and the following day. 

The (fflile _per;iod: of:the cycle was defined as 3 days before until 
2 days aftec the urinuy l:..H surge (LH-3 to LH+2). 

Exposure cyc:k:s: waj: cycles in which women reported having 
sexual inteccourse at least once during the fertile period. · 

• I 

. Slalistic41 an.alysls 
1 

Cycle lengths and scrum progesterone concentrations were compared 
by two-sample I-tests. Cpnfidence limits for efficacy were derived 
from confidence limits for relative risk cakulated by the Greenland 
and Robins method (Greenland and Robins, 1985). 

Resutts j · 
Table I shows the de~ographic characteristics of the women 

who took part in the siudy. 

! 
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Tabk I. Ocmot:nrhic d'11a. 

.Trcatmcn( group 
(n • 32) -• . · 

Cl)!ltrol group 
(n"' 20) 

lltifcpri<t<>nc as • once • "1<>n<' 
•• con<ncq,<ivc 

which occurred in a woman (para I ) who took mifopristone 
on day 14 (LH + 2·) of her first treatment cycle. She ( d 

· • 1 . I . f ope 
for a ·i;urg,ca tcnmnation o pregnancy. which wa-. pc· rfo cd 

8 ( I. rm 
al weeks o gcsta,1on -(confirmcd by ultraso\ln.d -:scanning)". 
In the second woman (para 3). an U:i surge was n·ot identified 

At;e in hu third . study dcie hence she did not receive treatment 
Ruge a-39 26--!!) . with mif.cpristonc. rrt_enscs did not QCCU. r an.d on c;fay_ 37 afitcr 

· f,1can (~ SO) · '30·(~ 5.4) 32.9 (• 4 5) 
· ·· BMI - ... :.. . . .. her last menstrual period an ectopic pregnancy was d iagnosed 

.• :, :: ••. . ·· Range 19-38 21-29 .. ~~d tr~ted surgi~II}. In .~·third woman a.\{ochcmica~ preg-
.- -··· · .,-;__; .... :f:!i c~t ; .. ·•:•• ~~:~ri31 • • 2r:s~~ 2•?> ·- · .nanc_r wa,s diagno~ . (s~~-13HCG only cis.ing .to .34 IU/1). ..: 

• •·· ··•~-:::NO!l-smol;a; (%) . • , 2l .(65.6) . 16'®) . __ wh.~~h was_ spootan~us_ly 3!1d..~omr.l~tely aborted by_'day 34 0 (. -
.~ • Ex-smokers(~>· · . . , ··-~·4:(12-SJ_t~.:.: .,:.,,,, •. . ,l'(ISJ·· ·. ·· · · .tfie ihird study .. cycJe~-1-ft~•t,aking mifepriston-e on day 14 (LH · .,; · ·, 
·+: ·• .·!·.~ P~X.ous prqnand<~f · _· :-- . ~: •· -:.:.::.~:.~,~ ~·. ~ .. ~ ' ·.• . . • + · 2). This woman~~ntinued in the study and completed six 

I+.(%) ,.t9 (~941)-;f- ;}:.·~-.;':-- 1.il__rO)'.~ -:;:. -· .treatmetlt'cycles. 0 ,:f.. · ·. . .. : ··· : · · . ··· ,, .,.,.,; 
.,_ . . . Ne.vet been pregnant(%) · -·13 .(40.6)~ · 6 (30) · · . , 
· •· E~ abort.ion (9.) ·· is (46.9>·. · · .• ··.S(25>- · ·.~ : . .:__ ~e•inean fccquen7y ·of sexual intercou~was 1-.S-e~isodes· · .,,_, 

. ·M=.ic,;llCo-habi\i_n·g (%) . 28 (81~>"-- • · 20.(IOOJ ·:. · .: ·:::. pet·w.eekl~ 167 tteaFent cycles in which sexual actj.vity. was · ·,: .,: 
·· .: . • .. · -.<.-: - ye-, .,., .• . ~il)gtc,(widi a j;:g'!l~.boy fi:i~~ .<%).,~ <~~),~-_ . . O.(O> •.. . _" :r¥"or~~::~H we ass~me ~ . probability of.<j)regrian:cy,in the · , . . , 

·:·:: -'· .... -.•.;;_ ·. _ :~_[,.: .. :,~~ .. : ·;'!:-:; : ... . , .:-:.•. ,.... . .. - : :· . :.ir~~~(groed ~~j~be,. sfmiflar; _t~. ~e c·?f~6l ~gf~u~ :J9.25:.0:32), . " 
_ • :--.'.i::'::- . . . . . t.h.C. e~ n~ f o clir.ucal pregnancies. d~!)_g .the 178 
' · ··· -•·· · ·· ., •·'."· ·The women in treatment g~() ~~Cl?~;J~.~tly younger (mean :~~ q cJes. (in which 14-0:_were exposure cycles) studied slrould be 

.age 30 years) th.an those.in .. the.coµ~lu.6.\IP•.(mean age 32.9 .J~etween 35-,48.3. lq~ obsec:ved number was: two:- Therefore 
• , · . ....... •• • • ' ••• • .. ~ I • · - • - • • 

years). Otherwise thece were no differen~ betw~ s_ubjects .. ,the efficacy of the m~od is_ 943% (95% confidence interval 
and controls. ,· 75.4-98.7) - 95.9% (95% CI 82.5- 99.0). · · 

The probability of pregnancy in ~e C()1!trol group 

Twenty women were recruited to the control group and three 
withdrew before completing the study. Two· withdrew from 
the study as they found using the system 'too stressful' and 
ode withdrew because she no longer wished co plan a pregnancy. 
Data were collected from 50 control cycles during which 12 
pregnancies occurred. Ave~e frequency of intercourse was 
1.7 episodes per week in the 39 control cycles in wbicb. the 
women kept a m::ord of their sexual activity. In 37 cycles 
women had intetcourse at least once during the fectile period 
(FP). In two cycles intercourse did not occur d uring the FP. 
while in 11 cycles the exposure status was unknown. as women 
failed to keep a record of sexual activity. Eight pregnancies 
occurred in the first exposure cycle. 

If we assume that all 11 ~ from which inf~nnation . 
on sexual activity was lacking were exposure cycles, the 
probability of pregnancy was 0.25. However if those cycles 
were all non-exposure cycles. the probability of conception 
would be 0.32. Therefore among the control group the overall 
probability of pregnancy if sexual intercourse took place at 
lease once during the fertile period lies between 0.25--0.32. 

Omiraceptive efficacy 4/ the metlwd 

Thirty-two volunteers were treated with a single dose of 
200 mg of mifepristone administered in the luteal phase 
of the cycle as their sole method of contraception between 
one and seven cycles. They contributed a total of 178 cycles, 
and in 167 cycles mifepristone was administered. Eight women 
withdrew from the study before completion: two women 
moved out o f the area. three ended their relationship, two 
conceived during the study and one losl confidence in the 
method. 

Two clinical pregnancies occurred in the 178 cycles 
studied. The first pregnancy was a true treatment failure, 

When calcula~ng fhe. e~~cacy of the method, we ex.eluded 
the 29 cycles dunng whic;ti women were not exposed to a risk 
of pregnancy, and th~ three cycles in which mifepristone was 
taken in the follicular phase. 

t . .• 

Contraupti.ve efficd,cy of luteal phase a.dmi.nistratu,n of 
mlfepristone I 

. In 145 cycles in w~ch mifepristone w_as taken in the early 
h1teal phase (within ~ days of the urinary U{ surge) 117 were 
exposure cycles (fable m. Exposure status was unknown in 
eight cycles and inJ 20 cycles women were not at risk of 
pregnancy. In the 1 P exposure cycles, there was only one 
clinical pregnancy. ~ 

In 19 (l0.7%) cyfles, no LH surge was declared by the 
monitor but mifepristone was given as coitus had taken 
place during the fertife period of the cycle (calculated accordino 
to the usual cycle I length and usual day of LH surge). 
Occurrence of ovulation was confirmed by serum progesterone 
of >5 nmoVI in all 19 cycles and treatment was administeced 
prior to day 2 1 of the cycle in each case {between day 13-21 
of the cycle, mean ~6.9 (SD :!: 2. 1) days]. There were no 
pregnancies in thesejcycles. 

if the pr?bability lof pregnancy in all exposure cycles in 
the study is 0.25--031- (the same as that of the con~l group), 
between 34-4o clin;cat pregnancies would .be expected in 
the 136 ovulatocy cy,clcs in which mifepristone was teken in 
the luteal phase. The· observed number was one. Hence, the 
contraceptive efficacy of luteal phase mifepristone is• between 
97.1% (95% CI 78.00-99.6) - 97.8% (95% CI 83.9-99.7). 

l . 
Performance of the '1wme use hormone m4nitor 

In 140 treatment J ctcs an LH surge was identified by the 
monitor. which cqJtcs to 90.9% LH surge detection when 

·f 
calculated for perf ~ use cycles; and 80.5% when imperfect 
use cycles ace also jncluded in the total In 127 cycles this 
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Table U. Trca<mcn( cycle details. 

cycle.< 
Ex~urc 
cyck.< 

.. Unkn<>J. 
' cxpo.;,·i4. _ 

MifcpriSIORC adminis1<:<cd 167 136 8 23 
In {ollicul:u- phase 3 0 0 3 -
In lu(u( ~<e 164 136 • · : g •· 20 
Early lu1ca( pha.<e I ◄5 117 8 20 
un- 2 · · ,... i~;:.'. 121 100 1 . . 20 

... , Ufrf· .. l · · :·. ·· ·11 16 ..,. I · ··· . .' I - o ~,··:· 
... :•·--· . .. . ..---:--. . U{;+, o· ·.,, . ., .... · •1 I ···:··~:-0..:,..:::,. <f" •.;;--·• · , :... .. 

• : -.·,.=.1ri.1irt~l.nh••-·(unknown 'U! •stifus)= .- 19 .. 19 - . 0 .• I .. · · ·o · . , .. -~-- · 
• .............. - · :~ ·~. .. ,. • ' .• . , ... '"f. • :~ .. - ·~- , .'::;_'!.._7'.i,· .. / .-- . ':'. ··,~----··· .. ,_?:;r·1tJf°'t0nc not given ·:-_ . .. • , ·;~ . . ., 14r ,., .. ·. :-'~\~·;1ft }r ·· ;r:·: .... -~~: :. . .... . ~':;., 

. - ' - ... .... ~ . -·- •' .. ~ ...:.. . .- . . . . ·- - . :: .. 
. ...... ·-- · . · :· .. :•~-- .... , • o • · · ..... .. H O • • .. •,---••· • .'. "~ • ;.;:;,,.. ~-~::: ... :;,:':":"'• : , • • - --~•- ·~ :. 

• • : • · ,-

0 

./·· ~ , ; : : : • • ,,~:.=· ·-:·-c~· .• ... :i::~~~/~·'!:tfJt!';g~~a~~i~~ o( ~egoancy ~ ;, li.·' . :j . ··.:•'• ·, :~:;.7. · .. -;~)/~:: ·.· •· ·-: .. ·.·,•;;. 

-: · ~ · -~~>::•:t:~-..i~~:-~~~ ·_ . :.;~~~ -~-,- , --~-;; .. ,::•· . .. -... :-· .. -~-:-- ;::·-LJ.. . , ~--. .. . ·;?_ .. \·. :~--.. . -. 
. __ ... ·.~,: -i: -~ :c<>!!?CP.J::<1. -~J _a ~~.?~~~t-~_~e ip~-~~~.-~fgest:rone of~ . induced ~leeding w~flcompared to the·iliean. ~,;l~e _fg(:!!:i¢ ?-" :>:· 

.,,. .,.. .,. . --:-, >5..:.-Jtmot/l 1n the early luteal phase.--Tius •!1.formatton was- cycles without bleeding (21.72 (SD :t 9.04) tutloVl vCisUS ... - . 
. -~ ·>--"-no{ available from· nin~ cycles (blood··sam.pl~'..°tost -or not-'_· l3.33 (SD ::t 6-+3)_,rtmql/l). ··.. ·- ~--~ ~~--: 

·· .. =,- coll~ed). In the __ remaining four cycles ·serum·,_prQgesterone . Two women spontl!nb>usly reported improve~ent of their . 
· ... was 'between 2-5 nnioU]. l pr 2 days f~llowing ·the urinary pre-menstrual symptom.{ during cycles in which mifepristone 

LH surge as de1eeted by the monitor. This may have been due was administct"ed, while one reported worsening. In one woman 
to an early detection of the first significant rise in urinary hepatic alanine aminotrimsferase (ALT) was elevated at 103 
Uf. None of these five cycles were prolonged after taking run (normal range 10-j4o _IU/1) at the end of the study but 
inif epristoae, hence it is unlikely that they were anovulatory. returned to normal wit!qn 2 'months. One woman complained 

There was a total of 38 (21.3%) cycles in which an LH of diarrhoea 12 h post UJffepristone in one cycle, three reported 
surge was not detected. Among .them, one (0.6%) was ~ menslrual cramping witµin 72 h of taking mifepristane; two 
aitovulatocy cycle, defined by serum progesterone not rising women reported a reduction in menstruai blood loss. 
above 5 nmol/1 in th~ mid-lateal phase. In three (1.7%) other l 
cycles we administered mifepristone on day 19, before the . 
monitor had identified an LH surge. Serum levels of progester- Discussion 
one (taken on the day of-administering mifepristone) coafumed A single dose of 20Q mg of mifepristone administered 
th.at in these cycles mifepristone ~ administered in the on<;e a month is an eff~ve contraceptive method with an 
follicular phase. All three cycles were prolonged (43-52 days). ove«lll efficacy of 95~ increasing to 97% if administered 

In the remaining 34 cycles an LH surge probably occurred at the correct time (~- tho early luteal phase). Thus our 
(as suggested by a rise in serum progesterone of >5 nmol/1) results are in agrcement[with the findings of a previous study 
but was not identified by the monitor. Founeen were missed due (Gem.zell-Danielsson et al, 1993). 
to monitor method failure (7 .9%) and 20 were a consequence of One criticism of pr~vious work in this field has been 
impecf ect use of the system ( 11.2% ). the lack of a suitable ~ntrol group for the subjects studied. 

Cycle length 
M'tfepristone when given in early luteal phase did not signi­
ficantly affect the cycle length (P = 035). The mean of 
the usual cycle length was 28.3 days (SD :!: 1.3) and during 
the treatment cycles it was 28.0 days (SD :!: l.9). 

Side effects 

Women kept a record of vaginal bleeding in 139 out of the 
tot.al 144 cycles where ·mifepristone was taken oil LH + 2. 
Mifepristone induced vaginal bleeding within 72 h in 21 cycles 
(15%). In a further 19 cycles, our volunteers took mifepristone 
in the luteal phase but the LH status was not known. In 17 of 
those cycles (>89%), mifepristone induced a vaginal bleed. 

Serum progesterone values in blood samples taken just 
prior to mjfepristone administration were available for 136 
cycles. The mean serum progesterone value was significantly 
(P < 0 .0001) higher in those cycles where mifepristone 

l148 

Unlike the Gemzell-Danielssoo. study, we were able to compare 
the results with a coutemporaneous control group using the . 
same methodology in th6 same cultural setting. In lhis control 
group, if sexual intecco'urse took place on a fertile day the 
probability of a pregn.lncy was 0~.32 The calculated 
probability of pregnancy in a cohort of couples monitored 
during a study of natanil family planning (WHO, 1983) was 
0.486 if intercourse too~ place 3 days.prior to and a day after 
the peak day of mucus- disch.3cge. The difference i.(l the 
probability of pregnancy between our study and a variety of 
other published series (Table lli) may be explained by the fact 
that we have extended dur .definition of the fectile period to 6 
days (3 days prior to th9 urinary LH surge until 2 days after'). 
Other authors (Wilcox et al., 1995) have calculated that the 
likelihood of conceiving d uring an ovulatory cycle to be 0.37 
(95% confidence interval 0.31-0.48) if daily sexual intereourse 
took place during a 6 dy fectile period (four days before and 
a day after ovulation). The lower froqueocy of intercourse in 
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Table I((. l'rob3!>ili<y o( clinical p<csnoncy. 

No. o( No. o( r,ooobili<y of 
cx~urc p<cgnaflCic., p«g~ncy 

UI surt:<! no( idcntiftcd by lhe O\ORi(or 

a) wi(hin 3 <IJrso(lhe c><pcc1cd do.yo(lhe surge 

. I °' - -
b~ by cby I 9 of the cydc 

cycles 

34 0.26 
-~ 

129 
a<riskofJl('C~".)' Wik.ox ~, al.. 199.5 no< a< rislt. of pregnancy · 

12 0.25--0.32 
2 0.0( .. 

