MEMORANDUM N
__ Publlc—;élffairs Offlce T e T ‘

: Pa‘e March 12, 1992 |
- Te ‘Division- of Regulatory Affalrs (HFD 365)

-Subject: Ooffice of Compliance - e

’v *  Consumer comments re: RU486

"From: - )
m: e /ﬁ =D0
- T E =
S The attached: letter was - received by this offlce. amfforwarding .

’ the -writer’s -concerns to your offlce for conSJ. fon, per her ’

: req_gst. . L _ _ - . .
- Public Affairs Office- )

Boston District Office’ :

® . APPEARSTHISWAY - o T

_ ONORIGINAL - o

foa mwsmu‘» JUS3 CongnIuiiod -Bostosr

MIF2007 009306



| vy Parkway : : Preprinted Requisition

thershirg, M 20877 : . | ' # FE-094495
EXPENDITURES FOR ADVISORY COMMITTEE MEETING
Comittee for rtive Health —
» -(24-hour hold on -one ___ days)
CONFERENCE ROOM RENTAL _ one daysat 52400 perday | $2,400.00
-(2) emsels at S0 ea. | . s 2.0
TELEPHONE FOR REGISTRATION TABLE . s B0
TOTAL CONFERENCE ROOM EXPENSES - $2,445.00

. FLOOR MIC(Z)

TABLE MICS (10)._

o OVERHEAD PROJECTOR ___

SCR.EEN

LASER POINTER

MIXERS (16 CEl L

‘ '-'SE'I'UPFEE(frstdayonly) 18%x$24445 s‘44(_).-10 /7 O

"TOTAL AUDIO VISUAL EXPENSES 5

TOTAL CONFERENCE RM EXPENSES .sf 2,885.10

GRANDTOTAL o s28md0
TAXEXEMPTNUMBER 30005004" - .

SET UP‘AND. SPECIAL INSTRUCTIONS -(NO ADDITIONAL CHARGE)

THEATRE STYLE SEATING | e IR o
" WATER STATION - OUTSIDE OF CONFERENCE ROOM OR IN BACK OF ROOM
6’ SKIRTED REGISTRATION: TABL_E_II:I_FOYER WITH TWO CHAIRS

MIF2007 009309




DEPARTMENT OF
"HEALTH AND HUMAN SERVICES )
. PURCHASE/SERVICE/STOCK REQUISITION REQUISITION NUMBER

_ » , ' F07836 -
BPA and Cait No. - OFFICE CODE/SYMBOL
. ' ACS :HFD-21
fo _ REQUEST FOR
DHHS /FDA/DCGM  (HFA-13) : O purcrase [dservice [ stockissue IQ RENTALNLEASE
REQUESTING ORGANIZATION . CUSTODIAL AREA DATE OBJECT CLASS
ipistration ___CDER , 09/06/96 25.97
TOR REFERENCE CALL , ‘ EXTENSION maornmnou
e e T : T - 17560600 _ 223200 20
IELIVER TO . . ’ CAN .
' _ 6-6992862 D-52004
FDA/CDER/ACS _ : ’ r3 RED
5600 Fisher Lane (HFD-21) ’ i ' ' [OATE REQUI
Rockville, MD 20857 07/19/96
remmo. |- ' DESCRIPYION . . ’ | auasmry | e cos
‘ (INCLUDE STOCK NUMBER, MODEL/PART NO.. EVC.)  REQUARED | 1ssUE unr | ToTAL
' Use and reconf:.gurat1on of Nat:lonal Narrowcast reconf :i'gurat} on $143.5C

Network’s ISDN line for 7/19/96 Reproductlve Health
brugs Advisory Committee Meeting.

ITITLE OF MEETING: Reproductive Health Drugs
Advisory Committee

POCATiON: FDA Tech., Center
Gaithersburg, MD

pATE: July 19,1996

TIME: 8: 00am-6:00pm

JJUSTIFICATION: See attached.

SRS Avan AMLE (BmeeiTil  |OATE

lﬂvhnmmwnw
hmm-lnmmm
-l-cuunm--.' :

nmmwm —

irector

=

Ey 'm-:éswms OFFICIAL - umummmmmw
q/é/¢ -_Mu“mmmmmhw«nm
RECOMMEND MAL {.Itin?n;ﬁ'l&;’ Toare RECEIVING OFFICIAL (Sgnature/Titk) . DATE
mnovm sy mm-ilnh T oare, ~ToRoER NO. (PO, DO, FEOSTRIF, EYCY — —[ORDER DATE
Direétor, ACS- %&[Q 6 , _ »
PRUPERTY MANAGERIFNT OFFICER (M DATE VOUCHE < NO. VOUCHER DAY

MiF2007 009310



Public Health Service

‘(: DEPARTMENT OF HEALTH & HUMAN SERVICES ' Food and Drug Administration

Date  September 6, 1996

. From

Memorandum

dvisors and Consultants SLaff

Subject Requisition for Narrowcast Network
L e—
To —_—
‘Office of Facilities, Acquisitions and Central
Services, HFA-512

On July 19, 1996, the Reproductive Health Drug Advisory Committee held a meeting at the FDA

- Technical Center. Due to the the large public interest in the meeting an overflow room was
reserved at the Hilton Hotel in Gaithersburg, Maryland.  Since a large number of people
requested time to speak it was necessary to change the agenda for the meeting. - As originally
planned the meeting was scheduled to finish at 5:30 p.m. However, the meeting ran later and
ended after 6:30 p.m.

At the meeting we learned the company responsible for the broadcasting the video from the FDA
Technical Center to the Hilton Hotel had been able to reserve a satellite transponder only until
6:00 p.m.. The company was unable to obtain additional time on a transponder because of the
Olympics beginning that day.

"Faced with the prospect that the overflow room would be disconnected from the meeting, I
contacted Hearings-On-The-Line; a private firm that was already at the meeting and providing .-
the audio services of the meeting to its subscribers. Il¢arned that the firm could arrange for the
audio to be sent to the overflow room beginning at 6:00 p.m. or at any time we wished. The

~ estimated cost given was about $100 but could have been more, depending on how long the
- meeting lasted. I then spoke to —. = -, Office of Facilities, Acquisitions
- -and Central Semces . was at.the meeting to oversee the techmcal support and to

- .reéspond fo any last mmute preblems I explained the- situation to ’ .and asked ifit -
would be acceptable to request Hearings-On-the-Line to provide audio semces to the overflow

room. indicated that would be ﬁne and we preceded

During the afternoon of the meetmg there was a severe thunderstorm which interrupted the
 satellite transmission. - During the interruption of the transmission, we utilized the audio
. provided by Heanngs-On—The-Lme until the satellite transmission was restored. Again, at
6:00 p.m., the audio services were used until the end of the meeting. The total cost of the audio -
: serwce prov1ded was $143. 50 ~

/

R it

e ——

-

MIF2007 009311



NATIONAL |
- N ARROWCAST

FRIENDSHIP STATION. P.O. BOX 9597. WASHINGTON. D.C. 20016

NETWORK":' PHONE: (202) 966-2211 FAX: (202) 966-1770

Invoice Date: August 26, 1996

—
P2 " ————

—~eiea, ACS/ORM,CDER
FDA '

5600 Fishers Lane -- HFD-21
Rockville, MD 20857

INVOICE # 6082609

(156BASN)

NAME DATE =~ HEARING(S) _ UNITS FEE
—_— "~ 7/19/96  FDA/Reproductive Health Drugs 8. $T
. v B . ' 5 3

SUBTOTAL
. | — _ . o
SUBTOTAL  $143.50
'DC SALES TAX ~$00.00
F kA Ak
$143.50°"

CL RekkkkkER -

PLEASE REFERENCE INVOICE NUMBER WITH PAYMENT

-‘J-J T C‘-{.”- o /"_‘—_" . R
*+ PAYABLE UPON RECEIPT e bl -
k% INTEREST ON OVERDUE BILLS 1 75% PER MONTH 'v';’ 2e (

. we tha.nk you for your patronage. Please call us whenever there’s a
Washmgton event you’d like to hear on Hearings-On-The-Line®. '

VE COVERAGE OF CONGRESSIONAL & FEDERAL AGENCY HEARINGS BY PHONE SINCE 1991
MIF2007 009312



6—27}1‘996- 10:234M FROM SPECIAL PROJECTS - P.S

m - _REGULATORY TV/VIDEO SERVICE ﬁ

eliminary Telecgst Order Form

LBill To: Name and Titho . -

oy EOD DT A0 e 20
Address Lt”\ LOC)O V‘F\Q‘BQKS \/\D NQ

City, State, Zip, COumryQi)(Y)l) \\.0 ﬂ\b Q@le\:k ‘\&D

Phone

o m“k*) 8 GD(‘LOQ& \\m\mm &ﬂ%(\
| s W(@Qm@m thuay
City, State, Country Q‘(\l IM\ON\)\L(\\Q) mﬁ

Transmission options: (Check one) m-bmd satellite. [ Videoconference

Contact(s) - (Only individuals named herein will be provided coordinates for
accessing the satellite oryideoconference transmission. ) ——

——

A T i, -
e P

_ Phone o FA'X

—— v " N '

After Hours Phone (Office and/or Home) 1N .)_,/ P:
| 3.Request " ‘ |

A. Advnsory Commmee o a

Meeﬁngnm JQ NLIDU ‘, (()
ﬁ Covemgel)esared [P()nc Day [ ] Two Days [1 'Dlroc Days

4. Paymeru m.s,mnm_om, Payable 10 F-D-C Réports, Inc. Maryland residents add 5% sales tax)
Monceme (purchasc ordcr#opﬂonal) ‘“' \\ 5&0 (OO(\ }

[ ] American Express [ ¢ Mastcrcard { ]Vlsa

_(Antnuh'tNu-mbcﬂv_ : R (Exp. Date)
,_ ‘ o - d-5-2€ |
’gighatura - (Date) ~ (more)

MIF2007 009313



27-1996 1@:24AM  FROM SPECIAL PROJECTS S - P.6

S.Agreement

I have reviewed and understand the “Conditions of Sale” below and the various charges described in the
Regulatory TV price list. 1 agree to abidc by the “conditions of sale” herein and to pay the applicable

chargcs incurred in respoase. to this order.
-5 q( >)

(Signature) ~ (Date)

Regulatory TV tclecasts (Telecasts) of FDA advisory committee meetings are sold by B-
D-C Reports. Inc. (Seller) under the following conditions:

1. Telecasts may contin copyTighted material, chcral law [Title 17 USC, Sections S0} and 506] provides scvere civil
and criminal penalties for unauthorized reproduction, distribudon and exhibition of copyrighted works. Criminal

copynght infringement is investigated by the FBI and may constitute a felony with a maximum pcnalty of up to five

.ycars in prison and/or 2 $250.000 fine. In addition, state law prowdes severe cml pcnalucs for the rmsappmpnauon

of Seller’s Telecasts, including monctary damages.

2 Tclcca:ts are for the internal vicwing by the putchasmg organization at the site specified on the order form Vicwmg
at unauthorized sites is strictly prohibited. Viewing by any non-emp]ayee of the puxvchasmg orgamzauon is ptohfbued
without the permission of the Seller.

'Videotape Duplication Rules

Telccasts are not to be recorded or duplicated in an).(' manner by the Purchaser, except under the following terms:
a) Purchaser is authorized ro make onc video recording of the Telecast for internal use only by the purchasing
organization; b) additional copies of the recording can be purchased from the Seller under the prices and terms

specified in the F-D-C Regulatory TV/Video Sesvice price list (“Addiional-copy Ratcs™) and “Conditions of Sale;” or
‘c) Purchaser obtains writtcn authorization from the Seller to make additional copies dutctly at a charge specified by
the Seller. Resale or an exchange of any kind of thesé: recordmgs with orgamzauons or individuals outside the
purchasing organization is strictly prohibited.

N

4. ° In the event of 3 complete durupuon of the ‘[blocast. or cancellation by the Seller, Seller is hablc only. for the rcfund
’ of paid otde:s

" '5." Intheevent af: a pamnhmmuptlonof the Teleézst. §el|er will make every cffon 10 p:éwde Purchaser with a
: videotape mcoldlng,of the interrupted portions of the Telecast to be available within two business days after the date
of v.hc'l'elecur. Sel(et Wlll ‘also. at its sole discretion, consxder zdjusunam to the Purchaser s cha:gcs for the TolecasL

" Selleris not m;pousi_blcfor problems with Pur_cl'nsa s Teception of the Telocasts (anmx_s_glm_ﬁzmmm

6. Ahkhough the Selles believes that the information oonmmed in the Tclocasu are:an accurate and complcte record of
" the public portions of the FDA advisory commitiee meetings. no guarantoe is offered to that cffcct. The Seller does
noOt assume any habmty for the accuracy and comprchmswonm of the information pmented. .

7. Prices arc sub;cct to change without notice. including duc to sa:elhte availability.

8. Parchaser’s Prchmmary Order is valid until ten business days pnor to the Telecast date. Purchaser can
cancela Ptchrmnary Otder at any imc during the valid penod After that date, Purchascer can convert the '
" Preliminary Ordet to a Firm Order for the Telccast. Cancellation of a Firm Order is at the solc discretion of the Seller.

— — —— e S—— ———— —— —— — — e — — — — —

Mail or FAX form to:
MIF2007 009314 Lori Hardin. F-D-C Reports. Inc.



a7-03/9%6 13:18 CONFERENCE CONTROL NO.992 Peg2-va2

——

CAVLELLED

From: . Advisors and Consultants St.aff,- ﬁFD-S

07-03/96  12:47 —_—

@oo1

Date: July 3, 1996

- Subject: Scheduling of Meeting Rooms

I~ 7 ‘l‘o:r - Conference Contrsl Office _ 7/3"- yd},bf

Parklawn Buildaing. Room 3B-55

/// 2.
n » edel, SonF Aol
Hou;d you please schedule neet:.ng rooms to accommodate the following
- needs: : :
DATE:_ July 19, 1996 'rm}_:: 8 a.n. - 5:30 p,'m.,. RroOM(s)__ D & E
DATE: o TIME: - .. - ROOM(s)

NAME OF MEETING:_Advisery Cammittee for Reproductive Health Drugs

ADVISORY: _ X STAFF: ___ NUMBER OF i’zo'PL;:: 250

EXECUTIVE SECRETARY: ——— - . PHONE: - —
' PHONE: - ——

REQUESTED BY:

REMARKS : ih_ll need table tuth nicrggggnes to seat 15 to 16 peo ople.

1ectern with n:.cmphone and lxgg'xt electronlc_po:lnter. 2x2 caronsel

ptojector. overhead gtojector. podium with nicmphone and (2) floor

microphones. - . : : -

Setup iostructions: Put tab].es :.n "U' ahaped posx.t:.on.
' S ' (in ﬁ:ont of ‘screen) -

pn'mn,

PLEASE R!.TURH FORM TO com‘xm nnsmvauon, BY FAX
- THANK YOU. | |

e ———

Date » = . ) v
: . Conference. ;ontro.l;Qf.f;_ce_

MIF2007 009315



‘TO: ‘ _ - L . FROM!

Food and Drug Administration
Advisors and Consultants staff
5600 Fishers Lane

HFD-9, Room 8B-45 _
Rockville, MD 20857

Facsimile no: __ i ' Phone number: e
—_— . Honee
- I I na v l . ': T T T e, - Paclhj.l. no: eSS
* PLEASE'CALL AI(EDIATELY IF RE-TRANSMISSION IS NECESSARY..

msnocmxsmmmouuronmxusxormnmromnlsmnsssm
'mnmnmoumxspmnmm, COMFIDENTIAL, AND PROTECTED FROM
. DISCLOSURE -UNDER - APPLICABLE LAN. Ifyoumnotth‘addrum,oraperson
_ authorized to dsliver the document to the addressee, you are hereby notified that
. any. review, disclosure, dissemination, coping, or other action based on the
_ contsnt of this cosminication is not authoriszed. If you have received this
: ;domtinm,plu-oi-.diatolymtityubyt‘l.pbomandnturnittous
'fatthoahmmwlail. Thank you. .

MIF2007 009316




i D A REQUEST FOR GRAPHIC SERVICES

.

1Y

'}

~ ~

#rU.S. GOVERNMENT PRINTING OFFICE:1993-367-864

B

D
P]

VISUAL INFORMATION SERVICES BRANCH
5600 Fishers Lane Rm. 9-67. Rockville. MD 20857

* Label your disk

DATE :_7/2/96__ patE pUE: % 7/10/96

- CDER/ACS -

MAIL CODE:
HFD-21

CENTER/OFFICE:

PHONE # — FAX #
YOUR NAME: . =" PHONE # __ =77~ FAX § .
OTHER CONTACT: PLEASE, If submitting a Disk, you Must:

+ Submit a 3" HD (High Density) copy of your original disk

(your name, file name & program job was created in)
« Submit only the necessary file(s) '
.+ Include paper. coples of all enclosed files

|

(T e—

CAN #: -
6-6992304

Haalﬁlmgs July 19, 1996

Authorized Signature for Approvall’l'itle.

TO BE FlLLED ouT BY \/ISB STAFF WITH REQUESTER

, MAC DISK # _RECEIVED BY_ ARTIST
SLIDES VUGRAPHS ~ PHOTOGRAPHY
Quantity Sey(s) Quantlty sei | | (] 35mm PROCESSING
CJPHOTO | CJPHOTO ' Roli(s)
‘ I ' O BIW I’RINT(S)
0 GENI 0 GENI Quantity: Stze:
\-_DMAC OMAC —
[ YENDOR ~[J VENDOR ] COLOK PRINT(S)
S i o o
a IMAGING = IMAGING
__GRAPHICS ___GERBER mmrmcs
2 lemar- BPW(B) [ Rameplate(s) ' [} Bannex(s) -
D Dulgu - |C] Name Tags/Badges’ 1Y sign(s)
. B | . 1 - N | ) s
e | W e | S i |
Bt | g oo | o ]|
- |EJLinG - AimNew, “TCJ Framing (Custom) ]} |
| O otien ?ﬁuﬁ‘éﬁ‘ins a Framlng (In-House)
"SPECIAL msmucnons. Hi —— =, the 51gns you made were great. I need a duplicate"Of ‘
1 T thesanes:.gns _ I
Signs should read“ ’
All oersonal belonglngs and packages are subject to J_nspectlon.
A ‘

MIF2007 009317

be shown before entering meeting.



DEPARTMENT OF ’

—————

—— T T
HEALTH AND HUMAN SERVICES )

PURCHASE/SERVICE/STOCK REQUISITION - | REGUISITION NUMGER

.apAmi_c.u&o. . BPa 90’2(/; | rosoos

OFFICE CODE/SYMEOL
_ v : CAce 17 ACS :HFD-21
- , . - REQUEST FOR ; -
__DEHS/FDA/ACS/DAN/PROC __ (Rm S101): O rurcrase Gdservice [ stocxissue [ rentaLnease
REQUESTING ORGANIZATION s CUSTODIAL AREA - OATE OBJECT CLASS
Fond and Drug Administration - “CDER - . . 07/12/96 25 2P
FOR REFERENCE CALL - . - EXTENSION APPROPRIATION -
““,T’_"*_“_T.“'_.‘ T ' : 443-4090 | 7560600 223200 20
: / N2 | . 6-6992862. D-S1764
FDA/CDER/ACS . . 9
1901 Chapman Avenue, Rm 200, HFD-21 b OATE REQUIRED,
. . =
Rockville, MD 20852 _ » : ?7.{;_9/95 O
. . - T :E LWL
TEM NO. - INCLUDE STOCK rUMBE 'mmnr ev ' AEaURED °"'=S - -~
. . ( R, NO., EVC) REQUIRED | o2 =l Jp— OTAL
Transcription services. for a meet:mg of an FDA/CDER
Advisory Committee meeting, Rquest is made for:
(1) An original-4 per page, ONE.SIDE
{(2) A hard copy-l1 per page,. doublespaced ONE SIDE
(3) 3-1/2"~.diskett-1 per page with WP60
Compatibility, KEY WORD INDEX h
{4) Tapes S
o viEIGHT DAY DELIVERY!!! DELIVER TO \x—__— £
: ' FTI'ENTION VENDOR, PLEASE PROVIDE INVOICE WITH i ;
“TRANSCRIPT ) 2 = |
MEETING geproductn.ve Health Drugs Adv:.sory : ;..(.. :2 m
ommittee. »>F
- A , oo | &
-'IPLACE: FDA Technical Center "x‘: (- I B & B
- 16071 Industrial Drive e 51 =
Gaithersburg, MD =4 ] <
£ =
: e = | ™
DATE: July 19,1996 s e S B I o BN
TIME: July 19;9:00am-S: 00pm OPEN 1« g .
. 7 : = ’
- {The contractor must have been’ approved'by FDA for ;
ccess to ."Priveleged Information®” and must be . . ‘ N
ertified as .being capable to receive and protect i . B £
. lsuch information according to the requirements set
‘|forth in 21 CFR 20.90 (Disclosure t:o CoPtract'or S P S A
SOURCE : - C.K.S.E:T. ASSOCIATES . “¢. 1. | . EA . ] 2000.00] .° '2000.00-
."10201 0ld Lee. E:.g‘hway S TR | I R
Suite 180 : )
-Fa:.rfax, VA 22030
TContact sl
Phone: - - _ _ e
| L - N ther B Ea
|cuulvd-tdumh«vieunm¢mdnnwmd FUNDS AVAILABLE (Signature/Titic) . |oaTE | :
brcmmblldnoc,mdnmtm‘lﬂclm - G‘ l TOTAL . -70( :
» . - — - . \ . N . z‘nu,
Bccess OF Curient sssets. R Y SGE Programs Officer : et : :
Ny — T ' RECEIVING OFFICIAL - lcﬂ'ﬂl‘vﬂutﬂummnlﬂuln&audlnﬁn“ouandty
—— ‘9,1 ?¢ Requlwd”edmunnbowhwobmmmdmbulorummuud.
IECOMMEND Appnovnl_(summﬁme)‘ N OA‘IIE RECEIVING OFFICIAL {S&mmﬂme) : DATE
APPROVED 8Y rsemmimm _ ~|oATE ORDER'-NO- (PO, DO, FEDSTRIP, ETC.) QﬁDEB DATE
. ES— [ S . =fon : ) N
SGE Programs Officer [ ‘q“." . - L. R
'ROPERTY MANAGEMENT OFFICER {stgmtm-e)’ DATE VOUCHER NO. VOUCHER DATI

MIF2007 009318



S JUL 19 'S 13:04 s

 National Narrowcast Network L P.

Box 9697, Friendship Station
Washington, D.C. 20016 -
(202)966-2211 or Fax (202)966-1 770

: Hearlngs-On-The-Llneo Service Agrecment {Separate form should bc subnutmd for each authonzed user.}

NAME:__— o -
COPOSITION: T e S, ok & DE/& RY) /}
- orGANizaTION._ H €D = 21 | '
'ADDR.BSS 5¢6oo F(SWERS L_V‘]~\UE o
cm{ Roc KULL’-\E STATE H\J -:zm:"ﬁog"*g'?'

o

PHONE ‘ - - FAX'

. 1DO want to use National Narrowust Network's Hmmngs-On-Tlle-Lnmo ‘Please provide me with mypetsonal
“H—O-T-Lme-authomauoncode,anduwtmcnonsonhowtonmemw Congruswnalhea.rmgshvcatmydukor
from any phane. 1 understand that the regular charge for each hearing is $20 for the first 10 minutes or part and $15
“for each additional 10 minutes or part, plus any additional taxes, and that I personally and my organization will be
mpomxbleﬁoranychargatothuoode If T do not pay the bills for my usage promptly, I authorize National
Narrowcast Network, L.P,, or its , after notice to me. to charge mv VISAmn:forthe overdup amomm,
‘Acct. Namo_MASXER HALMAcet !~ s Jpeyr Late: W
'{xfldonothaveaWSAacooumexllnmkeotheramngunentanhNNN} IntcrestmovcrdnebxllswxllbolZS% _
per month. Imdmundthatthecostofﬁwﬂenﬂun-On—Tho—Lwe‘ semcedoesnotmludetlwooatoftbecallsl_‘ '
make to connect to H—O-T—Lme" ) .

