RU-ééE is an oral <oatraceptive with aboztifacientc
groperties which hag been used mazufactured in Europc for
approximataiy tan years and bas bewc sold in Prancs, Swaden and
the United Kingdcm. RU-486 i6 curreatly bafore the Food and Drug
Adzinistration fur approval for use in the Unlzed 3tates.
According to the complalnt, {n 1354, the United States patent
rights tu RU-486 were cbtained by Lthe Populaiion Counpil. Ine.
(*>cpulation Council’). u New York act-for-profit organizacien
which engages in various bismedicul and zocial res=arch
activities, acd whoue goal iy to *advance the reprcductive healtn
und reproductive rights of women.”

In an agreament dated September 15, 19%5, the Population 3
Couzeil and Gedeon, a Hungazian pharmaceutical manufacturer,
entezed into a3 contract (hersinafter “Letter Agreement”) pursuant
Lo which Gedeon zgrced to manufactura RU-486 io bulk form and to
surply it to ono or mars of the Porulation Council’s licenaees or
sub-licengseea. In a separate agreeaent, alse dated Scptember 15,
1995, {(hersinafter "Intetinm Agrecment”), Gedeen and Danco e¢:térod

into a contract pursuant to which Gedeon agreed to manufactucs

TRU-485 in bulk form acd £all Lt to Panco, s the wub-liccnsce of
:hnh;;;;£:£icn Council. The bulk RU-48¢ would be coaverted to
tabliat forﬁ'hy another manufaciurer and Daaco would thao warket
and sail the finiahed produczs. In May, 1995, Danco and Gedeon
anterad into a2 Manufacsturing Agreant wbich more comprerhensively

set forth thalr respectiva obligatiens.
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cn Méi 9, 1997, Danco brough% this actioan, ass::tingvthat
Gedecn Exd breached the contract by refusing to manufacture RO-
48€. On May 12, 1997, Danco movsd for an order scaling the
record. In az order dated June 2, 1997, tkis court cemied that
metizn or the grounds thaz the parties had failca to gssert that
asy injury or adverse comseguencss would zesult froa public
accesm Co the documcrets in this cage. That decision weat er to
gtate thar the mraling nf any dommenta crmtaining trade KeGCERS
wvould ba conasidered if avd when it became necsesary.

On July 14, 1997, Dapnco’s motion for 2 preliminary
injunction was argued befocres this court. At that time, another
recquest wes made to seal the record. Thic Court isoued an
interim order sealing the recerd on the grounds that the partics
had damonstzated gcbd cause. On July 39, 1997, & final ordar wac
igsued which atated that a chevirng of good ciusa had baan
c3tablished, given that the information contained iz tha esuxt
file contaired tradec sccrets as well 2 ideatities of financial
backers and finmancial interests.

Ther=after, the Post roved te intcrvene and to unsesl the .
'z'aé'-.%':d.j'.'a‘z;?g'v.x_ihg"iliéé" the public has a compelling interest im
k:owiné_l!‘and whan RU-A36 will becoms available in the United
Stales. Ged:on sut Canco opposed the motions ou Lhe yrounds Lhat
:e:iigzhghn xecord ie requirad both to protesz: trade eacrats and

tn ehiqld the zartice from threats 3and boycctis Irom paraons

opPuesd to the introducticn ot RU-486 in the united states.
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In 3 decisicn dace2 May 2§, 1398, this ccur£ dsclined ko
uns~al the Tocord, finding than the incarest of scma members of
the publié in this case did rnor cutweigh thc intezest of the
parties in xeening numcrous trade sacrets and the identirnies of
£inancial backers and financial interests ccafiderzial.

‘tne Unizorm kules far rev rfork State Triaml Couzlz, 22 NYCRR
21¢.1(a}, provides that

Except wherc otherviss provided by statute or rule, a
court shall not eator an order in any actionm or
procesading scaling the court records, whether in whole
or in part, excefc upon a writtean finding of good
causc, whicn shall specify tho gTrounds tEhereodl. In
deceraining wheczher good cauge haa been skcwn, the
court shall consider the intereats of the piblic as
well as of thz parties. Where it appears nececsary cr
desirable the¢ court may preccribe appropriate notice
2nd opportunity to be heard.

New York public poliey is against the scaling of cour:

procnedings. (Marcer of the Conasrvarmrmhip nf Erhnl Brownstons.

191 AD2d 167, 168). Hovever, “"thc common-law right to inspect und
copy judisial racords i nor absolute, particularly where such
recards ::a'a Aaou~rce of husiness Information wiaich miyht harm &
litigart’s compecitive stand!ng, and the determinatics of vherher
accoo ¢ such recocdc is approprlata is blet lefc tc the gound
disc:étio§'6£:thi'ttial céurt _ diaczetioguy?_be_cx‘rcxasd 1n
Iigse oE -hq relavant facts and circumstances of the particular
casc.” (m;a_mnmmm_ww 135 AD2d
351, afZ'd ‘¥ NYad 636, 628: pee Wixne v, Varner Communicaticnm,
435 US S89. $98-5939; 23 NYCRR 216.1(a)). In dstermining whether
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to seal !:l-:ja racord, ke court must canaider Lotk the concarag of
the ;ublic-_‘regarding the lesues io the case ap well as tte
umac:"iﬁ:ezeat: iz keeping the informazion private. (Gge Lavaoy
v, uhire & Caga, 134 AD2d 246, 247). In come cases,
caonfidentiality isg ‘necessary in order to protact the litigants
or atcourage a fair resoluticn of tis matter in costroversy.”
!mmmmmm&um. 190 AD2d 423. 486).
In suck cases, confidantlality musc be providad. (xd.).