·0u, C0<1<rol group• · "37-48 · I 
Our Ct'Q(mcn( group" 140-IS·I 

(moni<or + mifcp<iston<:J adminislec mifcp<istdne 
Ou, <ICalmc.n< group" · 136-14 3 _-·· 1 

no mifcpMonc 
. , . ·: ...... .. O.f107 

. 0.008 
(mlfcpnS(one jn tu<cal p11~1 ·· . . .. - :: ·. : 

Gcmzdl~DinTcll!:on et al. 1990' 124 · 
::. .:-:--.:-:-:;:::.; -~ 

( 

JS -. 0.i~ .. . WHO study' . . • ~ . • ,_ -~oms for ihe rest of lj,e cycle' . condoms ~Qr.the rest o( the cycle ;-, .·. Z:. ·,.., .. 
---------- ------------~:.-:~~ .. ~~--- ·- . J . . . ·: =~~·~: ... ~ 
"The lcngm'if.•~ 'fcjlif~·.pcriod d~linc;if ~ :4 dai .. ·: ,:· ...F.igure. l . Algori<hm for 

1
administeri~g mifepristone when the LH ·.· .•• :i::;:.;.;·; 

·trn.c lcng<h·oftft'f fcrti_lcj~iod'd_~findf as 6·days: ,.. ·, surge is no.t identjfied · · · · ·. ;_ 

. . . . 
our group· (untimed intercourse averaging .-J .. 7 pe{·W:eck.) may 

. ·: also eiplafii .. _the· lower probabtlity of pregrt~cy:: ';- · 
The· limiting factor in th.is oace-a~inonui, · aeP:roach ,·to·: 

.. administerini . ~qti-progesterone .is the .ac.curatC detection of 
the LH-sucgh. 'Clearly, th~· failure to detect accurately the 
LH sufge·-fiai• a: 6ig impaci on the overall effectiveness of 
the method. Using laboratoiy assay of LH in blood or urine 
to identify ovulation is neither practical nor convenient for 
long term use · in the general population. The monitor 

· provided us with an opportunity to overcome these problems. 
Gemzell-Danielsson et al. (1993) reported 49% accuracy using 
home LH detection sticks (Gemzell-Danielsson et al., 1993). 
Although the monitor performed better (over 80.5% accuracy), 
both of these methods remain below the required standard. 
We studied 32 women over a total of 178 cycles. Imperfect 
use of the system accounted for failure to identify an LH surge 
in 11.8% cycles while 7.9% were due to monitor method 
failure. Compliance difficulties are associated with all contra­
ceptives and non-compliance in -12% of cycles is probably 
no worse than with any other mediod which demands action 
from the user, for example, compliance rates reported from· 
oral contraceptive pill users range from 3.4-100% (Wheb~e 
et al., 1981; Molloy et al., 1985; Hamilton and Hoogland. 
1989). Although our study population consisted of women 
who were motivated and committed and some of them already 
had ex~ence in using natural family planning methods, they 
foun,d the short, inflexible testing window set on day l of the 
cycle to be particularly demanding. 1'bis is inconsistent with 
couples using the monicor in order to get pregnant (Bonnar 
et al, 1999). The prevalence of imperfect use is likely to rise 
in the genecal population compared with that typical of a 
research study. 

During the course of the study we developed an algorithm 
(Figure 1) for the adminis<ration of mifepristone if an LH 
sucgc was not identified, In 19 exposure cycles (out of 28 
cycles in which an LH suige was not identified) mifepristone 
was administered using this algorithm and there were no 
pregnancies. Given that the methods available to be used in 
~ life to time the administration o f mifepristone cannot be 
100% accurate. such an alg-0cithm will be essential to deal 
with a missed LH surge. 

In o ur study, mis-timed administration of mifepcistone 

. ··...: .. . 
... _.:. I 

:- I 
led to pr~~table>:ef(ects. )Yhen administered during· the · -c•:· v· .. 

proii'fer:i~ve -. p~:~~f the_ , menstrual cycle, mifeptistone . . : -:~t·.: . 
inlu"bited follicu_lai:-,•~e~elo_piµent, and delayed the mid cycle ./~'. 

. LH--s~<:, leading to : a cf~la.y, in ovulation and subseque11(_ ,,;· .--::.:: 
. _ prolongat1on of .the :menstrual cycle (Liu et al, .t.987:; ~:,,,~:. ·.:,. 
·· Luukkainen et al, .1?88; Sy.,$} el al., l988). Ovulation · ·· _ .. 

may occur later in· tjtat cycle, leaving women at risk of. 
conception. In our .. study, when administered in the late 
follicular phase (in error)_ in .three cycles, mifepristoae pro- . 
long~ the cycle leagth1(43-S2 days). The women were advised 
to use condoms for lhe remainder of that cycle and none of 
the three cycles resulted in pregnancy. 

· Administration of m.ifepristone in the mid or lat.e Iuteal 
phase induces a bleed :within a few days of treatment, which 
may or may not be followed by a second bleed at the time of 
expected menstruation! (S!ioupe et al, 1987; ,;Swabn et al, 
1988). In our study. ! in 17 out of the 19 cycles where 
mifepristone was taken after ovulation (the LH status. 
unavailable and probably later than on LH + 2), inter­
menstrual vaginal blee4ing occurred (89.5%). Moreover, there 
was an increased risk of bleeding seen in those women who 

I 
may_ have taken mifepristone slightly later in the LH + 2 
window. The mean serum progesterone concentration was 
significantly higher in !those women who had bleeding after 
taking mifepristone wi~ IB + 2, when compared with those 
who did noL The high(\r serum progesterone value in some on 
LH + 2. could be dud to a delayed identification of the first 
significant rise in uririacy LH. or because of a more rapid 
increase in serum prog~erone due to early ovulation. Never­
theless. in our group of women, in all cycles where mifepristone 
induced a vaginal blecif, a second bleed occurred at the time 
of th~ expected mens+. Therefore, while the bleeding may 
have been inconvcnieµt. it did not jeopardise efficacy or 
continued use of the 01-ethod. There was less inter-mensttual 
bleeding (15% of the: cycles) reported in our study when 
mifepristone was takch within LH + 2. less than half of 
that reported by G~ll~Danielsson et al. (32%) (Gemzell-

' Danielsson ~, al., l994). This is possibly due to the fact that 
the majority of women in our study received mifepristone at 
the correct time. In thtjr study, in 51 % of the cycles. mifepri­
stone was taken betwoen 3 and 5 days aftec the LH surge. 

In conclusion. the ~se of the combination of home use 
! 
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h d . . . of Gcm1.cll-O,1nicls.<-O<l. K .• slahn. M.-L .• Sval;a.ndcr. r. and Byi;dem:in M 
ferti_lity monitor with once-a-mon( a rnm1s(ra(ion ( l993) Eo.rly lutal ptu.<e l<eatmcnt with mifepristone (RU 4R6) for f~ilit · 

mifepristone (c.<;pccially if mifepristone is administered a( the rcgulotioo. /lum. Rcpmd . .\8. 870-873. Y 

__ early lutc_al_(!ha.-;c) is a11 attractive eon(raccptive option with Gla.sicr. A.F_-Smith. K.8_ Cheng. L "'ul. (19991-An intcma1io<u.1 ~udy-~n -····-_-

- · ·minimal side effects. However, (o be an effective contrac_cp(ivc the aocepubility of a onal-a-moolh pill. Hurn. Rcpmd .• 14. 3018-3022. 
- -- Greenland. S. and Rooin.s,j J.M. (1985) E.stimotion of a common effect 

mcthod, the women have (o be committed to u.<;ing a device,· - po.ram<:tcr from sparse follow-up data. Biorn<!trics. 41. 55~. 

which iden(i{ic.<; the LH surge, in order· tha( the pill C:<!_n _be-- Homilton. CJ.C.M. and Hoogfand, HJ. (1989) Longitudinal u11c-...<0n<>graphic 

·ta1cen at the_ correct time in the cycle. Whilst this regimen may study of the ovo.rfan suppn:.<.<ive activity of a low dose tripha.sic or.I 

be ded contracqxive during co,tcct and i11CO<Tcct pill- intake. A_rrt. J. Obstet. _ 0 ,., ••. 

be.acceptable to motivated women, it may _regar as too Gynccol .• 161. 1159-1162:- · __ _ 

:. complicated-for others to adopt oq a routine basis. There w.as Liu. J.H. Gaczo~ G .• Morri.s."S. ~t al. (1987) Di.sruption of fol!icufac maiuration 

· hi:, evidc-nce of such.non-compliance in .this study, with I I .2%-of .and <klay of ovulation aflcc administqtion of the antiprogs<i~ile RU 486 .. 

-;-:-; . - ..,_. ·· sed · · f · ~rf: t s of ·1. Clin. EndocrinoL M<!tab:. 65; 11357 11'10. - . _ _ •. ,. ~ ___ _ .. ______ _ 

- '.1:-l:{ surg~ ':':.'~g mis as ~ ~n~uencc O Im:-•~_. u e_ ___ _ Luukl:aincn. T_ He_ikinheim~~ 0 .. Haukkamaa. M .• al)d~Lahtccnmaiki. P. (1988) 

the momtor. Unfortunately, tl IS difficult to envisage ~?-~ ~~, ;;,a·.- ,Inhibition of folliculo~is and ovulation by the_ antiprogcstcronc RU 

easier way of defining the correct ~}ming, which obligated-less\'. , ~~;t,,,:r;L s,,,,j_t~ 49. 961-963. - _ _ · --· _ _ _ -

compliance, could be devised. · M3cntausta. 0 .. sv:uandcr._:P_ ~mz~ll-OanceUsson: K: d'al. (199_3) The 

· - - · effects of an. anuprogcstt,n •. nufcpnstone and anucstrogcn tamoxcfcn on 

cndomettial 17(hhydroxy'fct:oid.dchyf1:n.:igcnasc and proges\in and estrogen ,,. 1,. 0,_ 

'""" rcc,:ptors during the lf!leal .P~ of the menstrual- cycle: :An __ .:_!".,'-_·_: __ ,_· . 
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... Efficacy or" mifepristone followed on the same ~ay by mis~p_rostol 
for early termination of pregna:ncy: repor_t of ~ randOII>:ised trial 

• •• . I 

Mitchell I>'. Creinin *, jm L. S€hwartz, Hete·n C. Pyma~, Wendy Fink 
• I • -~·. 

Objective To examine the clin.ical efficacy of mifepristone·600 _mg followed on !!l~ sam~ d_aY. or two days l:ir~r by· 
mis<>()fOstol 400µ.g or.tlly in·.womcn undergoing medical_!ermi!!atioii of prego:i~~y ·w.~~~ pregqandes have a 
gesta_tfonal age up ·w 49-~ays_: . . 1, .,..,1 

.. Design Prospective. rand<n1'i~?,J~a1<: -·· · · 1 

Setting Clinical research-office:", .' ·,, , · '·· :: .. . ·. :· . . . . ... · . . . \ . . .· . . . 
. Parti_clpants Eighly-si x women. requesting eiective tenninati(1~ ~fa pregnancy which h'a.~ a gestational age of :s; 

• . • - f • 
49 days. . - . --·, I . 

. . Meth~ After ad~inistration of-_mifepri.~tone 6(Xl:!11g. parti~ipaii~~ ~~~~ randomised t} fake i:n isopr?s;;.l_:~ix to ... 
c:ight houl'$ later (Group I> or :;18 !)ours later (Qroup 2) .. ~omen r~\!rned for a follow up evaluauon··:2.4 :: I 
hour); after taking the misoproscot. Participants in (3.rou_p J who·had not aborted re~eived a second do:;c o (-':': :... . 
misopro$'to1 co take 48 .hours ·after the rriifepristone. All women returned approxi!flately two weeks .. after 
receiving ri1ifepristone.-lf termination of pregnancy ha<l-sti.11 not oc~~rred and the. pr~gnancy was none viable. 
the woman returned again in three wc:eks. : · . 

Main outcome measures Race of complet~ abortion 24 hours after administrntion of inisoproJ.tol. 

Results At 24 !l()urs after receiving misoprostol. 21/42 (50<k-. 95% Cl 35%. 65%> wombn in Group I and 40/44 
(9 1 %. 95% C l 82%. 99<"k- J women in Group 2 had complete abortions. By follow up two weeks later after the 
administr.1tion of mifepristooe. 40/42 (95%. 95% Cf 89%. 100%) wome n in Group I ~nd 43/44 (98% .. 95% Cl 
93%. 99%) women in Group ::?. were known to have complete abortions. Naui;ea. v.omiting or d iarrhoea in 
women using the standard regimen (Group 2) occurred jn 68%. 36%. and 20%. respectively. 

Condusio~s After treatmen1 with mifepristone 60() mg. administration of misoprost(ll 4?0 µ.g or.tl ly on che same 
day is not a.,; effective at causing abortion within the first 24 hours compared with the $tandard time interval of 
.ig hoo~ between medications. ' 

INTRODUCTfON 

In Europe and China more than three million women 
have received mifepriscone. an· antiprogestin, in a treal­
ment regimen for medical tennination of pregnancy. 
Complete abortion at gestations up co 49 days occur.; in 
64% to 85'k of women when mifepristone is used alo ne 
in doses of 140mg to 1600mg administered over one to IO 
days'. However, when mifepristone is followed two days 
later by a prostaglandin analogue. the efficacy r.ite for 
complete abortion increases to 87% to 97%:. 

• Misoprostol is an inexpensive, o rally active prosta­
g landin analogue that is used for the prevemion of gastric 
ulcers induced by non-sleroidal anti-inflammatory drugs; 

·Deparr111<:nt uf Obstetric·s. Grnecology mu/ Rq,r<1duc1ive 
Sdem:es, Univer.tity ,,f Piu.rbur,i:li Sdwt1! "J M.-dici11e. 
Magee-Womens Hospiml. Pitt.thurgli. Pem1.,-ylrn11ia. USA 

• C.Orrespoadcn«: Dr M. 0 . Creinin. Unh'=i<y or Pi«,;burib School or 
Mcdiciae. Ocp>ttmcru cl Ob:<te1ri~ Gync<ology and RcproductiYc 
Sdeoccs. ~-Women,- Ho.<pi1al. 300 H:ilkc< Scrtt1. Pi11sburgh. Prnn­
•yh·aai., IS:?t:\-)tl!O. USA. 

t.';, RCOC !OOt IJriritl, l <mnwl ,if lJh.1tt"tri-(·:( wul C ~·n<rf"<''olu~,:,~: 

Ptl: S0~06-5.t~6<00100 11 7-0 

I 

the dose is 200µg four times daily. ( t~ dfects on uterine 
tone arc similar to thos,e of other prostaglandin analo­
gues·'. When misoprostQl 400µg orally is administered 
-18 hour.; after mifepristone 600mg, abortion occurs in 
92% 10 97% of women whose pregnancies have a gesta­
tional age of s 49 daysl Side effects a.re similar to those 
reported with other p~tag)andin analogues. Currently, 
misoprostol is the prostagland in analogue most 
commonly used with mtfepriscone for early abortion. 

The largest clinical bv.aluacion of the mifepristone­
mis-0prostol combinatioh wa~ an American rnulcicentre 
trial involving 17 s ites.I including free-standing clinics. 
Planned Parenthood clinics and uni ve(');ity hospitals'. 
The protocol wa.,; simila~ to that used in common practice 
in France. Woman received mifepristone 600mg orally, 
a nd returned two days ia'.i~ 10 receive misoprostol 400µ g 
orally. Approximate ly 2.5% of participant,; had bleeding 
thac was equivalent to or. heavier than their mcnse:- during 
the interval between thel medication.~; only l I% of those 
women (3% o f the total ~tudy population) had aborted. A 
total o f 2015 women with a gestation of up co 6 3 days 
were included in the final analysis. The complete abortion 
rate up to 49 days· gesc~cion wa.,; 92%; however. the rate 
declined to 83% from 50 to 56 days amenorrhoea and 

I 

, .. • . 
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77% from 57 to 63 day:,; amenorrhoea. The time of expul­
sion was known for 1468 women of whom 84% aborted 
within 24 hours after the ad~inis~ration of misoprosiol~. 

allergy to prostaglandins; 3. haemogl,obin ·less than Ir 
___ gnlld½; 4_. <,;trdi<>v+ul~r disease inclu~i~g angina, valv­
ular disease. arrhy1thm1a. or cardiac failure: 5. knowr. 

Based on.. these. and many other published trials>thc 
standard time to administer the prostaglandin analogue 
after mifepri_stone is 36 to.48.hours. The endometrium of 
a non_-pregriant uteru~ begins~tp thin between 18 and 32 

_ :coagulo~athy __ ~r t.t:~tm_ent -wi~h anticoagulants; 6. preg- -
. nancy with an mtrautenne device in utero: and 7. brea<;t-

-~ . __ t:_eeding. -- ___ j - ___ . ~- __ , . 
Women who enrolled signed an informed consent fom,. 

and agreed to sucti~n ev~cuation of the uterus. should the 
pregnancy~b:.~ viable (defined as the presence.of cardia~ , . 

_ h(?ur after the ,31_di:ninis_tratjonc~of antip_i:ogestin". Studies 
. ··.o~:.-·:.~::-_,_,_~ :· .. _have·demo_n~-iratedth"at_the rnyometrium has more reac~ 

. -.... :. . , tive contractility to low do~ prostaglandin after_ treat­
. -_ 'n1ent·\vith friifepristone '. However, there are no :,;tudie:-

- ···-~ that -tef~ntify the time intervdf at which the increased 
- . : reac_tivi,ty to prostagl~ndin anak>gues occurs in a•-ifregnant 

-._.-,.:.\•· ·-::, __ r.,,~:,"-.- uterus. 
... ·,.T.. It is therefore worthwhile_ io investigate the efficacy of 

. administratioQ -of a low-do~ .prostaglandin analogue -,• 
_. - _. -... _. .-,0.::---~~a;-···- ::_: . .-· , ;s·ooner than 48 hours:a:fter. ttie:administration of mifepris·-

,.,. - ----- · . tone; Regimens with a shorter interval between mifepris-
- -' - --~----~ , . tone and misoprostol. if eff~tive. ~o~if lessen the time 

.necessary for a medical abortion to occur and. poten­
tially. increase acceptability.- In addition. since approxi­
mately 55% of women bleed during the-48 hours betwee_n 
mifepristone and misoprostol with the standard regimen~. 
administrntion of the drugs on the same day would 
decrease such an undesirable side effect. 

This :,;tudy was performed as a preliminary evaluation 
of the efficacy of mifepristone and misoprostol given on 
the same day for medical termination of a pregnancy with 
a gestational age ofup to 49 days. Due to funding restric­
tions. we tested the hypothesis that the standard regimen 
would have resulted in expulsion within 24 hours of 
misoprostol in 90% of women treated with the standard 
regimen (i.e. the 48 hour interval between mifepristone 
and misopro~tol) and 65% in women treated on the :same 
day. If the regimens did appear similarly effective. then a 
larger study would be performed to test equivalence. 

METHODS 

Healthy women at least 18 years of age were enrolled 
in a prospective. randomised trial approved by the Insti­
tutional Review Board of Magee-Womens Hospital of 

- the University of Pittsburgh Health System. Entry criteria 
included: I. a - singleton intr:duterine pregnancy not 
exceeding a gestation age of 49 days as documented by 
vaginal ultrasound: 2. requesting an elective abortion; 3. 
willing to comply .with the ~chedule of visits; 4. willing to 
have a surgical aborti_on if indicated; 5. adequate venous 
acces.<; for multiple phlebotomies; and 6. access to a tele­
phone. 