: Iundmtandtlmwh:loﬂunngs-On—The—Lwa‘ ‘will do its bcsttoptovxdecoverageofschcdxﬂedlwanngs this
- service is necelnnly subject to last minute changes in- achedules, locatxom, avula.btlxty for coverage, and w:tnetses .
- | 5 ¢« - h’t

Network.L.P,'wmwor» e
.advame,foranyﬁﬂummuﬂymyw

IalsoundmtandﬂmthechmgaubovemfordzrectuseofthcHeannga-On-The—Line‘ semccbytbeauthonzed" )
‘person and do not authorizo re-transtission in any manner, othcrthmlummgmanmnngndepbonemonat-
tlwsamlocmonutheauﬂ:onudpenm Iunderstandthatanyaﬂxeruu,mcludmgre—ﬂamxmonorm—bmd@st.-'
. mmxymanner,w:llentnﬂsubstanbaladdmomlchamu forwhxchluxdmyorgmunﬁonmllberupomnble Iam~
‘.authonzedmbmdmyorgammmothnagrmm _ .

ate: Y ‘(?'?f Signed:
{Mother's foll birth nnmvmr xdamﬁcanon vcnﬁcaum

' ‘Send to: H«nngo-On-The—Llno'., Box 9597 Fncndshrp Stauon. Waslungton. D.C. 20016 or FAX 10 202-966-1770 '

MIF2007 009319 ) The Line® — Your H-O-T Line™ to Congress & Federal Agencies



Center for Drug Evaluation and Research
Executive Operations
Correspondence Control Tracking Form

Log Number [2000}-[2185 |~ Received Date 10/4/00] Due Date |
FDA Number | | - Document Date | 10/3/00]
From | —— | Affiliation [U.S. Senate (several)

— Is'this a Congréssional Request? ‘
Is this a FDA Exsec Request? __ Nol
Is this a 10 Day Turnaround? - No
Subject |{Writes about the approval of RU486. o

B

1 3.
...... - T —— e

EOS Team Leader | ———— | EOS Project Manager [ jp—— - I

Status: fclosed | Status Date [10/4/00 !

Incoming [y \correspondenceNncomina\00-2185. pdf - !

(filename) e S — |

Outgoing fy:\correspondence\outqoing\ = - S } ) {

(filename) : — T

ACTION REQUESTED FROM: ) _ _ )

Mailcode Office Name Requested Action Date Sent Due Date Returned
.

FYI COPIES SENT TO: _

HFD-OOS ] R ] — =

HFD-103 fODEI : :

HFD-006 |~ - B

Comments

Please send all responses and inquiries to CDER Executive Operations Staff, HFD-006
(Email: CDEREXSEC or Phone 301-594-6779)

Friday, October 06, 2000

MIF2007 009322



10703/00 TUE 11:05 FAX —— e ‘
T : ’ : ’ : ’ Qo

x % %% % %% CONGRESSIONAL* * * * =
* % % DOCUMENT/INFORMATION REQUEST * * *
Date: October 3, 2000 »
From: James M. Jeffords :

Chairman -

Comumittee on Health, Education,

Labor and Pensions

Subj: _-Approvﬂ of Mifepristone,
‘better known as RU-486.

FOR YOUR INFORMATION

TO: Dr. Henney

‘ “»_vii fax)

e ExeC. Sec.)

' T . Phone No: T

MIF2007 009323



10503700 TUE 11:05 Fay === UHHS rDA UL
»

TELEFAX TRANSMITTAL SHEET V4

FOOD AND DRUG ADMINISTRATION
Office of Legislation
5600 Fishers Lane -
Parklawn Bldg. / Roora 15- 55
Rockville, MD 20850
TEL: —~———
FAX: (301) 443-2567. (301) 443- 5897
' (301) 594-6778

-_g@ggggga&@ggaggg@@@@@ﬂ@gxggzgggaxg

PLEASE DELIVER THE FOLLOWING PAGES
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Division of Gastrointestinal and Coagulation Drug Products -

. Center for Drug Evaluation and Research (HFD-80) ".- '- F?'"("D \
L Food and Drug Administration : 2
5600 Fishers Lane 2(‘ 0
Rockville, MD 20857

Re: NDA 19-268/S-031
Cytotec® (misoprostol)

Dear — , _ ' S LL.03- ¢

TSI

Please refer to our supplemental New Drug Application (5-031) dated October 13,7 1998,
to your letters relating to this supplement dated March 17, April 2; April 9, 1999 and to
your approvable letter dated December 17, 1999 to which we responded on March 9,
2000.

We acknowledge receipt of your letter dated May 23, 2000, recommending changes to

our draft “Dear Health Care Practitioner” (“HCP”) letter. These recommendations have X
been incorporated into a final version with the exception of the suggested placement of P
the phrase “maternal and fetal death.” We have left that phrase as it appears in our dr}ft’
version since not all cases of maternal and fetal dealh, as reported to FDA, resulted from
amniotic fluid embolism. A final version of our letter is enclosed for your records.

T o . -

e v et setyee

-

a MONSANTO @ (‘omlmn)'
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Qur defined audience for the HCP letier is a comprehensive list of practitioners most
likely to be associated with misoprostol use for the off-label indications addressed in our
. HCP letter. Please note thal, in response to the agency’s suggestion, we have expanded
i our distribution to include both family and general practitioners who are likely prescribers

" of misoprostol and may assist in labor and delivery, and emergency room physicians,
because they may assess patients who have been administered misoprostol for induction
of labor or abortion.

If you have any questions or concerns, please address to the undersigned,

Sincerely, 7
s _,.\/_/"_. ',-"': o
saE H s

A kU / (\/\~/

.

\ i

~ T

Mary Jo Pritza, MPH, PharmD.
_ Regulatory Affairs Associate

Ph: 847-982-7831

Fax: 847-982-8090

cc: MEDWATCH-HE2-
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Seante
|MPORTANT DRUG WARNING 2‘200 OLb OrcHarD Roap
KOXie, lLLINOG
CONCERNING UNAPPROVED USE OF INTRAVAGINAL e (o g s20T!

OR ORAL MISOPROSTOL IN PREGNANT WOMEN A (Ba7) a70-1480
FOR INDUCTION OF LABOR OR ABORTION .. ~

August 23, 2000 Re: Cytotec® (misoprostol)

Dear Health Care Practitioner:

The purpose of this letter is to remind you that Cytotec administration by any route is
contraindicated in women who are pregnant because it can cause abortion. Cytotec is
not approved for the induction of labor or abortion.

Cytotec is indicated for the prevention of NSAID (nonsterOIdal anti-inflammatory drugs
including aspirin)-induced gastric ulcers in patients at high risk of complications from gastric
ulcer, e.g., the elderly and patients with concomitant debilitating disease, as well as patients
at high risk of developing gastric ulceration, such as patients with a history of ulcer.

The uterotonic effect of Cytotec is an inherent property of prostaglandin E1 (PGE1), of which
Cytotec'is a stable, orally active, synthetic analog. Searle has become aware of some
instances where Cytotec, outside of its approved indication, was used as a ceyvical ripening
agent prior to termination of pregnancy, or for induction of labor, in spite of the specific
contraindications to its use during pregnancy.

Serious adverse events reported following off-label use of Cytotec in pregnant women
include maternal or fetal death; uterine hyperstimulation, rupture or.perforation requiiring

~ uterine surgical repair, hysterectomy or salpingo-oophorectomy; amniotic fluid embolism;
severe vaginal bleeding, retained placenta, shock, fetal bradycardia and pelvic pain.

Searle has not conducted research concerning the use of Cytotec for cervical ripening prior
to termination of pregnancy or for induction of labor, nor does Searle intend to study or
support these uses. Therefore, Searle is unable to provide complete risk information for
Cytotec when it is used for such purposes. In addition to the known and unknown acute
risks to the mother and fetus, the effect of Cytotec on the later growth, development and
functional maturation of the child when Gytotec is used for induction of labor or cervical
ripening has not been established.

Searle promotes the use of Gytotec only for its approved indication. Please read the
enclosed updated complete Prescribing Information for Cytotec.

Further information may be obtained by calling 1-800-323-4204.

bt

Michael-Cullen, MD
Medical Director, U.S.

Searle _ - CY20141A
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BULLETI

CunNicat MANAGEMENT GUIDELINES FOR
OBSTETRICIAN—GYNECOLOGISTS

NumBer 10, NOVEMBER 1999

(Replaces Technical Bulletin Number 217, December-1995)

Induction of Labor

The goal of induction of labor is 10 achieve vaginal delivery by stimulaling

. uterine contractions before the sponsaneous onset of labor. According to the

National Center for Health Siatistics, the overall rate of induction of labor in
the United States has increased from 90 per 1,000 live births in 1989 10 184 per
4,000 live births in 1997 (1). Generally, induction of labor has merit as a ther-
apeutic option when the benefits of expeditious deItvery ou:wexgh the risks of
continuing the pregnancy. The benefits of labor induction nust be weighed
against the potential maternal or fetal risks associated with this procedure. The
purpose of this bulletin is to review current methods for cervical ripening and

induction of labor and to summarize the effectiveness of thesé approaches
- based on appropriately conducted oytcomes-based research. These practice

guidelines classify the indications for and contraindications to induction of
labor, describe the various agents used for cervical ripening, cite methods used

to induce labor, and outline the requirements for the safe clinical use of the-var- -

ious methods of mducmg labor.

B'ackg round
In 1948, Theobald and associates described their use of the posterior pituitary
. extract, oxytocin, by intravenous diip for labor induction: (2) Five years later,

" oxytocin was the first polypeptide hormone synthesized. by du Vigneaud and
.associates (3). This synthetic polypeptide hormone has since been used to stim-

ulate uterine contractions. Other methods used for induction of Iabor include
membrane stripping, ammotomy, and administering pmstzglandm E (PGE)
analogues. T

Cervical Ripening : -

If induction is indicated and the status of the cervix is unfavorablc, agents for.

cervical ripening may be used. The status of the ¢érvix can be deterniined by - o

the Bishop pelvic scoring system (Table 1) (4). If the total score is more than 8,

T e



Table 1. Bishop Scoring System

Factor
Score Dilation {cm) Effacement (%)  Station® Cervical Consistency Position of Cervix
0 Closed - 030 -3 fFirm Posterior
1o 1-2 40-50 -2 Medium Midposition -
2 34 60-70 1,0 Soft Anterior
3 5-6 80 ;42 _ —

*Station reflects a -3 to +3 scale.

Modified from Bishop EH. Pelvic scoring for elective induction. Obstel Gynecol 1964;24:267

the probability-of vaginal delivery after labor induction is
similar to that after spontaneous labor.

Acceptable methods for cervical ripening include -
mechanical cervicai dilators and administration of synthet-
ic prostaglandin E, (PGE,) and prostaglandin E, (PGE,) (5-
9). Mechanical dilation methods are effective in rpening
tHe cervix and include hygroscopic dilators, osmotic dila-

_tors (Laminaria japonicum). the 24-French Foley baltoon,
and the double balloon device (Atad Ripener Device) (10-
15). Laminaria ripen the cervix but may be associated with
increased peripartum infections (6, 16).

Misoprostol, a synthetic PGE; analogue, can be
administered intravaginally or orally and is used for both
cervical ripening and induction. It currently is available as
a 100-meg or 200-mcg tablet, and can be broken to pro-
vide: 25-mcg or 50-meg ‘doses. Misoprostol currently is
approved by the U.S. Food and Drug Administration
(FDA) for the preveation of peptic ulcers, but not for cer-
vical ripening or induction of 1abor.

Two PGE, preparations are commercially available:
a gel available in a 2.5-mL syringe containing 0.5 mg of -
dinoprostone and a vaginal insert containing 10 mg of
dinoprostone. Both are approved by the FDA for cervical
ripening in women at or near term. The vaginal insert
releases prostaglandin- (PG) at a slower rate (0.3 mg/h)
than the gel. Both the gel and the vaginal insert have been
reported to increase the probability of successful initial
induction, shorten the interval from induction to delivery,
and decrease the total and maximal doses of oxytocin
needed 10 induce contractions (17).

" Other pharmacologic methods for. cervxcal ripening

) 'in'clude contimtous intravenous oxytocin drip, extraamni-
. _ouc saline infusion, vaginal recpmbinant human relaxin,

and intracervical purified porcine relaxin. The safety and
efficacy of these latter methods are unclear.

-

Methods of Labor Induction

In addition to oxytocin and misoprostol, other agents can
be used for induction of labor. The progesterone antago-
nist nufcpnslone (RU 486) is one such suitable-and effec-

MIF2007 009349

tive induction agent (18). Nonpharmacologic methods of
labor induction include stripping the amniotic mem-
branes, amniotomy, 2nd nipple stimulation.

Oxytocin

Oxytocin, an octapeptide, is one of the most commonly
used drugs in the United States. The physiology of oxy-
-tocin-stimulated labor is similar to that of spontaneous
labor, although individual patients vary in sensitivity and
response to oxytocin. Based on phannacokinetic studies
of synthetic oxytocin, uterine response ensues after 3-5
minutes of infusion, and a steady state of oxytocin is

_achieved in plasma by 40 minutes (19). The uterine

response to oxytocin depends on the duration of the preg-
‘nancy; there is a gradual increase in response from 20 to
~30 weeks of “gestation, Yollowed by a plateau from 34
weeks of gestation until term, ‘when sensitivity increases
(20). Cervical dilation, parity, and gestational age are pre-
dictors of the dose response to oxytocin for labor stimu-
lation (21).-

Membrane Stripping

Stripping the amniotic membranes is commonly practiced
to induce labor. However, several studies have yielded
conflicting results regarding the efficacy of membrane -
stripping (22-24). Significant increases in phospholipase
A, activity and prostaglandin 'F,, (PGF,,) levels occur.

" from membrane siripping (25). Stripping membranes

appears to be associated with a greater fmqucncy of spon-
tancous labor and féwer mduchons for positermn pregnan-
cy. In a randomized' trial of 195 noninial” pregnancies
beyond 40 weeks of gestation, two thirds of the paticnts
who underwent membrane stripping labored sponta-
neously within 72 hours, compared with one third of the
patients who underwent examination only (26).

Amniotomy

Antificial rupture of the membranes may be used as a
method of labor induction, especially if the condition of

_ACOG Practigg:Bulletin No. 10




the cervix is favorable. Used alone for inducing labor.
amniotomy can be associated with unpredictable and
sometimes long intervals before the onset of contrac-
tions. However. m a trial of ‘amniotomy combined with
" early oxytocin infusion comparpd'with ammiotomy alone,
the induction-to-delivery interval was shorter with the
amniotomy-plus-oxyiocin method (27).

Clinical Consnderatlons and
Recommendations

»  What are the indications and contraindications
fo induction of labor?

Indications for induction of fabor are not absolute but
should take into account matemal and fetal conditions.
gestational age, cervical status. and other factors.
Following are examples of maternal or fetal conditions
that may be indications for induction of labor:

* Abruptio placentae

+ Chorioamnionitis

+ Fetal demise
..+ Pregnancy-induced hypertension

» Prematare rupture bf membranes

= Postterm pregnancy

- Maternal medical conditions (eg, diabetes mellitus,
renal disease, chronic pulmonary disease, chronic
hypertension)

* Fetal compromise (cg, severe fetal growth restric-
" tion, isoimmunization)

* Preeclampsia, eclampsia

. Labor also may be induced for logistic reasons, for

example, risk of rapid labor, distance from hospital, or .

psychosocial indications. In such circumstances, at least
one of the criteria in the box should be met or fetal lung
maturity should be established (28). -

' Genemlly. the contraindications. to labor induction

are the sanie ‘as those for spontancous labor and vagmal'

»dehvery They include, but are ndt Ilinlted 10, thc follow-
ing situations:

* Vasa prevua or complclc placema prevna

« Transverse fetal lie B
-+ Umbilical cord prolapse '

* Previous transfundal uterine surgery

.ACOG Practice Bulletin No. 10
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Confirmation of Term Gestation

- Fetal heart tones have been documented for 20

- weeks bY nonelectronic fetoscope or for 30 weeks
by Doppler. ' :

- Ithas been 36 weeks since a positive serum or

urine human chorionic gonadotropin pregnancy
test was performed by a reliable labaratory.

«  An ultrasound measurement of the gown-fump
length; obtained at 6-12 weeks, supports a gesta-
tionakage-of-atleast 39-weeks:

- An ultrasound obtained at 13-20 weeks confirms
the gestational age of at least 39 weeks deter-
mined by dinical history and physical examination.

. However. the individual patient and clinical sitation
should be considered in determining when induction of-
labor is contraindicated. Several obsietric situations are

" not contraindications to the induction of labor but do

necessitate special attention. These include. but are not
limited to, the following: :

= One or more previous low-transverse cesarean deliv-
eries
» Breech presentation
+ Maternal heart disease - .
-+ Mutifetal pregnancy -~
» Polyhydramnios ‘

Presenting part above the pelvic inlet

Severe hypertension:

. = Abnommal fetal heart rate pattems not necessitating-
eiergent delivery

> What criiqriq should be met before the cervix
is ripenied or labor is induced? :

Assessment of gestational age and consideration of any
potential risks to the mother or fetus are of paramount
imporiance for- appropriate evaluation and counselmg

. before initiating cervical ripening or’ ‘labor induction. The

patient should be counse!cd regardmg the indications for
induction, the agenis and methods of laber stimulation,
and the possible need for repeat induction or cesarean
delivery. ’ :

- Additional requuemems for cervical npemng and
induction of labor include cervical assessment, pelvic
assessment, assessment of fetal size and presentation,
and personnel familiar with the effects of uterine stimu--



lants on the mother and fetus because uterine hyperstim-
ulation may occur with induction of labor. Monitoring
fetal hean rate and uterine contractions is recommended
as for any high-risk patient in active labor. Although
trained nursing personnel can monitor labor induction, a
physician .capable of performing a cesarean délivcry
should be readily available. i

. What is the relative effectiveness of available
pharmacologic methods for cervical ripening?

Intracervical or intravaginal PGE, (dinoprostone) com-
moaly 1s used and is supcrior o placebo or no therapy in
promoting cervical ripening (29). Several prospeciive
randomized clinical trials and a meta-analysis have
demonstrated that PGE, (misoprosiol) is an effective
method for cervical ripening (30-34). Misoprostol
administered intravaginally has been reported to be either.
superior to or as efficacious as dinoprostone gel (9. 32.
34. 35). It is difficult, however. 1o compare the results of
studies on misoprostol because of differences in end-

points, including Bishop score, duration of labor. total

@xytocin use, successful induction, and cesarean delivery
rate. The rates of operative vaginal delivery and cesarean
delivery arc inconsistent between tnals. The cesarean
. delivery rate has been reported to be higher with dino-
_prostone compared with misoprostol (31); however, fur-
ther studies are needed. The results of cesarean delivery
rate ‘with dinoprostone use are inconsistent; some have
shown a reduction but most have not shown a significant
decrease. v

> How should prostaglandin be administered? .

" If there is inadeguate cervical change with minimal uter-
ine activity after one dose of intracervical PGE,, a second
dose may be given 612 hours later. The manufacturers
recommend a maximum cumulative dose of 1.5 mg of
dmoprostonc (three doses or 7.5 mL of gel) within a 24-
hour period. A minimum safe-time interval between PG
.d@dministration and nuuauon of oxytocin.has not been

- ding;tothe ‘manufactirers’ guldehncs

.ened with. oxy(ociﬁ. After use of dinoprostone in sus-

tained-release- form, delaying oxytocin induction =f0r-_

30-60 minutes after removal is sufficient. One quarier of
one 100-mcg tablet (approximately 25-mcg). of miso-
prostel should be considered: for cervical rfipening and
labor induction.:
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dinoprostone in:the cervix.or 2.5 ..
- mg ‘in-the vagma. oxytocin-induction . should be delayed -
- for 612 houis because-the effect of PG may be height-

» What are the potential complications with
" each method of cervical ripening, and how are
they managed?

Hyperstimulation may occur with the use of the PGE ana-
logues. There is no uniform definition of uterine hyper-
stimulation. In some studies hyperstimulation is never
defined. In others, uterine hyperstimulation has been
defined as either a series of single contractions lasting 2
minutes or more or a contraction frequency. of five or more
in"10 minutes (36). Another definition of hyperstimulation
is uterine contractions lasting 2 minutes or more or a con-'
traction frequency of S or more in 10 minutes with evi-
dence that the fetus is not tolerating this contraction pat-
temn, as demonstrated by late deceleration, or fetal brady-
cardia (37) Fortunately, most women and their fetuses tol-
erate uterine hyperstlmulauon without adverse outcome.

. The intracervical PGE, gel (0.5 mg) has a 1% rate of
wterine hyperstimulation, while the intravaginal PGE, gel
(2-5mg) or vaginal insert is associated with a 5% rate (29,
36-38). Uterine hyperstimulation typically begins within |

-hour after the' gel or insert is placed but may eccurup 0 9"

'1/2 hours after the vaginal insert has been placed (36-38).
Remeving the PGE, vagmal insert usually will help

reverse the effect of hyperstimulation. Imrigation of the
“cervix and vagina is not beneficial. Matemal side effects

from low-dose PGE, (fever, vomifing, and diarrhea) are
quite uncommon (17). Prophylactic antiemetics, anti-
pyretics, and antidiarrheal agents usually are not needed. .
The manufactirers recommend that caution be exerciséd
when using PGE, in patients with glaucoma, severe

- hepatic or renal dysfunction, or asthma. However, PGE,

is a bronchodilator, and there are.no reports of bron-

- choconstriction or significant blood pressure changes
" after.the administration of the low-dose gel.

In several studies of mlsopmslol the term tachy-
systole was used to define hyperstimulation without
corresponding fetal heart rate abnormalities in order to
distinguish 1 thls complmtlon from hyperstimulation with

chang«s DaIa mdncate that both tm:hysys—

rate changes) are mcrcased wnh a SO—mcg or gma!er dose
of mxsopmstol (9,30, 39, 40) There seems to be a trend
toward lower rates. of uterige, hypelsumulaUOn with fetal
heart rate changes with lower dosages of misoprostol (25
mcg every 6 hours versus every 3 hours) (40). Although

in studies of nusopmslol there were no d;ffcrences in

perinatal outcome, the studies have béen insufficient in

ACOG Practice Bulletin No. 10



size to exclude the possibility of uncommon serious
adverse effects (40). The use of misoprostol in women
with prior cesarean birth- has been associated with an
increase in wlerine rupture (41). Misoprostol use for sec-
ond-trimester pregnancy terminalion also has been asso-
ciated with uterine rupture, especially when used with
oxytoctn infusion (40). An increase in meconium-stained
amniotic fluid also has been reported with misoprosto!
use (34). Ahhough _misoprostol appears to be. safe and
effective in inducing labor in women with unfavorable
cervices. further studiés are needed to determine the opti-
mal dosage. timing interval, and pharmacokinetics of
misoprostol. Moreover. data are needed on the manage-
ment of complications related to misoprostol and when it
should be disconunued. If uterine hypersllmul:mon and a
nonrcassuring fetal heart fale pa(lcrn occur with riso-
prostol use and there is no response o routine corrective
' measures (maternal repositioning and supplemental oxy-
gen administration), cesarean delivery should be consid-.
ered. Subcutaneous terbutaline also can be used in an
atterapt to correct the nonreassuring fetal heart rate wrac-
ing or the abnormai contraction pattemn or both.

Increased matemal and neonatal infection have been
reported in .connection with the use of laminaria and
hygroscopic dilators when compared with the PGE ana-
‘looues (6. 12, 16).

» What.are the recommended guidelines for fetal
surveillance for each type of prostaglandin
preparation? )

The PG preparations should be administered at or near the
labor and delivery suite, where uterine activity and fetal
heart rate can be monitored contmuously The patient
should remain recumbent for at least 30 minutes. The
fetal heart rate and uterine activity should be monitored
continuously for a period of 30 minutes to 2 hours after
administration of the PGE, gel (42). The patient may be

transferred elsewhere if there is no increase in uterine
‘activity and lhe felal heart ra(e is unchanged after this

 nal vital signs should be recorded as well.

Because uterine: hypersumulanon can occiir aslate as -
9 142 hours aftér placement of the PGE, vaginal insert,

fetal heart rate and uteripe activity should be monitored
electronically from the time the device is placed until at

least-15 minutes afteritis removed (44). This controlled- -
release PGE, vaginal pessary should be removed at the-

onset of labor (37)

'ACOG Practice Bulletin No. 10
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’ becommued if' gu ir utéritie couhactnons’pex‘snsl: mater-

Patients treated with misoprostot should feceive fetal
heart rate and uterine activity monitoring in a hospital set-
ting until further studies evaluate the safety of outpatient
therapy.

» Are cervical ripening methods restncted to
inpatient use only?

One small, randornized trial found that sequential outpa-
tient administration of low-dose (Z-mg) PGE, gel was no
better than placebo in ripening the cervix in postterm
patients (45). Larger controlled studies are needed to
establish an effective and safe dose and vehicle for PGE,
before application on an outpatient basis can be recom- -
mended. However, outpatient use may be appropriate in
carefully selected patients.

> ‘What are the potential complicarions'of vari-
ous methods of induction?

" The side effects of oxyiocin use are principally dose relat-

ed; uterine hyperstimulation and subsequent fetal heart
rate deceleration are the most comimon side effects.
Hyperstimulation may result in abruptio placentae or
uterine rupture. Fortunately, uterine rupture secondary to
oxytocin' use is rare even in parous wormen (46). Water
intoxication can occur with high concentrations of OxXy-
tocin infused-with large quantities of hypotonic solutions.
The antidiuretic effect usually is observed only after pro-
longed administration with at least 40mU of oxytocin per

" minute (47).