The court finds that the case at hand is one which requirse
confidentialicy. Ncre of the partieg disputa that sone wembers —
of txe public have ap intsrest ia this case beczuse they wast to
xoow if and whes RJU-¢86 will becoos available in the Dnited
sta:.esj’ It i3 also undisputed that the issu= of aborticn is a
highly charg=d one, vhich bas led to viclence against persons
sanking aborticns as well as persens vho provids abortien
services. The questicn here is whather the interast of certain
mambers of the public {n keeping apprised 62 the availabilicty of
RT-485 outweighz ths desizs of the parties to protect rheir trace
soarats and, po:cn*ixlly, their pbysica.l vell being This court
cam:ot say t.ha: i: does. __-_ S h__—_____ -

-u:_:t._ the Court adbarsg to its ¢ixliar ficding that seiling
the r=cozxd i_g neacessary TO protest LZe ﬁrlanz putj.es' QUMerous
trade Ag_e?gx:.a.és and tha fdencitias of fimascial backars asd
ficancial .‘i.n:.-n:ta; This i3 especially true in connection with

the pactias’ trzd; secrats, which =must be kept confidential in
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¢rdar te pPrevent havm o the partias’ coepetitive staasding. (Bas,
Aaccer of Cfaic Cewrminlcations, Tag. v. Huches, 135 AD2d 351,
affrd 74 EYad 536, §39). |

Perhaps mors {mportantly, the court fi=ds that sealizg the
record {g a recessary pracautice to protact the well being of tha
pexaons involved i{a the manufacturs acd distrilution of RU-486.
Danr:o' ard Cedacn both point to svidence whick indicates that such
well-being {3 {n {ncreasirg jecpardy.

On June 12, 1997, befors ths reccad was firat sealed, cthe
Post published an article entitled “Abcrticm Pill’s U.s. sﬁcnsor
Suing Kungarj.an Drug Pirm.” Sometire thareafter, apparently in |
1998, an anti-aborzlaon organization called Human Life
Inte.mtional, publishad an arzi0le on its interme: site which
seportad or ths lawsuit &z issue here and the procgress of the
effort to manufacture and distribute RU-486 in the United States.
Tae zeporﬁ, \fhich relied heavily on th= Post's coverage of this
actiecn, sgacificzlly idencified 2a indivicdual who had investsd in
what was kermed ';r.he [Population] Council’s abortion pill
proiect.® The rwport lists tha location of zhe individual's  _

‘residenca, 'his ‘educatical backgrsind, empléybent Bistory and

masy daé:ﬁfabou: projecte that hs worked oo at different jabs.

Ancther irtornoet site, ocalled “The mrg Pileg”, and run
by a g'ssulph;vn as the “*Chriostias Gallary”, solicits informatiom
about, among other tiingd, individuals wbo perfosrm abortioms, oz
who own ox opaeratae abortion ¢linics. Azcng the infexmation sought
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ara photogzaghs and videotapas of the {cdividuals in questien.
Tha site 31_6’0 provides a 115t of {zdividuals who have already
been iden-tzfiqd_, and ligts then usdur tkn catagories “working
‘wounded” and *fatality”. Pinally, tkas site provides links %o
newgpaper websitass, inoluding tbe Post, go than visitors to the
8itas can have access to media coverage of the alortion issue.

In Fedruary of 1986, it was reported that am apti-abortian
group called tha “azmy of God” had sant bandwritten lettars to
various madia cutlets claiming respcusibilicy for a fatal bombing
of a 3irmipgham aborziocn clinie. The lattare apparantly inecluded
3 statement chat n:‘iycne who sapufactursg, rarkets, sells or
diszrirutes RU-436 would b taxgatad by tha group.

The exarplesg citsd above demcastrate that there is an
increasing likeliMacd tiiaz hirm ray cone to individuals who are
identified a3 peing dirsctly or inirsctly involved in the
Tagufacture acd distributios of RU-456. The court f£ireds,
therefora, r.hac tha iaterest of tha public in this litigation
does Dot outwaigh the thrsats to ths individuals invelved in tha
ranuficture ard distributia of RU-48§. Accardingly, iz the
exercice of digcretion,” the court coméludes that seallagthe ™ =
record "{a eh®s case is nacussazy.

Tha Post argues that 3 wotvs appropriate solutiem weuld be to
redaor': &nrcta'da seczets ard indiri{dus) panes frem £iled
documants." However, as Oedacn polats out, since thera has al:=ady

bean 2 cerfain amount of disclosurs of the identitias of varicus
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businccses -and individuale inveolved in this case,. it {9 possiblc
that the Pogt or any other interested ipdividuals could deduce
the identities of individuals or businesses whcse names are
blacked-cut in radacted docunents, which would defeat the purpose
of the redaction. Therefore, in the exercise of discretion, the
court finds it appropriate to seal the entirc record. rathcr than
atre=plt to redact large portioms of 1it. Accordingly, if is

ORDERED that plaintiff’s motios o seal the court file and

all procoedings of thia cass iR graated.

DATYD: June 23, 1999 ENTER:
4/
7

JJ4s.C.
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- TOMMA.COQBURN, M.D.