Exclusion criteria included: I. contraindications to 
mifepristone including chronic systemic corticosteroid 
administration or adrenal disease: 2. contraindication to 
misoprostol including glaucoma. mitral stenosis. sickle 
cell anaemia. poorly controlled seizures. or known 

• ,, . . • I . . .. 
acuv1ty on::~agmal .pltn1s?_und)_ 14 days after initiating thf: .. ;~.- · ..... . 
St!;!d.Y,, V_:i~m~l-_ultni.sound w_as iierformed and gestational-==: _. 
age ~.S!!_lli~_tfg:~si~g t_he f ~Uowing criteria: gestational age · 

- (days) =' mean saf .<:lian:feter (~m) + 30~. or: embryonic 
pole (mm) +, 42~.1i.1ean ~~ diameter ({length+ width + 
depth_]~3) w~ usedf.o estt_mat<;:ge~tational·ag<: only when 
no embryomc-cpole 11s present. E~t1_mated·Ge.s;"tational Age:· 
was·based: on the-l11st menstruaLperiod:'however. if till··· 
ultrJ~und·e~tin:i~t1 diffe~ed by _four;cµys or more froni; 
the gestational age-by the lac;t menstrual period, the ultr.i­
sound estim:.(ce waJ used. ~-: _ . . 

On the day of cohsent. a history and physical examina­
tion.- ba,;etine ha1moglobin. and blood graph were 
performed. At least 24 hours after obtaining consent (a.-. 
required by the Perinsylvania Abortion Control Act). the 
women ingested fUifepristone 600mg in front of a 
member of the res¢arch Sia.ff. if all of the entry criteria 
were met. The day ;of this visit wa_,; considered study day 
one. If th_e woma~j s blood graph was Rh-negative. she 
also received Rh-11mmune globulin 50 µg intramw,cu-
lar!y. , 

The women we~¢ given two tablets of misoprostol 200 
µg to take home. 1 They were randomised to take the 
misoprostol six to/ eight hours (Group I) or 48 hours 
(Group 2) after ta~ing the mifepristone. Randomisation 
was performed usi'ng a random number table to create 

• I f I 00 women 11} ea9h o the two groups: the group wa,<; 
assigned by opening the next sequentially numbered 
sealed opaque enyelope. The rnndomisation sequence 
and prepar-dtion off the envelopes were performed by a 
person unrelated to the study. The researchers and medi­
cal staff were not blinded to group assignment. 

All participant.:; }vere given written instructions with a 
24-hour phone nul/lber for emergencies. The directions 
stated l<> call the ;Research Office if vaginal bleeding 
exceeded two soaked sanitary towels in one hour for 
two consecutive h~mrs. All women received a prescrip­
tion for 20 tablets of codeine phosphate· 30 mg. The 
women were instrilcted to use ibuprofen or acetamino­
phen initially and 'to use the prescribed narcotic only if 

I necessary. ; ~ 

All women ret~med 24 ± I hours after taking the 
misoprostol, at w~ich time they were questioned about 
side effects that occurred during the interval between 
mifepristone and rilisoprostol and after the misoprostol. 
as well as the timt/ of administration of the misoprostol. 
When questioned ibouc severity of bleeding. the women 

,, I 
~, RCOG 2j)0I Br J Ohsut Gy11accal 108. pp. 469-47~ 
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I . 
. _ .. :. we~ inst~cted-that.::bteeding·~ was~efi~ed as flow _cqua~ ..... - tJt~ 48-hour marks:All of/ th~·women ·iµ Group I used the 

to or-heavtcrthan mcnses.~d spottmg wa,; flow bghter· m1soprostol at the.correct umc. __ . - .- .. . · .. · 
·. ·tha;;-~en.<;e.<;. A vaginal ultrasound scan wa,; performed. lf:. ~ -:::.-- AC24 hours after reccfving misop;::o:.tol, 21/42 ·womci~-

:: .:~the.woman·~J_.. in Grou~ I and the gestational sac was .--in Group I (50~. 95%-~I 35%. 65%) arui 40/44 W<Tfiten·".-.. 
___ .. still present. she was given an additional 400 µ.g (two · . in Group.2 (91%.95% q 82%, 99~> had complete abor-

-~ . _tabl<:Lo;).-of misoprostol to ta~~- oralJy 48 hours ·after she~ __ .tions (RR= 0.55 (95<k q'I 0.42. 0.73 )I. By follow up two · · · _ 
·· ... received the rnifepristone. .. - . . . . .. week.,; a(ter the .mifepri*one. 40/42 women in Group I · · · 

· . AH women returne_dJora follow qp_visit·b<:tweeri_days . · -"{.95-%: 95% Cl 89_; 100~,) an~_J3/44women in Gro!,lp 2. ;:;: ... _ 
.. _:.. 14~ . .1:nd--20~, A-history of events :.ince_ tht~P-r:ior visit wa.~ · _ · ·'·'<:9a%. 95~ Cl 93%. I OO~J were known to have comp!~(~· --..:,,.c=. .. . 
_ '_ ~ob_iained~ A _vaginal ullf<!SOUnd scan~was:perform~d-if ihe ~--- .":·a&.,rtions ·(RR :::;:0.97 {95%' CI 0. 90; 1.06] ). One woman:. · :·. : : ~:: · . ':· 

. ~- ::, 'e~aminatiqn .,.at. the :,la.st. vi1:it. had nol dc::monstratfdI~ _: ·'in -Group -1- was l~s_t-to follow up after·shc receivecLthf:='--: <:~ ''\;~~~ ~ : 
_-,~;:.i6senci!:·o~::!~e'.g:~t~tional ~s.JfJIJ.~:::g.C:Station?,~ ~c and"'- ., .!llifepristone; a.,;.her fina1 outcome cq_ul<i not be verified~::~J::';,:~~.::,·-} 

. :_ _cmbryonfo.cardiaG,,aGfryity wf(e pres~{I(. a·surgic~I termi- ·. · her treatment was ~9nsi<1ered lo have.failed. One woman ~"-,,.;· .... -
_·. rtation of pregnancy wa,;-perf?i:rne~_. ,If .!,he-gestational sac . -in Group I was i~c;ught to have aborted after a singl~·dosc , · - _ · 

: · "'c' Wa.<; still:present without- c_ardiac_·,activity. t!t.~ women : · · of misoprostol.bl}t was s&-n on day 51 ~ith an fo~9mplete-- .:.:.' ..... 
reiurneq i:6.cthrec weeks (day'36) at wh1eh timeiler history . abortion requirinisurgidal evacuatio,fof the uteius::Orie'' · -~-,.~..:.: · 
_wa.,;:take~,ilnd anothei::ultra!;Qund:SCatl·p,erform_ec!."lfd{e .. · · ·womari iri'·Gro~'j',-=-2-ha~·a collapsed gestational sac 24 -~ ::"!:-,:<· ·­

. vaginal ul!rJ,"sound scan on day_ ~6 .lS...h.Q~ed :che ge.,;tati<inal . . IJours after receiying m_i;sciprostol. This sac remained at . -t · ~.:.--r .. -. 
- .sac·l? b<:•stilt-pr~sent. i:fi~ woman-~~._ off~red a su~gical _ the two-week_ and fi~e-w;e~k ~ollow up_ visit,;. She .coij!ilit.:.~~::~:::r-

. tem11nat10{1 of pregnancy. [f she declined mterv.entmn at· · · ued to ex:penenc«! mtenmuent bleedmg and reque:.ted · · .. · 
this time-then-she was followed at one or two weekly surgical evacuation. Th~ pathology report for both of 0 • • 

intervals until she either .aborted or requested a surgical the women who -had surgical evacuation of the··uteriis 
abortion. All women were permilted at any time co showed chorionic villi. ! · · 
request a surgical procedure rnther than continuing lo Information on crnmJing and bleeding after the first 
wait for_ex:pulsion. dose of misoprostol is p~esemed in Table 2. Information 

Statistical analysis 

The sample size was e.,;tirnated based on complete 
abortion rates 24 hours .after the misoprostol. of 90% 
with the standard regimen {48-hour interval) and 65% 
with administr&tion of the misoprostol six to eight 
hours after the mifepristone. A sample of 86 women 
was calculated to have an 80% power to detect this differ­
ence using the ;:-statistic ac a two-tailed significance level 
of 0.05 w_ Statistical analyse.,; were perfonned using Fish­
er· s exact test. Wilcoxon non-parametric rnnk tei.·ts, and 
x:! analysis with Yates· correction where appropriate. The 
procedure was considered successful if complete abortion 
occurred without requiring a suction evacuation of the 
uterus. Body surface area wa.,; calculated using a body 
surface area table 11. 

RESULTS 

The chantcteristic.,; of the women are pre.,;ented in 
Table I. One (2.3%) of the women in Group 2 ah9rted 
during the interval between mifepristone and misopros­
tol. She called the office with heavy bleeding beginning 
27 hours after the mifepristone; ultrasound evaluation in 
the office confirmed expulsion of the pregnancy. so she 
wa-. instructed not to use the misoprostol. Of the re.main-

. ing 43 women in Group 2, forty-two (97.6%) used the 
misoprostol 48 hours :!: 0.5 hours after the rnifepristone: 
The other woman used the misoprostol two hours after 

© RCOG 1001 Br l Obstec Gy11a~n•f ~08. pp, 469-473 

on the dur.ttion of vaginal bleeding and spotting was 
available for 37 (88%) ~nd 38 (86%) women in Groups 
I and 2. re.,;pectively. 1jotal v-c1.ginal bleeding lasted 17 
(S09J days and 17 (SDIOJ days. respectively. Only one 
woman had vaginal ble~ding that soaked two sanitary 
towels in_ one hour fof two consecutive hours; this 
occurred m the woman 1who aborted after the mifepris-

1 
Table I. C'h:ir.i<."lc:risii<.-,. of the: '¥<>mc:n. V"luc::- arc: 1,!h'Cn ":' 11 <';f I <If man 

(SO(. i 
Grc,up I Group.:! 
c11=4~, 111=441 -

Age: I )'G:lf>I :!6 (61 :!5171 
'Gr.1>'idi1y 

7 <171 JI <:!51 
:!. 11 (::!61 Ll(JOJ 

3 10(24) 71!61 
4 &(191 ~ c\1 
;:.5 61141 II 1:!51 
Man<SDI J (II 3131. 

Parity 
I 17 1401 18 (41i 
:! l:! 1!91 11 (251 
J 81191 X(l81 
>4 ., 5 !l:!.1 7(16) 
Mao(S01 

' 1 (I( l I I I 
Mari<al ..U(US 

Single .U<791 33 (751 
Married 7 (171 5(111 
Oi•-orcc:d nr separated !(51 6(141 

Prior lc:nnin:stion of pregnancy ::!0(48) .'.!.'.! (501 
Body surface: ara (m :, l.l!0{0.21 Ul0(0.2) 
G.,,.tatiooal ;igc: (d;iy.sl -i-1141 43151 
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. d l I f44(""'a, . G I d. ., . . .. . .. -Tabk 2. Cr.imping ;ia<1 tileccJing aftcr.misoprusiol..Valuc:s.~c .g•.".Cfl.~ .,_ . --· . -an o · "-'J70) women 10- roups· an 2. respective(, 

· man ·<so,. womcii in er;,,,p ·'· =i,·ed :i" =n<J,dose v(.inl~ (P = 0.7); all of these women abort~ successfully. All~-
•oo ·- ' l · r11 ,__. L-<J ~ -·· 'th' 24 hw•- · "' the m,t"'I · I · · · .. .I:'-&"'" r • "' ......... <1n •w n•:"~"'"" -~• m •. - ' · · .. · . the remaining women used-only oral medicaciori · 24 % · · · < 
dose. O•ta for bkclini; and cr .. mping for Group ta,e·nitly for rttc fi<>1 dose _ 1 • . • • an 
<1( mi:<0pro~,il. Women in Group 2 rc:c:,:h'C"d oniy ~··-.in](~--d,;;.;:.;< mi= ··· 28% (P - 0_.9) of !wo?1en •_n Groups I and 2, respecttv,:lf 

. ~ol. ·· used narcouc:; for; pain rehef._ · · · 
. . --- .. .. .... ·,f .. · 

Group I 
(n-= 42\ 

Group 2 
(n =44) 

·on~tofbJceding'<h> .l8(3.0> , .. ~,- •.. 1:"((2.51 DIS~~SSJ?N ;l·. . '·· •''·i~;' _.:, ·· ' 
~'::a';:~;;;!~ :··· i!:! ~!:~: . . · ,~:~ ~:;~1·· ·::- This is· the firs{ publish~d trial' to cvaluate.Jhe us~ ~;j' 
______ _____ __,.....___, ____ -__ -_..,.:_·-.. ~-;:......,.'.';··...,, ,--:··- -_· mife~ristone and 'a prostaglandi'rr analogu~ on the sam~ . 

. . ._ .--:. -. ...:~, ·· , . . '.'.day-for meoical t~iiation of piegnancy. Clearly, after· 
tone ~ithQUt..using rnisoprostol. f:{er bleeding ~subsided· . .. .-~:·treacm~~-with mifepnscone 600 mg,_ the administratjo~·' 
during the chird hour and no intervention other than tele~ Qf misoprosfol <tOO µ.g orally on the same day is not as . 

. p/l<;>ne c?nta~t-".:'a.Hequi~tl. Now.omen· rcq~ir,~ -~~._blood eftettive at~usipgjb-Onion :,Vithi_n th~ firsc- 24 hogJ . . ;·: _. . 
tr:µisfUStQn . .. · - ~ . ···· .·-:- ·· ·-.. _:"". - . compared with tlje s~dan:l: tlme interval of.4·$.· ho~r.; .. . , 

._;;;:·· .. :-Sl"ae.effects are presenced in Table 3.'The incide-na·of between Iftedicatioits:·- .. - ·· ,.:., ·. ___ . 
vomi~ng::bl~ing aaj ~potting in women·wJ-icfrec~ived . ... _Only ·5% of-w!,men had any bleeding within six. t6·· . :·•• 
misoprostol ~n the · same day w~ si~':!.ificat_c_(y · .. 1~s eighc hour after mffepriscone. and that ':"as only spotting: 
compared with• women who received m1soprostol ~8 In the standard cr~tment group. 52% of women experi-
houfS after the mifepristone. Otherwise. there was no enced bleeding d~ring the 48 hours between the drug!; .. . 
difference between the groups in their side effect<;. This rate is consiSf:ent with the 55% rate reponed by Spiq 
Ther.e was no statistical difference in side effects after er al.-~ after 600. mg mifepristone and the 48% rate 
misoprostol between the groups. including after the reported by Schaff et af. 1

~ in 933 women after mifepris-
repeat dose of misoprostol when needed for the women cone 200 mg. Thu~. bleeding during the ~-hour scandard 
in Group J. The overall rate of nausea. vomiting or diar- interval appears t9 occur in approx.i.mately half of the· 
rhoea during the medical abortion process (after-either or women after using mifepristone and usually begins 
both medications) for women using the standard regimen more than eight hJun; after the mifepristone. 
was 68%. 36%. and 20%, respectively. One significant In the French st~dy of Peyron et al.~. mifepristone 600 
complication was a tubo-ovarian abscess occurring nine mg followed in 36 to 4S hours by riiisoprostol 400 µg 
days after the administration of misoprostol and a orally in women ,up to 49 days gestation. resulted in 
successful abortion. The woman responded well to treat- nausea. vomiting ~nd diaq-hoea being reported by 43%. 
meat with seven days of intravenous antibiotics followed 17% and 14%. of!the women. respectively. Ia contrast. 
by seven days more of or.ti antibiotic therapy. the women in our study reported these side effects in 

Analgesia was not required at any time by 8 of 42 (l9%i 68%, 36%, and 2(),%. re.,;pectively: these rates are nearly 
I 

Table 3. Side effects after crc:itment with mifq,nstone ~ mg 2nd nlisoprosto! 400 !-'-g orally f<>r ~y ~rtion. Values= gh'Cll as n l'ifl or RR widl (95~ 
Cl). 