Misoprostol appears to be safe and beneficial for
mducmg fabor in 2 woman with an unfavorable. cervix.
Although ' the exact incidence of uterine mchysystole is
unknown and the criteria used to. define this complication
are npot always clear in the various reports, there are reports

- of uterine tachysystole occumring more frequently in

women given misoprostol {30-32). There does not appear

. tobe a significant increase in adverse fetal outcomes from

tachysystole (31; 35); howevei, one also.must consider the

possnb»hty of utenne mpture .as:a raﬁe compllmmm of

-Of :.'mtsopmstol: adrmms(muon is. assOenaled wnth fewer
~abnérmal fetal heart rate pattems and eplsodes of: uterine

hypelsnmulanon when compared with-vaginal administra-

- tion (48), but there are not yet enough data to-support oral
. admmlslrauon as an altemative method.

~ The potential risks associated with ammotomy
include prolapse of-the umbilical cord, choricamnionitis,
significant umbilical cord compression, and rupture of
vasa previa. The physician should palpate for an umbili-.



Table 2. Labor Stimulation with Oxytocin: Examples of Low- and High-Dose Oxytocin

: Starting Incremental Increase Dasage Interval
Regimen Dose {mU/min) (min)
Low-Dose 05-1 : 1 3040

1-2 . 2 15
_ High-Dose -6 -6 15
6 6,31 20-40

*The incremental increase is reduced to 3 mbfmin in presence of hypentlmulauon and reduced to 1 mUfrmin with recurrent hyperstimulation.

cal cord and avoid dislodging the fetal. head. The fetal
hean rate should be asscsséd_ before and immediately
after amniotomy. '

. Stripping the amniotic merbranes is associated with
bleeding from undiagnosed placenta previa or low-lying
placenta, and accidental amniotomy. Uterine hyperactivi-
ty and fetal heart rate decélerations have been reported in.
association with nipple stimulation (49).

> When oxy}ocin is used for induction of labor,

what dosage should be used and what precau- .

tions should be taken?

Any of the low- or high-dose oxytocin regimens outlined
in Table 2 are appropriate for labor induction (50-56).
Most women attain normal progression of labor with
150-350 Montevideo units of uterine acuvny {50). Low-
"dose regimens and less frequent increases in dose are
associated with decreased utetine hypcrshmulauon (52)

High-dose regimens and more frequem dose increases are

associated with shorter labor and less frequent cases of
chorioamnionitis and cesarean delivery for dystocia, but
. incr_easéq rates of uterine hyperstimulation (52).

Each hospital’s obstetrics and gynecology depart-
ment should develop: guidelines for the prcparauon and

L admlms!rauon -of oxytocin. Synthietic oxytocm ga:cmlly.

is diluted 10-Uin 1 000 niL of dn-isotonic

oxytocin concentration of - lO mU/mL:: Xy

be administered by infusion using a pump that allows pre-

- cise contro} of the ﬂow rate and permils accurate minute-
to-minute control.:Bolus administration -of oxytocin can
be avoided by piggybacking the infusion into the main
intravenous line near the venipuncture site. Oxytocin also
can be administered by pulsatile infusion, which may bet-
ter simulate spon'tancous labor (53). The total anmount of

-“oxytocin given may be decreased by administering oxy-
tocin in 10-minute pulse infusions (53, 57).

MIF2007 009353

' should-:‘ l

A numeric value for the maximum dose of oxytocin
has not been established. The fetal heart rate and uterine
contractions should be monitored closely. Oxytocin
should be administered by trained personnel who are
familiar with its effects. ‘

» How should complications associated with
oxytocin use be managed?

If hyperstimulation with a nonreassuring fetal heart rate
occurs, intravenous infusion of oxytocin should bé de-
creased or discontinued to correct the pattern. Additional
measures may include tuming the woman on her side and
administering oxygen or more intravenous fluid. If hyper-
stimulation persists, use of tcrbut.almc or other tocolytics
may be considered.

Hypotension may occur followmo a rapid intra-
vehous injeclion of oxytocin; therefore, it is imperative
that a dilute oxytocin infusion be used even in the imme-
diate puerperium. Although ainiotic fluid embolism was
once thought to be associated with oxytocin-induced
labor, there is no causal relationship between oxytocin
use or antecedent hypersumulanon and amniotic fluid
embolism (58, 59).

. ___> Are the various methods of labor -induction

_ . licable to paaents wttlz mtact or
'ruptured'membranes'? '

The same precauuons should bc exemlscd when
prostaglagdms are used for induction of labor with rup-
tured membranes as -for intact membranes. Intravaginal

_PGE, for induction of labor in women with premature
. rupture of membranes appears to be safe and effective,

although it has not been approved by the FDA for this
indication (60). In & meta-analysis of labor induction in
women with premature rupture of membranes at term,
only one dose of intravaginal misoprostol was necessary

ACOG Practice Bulletin No. 10



- or extraamniotic infusion of PG
“have been used safely and effectively; however, swdies

':-.‘:.::t:fcascd fu[the if oxyt
‘Moreaver, dmopmstone is.an
© requires rcfngcrauon to maintain its potency, whereas’

for successful labor induction in 86% of the patients (61).
There is no evidence that use of either of these pros-
taglandins increases the risk of infection in women with
ruptured membranes (60. 61).

» What methods can be used for induction of
labor with intrauterine fetal demise in the late
second or third trimester?

Intravenous .oxytocin usually is a safe and effective
method of inducing labor for a fetal death near term but
is less effective remote from term (62). Laminana or
hygroscopic cervical dilators may be beneficial before
the use of oxytocin or PGE for induction (63. 64). High-
dose PGE. vaginal suppositories and more concentrated
intravenous oxytocin are effective for achieving delivery,
particularly when the gestational age is 28 weeks or less
(62. 65. 66). Reported side-effects associated with high-
er doses of PGE, include nausea, vomiting, and diarrhea,
which may be ameliorated with pretreaiment medica-
tions. Altboﬁgh PGE, vaginal suppositories have been
used safely in the third timester (67), the risk of uterine
rupture is increased. Vaginal misoprostol. intramuscular
F,,_and mifepristone also

are few. In-one study, mifepristone (600 mg per day for
48 hours) was effective in achieving delivery within 72:
hours after the initial dose in 63% of women (68). In
another study using intravaginal misoprostol. the ‘mean

- time from induction to delivery was 12.6 hours, and ali

women delivered by 48 hours (69).

»  What is the cost effectiveness of these agents?

There is'a significant cost difference for induction of
1abor beiween misoprostol and dinoprostone. The ap-
proximate cost of a 100-mcg tablet of misoprostol ranges

from $0.36 to $1.20, whereas a dinoprostone gel kit
'ranges from $65 to $75, and the dinoprostone vaginal

insert is $165 (34, 35, 39 70). The cost would be in-

mlsoprostol is stablc at room lcmpemmre

__Summary

The followmg recommendatwns are based on
] good and conszstent sczentzﬁc eviderice (Level A):-

- Prestag}andm E.analogues are effective in promot-

ing cervical ripening and inducing labor.

'ACOG Practice Bulletin No. 10
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,.augmcma" 1 were necdcd P
compound that : -

p  Women in whom induction of labor is indicated may
be appropriately managed with either a low- or high-
dose oxytocin regimen.

p Fetal hean rate and uterine activity should be con-
tinuously monitored from the time the PGE, vaginal -
insert is placed until at least 15 minutes after it is
removed. .

» High-dose PGE, vaginal suppositories may be used
in the management of i mtrautcnnc fetal demise in the
second trimesier of pregnancy.

» Although the optimal dose and timing interval of
misoprostol is unknown, lower doses (25 mcg every
3-6 ‘hours) are effective for cervical npenmg and
induction of labor.

» With term premature rupture of mcmbranes labor
- may be induced with prostaolandms

The following recommendations are based on evi-
dence that may be limited or inconsistent (Level B):

» Misoprostol use in women with prior cesarean birth
should be avoided because of the possibility of uter- .
Ine rupture. -

p The use of higher doses of misoprostol (50 mcg
every 6 hours) to induce labor-may be appropriate in
some situations, although there are reports of
increased risk of complications, including uterine .
hyperstimulation.

The beIou_Jin_g recommendations are based pﬁmar—
ily on consensus and expert opinion (Level C):

» For women with third-trimester intrauterine fetal

deinise. intravaginal misoprostol can be used to
induce labor. '
p  Fetal heart rate and uterine activity should be con-

tinuously monitored from 30 minutés to 2 hours after
administration of PGE,; gel.
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NDA 20-687
: FEB | 8 2000
Population Council - -
Attention: Sandra P. Amold _
1230 York Avenue -
New York, NY 10021 ¥ ., T —

Dear Ms. Amold:

Please refer to your new drug application (NDA) dated March 14, 1996, received March 18,
1996, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for
mlfepnstone 200 mg tablets.’

/
We aclcnowledge receipt of your submissions dated September 18 and 26, 1996; January 30,
March 6 and 31, July 28, August 5, September 3 and 24, November 26, 1997; January 30,
February 19, Apnl 27, June 25, October 26, December 7 and 8, 1998; February 8, 22, March 31,
April 28, May 10, 20, June 3 (2), 15, 25, 30, July 14, 22, August 3, 13, 18, 30, September 3, 8,

13, 30, October 5, 26, 28, November 16, 29 (2), December 6, 7, 23, 1999; January 21, 28 (2), and

February 16, 2000. Your submission of August 18, 1999 constituted a complete response to our
September 18, 1996 action letter.

We have completed the review of this application, as amended, and it is approvable. Before this
application may be approved, however, it will be necessary for you to address the following:

Chemistry

Drug Substance

—

[

MIF2007 009366
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‘Mifepristone
Population Council
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—

Drug Product
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Q\-/
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5

A

. _ -~
Labeling
Address the recommendations in the enclosed draft labeling for the Physiciah Insert and Patient

Package Insert. . v _
It will be necessary for you to submit revised draft labeling for the drug. We recommend that the

MIF2007 009369
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Mifepristone
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e

labeling be identical in content to the enclosed draft labeling (text for the Physician Package
Insert and Patient Package- in§¢11)

If additional information rclatmg to the safety or effectiveness of this drug becomes available,
revision of the labeling may be required.

Phase 4 Commitments

We remind you/of your commitments dated September 16, 1996, to perform the following Phase
4 studies:

1. To monitor the adequacy of the distribution and credentialing system,

2. To follow-up on the outcome of a representative sample of mifepristone-treated women who
have surgical abortion because of the method failure,

3. To assess the long-term effects of multiple use of the regimen,

4. To ascertain the frequency with which women follow the complete treatment regimen and the
outcome of those who do not,

5. To study the safety and efficacy of the reglmen in women (1) under 18 years of age, (2) over
age 35, and (3) who smoke,

6. To ascertain the effect of the regimen on children born after treatment failure.

Distribution Plan

‘We have completed our review of this application, including the restrictions on the distribution
and use of this product proposed in your January 21, 2000 submission, entitled “Distribution
Plan”. We have concluded 'that adequate information has not been presented to demonstrate that
the drug, when marketed in accordance with the terms of distribution proposed, is safe and -
effective for use as recommended. The restrictions on distribution will need to be amended.

We have thus considered this application under the restricted distribution regulations contained

in 21 CFR 314.500 (Subpart H) and have concluded that restrictions as per CFR 314.520 on the
distribution and use of mifepristone are needed to assure safe use of this product.

MIF2007 009370
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Promotional Ac_tivities -

.

U
Please note that promotional activities for this NDA are subject to 21 CFR 314.550. As such,
please submit three copies of the introductory promotional materials that you propose to use for
this product. All proposed materials should be submitted in draft or mock-up form, not final
prnt. Please send one copy to the’ U SRS - i |
two copies of both the promotional materials and the package insert directly to:

Division of Drug Marketing, Advertising, and Communications, HFD-40
Food and Drug Administration

+ 5600 Fishers Lane
Rockville, Maryland 20857

Under 21 CFR 314.50(d)(5)(vi)(b), we request that you update your NDA by submitting all
safety information you have regarding your new drug. Please provide updated information as

listed below. The update should cover all studies and uses of the drug including: (1) those

involving indications not being sought in the present submission, (2) other dosage forms, and (3)
other dose levels, etc. ’

1. Retabulation of all safety data including results of trials that were still ongoing at the time
of NDA submission. The tabulation can take the same form as in your initial submission.
Tables comparing adverse reactions at the time the NDA was submitted versus now will
certainly facilitate review. '

2. Retabulation of drop-outs with new drop-outs identified. Discuss, if appropriate.

Details of any significant changes or findings. '

4. Summary of worldwide experience on the safety of this drug.

e

5. Case report forms for each patient who died during a clinical study or who did not
complete a study because of an adverse event.

6. English translations of any approved foreign labeling not previously submitted.

7. Information suggesting a substantial difference in the rate of occurrence of common, but
less serious, adverse events.

Within 10 days after the date of this letter, you are required to amend the application, notify us of
your intent to file an amendment, or follow one of your other options under 21 CFR 314.110. In
the absence of any such action FDA may proceed to withdraw the application. Any amendment
should respond to all the deficiencies listed. We will not process a partial reply as a major
amendment nor will the review clock be reactivated until all deficiencies have been addressed.

MIF2007 009371 '



NDA 20-687
Mifepristone
Population Council
Page 7

The drug product may not be legally marketed gntxl you have been notified in writing that the
application 1s approved.

. R l

If you have any questions, call , — e

el sty PPTIEE
o Rz

Sincerely, _
7 v 7
L 7

Enclosure

MIF2007 009372
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CC:
Archival NDA 20-687 1. .
‘eocmsw:Div. Files =~

e O I RN S S ISy, o

SRR S T,

e vt it R

e e NS P

s AR Lt b e T 31

~-  (with labeling)

DISTRICT OFFICE

Drafted by-<—vFebruary 14, 2000

Initialed by: 2.15.00/———  2.15.00 0 2.15.00%~7£.15.00/7 £.15.00
52.15.00 —2:15.00'——2.15.00/%~—,2.15.00/ — .2.15.00

final: February 18, 2000 '
filename: 20687AE.WPD

APPROVABLE (AE)
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181 FECU— NUV 22°94 9:5¢ No.U1> P_01
ABORTION RIGHTS MOBILIZATION _
175 Flfth Avenue (Sulte 814) FAX No. -

New York, N.Y. 10010

212/673-2040 November 18, 1994

Dear

Following our phone talk this morning, I am out-
lining ARM's approach (along with our allies, NOW, Femi-
nist Majority, etc.) %he political situation, the pos-
sibility of a bill to ban RU 486, and a change in the
Presidency all intensify the need to get RU 586 to wo-
men quickly. RU 486 must be generally availlable to prove
how essentiagl it is at least a year before 1996 elections.

.I have had long meetings with Margaret Catley-Carson, .
president of Population Council, the last on Nov. 15. Pop.
At

L ‘ J
Al the best, L ' an
r
arry Iader (Presof V1V

To Imploment and Gueraantoo A Woman's Right Yo Lega! Abortion as Docread by the U.S.



- DEPAKTMENT OF HEALTH o HUMAN SERVICES pubsc Vst Seeied

Lo t’ ' - o : » ' Fo&dwdbcwumunion ’
o _ : Rockvile MO 20657 :

' pecesber 15, 1992

- Re) r-os'ontat':ive--iob Wyden |

“gubcommittee on Regulation, - .
pusiness OppOrtunl-t'iu,_ and Energy . -
' House of Representativu o
© ‘'B-363 Rayburn House office Building
. “-wWashington, p.C. 20515_-6318 '

.. peax Mr, Wyden: "

; 'rhil i_'-:'in-j'res"po':isoftb‘- yanrlettor ot pocesber 10,. 1992, . ..
. | regarding the drug mifepristone (an48§)-_manu£actured by Roussel=- .
vclat, in which you ask several questions. o e

° you asked girst whether the Food and Drug Adminigtration would
" consider clinical trials in EBurope ad adequate evidence of the
_ dxug’s safety and efficacy for purposes of approval ian the United
. gtatas. for .intérruption-ot early pregnancy ‘apnd whether additional
fiyman testing pight be necessazy to fulfill United States
requirements. As with any other drug, the YDA is willing to
consider foreign. clinical trials as evidence of safety and
‘efficacy, nlthouqh_wo'alw_ayl’ resorve the right to. audit the data
according to our usual procedures:. We tecently.approved' an oral
contraceptive (Desogen) baged entirely on clinical studies
conducted in the United Kingdonm. Other drugs have also been _
approved on the dbasis of foreign trials alone. Agency staff who
. +will be respomsible for reviewing any mnifepristone application
_ - geport that, based on publicly available information and .
_1iterature -geports, the avallable data may well be -gufficient to
. ‘permit an ‘a_dequqto“:e_vie\_v. . _Therefore, further clinical trials
. may bot be. required. However, witbout an application submitted
... x0.the Agency for review, we cannot give a definitive answer on.
- this question. RIS o R ph

You alpo ask for an o.-_t'im;at.o'-_ of the length of time and the: costs
“involyed for a company ‘geeking to obtain approval of mnifepristone
. in the ynited States. ¥hile we are not experts on cost imsues,
. - the costs of preparing a. new drug spplication for this product
‘ghould not be -_exces,li've' booau_-s’e,m’xch'ol the necessary information
" is already available. The pharmaceutical Manufacturers . .
. - assoclation, or its member conpanies, may be able to be moxe -
. helpful on this iasue.- Based on Our current lmowledge_roqardinq ‘
the data on the drug’s safety and offoctivencss, We ogtimate that
- ths review process at the FDA would teke approximately four to
‘gix months, which would include the involvement of a public
- advisory committee. - _ : ‘ :

MIF2007 009431



&

'Raprolontltlvo Ron Mon - T _ SRR 2

" In response to your laﬂ: quostion. an unrocolvod issue vould be
obtaining access in this countrxy to a prostaglandin which, as you
‘know, under the terms of the foreign approvals, muset be taken in

. gonjunction with mifepristons. In addition, as you are aware,

.~ distribution of mifepristone i3 closely controlled under the .

. * terms of the foreignm approvals. - The appropriaté digtribution -
. system for mitoprist:ono in th!.- ooum:ry vould also na.d to be
.xregolved.- _ .

sincér'eiy ‘yours, .
Carol Re-Scheman - ..

Deputy Commissioner. ' ..
. for External Affairs.

[ :

MIF2007 009432
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""-:*i'nouwvnen.omon S T AN TIRR LB
T CHAIRMAN S 10 Congress S a:wm“*"- |
L rawknaieewe United States Donse of Representatlies sovmens
L T ACASTIR WO CaRAA Committee on Hmall Vusiness B ean e
R I Hubcommities ox Regulation, ' SR
' ilmﬂuu31awymnmuduuanh'tuunr Iaeiiniugad)
- Sastisgtin, BE N515-6319 o o

__Docehﬁér';b'.' --199"_3- |

.'-:_,-.Dr. David h. Keuhr o _ N
- Comnissioner - '

" y.S8. Food and Dtuq Adninistration
_ Room 14-71 » o
" 5600 rishers Lane

'Roc.kvillc, Maryland 20857 '

wis o). _ S :_'__._'- ) __:' v_-“-

' pear - Dr.: Kosulor,

This suboommitteo is investigatinq several 1ssues rolatlnq

the U.S. raegulation of, and wmarketplace opportunities for

.- Jp-228-2009

-

to -
the

French drug RU_48§, manufactured by Roussel Uclaf,  Kaey to this
inquiry i{s the current ‘view of ¢the U.S. Food and Dru

MIF2007 009433

Administration regarding the safety and efficacy proofs which will

" be required should the manufacvturer decide to market this drug {n
the United Statss, and the time burden likely to face the company
should it 8aek a nev druq approval from your agency.

whnc the -Agency should not -~ and does not ~= intond to in .

'.any “L» lesgen the normal burden of proof required for any nev

fo the case (pros tively) of RU 486, we ars interested in

L vhother sciontists vithin the PDA’s new drug iapproval section have

. any vievs regarding the breadth and quality of experience vlth this
_-:dtuq i{n France, and in other torolqn markets,

_ In this context, I have uveral questions for th- aqency:

e 'ro -what oxtent does the agency deen European o
axgerlence with this drug, including more than 100,000 ..
- nical medical cases in France since 1988, as ovidencc
-of the drug’s safety and efficacy for purpose: of
approval in the Unite States? -

-- It r-:uropean experience with RU us is ditoctly
applicable to requirements demanded within the FDA
. gtandard drug approval process, is it possible to attach
woms comparative valus to that which {s already )mmm
about the drug? ‘ , oo



ve 1 T VLI VE IR cdoh vineb swdeithy VR

“Dr. David A, Kessler
~ Page Two o

e SPloiticany, can you giva & rough sstimaté as toth. o

or portion of the usual U.8, drug approval
. process, inoluding demands for extoensive human testing, E
- ‘which may -alrsady be -satisfied by the European. -
experience? . , S

. == "8imlilarly, can you provide any estimate as to how .
. _long a'V,8, drug approval process would take in light of
- the extensive evidence of -safety and effectiveness
- already avallable for RU 436? Perhaps the agency can
~‘point to the case of .another foreign drug used .
“extensively, and -safely, overseas prior to . the .
manufacturer’s application for a U.5. drug approval?

.-~ Bubcommittes staff have spoken with a number of U.8. -

. pharmaceutical” g:omianiu- ‘which have an. interest in -
1icensing and distributing RU 486, or a similar drug, in -
the U.S. These companies have suggested that . U.S.
approval of this drug, for the reasons mentioned above,
‘would ke rolatively swift and inexpensive, '

" The vrepresentative of one firm intorvieved by
- #ubcommittee staff estimated that the total cost would be
- wall undexr $3 nillion ~- a marked difference from the
‘average cost of 3 full-scale, full-phace, drug approval
yzi'gﬁu- estimated by Tufts University at more than $200 .

- m on. . T . N : '

-~ While this estinate of the possible cost of taking RU 486
- through the V.8, drug approval process obviously is very
spoculative, would you say that this forecast still could
~ be in the ballpark given vhat we know of ‘the European
.- experience with - RU 486 in terms of safety and
. effectiveness, and whatever additional proofs nay be -
denmanded by the agency? B Lo T o

-r

-« . 7inally, are you aware of any unusual or unique
. -circunstances involving this drug which could dslay,
- jeopardize or otherwise soriously impsde its review in
. .the FDA’s drug approval process, should the company come

~forward with an: application?

*»
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. 'D. David A, Kessler
' Page Three . o

" Thank you for your attention to "t'h”c’s"c- (ju‘cition_o; T would vcry

" auch eppreciats your carliest possible response. Should you have -

" ‘any questions, pleise don’t hesitate to ocontact me, or Stave
Jenning of tha subcommittee staff at (202) 225-7797,

L _ﬂnéofély{ _

_'RON WYDEN -
Chairman

ce.” co_nﬁr-"'en_ibnall Aftairs, ='PD_}'.." .
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The Honorable Ron Wyden RS

Chairman, Subcommittee on Regulation, ~-
Business Opportunity, and Energy

Committee on Small Business

House of Representatives

Washington, D.C. 20515

Dear Mr. Wyden:

We are writing because we are concerned about statements made
at your December 5, 1991, hearing on RU-486.