215 STATE STREET, SUITE 815

20 DISTAICT, OKLAMOMA MUSXOGEE, OK 74401
O 1918) 687-2533
COMMITTEE ON COMMERCE 1918) 682-8503 (Fax)
I Congress of the United States ey il
Hug:;::nj:v;x;am . . 0O (918) 341-9336 ~4
. THouse of Repregentatives - ($18) 341-8437 (Fan
' 34 A" STreev N.E., Room 202
- . Muasa, 4354
3 THashingten, BE 20515-3602 o v s
- (918} 542-5367 (Fax)
B : September 6, 2000
The Honorable Jane E. 'Henney, M.D.
Commissioner ‘
Food and Drug Administration
*  Parklawn Building

v

5600 Fishers Lane
Rockville, MD 20857

Dear Dr. Henney,

An August 28 Health News Daily article regarding the FDA and Cytotec (or o
misoprostol, as it is more commonly known), referred to an August 23, 2000 letter to health & -
care practitioners issued by Searle, the makers of Cytotec. I have recently obtained a copy o
this drug-warning letter. .

The Searle letter reiterates that Cytotec has not been tested or approved for use as “a
cervical ripening agent prior to termination of pregnancy [abortion] or for induction of labor.”
The company states that: “Serious adverse events reported following off-label use of Cytotec
in pregnant women include maternal or fetal death; uterine hyperstimulation, rupture or
perforation requiring uterine surgical repair, hysterectomy or salpingo-oophorectomy; amniotic
fluid embolism; severe vaginal bleeding, retained placenta, shock, fetal bradycardia and pelvic
pain.”

I would like to know the following information regarding your agency’s involvement
with this drug warning letter:
1) Since C_v{c;fegz is ?)ften used in conjunction with mifepristone (RU~486) as part of a two-drug
regimen for inducing abortions, will Searle’s letter be considered in the approval process for
mifepristone? -

—

2) If the FDA approves RU-486 for inducing abortions, will you take steps to warn pregnant
mothers that their uteruses may explode and they may die if they use Cytotec for inducing
abortion or labot?

3) The Health News Daily article said Searle’s warning letter was “drafted jointly with the
FDA." Did the FDA jointly draft a warning letter with Searle? And if so, is it standard
procedure for the FDA to help pharmaceutical companies write drug warning letters?

o0 -527)

ne
429 CANNON House OFrice BUILDING N 008020
WasminGTON, DC 20515 E-mail: rep.coburn@mail.house.gov
(202) 225-2701 Fax: (202) 225-3038 PRINTED ON REGYCLED PAPER Web site: www . house.gov/coburn



4) Did the FDA provide Searle with information on published or unpublished “serious adverse

events” which were Yeported following the off-label use of Cytotec?. And if so, what were
these sources? -

~a

I would appx‘éciatq this information as soon as possible. If you have any questions,
please contact Roland F.oster of my staff at 202-225-2701.

om A. Cobum M. D
; Vice Chair

Commerce Subcommittee on Health & Environment

Attachment

== " APPEARS THIS WAY
ON ORIGINAL
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, CONCERNING UNAPPROVED USE OF INTRAVAGINAL rone (347} 982:7000
; OR ORAL MISOPROSTOL IN PREGNANT WOMEN s drendde
o . FOR INDUCTION OF LABOR OR ABORTION
' o

|

* August 23, 2000 Re: Cytotec® {misoprostol)

Dear Health Care Praciitioner;

The pumpese cf this letter is to remind vou that Cylotec administration by any route is
contramdlcaied in women wha are pregnant because it can cause sbortion. Cytotec is
" nct approved for the induction of labor or abortion.

Cytotec is indicated for the prevention of NSAID (nonstercidal antd-inflammatory drugs,
including aspirin}~induced gastric uicsrs In patients at high risk of complications from gastric

ulcer, e.g., the elderty and patients with concomitant debilitating disease, as well as patients )

at high sk of developing gastric ulcaration, such as patients with a history of uicer.

The Uterotonic effect of Cytotec is an inherent property of prostaglandin E1 (PGE4), of which
Cvictec is a siable, cralty active, synthetic analog. Searie has become aware of some -
instances where Cytotec, cutside of its approved indicaticn, was used as a cervical ripening

agent prar to termination of pregnancy, or for induction of labor in spite of the specific
centraindications to its use during pregnancy.

Serious adversa events reportad fol!awmg off-abel use of Qdctec in pregnant women
include maternal or tetal death; uterine hyperstimuiation, rupture or perforation requiring
uterine surgical repair, hysterectomy or salpingo-ocophorectomy; amniotic fiuid embolism;
severe vaginal bleeding, retained placenta, shock, tetal bradycardia and pelvic pain.

Searie has nct conducted research conceming the use of Cytotec for cer,'Nical fipening prior
1o termination of pregnancy cr for induction of labor, nor does Searie intend-to study or
support these uses. Therelore, Searte is unable 1o provide complete risk information for
Cylotec when it is used for such purposes. In addition to the known and,unknown acute
fisks to the mother and tetus, the sflect of Cytotec on the later growth, development and
tunctional maturation of the child when Cytotec is used for induction of labor or cenvical
ripening has not Been established, :

Searte promotes the use of Cytetec onty for its approved indlcation. Please read the
enclosed updated corfplete Prescribing Information for Cytotec.

Further informatiéh ™ay be obtained by calling 1-800-323-4204.

T

tviichael Cullen, MD
Medica! Direcicor, U.S.