Mifepristone Misoprostol' 
---·--

Group I Group 2 u• Group I RR' Group 2 RR·· 

11=4.! n -=44 I" dose 11 =42 2"'dose n = 18 n =43 

Nau.sea 18 (43) 21 (481 0.90 (0.56. 1.43) 23 (551 3 (17) 2.90 (1.00. 8.41) 111(42) l.lt (0.84. 2.051 
Vomiting 2(51 12(271 0.17 (0.04. 0.73) 5 (12) 2(11) 1;01 (0.23. 5.02) 6(141 0.85 (0.28. 2.58) 
Oiamica 0 I <2> 0.98 (0.93 •. 1.02) 15 (36) 4 (22) l;57 <0.60. 4.0S) 8 ( 191 1.91 (0.9 I. 4.04) 
Crampiag 13 <311 20(45) 0.68 (0.39. 1.19) 39 (93) 16 (89) 1:04 (0.87. 1.26) 35 (81) 1.14 (0.97. t.35) 
Oiuincss 7 (17) 11 (251 0.67 {0.29. 1.56) 12(29) J (17) 1\i1 (0.SS. S.35) a (19> IS4 (0.70. 3.37) 
Spotting 2 (5) 23 (52) ~09 (0.02. OJ6l 

0:90 (0.&2.1.00) 81~ 10 ("24) 18 (41) 0.59 (0.46. 0.761 32 (90) 18 ((00) 43 (l00) 0.90 (0.82. 1.00) 
Headache 6(14) 9(20) 0.70 (0.27. 1.791 5 (12) 3 (17) 0 !7;1 (O.t9. 2.68)· 8 (19) 0.64 (f).23. 1.80) 
Wannth/chills 10 (24) 10 (23) I.OS (0.49. 2.26) 12(29) s (28) I lo3 (0.42. 2.4~) 1300) 0.95 (0.49. 1.83) 

~ One wOOUAia Q:oup .2 abocted after mifepcislonc and did not recei~c misoprostol . Daca was mi~ing f<irone of lhc 19 women in Group I who rccdved a 
second dose of Dtisop(OS(ol. · i 

• Relative risk and 95% confidence inlctVals: I., dose versus 2"' dose. . I 
' Relative risk and 95% confidence intcn,.ili: of I .. dose o( misoprOS(o( in Gcoup I CO!llp3l'cd to Gcoup t' 

I 
: 

c RCOG T' e,, ob,,,,"'""""' ,os. pp. '69-473 
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. ·- ... _ • . - identical-to those rcponed in (he American· study by $.pilZ . ! . 0~~ .O A. M<dk:>I ""'"'"'n in c~rty pres~:-:ncvt€11.'""ti( 11ic"· ··- ·· 
. . . . ~ d ·. · he cvidcn<:e: Oht:t<I c .. ,,.<),, 1997:89:~l-7%.. 

et a/. · (61%. 26%. an 20%. respccuvety). Thus. er( .r • .., 1.;Th ·KJ 8• . • ·do·T· u ·· · •~·-"'- ,.,.. · . . . .• . . f . . ., . .. om1.·u1 ""- ong • 1:iu . _.1~necoa~"'""""ya, .... ,nd11<;1t<'llnr 
French women have a lower .. rate of stde effccL~-- '"?llJ . :ibonioo iii~>' p..:~nancy hy ,ni.<opro,-1<>1 2nd ,nifcpnsi,,...,. Lu,r«•, 

medical termination of pregnancy .or do no< reporn-1de t'l'll:338:f!l:HU<>. •"I •··· ·······, .. . · 
effects when they occur. . · 4. Peyr<I<\ R: Aut>cfly E. T-,""1 V. cc•'- E:ir!r tcmtin.:rtio11 of pn:~nc-y 

Similarly, use of narcotic drugs in the French studie.,; is with mifcpri,:e<,nc <RU i ll<'-1 •nd 111<, trilly :ic:tivc ~landin mi:,o: •· . 
different to that reported in the United States. PeyrQI\ et pc-~col. N E,,g! J M~d 1r'J:l28: ISC~ISl3. . 

~ . • • S. Spt<z IM._ B~dm CW. Bj:nton L. R, i!lbtns A. _Ewy pccgn:,ncy t=n:i: 

.. -. • 

" . a{ • • reported that 8 I% of w~~en ~x~ne~~? c~mpmg .• :··· . cioa with mifern,1<1nc :a~ n,i><'l'f<"'tot:in-ch< Uni1cd.S1:iccs. N &,:I J ,: c •• 
... ;",l .,':,_ ;:, . ' , .. , andonly.t6%requesledany·pamrc;hef. wtucticons1sted of · /.frdl998:.l38:L!41- l 147. ·•· ..,,.,.. _, • 

• q , •• : • • a non-opiate. imai g~ic. In l~e ·Americ:an. tiiafreportcd by . "· l<<'Criiig ~- H•~ly DI. (','<ldin~on.CC'. ~. al. Morpholotti;~lrC<{'<lR><: . . .;_. . .. --,: 

. ." -::?_ .. "'.·:·: ~. .. . · ·::~ .. S'nitz efoi. ~. 29% of womertt-ec'eived a narcoti<a·analgesic. <!< cndomcuium "' rc:•ig\:i:ie(<!ric" ~~oois!.~ JR monkey~ Frrr.i_l s,,.,u .' ._. ,. . · · ... ,.u,.~. ,,.: , :. • ••· .,. , . . ,.~, ·• ·· - •· · (0 ll64S "18(l-"1l\7 I • ;.;· 1"- · 

:· .. -.. ':'·'"--: ";- ,:. ·. • · Women in both of these trials-were required to remain in• · ·· ' : =- ~ · ·: .' · · ~ ~.:. ·_ ;~,, ' ·.·. · ;· · .. . : · ~-.·:~ .·.'=-:=>>" 
: ~-- ··.,c ·, :·· . : ·· • • .:, . _ . . · ._- • · - · • · · · . • • ·· . • . • 7 Nonnan-JE. Th1<1g KJ. f\:urd OT. U1enne,contr.icti111y.:,nJ ind~i~•n·o( .. 
·· ··"-";,,._ .•• _ . •. .. - ·•L···•:;..., •. - the-office for four hours after m1sopros1ot for observauon. • •- • L. • • .,. rt • • h : · 1 •1- ·d· .--, ·: .:: •:;:::-: .· ~ · •· · · · 

~ ~ -: · ._ ,._ .. ~ · :• .. ~ . , · . ·- ... : .. - .l\"l('1(()(\ lfl Col )' prc;.1!0:tn<:y "f tn1:;<,rrn!\ O an m h C'(lrl~<lil(:. LJ.Ul("('f ~ -- · - - _ .. 

.... , 
·:· · -:::::...~·:·.-

.l!l ~rintra.-;t, the women m our study used the m1ropro~1ol at ··· l<J9 t:3:.l8:·cJJ- t'.!.'-<,. I · •. ,:,.._ :. ·· -:-,:·-·· -~ · :-· .•~. · 
l!~~e.:_a:-p_r.i_ctic; .:~~( ha.,; been welt-docun~ented. in . the . l( Ro~"<:J\il; ;IK .. T<'<ju,<nt ,<Uiit>oon~ :we_. C?nc_cp<wl ai;c •nd ~ •• ;~:: .... ·:l .:··. ::.~ 
medical liteniture-·to be s.ife and effective·1·-.,u_ Stilf..~the ... ; ><•und mc-.t<U(ctttcn( , ,tflt!e,.(alio<>al = ':iiki•,.,., .... ..,.nunr lcni1t_.-i!l:i1i'.=- . ·. · 

.. ~t~;. of narcotics .~as approx:imately the same· 3:i;-:- ihat ,·im, (c~ilii~ti◄on rr.:t<1~cic,: 1-<tt'.I St~cit~~'IAA:49:H'.il-WIL ...•. : _,.,.«.·~ .• - ., .. 

ed 
· · · Am · · h · nd b . - · 9. <",◄1ld.<ecm SR.. Wol(i;<,n R. EnJ«,·,e,o:ll:ultr..,,..!<l<"'r.mh,c lt\C.a. • ,...,c<11cm . :-

fcN\(t · in· encnnwomenworem:unu ero serya~, ... - . . · . · ... 1 - , ·.~ ." ... . .. ·. : .:· -~·--
: r-\ ~-• _,..,_. - ' . . . . _ · ·1

- ·("t( e.Jrty C"mN'y,wuc stZC; :,a,. ;,. mc:~r:i,. ~t(.::t.~~:-.tn1= ~-<st:ttu~I :aic.:. J 
uon·. Overall. the use of narcotic analges,cins more-preva- <!Irr"~'"""',.,..,,, 1994:l~:27-Ji... · · ,: ... __ . · .· ._, 
lent in lhe United States compa"red with France. ··. _ to. Brm,111<r WS. Blad: 0. :N, ... m:in TB: Hull~y ·s·s. E.,1ima1int ,-;ample 

ScudiCl- using mifepristone 200 mg followed in· 48 ~ize :ind pov.-.:r. In: H~ll.:y sa. Cu,nmin~,· SR. <:Ji1or,. Do"i.~11ill1: 

hours by mi.,;oprostol 800 µ.g vaginally appeiir ((). re:-ult Cfiuirnl R<'.•rm.-1,. Baltir><l(c: William, & Wilkins. l'lltl;: H'l-150. 

in hie:her nues of complete :ibortion and more rapid 11 · fliSafa Pl. Crca. ... nan v.7- cu,,;,-,,, G,·,.,-r,./,.(k 0 11.-'""-~.•·. Si. Loui.,: 
- , • C.V. Mo,hy Cump:,ny. 19K9. 

expulsion comM,..,1 with oral misoprostot 1- 1". Thus. it 1, ◄--o....,rc• e· · ◄-H k ., .. ,· , ◄- .,_ ,. p ,. BZ. p I""- ... x.,,.. "-"· is,n:;cr ., .,,t.....:i ,u, '-'· .-.an,;, . ,.or.: nr~ •naS. 
is posi;ible thal a regimen with vaginal mi~oprostol may 1.,,.,-.Ju,.,. mi(cprisuonc ~Kling :ind ,-,.iinal mis0rm<1ol for ah.>ttion. 
hold promise for ~me day treatment. Since a same-day Cm11r«,-,p,;,.,, 1999:59:i-6 . 

. regimen i:- desirable from the woman. s point of view and I.'. Schatr EA. S'-"<laliu, LS'. Eisini;cr SH.· Fr:mb P. Vaeinal mi""Prt•,1<>1 

has fewer side effects (especially bleeding). vaginal :sdmini"1c£cd :U home :ur mi(Cf1Ci><<tn< IR.U4!16I for :shortion. J 1-·0111 

Pm,~ 1997:44:'.\5~'.\60.1 misoprostol given on the same day as mifepristone 1-i. Crcinin MD. Vi1tingholtj E. Schatt· E. Klai~k c. Damcy PO. 0:-.111 c. 
de.c:eives investigation. MeJkal .alwni«n wich ;o.-.t mc1h,o<r<:satc :ind vaginal tui""{'r•"'l<'I. 

0 />S(<'I G_,..,,.,.,,, 1997;90,-61 1-<>16. 
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Medical abortion as an alterhati~e t~ -
. - . . I 

vacuurrr:~spiration: first exp(e.ri-en·~es ·· 

"•w··ith th~~~·'abortfqn piH,..·itt i ·-
--~,·:.the N·eth·erlands ·:"~-~:L~-- __ ., .Lo:_.:;;:_:'; '" 

. ... ~ . • t .~ 

l 

J. R,.dcm:akcrs,:.~· Ko~ce:r. A.·c : y.J ~nsen-~iJ Hees• and F. '1:'.'ille_~:-. I . . . . . ··:--:~-:, 
.Ncthcchnd.s lns~:!,JCC ~fSoci:alSexologicaI R65carch (N[SSO). Ucrcehs/.MR'70, f\mstcr.clam; tscil!)CZO qer:iJ-Li:ag,· 
The Netherlands . · •,.: · · 

························~·· .. ·-·······.·· ·· .... ······-·· -_ ............... :····•• ... ........ ····--- ·: :.,. .. · : ~, ··. · .......... ! ........................... : ... : .. ~---·-···················· 
ABSTRAC T Objective To establish to what extent· medical abortion: is desired as :a supplement to 

existing care provision in The Netherlands and to establish ithe (dis):advancages of medical 

:abortion venus surgical vacuum aspia.tion. . I 
Methods The rescacch project began in November 1999 aqd ended in September 2000. In 
two abortion clinics, the clients were asked co answer some questions about their expectations 
(before treatment) and their experiences with the·tteatment (ai the post-t:re2tment check-up). 
At the post-treatment check-up, the clients were also asked tolfill out the Hopkin's Symptom 
Checklist (HSCL) which is an objective measure for the psych~logical and physical well-being 
of the clients during the previous week. · 

Results One hundred and thirty-one clients who chose medical abortion and 131 clients 
who chose surgical vacuum aspiration participated in the study. The &.ilure rate was 3.3% for 
medical :abortion and 1.5% for surgic:al vacuum aspiration·. qfthe medic:al abortion clients, 
80.2% reported they were satisfied with this treaanent and 68.;1% said they would choose the 
same treatment procedure in the future. For vacuum aspiratioil, these figures were 92.9% and 

83.2%; respectively. I 
The most reported :advantage of medic:al abortion was th~ fact that.it was a pill, and no 

surgical procedures were necessary. The most reported disa~vancages of medical abortion 
were the amount of blood loss and insecurity concerning the' time of abortion. 
Conclusions Medical abortion seems co be a good suppledienc co the existing care provi­
sion in The Netherlands :and should be offered in other clinits. 

I 
I( E y w O RD s Medical abortion, Comparative study I 

l 
•·•·- · .. •· .. • •· .. •• .. • ••uoo+O ... . ......... . . .... , •• _, __ ...... . . .. . . .. . ... H ...... . . ..... ........................... ...... ..... .. ~· • • ........ ............ . .... ,,,o♦♦ OHo~♦ 0 ·- ••··· .. - .. . . . ........... .......... .... ,,,oooOU♦♦OO♦♦O O 

INTRODU CTIO N 

Mifepriscone (Mifel,,Yllc®), :ilso known as the ' :abortion 
pill', w:as developed by the French profC$$0r, 
Emil-Etienne Baulieu, :and was introduced onto the 

French market in 11989 by ~1e phamuceutic:al 
company, Roussel Udaf. under the name of RU 486. 
Within the same year, the Medicines Evaluation Board 

I 
Co«apondat<c: Or J. 11.adenukc-n. Nc<herund< l,uci<u<c o(Soci1I Sc,coloi:ic•I Rcsot~h (NISSO). PO Bi,: 9022. JS06 CA U«ech<. 

The Ned,cdmds · j 
MS 1189 

I 

UIS I 
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Medical a/x,nfott as afo:ma(ivc t<1 vao11,m aspiratfott 

· .. ,. I 
I . . . - - · .. -- .. 

in- The Netherl:inds prop<>sed a i"cgiscntion request (apprc;_,_xinmcly 61%) have an abortion within th is time: · 
f?r ·Rtt◄S6 . ..:Sevenl months bter, Rousse.I dccid~d. · -period; others ha~c an· abortion at home· withiri-'.the -· •. 
not tQ continue wid1 ~urther distrib.ution of mifc- - · followjog 24 h. ~tween ~ys IO and 12, the woim.n · 
pristonc, d~c to _pr~~~i:_e from the pro-Ii~~ mov~m.cnc _ __ must ·cc~um to thi: ~~nic or hospital for a follow-up:. t.n 

·' · ,.;:, :.;_ in severil counaies. Re@scraoon proc·eaur~s· in . .:..T.he_. . the situ:itfo~1 ~-her~. an·~~rtion· has nottak~~ pla~·c, 
-·· _. ~-:' - Netherlands were also hllted. In. the·Yfl-?_: follow.ing. - · vacuum ~?imion jis perfom1ed during the_ foit~~~_up . ,: -

~-;~. ~-: ~~- : RU. 486 vt.s ·ev~ntually introduce_d_in a-f":~ countries: visit: · · ·. _ . + . ---··.-. : :;· .i'?'· 
.. .,.;. ·.,,:t G_s~~_Qri~~~ _in 1991 and Sweden in 19921. At the Sorne studies report giving a lower do~gc of maf~. . . , •.. ,. -. :, 

end 0'(199'&;·:i, .r~gu~t for mifepristone ~ proposed pristo.~c:7:.v or giv.i~\~2 seco~d 2dministntion of 400 µg, . 
. , .. to the Europ~n Coi-r-munity,.-,?,nd. since ·me end of misoP.r.ostolS.I0,.(2_· rrhere arc ·also pt.;blieations . which· 

··_ ··: -~·· •.;",_ . · 1999, mifep!i~tone has been avail2ble o·n the Dutch '' ···sugg~:th.2t 2dnii!1istntion.of misoprostol on dav.:2 o't"-
1 . _ , ,.- • market. · ·· ·. · . •-.- . : · ·· ·_. · "."'. day:4'u equally su4cessfu1H, - · · '. · · ·.:.:·-:: · 

Mifopristone is. :in 2ntiprogestin. which .c:m·ciuse The rep<>ri:ed.su~cessful cases using such proccd~r6:: 
• ' · : · ·· sp<>nt2neous abortion within the first weeks- of vary from 95.4% c~ 98.7% in Fnnce-.10.1~. 94.8%. i~ ::_-_:.".- . 

• ' •.•• •· • . I • •• • 
pregnancy. ln France, the use of mifepristone is limited the UK1◄, 77-9'1!'4 in the United States IS and 97.3% 

to the period up to 49 days after the first day of the last in Austria 11• The s\lcce~ of c:ises seems to be depend-
menstrual period (in other words, until 3 weeks late) enc on the pr~ncy duration: the mifeptistonc- - : 
and, in Great Britain and Sweden, up to 63 days misoprostol combiration seems to be most suitable for 
(5 weeks late). Mifepristone acts ~ 2 competitive the termination of. pregn~ncies of a duration of< 49 · 
blocb.de 2gainst progesterone (2 hormone necess.i.ry days of amenorrhcas,rs. 

for sustaining pregnmcy) which, in rum, causes the Dutch physicia~ do not have much expenence 
uterine lining to shed. Simultaneously, mifepristone with medical aboition. The ·organization of Dutch 
heightens the sensitivity of the myometrium, which is abortion services! comp2red to . other western 
nec=ry for the contraction effects of prostagund.in countries, is unique. ln other countries, speciilists i.n 
during prcgmncy. The substance itself does not work hospitals usu:illy 'frry out the termin2tion of preg-
.2S a prosc:iglandin; it is combined with a snull dose of nancies. The procedure is often a.tried out under 
a prost:tglandin2, for example, misoprostol. This is a genenl anesthesia !with a pregnancy duration usually 
synthetic focm of prostaglandin E1 2n:ilog w hich is more than 7 weejcs. It is also not unuswl that the 
stable at room temperature. It can be administered patient stays for ope to several days in the hospital. 
orally (bucolly orsublingually) and vaginally, 2nd has a Treatment in Th~ Netherlands for termination of 
half- life of approximately 90 min. Misoprostol stimu- pregnancy is casili 2ceessible and not unnecessarily 
laces uterine contractions 2nd h:is a softening effect on medialized. Alm9st 90% take place in abortion clinics 
the cem,c. D:ingerous side-effects h.2ve not been where the V?,cuum; aspiration procedure is canicc;I out, 
rep<>rted and the gastrointcsti~I side-effects are rda- usually under loc.1 .2ncschesia u,. After a resting period, 
cively mild3• Therefore, in addition to the bet that it is the woman is ablb to return home. The percentage 
less expensive than other prosagbndins, such as of complicacions ; is extremely low (0.3%)16• The 
gcmepros~ misoprostol is becoming more p<>pular in question to be arJwcred is to what extent is medical 
gynecological. procedures. 2bortion, or trca➔cnt with the abortion pill, a•viable 

The procedure developed in Fnnce, and most used. and desired supplement to the Dutch health-a.re 
is carried out as follows~. On the first day of treat- system and what 2rc the .2dvantagcs and diS.2dv.i;Ug<."S 
ment, the woman is administered 600 mg mifcpristonc of this method o_f prcgr1.211cy temlination in com-
{three t:iblcts of200 mg) in 2n 2bonion clinic or hospi- p.irisorl to the yacuum aspiration method? The 
ta!. On the third day (48 h :after dic first administn- Ncthcrbnds hucitµtc for Social Scxological Rcsc;1rch 
tion), the woman returns to-the clinic or hospiul and is (NISSO). in coll:i~or.ation with two abortion clinics 
administered ◄00 µg misoprostol (in the fonu of pills (Stimczo Den H:a:ig and MR.7O in Amsterdam}. 
or v:iginal supp<>Sitorics). Thereafter, she suys 4--6 h in orricd out rcs~rth looking :u the experiences wid1 
the clinic or hospiul for observation. Most clients medial 2bortiotj from November 1999 until 

t86 
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·r '.:-~·;: ...... = 
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December 2000. Within this anicle; the results from 
this research will be discussed, 

R<1dcmakcrf <l "'· 

group is too small ~o include in further m.tistiol 
. analysis18. , _ 

. The _diu from th~ ·questionnaires were calcub.tcd"' 
with help of an SP~S pro~m. Differences between· .· , 
_che grou~s.werc_.test~d us~ng Pears~~·s)'.}. test.and tlie•i·­
t test for ind;~n'tletjt samples '(si~ifiG:;ncc -level ac .. ' 
1r< 0.05): · · i .• -... 