Specifically, on page 147, lines 3357-3361, of the transcript,
you attribute to Dr. Solomon Sobel a statement regarding the
Administration's position on abortion research. You stated:
"He said that there was no problem with abortion research as

" far as the Bush Administration is concerned." We believe that
you may be referring to Dr. Sobel's comments at your
Subcommittee's November 19, 1990, hearing on RU-486. I refer
specifically to page 40 of the printed record of that hearing,
where Dr. Sobel is discussing the RU-486 import alert and its
impact on research on potential uses of this drug. He said:
"Even in regard to abortion, the agency has not taken a
position of stopping investigational use." This is a correct
statement of the FDA policy. Because we believe this statement
is not in accord with your characterization at the December 5
hearing, we respectfully request that this hearing record be
corrected. ,

In addition, you stated at the December 5 hearing (page 141,
lines 3236-3242) that "now we checked with the FDA as of .
yesterday, there were two compassionate use approvals, no new
investigational drug applications for research within the last
three years." I would like to clarify for the record
conversations between our staffs just prior to the December 5
hearing regarding investigational new drug applications (INDs).
Specifically, your staff was informed that while we could (and
did) share with the Subcommittee information on the existence
of new INDs, our regulatlons prohibit public discussion of such
new applications. Further, we advised your staff that because
a number of the previously disclosed studies (applications) had
been either completed or discontinued, the number of active
ongoing studies had declined. We did not characterize the
status of current research as "moribund. — - )

[ - | i

= ]

MIF2007 009436



Sep-22-00 10:28am  From- ' T T-188 P.01/06 F-823

- ' . BUC & BEARDSLEY"
: % 919 Eighteenth Street, N.W.
s oo~ R ) N Suﬂe 600
~ .77  Washingion, D.C. 20006-5503
bl (202) 736-3600
(202) 736-3608 (fax)

FACSIMILE TRANSMISSION . —

 Seprember 22, 2000 N

" Please deliver fo: , — _®

. From: Nancy 1. Buc  _(202) 7363608 (f) _(202) 736-3610 (1)
: : : _ Sender’s Direct Dial

Total Pages (including cover sheet):

“COMMENT:- —

'READER OF THIS MESSAGE IS NOT AN INTENDED RECIPIENT OR'I‘HE EMPLOYEE OR

- AGENT RESPONSIBLE TO DELIVER THIS TO AN INTENDED RECIPIENT, YOU ARE =

" HEREBY NOTIFIEL) THAT ANY DISSEMINATION, DISTRIBUTION OR COPYING OF THIS _
COMMUNICATION IS STRICTLY PROHIBITED IF YOU HAVE RECEIVED THIS -
.. COMMUNICATION IN ERROR, PLEASE IMMEDIATELY NOTIFY US BY TELEPHONE

- AND RETURN THE- ORIGINAL COMMUNICATION TO US AT THE ABOVE ADDRESS BY

' THANK YOU.. _ _
It you‘do not reccnvc lcglblc wples of all pages, please call (202) 736~3600 A
MIF2007 009437 _ - ' N _. ' B 3



Sep-z2-00 10:28am  From- T-188  P.02/05  F-823

- Buc & BEARDSI.EY
219 EYGHIEENTH STRERY, N.W.
Sorre 600
W.A.smerox D.C. 20006-5503
| Warrem's Texrcraront

- : : ' " TELROHONZ
202-736-3610 o f P
. Facsoaxe
_ _ o °°°"’3°3°°.‘3
- September 21, 2000
-
-
J .
L | T )

Re: NDA 20-687, Mifeprex (Imfcpnstone) Oral Tablets
o MACMIS #9342 . :

Dear

In the rush last mght 1 included a draft page 2 instead of a corrected page 2 in my
leuer 1 am antaching a complete copy of the letter, including the correct page 2.

' bmcerely,

4

- Nancy L. Buc

MIF2007 009438



Printed by ~——
Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL Date: 23-Jul-1999 10:05am
. From: B .
D e pt: e -,-:-:;,u»..v.-. - "'""““‘H&m\mv
Tel No: ., FAX 301-443-9285

P i

TO- ' . e

Subject: FWD: Re: Call from Searle--heads up
"As you can see, others are becoming interested in the Cytotec - uterine

perforation/rupture issue. I need to consult DRUDP. Any progress on
the labeling review? Thanks. :

APPEARS THIS WAY
(N ORIGINAL

MIF2007 009464



Electronic Mail Message

Date: 4/14/00 4:00:52 PM

From: — : ' : i
To: LT T .
Cc: T B
CC : TS SR . vt AR
Subject: Cytotec "Dear Health Care Practitioner” letter

1 tried to call you this afternoon, but were told you were out of the
office. 1 am on leave, or | wouldn't be bugging you this late on
Friday. | am trying to get out of here for vacation, but something
ALWAYS comes up. : '

Searle has submitted (3/9/00)a draft Dear Health Care Practitioner
letter that they would like to issue ASAP. What else is new, huh??
Anyway, we transferred a drug group from one PM == to another
ey, AN this sort of fell thru the cracks~=—..... Is on leave next

week also. The letter is about the "unapproved use of intravaginal or
oral misoprostol in pregnant women for induction of labor or abortion™.

As you may know, misoprostol is used with mifepristone (7?7 spelling) to
induce abortions, which t hear is back in the FDA for review with a

FDAMA goal date of sometime in September. | would like DDMAC to look at
this letter, but because it previously fell thru the cracks, we need

someone to look at it ASAP.

I would like to consult it up to you, and if it needs to be turfed to
someone else, that is fine. | will contact you when | return from leave
on 4/24.

Sorry for the babbling.

——

MIF2007 009467



TOM A. COGURN, M.D.

235 Stait Santt 7, Suite 516
20 Divtruss, s A tOMA

Mutxoes 1, OK 73401

O 1981 637 2533

COMMIT ICE ON COMMERCE T . 20( ::m onzoona sl

» . MIS30URY, Room 105

o Congress of the Blnifed Stafeg Cubsemon, OX 14017
LIEALTI AND EXVIMONMENY 0o (310) 347-9336

Enrney o Towen FHouge of Mepresentatibes 1918 3430457 tFa)

. . I3 7AY Sinrer NE. Ropm 202

Washington, DE 20515-3602 O s

{916) 642-5367 IFax)

October 16, 2000

Ralph W. Hale, MD, FACOG
Executive Vice President
American College of Obstetricians and Gynecologists
409 12" St. SW
- Washington DC 20024-2188

Dear Dr. Hale,

Thank you for your letter stating ACOG’s opposition fo H.R. 5385 and S. 3157, the RU-
486 Patient Health and Safely Act. "Of course, I am not surprised by ACOG’s opposition to this
legislation because I am familiar with July 27, 2000 communication from ACOG 1o the FDA
regarding the paticnt protection guidelines the FDA was reportedly considering. As you cau sce,
ay bill is nothing other than an attempt te codify most of those very same guidelines. -

Each onc of those guidelines has but one purpose: the protection of paticnt health and
safety. Jt was a sad day when the FDA approved RU-486 — the first drug ever approved for the
specific purpose of ending a human life. But that was made even worse by the fact that the FDA
succumbed to the political pressure brought by ACOG and other elements of the abortion lobby

by dropping most of the proposed paticnt protections, and thercby recklessly ckposing women to
avmdable risk.

Lct us review the patient protcbtion standards to which you objected and which the FDA
dropped under that pressure, evidently in response lo those objections.

1) lelt distribution of the drug only to licenced physncmns The point of this,
obviously, is to ensure that mi[epristone is administered only under a doctor’s direct supervision.
“Thé FNA actually retained this standard, but your objcetion 10 il raiscs very troublmg concems

about ACOG’s commilment to patient protection.

2) chuire the physician to be “traincd and authorized by law” to provide surgical
ahortions. Iam surprised that ACOG would object cither to training or legal authorization for a
physician. The legal authorization is a matter of statc law. As f{or training in abortion
procedurcs, the real issuc in connection with a mifepristonc/misoprostol abortion is the ability to
handie complications, and cspecially the bility to perform a dilatation and curettage in the event
of an incomplete abortion — a rather common complication, according to the clinical trals. I
have dealt with this in my bill by adding to the original FDA proposal a distinct requircment that

the prescribing physician be qualified to handle the complications of an incomplctc abortion or
‘an cclopic pregnancy.

429 Cannon House Orncr BurninG
Wastenisyon, OC 20515
{202) 225-2101 Fax: (202) 225-3038 PRINTED GN ALCYGLUD PARFRY -

MIF2007 009491

E-maik rep.coburn@dmail.house g
Web sits: www.housc.qov/cobur



My bill does not address the paradox that the FDA has approved a drug which, used by
itsclf, is not efficacious in achieving the intended purpose of a completed abortion, and which
becomes effective only when used in combination with another drug whose manufacturer has
warmed is unsafe in that application. The FDA cannot cscape the logical dilemma of having

approved a drug that is cither ineffective (when used without nusopmstol) or unsafe (when uscd
with misoprostol). :

Your justification for authorizing the usc of misoprostol for chemically inducing abortion

is that without misoprostol, mtfcpnstOne is ineffective. That is what is known as circular
reasoning.

The evidence that we have from the clinical trials about the safety of the mifcpristone/
misoprosol combination for abortion is not entirely encouraging. There werc no deaths among
the samplc population, but the rate of incomplcte abortions was neatly 8 percent and the
incidence of hcmorrhaging was 5 percent. These are both-potentially serious complications with

rates of occurrence that ave too high {o be dismissed as “rare.” In France, wherc far more

stringent safety precautions are in cffect, one dcath and two near-fatal cardiac arrests were
-recorded within the first two years of availability. In 1991, in response to concerns about such
complications, France banned the use of mifepristone by women over 35 and by smokers. The

- U.S. clinical trials n,portcdly did not include smokcrs or women over 35 among the snbjects, but
neither of these conditions is listed in the label, the prescriber’s agreement, the patient

~ agreement, or the medication guide as a contraindication. Undoubtedly, some women from both
of thosc risk calegorics will be likely to receive the drug combination because neither they nor
their doctors have any way of knowing these factors pose an additional risk,

~ You will note that my legislation does not at all address the question of the nsc of
misoprostol 1o induce labor. As a practitioncr, I am grateful to Searle for calling attention to the
risks and contraindications of induction with misoprostol. But [ am also cognizant of the
benefits of using misoprostol for induction in some cases. The freedom of doctors to weigh the
risks and benefits and then to act in the best interest of their patients is not at all affccted by my
legislation and is irrelevant to the conditions under which mifepristone was approved.

I have no doubt that if women were asked whether their doctor should have 16 be able to
~ read a sonogram, handle complications, and get them admitted to a hospital in case of
" emergency, they would not hesitate to demand thosc Icvels of competence. Nor do T have any
donbt that women would expect their doctors to be trained in the use of a potentially risky drug.
In light of the very real and very serious risks to maternal health associated with this method of -
aborlion, I remain amazed and dismayed that ACOG opposes the elementary patient protection
standards that 1 have proposed. I cncourage you to reconsider your position.

Sincerely,

Tom A. Coburn, M.D.
Membcr of Congress

MIF2007 009492



Electronic Mail Message

Date;  10/17/00 9:14:42 AM

From: e ——— . s . )

To: C e (L Smememm—— e
To: e (e} .
Cc: . e O e [ o2 J
Subject: FWD: - no subject (01JVEW7I77ZE8Y5220) - :

e

— had a few calls last month from the American College of OB GYN
and they were saying the new cytotec letter was scaring some
institutions about using this for Abortions, or at the least causing
reevaluation of its use at institutions. The college was planning to
hold a meeting on whether it should change its guidelines for use
because of this letter.

f:"‘."'"a'f‘can you follow up with the OBGYN contact on their conference

they had earlier this month and see if they are changing the college's
recommendation for its use. Let us know. Thanks.

P

APPEARS THIS WAY
ON ORIGINAL

MIF2007 009493

-



From: . : )

Sent: Tuesday, October 03, 2000 5:54 PM
To: T _
Cc: ' .

Subject: FW: Secret manufacturers
Sensitivity: - Confidential

Secret manufacturers

Let's discuss.

This e-mail message is intended for the exclusive use of the
recipient(s) named above. It may contain information that is protected,
privileged, or confidential, and it should not be disseminated,
distributed, or copied to persons not authorized to receive such .
information. If you are not the intended recipient, any dissemination,
distribution or copying is strictly prohibited. If you think you have
received this e-mail message In error, please e-mail the sender
immediately at ~—— @oc.fda.gov. ' : '

——Original Message—-

From: .

[maiito”’ s@cder.fda.gov}]
Sent: Tuesday, October 03, 2000 5:21 PM
To: (OC)

Subject: FWD: Secret manufacturers
Sensitivity: Confidential |

Would OCC be interested in responding to him?? ——

MIF2007 009548



"ELECTRONTIC MAIUL KESSAGE

" Date: 03-0ct-2000 05:24pm EDT
From: ————
Dept: — :
Tel No: —_— FAX
TO: ' , { )
CC: ( — )

Subject: Final Footnote - Mifeprex 20687

—

Below is the final footnote that will appear (per . —— — concurrence) on
the CY Grid Line Listing for Mifeprex, NDA 20-687. '

Total approval time for NDA 20-687, Mifeprex was adjusted. The time period
(9/18/96-8/19/99) was excluded because the sponsor had to find a new
manufacturer, the final study report for the US Clinical trial was completed an
submitted late in the review and stability issues had to be addressed before th
sponsor could resubmit the application for review. The time period
(2/18/00-3/31/00) was excluded while the sponsor prepared for a facilities
inspection.

MIF2007 009554



ELECTRONITC MAIL MESSAGE

engitivity: COMPANY CONFIDENTIAL ~ Date: 02-0ct-2000 09:41am EDT

From: o —

Dept:  HFD-023 _ —

Tel No: 301 — FAX 301-827-1540
0: ¢ —_— (§ —_ ‘

ubject: FWD: Re: Adjusted Time 20687 Mifeprex

i -

. am in the process of sending you a new e-mail. Give me a few more minutes
efore I forward it. Yes, I was just getting ready to address ° .
:omments in my new e-mail. I will send it as soon as I pass it through —

hanks.

———

MIF2007 009561



Electronic Mail Message

Date: 10/2/00 1:26:54 PM.

From: ' —
To: See Below

Subject: Document Requests

In follow up to our meeting-of last week and in anticipation of any major
document requests concerning a recent major approval, here is the plan we
worked out at the meeting. We'll be scheduling a followup meeting for this
week. Comments are welcome. Please send to anyone | may have missed.

To: ’
To:

To:
To:
To:
To:
To:
To:
To:
To:
To:
Te
To:
Cc:

MIF2007 009566
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‘MIFEPRISTONE NDA
STATUS

Brief Summary of Publicly Available Information

e The s'ponédr, The Population Council, Inc., inifially submitted ah NDA for
Mifepristone (RU-486) in March 1996.

e The NDA contained the results of two large clinical trials performed in the European
Union and preliminary data from an on-going U.S. trial in support of the indication:
Medical termination of intrauterine pregnancy through 49 days’ gestational age:
(Pregnancy is dated from the first day of the last menstrual period).

e The NDA was reviewed on a 6-month regulatory clock, and issues were presented
~and discussed at an open.advisory committee meeting in July 1996. The sponsor
received an approvable letter on September 18, 1996, which conveyed the -
conclusion that the drug, used under specific conditions, was found safe and
effective for the indication. : :

e The letter also outlined various deficiencies th'at required- respohse before the
- application could be approved, including a list of chemistry and manufacturing -

controls requirements as well as label modifications and postmarketing surveillance
. commitments.

e The advisory committee discussiorj included recommendations for Iabeli'ng,
- postmarketing surveillance, and a well-controlled distribution system for the drug.

The committee also requested the opportumty to rewew the final U.S. study report
once available.

. Brief Summary of:Non-Public. |nfo_|_fmati_en-

T
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Printed by
Electronic Mail Message

Date: 20-Jul-2000 01:00pm

From: : —

Dept: T —

TelNo: " ——mm FAK =

Subject: FWD: mifepristone INDs in 150, 120, and 510.... info request

Roeageim s

Per note on copy of this e-mail I dropped on your desk.

r——

MIF2007 009612



Electronic Mail Message

Date: 02/07/2000 1:19:52 PM.
From: Iy

To: T e S _
Subject: = Re: Mifepristone

(e )

e

: ‘out to.physicians requesting
mifepristone on a;sifgle-patient. IND basis. Note, the info you're
looking for is on page 4 of the document. The rest of the pages are
likely irrelevant, but it was easier to attach the whole document.

‘you can reach met @ = o

[

>| am a medical officer reviewing an IND on mifepristone. In my effort
to
>obta1n safety/tox. info on this drug, a Med Officer in your division,

e e SUGQEStEd | request from you a copy: of information ‘

>you prowde for patients taking mifepristone regarding side

. >effects/risks of mifepristone treatment understand ———
> [ ———
>compassionate use of mlfepnstone) Could you fax me the info, as soon:
>as you are able, at fax no: ———— Could you also call me at
& when you have a few minutes? | greatly appreciate your
>a55|stance

s .

>S|ncere|y. .

>
= L y (RSP EP

MIF2007 009624



Electronic Mail Message

Date: 2/1/00 4:55:44 AM

From: .7 e

- Subject: ? about registry

£«

HiL st

| sometimes feel like a detective... .

The registry you spoké about yesterday was for the Pop Council.

No one would discuss the drug or anything about it in yesterday's open
foom. - - : :
Was told to contact -=c-mrs
information. )
.Hope that last night's meeting was informative, but uneventful!

ot B

eaumsns, JOF fUIther

Thanks,

g

S

MIF2007 009625
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Printed by S
Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL Date: 15~-0ct~1999 03:08pm

From: P

Dept: . NI
4 Tel No: B P S FAX e
TO: — ( O
~ orene
CC: e e srernc ral

Subject: -User Fee Date Approachlng

| was looking at the list of user fee dates that are approaching and the
following application(s)that contain forelgn facilicies are getting
close to deadline:

20687 - will miss the date because the inspection of Shanghai Hualian
Pharmaceutical is scheduled for 10/25-27/99, cw—omeswe.  will be the
investigator. The user fee date is 10/19/99. The application was
submitted by HFD-530.

g 1

-

These are the only two apphcauon that contain foreign facilities that
| have come across.

Thank you,
. f

MIF2007 009627
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From P,,__-———~*—’“

On Friday, July 19, the Advisory Committee for Reproductive Health

Drugs will meet at the FDA Techmnical Center on Industrial Drive to

consider mifepristone for interruption -of early pregnancy We want you
to be aware of unusual restrlctlons concernlng attendance and parklng
at thlS meetlng . _

The meeting is scheduled to begin at 9 am.”’An overflow room with live
video will -be set up at the ‘Gaithersburg Hilton, 620 Perry PKwy, :
Gaithersburg. Because of the limited seating capacity &and very limited
parking at the Technical Center, FDA employees who have not been
directly involved. in the meeting (your name would be on a list), but
who are interested in watching this meeting, are encouraged to do so
from the Gaithersburg Hilton. .With a few exceptions, access .to the
Technical Center will be only by shuttle bus starting at 7 am from the
Gaithersburg Hilton or Montgomery County Fairgrounds, (no walk- ins Wwill '
be allowed) and Timited to- approximately the first- 200. peopIéT—_‘ :
depending on room capacity. FDA observers would be included.in this
group. - FDA participants who are on the list, but who do not _have
reserved parking will be bused to the site from the Oak Grove Complex

waemmmmee>= - Jocated on Gaither Road, south of Shady Grove Road. FDA
staff, of course; have -the right to attend the. meeting w1th the general
-publlc, but, -as noted, space will be limited.

e = -—m e B B S L

MIF2007 009633



Subject: FWD: Re: Mifepristone

Printed by

Electronic Mail Message

Date:  10-Mav-1999 03:51lpm
From:

Pl
g R IEIPRE N S

Dept: e
TelNo: — FAX

3 ke T A

This is the information that | am-getting from oncology. Please let me
know what | should do or who | should be talking to. It seems as though

there is more to this than | thought.

T

MIF2007 009652
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STUDY INITIATION

SPONSOR: 7
PROJECT: qus 793 Z%UMOM

: 77 7
PROTOCOL: [¢&
PRIMARY /Z Sternpni T ﬂﬁm ' T
INVESTIGATOR: 7 ] Ny

CO-INVESTIGATOR(S):

ADDRESS: - %M/“L WW :

(207 M. 2007 fawk 214

Hon G WA, DF157

PATIENT NUMBERS ‘BOTTLE/CARD/KIT NUMBERS

CONTENTS

— 2 otttz

5 [ lilels g buto.

/53 fotl suiliks.

Suzanne T. Poppema, M.D.

Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 —,

Exhibit 74 Page | of <

e

e’/ o 7
e 7T i

" SIGNATURE OF INVESTIGATOR
- .
_J

SIGNATURE OF MONITOR
MIF2007 009677 o

-5 -9

DATE.
NIEETE
DATL



SPONSOR:
PROJECT:
PROTOCOL:

PRIMARY
INVESTIGATOR:

CO-INVESTIGATOR(S): .

EDICATION/DEVICE INVENTORY

?0.495(//4/750” Cowner .

ﬁu/ ;ép//,&%)«& / /ﬁé/_w,f/&fM

[C6 A

B /%W\

| e Hediedl So s Fre

ADDRESS: _
| [20F M. 2T | Sl 2/Y
Seattte, WA 98/33
PATIENT NUMBERS BOTTLE/CARD/KIT NUMBERS CONTENTS
_ L By rsieg 7/ ddede ety
N
(20 Frsce /1)

/é%{éwky %x\ "

SIGNATU{IE OF INVESTIGATOR

r

MIF2007 009678
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Seattle, WA CFN 3032921

El: 11/01/99-11/05/99 — —

Exhibit 21 Page 2. of S

QA?/% <

DATE




SPONSOR:
PROJECT:
PROTOCOL:

PRIMARY
INVESTIGATOR:

CO-INVESTIGATOR(S):

MEDICATION/DEVICE IN!ENTQH’Y

Cbopaty

(Z%Mm Coawni?

/é’é/ (/ﬁ//z////

W W:L//Cﬂ// \,é///céa g

ADDRESS:
(207 /7 2N Sl 21
W WA P33
PATIENT NUMBERS BOTTLE/CARD/KIT NUMBERS CONTENTS
7 DY LA

A Bp ATt
A L0 e A

cf/%wm

e )

Jplr " T 25524 07|

£ g i M ?—/4%

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 —_—

Exhibit 2 Page 2 of S

]

i

21/ 5

MIF2007 009679

&IGNATYRE OF INVESTIGATOR

C

DATE

?//P/fs

SIGNATUR&]OF MONITOR

DAE



MEDICATION/DEVICE INVENTORY

?wézéq o/

- éPONSOR:
- 2 f/ o € 27/)/"05//

PROJECT: 7
PROTOCOL: e % /’/

- IR
PRIMARY ' /7/‘2 2eianqc. ZC’? R i G
INVESTIGATOR: e '

'CO-INVESTIGATOR(S):

/%c forre gt G e <

ADDRESS:
(200 2 Ro0 K S Loyy
%174// Al FrisE
PATIENT NUMBERS BOTTLE/CARD/KIT NUMBERS CONTENTS
S A A | meo.. LA
Koo A T IS5 5 SOF
{;z /S
Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921 ]
El: 11/01/99-11/05/99 —— N
Exhibit D¢y Page 4 of S ]
%W/L( m S -3-F
) SIGNATl&ﬁE OF INVESTIGATOR : - DATE -.
| r ' / .
~ ' ) o - ‘*// 2'5/5")

SIGNATUREOF MONITOR DATE

MIF2007 009680



MEDICATION/DEVICE INVENTORY
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Propocal #948057
REVIEW CATEGORY: C

- | .
- o

Date: 039/15/84
To: Daniel R. Hlshel;, JL., H.D.
Professor and Chairman
Dept of Obstetrics and Gynecology
wWomen'’s Hospital, #L-1009
(213)226-3416 -

FROM: 1

- g

TITLE OF PROPOSAL:

EVALUATION OF THSE RFFICACY, SAFETY AND ACCEPTABILITY OF
HIPEPRISTONE AND MISOPROSTOL IN INDUCING ABORTION IN
PREGNANCY WOHMER WITHE AMENORRUEA OF UP TO 63 DAYS

N

Action Date: 09/15/94 Action Taken: Approved
Committee : e __. SECRETARY
Note:

3

The press release to be used for this study was rev1ewed and
APPROVED by =2, Secreltaly wwcwo-

on Septenbe,r 13. 1994. The study was a551gned
Review Category C. (n- - ~~ ;. OFfice e )

)r. Daniel R. Mishell

o0s Angeles, Calif. 90033
2/9 - 12/14/99 ===
xhibit# Z Pg.j of 3
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£C10° -3iacs 92094 130 0C3

ABORTION
PILL
STUDY

Wemen wishing early
prégnancy temination
gre invited 0 particlpate |
in a Food a2na Drug
Administratior approved
stusy of the Acortion Pill
at no cost 10 the partici-
sant. For information
piease contacl:

WOMEV'S IOSPITAL
CONTRACEPTION
CLINIC
al
213226-3104

. Daniel R. Mishell

»s Angeles, Calif. 90033
19 - 12/14/99 — == B
hibité 2 Pg.30f 3
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CDER OC FOREIGN INSPECTION TRACKING SYSTEM

APPLICATION DATA
RECORD: 3418y CONTROL: 322-00-08-0181] DATE ENTERED: 8/18/00) TTVPE  NUMBER SUPPLEMENT USERFEE STATUS
- - FIRM MA [ TYPE 4 1 -

CFN: 9615606,  JFEL: 3002014652 p nisial TVPE: El: N 20-687 9/30/00 A
FIRM: SHANGHAL HUA LIAN PHARMACEUTICAL CO LTD - XIN LIAN PHAR - J
'STREET: 217 MING LE ROAD [

CITY: PUDONG - B ST-PROV: SHANGHA! ] COUNTRY: CH l
FIRST DATE EI: 7/24100 I LAST DATE EI: 7/28100 l DATE ENDORSED: . 8/15/00 H DATE OF RECOMM: 8/15/00 l
INITIAL CLASS: AE I DATE REC'D: . 8/18/00° I ACTION TYPE: . EIR H PRIORITY: HIGH I
DATE DUE: 8/25/00 I DATE ASSIGNED: 8/21/00 I ASSIGNED TO: CL T ’ CSO COMP. DATE: 8/21/00 I
FINAL CLASS: AE I RESC DATE: 05/2003 I COMP. ACTION: i CON I COMP. DATE: 8/21/00 ]
COMMENTS: This was a compliance reinspection of this APt manufactured scheduled

following the previous PAl in 10/98 which found several GMP deficiencies and
laboratory procedures which were not the same as described in the

application. This firm does not have a DMF and the AP mfg & testing - CSN A
procedures were submitted in the NDA, An untitled leter was issued 12/99.