Searle CYZO41A

AP

9
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April 6,2001
= ————————
————— ———

Center for Drug Evaluation and Research
1451 Rockville Pike, Room 6027
Rockville, MD 20852

Dear

1 am writing to advise you that Shanghai Hualian Pharmaceutical Co., Ltd. ‘(“Shanghai
Hualian”) agrees that FDA may publicly identify Shanghai Hualian as the manufacturer of

mifepristone for Danco. S{m
By agreeing to the disclosure stated in the first paragraph, Shanghai Hualian doesgnot
waive or limit any right to confidentiality of other information, documents, and material
under applicable law, including 18 U.S.C.A. § 1905, Section 301(j) of the Food, Drug, and
Cosmetic Act, the Freedom of Information Act, and FDA’s implementing regulations.

If you have further questions please contact meav . ——  —

Sincerely,

L —

——— an &

C:\MyDocs\W97.doc .
4/6/01 1:12 PM (25059 2)9 APPEARS TH'
7 _‘:’°°h " S WAY
| ON ORIGINAL
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Buc & BEARDSLEY
919 ElGHTEENTH STREET, N.W.
Surre GOO
WAasHINGTON, D.C. 20006-5503 .

WRITER'S TELEPHONE ) TerepPHONE
202-736-3610 . . ?2232000

202-730-3008

April 8, 2001

Center for Drug Evaluation and Research
Food and Drug Administration

1451 Rockville Pike, Room 6027
Rockville, MD 20852

Dear
| N
| I am writing to advise you that Danco Laboratories, LLC ("Danco") and The i
: Population Council agree that FDA may publicly identify Shanghai Hualian Pharmaceutical
— Co., Ltd. as the manufacturer of mifepristone for Danco.

Council do not waive or limit any right to confidentiality of other information, documents, and
material under applicable law, including 18 U.S.C. § 1905, Section 301(j) of the Food, Drug,

E

g: By agreeing to the disclosure stated in the first paragraph, Danco and The Population
]

| , . o . .

3 and Cosmetic Act, the Freedom of Information Act, and FDA's implementing regulations.

Sincerely,

A~Z L

Nancy L. Buc

e e —-—
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TELEFAX

TO: e —
FAX: m—
PHONE:

FROM:

Food and Drug Administration

Division of Reproductxvc and Uroloom Druo Products
5600 Fishers Lane, HFD-580 x

Rockville, Maryland 20857-1706

FAX:
PHONE:

DATE: /2/;’/7 ¢
77

PAGES: 6 (Inclusive)

[/

Approved for faxing.

P NTI AND PR

If you are not the addressee, or 2 person authorized to deliver this document to the addresses, you are hereby
notified that any review, disclosurz, dissemination, copying, or other action based on the coatent of this
communication ignot authorized. If you have received this document in error, please nodfy us immediately by
telephone (301) 4454260 and recumn it to us by mail at the address below. Thank you.

Food and Drug Administration
vaxsxon of Rc'\roductxvc and Urologic Drug Products

56C0 Fishers Lane~-HFD-580
Rockville, Marviand 20857-17C6
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List of Meetings for Mifepristone

-

Date of Meeting:  February 27, 1989

External Attendegs~  David Andrews, Acting President, Planned Parenthood Federation of America
(PPFA)
Louise Tyrer, M.D., Vice President, Medical Affairs (PPFA)
Eve Paul, Vice President, Legal Affairs (PPFA)
David Grimes, M.D., Chairman, National Medical Committee of PPFA
Nancy Buck, Attornev = — ——-——--

FDA Attendees: (HFD-510) ——— (HFD-510)
: (HFD-510) (HFD-510)
.(HFD-510) (HFD-510)
(HFD-510) (HFD-510)
(HFD-510)
Topic: Determination of the information required to apply for marketing approval for
mifepristone.

Date of Meeting: June 18, 1990

External Attendees: Bernard Z. Gore, M.D.
Carl J. Levinson, M.D.
Steven Heilig, MPH

FDA Attendee: (HFD-510)
Topic: Initial deficiencies found in their submitted IND.
Date of Meeting: November 7, 1991

External Attendees: Etienne-Emile Bauliew, M.l?., Ph.D. (Roussel Uclaf)

e~ &

FDA Attendees: ‘HFD-510) (HFD-510)
N (HFD-510) ——— (HFD-510)
o ————— (HFD-510) - (HFD-510)
—~-.w —— (HFD-510) (GCF-1)
(HFD-510) (HFD-510)
—~ (HFD-510) (HFD-510)
(HFD-510)
Topic: Current marketing plans for mifepristone.
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-

Date of Meeting: - May 4, 1993

External Attendeesi-” Louise Tyrer, M.D., Association for Reproductive Health
Gary Hodgen, M.D., Jones Institute for Reproductive Medicine

—.t, University Consultant

Lawrence Lader, Abortion Rights Mobilization

FDA Attendees: (HFD-510) 'HFD-510)
——— (HFD-510) -—~— (HFD-510)
— (HFD-510) ‘— (HFD-510)
- (HFD-510) (HFD-510)
Topic: Development of a non-French mifepristone in the U.S.
Date of Meeting: July 16, 1993

External Attendees: = The Population Council:

Dr. Ann Robbins
Dr. Irving Spitz Dr. Irving Sivin
Dr. Wayne Bardin

FDA Attendees: ~— 'HFD-510) 'HFD-510)
(HFD-510) - (HFD-510)
‘HFD-510) e (HFD-510)
———— (HFD-510) -~ (GCF-1)
‘HFD-510) ———— (HFD-713)
—— (HFD-510) ‘
Topic: The development plan and time frame for submission of mifepristone NDA.