I ..... •-·• 
~~---~--:The Medial EthicfTesting Committe~":i'pp,re>~edthc 

. research ·protocol: however. as ;i co~~:cnce_.~f 
· __ . the Mcdical-Sckntittc Research with Pe;p-ic ·Act'. ·th~ ·_ .. ; · -· R-E-SULTS 

· review committee put the following restriction into ·· 1 

·--· · pbce .. Women aged~l6-17 years were.only :illowed co :-Cnaractenstia o~~e participants 
~;/_ ·pirticip~cdf they had written pemussiort signed by. · ., - 7 . . ··- . .... . 

. · :."· bod). parents. -,-.,~ Th~'ivw.ge.age of~f p~tiencs·optingforthc a~~.rtiol\ 

. ·:-· ·The research took place from Novem~er ·1999 until .• pi~~ 7:z ... 7 years, an130.4 years for cl}c vacuum aspi:::, .:._. 

December~- Participants were rea;uicecl from the ratton clien~. The Patticipan!:S as a whole were highly .. 

two abortion clinics working in colhbontion with this educated, wi
th 73.9% of the abortion pill clients and 

project. All the clients who met the research criteria 7~·3_% of the vacu4m aspiration clients having a 
and ·who qualified for the medical abortion treaonenc mmunum of 211 incdmediate-level secondacy school 
were included (fables 1 and 2). These clients were diploma. The high le❖el of education can be explained 
then asked to choose between the medical and vacuum by a selection bias in! the clinics and the face that the 
asJ;>iration treatment (with or without intravenous majority of women with lower levels of education 

sedition). Beforehand, they received neuttal informa- (urunigrants) c:mnotl speak Dutch fluently. Fluent 
tion about the different methods. The women who ~utch was included 1 part of the criteria co participate 

ch95e to participate in this project were asked prior to 10 che research (fabl1 1). 

the treatment and at the follow-up visit to answer 
several qu®ons. For example, participants were asked 
what their expectations were of the chosen method 
before and after creaoncnc. The Hopkin's Symptom 

• Checklist (HSCL) was also bsed during the follow-up 
visit. This questionruire was used as an objective 
mcasutcment device for the psychological and physical 
well-being of the clients duri.ng the previous week. 
The HSCL uses three scales. The 6.rst scale measures 

., the complaints concerning the psychoneurological 
state, · the second scale measures physical health and 
the third scale measures psychological and° physical 

health". 
The recruitment .of partletpants was difficult. 

Approximately one-half of ill Dutch abortion clients 
should, when looking at d1e pregnancy duration ( < 49 
diys of amenorrhea) qualify for a medical abortion: 
approximately 10 000 wow:n per year. Ultimacdy, 
283 respondents from die two participating clinics 
were recruited. One hundred and thirty-one women 
chose medical treatment, 131 women chose vacuum 
aspiration with local anesthetic and 21 women chose 
vacuum aspiration widl intravenous sedition. This last 

Failure rate . 

During tr~tmenc wil the abortion pill, eight women 
(6.1%) discontinued ·treatment. Of the 123 women 
who completed treatment with the abortion pill, four 

received ad~tional Jva~um aspiration during the 
follow-up vistt. Th~ failure race of treatment with 
the abortion pill wid\in this projea;was 3.3%. Reasons 
for vacuum aspiratior during the follow-up visit were 

I 
Table 1 Inclusion criteria fOf the research 

Singular pregnancy S: 19 days of amenocrhea .• diagnosed 
t hrough an echograin 

Fluent Dutch ! 
Good health : . 
AWBZ qualified 
Aged 16 years or olde~ 

Prepared to follow visiting schedule 

Prepared to sign "infoirned consent' 

For clients of 16 or 17, years. permission from parents or 

legal guardian required 
! 

AWBL national heal~ insurance for special medical costs 

i 
j 

187 
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positive pcegnancy tesu and continued blood loss (this 
can be the result of an incomplete abortion). Of the 
131 women who-completed treatment _with v2cuum 

aspir.ition, two n;.quired trc:itme~t with an additional 

v2cuum aspiration (1.5%). 

Motivation for chosen treatment and 
• ""'I • - • • •• 

·experiences -of ad;;fitages. and di~advan!agcs 

Radcmakcrs cl al. 

I -
. 4 doctor would not physically handle them. ·The face 

· due uking a \series of pills docs not involve surgery 
. seemed to be. the most frequently mentioned advan­

, ugc followin~· tr;;tmen~ (fable 3). Och~r significant 

advant;iges rps:nti~ncd . following "this. treatment 
mechod were i a greater feeling of concroi .(t ·= -2.42, 

p = 0.02). bcirg_ fully aware of wh_at was happc!l.i.~g . . 
(t = - 2.95, P·t 0.01):wd it is a moie -~atur.il expen-:-:::.-­

ence (t = -2:4;7, P.=:.< 0.0~), Also, for. ~_ome, it w:is't 
.• · ·- i . . . • ... • . 

·" . . .. _" Mosc<-0f th_(·dicnts: agreed that the most import.me ·· comforting i\ie:i th~p~e abq,ni<;>n could cake place·ac 

:.·::·:·:. • ,. .· , c · ,. • adv:in~ge · ~f medical a?ortion W 2S that no surgic:al , .•. home (t = -3~76·, p;~<-~:~l)i-_The ; ll)9s~ jmpo_rtmt .: 

·-·~.:.~~< ., ~•~---:,.:.'::-:·1., : ~ f~ ·: proc~dure ,.;_,2S re.quired. This w~. mentioned by _; . dis.adv~ntage ~f ·mcd(cil ~bort:ion, -~~-i::iorred. pri<:>r . 

.. _'··.: . : .·:: _'._.:-: ~ . .- .. almost three-qu:mers of the- women who ~ose the · _co tr~cment, y2S that ifiere w25 a great~~ cha.nee-,,.of. .,,_. 

· .. ::-;- ·:. :: _ ·.: .. : .:.. . .. , ·· ab.onion pill_- Furth~, four. out oft~n wome~ ·con- f.ailur~ after trettme11~:- ~most one- half qf.~e_ ~omen 
· sidcred it to be 2 more natural n-r~dfod ahd=apptoxi~ consiclered this to -~ ::,.•a dis.advantage,· · One.:.tfiifd•• --

- . . .• . . . . . · - :.;· ... c·• · matdf o.ne-third co0:Sid;recflt to:~.a~·ad,:_ai:itage that . _ considered ic ~ o be ·.a· Jl~dvancage that they were. 
· · · ·• required to come to' the clinic several -times. Qne-

Table·2 Exclusion.criteria quarter of the"\dients mentioned the unreliability .of 

Adrenal gland disease or use of corticosteroids 
With respect to misoprostol: severe bronchial asthma, 

glaucoma, mi1ral stenosis. sickle ceD anemia. 
hyper1ension. prostaglandin allergy 

HistOfV of severe liver, lung or kidney disease 
Cardiovascular disease 
Coagulation disorder, use of anticoagulation medicine 
Intrauterine device insertion 
Insulin-dependent diabetic 
Unwilling to stop breastfeeding for 1 week 

Suspicion of pelvic inflammatory disease 
Extrauterine gravidity or threatened abortion 
35 years or older + smokes more than 20 cigarettes per 

day + risk factors 
Unwiiling or unable to give up the following medications: 

salicylic acid, anticoagulants. indomethacin, 
prostaglandin inhibitors (naproxen. etc.). uterotonica. 
antipsychotics (haldol trilafon) 

the time-frame in which the abortion would take 
place and the &ct: that there could be more blood loss 

{Table 4). Blo~ loss was mentioned signific:intly more 

after treatment! (t = 332, p = 0.001). The amount of 
blood loss is, th'erefore, dis.appointing when compared 

to what was in'icially expected. The fact that medical' 

treatment had al greater failure rate than vaqium asp in­
ti on was actu\illy mentioned less after treatment 

I • 

(t = 2.65, p = 0.01}. This initial perceived df.sadvant-

age was mcntio'.ned less after a successful treatment.· 

Women wh9 chose va.cuum aspiration mentioned, 

both prior and following treatment, that the short 
procedure time and the f.act that a direct result 

I 
w2S obuined were the most important advantages 

(Table 5). Pain ;was mentioned as the most important 

dis.advantage p9or to treatment {65.4%) and pain was 

again mentioned as the most important disadvantage 

I 

Table 3 Perceived advantages of the abor,ion pill, prior to and following tre'atment 
I 

Before treatment Alter treatment 

n % n % 

Pill. no surgical intervention 93 72.7 I. 71 80.7 
It is a more ·natural" way to terminate a pregnancy 53 41.4 46 52.3 
No doctors touching my body 39 30.5 33 37.5 
Conscious eXJ)erience 17 13.3 20 2.2.7 

Self-control 15 11.7 21 23.9 
Chance that abortion will happen at home, in own 14 10.9 19 21.6 

environment. is high 

188 The E"rop<an Journ41 of Contra<cpliott 4rtd Rcprod111:tivc Htalth Cart 
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I 

:r<!ble_4 __ Perceived disadvantages-of the aqortion pill. prior to and followinJ treatment 
I 

Before treatment [ After treatment 

n %, n .% 
I 

Slightly-larger chance of failure in treatment 
I 

56 45.5 25 28.1 
I 

Necessary to come back to the clinic 43 35.q 25 28.1 
Not su_re when abortion will tal::e place 32 : 26,tj .. 

.-
27 C 30.3 

_More_g_lo.od._!9.ss (in comparison to vacuum. 30 - 24.41- . 35 - 39_3 -····-
· aspira_tion) J 

' - •-' L 

13_a\ No·disadvar(t~g_;sfno_ negative exp~ri~nces 
--·~ 

17"'.:. _ 16 18.0 
Cnance tna_t"·abti'rtion-will tal::e place at home is high 4·:- 3.3: 4 4.5-- __ ;· .. -.... ::-:-: - - .. - . . - - - . -

: .. --- - . - . -- ! - - . ". 

Table 5 fen;eived advantages.of vacuum aspiratidn (under local an~5.thetic). prior fo·and following treatmeiiic · 
. -- ,- ' - .. - --- I C • ___ , - • 

•• -# ~-- .... --

Before treatment - ,_ 
.. , .. , Alter treatment _ 

-_- ·.:..-::-•" 
•-:.._,,_ __ 

I 
I 

n % ' n % I 
I 

Short treatment time 79 62.2 96 85.0 
Direct res ult 72 56.7 72 63.7 
Smaller chance of failure 41 322 55 48.7 
Small chance of or no problems with side-effects 27 21.3 25 22.1 

such as nausea and diarrhea 

Conscious experience 17 13.4 29 25.7 

I 
I 

Table 6 Perceived disadvantages of vacuum aspiration (under local anesthetic). prior to and following treatment 
. I 

Before treatment Alter treatment 

n 

Pain 85 

Conscious experience 41 

Position on examination table 28 

Surgical intervention 27 

No disadvantages/no negative experiences 13 

•following treatment (Table 6). However, pain was 

mentioned less frequently as a disadvantage following 

the procedure than prior to it (t = -1-96, p < 0.05), as 

was the idea of a surgical procedure (t = 2.09, 

p < 0.05) 2nd the fact that it is 2 conscious experience 

(t = 3.59, ·p < 0.001), following the procedure than 

prior to the procedure. This me2ns that the 2ctu:il 

procedure exceeded prior expectations. 

Information sources 

Almost h,If(46.0%) of the clients who chose medial 

tre2tment h2d chosen the p,rticip,ting 2bortion clinics 

% n % 

65.4 64 57.1 . 

31.5 23 20.5 
21.5 19 17.0 
20.8 9 8-0 
10.0 21 18.8 

especially because such a treatment was available. They 

had made their l::hoice for chis treatment based on 

information they had received from the media. Family 
I 

practitioners did not play any role. 

Through the :research, it became clear that the­

clients did not 2li,ays receive the correct information 

concerning med\cal treatment, resulting in them 

coming to the clinic with false expectations. During . 

the expbn2tion ·i of the differences between the 

two methods ,t the clinic, it became clear that the 

medic2l tre,trnen:c consisted of uking pills 2nd that 

they would be r~quired to come b,ck to the clinic 

several times. 

Tht: European jol'mal of Contraception a11d Rt:prodl'ctivt: Ht:alth Ca« 189 
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-.. - . . l .. --.. 
P h ysical an d psych ological effects - DISC U S S I o N 

I . ..•. . 
The abonion pill clients had higherscorcs especially on Through the ~csearch it is evident chat the clients 
the somatic scale: 55.7% of the women scored higher reg:i~d medicall:ibo_nion as~ positive addition to Dut~h 
than :iverage. This high score can probably_ ~e. pubhc health services. It 1s clear that the women in 
explained by the side-effects that were exp<rienced both groups wpre ~ci~fied with the d ioices they m~de 
from the '!li~dicacion. Ex:imples on this scale include for treatment. The research encouraged other abortion .. 

-.headaches :::and ·1ower -b:ick pain. The differeri.es~~--: clinics to start pffcring m~dic:il;a9orcion :is w~ll: · =~~.:::. •. · 
between t~e aboriion pill :md vacuum aspiratio~ . • . ~though th_e . abortion pill failu~s_ r;ite j~her-; 
dients are: significant on the '-third scale, di~_·0cotal_ ·_:i~dditi?nal vacJum-a~pira~ion w:is necess~ryfii higher 
sca1c, which -~e2.Sures ooth the psychological and 'the~,:j~~.n. with ':?etlum :aspimion, _both failure .Qt2s (3.3% 
physical COIT)plaints . . _ . .. · .. · . for me'dicai :ib?rtio~n· :md 1.5% for vac~'um aspiratiq_q), 

·.-.are acceptable.: • · • · 

.. ·'· ,, The research do_~ ~~(~ffcr ~-:;r~ight into the use·· 
.,.~ ..... _ I , ,. • • 

. <;-~-: . :_9-f medic.ii abonion- tr?_tmenc for adolescent girls -
Sat:Lsfaction rate . · ' · · · ·· : . -

_ ·. ·· ·.: . · · ·· · · (1.mder 18 years) and women with lower levels of .. . . . . ~ -=-~ . ~ ! ' ., . ~ 

Of the women who chose the· abortion pill, 80.2% · .. cduC4tjon, due co the restrictions put in place by che 
were satisfied-with the treatment and 68.1% would opt · ~ ·Medical Ethi~s T csting Committee. Addition;! 

for this m~thod again, if necessary. W ith vacuum insights into m:c experiences of these groups with the 
aspiration, the numbers were, respectively, 92.9% and abortion pill cduid lead to further tightening of criteria 
83.2% (fables 7 :ind 8). used in the sel~crion and screening of clients for the 

I 

! 

Table 7 Scale of satisfaction following medical abortion or vacuum aspira,ion 

Medical abortion Vacuum aspifation 

n % n % 

0. Stopped 8 8.3 
1. Absolutely not satisfied 4 4.2 3 2.7 
2. Slightly satisfied 7 7.3 5 4.4 
3 . Satisfied 34 35.4 70 61 .9 
4. Very satisfied 17 17.7 17 15.0 
5. Very much satisfied 26 27.1 18 15.9 

., Total 96 100.0 113 100.0 

Table 8 Number of patients who would choose the same treatment again; 

n 

0. Stopped 8 

1. No. absolutely not 5 
2. No. I don·t think so 5 
3. I don't know 12 
4. Yes. I think so 18 
5. Yes. absolutely 46 

Total 94 

190 

Medical aborrion Vacuum aspifation 

% n % 

8.5 
5.3 
5.3 

! . 3 2.7 
7 6.2 

12.8 9 8.0 
19.1 45 39.8 
48.9 49 43.4 

100.0 113 100.0 

·n,e E11r,•11ea11j,>11mal of Cc11tflucp1io11 a11d R<Jlf<•d11<1iv~ Heal ti, Care 
I 
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Radcmakcrs cl al. 

abortioit pill. whi~h could lead to 'formulacing · is only rcgistcfed in The Netherlands ..s a method for 

su ndards for responsible qualiucivc services for chese• pregnancy teb1ination. In low doses of· 10 mg. 
·r . l _, . 

groups. m11epnstone c an .uso be used :u· a 'b.cc' morning 

In rcbtion to t.hc treatment protocol. further ~ftcr pill19
-

2 1
• ,~nsi~e~ng t~e posi_tixe experiences __ 

·research is necessary to look at the possibilities oflowcr in ocher countnes, 1t is desirable to research ocher 

dose; of mi_fep~tone and the influences of thac on the ' :. · possibilities rJr the use of mifepristo_ne in The 

efficacy of th_e qcatmcnt. At c_he ~omc~qnifcpristoric ·_'. :, Nctl)crlands. , .,, '"-;.:: .,. . - . ..... . . . 
·•. . ._ . 