PROFILES STATUS . GMP PROBLEMS

07

This inspection verified Corrections following the previous inspection and
untitied letter. Additional deficiencies re. Methods validation, laboratory
standards, and HEPA filter & pressure differentials qualifications were noted. ! -
On 8/10, the firm's US agent submitted an interim response to these ’
deficiencies. The firm has corrected or is in the process of correcting all
deficiencies, and will be completed by Aug 31. Based on the previous verified
corrections, and nature of deficiencies,this commitment appears satisfactory.
CDER concurs with approval recommendation.

MIF2007 010703



RECORD: 3418 CONTROL: 322-00-08-0181 DATE ENTERED:  8/18/2000 N NT ATLS
I | I TYPE NUMBER SUPPLEME USER FEE  ST.
3 DATE
Vi FIRM MA 1 TYP 4 1 e e e
TYPE: El: N 20-687 9/30/2000 A

CFN: 9615606 | FEI: 3002914652 i

CDER OC FOREIGN INSPECTION TRACKING SYSTEM

DATA FORM

APPLICATION DATA

FIRM: SHANGHAI HUA LIAN PHARMACEUTICAL CO LTD - XIN LIAN PHAR |

STREET: 217 MING LE ROAD : I

CITY:  PUDONG | ST-PROV: SHANGHA!

I COUNTRY:

FIRST DATE El:

INITIAL CLASS:
DATE DUE:
FINAL CLASS:

COMMENTS:

CH

|

712412000 I LAST DATE EIL: 7/28/2000 I DATE ENDORSED: '8']1'5/2000'| DATE OF RECOMM:  8/15/2000 I

AE I DATE REC'D: 8/18/2000 l ACTION TYPE:
8/25/2000 I DATE ASSIGNED:  8/21/2000 l ASSIGNED TO:

" AE I RESC DATE: 05/2003 |y COMP.ACTION:

This was a compliance reinspection of this APl manufactured scheduled
foliowing the previous PAI in 10/99 which found several GMP deficiencies and
laboratory procedures which were not the same as described in the
application. This firm does not have a DMF and the API mfg & testing
procedures were submitted in the NDA, An untitled leter was issued 12/99.
This inspection verified corrections following the previous inspection and
untitled letter. Additional deficiencies re. Methods validation, laboratory
standards, and HEPA filter & pressure differentials qualifications were noted.
On 8/10, the firm's US agent submitted an interim response to these
deficiencies. The firm has corrected or is in the process of correcting all
deficiencies, and will be completed by Aug 31. Based on the previous verified
corrections, and nature of deficiencies,this commitment appears satisfactory,

i

CDER concurs with approval recommendation. F;n'a»z_ Respouse K//J/DO

APPEARS THIS WAY
ON ORIGINAL

MIF2007 010704

EIR PRIORITY:

HIGH

CSO COMP. DATE: 8/21/2000 I

CON COMP. DATE: 8/21/2000 I

|_'

PROFILES STATUS GMP PROBLEMS |
CSN A T o7
17

st



Exh. 7 Pp {4 of {1 Pg
Shanghai Hua Lian Pharm. Co., Ld.
Xin Lian Pharm. Faclory

217 Min Le Road
Pudong, Shanghai; PRC 201419
7/24 - 28/2000 -

O~ o
e S -8
o ¥ il .

/
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CDER OC FOREIGN INSPECTION TRACKING_SYSTEM

| DATA ENTRY/CONTROL FORM TYPE| NUM |SUPPL RECOM
CONTROL:322-99-12-04 CFN : 9615606 FRMTYPE: M TYPEEI:1 N |20-687 w
FIRM:  SHANGHAI HUA LIAN PHARMACEUTICAL CO LTD - XIN LIAN PHAR
STREET: 217 MING LE ROAD
CITY:  PUDONG ST-PROV:  SHANGHA! COUNTRY: CH

FIRST DATE El: 10/25/99 LA$T DATEEL: 10/28/99 DATE ENDORSED:12/3/99

INITIAL CLASS: AR DATE REC'D_: 12/14/99  ACTION TYPE:
PRIORITY: HIGH .DATE DUE: 12/18/99  DATE ASSIGNED:

COMPLETED: 12/15/99 FINALCLASS:  AA COMP. ACTION:
COMMENTS :

This was the initial inspection of this APl manufacturer, covering mifepristone. The
facility als manufactures betamethasone on separate equipment. CGMP deficiencies
reqardlng labeling and handling of recycled solvent containers and calibration ofa

: analyzer were noted, but the firms written response provides satisfactory
comections. The district recommends withholding approval because the laboratory

procedures, (raw material, in-process, and finished product) described in the NDA are

not the same as used in this laboratory, and the in-process —tests used to monitor
critical reactions have not yet been finalized or validated. The firm's response states
that an ammendment has been submitted to correct the NDA emors.. We concur in the
‘withold recommendation re failure to follow NDA commitments. Untitied Ietter re. NDA
deficiencies.

DATE OF RECOMM: 12/3/99

EIR USER FEE DATE: 10/19/99
12/14/99  CSO: i
— RESC DATE: 10/00
PROFILE(STATUS| (TYPE PROBLEM
CSN N 3
9

MIF2007 010709
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Apgroved: OMa No.0910.0014,
© PUBLIC HEALTH SERVICE 5o OB Stacerment o Reverse,
STATEMENT OF INVESTIGATOR
(TTTLE 21, CODE OF FEDERAL REGULATIONS (CFR) Part 312) invastigation vatl MeARe Brovides Tacan st
(See instructions on reverse side.) : with a complated. signed Statement af
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NAME:

CURRICULUM VITAE

/}775/ lcﬂ (/&e'm;.z?/# Y2.0009938

Judith Tys\son"

DATE OF BIRTH: c 3

BIRTHPLACE:

CITIZENSHIP: US.A.

" MARITAL STATUS:

- FAMILY:

[r -

LANGUAGES: English, German, Spanish, French

EDUCATIONAL RECORD:

Secondary:
College:

Graduate:
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George School, Newtown, Pennsjlvania.

- Gertraudenschule, Berlin, Germany

Bryn Mawr College, Bryn Mawr, Pennsylvania. B.A.
Political Science 1957

University of Madrid, Spain-Middlebury College.

- MLA. Hispanic Studies 1958 .

Dartmouth College, Hanover, New HampShfre.

_Premedical Sciences 1963-1965

University of Vermont,‘ Burlington, Vermont.
Premedical Scieaces 1965 (Summer)

Dartmouth Medical School, Hanover, New .Hampshﬁe.
~ Research Assistant, Dept. of Pharmacology 1965-1966

University of Vermont College of Medicine,
Burlington, Vermont. 1966-1970. M.D. -
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INTERNSHIP:

Roosevelt Hospital, New York City, Rotating Ob/Gyn, under Drs. Ezra Davidson
and Thomas Dlllon, 1970-1971 -

RFSIDENCIFS:

University of Vermont College of Medicine, Burlington, Vermont (Médical Center
Hospltal of Vermont), Anesthesiology, under Dr. John Abajian, 1971-1972

Roosevelt Hospltal New York City, Ob/Gyn, under Dr Thomas Dillon, July-
September 1974 . :

The Western Pennsylvania Hospital, Pittsburgh, Pennsylvania, Ob/Gyn, under
Drs. Leonard Laufe and John Walker, 1975-1978

FELLOWSHIPS:

American College of Obstetricians and Gynecolqgists; Junior Fellow, 1975
American College of Obstetricians and Gynecologlsts Fellow, 1982
ACADEMIC APPOINTMENTS:

Dartmouth Medical School, Hanover, New Hampshire, Assistant Professor,
Maternal and Child Health, 1979-

HOSPITAL APPOINTMENTS:"

Dartmouthi-Hitchcock Medical Center, Hanover, New Hampshlre, Staff. -,
obstetrlcxan/gynecologxst, 1979- :

"OTHER APPOINTMENTS:

Physician to Planned Parenthood of Vermont, 1971-1975
- Founder of and Physician to Vermont Women s Health Center, Burhngton,
Vermont, 1972-1975
Medical Advisory Committee, Vermont Women’s Health Center, 1972-1973
1980-
Board of Trustees, Vermont Women’s Health Center, 1972 1973
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~ Consultant, International Fertility Research Program, Chapel Hill, N.C. IFRP -
delegate to First International Conference on Menstrual Regulation,
Honolulu, Hawaii, 1973
Consultaat, Intematxonal Pregnancy Advisory Services, Chapel Hill, N.C.,

1973-
Medical Advisory Committee, Planned Parenthood of Northern New England, 1973-

1975, 1978-

Medical Advisory Board, National Women’s Health Coalition, 1974-1980

Consultant, Advanced Techniques in Fertility Management, University of
Pittsburgh, Populanon Division, Graduate School of Public Health, 1975-
1978

Publications Committee, Assoclanon of Planned Parenthood Physicians, 1975-
1978

Medical Director, Planned Parenthood of Pittsburgh, Pittsburgh, Pennsylvania, -
1976-1977

Medical Advisory Committee, Planned Parenthood of Pittsburgh, 1976-1977

Consultant, Bangladesh Fertility Research Program and Government of
Bangladesh. Minilap Tubal Banding (Female Sterilization) Orientation
Program, Bangladesh, September 1976

Medical Director, Planned Parenthood of Northern New England, July 1978-

Member, Birth Planning Observer Group to Peoples Republic of China, November
1978.

Consuitant, Population Crisis Committee, Waslnngton, D.C., 1978- .

Consultant, Center for Population Activities, Washington, D.C., 1978-

Medical Advisory Committee, International Women’s Health Coalition, 1978-

National Medical Committee, Planned Parenthood Federation of America, 1980-
1983; 1988

Membership Committee, Assn. Planned Parenthood Professionals, 1981-1984

Medical Standards Advisory Team, Planned Parenthood Federation of America, .
1982-1984 .

Guest Faculty: First U.S. -Nxcaragua Colloguium on Health, Managua, Nlcaragua,
November 1983- -

Consultant, Division of Maternal and Child Health, N H. State Health Dept.

: 1983-

Consultancy to Philippines, Indonesia, Bangladesh, India, for Populanon
Crisis Committee, September-October, 1984

Consultancy to Phxhppmes, Indonesia, India, for Populatlon Crisis Committee,
International Women’s Health Coalition, July 1985

- Consultancy: Association for Voluntary Sterilization, New York, NY, 1985

Consultancy: International Projects Assistance Services: Zaire, Nigeria,

Kenya, Zambia, March 1987
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Consultancy: International Projects Assistance Services: Turkey, December
1987 _ B .

Consultancy: International Projects Assistance Services: Brazil, October
1988 :

Delegate Trainee: Norplant Training: Santo Domingo, December 1989

Consultancy to Egypt for Pathfinder International, January 1992 .

PROFESSIONAL ORGANIZATIONS:

Founding Member, Vermont Chapter, Medical Committee for Human nghts, Advisor,
Women’s Health Section, 1972-1975
Association of Planned Parenthood Professionals, 1973-1987
Association of Professors of Gynecology and Obstetrics, 1983-
~ Association of Reproductive Health Professionals, 1987- (President 1988-1989)
Medical Directors Council of the Planned Parenthood Federation of America,
1987- (Northeast Region Representitative, 1987-1988) - '

PUBLICATIONS:

1. Co-author: "The Evolution of 2 Woman’s Clinic: An Alternate System
of Medical Care". Presented at the Annual Meeting of American Gynecological
Society, 1976, and published in the American Journal of Obstetrics and
Gynecology, Vol. 126, No. 7, Dec. 1, 1976.

2. Contributihg Editor: " "Serve the People: The Expanding Role of the Non-

M.D. Practitioner”, paper presented before the Association of Planned
- Parenthood Physicians Annual Meeting, October 1977, Atlanta, Georgia. o

3. Editorial Boards: American Journal of Gynecologic Health.

HONORS:

Vermont Susan B. Anthony Award, 1986 -

Vermont NARAL Fr;edom of Choice Award, 1988

APPEARS THIS WAY
ON ORIGINAL
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' - | | / 97/ 00
 What Do We Know about Induced Abortlon in the United States

Lpm
Induced Abortion Data:
e In 1996, a total of 1:22 million induced abortions were reported.to CDC. At same
~ year, a provider survey showed a slightly higher number, 1.37 million abortions
performed, re Presentmg an abortlon rate of 22.9 per 1,000 women aged 15-44 in the
United States”
___> . Approxxmate@of all abortions were performed at 7 or fewer weeks of
- gestation. Additional 20 percent were at 8 weeks.of gestation’.
e I . 1996, approximately 4,200 medlcal abortions were performed and the remammg
were surgical abortions’.
, _% o Four states, i.e. Ca'ifornia, New York, Florida and Texas accounted for about 50
’ "~ percent of all abortions in the United States (Table 1)

Who Seeks Abortion Service: —> PSSR
e Women aged 19 or younger obtained approxrmately 20 percent of all abortions while
women aged 35 and older accounted for about 10 percent of the total'.
 The abortion rate for black and Hispanic women were approximately 2—3 times the
~ rates for white women even if white women account 60 percent of all abortions™.
o Older women were more likely to obtain abortlon earlier in pregnancy than were

AN Or =t

who Provides Abortion Service:

* 1In 1996, 78,910 physwlans (MDs) were registered as family practrce physicians and
38424 as Ob/Gyns’.

» 1In 2000, 12 percent of Ob/Gyns and 2 percent of family practlce physrclans routinely
-perform elective surgical abortions®.

o 1In 1996, abortion services were provided in 2,042 facrlltles mcludmg 703 hospxtals
452 abortion clinics; 417 other clinics and 470 physician offices’.

e 22 percent of the facilities accounted for 80 percent of abortions performed inthe
Umted States”.

~Access to Abortion Service: :
.o Only1 percent of abortions (14,070) was reported in nonmetropohtan countles where
18 percent of women of reproductlve age lived®. AT
. Of the country’s 320 metropolntan area,. approxlmately one thu’d (102) had no- known _- T
.abortion provider or had a provider that together reported fewer than 50 abortions’.

7 Safety of Abortion Service:
o In1992, 10 women died as a result of comphcatlon from legal mduced abortion and

the case fatallty rate was 0 7 abortion-related deaths per 100,000 legal mduced
abortions'. . '

e 1

Created on 08/28/00 8:43 AM
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Efficacy and Safety of IVIlfepnstone. R
US clinical trials, the success rate werg\g?}ercent (762/827) in the 49 days group,
o ) @ercent (563/678) in the 50-t0-56 days gréup, 77 percent (395/510) in the 57-t0-63
£ £ days group. Inaddition, approximately 51 percent of women in the study had a
prevrous elective abortion and success rate tends to be lower among women who had
previous elective abortionis®. pessn
. Hospltahzatte: “surgical mterventlons and mtravenous—ﬂund admiwystration were *
reported fof 2 percent of the women in the. <49—days group and fof4 percent of those
in each of theé other groups, mostly due to excessive bleedmg

e Excessive bleeding necessitated blood transfusions in four women”.

) Safe and Effective Use of Mifepristone:
e InFrance, 80 percent of women who terminate their pregnancies: before the seventh
" week choose the dmg over surgical methods. Mifepristone accounts for 30 percent of '
all abortions in France®.
e - At Planned Parenthood of Greater Iowa, one of 17 sites that paxtrc:pated in US
- Mifepristone clinical trials, 80 percent (238/301) eligible patlents choose
. Mifepristone when it was. ol’fered7
e 44 percent of Ob/Gyns and 31 percent of family practice physicians would be likely
very likely to prescribe Mifepristone after FDA's approval (Table 2)*.

,,33 ercent (106/2121) of US clinical trial pamcrpants failed to return for the last visit
visit 3)°. : ‘ .
. Created on 08/28/00'8:43 AM-
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Table 1. Number of Abortion, Abortion Rate and Number of Providers by Census
Daivisions and States '

Numbér of |

57

MIF2007 011043

Census .
Divisions and. Numb?r of | Abortion Providers 1T .. Number of
~ States Abortions Rate : i ?e;:nsus Numher of| Abortion Service
— = Divisions and . { D
Total 1,365,730 22.9 2,042 ‘States - Abortions Rate Providers
New England 71,28 23.5) 141 : : v
Connecticut 16,23 22.5 40| [East South - S _ 4
ine 2,700 9.7 16 " [Central , 46,100 125 8‘
Massachusetts |~ 41,160} 293 51| |Alabama 15,150 15.6 148|{
New ’ ) 16 [Kentucky 8,470 9.6, :
Hampshire 3".‘70 12.7 Mississippi - 4,490 7. 6
Rhode Island 5,420 .24 .4 5 [Tennessee 17,99 14.¢ 20,
. th:nnom _ 2,300 17.1 13) |West South - 1206100 18.4] 96|
Middle 2702200 . 32 ' "'2‘| [Central, -
- Atlantic ' e Arkansas 6,200 11.4 - 6
- [New Jersey 63,100 35.8] 94} [Louisiana 14,740 14.7] 15
~ New York . 167,600 41.1 264 Oklahoma - 8,400 1. 11
Pennsylvania 39,5200 152 61 [Texas 91,270 - 207, 64
IEast North ‘ N - 161] .[Mountain 67,020 18.6 127
lcentral | 190059 193 . [Arizona 19,310 198 24
Mlinois 69,39 26.1 38 |Colorado 18,310} 20.9) 47
Indiana 14,850} 11.2) 16 [daho -~ 1,600 6.1 7
Michigan 48,780 22.3| 59 [Montana 2, 15.6 11}
Ohio 42,87 17.0 .37 [Nevada 15,450 44.6 - - 14
|Wisconsin 14,160 123 11| New Mexico 5,470 14.81 13
- West North 3 51 [Utah ' 3,700 7.
Central 48,660 1.9 . Wyoniing 280 2.7
flowa . 5,78 94 ' [Pacific 288,190 . 30.1} - 636
 Kansas__ 10,6300 18.9 10 |Alaska _ .. 2,040 14.6) 8
Minnesota 14,660 13.9 13| [California 237,830 33.0 492
Missouri 10,810 9.1 * 10 [Hawaii 6,930 273 - A
Nebraska 4,460, 12.3] -8 Oregon, 15,050 21.6) 35
INorth. Dakota: 1,29 9. 1| |Washington 26,3401 20.9
South Dakota 1,030 6.5 1 )
South 36
-JAtlantic R 263’-6 00 ) 4.7
vare 4,090 7
[Florida 32.0 114
" (Georgia 21.1 41
aryland 26.3 47
North Carolina| 20.2] 59 )
South Carolina 116 1
. |Virginia . 189 57
- |West Virginia 6.6 . 4
" Created on 03/28/00 8:43 AM



Table 2. Charactenstlcs of Ob/Gyn and Family Practice Physicians partlmpated in Kaiser
Family Foundatlon s Survey (June 2000)

- Created on 08/28/00 8:43 AM
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Obstetricians and Family Practice Physician
Gynecologist- - (n=201)
(n=566)
% aged 50 or less  52% 15% .
| % male 72% . 86% .
‘| % solo practice 32% 54%
% rural practice site 15% 33%
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Fetal malformation and
failed medical termination
of pregnancy

_ Sir—Claudette ~ Gonzalez _. and
colleagues (May 30, p 1624) describe

birth defects after failed illegal
abortion in 42 infants who were

exposed to” misoprostol at doses of -

2001600 pg during the first 3 months
of gestation. This report underscores
both the risk of misuse of misoprostol
used as a sole agent to procure

_abortion and the social consequences
of the restrictive laws on-abortion in
Brazil.

Misoprostol is reglstcred for use in
association with mifepristone for legal
termination of early pregnancy (up to
49 days of gestation) in France. The
licensed- regimen has proved over.
.95% ‘effective in  inducing complete,

abortion? In the UK and Sweden,|.

the  prostaglandin PgEl analogue
‘gemeprost is registered for use in

~association with mifepristone - for|

" termination of early pregnancy of up
to 63 days’ gestation, and efficacy ha
been shown to be about 95%> The
regimens of oral misoptostol or|

' -vaginal gemeprost "in - association-

with. mifeprisione. are associated with

. "a complete failuge” Fate
1-5% and- 0‘3%, respéstively™ -

- “The ‘Exelgyn (the French oompany

set up by ES to further develop and

'.ctwec.n-

" misoprostol
- .mifepristone.

pregnancy  in
. mifepristone and prostaglandin, but

‘which might be as high as 34% at the

market Mifegyne [mifepristone]
‘outside the USA) datashect indicates
thar it is- essential that termination of
pregnancy by another method be
undértaken in the event of failure.
Nevertheless, if a woman changes her
mind or the clinician fails to follow-up
or make a diagnosis, some pregnancies
will continue.

We reviewed 71 cases of continuing
pregnancy after failed early medical
termination of pregnancy. The cases
occurred between 1987 and 1998, and
in that time we estimate -that about
405 000 early medical terminadons of
pregnancy had been done in the UK,
France, and Sweden. In 21 of these
cases mifepristone was used alone, in
the remaining cases mifepristone was
associated with a prostaglandin
analogue: misoprostol 400 pg orally
(22), sulprostone 0-25-0-5 mg:
intramuscularly (four), gemeprost
1 mg vaginally (ten),
unspecified prostaglandin (14). In
eight of the 71 cases, malformarion of
the fetus or baby was reported. The
table shows details of the drug regimen
used, age of pregnancy, and outcome
in those. for whom abnormality was
reported. There were no reported cases
of malformation associated with use of
when used with

Our findings show the safety of
legal, early, medical termination of
association with

also provide information on the risk
associated with continuing a pregnan
to term after a failure of the method.

The apparent risk should be viewed-

with respect to the rate of spontaneous
fetal..malformation or non-viability

stage of gestation appropriate for early
medical termipation of pregnancy‘ We
emphasnse the need for

procedure and counsellmg of womcn -
-who

Mifdose PG type Outcomo _ Defect -
1 7 weeks 400 None TP Sirenomelia, cle palate
L2 - 8 weeks 600 - .Gemeprost . ABN 'Bllateml talipes- equnnwafes
3 " 9 weeks 2 days 600- 7 Gemeprost ABN Fingemail defect 3
ry 8 weeks 600 Gemeprost TToP Talipes equinovares
5 Yweeks 600 Gemeprost TToP - Acheiria, talipes equinavares
6 7-8 weeks 600 ‘Gemeprost TioP. An " talipes equi
7 8 weeks 4 days 600 ‘Gemeprost ABN Heart matformation '
8 . 6-Tweeks 200 Gemeprost ToP Cerebrellum atrophy
’ in, TToP=th i ‘of pregnancy, ABN=ab Jity at term.
l'g:lﬂmlz‘njaﬂoz assoclate with fallzd cal termination of pregtancy
7 ’7 }4/ (S74Y

~and .an §

- -lcgat ab" mons : ia

ti gures..: ecorded:
" explain the possnble nsks to the fetus . conception f R ¢

and the hlgh rate of naturally occumng

. did not

abnormalities that may lead to later
miscarriage or non-viability.

Regine Srtmk-Ware, *Angela Davey,
Edouvard Sakiz

Exelgyn SA, 6 Rue Christophe Colomb 75008
Paris, France

1 Gonzalez CH, Marques-Dias MJ, Kim CA, -

et al. Congenital lbnotmllmes in an'lnn .
child iated with ox

in first timester ofprepuncy Lancet 1998, R
3512 1624-27.

2 PcymnR,AubcnyE,Targon etal.

Early ter of pr y with
mlf:pmtonc (RU486) and the orally active
prostol. N Erigl 7 Med

. 1993, 328: 1509-13.
3 UK multicentre study group. The efficacy
and tolerance of mifepristone and
prustaglandin in termination of pregnancy
of less than 63 days gestation; UK
multicentre study—final results. .

Blanch G, Quenby S, Ballantyne ES, et al.

. Embryonic abnormalities at medical
termination of pregnancy with mifepristone
and misoprostol during first trimester:
observational study. BM7 1998;. 316

1712-13.