Date of Meeting: December 6, 1993

Lawrence Lader, President, ‘Abortion Rights Mobilization

External Attgn_qeg_gz
- —"""""—~——————— University (Consultant)

FDA Attendees: ; —  (HFD-510) (HFD-510)
e (HFD-510) - (HFD-510)
—— — (HFD-510) ~——  (HFD-426)
—(HFD-510) (HFD-713)
Topic: : The regulatory process for development of a non-French mifepristone.
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Date of Meeting: ~ March 31, 1994
External Attendeed:" Lawrence Lader., President, Abortion Rights Mobilization
: -~ Consultant)

FDA Attendees: (HFD-510) ~~ " (HFD-510)
~— (HFD-510) " (GFC-1)
—  (HFD-510) (HFD-426)
~— (HFD-510) (HFD-426)
— (HFD-510) (HFD-510)
——=" (HFD-510) .m——— - (HFD-510)
Topic: Plans for pre-clinical and clinica! studies using mifepristone.

Date of Meeting: July 7, 1994

External Attendees: Dr. C.W. Bardin (The Population Council)
Dr. A. Robbins (The Population Council)
Dr. I Spitz (The Population Council)

: ncil)

Dr. B. Winkoff (The Population Council)

FDA Attendees: ‘HFD-510) ' (HFD-510)
————~ (HFD-510) (HFD-510)
(HFD-510) (HFD-510)
(HFD-510) (HFD-510)
—— "HFD-510) e (HFD-510)
esme—ee  (HFD-510) (HFD-426)
‘HFD-510) (0,0
Topic: T % The Population Council's proposed plans for an NDA.
Date of Meeting: _ “ October 12, 1994
External Attendees:  Dr. Bardin, Population Council
Dr. Tyler, Gedeon Richter
Dr. Simon, Gedeon Richter
FDA Attendees: (HFD-510) (HFD-510)
(HFD-510) (HFD-510)
— (HFD-510) (HFD-510)
—— (HFD-510)
Topic: Synthesis and manufacture of mifepristone.
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Date of Meeting: - June 23, 1995

External Attendeed:~ Louise Tyrer, M.D., Principal Investigator for Abortion Rights Mobilization
Eric Schaff, M.D., Investigator for Abortion Rights Moblilization

FDA Attendees:

(HFD-510)
—— 'HFD-510)
————— (HFD-510)
(HFD-510)

Topic: Proposed clinical protocol for mifepristone.

Date of Meeting: October 24, 1995

External Attendees: Dr. C.W. Bardin (The Population Council)
Dr. A. Robbins (The Population Council)

(Consultant to the Population Council)

FDA Attendees: (HFD-510) (HFD-510)
(HFD-510) — . (HFD-510)
——— 'HFD-510) "= (HFD-426)
—-~—=— HFD-510) - HFD-713)
———— (HFD-510) ~—— "HFD-510)
Topic: Upcoming NDA content and format.
4
Date of Meeting: February 7, 1996
External Attendees: Lawrence Lader., President, Abortion Rights Mobilization
- {Consultant)
L ST~ -———— =>— Steroids, LTD
e e T -———  President, Murty Pharmaceuticals
FDA Attendees: . —— (HFD-510)
o r (HFD-510)
—~. - — (HFD-510)
— (HFD-510)
Topic: Requirements for chemistry and toxicology to satisfy clinical hold deficiencies.
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Date of Meeting: ~ June 18, 1996

External Attendees~ Ms. Sandra Arnold (The Population Council)
Wayne C. Bardin, M.D. (The Population Council)
Mr. James Boynton (The Population Council)
Ms. Margaret Catley-Carlson (The Population Council)
Ann Robbins, Ph.D. (The Population Council)

FDA Attendees: Division of Reproductive and Urologic
Drug Products (DRUDP; HFD-580)
— — (HFD-580)

(HFD-580)
(HFD-820)

(HFD-580)

(HFD-580)
(HFD-580)

S (HFD-870)

Topic: The status of the NDA review including information requests, and the
upcoming Advisory Committee. .

Date of Meeting: September 12, 1996

External Participants: Ann Robbins, Ph.D., Scientist, Population Council

Population Council

Tom Scarlett, Consultant for the Population Council from Hyman, Philips and
MacNamara

Eliot Johanesson, M.D., Senior Scientist, Population Council

Sandra Arnold, Scientist, Population Council

James S. Boynton, Consultant from Christy and Viener

FDA Participants: - Drug Evaluation II
~ (ODE II; HFD-102)

Division of Reproductive and Urologic
_ Drug Products (DRUDP; HFD-580)
s T

(HFD-580)
e — (HFD-580)
(HFD-580)
(HFD-580)

— (HFD-580)

Topic: Labeling issues, Phase 4 issues, and the sponsors proposed distribution system.
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_/é DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
30-6Y3 -« Rockville MD 20857 -
- September 27, 2000

—

- MEMORANDUM FOR THE RECORD

Re: Redacting&!ames and Addresses of Contract Manufacturers of Mifepristonc

On June 23, 1999, The Danco Group (Danco) requested that the Food and Drug Administration
treat the names and addresses of Danco's contract manufacturers as confidential commercial
information. Danco supplemented its original request on July 14, 1999, January 11, 2000, and
Septcmber 19, 2000.

FDA's Office of the Chief Counsel considered the information submitted by Danco and whether
the Agency is authorized to redact the names and addresses of the contract manufacturers of
mifepristone from agency rccords. See September 27, 2000 memorandum to Jane E. Henney re
Redaction of Names and Addresses of Contract Manufacturers from Mifepristone Documents.
The Office of the Chief Counsel has advised me that the Agency would be authorized to redact
this information if the disclosure of the information is likely to cause substantial competitive
harm to the entity from which the information was obtained.