. ,. : .. :, . 
. .. _. 

./~:::.. .. ... ,. 
: j' '. . ··=·. _._.. 
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APPENDIX 11.6. , I 
UPDATED LISTING dN 

-ONGOING PREGNANdlES . : 

FROM 1987 TO 2002 
I 
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Mifepristone - Periodic Safety Update Report n°13 - from June 1st, 2001 to May 31 '\ 2002 

MIF MIF+ MIF+ MIF+ MIF+ MIF+ TOTAL 
ALONE MIS SUL UNK PG GEM 

Normal 14 15 2 4 2 5 42 
Babies 
Malfonnation 0 0 0 0 0 3 3 
At Term 
MALF/ 1 1 0 0 0 5 7 
TToP 
Delayed spent. 5 1 0 0 0 0 6 
Abortion 
TToP 4 6 0 0 2 0 12 
UNK 
TToP Normal .2 14 1 1 1 0 19 
Foetus 
UNK/USNL 3 4 0 2 3 0 12 

UNK 22 16 1 5 1 0 45 

TOTAL 51 57 4 12 9 13 146 

Update on June 30, 2002 

LEGENDS 

MIF= mifepristone 
MIS= misoprostol 
SUL= sulprostone 
GEM= gemeprost 
PG= prostaglandin {unspecified) 
UNK= unknown 
TT oP= Therapeutic Termination of Pregnancy 
USNL= Ultrasound Normal (at second or third trimester) 
Delayed Spent. Abortion= Delayed Spontaneous Abortion 
MALF/TToP= Malformation with Therapeutic Termination of Pregnancy 

- 83 -



FDACDER000382

Obtained via FOIA by Judicial Watch, Inc.

EXELGYN Medical Department 

Mifeprlstone - Periodic Safety Update Report n°13- from June 1•1, 2001 to May 3r, 2002 

. .. ···- ... . .. - . -~ ,-· 
..... -

1· .. ... 
ONGOING PREGNANCIES 

1 N" Case Number Date MIF or week of Am. PG TERM DOSE CAT ITYPE OUTCOME 
. . .. .. 

1 PMIF0001.87FR$ (b)(6l5w NO 400 TTOPM 1Si~el)omelia, • • 2 GI PMIF0002.88F~$ - 6w ·. SUL 600 TTOP. -.. . . NL Foetus . . ... -
3 2 PMIF0001.89FR 7w YES 600- TTOP . . 

, .. NL Foetus, Male 

.. -4 3 . PMIF0002:89FR· . - ..... . -·· .. NO · · · 't'J=RM-·· ·600 NL 1- Female 

5 5 PMIF0004.90FR: '.· · NO . .. 600 TTOP 1--- . - NL Foetus ~-- ·· .. .. 6 8 -. PMIF0003:89FR$ · · End 1989;-6;~,w . . ,~ . · NO. TERM 400 NL ' Pubij~!:Jed,Poos: ,- Male 
,.\° -

7 - PMIF0001.90U_lg: .. 8w NO · TERM 600 NL j" .. Male .. 
--- ... ., ,·- 8 PMIF0002..90~K£.. . 8w. . - 'NO· .. ·.-- TERM 600 NL ,. 

Male ·-. , .. ! 
9 PMIF0003:90UK£~ 9 w NO TERM ~o NL .. - .. 

Female .. . . . - -· 
,. 10 7 PMIF0005.90f.B~: . . 1990 NO 600 TTOP !At 2 mon~. U NL Foetus 

. 11 9 Pf'!!IF0006.90.FR"": (6}16~-6 w . . 
S,IJL 600 u ;•,•-_,SA? -

I 
12 10 PMIF0007.91FR I SUL TERM 600 NL r, ... Male .. ~ . 
13 MIF0029.91FR/OS u u TERM 600 NL ;u 
14 MIF0030.91FR/OS u u 600 u .... NL z- semester 

15 11 PMIF0008.91FR 1991 NO TERM 600 NL j• 
16 · 12 PMIF0009.92FR/RA u NO 600 u ,_ 

I NL ;c- semester 

17 13 PMIF0004.92FR$ CT;47OA NO 600 u :-
18 14 PMIF0010.92FR (bf(li!7 w, Trinordiol SUL TERM 600 NL . Female 

19 PMIF0002.93UK aw YES 600 u ! 
... NL 2°" semester 

20 15 PMIF0011.92FR/RA (b)(6), 5 w YES 600 TTOP ,., ... 7,5 

21 16 PMIF0012.93FR u MIS 600 TTOP : ... NL Foetus 

22 ·17 PMIF0013.93FR/RA 6flwa MIS 600 u :Lost to FU NL z~ semester 

23 18 PMIF0014.93FR u NO 600 TTOP i-
24 19 PMIF0015.93FR \DJ(6F w2d Ml~ 600 u 1-
25 PMIF0003.93UK. u GEM TERM 600 ABN !Bilateral talipes, • 

26 20 PMIF0016.93fR/RA (bl (6!vomits) Twice 3 NO 1200 u IU 
co 

27 21 PMIF0017 .93FR 1993 MIS 600 u ;u 
28 22 PMIF0018.93FR u MIS TERM 600 NL I• 

' 
29 23 MIF/PG0024.93FR (ll)(61,,5w NO 600 SA .. Bled since MIF, . 

Sm 
30 24 MIF/PG0026.93FR (b)(6 at 8 w MIS 600 SA ,. 

I 
31 25. MIF0001.94FR$ At7wofam MIS 600 u j Unsure at start 
32 MIF0001.94UK u NO 600 u 1U 

(bl<6f3 w2 d ' 
33 26 MIF/PG9011.93UK£ GEM TERM 600 ABN ·Fingernail defect(3), Oral • . .. Conl=nlive 
34 MIF/PG0001.93SE 48d GEM TERM 600 NL 1:~~ DMPA. Male 

35 27 MJF0003.94FR u YES TERM 600 NL r~ Male 

36 28 MIF0004.94FR (b)(6) YES 600 u !-' US NI. l.ostto FU NL 2·- semester 

37 29 MIF0005.94FR · 6,6wofa u 600 u lu NL 2·~ semester 

38 MIF0OOS.94.UK u GEM TERM 600 NL jU-
39 30 MIF/PG0029.93FR (bl <616 w of am MIS TERM NL JU Male .. 
40 31 MIF09Q9.94FR MIS 600 TTOP ,- NL Foetus, 25 w 

' 
41 32 MIF0013.94FR a 52d of am. NO 200 u ,. 

i 
I 
I 

!-
! . 
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36 

EXELGYN Medical Department I 
Mlfepristone • Periodic Safety Update Report 0°13-from June 1st

, 2001 to May 31•t, 2002 
I 

.. . .. . j 
· ·ONGOING PREGNANCIES . . 

I 
Case Number Date MIF or week of Am. PG . - .TERM ·DOSE ·CAT · 

- t . . 
TYPE 

MIF0017.94FR 7,5wofam MIS 600 TTOP I Unsure - .. ., 
MIF0021.94F.R 7 wofam· MIS .JERM 600· . NL . 

·- -- . . -· . -· - , :- -:·· ' -· 

__ .... 

. 

OUTCOME 

Foetus 
unassessab!e . 

· " fem;il~. 

MIF0022.94FR$ (b)(6_6w MIS TERM 600 NL .. I.. At 3 .MU,s (Hepatitis .. ) Qtfl.e.r l_ll~i~l - -; . .. -
. -- .. - -·· . •: - '4 ••• __j_ .Fem·,:·· 

·MIF0003.95FR 1995 .. .. :NO ' . . 600 TTOP. ! .• . ... ~·-- . . ... -. .. . , . 

' 

. . 

· ,.MIF0003.9~UK£ 8 w of pr~gpancy GEM : '. ;·:- .; :·· -~0 .:·-., · TTOPM--· · .. ,.:raliP.;eS·Equinovares ·oc· . . ... ¥ 

• , • .-. • • I 

-37 ·MIF0011.95f~ u ·. -; . .. _. ... ·U ·. . -~- u· I u ! ' 
38 MIF000S.95FR I (b)(6J NO '- 600 · ·U I . ··- -... - ·-1 . -~. : ! • ' . ....... 
40 MIF0008.95FR u Mis_ · -· - 600 TTOP J -· .. 

NL Foetus, Male --- --· . ._ .. ·: .... -· • J 

41 ·.MIF0009.9?.FR ~ . 7 w, in fact 11 w GEM T!;.RM 600 NL· ":? -- . . . - . - --- .... -- ~ ; . .. 
42 Mlf001295~R/RA.- · . 7wofam -- YES. 

.. -· ··-
TTOP I ........ ~ . -. 

•...,.;,,.- • (b)(6 ' -· , .. I 

43 MIF0013.95FR MS 600 TTOP j .u 
. . .. 

44 MIF0015.95FR 6w MIS TERM· · 600 NL I u Male 
l 

45 Mlf0019.95FR/RA miO::::(bl(6! NO TERM 600 NL ! -
46 MIF0021.95FR Beginning (b)(6J 5 W of MIS TERM 600 NL I . Female ' a. ' 
47 MIF0004.96UK I (b) (6J 7 w pregnancy GEM 600 TTOPM Acheiriaftalipes Mandibula hypo 

I 
ea/toes abnf, -I 

48 MIF0005.96FR Unk. 5.5 w of am MIS 600 u . - NL 2"0 semester 

49 MIF0007 .96FR/RA (br(6 MIS 600 u .... 
I 

50 MIF0003.96SE GEM 600 TTOPM Anencephaly, talipes 
I ea 

51 MIF0001.97FR NO 600 NL I ... Female 

199500383RU(FR) 55d of am. MIS 600 TOP : u NL Foetus 

52 199710066ROF 6flwofam. NO 600 TOP I . 
53 . 199710097ROF .(4w of preg) YES NL i 

. 
54 199710379ROF NO 600 u . 

! 

55 · 199710378ROF 11 w u 600 TTOPi 
I 

. NL Foetus 

56 199710383RDF U<7w u 600 u I u I 
57 199710467RDF 6 w MIS 600 TTOPI NL Foetus 

58 MIF0001.97SE 8w4d GEM? TERM 600 ABN I 
1 Heart malformation, • 

59 S970001 UKJMIF1 6-7w GEM 200 TTOPM Cerebellum atrophy,• 

61 S980002F/MIF1 6w MIS TERM NL 
· I 

u 
S980001UK/MIF1 9w MIS TERM 200 NL i .. Male NL 

S980004F/MIF1 7w MIS 600 u ' - US NL at 18w ! 
S980005F/MIF1 6-7w NO 600? u -' 
S980009F/MIF1 6w MIS ? u j u 
S980001UK/MIF1 7w GEM TERM 200 NL I - NL Male 

S98001UK/MIF1 8w1 d MIS 200 TTOP i , - AJ, 16 WNO 
l anomalv 

S980013F/MIF1 14.5w ? ? ? NL ? NL Male 

S980014F/MIF1 8w ? ? ? NL ? Female NL 

S980015F/MIF1 16w+2d ? ? ? NL I ? NL 

S980016F/MIF1 9w+3d MIS 400 NL ! ? NL at 31 w . 
S980017UK/MIF1 8-9w GEM 200 TTOPM ... Hydroceph, cleft Cyciopia, . 

I P. TalinAS 
l 
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EXELGYN Medical Oep·artment I 
Mifepristone - Periodic Safety Update Report n°13 - from June 1.c, 2001 to May 31st

, 2002 

- -· . .. -.[. ·- . 

-· . - -1 . .. .. .. . - -· .. ONGOING· PREGNANCIES l .. . .. 
. . -! - -· 

1 N" Case Number Date MIF or week of Am. PG TERM DOSE CAT i 
I 

TYPE -- OUTCOME 

82 S980018FR/MIF1 6w .. MIS . TE~M ·- ; 600 NL I 
I - ~- - Male NL -. • . 

-~ ; ~ :::..:.--- .83 -- .• S98()020UK/MIF1 ·13w .. NO TERM 600 NL --i - . - . . ... .... NL <tefivery - .. .. .,, . 
.84.. S.990004F/MIF.1 7.Sw MIS TERM 600 NV : ~- - ··-·· M..a!e.!::fl. - ··r, .. - .. -·- .. 

--~:: •. S99QO.Q5FJMlf:1 6.5w •... MIS 600 · TTOP I ... , US Viable at-14 vi·.·, .No·exam . .... .... .. , -.. ·: ,, ... 

-..... .. ~- ..... 
:i•:~ .-- : .~S990QQ~f;lf0,.:11E1. • 1~ w- ·:,. -~ -~, . . . NO .SA 200 .. SA ' . .. ·sA .. :._: ., . . .. C - I . . . . .. . . . . 

. 87. . - :S999009UK/MIF1 8w • . . ~ · ·NO - 200 NL - ' . ... .... , _.:; . ., 
; . .. Male NL - .. . -- -···· 

-88 . - - . ~S.990013UK/MIF1 NO 200 . ... 
.. ·- - -- ., . . . __ _ ,._ . 

.89 : . . S99000_7F/MIE 1. - :-ll_Y[am. ... MIS I . . . . .. --. : . ... -
00 S990008F/MIF1 7w .. - :::MIS,~ . ·- , ...... ::.;· . 

-· - --··-- .. ·- -. -- . . -
91 S990015F/Mlf.1 6 w of pregnancy NO · ., 600 I _'? US NI at 17 w .. ., -~ C 

·' · 92 . S990016F/MIF1· 8-w NO 600 ; ",USNI .. 
- --J . -

,.93 . . S990019UK/MIF1 Swam MIS 200 ! ', US, Viable preg .. 
94 · S990020UK/MIF1 8w6 days am. MIS 200 : - ·-

NI male baby 
. 95 S990021UK/MIF1 7wam. MIS . 

NI baby 

96 .S990022F/MIF1 7wam. PG ; 15wUSNI . 
97 S990023UK/MIF1 NO TToP ! •, Intrauterine death 

98 S990024UK/MIF1 8wpreg. NO 200 : .. us dead foetus, . 
delayed SA 

99 S990025UK/MIF1 8wPreg MIS 200 I 

100 S990026UK/MIF1 21 wpreg. NO 200 l 
. 

101 S990027UK/MIF1 Swam MIS 600 I 

102 S990028UK/MIF1 15wam NO 200 I . 
103 S990029UK/MIF1 Swam. NO 200 I . 

i 
104 S990031UK/MIF1 21 wpreg NO TTOP I . 

I 

105 S990032UK/MIF1 Mosaic NO 600 ! . Left 
I mullicystic 
I kidnev 

106 S99003SUK/MIF1$ 13-21 w NO 200 j . NL baby 

107 S990036UK/MIF1$ 13-21 w NO 200 l . NL baby 

108 S20000001F/MIF1 8wpreg. NO TERM 600 NL ! Premature birth NLMa!e 

109 S20000002F/MIF1 4-5 wpreg; MIS 600 TTOP At 14W, U u 
110 S20000005F/MIF1 u MIS 600 TOP At 12w NL Foetus 

111 S20000009UK/MIF1 20wpreg. NO 600 SA i . SA 

112 S20000010UKJMIF1 17-18wpreg. ? 200 ! 
. u 

113 S20000011FIMIF1 6-7wpreg. MIS 600 TOP I At 11 w u ! 
114 S20000012UK/MIF1 9wpreg. ? 200 i . u 
115 S20000016F/MIF1 7wpreg NO 600 TOP I . u 
116 S20000018UK/MIF1 mld-tremesler ? ? ? ? t . ? u 
117 S20000019UK/MIF1 6wpreg NO 200 SA I At7w SA 

118 S20000020UK/MIF1 15wpreg ? 600 . . u t 

119 S20000021UK/MIF1 17wpreg ? 200 I 
I 
.. u 

120 S20000022UK/MIF1 6-7wpreg MIS 200 ? I 

' 
? u 

121 S20000023UK/MIF1 12wpreg NO 200 I . u I 

122 S20000024S/MIF1 8-9wpreg GEM 600 TERM i .. NL,baby 
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EXELGYN Medical Department 
Mifepristone - Periodic Safety Update Report n°13 - from June 1$(, 2001 to May 31 •t, 2002 

... . -· .. 
-- I 
. - . - .. 

.· ONGOING PREGNANCIES I . -- .. .. .. 
. . .. 

Case Number Date MIF or week of Am. PG TERM DOSE CAT I TYPE - OUTCOME - . -
. S20000025F/MIF1 ? NO TERM 600 NL ! . -. NL Baby .. . .. -
·,S20009()26F/MIF1 5 w pr~.;.-;;,_::, - ... 

.MIS _ 600. r ... - . . u . --~ 
S20000027F/MIF1 6 w preg •.. ,.: .. NO .. •. · 600 · ··i . .... .. - •' u - . 

' ' . --· 
S200000280/MIF1 6-w_preg MIS . --- 600· ~r h M•fl. , •-• • u . - ;. .. . _ 

S20000027F/MIF1 -6,w preg .. ~ _..,:;::,,._.:,_. . . Ml~ ,: ;~.R¥.;., 600 NL - j .; . . . 
NL Baby_ .. .... 

·s20010003F/MIF1 ._Qateof amr (6H61 :MIS,. ··TERM 600· NL . ' D.elivery by- Caesarean. -NL baby boy ·- --
section ~ (b) (611 - • - ... - .. . . - . - , 

-· 
S20010.912UK/MIF1 -15 weeks of ~estatioo .. · NO. : .. .2.00.~ . 

.. ... _ : ; . . i -·--.. 
· S20010013UK/MIF1 · 10 weeks ges,!.ation - Milt • :QQO· I .. . -

-- ~ , J. ; . . 
S20010014UK/MIF1 First trimester.·of pr~nancy P.G . .. ... . .• 2QO_ _, . -· . --· -.. 

