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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 . 
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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. 

-6-
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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. 

-7-
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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 -
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. : 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 . 

-10 -
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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 

· 

- 12 -
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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 
., ' 
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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 
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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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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 

- 32-



FDACDER000280

Obtained via FOIA by Judicial Watch, Inc.

EXELGYN Medical Department 
Mifepristone - Periodic Safety Update Report 0°13 -from June 1

51
, 2001 to Ma 3151

, 2002 

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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I 

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 
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 

- 45-



FDACDER000293

Obtained via FOIA by Judicial Watch, Inc.

. ;.~; 

., .. 
. . . : -~• •-; ... . . ,,, ' -~ -. 

EXELGYN Medical Department 
Mifepristone - Periodic Safety Update Report n•13 - from June 1S1. 2001 to May 3 st

• 2002 

I 
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 

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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I 

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. 

-52-



FDACDER000300

Obtained via FOIA by Judicial Watch, Inc.

EXELGYN Medical Department 
Mifepristone - Periodic Safety Update Report n°13 - from June 1st

, 2001 to May 31st, 2002 

. ... · . · 

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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. ·"·:·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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CIOMS LISTING I 

MIF.EPgISTONE 

I 
I 
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-
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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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.• ..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 
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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. 
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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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VAS sc(¥-eS of pain, day 4 - 13 
' 
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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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· miS<•('<(ISWI. N EnJ1 J Med IY':IS:.U2:9!1J-7. m~dical abonion in the fu1ure. as the staff becomes more 

I JI Camcrun ST. Glusicr AF. l.opn J. B.:nt<>n L Baird 01'. lmpac.1 u( lhc 
familiar wich the method. The very fact 1ha1 women have a , 
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DKK. :290- (USO 34.4) that gemepr:ost costs.-- · . l"·i· .-, '°i·· 1., 8 . d. cw' 8 · L' R bb .. A E rt • • . . • . . " ·•.Pl 1. __ ,.,._ a~ m , .• cntnn o 111s . :;, Y. Jl('Cgnaocy 1cmu- . .. 

. ,,_,. 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 ·_ 
vaginally for early medkal abonion is well tolerJted and J Me<i 1998:3J8:1241-7. · ,-.-
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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). 

110 (I I.SJ 
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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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. Preniila W;Asliok1.3, Aw.-ii .. Kidcf~ Gillian M.M.Flett2, Ann Fitzmaµt:ice1, Wendy. Grah4iii1 . 

,', - .. .. and:All~~ T.~m~leton
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~ 

93 
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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 
! 

:· . 
,..,_,.,....,_.,.,.,,_(••.,.,36""'),-, ...., . "'-, 

Mol"""""4 (n•25) 
-~··"•'1 

~ (It C 1551 
Nol-(••$) 
Sent n • 160 

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 

97 
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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 

! 
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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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. ~;·:: -~~c:~:~ss~ Lon~-Term Tre~~e?_t o(Refraftory_ C~~~s :;);' 
_. .- .:-Disease. with. High-D.ose .. Mifepnstone {RU-486) ~ ·_- .:: .. · . "'' 
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-- JAMES .W: CHU, DWIGHT F. ·MATfHIAS,:~Q$~~!{ .B,E~.O~F-*;' ALAN SCHAT'ZB~RG_~=-~ · 
.Af:IDREW R. HOFF~. ,t\ND DAVID FELJ?~:?' -~ ··_- _, :;,~ _ _. __ ,:.._.;'·" ·· ·· ~ · ·1 · ·. -·· - · '-_'---"-: _ 

· · - a · .. , .-. .. · · ~, : --~- ' .- · I · · -· · · --; - · • • : .. 
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 -
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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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·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 
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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 

I 



FDACDER000358

Obtained via FOIA by Judicial Watch, Inc.

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 · ~ 

1 
,.~., .:~: •.. ,. •· ·- • 

. . • . . . . . . , ~ • _ ... 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 
! 

1149 



FDACDER000365

Obtained via FOIA by Judicial Watch, Inc.

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 
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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 
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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 
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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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472 M. 0 . CRElNlN CT AL l 
. 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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MIFEPRISTONE FOLLOWED BY i lSOPROSTOL FOR TERMINATION 47.\ 

. ·- ... _ • . - 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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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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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 
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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 
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. .. ···- ... . .. - . -~ ,-· 
..... -

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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- -· . .. -.[. ·- . 

-· . - -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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