Danco has provided the Agency with information on why it believes it 1s likely to suffer
substantial compctitive harm if this information is released. In addition, FDA also discussed the
situation with attorneys in the Civil Rights Division at the Department of Justice. These
attomneys, onc of whom serves on the National Task Force on Violence Against Reproductive
Health Care Providers, stated that, given their knowledge of the potential threats of violence
against individuals or organizations involved in the provision of abortion services, they belicve
that there is a definite risk that the contract manufacturers would be the targets of threats or acts
of violence by groups or individuals opposed to the use of mifepristone. More specifically, at
least one individual involved in the development of mifepristone has been the target of threats of
violence in the past, tg the extent that the individual required armed protection for a period of
time.

I have also considered the decision by the Supreme Court of the State of New York to seal the
record in the on=guing litigation between Danco and its former contract manufacturer. The Court
in that casc determingd that sealing thc record was a necessary precaution to protect the well-
being of the individuals involved in the manufacturing and distribution of mifepristone. The
Court based its decision in large part on the history of threats and acts of violence associated
with the provision of abortion services in this country, and with the development of mifcpristone.

The Agency also specifically considered whether information in its drug registration and lisling
system would be releasable under the Agency's drug listing regulations. The Office of the‘ Chief
Counsel has advised that the names and addresses of the contract manufacturers of mifcpristone
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can be redacted as confidential commercial information. Although, as a general matter, the
release of information submitted pursuant to the drug registration and listing requirements is
consistent with the pfotection of the public health, in this particular situation, I have decided that
the public interest in knowing the specific manufacturing sites for mifepristone is outweighed by
the potential risk of harm associated with the release of this information.

Before deciding to redact this information, the Agency attempted to determine whether this
information is already publicly available and, if not, whether there are other channels through
which it would ordinarily become publicly available. Danco states it has not released this
information, nor is it aware that the information has been made public through other mcans.
FDA considered whether the information would be available from, for example, the Securities
and Exchange Commission, the Environmental Protection Agency, the United States Customs
Service, or State or local government agencies. With regard to each of these, FDA has
concluded that the information either would not be submitted to that agency or, if it were
submitted, could be withheld as confidential commercial information.

After thorough review and careful consideration in discussion with other senior agency officials,

I have concluded that the names and addresses of the contract manufacturers should be _
considered to be confidential commercial information under the Freedom of Information Act and

the Trade Secrets Act because disclosure of this information is likely to cause substantial harm to

the competitive position of Danco. Therefore, the names and addresses of the contract

manufacturers will be redacted from all agency records prior to those records being mad¢

publicly available.

—

ioner of Food and Drukgs)
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h - - . Food and Drug Administration
= Rockville MD 20857
N 30-6%% ~.
= September 27, 2000
y MEMORANDUM FOR THE RECORD

Re: Redacting Names of Individuals in Connection With Mifepristone Application

I have decided to redact the names of agency personnel from agency records related to the
Population Council's new drug application for mifepristone prior to the release of those records.
I have made this decision on privacy grounds afler thorough review and careful consideration in
discussion with other senior agency officials because I believe that doing so 1s necessary to
reasonably assure the FDA employees' safety. This action is consistent with other decisions that
have been made concerning employees' identities. ’

I have been advised that, under 21 C.F.R. § 20.32, the names of FDA employees will not be
deleted from disclosable records "except where such deletion is necessary to prevent . . . danger
to the lifc or physical safety of the employee or under any other extraordinary circumstances.” |
have concluded that such extraordinary circumstances are present in this case and that there is a
risk of danger to the lives or physical safety of agency employees. In evaluating this matter,
FDA staff discussed the current situation with attorneys in the Civil Rights Division at the
Department of Justice. These attorneys, one of whom serves on the National Task Force on
Violence Against Reproductive Health Care Providers, stated that, given their knowledge of the
potential threats of violence against individuals or organizations involved in the provision of
abortion services, they believe that there is a risk that individuals or organizations who are
publicly linked to mifepristone could be the targets of threats or acts of violence by groups or
individuals opposed to the use of this drug product. More specifically, at least one individual
involved in the development of mifepristone has been the target of threats of violence in the past,
to the extent that the individual rcquired armed protection for a period of time.

- — am
I have also considered the decision by the Supreme Court of the State of New York to seal the
record in the on-going litigation between Danco (the contractor named in the mifepristone NDA)
and the formercontract manufacturer of mifepristone. The Court in that case determined that
sealing the record was a necessary precaution to protect the well-being of the individuals
involved in the manufacturing and distribution of mifepristone. The Court based its decision in
large part on the history of threats and acts of violence associated with the provision of abortion
services in this country, and with the development of mifepristone.