I 
... ··-·-

S2001Q915UK/MIF1 8 weeks of gestati~ • .MIS 200 t . . · .. ·-
S20010016UK/MIF1 First ~ mest~r o_f pregnancy NO 200 I . 

I .. 
S20010017UK/MIF1 First trimester of.pregnancy MIS 200 SA ! 

' 
At22weeks NL 

S20010230/MIF1 First trimester of pregnancy MIS 600 TOP i ? u 
S20010240/MIF1 6 weeks of gestation MIS 600 TOP i ? u 
S2001025F/MIF1 7 weeks of gestation MIS 600 TOP I At9weel<s u 
S2001026F/MIF1 First trimester of pregnancy MIS 600 TOP I 

! 
? u 

S2001027F/MIF1 7 weeks of gestation MIS 600 TOP At9weeks u 
S2001028F/MIF1 6 weeks of gestation MIS 600 TOP 

I At 10 weeks u 
S2001029F/MIF1 7 weeks of gestation MIS 600 TOP ! At9weeks u 
S2001031UK/MIF1 17 weeks of gestation NO 200 I u 
S2001032UK/MIF1 First trlmester of pregnancy MIS 200 i u 
S2001033UK/MIF1 18 weeks of gestation NO 600 i u 
S2001034UK/MIF1 9 weeks of gestation NO 200 I u 
S2001035UK/MIF1 10 weeks of gestation MIS 200 i u 

I 
Summary table of ongoing pregnancies i 

Abbreviations: ABN (Abnonnality at term), Am or ame (amenorrhea), Cat (Category), GEM (Gemeprost), 
MIF (Mifepristone), MIS (Misoprostol), NL (Normal), OC (Oral contraceptive). OUT (Outcome), PG 
(Prostag!andins), SA (Spontaneous abortion), SUL (Sulprotone), TToP !(Therapeutic Termination of 
Pregnancy), TToPM (Therapeutic Termination of Pregnancy with Malfonnatipn), U or UNK (Unknown), W 
(weeks), * (changed her mind},** (diagnosis error), *** (did not return), TOP (Surgical early termination of 

I 
pregDanCY). ' 
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Yage 1 or L. 

.[ 
(b) (4 ), (6) (6) 

lttD. 
(bj (4), (6)(6( ':;.•· ,'";' '.~~"'.: .--- : · '._-~ _:. -f;:::~ .. :~";-;•· .---·~:"'·_.-f..'.:. . '"·• - .·:-

·•. . : : .. From: . . . ~ .... . . _ -~ .. . .. __ 
~-- To.: · ---------------~---- .- .. ·- ~---· · . .. · · · · ·· 
· -:·Sent--·- Tuesday, Apri123, 2002.1:08 P.M -:-.: .. · ··· -- -•·- · ·. · ... - .- --
.... Subject: AE repo~ . ...... . . 

.. • • .,.., ... _. ,. _ _ • - · , , • • ... _ · : '"• • .,;;~ .·:: · ,,·, ; -.:. • + • + . • • ·.. .. . • • • • , .. . . .. ., ... , :;. . ... • • • • ; - .. - - ~ - .;, • " • • 

. ~- " •· 

. ' ...... -, ... ·.· -~- . . 
.. ~ : .... - .. 

. . -·· .... ;· ahoriiQnTollowing treatment with mifepri.stohe "anct'mi~oprosfol. ., . :, :~-- . ·: ·. -: .. '-' .,, ... - ·:·. ,' . . --
:( 5:··::.:. _ -_; _ :,~ .... _ · .. : .. . . ·. ·.·... . - . 0•..;. :.i:...:_ . · . . .. ...... ··- . :·: . . • ~- .. . • ·· i:- , .. "' ... .. :·.~:; :;:~ _;:-~:-:1t ~-~;-. ·:~·:, ;. ~ .:\ .. ·:.. :..· .. ~. --! 

... ' ' The .. patienf was a 24 yo G4P2Tab l -bfa~:fe~al~~at·60 days' gestation who :::: ·.-·" ,.." '. ·· · · ····- ·- · ··0 c"··-·-, ;.,. _ 
_- -· 'ieceived·•mifepristQ~e _200 mg followed 67h<5urslater-by misoprostol ~oo mc~r-- ··· .. · · .. - - -- ~; ·. =- .. -- -.>-· · 

on,-~-. < >< 1-n an IRB-:approved study protocol. She presented for 
follow-up 24 hours after misoprostol and was noted, by transvaginal 

~ ultrasound examination, to have expelled the gestational sac, Her 
,: endometrial lining was 19.2 mm. She was scheduled as per the protocol for a 
,: follow-up evaluation on <b><61 

. She called our office on study day 5 ( CbH
5

) with complaints of 
malodorous vaginal discharge. She was seen that day (on the weekend) in our 
office by a study investigator. Her exam revealed malodorus necrotic tissue 

• in the cervical os and her uterus was 8 weeks size and non-tender. Her 
;, bleeding was scant at that time. She was afebrile. Transv.aginal ultrasound 
· examination failed to demonstrate an easily identifiable endom~trial stripe. 
i The pregnancy tissue was removed from the cervical os using ring forceps d 
. a suction .aspiration using MV A and a 7 mm cannula was performed. Tissue k as 
: obtained which was sent for pathologic examination. After the aspiration, 
: the patient was obseived for 30 minutes and had an uneventful immediate 
' post-operative course. She was discharged with doxycycline 100 mg bid and 
· flagyl 500 mg bid for 7 days. She was. instructed to keep her scheduled 
:: follow-up visit. 

.1 The final pathology report demonstrated necrotic villi with chronic and 
acute inflammation, numerous colonies of coccoid bacteria were present. 

:·· She did not retum for her visit as scheduled or otherwise despite numerous 
; phone calls and registered letters. She finally called our office back on 
. Cb> <

5
! stating she was pregnant again and wanted to schedule an 

; appointment for a medical abortion. She never show~d for that appointment. 

i: As this was not a serious adverse event, the infection was not reported to 

4/24/2002 
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the IRB. 

·Pleas.e let-me know.if.you need.any.further information . . 

(6) (4), (bf(6J 

... -. . --------------.-.... ,,..---------·· :;., ... : • .: 

' ----=·-· 
. . 

• • -- • • ' .. - • -<: 

- :·; . 

' : . . --. 
~· ,··:~·=.- :~ :. 
I 

I 

4/24/2002 
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,. 
(b) (4):11>)16! 

M.D. 
--------......... -----------------~___,;_~-"-----""-........ __;_---!-! t . . .. •:~;~1,.:•;...;;.r.-::••...:.....:- : t::~ '".:.-:..:.=-:f:~~-~ :':"~· .... : . :.:_ ... :,"';,.- ~'.-; t •·. ~:-:-; . • · , _______________ .........,._,,(b)(4),(b)(6) 

From;_ . 
. To:. · : ----~------------

·_ .,Sent: . Monday, May 13, 2002 4:41 RM . .. -. :~ . . 
•.. ~--. . 

. Subject::.. ~~ r.eport . · · 
. ~ ~·-=-.· . ~, ... ,~ ~~. . - ~-

rage 1 or 1., 

(b) (4 ), (b) (6f 

~~:~~!.:~,:~ :~\rt~/!:}~~~:~:~:~:~~-~-- ~~ ·_:· --~·:i =--< _.: -~f··:··:·: )~w~~~--::~.:;~-~'--~--~ ·: :_: _ .. . ~:·1··;--. '.· :·::.::;;;_~:~. -J~~(··:.:,-.. ~~;:~~~:•_,:;:j~'- -~;. 
<·- . "t ... ~--------.(b)(4),(b)(6f, . . :·-- :;,::._ ;:- l.'_---,_._ . .-.•. ::·-:-~:. : .. :•. ~ ,.-.:·,:. =· --: . . a ··· . · •~- ; · , :-; .. ~ ~.,i,~_i~-·f._:,"~..;_,._ -~. , · ;_ 

\:,< .. -:·1----------,----- · - ·. > . · . ;,,: cc c;;~c;: '~'f :1:Q, '{i"t:;ttr; ~{ .: ._ ; :, ,, "' 
··_.·--··.~-~-::1Jahco ta~.oratori~s'>,~,;--_: . , -7~ . : r·.,: :: . .. · ·. ·. -- ,.· , ; ·:~. :-·::"·· .' - .. : . . , ·, . . , · ' ,,. .. · . .. . 

. ~-
. . • ~.) ···.::-:i;:-::;: --'~ • ~ . . ~ ~fr:-·7-~-. . . --~. -~ -· -;_~,·p~:·-: ~. ·- ,_ ....... -1::~. :: .. .!. • _/~i t:::-~·:·::~ :::~.:~:.:··::~E···=·~ :: . ·i:..: ~t:.·~·:::~:i:~:· .:!::~~: ·: •--. &.::~·:;:_!'~~':;:. ·.:;~-:~( ·~~J~:...;·~:: .~. '°:/;.~~~: 

· '" •• -:- ; ., ., • .:~-~
7 ififl4i:<liflif1 _.--·_-::~:' :- · ·:· ::_:__ ::- . - -- . . . " 

=:.;~\ -~~;·(~ _____ ,,,.....,,. __ .:_] . · .. ;. -~:;:.·... _ . .. ' . ···:::.::::· -·:-~· r2~:--£-If};~~~:-;.:;(·"'·;:c;-:~~--)>'-- .-::.~:~:--"~--= 
- -~.: .•c.;-,,...;rhe following1s..-arep.0rt:of.'a1rirlti . onthat OCCl.it:red-wit~,.arfiilcoinplete,'-. -:>?i~: ~::::.>~:,· . """'+. ·:'" ·-:-:}· .. < .·,>::."'x :-- :·.: 

::_.-•:· abortion following treatment-with 'ifepristone and misoprO$tpt:'_ • • ff'.::{_;~~-_-, . . -··:· .,:--r-~_ .. : :i-,;.,... -~:.· :'.: ~- _, , 

·· : ··.- The pati~~; was a· I 9 yo,GI-P0 w _; te female with~~~ ~t -;~-:~a;·s• gestatiol-.- ~ -~-" :,. ~-: .,. - ~ ~ • • • - , : . 
who received mjfepriston~f200 Qll (b)(Bl,o he followed 24 hou 1-s .-......... .., . - ,.. ·-.. -:-::-: :, 
later by misoprnstol. 800 mcg in · · JRB-approved study protocol. She 
presented onL (bJ: prior to her scheduled follow-up visit because 
·of a fever of 101.9 with chills and sweats. She had normal amounts of. 
bleeding and cramping after insertion of the misoprostol and was having 

' light bleeding at the time of her visit. On examination, hertemperature was 
98.8 degrees and her uterus and adnexa were non-tender. Transvaginal 
ultrasound examina1ion demonstrated what appeared to be a collapsed 
gestational sac. Given her fever and ultrasound findings, a a suction 
aspiration using.MV A and an 8 .mm cannula was performed-. Tissue was obtained 
which was sent for patJ:tologic examination. After th~ aspir~tion, the patien~ I 
was observed for 3_0 mmutes ~d h~d an une~entful 1mm~diate post-operattv,e _ 
course. She was d1scharged with ciprotloxacm 500 mg bid and·tJ.agyl 500 mg 
bid for 7 days. She was instructed to keep her scheduled follow-up visit.. 
She returned as per the protocol for a follow-up evaluation on <bJ<Sf 
and had no complaints at that time. 

The final pathology report demonstrated decidua and endometrial fragmen . 
No acute inflammation or pregnancy tissue was evident. Thus, the diagnosik 
ofinfection and incomplete abortion was made totally on clini-C'al grounds at 
the time of the patient's visit. · 

As this was not a serious adverse event, the infection was not reported to 
thelRB. 

Please let me know if you need any further info 

(b)l4), (b) (6f 

5/13/2002 
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From: 
To:· 
Senf:. 
Subject: 

r11~c J. VJ. .t. 

(b) (4), (b) (6f 

Wecfnes<:fay)··Jilne 'fZ, 200Z:f:f~O:f Al'vf 
Ae.report .. ~- · .;~:;~· -:~-. •. ·--~-

. . . . . . .. - . . .. ~ 
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. · :·:;:_;::;~sr;;!~~~:f ~/:.:~?dJ~}~_j~;i. ·--_i:.: i ,..'.-:. '.' · ·:. ·::· ·.. ·,/·~·:;;;f ~:::·.•~-•:::i:·~: 
. > '.ffie forrowi"ng:fs ·a:· r~{!Qrt~of an--i'nfectfon. tfiatiocciirtecf wftfi 'an fncompfete·j· · · ·. · ,:.;/-? { 

: ~\.·:::'.~-;a~--0 .. :~ .. _--?_~ foffo~~:-~~;:.em m~ ,:~-~:~~~e-~ : ~~~;~:~~~t~!!::_: __ ~ -ic· ~:-' -- ·. _ :? ~ '.'-~"'..>-/~~ .}:~~ :~-: :~ '··> · ,_ -~-~~-:\~~:. 
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·- > Tiie-patfent was a 27 yo G5P2Ta6 f S-a6 f 6facf.{ femaf e wftfi IDDM' at 5T cfays,. -•, · - · 
Y ':0:: 7 ~;>-·gestatfon wfio recefve<fmfteprfstone.2'00:mg·on <bn61 '•to 6e j, · ·· ··-:;-:·: -.. · ·-- ·--- . · · 

.. -:;.·.·, ; >'foITowecf.ff-8'•.fiours fa.fer 6y mfsoorpstof SUO·mcg_ fifan-fRB.:.approve<f stud't ·' . · -:·;,:' · 
> protocol Slie presented" on l~~ · tor-a toffow-up examfnatfon as _per 
> tfie stucfy protoco[ Tiie uftrasound" examf.natf on reveafecf a· mocferate 
> amount orfntrautenne cfot (en<fometnaf ff rung IT mm) an<f no ·gestatfonar 
> sac. No fiirtfier treatment was fudfcatPf[iat tliis tune an.cf sfie retumecf tor 

' > anotfier scfiecfufecf foITow-up on · <6( :. The partfcfpant statecf sfie 
> fiacf intercourse after fier tTrst torr:ow-up vf sit wftfi a concfom: Siie Jiacf 
> noted' severe f>acR: pafn ancf passage offarge cf ots fn tfie precedfng two 
> cfays. Tfie uftrasouncfexmmnatfon reveafecf a farge amount orcfot ancf 
> 6f ooc.f in tfie uteane cavfty. Siie was ate6nle, fier uterus was non-tencfer, 
> ana-no cern.cafmotion tencfemess was -present. 
> 
Because ortfie unusuaf uftrasouncf fincifngs, tfie su6f ect was as.teer to return 
for anotfier fbiTow-up vfsft on <

6
> <

5
> ■· '.. At tfiat time, tfie partfcipant 

fiacf noiecf fieavier f>feeomg wftfi cfots over tfie precedfng two cfays . .ffer 
temperature was 99. SF, tier cervix fiacf maf ocforous cfot presect wfifcfi was 
remov.ecf wftfi a nng forceps. The uftrasouncf examihatfon sfiowecf a 'ZT mm cf ot 
1n tfie cavfty. The pfiys1c1ah evafuatihg tfie patient feft tfiat tfie cfot _1il 
tfie os was hecrotfc tfssue ancf sfie perform.ea-a D&C ancf treatecf fier for an 
ihtectfon witfi cfprotToxacfn ancf metromcfazof e. 

Tfie woman retumecfror a roffow-up evafuatlon on•·■ <b><
6
r. at wfifcfl · me 

sfi.e was atef>riie and-witfiout sfgniflcant compfafnts. She fiacf onfy taken tfiel 
antiofoncs for one cfay f>ecause tfiey causecf aTarrfiea. .ffer pefvfc I'\ \ 

examfnation was f>emgn ancfa transvagfnafuftrasouno-cremonstratecfan f , l.J 
encfometn·ar mung or5 mm. \o 
> 'The firnif patfiof ogy report aemonstratecf 6foocf cf ot ancf aegeneratfng 
,;:- cfion-onic viiffwilfi fiactenaf cofomes (i>recfominantfy cocetJ, gestatfnaf 
> encfometnum ancfiinpfantatfon s1le. ·Illus, tfie cffagnosfs orfntectfon ancf 

rsrrzrzoo-z 



FDACDER000391

Obtained via FOIA by Judicial Watch, Inc.

1 1 -:> fncompf ete af>ortfon was confirmed. 
> 
> As-tfifs was not a-~eri0us adverse event, tfie.fnrectfon was not reportea-to 
> theIRB._ 
> 
> Pf ease fet me .R:now iryou neecf atty" furtfiet fnfomiatfon. 
> . . - . 

> -------------~(b)(-4), (b)(6)--· 

> 

•'--·•·::= ... ..: ........ , . 
/ . .. -:.,.,.,;..- .. +~:: .. ,~:..•,..•,•·. _f_::... .. ::. "'"-: . ... . 

- --------.. _.---------·- . 

- -.. . 

rag~ L. ut L. 

6/12/2002 
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(b) (4), (b) (6f 

...,., ,, --. . ..+••- - . -- .,. . 

(b)(4 ), (b)(6)' _. 

Dear ____ .. 
Enclosed is a copy of an adverse. experience report subrcitted >to our IRB fur ~ ~-;~an enrolled in 
our current mifepristone trial. A copy of this report has been sent tQ all , f the study centers for 
submission to their local 'JRBs. · · · · 

Please let me know if you have any questions about the content of this r port. 

MOP rrVPY 
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.:.: ... .. 

;i 
• 11 _ 

I, 

f 

• I 

~ . 

r . 
ii 

.. . . - .... -~ .,., ... _.__ ~·••---- · 
··- :~. .- ,~-:.:1;- ....:J"' .J,_~~,:-i,: . 

Pleas.e submit a copy of this report to your local IRB. 