Conceptions and
terminations after the
1995 waming about oral
contraceptives

Sir—Susan Jick and colleagues (May 9,

.p 1404)" report that the General

Practice Research Database showed
no change .in the ‘frequency of
pregnancies or terminations in women
using. Third-generation oral
contraception ‘after thé waming. letter
from the Committee on Safety on

(' Medicines in October, 1995, or in the

database as a whole. This finding seems
to contradict claims that the 1995 so-

. called pill scare led to an increase in

unplanned pregrancy and abortion. By
corntrast, national data'suggest. a strong

. assoaauon bctwee_n the scare and a
change thext mmds about._- B ) ‘

Office for National Statistics show an
increase of 1%.in the last quarter of -
1995, and of 7%, 4%, and 2%, -
respectively, in the first three quarters of -
1996, compared with the same quarters

in 19952 There were 26000 more

.conceptions ‘in England and Wales in

1996 than in 1995. The notification of
13601 additional abortions in' 1996
suggests that at’least half of the

- additional ooncepnons did not mﬂt in "

a birth. -

- One reason why Jick and co-wo_tkets
detect an _increase  in
pregnancies is that those that resulted in
births would not appear in their

THE LANCET - Vol 352 + July 25, 1998
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MIF MIF+ | MIF+. | MIF+ | MIF+ | MIF+ | TOTAL

, _ ALONE |MIS |SUL |UNK [|PG | GEM

Normal 12 13 2 4 2 | 4 37
Babies ) | .
Malformation 0 0 0 ¢ | o | 3 | 3
at Term ‘ ) . _
MALF /- R 1 0 0 0 0 S: 6
TIoP : - , - ,

Delayed Spont. 3 i 0 o o 1 0 4

- Abortion ) . d. - F

1 TToP i 4 ] 3 0. o [ 2 | o0 | 9
TToP Normal 2 6 -1 | 1 11 o .| .n
Foetus . ) .

UNK/USNL 3 4 0 2 3 0 12
UNK o B3 91 v 1 2} o o | 25
TOTAL - - 38 36 4 9 . 5 12 107

Update 30 Novernber 1999
LEGENDS

MIF=~ mifepristone
MIS = misoprostol
SUL= sulprostone
GEM= gemeprost
- PG= prostaglandin. (unspeaf ed)
 UNK= unknown :
. TToP«= Therapeutic Termmatton of Pregnancy
USNL= Ultrasound Normal (at second or third trimester)
Delayed Spont Abortion= Delayed Spontaneous Abortion
‘ 'MALF/IT oP=Malformation with thefapeutxc termmatton of pregnancy

i16 -
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O¥FICE OF THE COMMISSIONER MEETING
EXECUTIVE SUMMARY

Date: . August 11,2000 .
Time: 11:00 a.m. - 12:00 noon
Location: Rm. 14-68, PKLN
Su'-bject: Mifepr_iétpne

Attendees: ‘ Jane Henney,

_

" Meeting Purpose: To proi/ide an update on the review ofinifepristone.

Meeting Agenda: *——~——=wijll lead the briefing.

I3

Background: T s talking points are attached.

Executive Secre_tariai Contact: - .
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_— ' Page 1
APPOINTMENT DETAILED
19-Jul-2000 to 19-Jul-2000

Date: Wednesday, 19-Jul-2000 Time: 09:00am Length: 01:30 Hrs:Min
Subject: Pop Council mtg-N 20-687 ' ‘ Loc: potomac room
- Attendees .
V?"'m“', P i T e . i e ‘ R ‘_“"’"’"’"‘"""_ Sraxmaene
- : - — Agenda
Pop Council/ Danco mtg.
Agenda:

Restricted Distribution System (with Subpart H provisions) -
Labeling

~ Confidentiality requst from sponsor (possible item to discuss)

APPEARS THIS WAY
ON ORIGINAL

_Key to Attendee Status

Bold = Confirmed Underline = Rejected All Others = Pending

Calendar Manager 6-Jul-2000

MIF2007 011071
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OFFICE OF THE COMMISSIONER MEETING

EX_ECUTIVE SUMMARY
" Date: July 14, 2000
Time: 11:30 - 12:00 PM
Location:  Rm. 14-68, PKLN

Subject: . Mifepristone

------

Meétihg Purpose: To proﬁide an 'update on the review of mifepristone.
Meeting Agenda®  —— _will lead the briefing.

Background: Mifepristone, also know as RU 486, is an abortifacient to be used with
misoprostol for medical abortion. Mifepristone is being reviewed by CDER with a PDUFA date
~of September 30, 2000. The drug's sponsor, The Population Council (PC), has three areas to
address from the last approvable action of February 18, 2000: chemistry/manufacturing,
distribution system, and labeling.

Chemxsg /manufacturing - In May 2000, FDA was informed that the fianufacturin
- for the drug substance have been changed from how the NDA described the process. These
changes are significant and require pre- and post-change comparauve phys1ca.l, analyucal and

{me 2 physwal and analytlcal data by mld-July and stablhty data sometime in September, - -~

e e SRR
e
e —

o ‘ - The mspechon of the Chmese drug substance maker is scheduled for July 27

. th dm be rowd- b or -ander the supervision of a phy ng_m_\ﬂm has the ablhty to assess the
_ )Aruratlon of pregnancy accuraielyalo diagnose ectopic pregnancies, and tofhssure patient access to
s " medical facilities equipped to provide emergency treatment of incompleté abortion, blood '
* transfusions-and emergency resuscitation. The sponsor does not believe it is necessary for =
..prescribers to possess all the qualifications needed to. perform every step in the patient's care.
- PC believes the prescriber can be advised to plan for care such as handling of incomplete -

abortions and the need for surgery and to give patient information about how to obtain these -

types of care.. The sponsor does not propose health care providers who are dlstnbuung thls drug
" be trained in the use of this drug, but the sponsor is makmg avmlab]e_ :
'sponsoralso'_ o Sub

S T St 1L T B A YOS R T 0 TR ST

MIF2007 011076

stability data to demonstrate that quality is maintained. The sponsor is responsible for supplymg

v
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Page 2

Labeling - The sponsor **=*" R

T"’ 2

L L

- Executive Secretariat Cbntact;; s e it 4

B AppEARSTmSWAY
-~ ONORIGINAL .~
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Senior representative

C

s of FDA and Roussel Uclaf mct-to discuss




-~ '. . .
I S

R R YA, S -

4/20/93

MIF2007 011249

A meeting was held at which Roussel Uclaf indicated its willingness to modify .
the contract that it entered into with the Population Council. a non-profit
scientific and technical organization, in 1983. These modifications would
permit the Population Council and its sublicensees to produce and distribute
RU-486 in the United States. The Population Council, with the active
participation of Roussel Uclaf, agreed to work to identify a manufacturer for
RU-486 for the United States market and to begin a clinical trial to test the
drug in the United States. The Population Council expected this trial to be
conducted in parallel with preparation of the NDA and agreed to move as soon

as possxblc to submit an NDA. FDA indicated that it is prcparcd to expedite

the review of a marketing application for RU-486, if one is submitted, based on
established legal and scncnnﬁc criteria.

S R T SULI SIEAT T T e LaS AT I toares e -



Talking Points for Press Interviews
- Internal Use Only

With the encouragement of the United Sates governmen{: Roussel-
Uclaf today agreed to license the drug RU-486 to the Population
Councxl for dlstrlbutlon 1n the Unlted States. —

o o E

bV —

Hoechst-Roussel/Uclaf is not willing to be involved. in the
distribution or production of RU-486 in the United States.

The Population Council will identify a. manufacturer for RU-486 in
the U.S. market.

" The Populatlon Council will begxn a clinical trial to test the drug
in the U.S. This trial would include a minimum of 2, 000 women.

The Populatlon Counc1l will move as soon as p0551b1e to submlt an
NDA.

The FDA will begin the review of the existing toxicology. and
chemistry data upon receipt from Roussel. Once a New Drug
Application is submitted for RU-486, the Food and Drug
Administration will complete its formal review of the data
concerning the safety and efficacy of the drug. '

-Funds for these activities will be sought from prlvate sources,
including foundatlons.

The Population Council is a non-profl’c scientific and technical
‘organization which seeks to apply science to assist developing
:countries to find solutlons to populatlen issues and improved human
-reproductlve health. _
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From:
Sent:
To:

. Ce:
Subject:

Importance:

e

Wednesday Ort~hn-n4 2000 7:07 DM

e e ke i g AL R e B L P B o P i,

Proposed Legislation on foepnstone

Heh C Jupeluad ot

HR 6385

Please find attached what we belleve to be the leglslatlon proposed by Rep. Coburn on
limiting access to mifepristone. We have been told this is the proposal, however, we are
not certain it has been filed yet and will not know until Thursday. Also below is language
said to have been circulated by Rep. Coburn's office in suport of the legislation. If these
versions change we will circulate new versions as soon as available.

' cobum_095.pdf

> "COBURN OFFICE Summary of
- > RU-486 Patient Health and Safety Protection Act -

>

> The purpose of this bill is to protect mothers from the irresponsible and

~ > politically motivated malpractice of the Food and Drug Administration in
> approving this drug without safeguards.- It is.to ensure that RU-486 kills
> only one person at a time instead of two at a time. )

>.

>

This bill simply codifies the patient protection standards that were

> reportedly considered by the FDA prior to approval of RU-486, but which
> were evidently dropped under political pressure from the abortion lobby.

>
>

1) The. prescﬁbing physician must be qualified to handle

- > complication of an incomplete abortion. Basically, the prescnblng
> physician must be abie to do a dilation and curettage (d & c) in the event
> of an incomplete abortion. According to the clinical trials in the US,
> approximately 5% of the' women who used this method of abortion prior to
> seven weeks LMP experienced an incomplete abortion. - (Among the entire
"> clinical trial population, which included those who had'been pregnant

>

> longer, it was about 15%.) -Anrincomplete abortlon Ieft untreated isa -
i very senous potentlally fatal compllcatxon o

2) The prescnbmg physxcxan must be Iegally empowered to commit an

> abortion and trained to do so. The training standard is essentially the

>

. >same as point 1; the legal standard is just current law. - .
>

3) The prescribing physician must be quahﬁed toread a sonogram in

" > order to date the pregnancy and identify an ectopic pregnancy. The.
.. > effectiveness of RU-486.in killing the.baby is sharply reduced after seven
> weeks, while the rate of complications is much higher. The use of RU-486 -
> in the case of an ectopic pregnancy is not recommended at ait for the sake
“:>of the mother. _

5
>

4) The prescribing physnc:an must be properly trained in the .

-> administration of this drug. Doctors who don't know what they are domg '
> are likely to hurt their patxents :

>

- 5)The physncuan mdst nave admitting pn'vileges'at anearby

1
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> hospital. Complications requiring emergency care, such as heavy bleeding,
> are relatively common with the use of this drug combination, and the
> prescribing physician must take responsibility for the care of his/her
> patients. If complications do arise, and the attending doctor is out of
> range or unavailable to care for his/her patient, other doctors who may
> have moral and ethical objections to abortion are then put in a position
> of having to perform the surgical abortion.
>
> The Cobum bill simply enacts these provision into law except for the
> provision creating a national registry of RU-486 providers and the
-> provision calling for a follow-up study. Cobum believes these provisions
> should be left to the discretion of the Secretary of the Department of
> Health and Human Services.”

‘Thanks
" '
e~ h
. o '
{— )

APPEARS THIS WAY
ONORIGINAL -
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DO_CUMENT LISTING -- RU-486

DATE FROM TO SUBJECT
11/03/88 | Dr. Irving M. Spitz |y~ "7 | Letter (and enclosures) in
Population Council response to FDA’s request for
' adverse reaction reports
_ ) _ | (ADRs) for IND 22-047.
11/17/88 | Dr. Irvi.ng M. Spitz. T e Letter (and enclosures)
regarding ADRs.
11/19/90 | Dr. Irving M. Spitz Letter (and enclosures)
_ regarding ADRs.
11/18/94 | Dr.Irving M. Spitz | FDA IND Safety Report -
11/21/94 | Dr. C. Wayne Bardin - ' Letter (and encldsurcs)
regarding ADRs.
12/01/94 | Dr. C."Wayne B-a_rdin A Léttcr (ahd enclosures)
Population Council _ regarding ADRs.
12/02/94 |Dr.IrvingSpitz | FDA - | IND Safety Report
12/07/94 | Dr. C. 'Wayne Bardin. e i -Letter (and ehclosures)
) regarding ADRs.
112/14/94 | Dr. Fred Schmidt FDA ’ iND,Saféty Report
Population Council = |- :
12/20/94 | Dr. C. Wayne Bardin S Letter (and enclosures)
' B regarding ADRs.
01/18/95 | Dr. C. Wayne Bardin ~ ~ | Letter (and enclosures) -
I DO T i regarding ADRs. . .
- [01/23/95 | Dr. C. Wayne Bardini '} - i - | Letter (and enclosures)
S 7 | o regarding ADRs. -
1 02/07/95 ,Dr_.'C. Wayne Bardin “‘.‘““‘z. . Letter (and enclosures). .
' -  regarding ADRs.
02/10/95 | Dr. Fred Schmidt . . | FDA | IND Safety Report
B 02/15/95 | Dr. C. Wayne Bardin . AMQ» Letter (and enclos.uﬁ;s) _
' . .' ' regarding ADRs.
02/17/95 | Dr. C. Wayne Bardin . s | Lé’;ter,(and enclosures)
' regarding ADRs.

MIF2007 011319




This is a lisAting of documents sent to the Office of Legislation (OL) in response to a
Congressional document request. I did not keep copies of the document.

————
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regarding ADRs.

" o6i02195 |

Dr. Fred Schmidt | F

| IND Safety Report

DATE | FROM TO SUBJECT
02/17/95 | Population Council FDA- IND Safety Report
02/17/95 | Dr. Fred Schmidt FDA - IND Safety Report
| 02/24/95 | Dr. Fred Schmidt | FDA =~ IND Safety Report
|osms |FpA r |
A
03/03/95 | Dr. C. Wayne Bardin | "sencamommcrmmmsnisn Letter (and enclosures)
' o regarding ADRs.
03/06/95 Dr. C. Wayne Bardin . w R Letter (and enclosures)
| - regarding ADRs.
03/09/95 | Dr. Fred Schmidt . | FDA IND Safety Report
03/10/95 | Dr.C. W ayne Bardin - —— Letter (and- enclosures) -
_ . o o ' regarding ADRs.
| 03/13/95 Dr. C. Wiyne Bardin NS Letter (and enclosures)
- ' Cod regarding ADRs.
| 04/11/95 | Dr. C. Wayne Bardin - | © ‘; e o i Letter (and enclosuresj
_ 1 regarding ADRs.
04/19/95 | Dr. C. Wayne Bardin . *~«~ e .| Letter (ahd enclosures)

-1 06/07/95

Dr. C. Wﬁyﬁe Bardin' | o so s

| Letter (and e‘nclosuresj

MIF2007 011321

o ) | regarding ADRs.
06/07/95 | Dr. André Ulmann _Tolerance of RU-486 during
_ ' - U.S. Studies '
06/ 13/95 Dr. C. Wayne Bardin s e Letter (and enclosures)
i ' ' ' . 3 regarding ADRs.
07/95 Roussel Uclaf FDA ' 'International Safety Report




DATE | FROM TO SUBJECT
07/18/95 | Dr. C. Wayne Bardin | —esmrmemonmsmsars Letter (and enclosures) .
. . regarding ADRs.
07/25/95 | Dr.C. Wayne Bardin me . Letter (and enclosures)
' . ; regarding ADRs.
-07/28/_95 Dr. Fred Séhmi_dt FDA IND Safety'Report
07/28/95 | Dr. C. Wayne Bardin Letter (and enclosures)
regarding ADRs.
08/03/95 | Dr. Fred Schmidt FDA IND Safety Report
08/04/95 | Dr. C. Wayne Bardin e Letter (and enclosures)
. regarding ADRs.
08/08/95 | Dr. Pred Schmidt FDA IND Safety Report |
| 0s/08/95 | Dr. .Fre'd Schmidt FDA | IND Safety Report
08/09/95_ | Dr. C. Wayne Bardin ht«-v,rwxm Letter (and enclosures)
' _ . : : regarding ADRs.
08/10/95 | Dr. C. Wayne Bardin 17 . Letter (and enclosures)
. : regarding ADRs. .
08/15/95 | Dr. C. Wayne Bardin Letter (and enclosures)
| : i regarding ADRs. '
08/25/95 | Dr. C. Wayne Bardin ' Letter (and enclosures) .
‘ , regarding ADRs.
- [09/01/95 | Dr. C. Wayne Bardin Letter (and enclosures)
1 S » L .| regarding ADRs.

R : 09/21/95 j-Dr.'C.-Wayne'Bé_n_i'in A “| Letter (and ‘enclosures) o
| A | regarding ADRs: :
“1'10/04/95 --Rousselva-laf ; Quarterly Safety Line Listing
"1 11/02/95 | Dr. C. Wayne Bardin ' < - Letter (and enclosures)

S |1 | regarding ADRSs. -
01/04/96 | Population Council Quarterly Safety Line
S ' "1 Listings - _ .
10/1/95 through 12/31/95
04/12/96 | Roussel Uclaf FDA Quarterly Safety Line
R Listings

MIF2007 011322
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DATE FROM TO SUBJECT
06/20/96 | Dr. Ann Robbins e SN Letter (and enclosures)
| Population Council regarding ADRs.
| 07/14/96 | Dr. Ann Robbins e == | Letter (and enclosures)
, X - ! regarding ADRs.
e |
07/25/96 | Dr. Ann Robbins 7 -~ | Letter (and enclos_urés) in
. response to FDA request for a
: summary of the international
e 4 | post-marketing surveillance
) data on the use of RU-486.
01/22/97 Dr. Elizabeth Aubeny Letter (and 26 eﬁcloSures)
Clinical Investigator that resulted from FDA’s
s spestissosemime — |- BrOUSsais Hospital 6/26/96 inspection.
01/22/ 07 | s meimmsanesnmng, Dr. H. Quiquempois' Letter (and 40 énclosures)
Clinical Investigator - | that resulted from FDA’s
Center Hospitalier de 07/01/96 inspection.
Valenciennes ' :
| 11221197 | Dr. Fred Schmidt s Letter (and enclosures)
' ' regarding ADRs. _
Undated ‘Spontaneous Notifications
Reported to Roussel Uclaf
_ '01/01/93 through 10/12/94
| Undated Population Council FDA | Periodic Safety Update
' | 06/01/95 through 11/30/95




/ ~ * Inaletter dated September 21 to Secretary Donna Shall, Senators Sam Brownback (R-KS), - -
James M. Inhofe (R-OK), Michael B. Enzi (R-WY), Mike DeWine (R-OH), Tim Hutchinson
(R-AR), Bob C. Smith (R-NH), John Ashcroft (R-MO), Jeff Sessions (R-AL) and Frank A.
Murkowski (R-AL) requested answers to several questions concerning mifepristone..

—

*INFORMATION NOT RELEASABLE TO THE PUBLIC
MIF2007 011327



L : .
NEW POSTINGS CDER's WEBSITE

7. pRUG |NFORMAT|ON

,",v, . e ___’

- \‘ Mifepristonic (9/28/2000)

i

hgp_ J/www.fda.gov/cder/drug/infopage/mifepristone/default. htm

- *INFORMATION NOT RELE_I_\SABLE TO THE PUBLIC
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C

e Mifeprex (mifepristone) Tablet, Population Council, posted 9/28/2000
T

e

————————— - R e e e -

ITEMS OF INTEREST FROM OTHER PARTS OF THE AGENCY, INCLUDING
CROSS-CUTTING ISSUES, MAY BE VIEWED ON THE FDA WEEKLY
INFORMATION UPDATE POSTED BY 10AM MONDAY AT
http://intranet.fda.gov/execsec

‘*INFC_)RMATION NOT RELEASABLE TO THE PUBLIC
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By DA

~ Mifepristone 200 mg

. Population C__Ounci_l
| 1P

PM: —

 Phome: —

- HFD-580
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i ?s'er Fee "f-i{?"fefal Date SeI@*' ?'_"--':ff'f'g".f-?ber 30, 55‘:'_’1?000
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NDA/EFFICACY SUPPLEMENT ACTION PACKAGE CHECKLIST

NDA 0-(0&7] /sE - -
prg i pre "™ (900mg Y TableASpicant D
/ - o t—
RPM_ . — —— Phone _ )
505(b)(1) o ' _
505(b)2) Reference listed drug_m ife pristpn e
Fast Track’ _ Rolling Review Review priority: S @
Pivotal IND(s) | - | |
Application classifications: B - PDUFA Goal Dates:
ChemClass [P .. - Primary §- 5() OO
. Other (e.g., orphan, OTC) o ‘ Secondary
Arrange pacl_(a_ge,in- the following order: _ S Indicate N/A (not applicable),’»i
‘ . . o o _ _ X (completed), or add a
- GENERAL INF OR-MATION : - comment. :
¢ User Fee Information _ User Fee Pa1d <
o Co ‘User Fee Waiver (attach walver notlﬁcatxon letter)

‘User Fee Exemptlon

€ ACHOD L. v nrevseeseseseeeeeeeosmnensssesaesionssseses ererrenneesernnnnns e AE NA

: L. Labelmg &Labels .

es finclude review) No . -
N/A
0 Apphcatlon Integnty Pohcy (AIP) Appllcant is on theAlP Tlus apphcatlon is - (is not)o_‘nth'e“’_ '
Exceptmn for review (Center Dn'ector s memo).... , cebenneenianio:
OCCIearance forapproval ........... ieeeedeenserssenabsesariostasesassosrenrnenn
- ’ Connnued
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: ¢ Status of advertising (if AP action) @—ev/le;v:d-(for Subpart;@ Materials requested

review) , in AP letter

¢ Post-marketing Commitments

Agency request for Phase 4 Commitments.......... eeeeeaenas e

Copy of Applicant’s ‘ciommitfnents reerre et eeean e lere e e e e nennn e

-
£
2
1
&
Q
-
o
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B
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S
0
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o
B
g
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E
<
B
0
&
=]
=]
E.
S
~
Q X D DX
Z
=)

4
.
:
9]
o)
%
=
<P DX P e P

¢ Mimites ofMeetmgs cherrerverenenees cieriteneeenas eeesrnerierieiaeraiasesionnnan -
- Date of EOP2 Meeting. - o ,
Date of pre NDA Meeting. - o
Date of pre-AP Safety Conference

E e AdwsoryCommltteeMeetmg...........‘ ..... ceeenenees eeebaraeererenrnetnrnraannes , ) X
C DatcofMe ' ; ' S e -

o CLINICAL INFORMATION-. R g Indlcate NIA (not appllcable),‘ o
LT T R X(completed),oradda '
o S N ' ' comment. R
* Summary memioranda (e.g., Oﬁice Dltector smemo D1v1snon Du'ector s- . R X
“memo, Group Leader’ SMIEMO) -eioeeinivneain ittt e s L — -

R C-]inical revie_w(s)'and memompda ....... .. ----- o

| Continued-
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¢ Safety Update review(s) ........... et erererae s e eea X

¢ Pediatric Information
W aiver/partial waiver (Indicate location of rationale for waiver) D e ferred.
Pediatric Page.......... Ceereerereseerieatat tinsartestereas e ttarasasnnesserasaannnnns
"Pediatric Exclusmty requested? - DeniedG ranted N ot Apphcable

¢ Statistical rev1ew(s) and memoranda ................. teneereeennennns eereeeenaes . : x

* Blopharmaceutlca_lrev1ew(s)andmemoranda..................................- ...... » X

¢ Abuse Liability review(s) ......ccceeveene.. et eeeneertreneameesanareeseesnrnnenrannnennne N J &y |

‘Recommendation for scheduling .........ccoceiiiiimiiiiniieiieiiccenaeenn.