Given these conditions, I have concluded that there is a 1isk that individuals associated with the
dcvelopment, marketing, and distribution of mifepristone will become the targets of threats and
acts of violence by individuals opposed to the use of mifepristone. I believe that this risk could
extend to those FDA employees who were involved in the review of the new drug application for
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mifepristone and in related activities. Therefore, to prevent danger to the lives and physical
safety of those empldyees, I have decided that their names will be redacted from agency records
on privacy grounds pHor to the public release of those records. For similar reasons, I have also
decided, in response o a request from The Population Council, to redact the names of the
clinical investigasars involved in the trials supporting the NDA for mifepristop if their names

have not otherwise been rhade public.
o
18/ )

{/
b

ey, NI,
issioner of Food and D
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ROUSSEL UCLAF é\
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Romainville, QCkke 6 , 1995

CONFIDENTIAL
Cco Inc.
One Dag Hammarskjold Plaza
New-York / NEW-YORK 10017
USA
Attention of Ms CATLEY-CARLSON
Dear Sirs,

Re : MIFEPRISTONE-CMC Section of the

We are now completing the CMC, section to be filed by the Council with the FDA
as an amendment to the IND t filed in the 1980°s ; this will include
information relating to methods validation. The Council will include reference to the
CMC section in the NDA to be filed by it. Roussel Uclaf will also prepare four
additional copies of said methods validation information contained in the IND for
direct submission to the FDA in separate folders provided by the Council when the
Council informs Roussel that it is submitting its full NDA.

The communication to the FDA of the CMC section and the above four additional
copies will be made by Roussel Uclaf directly so as to preserve the confidentiality
of the information.

We wish to emphasize that this communication is made subject to the following
conditions :

a) The CMC section supplied by Roussel will be filed in the IND and not in the
*NDA.

b) If FDA hereafter requests samples of the drug product for any reason in
connection with the NDA, the samples will be supplied by the Council and
no reference to Roussel will be made.

c) Roussel Uclaf shall not be referred to, at any time, by the Council or its
designees, as a manufacturer of mifepristone or as a supplier of information.
The preceding sentence shall not preclude reference by the Council to the
IND or to investigations of mifepristone conducted by or for Roussel,

\ | )

102, Route de Nowsy 93235 Romuinville Cedex

T&. + 35 (1) 4991 4991 Fax. « 33 (1)49 91 49 49
SIRET 542 008 081 00052

Roussal Uclaf, Socvité Aroviyme a Direcioire et Consarl da Suruaillance
au capual de 544 749 300 F - R.C.3. Boingny 8 542 008 08!
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= provided that any such reference shall be limited to communication between
— the FDA and Roussel and shall not be made public or be accessible to the

-

public. We understand that the FDA policy is to keep the information

- referred to in the preceding sentence confidential, and the parties’ agreement

d)

1)

is based upon this policy and their belief that this policy will be followed.

Roussel Uclaf shall not supply mifepristone to the FDA, the Council, or any
of its designees in any form, at any time. Roussel Uclaf shall not be
considered as a manufacturer of mifepristone, and shall not be obliged to
supply mifepristone to any person in any form, at any time.

The Council agrees that it shall not, and shall not permit any of its designees
to sell or distribute mifepristone under an approved NDA, unless and until it
has obtained a source of supply other than Roussel Uclaf.

An original copy of this letter signed by the parties will be submitted by the
Council to the FDA. .

Would you please confirm your agreement to the above by signing a copy of this
letter, made in three originals, and returning it to us.

Sincerely yours,
. ROUSS AF

Title .....ctesidewt




- ~ BRIEF CLINICAL STUDY SUMMARY

- Product: Mifepristone

Protocol EFR/91/486/14: Efficacy and Safety of Mifepristone (RU 486) at the Dose of 600 mg in a Single
Administration in CdMbination with Misoprostol as an Alternative to Uterine Aspiration for Interruption of
Pregnancies Aged Less Than or Equal to 49 Days Amenorrhea

1. Protocol
Number:
FFR/91/486/14

2. Study Design:
Open label,
multicenter study
of a single
administration of
600 mg of
mifepristone in
combination with
misoprostol as an
alternative to
uterine aspiration
for interruption of
pregnancy.

3. Clinical
Investigator:
Dr. E. Aubeny

4. Study Dates:
Start:

June 1991
Completion:
February 1992

1. Age Range:
14-39 (mean 25.8) years

2. Gestational Range: :
Calculated: 27-85 days
(mean 45.1)
Ultrasound: 24-55 days
(mean 42.2)

By ultrasound and
calculation: 24-81 days
{mean 42.6)

3. Patient Number:
Entered: 1286

Safety Evaluable: 1286
Efficacy Evaluable: 1205*
Exposed to Study Drug:
1286 (1239 received
mifepristone and
misoprostol)

*81 patients excluded from
efficacy analysis for non-

compliance with protocol

4. Test Drug:
Mifepristone

Dosage: 3 x 200 mg
(600 mg)

Formulation: 200 mg
tablet

Duration of Dosage: One
day

5. Cantrol Treatment:
None

1. Outcome Variables:
Tolerance and Safety:

eOccurrence of painful uterine
contractions, gastrointestinal and other
adverse events with severity and-need for
treatment.

eLevel of pain using a visual analog scaile
(VAS) assessed at the end of the four hour
observation period. :
¢Duration of uterine bleeding and need
for any additional treatments and/or
procedures to control bleeding.

e Heart rate and blood pressure determined
hourly before and after misoprostol.

eHemoglobin concentration and Rh status.

Efficacy:

sEvaluated by pelvic and ultrasound
examinations and BHCG pregnancy tests.
2. Results:

Adverse Events:

*1104 (86%) of all patients reported
adverse events.

*The most frequently reported were
uterine pain (198 patients received
treatment for painful uterine contractions),
nausea, vomiting, diarrhea, headache and
tiredness.

+One patients required a blood transfusion
and S patients required uterine evacuation.
Tolerance and Safety:

. sMean VAS score for uterine pain was
35.1 £ 0.76 (sem).

eMean duration of bleeding was 9.0 +

0.12 (sem) days.