M~P ffVPY 
l 
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(b) (4), (6) (6f 

l . : !l 

TI ffi:©ffi:O~ig~ 
.-. . ., . . . - - ... ____ --· .. 

l""I oc·( 2 2' 2ooi · -· . 
- ---- .. ~ .. ------------------------------- . - - <6> <4>. <1>nsr 

.;;;,/ .... ,. . - ,. . 
. ... . .. .. _ ....... -..... . . ' -~ ... . -· ··-. -. . . .. 

!' - .. -•:-_ .. • • • ,:, ·•::. 

· ,. : --:October n, 2002 

., .... _ ~ ...... 
• 1! 

,. 
-~ .... ··ti'.-;t·.- . 

_ . . j 

r . 

·:.·-:····.; ~--.·· __ _ 
•.: .. ... , ... ' · · .. .. ,... . , . - : ... =..:::_··":..:... __ -··--.~~--~ ~-_ .. . . •,"t'i - ·: ... ·.-~· .. _:f:_;.; ·,",1; ':"•-·· ~ . ..... ;;; ..... • • • .,, 

· RE: :Muep~sto~e 8,l)d.fylis~prostol 'for A~;iciri'~;\o 63 Days'. G~~ti~~; A ~ul:~~n~(t ',~--·· ::··:·~ ::·)t~:~.-/· -.:/ ::·:~-~--· .. 
. . :Randomized_G-<&ri4i.-<6iison ofMisoprostol Administration .6-8 Hours vs:- 24Hours·Fo11owin.g: .·. · · ;- · ... ,. , ·. ,., .. 
. Mifep!1,stone ( <5>22-024) · · · · 1 

.. • , : .. \ :· • 

. ·-:' .. - -· .... 
I am writing to provide the IRB with follow-up information regarding the serious adverse event 
that occurred in our ongoing trial. The IRB was initially notified upon the subject's 
hospitalization on <bnsr . . · · · I . 
Subject #□was admitted to the hospital for intravenous antibiotics for pre~umed endometritis. 
The endotnetritis developed after the sul:,ject had an outpatient D&C for an inqomplete abortion 
and heavy bleeding. Outpatient treatment with oral antibiotics was unsuccessful, so the subject' · 
was hospitalized for 2 ½ days to receive intravenous antibiotics. She remained afebrile and 
clinically well throughout her admission. The subject was disch~ged on oral ~ttbiotics to 

. complete a l4 day course. Since her hospital discharge on f (b) (S~, she has 
continued to do well. . I 
Incomplete abortion, heavy bleeding requiring D&C, a~d infection are ~ownlrisks of medical 
abortion as stated in the consent form and protocol. The risk of infection fron\ a D&C is also 
stated in the protocol and consent document. Given the time course, this subjbct's infection most 
likely resulted from uterine instrumentation rather than the.medications admiiµstered for the 
medical abortion or the regimen used within the protocol. This adverse experience does not alter 
the risk-benefit ratio of the protocol. . I 

-----------~('bf(4), (b) (6! This infection and hospi~lization has been reported to the study sponsor, -------Please contact me if you have any questions or concerns regarding the above event. 

"-!..---''--------.(6) (4), (bf(6J 

· nnc1pa1 JI1Vestigator 

CC: <b> <4>· <b> <6jStudy S~nsor 

--------- (b)l4), (b) (6J 
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(6l(RB 

l"\p~ndlxJ 
Ad~ers01.doc 

D ~©~a'¥'~ n 
. OCT 2 .2 2002 u 

l' :; 
(b)(4), (b)(6) . 

8B Adverse Event Form 
.... .:: .. ... 

Event occurred within IRS#: Event occurred wlthln Event occurred within Other j · FD -
H

4
>· l~l 22-024 ~anufacturer Prot?C~I #: ~ssocfated Protocol#: ! 57,890 
., . - • . ••• I 

- I •·- .. -·· ' ... .. ' .-;: -t .• -.- . .., . ':.; ~ 

- . : Protocol Title:.Mlf~pfl~tone and Misoprostol for Abortion up to 63 Days' Gestation: .AMLilticentered .: . ~ndom~ c_~mpartspn of ~~op•~:! Ad~I:~~ 6~c:t :~ 2~ :~u-rS!:~r1~:t9t -~ .. • . , •. .. . . ~-. 
1. ... .. . ·:.. ·. ·:: C .... . ;i/;~(/:~?:i~'.~:~~;v:;::'.::'·' :·,.-. il:_:. :· . . :-r ;~ >·· __ · 

· . PliName/Address/Phon.e·#: .Study Size and·Entollm~nt: · ·. •~· . . . .I. .. _ . 
(b)(4), (b)(6) • · - . · (b)(4):1l>)l6T r· · · ' · . 

. :·~ _#'of subje·cts·to b~:enr.d!!e~ .~t ___ ~.:.:300:.::··::. in.Entire~~tucty:~?.D~...:. ... · .' ·. - · ·-•~: ·_ ··•: -~;=·~ ~-., .... 

j/ of SUbJ~C~ e·rirolied .to date at . (b)(<I), ~r -1 ia·•: '·in _E;ritir~ Study:3~4 i . ,.:'· 
., . ' ··- . ···: ·' .. /·..:.~ :· · . 1· : ... ... .. :. · . 

tnt estigational Orug·_Names: Misoprostol 800 µg \iaiilnally;·Mifepristone 29q m~rorally:·' . . ': . . 

o,te of Event I · Subject ID #:: 1 . Event Report: ·,. ·· 
;i O Initial : . ---~ ~~~ : 

.-.•<-- •--"'"-· 8a;~~:tion (check all that apply): §j~:!~~e I 
(bH

4

>. (b)(sl 181 Serious O Possible I 
..... u-,·."": E=-xt~e-rn-a"""I S~it.-:-e_____ D Unexpected D Probable 

:i ,0 Increased Frequency 181 Highly Pro~able 

Nature of Event (Please describe a brief description): • . · i . 
Subject developed post-procedural endometritis after undergoing a D&C for an incomplete abortion and 
heavy bleeding after her medical abortion. The D&C took place on study day #5: Fevers developed on 
d~y #8. Oral antibiotics w~re started on day #8. Due to persistent fevers on study day ~ii 1, she was 

·.admitted for intravenous antlbl.otlcs. She received 48 hours of.intravenous antibiotics ahd remained 
afebrile throughout her 2 ½ days admission. After discharge, she completed a 14 day bourse of antibiotics as an outoatient and remained well. . . I 

I 
t~Jthe event llsted·in .the ·~urrent i:,ponsor:protocol or lnvestlgationalbrochure? · 
ts: the event listed In the current, most recenU{approved IRB summary protocol? 

. ' ·. 

ts'. the event listed In the current. most recently approved IRB Informed consent form? 

181Yes· □No 
18JYes O No 
181Yes D No. 

lf answered "No" to any questions above, are changes necessary to address increased monitoring or to 
Provide new information to the· subject? . ' . I . . 
[I) Yes, please attach a modification request form and protocol/consent with changes lgh/ighted to this 
r~port. · · · · 
[] No, please explain: 

. ij 

Signature of Principal Investigator: 
I 
;! 

ame of Individual who prepared this report. 

f, 
p . . . 

~otes by IRB Office Staff: 
!! ' 
I, 

~ 
~ 

(bn4>. (b)(6l 

I Date: 
10/.11/02 

(b)(4), (b)(6) . .,.------. ;-1--t--:::~~tit--tf-~ /-Q-2----t 

r · I 
__ ' RB Drte Stamp: 

! 

. - ~-~·- . ·­. . , -~ .. 
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Population Council/Danco Laboratories, LLC 
Annual Report for Mifepristone Tablets, 200 mg 

ATTACHMENT 4 

Sept. 28, 2001 •
1 
Sept. 27, 2002 

NDA20-687 
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CMC SECTION: Drug Substance 
Mifepristone 

1.6.2 Auxiliary Raw materials and Suppliers 

Code Number Name 

Revision: October 2002 

(b)(41 

Su lier 
(b)(4f 

Page 146 
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CMC SECTION: Drug Substance 
Mifepristone 

Code Number 

Revision: October 2002 

Name 

(15) ('If 

Supplier 
(b)(4 l 

Page 147 
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Obtained via FOIA by Judicial Watch, Inc.
Population Council/Danco Laboratories, LLC 
Annual Report for Mifepristone Tablets, 200 mg 

ATTACHMENT 5 

Sept. 28, 2001 - Sept. 27, 2002 
NDA20-687 
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=- -·- · · , - -.. CNH:H,EC'FION: Drug·Substance· 
Mifepristone 

LONG TERM STABILITY STUDIES (1) 

LOT No. J <bH
4
~ RESULTS & TEST DATES 

T..ESIS I s_e_E_CJELCATIOHS_'--99_ Oi07 I 99_02.._09 I 99_03_j_0 I 9!'.L04_09 I 

ENVIROMMENTAL CONDITIONS: I (b)(41 

PACKING: 
(b)(41 

··--·--- --- . - - . ~ - ·- -- - --

Tabulated by -(...._ __ (b_ n_
4

>-_<b>_<
5
;;-r __ Reviewed by -----· 

(b) (4), (b) (6f 

Date: January 16th ,2002 Date: January 18th ,2002 

Revision: October 2002 

,,.. ... 

(bJ<4I 

QQ_QzjA_ (b) (4f 

Page 26 
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Cl'm., .>ECTION: Drug Substance 
Mifepristone 

.------------------.(b)(~l 

LONG TERM STABILITY STUDIES (2) 

LOT No. (b)(4) 
RESULTS & TEST DATES 

.,_ __ _,_TESL S. ___ ,_SPECIFICATIONS 99.10.16. __ . __ n? n1 1A (b)l 
1 

(5)14) 

ENVIROMMENTAL CONDITIONS: 

PACKING: 
.-----------------------.(b)(4! 

Tabulated by ___ <b_><_4>._<b>_<5 __ > __ Reviewed by -----(b) (4), (b) (6) 

Date: January 16th ,2002 Date: January 18th.2002 

Revision: October 2002 Page 27 



FDACDER000402

Obtained via FOIA by Judicial Watch, Inc.

CN!l; ~i::CTION: Drug Substance 
Mifepristone 

LONG TERM STABILITY STUDIES (1) 

LOT No. L <b><
4l RESULTS & TEST DATES 

TESTS I SPECIFICATIONS 99.01 .15 I 99.02.25 I 99.03.22 I 99.04.16 1~ 9.07.14 

ENVIROMMENTAL CONDITIONS: 
(b)(4i 

PACKING 
(6)(4) 

Tabulated by -----
(b)(4), (b)(6) Reviewed by ..__<b_H_4>,_<b>_.<5> 

Date: January 16th,2002 Date: January 1 at11,2002 

Revision: October 2002 Page 28 

(bJ~FII 
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Cr-t1,; ~ECTION: Drug Substance 
Mifepristone 

....-----------------.(bJ(:.fl 

LONG TERM STABILITY STUDIES (2) 

LOT No. J (b)(4J 
RESULTS & TEST DATES 

I TESTS I SPECIFICATIONS_,_99_j0J6 I 00.01.16 I 00.07 13 I OLOL:13 I 02.01-14 
(b)1:.Jl 

ENVIROMMENTAL CONDITIONS: I {D)14j 

PACKING:
1 {b)T4I 

'I 

Tabulated by ___ (b_><_4>-_(b>_<5~> __ Reviewed by ---(b) (4), (b) (6) 

Date: January 16th .2002 Date: January 18th.2002 

Revision: October 2002 Page 29 
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C~~ :SECTION: Drug Substance 
Mifepristone 

..------------------,(b)(4) 

LONG TERM STASBILITY STUDIES (1) 

LOT No. J (b)(4~ RESULTS & TEST DATES 

TESTS I SPECIFICATIONS 99.01 .20 I 99.02.22 1 99.03.24 I 99.04.22 I 99.07.28 
<tiH4l 

ENVIROMMENTAL CONDITIONS: I 
(6)(4) 

I 
PACKING: 

(b)(41 

Ta bu lated by --------
(b) (4), (b) (6) Reviewed by _ ·----

(b)(4 ), (b)(6) 

Date: January 16th ,2002 Date: January 18th .2002 

Revision: October 2002 Page 30 
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~~, --.· --· - -.· , CP.,c,:sECTION: -Drug Substance 
Mlfepristone 

LONG TERM STABILITY STUDIES (2) 

LOT No. 1 (bn41_ RESULTS & TEST DATES 

TESTS I SP.ECIFICATIONS 99.10 .. 16 I 00.01 .16 I 00.07.13 I 01.01.13 I 

ENVIROMMENTAL CONDITIONS~ 
(b)(4l 

PACKING: (D)141 

Tabulated by ._ __ (b_n_4>-_<b>_<6•1 __ _ Reviewed by r-71>>14>- <bnsr_ 

Date: January 16th .2002 Date: January 18th .2002 

Revision: October 2002 

(b)l4f 

02.01.14 
(b)(4f 

Page 31 
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CMC SECTION: Drug Substance 
Mifepristone 

-----------------i(b)l4) 

LONG TERM STABILITY STUDIES (1) 

LOT No. J ·---
(b)(4) 

TESTS I SPECIFICATIONS 00. 01.21 I __ _, ________ ., __ 

ENVIROMMENTAL CONDITIONS: 

PACKING: 

Ta bu lated by _J ·-----
(b)(4), (b)(6JI 

Date: March 151, 2002 

Revision: October 2002 

RE SUL TS & TEST DATES 

00.03.03 I 00.04.03 I 00.05.07 I 00.08.09 

(b)(4! 

I 

Reviewed by 

Date: 

(b)(4~ 

March 2nd 
1 2002 

Page 31 a 

(6)(:(J 
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~="· -., .~ • c•~ ,. --~ Cl\n'-'.~ECT-ION :,- Drug-Substaoce-, -. · 
Mlfepristone 

LONG TERM STABILITY STUDIES (2) 

LOT No. 1 <bH
41. 

TESTS I S£ECJELCAILOHS 00~~06 I 

ENVIROMMENTAL CONDITIONS:! 

PACKING] 

Tabulated by_ ·------
(b)(4), (b)(6 ' 

Date: March 15
\ 2002 

Revision: October 2002 

RESULTS & TEST DATES 

01 .02~06 0L08.j 0 I 02~02.2-8 I I I 

(b)(4i 

(b)(4J 

. 

Reviewed by 

Date: 

(b)(4),(b)(6J 

March 2nd
, 2002 

Page 31 b 

(6)(4f 

(b)(4J 
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= -·-:.· .. , · :- -.·.•CNlc ~ECT,ION: Drug Substance 
Mifepristone 

LOT No. __r----(bn4i 

\ 

)14! .. . . . .. . 

LONG TERM STABILITY STUDIES (1) 

RESULTS & TEST DATES 

TESTS I SPECIFICATIONS 00.04.06 I 00.05.07 I 00.06.07 I 00.07.05 I 00.10.11 
(b)14! 

ENVIROMMENTAL CONDITIONS:! 
(b)(41 

PAC.KING: 
(b)(41 

- - - - - - -- ------ -- -- --·--- ·- ---- - --- - ------ --- ·-- - - - ---- - ----

Tabulated by ---;... __ (b_H_4>-_<b> ..... <5> Reviewed by ~ n4
>-<bns~ 

Date: April 16th
, 2002 Date: April 17th ,2002 

Revision: October 2002 Page 31 c 
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Ch11,.; ::;ECTION: Drug Substance 
Mifepristone 

.------------------~(b)(4I 

LONG TERM STABILITY STUDIES (2) 

LOT No.I (b)(4) 
RESULTS & TEST DATES .I 

I TESTS I SPECIFICATIONS __ OJ .01 .13 I 0 L 0410 I 01 10 0!1 I 0 2-.04 14 I I I 

ENVIROMMENTAL CONDITIONS: I (b)(4j 

(bH4l 

PACKING: 

Tabulated by ________ (b_><4_>._<b>_<5> Reviewed by -------
.----c(b)(4), b)l6J 

Date: April 16th
, 2002 Date: April 17th

, 2002 

Revision: October 2002 Page 31 d 

(b)(4f 
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Obtained via FOIA by Judicial Watch, Inc.

Cf/re-SECTION: Drug· Substance 
Mlfepristone 

(6)(4) 

LONG TERM STABILITY STUDIES (1) 

LOT No. ~ n4
l_ RESULTS & TEST DATES 

TESTS I SPECIFICATIONS 00. 05.31 I 00.07.14 I 00.08.17 I 00.09.14 I 00.12.13 
(b)l4J 

ENVl~OMMENTAL CONDITIONS: I (b)(41 

PACKING:( 
(b)(4f 

I 

. · ---·· .. ------- ----
Tabulated by_ ·-----

(b)l4), (b) (6f 

Date: June 13th
, 2002 · Date: June 13th

, 2002 

Revision: October 2002 Page 31 e 
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CMC SECTION: Drug Substance 
Mifeprlstone 

LONG TERM STABILITY STUDIES (2) 

LOT No. r (b>l
4t RESULTS & TEST DATES 

TESTS I SPECIFICATIONS 01.03.12 I 01 .06.11 I 01.12.13 I 02.06.12 I I I 

(b)(4J 

ENVIROMMENTAL CONDITIONS: 

PACKING "'"I 

Tabulated by ~ n4>. <b>15> Reviewed by _c:<b> <4>, <b> <51. 

Date: June 13th
, 2002 Date: June 13th

, 2002 

Revision: October 2002 Page 31 f 

(6)(4f 

(bf(4J 
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Cl'lllc ~ECTION: Drug Substance 
Mifepristone 

LONG TERM ST ABILITY STUDIES (1) 

LOT No . .,r----<b><4l RESULTS & TEST DATES 

I TESTS I SPECIFICATIONS 00.05.31 I 00.07.14 I 00.08.17 I 00.09.14 I 00.12.15 (D)(4J 

ENVIROMMENTAL CONDITIONS: I 
(b)(41 

PACKING] 
(b)(4J 

. -~----------

Tabulated by _____ <b_><4_>._<b> .... <5I Reviewed by -------
Date: June 13th

, 2002 Date: June 13th
, 2002 

Revision: October 2002 Page 31 h 
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Cl'.lit; ::;ECTION: Drug Substance 
Mifepristone 

(6)(4) 
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