* M_icrbbiology (efficacy) review(s) and memorsnda .......... .......... S N l H’ ,
¢ b4
CMC INFORMATION: =~ - : Indicate N/A (not applicable),

' ' ' X (completed), or add a

- comment. ¥
¢ CMC revxew(s) andmemoranda PPN . X
| [ ] _Statistic_s ,re'view(s) and memoranda regarding dissolution and/or stability....... =
0 DMF revxew(s) teeteesesseissscensracsnaronsansrnes eieenmerernnneeennaaaeeraans
-« Environmental Assessment review/FONSI/Categorical exemption ............... N I , {‘\'

& Micro (v_‘a'lidation of sterilization) review(s) and memoranda........ crereenenerien

: Date c0mpleied

(Acceptable) Not Acoeptable

0 Methods Valldatlon ‘ Comp'l'eted‘ ~(Not Completed .
PRECLINICALPHARM/T RM/ -OX'.;],NFORMA' M TION " Indicate N/A (not applicable),

SIS BT o o : * X (completed), oradda
RO AU AR TR ~ comment. . . X
: 0 Pharm/I‘ox rewew(s) and memoranda ........... seeeeeeieeseseeneereitsiteietnaeai e —

0 Memo ﬁ'omDSIregardmg GLP mspect:on (xfany) cireceselrareseesseoraionnennnnns | —t
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¢ Statistical réview(s) of carcinogenicity studies .................. feeeeeneeeaens ! :
¢ CAC/ECACTEPOTE ..cooeiniinnniiiiiiniriii e, eetereerernnan,
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'99/26/08 ©9:S9  FDA RX DRUGS HFD-33Y > dblyr NU et s oo

FACSIMILE TRANSMISSION RECORD

DIVISION OF PRESCRIPTION DRUG COMPLIANCE & SURVElLLANCE
OFFICE OF COMPLIANCE
CENTER FOR DRUG EVALUATION & RESEARCH
FOOD AND DRUG ADMINISTRATION
_ METROPARK NORTH |, HFD-330
7520 STANDISH PLACE, ROCKVILLE, MD. 20855

wnem

FAX #: 301-594-5998 PHONE #: 301-594-0101
patE: 9 }Qéz / 00 NUMBER OF PAGES | 3
FROM:___ s -

- T T -~ /
TO: ) ' " : ,

AX#E_ . H-0197 PHONE #;___ -~ ===

\ COMMENTS:

ICOnF?S:{Ieml}a,I

For  —TTT= On /.7

‘NOTE: THIS: TENIEE) ONLY EOR THE. USE ‘OF THE PAR] ‘

TO WHOM lT IS ADDRESSED AND MAY .CONTAIN INFORMATION THAT IS

- PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM DISCLOS! JRE

UNDER APPLICABLE LAW. If you are not the addressee, or a person

authorized to deliver the document to the addressee, you are hereby notified that
any review, disclosure, dlssammatlon copying, or other action based on the.
content of this communication is not authorized. if you have received this

~ document in error, please notify us immediately by lelephone and return this

document to us at’ the above address by mail. Thank you.

MIF2007 011348



@9/26/@@ @3:39 FDA RX DRUGS HFD-338 » 4blyr. ) _ NU-4Ycf Ffowes oL

NOCLIST_ALL QUERY

Tradename :MIFEPRISTONE o ' | Rx/OTC:R
Firm: | NDC : 0648770001 Status:0C 27-APR-1999 Owner:DRLS
Ingred:MIFEPRISTONE 100 %W . 0129613AR A
: Drug Class| Package = . - Size ' ' Tgpe
064877-0001-%* AS ORDERED B DRUM

XM NUTE MK
THIS SCREEN MAY CONTAIN TRADE SECRET INFORMATION. PLEASE TAKE CAREI!
> PRESS PF2 FOR DOSAGE, ROUTE & APPL INFO PRESS PF3 FOR MANUFACTURERS INFO <
Up/Down ARROWS MOVE THRU RECDRDS, Return/Backspace MOVE THRU BLOCKS,PF4 EXITS.

Count: *1 - . ' <Replacse>

MIF2007 011349




© ¥9/26/88 ©9:59

FDA RX DRULS HED-3354 » 4dblgr

NDCLIST_ALL QUERY

[V I Yt § ol wao

Firm:

Tradename : MIFEPRISTONE

. Rx/0TC:R

"NDC:064877-0001 Status:DC-27-APR-1999 Owner:DRLS

DOSAGE & ROUTE INFORMATION

DOSHGE CODE

 DOSEFORM -

{ ROUTE CODES|

ROUTE FORM

313

NOT APPLIC

135

OTHER

RPPLICATION NUMBER

*** NOTE %

{> PRESS PF2 FOR DOSAGE, ROUTE & APPL INFQO

THIS SCREEN MAY CONTAIN TRADE SECRET INFORMATION.

PLEASE TAKE CARE!! -

PRESS PF3 FOR MANUFACTURERS INFQ <

Count: %1

MIE2007 011350

_Up/Down»HRRONSVHDUE THRU RECORDS, Return/Backspace MOUE THRU BLOCKS,PF4 EXITS.

_ <Replace>




. B9/26/88@ ©9:53  FDA RX DRUGS HFD—35U » dbis¢ _ ' NG et

oo oLy

NDCLIST_ALL QUERY —--—-—- MANUFACTURERS FDOR NDC: 064877-0001
Tradename :MIFEPRISTONE
CFN Lblcode Shortname ~ Longnams .Stete Foreign

FCCH499 064877 SHANGHAI HUALIAN SHANGHAI HUALIAN PHARMACEU. ~ ~  CH
' ADODRESS:MINLE RD PUDONG DEUVELOPMENT AREA/SHANGHAT,

|Press Previeous Screen to rsturn to deteil screen. For Help - Press CTRL K

Count: %1 : _' » ; <Replacs>
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99/26/00 18:88  FDA ..

T UL T Nll_l.(-ld {- r-'u;:/ oL

—/é" E?ARTMENT OF IEALTH & HUMAN SERVICES Public Huslth Servicy =

Rock ﬂ‘
| TR SE\
NDA-GET .K(;&— o WSEP lggQIAY 03 1999
- . . ’ ' - PIMB
The Population Counsil _
Aueution: AnnRobbms Ph.D. NC‘J W L’Y a5 3‘5’*‘"
Scientist @ L m—
1230 York Avenue _ ' '

New York, NY 10021

Dcar Dr. Robbuu

- Please refer (0 your new drug application dated Much 14, 1996, reccived March 18, 1996

submined under section 505(b)-of the Federal Food, Drug, and Cosmetic Act for Mifcpnsmm:
Tablets, 200 mg. i

We ackn&wlcdgc receipe of your amendments dated A—p_ﬁl 19, June 20, July 29, August 15,
. and September 16 (relefacsimile), 1996. .

T We have comgleted the teview of this application as submitted with draft labeling, aod it is

approvablo. Before this application may be approved, however, ot wul bo necestary for you 1o
submit the followmg informution:

.-_Plca_se submlt 3 c'omprthe\nsivc description of the proposed distibution system. . S~

MIF2007 011353



99/26/00 10:98  FDA RX DRUGS HFD-339 > 46197 : NG et Fovis s

—
i - N
. _ Original sent under separate cover. __,_,j
Food and Drug Admioistration _ | |
CDER/OIT/ODMS/IMT, HFD-095 RECEIVED
5600 Fishers Lane .
Rockville, MD 20857 : MAY 0 3 1999
Attn: PIMB.

April 26, 1999

Re:  LI156027
) ' Product: Mifepristone

Dear’ ——o

" This is in regard to- our recent telephone conversation pertaining to thé Drug Listing

" submission for Mifepristone manufactured by the Shanghai Hualian Pharmaceutical Co., Ltd.

. As indicated to you, Mifepristane is the Active Pharmaceutical Ingredient (APY) involved in

NDA 20-687 for Mifepristone Tablets, 200 mg. This NDA has been reviewed by the Agency

and it is considered “approvable” pending an adequate response to some technical aspects

~ pertaining to this submission (Agency letter of September 18, 1996, pertinent excerpt
- attached).

Therefore please be so kind as to proceed with the pertaining Drug Listing as requested'
earlier. _

Thank you for your attentlon

-'_Smcerely, .

- Encl. |

MIF2007 011354



09/26/88 16:@8  -FDA ' RX DRUBS HrL~334 » 4blsr. - - : SO el s et e

sy o o :
i DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service l
o

Food and Drug Administration
“Rockville MD 20857

We are rcrurning copies ot your FDA roml(s;'zoﬂ submitted under the requirements of the Drug
Listing Act of 1972 for the reason(s) indicated below:

: Prehmnmxy Requirements '
A A separate Form FDA 2657 must be submitted for each producr

Reponting firm’s (submitter) name and/or address is missing from che form.

‘Reporting firm's (submitter) name and /or address does not match our records.

Reporting firm (submirter) is not registered. Ple: se resubmit this form and all labeling for this
~ product along with a completed Form FDA 2656 (Registration of Drug E.qmbhshmcm) »
a} -Currcnt label(s) and/or package mscn(s) is/are missing. '

0DoOoD

" Section 01

0 Product rade name is missing.
0 Labelercode is :mssmg or incarrect. The labeler code must reflect rhat of the rcpomng firm.

- 4 -Product code is-missing or imcorrect. Please assign a product tode according to your chosen
" NDC configumation.
o Product code bclongs t0.a dxffcrent product. Plcase assign a new product code.
0 For finished dosage form prescription drugs. an FDA applicarion oumber (NDA/AN DA) or an
initial marketing dace is required. Please fill in one or the other. :
- Busmcsa and/or product type and/or lcgal status is missing.

= "--".Sec_qon-m" 5
. 'O 'Packige codc packagc size;’ amVor package rypc is mlssmg ' R
0 NDC configuration is incorrect. Product and yackage codcs must be assxgned as expl;uncd m S

21 CFR 207 350).

Sccuon 05 '
: ,_n Acuve mgredlem(s). amoum(s) and/or umt(s) mlarc missing.

- _Secnon 07
° @ The actual manufacnucr of the producm ismissing. . '
- 'O Please indicate the acmal site or firm establishment registrasion numbcr (also kmown as the
" CFN) and/or the acmal manitfacturer’s labeler code.
0 Mamufacturer in Secton 07 is not registered. The mamfacowrer must be rcgmr:red and/or list

, befom this fonn can ‘be processed.

MIszOf 011 355 See back page for additional commenns.



LU P - et

#9/26/00 10:01 FDA KX DRUGD Hru—338 - 4oio( |

© Comments '
We are unable to determine from the attached Form(s) FDA 2657 the type of update and/or

o
. changes you are requesting. Please explam in more detail.
Anached Form(s) FDA 2657 appears o be an update of an existing product. However, the

a
original form(s) cannot be located. Please resubmit a copy of the originally submitted Form(s)
‘ FDA 2657 along with the appropriate label(s) and/or package insert(s). .
@ Manufacturer must submit Form FDA 2657 for this product before this form can be processed
Other ‘ bzﬂ&u.:ul/ clocage
O This product is not considered a drug and is not required to be listed with CDER.
a . 1oy mo : . , ‘ %f ehac
Bl it an arliot |uwaadion k.
. - v
‘We request that you send the corrected-form(s) and this letter within 20 working days to:
Food and Drug Administration '
CDER/OIT/DDMS/IMT, HFD-09S -
5600 Fishers Lan¢ - :
Rockville, MD 20857

If yéu need asgistance, please contact

Enclosure(s)

MIF2007 011356
;;-1-' :.i:k'i!nm.
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]

ey | )
i' - /? DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Orug Administraticn
Rockvilla MD 20857

y.27.99

-

L -
BarCode #: — _ ’

‘We are remurning copies of your FDA Form(s) 2657 submitted under the requirements of the Drug
Listing Act of 1972 for the reason(s) indicared below: :

Preliminary Requiremenis

A separate Form FDA 2657 must be submined for each product.

Reporting firm’s (submitter) name and/or address is missing from the form.

Reporting firm's {submitter) name and /or address does not match our records.

Reporting firm (subuuucr) is not registered. Ple:se resubmit this form and all labeling for th:s
product along with a completed Form FDA 2656 . ‘Registration of Prug Fsmbhshment)

a Current label(s) and/or package insert(s) is/arc missing.

0aooD

Section 01 _
0 Product trade name is missing. ’ _
& Labeler code is rmssmg or incorrect. The labeler code must reflect that of the reporung firm.
‘0 Product code is missing or mcortcct Please assign a product code-accarding to your chosen
"~ NDC configuration. '
O Product code belongs to.2 different product. Plcasc as5ign a new product code.
0 For finished dosage form prescription drugs, an FDA application number (NDAIANDA) or an
. initial marketing datc is required. Please fill in one or the other.
a Bu:.iness and/ar product type, and/ar legal status is missing.

.u'* Paclmge codc packagc sxzc, andlor package typc i missing. o
a - NDC conﬁgumnon is incorrect. ‘Product and package codes must be assxgned as explamcd in’

21 CFR 207. 35('b)

- Secnon 0§ '
-a’ Acuvc mgrcdxcm(s) amounz(s) andlor unu(s) isfare mmsmg

© .. Section 07
... -G Theacmal manufacturer of the product is missing. . ' ‘
- .o Plcase indicate the actual site or firm establishment registration number (also known as the

- CFN) and/or the actual manufacturcr's labeler code.
'O Manufacrurer in Section 07 is not registered. The mamifacturer mus: be n:gmtcrcd and/or list

B before this form can be processed.

| l\liléOO? 011358 See back page for additional comments.



. 99/26-80 18:@1 FUH  RX URUGS HEU—30W 7 <oiD¢

Comments
0  We are unable to determine from the attached Form(s) FDA 2657 the type of update and/or

changes you are requesting. Please explain in more detail.
Anached Form(s) FDA 2657 appears (o be an update of an existing product. However, the
original form(s) cannot be located. Please resubmit a copy of the originally submired Form(s)

FDA 2657 along with the appropriate label(s) and/or package inseri(s).
Manufacmrcr must submit Fonn FDA 2657 for this product bcfore this form can be proccssed

(w]

Other -
D This product is-not considered a drug and is not required to be listed with CDER.

J!D_umt_sppmmd_&d' Prowlict g notr Gn Comminiist

d'&b\awgs-. Resebmil wihim MNbEA is aplanovad .

Wc request that you send the corrected form(s) and this letter within 20 working days to:

Food and Drug Adminiswration
CDER/OIT/DDMS/IMT, HFD-095
5600 Fishers Lape - :
Rockville, MD 20857

If you need assistance, please contact

chlbsurc(s_)

MIF2007 011359



B Original sent under separate cover.
Foad and Drug Administration
CDER/OIT/DDMS/IMT, HFD-095

5600 Fishers Lane
Rockville, MD - 20857

Atth:

April 26, 1999

Re: . LI 156027
Product: Mifepnsmne
Manufagturer:

bt

Dear

~ Ths is in regard to our recent telephone canversation pertaining to the Dmg Listing.
_submlssmn for Mifepristone manufactured by the Shanghat HuaLlan Pharmaceutncal Co., Ltd.

,As'indica-léd 10 y0u,’Mifepristone is the Active Pharmace‘uncal Ingredient (AP1) involved 1n
" .NDA 20-687 for Mifepristone Tablets, 200 mg. This NDA has been reviewed by the Agency
and it is considered “approvable” gending.an adequate response to some technical aspects

- pentaining to this submussron (Agency letter of September 18, 1996 pertinent excerpt
.attached) )

_ 'Therefore please be so kind as to proceed with the pertammg Drug Listing as requested
earher _

ZThank you fm y0ur attenuon

'Smcerely, ,

F 7

MIF2007 o1 1 360
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CENTER FOR DRUG EVALUATION AND RESEARCH

WEEKLY REPORT
July 6, 2000

- HOT ISSUES
—

N RU4386 ‘Correspondence’

FDA has received a total of 576 E-mails and 1etters regarding the drug RU486 (190 urging
o approval of the drug and 386 against approval). ,

“*INFORMATION NOT RELEASABLE TO THE PUBLIC
MIF2007 011373 |



CENTER FOR DRUG E VALUA TION AND RESEARCH

WEEKLY REPORT

- FEBRUARY 24,2000

- HOT ITEM
/ FDA Issues Approvable Letter for Mifepristone

On February 18, 2000 the Food and Drug Administration issued an approvable letter to the

* Population Council for mifepristone, when used in combination with misoprostol. The drug
regimen is being evaluated for the termination of early pregnancy. The Population Council's new
drug application was filed on March 18, 1996.-On July 19, 1996, an FDA Advisory committee

~ found the data supportive of approval of the drug. The agency first acted on this application by
issuing an approvable letter on September 18, 1996. The Population Council has filed a response .

© to the outstanding issues. (Under the Prescription Drug User Fee Act, the Agency has a six-
month goal for acting on information submitted in response to an original action.) FDA issues
approvable letters to manufacturers when remalnmg questlons necd to be resolved before final
marketmg approval can be granted.

MIF2007 011381



Mifepristone Tablets, 200 mg . 7 The Popula_tioﬁ Council
New Drug Application ’ - ‘ :

21 CFR 314.50(j) Claimed Exclusivity

() Claimed Exclusivity. A m,fw drug product, upon approval, may be entitled to a

- period of marketing exclusivity... . If an applicant believes its drug product is entitled
to a period of exclusivity, it shall submit with the new drug appltcanon prior to -
approval the following information:

(1) A statement that the applicant is claiming exclusivity. ,

(2) A reference to the appropriate paragraph under section 314.108 that
supports its claim.

(3) If the applicant claims exclusivity, information to show that, to the best of
its knowledge or belief, a drug has not been previously approved under
section 505(b) of the act containing any active moiety in the drug for which
the applicant is seeking approval

Plcas-e'refer to the attached statement."

MIF2007 011385
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Mifepristone Tablers, 200 mg The Popularion Council
New Drug Applicaiion : '

Statement of Claimed Marketing Exclusivity

The Population Council claims a period of marketing exclusivity as described in section

314.108(b)(2). To the best of our knowledge and belief, no drog has previously been
approved under section 505(b) of the act which contzins any active moiety in the drug
- for which this apphc:mon is submitted.

(bl

Slgned
Am\ ?ou)ms Ph.D /Scmq‘n‘{'
Printed Name/T1 tle
NEEEI N 1996
Date

MIF2007 011386
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MIF2007 011387

New Drug Application
Mifepristone
The Population Council '

SEC8_11.DOC
January ?, 1996

termination process. This rate is at a minimum for pregnahcies of less
than 5 weeks, and increases with increasing gestational age. The overall
rate for the mifepristone in combination with misoprostol procedure for
pregnancies of less than or equal to 49 days is comparable to the rate of
the need for a second procedure following a surgical termination of an
early pregnancy.

For women who still have viable pregnahcies following the administration

‘of mifepristone in combination with misoprostol, it is not known whether

there are any continued risks to the fetus. For this reason, all women who
have incomplete procedures are to be advised of this uncertainty and

" offered a surgical procedure to complete the failed pharmacologic
_procedure. '

8.1 1.3 Reference List - Reprints Available in Appendix J

1. Edelman DA, Brenner WE, Berger GS. The Effectiveness and
Complications of Abortion by Dilatation and Vacuum Aspiration
. Versus Dilatation and Rigid Metal Curettage. Am J Obstet Gynecol
119:473-480, 1974.

2. Edelman DA, Berger GS. Menstrual Regulation. In: Techniques of
Abortion, JE Hodgson ed. Academic Press, London, 1981.
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IND/NDA SUBSEQUENT SUBMISSIONS REVIEW TRANSMITTAL

1. lNDU NUMBER 2. CORRESPON- 3. DATE 4, DOCUMENT IDENTIFICATION
- DENCE DATE RECEIVED
20{57/? 72770 /0270

DELIVER TO LAST ADDRESSEE INDICATED BELOW:

TO: SUPEVISORY TECHNICIAN/CSO

INITIALS

=

b

[ DATE L

\OLh

5

REVIEWER If this decision is incorrect, notify Group Consumer Safety Officer at once.

. TVPE OF ACTION
'MEDICAL OFEIGER .~ REVIEW INFO NAI
- \ —
CHEMIST _REVIEW INFO -NAI
[' ::! C —
| PHARMACOLOGIST REVIEW INFO NAI .
i STATISTICIAN/MICROBIOLOGIST REVIEW INFO NAI

this box is checked.

- Deliver to Document Control Desk when

When oopia# of all feviews have been retumed,
forward to the.Group Consumer Safety Officerin the

otiginal Jacket.

- GROUP CONSUMER SAFETY OFFICER

T .

If follow-up is neaded, complete the box at right.

RESPONSE DUE DATE

. ¥

e .;I:shvbeo; h:s m:dnt Comml Desk when POST AND DESTHOY.
MIF2007 011394
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lNQ%NDA SUBSEQUENT SUBMISSIONS REVIEW TRANSMITTAL

-[7iNDAIDA NUMBER 2. CORRESPON-- 3. DATE 1. DOCUMENTIDENTIFICATION
- o DENCE DATE RECEIVED
Vg /‘/ 7] ' ;o / 7’-/
Pl oW DIl  @H ‘-

DELIVER TO LAST ADDRESSEE INDICATED BELOW:

~

TQ: SUPERVISORY TECHNICIAN/CSO.

\
\

INITIALS

por- e
=

>

REVIEWER - if this decmon is mcorrect notnfy Group Consumer Safety’ Offncer atonce.

T_YPE OF ACTION:

J MEDICAL OFFICER

/'_

* STATISTICIAN/MICROBIOLOF

RéVlEvg/F

" INFO -

' FORMFDA 2774(7/90)

MiF2007 011416




IND/NDA SUBSEQUENT SUBMISSIONS REVIEW TRANSMITTAL

DELIVER TO LAST ADDRESSEE INDICATED BELOW:

TO: SUPEVISORY TECHNICIAN/CSO

INITIALS

lmz\l\\‘é\%’o

1. mo@\ NUMBER 2. CORRESPON- | 3. DATE 4. DOCUMENT IDENTIFICATION
< DENCE DATE RECEIVED
L2063 7 7720|7777 J 3777

TYPE OF ACTION

NN
)
2

]

PHARMACOLOGIST

D W B ST,

STATISTICIAN/MICROBIOLOGIST

e

REVIEW i INFO NAI

Delivér to___DodJme_nt Control Desk when
this box is checked.

When copies of all revisws have been retumed,
forward to the Group Consumer Safety Officer in the
original Jacket.

GROUP CONSUMER SAFETY OFFICER

————

i tollow-up is needed, complste the box at right._

.RESPONSE DUE DATE

2s

-sment Control Desk when

*.

Y

POST AND DESTROY.

MIF2007 011418
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IND/NDA SUBSEQUENT SUBMISSIONS REVIEW TRANSMITTAL

1. INDEIDA NUMBER

20687

4. DOCUMENT IDENTIFICATION

DELIVER TO LAST ADDRESSEE INDICATED BELOW:

2. CORRESPON- | 3. DATE
DENCE DATE RECEIVED
9 2600 | T2 ¢

. TO: SUPEVISORY TECHNICIAN/CSO -

INTIALS | DATE .
L}

T

s
/. '\?X\ F‘OR'Df?(/@

\,b/\\‘ (v &

RECD
T8Ep 2 9.2000 - _J}:

' e WED-980 &
VL »
REVIEWER . - i this decisionis incomect, notify Group Consumer Safety Officer at ance. ' ]
TYPE OF ACTION
MEDICAL OFFICER REVIEW . INFO NAI
—
. CHEMIST REVIEW " INFO . NAl )
. e
| PHARMACOLOGIST REVIEW " INFO NAI
/ , STATISTICIAN/MICROBIOLOGIST REVIEW INFO NAL

- (50 — |

Deliver to-Document Control Desk when
this box is checked.

| When copies of all reviews have been.retumed,
| forward to the Group Consumer Safety Officer in the

| originat Jacket.

GROUP CONSUMER SAFETY OFFIGER -

e

if follow-up is needed, complete the box at right.

. RESPONSE DUE DATE

=Ty

a2 _a

MIF2007 011454

Deliver to Document Control Desk when

POST AND DESTROY. ~
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IND/NDA SUBSEQUENT SUBMISSIONS REVIEW TRANSMITTAL

H i M:@ NUMBER
Josd [

2. CORRESPON- 3. DATE
DENCE DATE RECEIVED

T22v0 | 72570

4. DOCUMENT {DENTIFICATION

DELIVER TO LAST ADDRESSEE INDICATED BELOW:

TO: SUPEVISORY TECHNICIAN/CSO

INITIALS ]EA ﬁ .

/’—_

REVIEWER - If this decision is incorrect, notify Group Consumer Safety Officer at once.

‘ . TYPE OF ACTION
MEDICAL OFFICER REVIEW INFO NAL
CHEMIST - REVIEW - INFO NAI
P —
PHARMACOLOGIST REVIEW " INFO ' NAI
— v
Yy ] STATISTICIAN/MICROBIOLOGIST - REVIEW INFO © NAl
g S50 —
. - . When copies of all reviews have been retumed,
Dc'allver to Document Controf Desk when forward to the Group Consumer Safety Officer in the
this box is checked. L .
original Jacket.
GROUP CONSUMER SAFETY OFFICER If follow-up is needed, complete the box at right.. RESPONSE DUE DATE - -
------- ——— %
S . . . . ,0
Delr D . : . -
: Peliverto Document Control Desk when | pOST AND DESTROY. 720 .
MIF2007 011455 : :
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IND/NDA SUBSEQUENT SUéMISSIONS REVIEW TRANSMITTAL

; 1. INDAIDA JUMBER 2. CORRESPON- 3. DATE
b DENCE DATE - RECEIVED

4. DOCUMENT IDENTIFICATION

20887 |7 UP|720

DELIVER TO LAST ADDRESSEE INDICATED BELOW:

‘ INITIALS DATE
TO: SUPEVISORY TECHNICIAN/CSO ) D\ "yé\
. v \ ) \Lj
REVIEWER - If this decisionis incorrect, notify Group Consumer Safety Officer at once.
. TYPE OF ACTION
MEDICAL OfFICER REVIEW INFO NAL,
/
" CHEMIST ) ' REVIEW INFO NAI
—_— e
PHARMACOLOGIST ’ REVIEW 1 mwrFo NAI
STATISTICIANMICROBIOLOGIST REVIEW- INFO . NAI

When copies of all reviews have been returﬁed,
1 forward to the Group Consumer Safety Officerin the
original Jacket.

Deliver to Document Control Desk when
this box is checked.

GROUP CONSUMER SAFETY OFFICER I follow-up is needed, complete the box-at right.. RESPONSE DUE DATE

Deliver to Document Control Desk when

MIF2007 011456 POST AND DESTROY.

’ Fonum‘ 2774 r7/any - - o . : : . . BART:E A ‘a8 AT i~



IND/NDA SUBSEQUENT SUBMISSIONS REVIEW TRANSMITTAL

Y [ wogpANumBER

20627

2. CORRESPON- 3. DATE
- DENCE DATE RECEIVED

P25y 702 7

4. DOCUMENT IDENTIFICATION

DELIVER TO LAST ADDRESSEE INDICATED BELOW:

TO: SUPEVISORY TECHNICIAN/CSO

INITIALS - I DATE 61
— \V

REVIEWER - If this decision s incorrect, nofity Group Consumer Safety Officer at once.

TYPE OF ACTION

MEDICAL OFFICER

—

CHEMIST

PHARMACOLOGIST

e

STATISTICIANMICROBIOLOGIST

50

" REVIEW INFO NAIL

REVIEW INFO NAI

Deliver to Dodi:fne_nt Control Desk when‘
this box is checked.

When copies of all reviews have been retumed,

| forward to the Group Consumer Safety Officer in the

original Jacket.

——e

. // W GROUP CONSUMER SAFETY OFFICER

if follow-up is needed, complete the box at right..

RESPONSE DUE DATE

Dofiver to Document Control Desk when | poST AND DESTROY.
MIF2007 011457 : '
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IND/NDA SUBSEQUENT SUBMISSIONS REVIEW TRANSMITTAL

1. IN@JMBER
2068F

2. CORRESPON-
DENCE DATE

7260

3. DATE
RECEIVED

72360 | A~ C

4. DOCUMENT IDENTIFICATION

DELIVER TO LAST ADDRESSEE INDICATED BELOW:

TO: SUPEVISORY TECHNICIAN/CSO

INTALS 1omb% D

‘\

REVIEWER - If this decision is incorrect, notify Group Consumer Safety Officer at once.

TYPE OF ACTION
MEDICAL OFFICER " REVIEW INFO NAL
\._/—
—_— ’
CHEMIST - REVIEW INFO NAI
-PHARMACOLOGIST REVIEW INFO NAI
STATISTICIANMICROBIOLOGIST - REVIEW INFO NAI
Y= -

this box is checked.

Deliver to Docﬁme_nt Control Desk when -

When copies of all reviews have been retumed, 4
forward to the Group Consumer Safety Officerin the

original Jacket.

REC‘D

- GROUP CONSUMER SAFETY OFFICER

———

If follow-up is needed, complete the box at rigfit..

Deliver to Document Control Desk when

MIF2007 011458  **¢

POST AND DESTROY.
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.  FORM FDA 2774 (7/90) -
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IND/NDA SUBSEQUENT SUBMISSIONS REVIEW TRANSMITTAL

1.. |;‘ID@NUMBER
~2068%

2. CORRESPON-

3. DATE 4. DOCUMENT IDENTIFICATION
DENCE DATE RECEIVED

DELIVER TO LAST ADDRESSEE INDICATED BELOW:

25 \722m] 1C

TO: SUPEVISORY TECHNICIAN/CSO

SEP 2.9 2000

~Tn \5\@

REVIEWER - if this decisionis incorrect, notify Group Consumer Safety Officer at once.
. "TYPE OF ACTION
MEDICAL OFfICER . REVIEW INFO NAI
—— C [
" CHEMIST . REVIEW INFO NAI
———
"PHARMACOLOGIST __ » REVIEW INFO NAI
1. STATISTICIANMICROBIOLOGIST REVIEW INFO NAI

Q50

Deliver to Document Control Desk when
this box is checked.

1 When copies of all reviews bave been retumed,
| forward to the Group Consumer Safety Officer in-the

original Jacket.

'GROUP CONSUMER SAFETY OFFICER

——

If follow-up is needed, complete the box.at right., - RESPONSE DUE DATE

—

L

- Deliver to Document Control Desk when
thie hnawv ic rhacked. ~

Gt

POST AND DESTROY. -
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IND/NDA SUBSEQUENT SUBMISSIONS REVIEW TRANSMITTAL

A 1. moy NUMBER , 2. CORRESPON- | 3. DATE
DENCE DATE RECEIVED

2068 [ 7t X

DELIVER TO LAST ADDRESSEE INDICATED BELOW:

- TnmiaLs DAT
TO: SUPEVISORY TECHNICIAN/CSO B @
i >— |\
. _ — LA

4. DOCUMENT IDENTIFICATION

-y

REVIEWER - if this decision is incorrect, notify Group Consumer Salety Officer at once.
) TYPE OF ACTION
MEDICAL OFFICER ‘ REVIEW INFO NAI
CHEMIET™ ) - REVIEW INFO ~ NAI
Z.
PHARMACOLOGIST ' REVIEW " INFO NAI

[ STATISTICIANMICROBIOLOGIST ‘ REVIEW INFO NAI

Y 2, T

Whén copies of all reviews have been retumed,
| forward to the Group Consumer Safety Officer in the
original Jacket. o

Deliver to Document Contro! Desk when
this box is checked.

GROUP CONSUMER SAFETY OFFICER If follow-up is neaded, complete the box at right., RESPONSE DUE DATE

e

_J . , _ :
- _ Defivar to Document Control Desk Wheh | poST AND DESTROY.
MIF2007 011460 : _ .
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IND/NDA SUBSEQUENT SUBMISSIONS REVIEW TRANSMITTAL

'REVIEWER - If this decision is incorrect, notify Group Consumer Safety Ofticer at once.

TYPE OF ACTION

MEDICAL OFFIGER

PHARMACOLOGIST

——

STATISTICIAN/MICROBIOLOGIST

" REVIEW "~ INFO NAI

REVIEW INFO 7 NAI

Daliver to Document Control Desk when
this box is checked.

" When copies of all reviews have been ratumed

| forward to the Group Consumer Safety Officer in the

original Jacket.

1. IND NUMBER 2. CORRESPON- 3. DATE 4. DOCUMENT IDENTIFICATION
- DENCE DATE RECEIVED
20{5/? 727 0 |10-2P
DELIVER TO LAST ADDRESSEE INDICATED BELOW:
" INTTIALS DATE \ \
TO: SUPEVISORY TECHNICIAN/CSO
.

GROUP CONSUMER SAFETY OFFICER

— e —

If tollow-up is needed, complete the box at right. -

RESPONSE DUE DATE

‘Deliver to Document.Control .D'esk when
~hecked.

a4

POST AND DESTROY.

027
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IND/NDA SUBSEQUENT SUBMISSIONS REVIEW TRANSMITTAL

™ T |Nd@ NUMBER

2. CORRESPON. | 3. DATE 2 DOCUMENT IDENTFICATION
DENCE DATE AECEWVED
2068 77270 |p0-2708
. DEL_lVER TQ LAST'ADDRESSEE INDICATED BELOW:
. INITIALS Toare  \ .
T0: SUPEVISORY TECHNICIAN/CSO - foxfbxof\)
| - \D\’

' REVIEWER - If this decision is incorrect, notify Group Consumer Safety Officer at once.

. TYPE OF ACTION
MEDICAL OFFICER REVIEW . | INFO NAI
" CHEMIST REVIEW ' INFO f NAI
—
" PHARMACOLOGIST REVIEW |- . -INFO [ NAI
I - Il STATISTICIANMICROBIOLOGIST REVIEW ' I | NAL '

L 50

Deliver to Decument Control Desk when
this box is checked.

" When copies of all reviews have been retumed,
| forward to the Group Consumer Safely Officer in the

original Jacket.

GROUP CONSUMER SAFETY OFFICER -

//

if follow-up is: neegied, complete the box at right

RESPONSE DUE DATE

2t s i shank,

MIF2007 01 1462
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Meeting Minutes

" Date: April 24, 2000 Time: 12:00 - 1:00 PM Location: farklawn; 17B-43
NDA  20-687  Drug: mifepristone, 600 mg
Indication: inducﬁoﬂ of abortion
Spon;or: Population Council
Type of Meeting: Status Mecting
Meeting Chair: '
Meeting Recorder: +—— ———

FDA Attendees:

, Office of Drug Evaluation Il (ODENI; HFD-102)
T T T -, Division of Reproductive and Urologic Drug Products
-(DRUDP; HFD-580) o '
' ‘ ., DRUDP (HFD-580) o
[ —— , Division of New Drug Chemistry I (DNDCII) @ DRUDP

(HFD-580)
_— — Chemist, DNDCH @ Dms:on of Reproductive and Urologic Drug Products
(DRUDP; HFD-580) -

- Biophartmaceutics Reviewer, Office of Clinical Pharmacology and
Biopharmaceutics (OCPB) @ DRUDP (FD-580) o
——— - Regulatory Project Manager, DRUDP (HFD-580)
Project Management Staff, DRUDP (HFD-580)
Office of Post Drug Review Assessment (OPDRA; HFD-
~, OPDRA DDRE2 (Division 2) (HFD-440)
_ - chulatory Project Manager, DRUDP (HFD-580)

Meeting Objective: To evaluate the March 30, 2000 subrmsswn for completeness and update the team
on the goal datcs for this apphcatnon

Background: Tlns NDA was originally submmcd on March 14, 1996 receiving an approvable action on
September 18, 1996. This application had a complete response dated August 18, 1999 and received
another approvzble action on February 18, 2000. This resubmission dated March 30, 2000 was submitted
as a complete response by the sponsor. -

Decisions made:
Chemistry '

-

MIF2007 011512



NDA 20-687
Meeting Minutes
Page 2

Biopharmaceuncs '

e the sponsor has included the metabolism information in the label, as requested by the reviewer and
has accepted the dissolution specification

Action Items:
e send acknowledgement letter of complete response as a Class 2 resubmission to the sponsor
‘(completed)

e - awill be working with’ on thie Black Box Waming and Distribution System
provide’ ’ - — —  with the foreign label that the sponsor provided in
this submission (completed) o
send consult to the thalidamide workmg group (completed)

- to provide with copies of FDA letters sent out rcgardmg restricted
dxstr"butlon programs

Mmutes Preparer - ~ Concurrence, Chair

MIF2007 011513
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TELEFAX TRANSMITTAL SHEET

YOOD AMND DRUG ADMINKISTRATION
Office of Legislative Affairs

5600 Fishers Lane ,
Parklawn Bldg. /Room 15-55
Rockville, MD 20857
Telephone:

FAX: 301-443-2567
301-227-6778

fr—
DATE: 5ls—

e PAINAY
AR 2t

E
ENR

TO: _. _ e
' TELEFAX NUMBER: _° ™™
- FROH: . RSt ek "';iéﬂiEL"w'"f"'“"""'*"’bi::',:-?s:ﬁsr-zes_@i-'

- COMMENTS:

. 'NUMBER OF PAGES, EXCLUDING COVER:

-;:;Thxu documont 1- Lntonded only for the use of tha party to whom it im
[ '‘addressed and may contain information that is privileged, confidential, ‘and .
. . protacted from disclosure under applicable law. If you are not the addressce,
Yoo or a person authdrized to deliver the document to the addressee, you are
- hereby notified that any review, disclosure, diseenination, copyinq, or other
. "action based on thae content of this communication is not suthorized. If -you
" have raceived this document in arror, plesse immediately notify us by
"telephOnc and return Lt to us at the abovn address by mail. Thank you.

MIF2007 011574
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9 Oy

- 1111 LONSwORte Bunaing

“CEESTT @onaress of the Hnited States

$00 NE Murrwowan. STt 380

PINTAn0, OR 57222 : auw ur wmma

B0 231.7300

August 3, 1993

The Honorahle David A. Kessler, M.D.
Commissioner _ g

U.5. Pood and Drug Adminigtration
3600 Fishers Lane, Room 14-90
Rockville, Maryland 20857

‘. .Dear Dr. Ressleri:

4/‘ P.82

ERSAGY AMD COMMENCT COMMNTTES
SUNCOuarTYEgy:
UEALTH AND ot EwviRmY |
CVERSNT AND IVESTOAYIDNG

IMALL BUTINESE COMMITTIE

SVSCOMNTTEE Ow MEOULATION, .
SURMISS OFPOATUNITS aD THOWILOGY

JOINT SCONOMIC COMMITTSY

COLuAPRLAN.
PORLITRY 3000 TASK POACS

COCramuaan,
EXPOAT TALK FORCE

oy FOfer to you a letter from an Oregon constituent whose
- brother, appavrently, is suffering from a highly aggressive brain
- tumor which may be treatable with the -French drug RU 486. '

For your 1h£omation, I attach the congtituout' 8 lstter. It

includes details on the health problems of -—

- treatment he has had so far, and the ‘reasoning and

- ~—~ the
identity of

doctora who suspect that RU 486 may be useful in hig case.

___This person and his doctors have had significant difficulty in
. obtaining from the manufacturer any quantity of this unapproved

.. seem to Lave been exhausted in the case.

rite: to you, today, to ascertain whotber the
ration can use its good offices to ass{gt™

Adminis

Food and Drug

Fraench drug, however, for compassionate use. All other therapies -

T whose

~condition truly seams desperate and rapidly deteriorating at this

o _point, X recall a similar. stance two years ago involving a

—_—_—

B ‘Gﬁcfm“‘ri’i'i’dﬁﬁt"i““ e i which the FDA intervened on
. ‘behalf of the pitient. It is my understanding that in the interim, -

> Who -suffers from the same malady &g -

U o ity o

improvement using the drug.

:ﬂmrha [}

I __wi‘sh‘ :to_'...ux_idcrncore"-.that-.I am n-ot: mig§csti'h "‘v‘dr'-.__.ré i ¢.ti5 =
77 that FDA excead its usual practice, or cir.cunvéng any ag:tut-org |
+ authority or limitation in this matter, Bhould you have any
- questions regarding this request, please contact Stave Jenning of

Ry staff at (202) 225-7797.

,%c:i#-ly. [

Manbar of Crnrras—
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RU 486 Renewal Information / Page 1 of 2

Submitting a Request to Charge
for the Investigational New Drug Mifepristone

The following information is provided to aid the licensed medical practitioner iﬁ_submitting to the
FDA a request to charge their patient(s) for the unapproved new drug mifepristone for use
under an Investigational New Drug (IND) application. ‘

Usually, the best way for a patient to be treated with an investigational drug is by being enrolled’
into a formal study sponsored by the drug’s commercial sponsor/manufacturer. However, when
there is no open clinical trial for which the patient is eligible and has access, the patient's
medical practitioner may seek to obtain the drug from a pharmaceutical supplier and submit
his/her own IND to the FDA. The practitioner is then the sponsor of the IND and is referred to in
this document as the “physician-sponsor.” The pharmaceutical supplier may charge the
physician-sponsor for the drug. Consequently, the physician-sponsor may wish to recover the
costs he/she incurred in obtaining the drug. Under the FDA's regulations 21 CFR 312.7(d), ,
sponsors may not charge patients for investigational drugs except when charging is specifically
authorized by the FDA. Normally, the cost of an unapproved drug is presumed to be a routine-
business cost of drug development.- However, in certain situations, upon FDA authorization,
costs associated with the manufacture, research and development, and handling of the drug
may be passed on to the patient. Permission to charge will only be granted for indications for .

which there are data showing the activity of mifepristone against the patient's specific disease or
condition. ' g

To receive permission to recover hisfher cost for the investigational drug, the physician-sponsor
must submit to FDA a specific, written request to charge. The patient may not be charged
until written authorization to charge is received from the FDA . If authorization to charge is
granted, it will be for a maximum period of one year. If use of the drug is long-term, the
physician-sponsor must request renewal of permission to charge in his/her annual report to the
IND, which is due to the FDA within 60 days of the anniversary of the date the IND went into
effect (usually 30 days after the original IND was received by the FDA,; for single-patient IND's,
the effective date is the date the IND number was granted). _ )
The request to charge may be included in‘the original IND application and must contain the
following information. If the request to charge is submitted as an amendment to an existing:
IND, the amendment should include all of the following information not already submitted to the
IND as well as a report on the patient’s clinical progress on RU-486 (mifepristone).

1. -A completed form FDA 1571 (the third block in the shaded region, “CHARG'E
REQUEST/NOTIFICATION 21 CFR 312.7(d)" should be checked. ~ ~
'2. A statement as to why the phyéit':'iéin#"sponsdr was not permitted to be included asan .
investigator under an existing IND, or was not permitted to enroll his/her patient irs an
ongoing trial. '

‘The amount to be charged per unit dose and per month and an explanation of how that amount
was determined (physician-sponsors may recover only their cost for the drug). A copy of the bill
. from the drug supplier should be provided. -~ ' - :

MIF2007 011661



RU 486 Renewal Information / Page 2 of 2

if you wish to obtain RU-486 (mifepristone) for a patient who was previously treated with the product,
please foliow these procedures: :

1. OBTAINING DRUG SUPPLY :

Contact Jennifer Jackman, Ph.D., at the Feminist Majority Foundation (FMF) at one of the
following numbers:- . '

Phone: (703) 522-2214 FAX: (703) 522-2219
2. INFORMATION TO BE SUBMITTED TO THE FMF

a. _IND number.
b. Date IND number was issued.

IND Physician/Sponsor name.’

o

e

Patients Initials.

e. Indication.

3. CHARGING PATIENTS

If the physician intends to charge the patient for the supply of RU-486 ($5.00 per tablet), please read the
attached document titled “Submitting a Request to Charge for the Investigational New Drug
Mifepristone” and submit the required information to the Food & Drug Adiministration (FDA). -

4. REQUESTING AN INVESTIGATIONAL NEW DRUG (IND) APPLICATION NUMBER
Send all information required in item #3, via facsimile, to the attention of | —_—

NOTE: The timeframe for approval of your request to charge for the drug is approximately 2 months.
However, the drug supply may be distributed to the patient prior to the approval of a request to
charge. Under no circumstances can a physician/sponsor charge a patient for an
%nves(t(i'jg;ational drug until written authorization to charge is received from the FDA {21 CFR

12.7(d)]. o :

QUESTIONS

MIF2007 011662



RU-486 (mifepristdne)
Single-Patient IND Submission Checklist

Physician Name: ' Date of Fax:
Patient Name/Initials: . Indication:
YES| NO — TEM ' NOTES

1. [Patient History

Statement re: Informed Consent & IRB approval

Protocol, Journal Article or Treatment
Agreement v

FAX commitment from supplier to provide dru

Physicianlsponsor cv

S e B

—[LOA from the Population Council (not needed to|
issue IND #) '

If physician intends to charge patient for the drug, the following should be provided:

YES NO - TEM NOTES

1. [FDA Form 1571 w/ Request to Charge box
‘ ' checked

ﬁ ' - [2."|Statement re: exclusion from existing IND or
ongoing trial. :

. 3. |—amount to be charged/unit dose/month
-|—explanation of how amt was determined
—copy of bill from drug supplier

Request: _ Signature

0 Approved

'3 Denied

IND Number: -
Date Issued: -
Spoke With:
Initials: .
ROUFED TO:

MIF2007 011663
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. ‘ &
DIVISION OF ONCOLOGY DRUG PRODUCTS 2 ;
Center for Drug Evaluation and Research, HFD-150 o NV
Parklawn Building I : “?O “USA- S
5600 Fishers Lane, Rockville, MD 20857 . RSt
To: . From”™

Fax: ) ' ~ Faxs

Phone: ' ' " Phone:

Pages (including cover): 1 Date:

Re: Single-Patient IND number for RU-486 (mlfepnstone)

’Urgent For Review Please Comment

Please Reply . Please Recycle

.THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY
CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE UNDER
APPLICABLE LAW. If you are not the addressee, or a person authorized to deliver the document to the addressee, you are
hereby notified that any review, disclosure, dissemination or other action based on the content of the communication is not
authorized. If you have received this document in error, please immediately notify us by telephone and return it to us at the
above address by mail. Thank you.

® COmmentS' ’

Thls is to confirm that an IND was |ssued to the followmg physuman for single-patient use of RU-486.
. IND#:
Date Issued:
IND
Physician/Sponsor: -
Patient Initials: . .
Indlcatlon: :

e We remmd you that iRB approval and mfonned consent should be obtamed pnor to mltlatmg o
treatment -

LI Addltuonally, you can not charge your patient for the drug until written authonzatlon to charge
' |s received from the FDA.

. Thls FAX should be forwarded to:
D of the FMF @ (703) so that the drug may be shipped to you for your
pat|ent, and a letter of authorization can be provided on your behalf.
. e Should you have any queshons, my direct phone nu_mber is listed above.

Sincerely, .

MIF2007 011669
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JUN-23-1998 14109

F:\IBF\BIL\APP105-2\COBURN.004 . : . HLC.
: [Agvie FY99)| :

Amendment to H.R. 4101, as Reported
Offered by Mr. Coburn of Oklahoma

At the end of Em bill, insert after the last section
(preceding the short title) the following new section:

1 SEC 789. None of the funds made available in this
2 Act may be used by the Food and Drug P@B.Emwnma_ou
3 for the testing, development, or approval (including ap-

4 proval of production, manufacturing, or distribation) of

5 any drug for the chemical inducement of abortion.
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Food and Drug Administration
Rockville MD 20857

DEPARTMENT OF HEALTH & HUMAN SERVICES

%,

SERVICES

(/
X

WIALTY
of L

Fy

September 27, 2000

Nancy L. Buc

Ms.
Buc & Beardsley
919 Eighteenth Street, N.W.

D.C. 20006-5503
Re: NDA 20-687, Mifeprex (mifepristone) Oral Tablets

Suite 600
Washington,

MACMIS #9342

Dear Ms.
This is in reéponse to your letter of September 27, 2000

Buc:
regarding the submission to the FDA of the training materials

agency for consideration during the preapproval review period
intended for dissemination
Furthermore,

As we indicated in our phone conversations earlier today, under
copies of all promotional materials, including promotional

for mifepristone.
21 C.F.R. 314.550, the applicant is required to submit to the

labeling as well as advertisements,

within 120 days following marketing approval.

after 120 days following marketing approval, unless otherwise
The

informed by the agency, the applicant must submit promotional
materials 30 days prior to the intended time of initial
dissemination of 'the labeling or publication of the

for mifepristone, including those that they intend to reference
you

We believe that the training materials your clients,
on their WEB sites and in the Prescriber's Agreement, clearly

advertisement.
Population Council and Danco Laboratories, LLC, intend to use

constitute promotional labeling within the meaning of 21 C.F.R.
Furthermore, in accordance with this provision,
However, in view of

314.550.

would normally have been required to submit and we would have
reviewed these materials before approval.

your representations to us today that none of these materials

MIF2007 011814



Ms. Nancy L. Buc
September 27, 2000
Page 2

are yet‘completéd, we are willing to defer your submission and
our review until after approval.

We would, however, like to clarify that we understand your
commitment to mean that you will submit these materials to FDA
for review and, as contemplated by section 314.550, that you
will not disseminate or use them in any manner until FDA has had
an opportunity to review and comment on them. We expect to be
able to do that within the 30 day period described in section
314.550. ‘

Please confirm your agreement with our understanding of your
commitment.

Sincerely,

APPEARS THIS WAY
ON ORIGINAL

MIF2007 011815



Sep-27-00 05:i7pm  Froa- ' - " 178 PG2/GR Fegsd

20687
' . Buc & BEARDSLEY
- 919 ErenTEENTE STREET, N.W.
— SorTeR 800 B
Wmm, D.C. 20006-5503
Wazrer's Tt ErPHONE TELRPHONE
202-736-3610 - 2082-736-8800

ORIGINAL %55

September 27, 2000

Confidential S 2

/ C
. . // P”r",r) 6’}.
NEW CORRESP = j’ra a0}
Food and Drug Administration . A :
5600 Fishers Lane :

[

Rockville, Md. 20857

Dear ™ "—

In accordince with our telephone conversationitoday, I am Wwriting on behalf of my
clients, The Population Council and Danco Laboratories, LLC, 1o requesi thar the agency
redact from materials about mxfepnstonc the name of any clinical investgator whose work on
or reiationship with the drug is not alrwdy publicly available, including e

Thank you. -
Sincerely, - _

REVIEWS com.mo

€S0 ACTION:

DLEzTea nm Dp&b
CSONTALS  ~
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