*16% of the patients had an increase in
blood pressure > 20% and 17 % of the

6. Ancillary Drug: patients had a decrease in blood pressure >
Misoprostol 20%.
Dosage: 2 x 0.2 mg 25 (2.3%) of patients had > 20%
(0.4 mg) decrease in hemoglobin concentration.
Formulation: 0.2 mg tablet Efficacy:
Duration of Dosage: One | 4 gyccess rate for termination of
day Y
pregnancy was 95.4%.
Interval from Study Drug: | 4704 patients had complete expulsion
48 hours . within 4 hours after misoprostol.

Status of Study:

1. Study Classification:
Historically Controlled
Studies - Mifepristone
Plus Misoprostol

2. Location of CRF's:

3. Status of Database:
SAS files on disk.

4. Status of Study
Report:
Complete
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Population Council
Center for Biomedical Research
1230 York Avenue

New York, NY 10021

Fax from Ann Robbins
Phone: 212-327-8748
Fax: 212-327-7678

Number of Pages (including this sheet): 5

Send to Facsimile Number: —_—

Date: 9 February 1996

Send to Company: FDA; Div. Metabolic & Endocrine
Drug Products

Send to Person;

Subject: Summary of NDA CMC status

Dear ——~

Thank you for your phone call yesterday. [’'d like to summarize for you where
things stand to date regarding the CMC section of the NDA.

1. Roussel submitted the CMC information directly to the FDA, as an amendment to
the Population Council’s mifepristone IND.

2. FDA reviewed the CMC section, and then, as per prior agreement with Roussel and
the Population Council, sent Roussel a list of outstanding items on the section that
need to be resolved before the CMC section could be accepted as complete. These
issues must be resolved, in order to permit the Council to submit the NDA.

3. T received your phone call and fax of 26 January describing the response of Dr.
of Roussel to your list, which basically said the Population Council would
have to handle all of these issues. 1 forwarded this information to the Population
Council president, Margaret Catley-Carlson.

4. Ms. Catley-Carlson phoned Dr. Edouard Sakiz of Rousscl on 29 January, and told
him we were surprised by the content of Roussel’s lettcr, as we are not 1n a position
to answer the questions raised by the FDA since we do not have access to the CMC
information. Dr. Sakiz agreed with this and promised to look into the situation.

5. Ms. Catley-Carlson also wrote an official letter to Dr. Sakiz, outlining the action
needed from Roussel regarding the FDA list, which was faxed to Dr. Sakiz on 7
February. A copy of that letter is attached to this fax.
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This week, Ms. Catley-Carlson phoned Dr. Sakiz to follow-up on this situation but
Dr. Sakiz is on vacation. In his absence, she has spoken to ——  and today
(9 February 1996), Ms. Catley-Carlson asked me to phone ~ _——— directly,
which I have done. confirmed that Roussel 1s working on the CMC
iterns outlined by the FDA. He hopes to be able to give us a written response and/or
answer to all of these items by Wed. February 14. However, he wanted to alert the
Council to two important points: a) he does not believe that Roussel has enough
information to write a complete Environmental Assessment and belicves we may
need to seek an exemption or at least determine if an abbreviated EA can be submit-
ted and b) Roussel does not have enough active drug substance from the batch used
to produce the drug product we have in-house to provide the samples required for
the methods validation section. He suggested we discuss with the FDA the possibil-
ity of submitting active substance from a different batch, one that does not
correspond to the batch used to produce the tablets we have.

——————— called Ms. Catley-Carlson this week to inquire about the status of
the NDA. Ms. Catley-Carlson explained that we are waiting on several things,
some of which are slow responses from Roussel and perhaps  ——————, could

help. —— indicated shc would get more details on the situation.

This is where things stand as of today. I will keep you posted on the progress of this

situation, as we are all quite anxious to have this situation resolved so we can proceed
with the submission.

Best regards,

(Lo bsbhen

Ann Robbins, Ph.D.
Scientist

cc: M. Catley-Carlson (fax: 212-755-6052)
J. Boynton (fax: 212-632-5555)
E. Sakiz (fax: 011-33-1-4991-4490)

(fax: 011-33-1-4991-4048)

APPEARS THIS WAY
ON ORIGINAL
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The Population Councit One Dag

Margaret Catley-Carison
President

by fax: 33 14 991 4490 (three pages)

February 7.

- Df. Edousid Saki
Roussel Ucdlaf
102, rouate de Noisy
93235 Romainville Cedex - France

Dear Edouard-

Thank you for the letter from ———— 1 did not bave it in hand when last we
spoke. We are glad 10 have some movement on that issue.

As we discussed last Monday, we were very distressed when we received from the
FDA 2 copy of ———— letter of Jamuary 26, 1996. He was responding to ——
~—— inquirics concerning the CMC section submitted by Roussel under the NDA for

mifepristonc. Consequently, I was delighted to leamn from carlier this week
that work is underway on the various responses.

As a preliminary matter, let me first reiterate as we did by signing the letters
pertaining to the FDA which were submitted to us by Roussel last fall that we
completely understand that Rowussel is pot and will not be the mamufacturer of the drug
substance ar the drug product for the US market If Roussel needs a stmilar assurance
from the US Government, please let us know and we will see what we can do.

Subscquent 1o my conversation with you last week, we have carefully reviewed the
items covered in —— Memorandum of lnternal Meeting 10 determine which
require Roussel's further cooperation and which can be handled by the Population
Comndl. Qur view is as follows:

(1) The Environmental Assessment is specific to the facility in which the drug
product used in the French and American trials was manufactured and thus must be

commpleted by Roussel since only Roussel possesses the requisite information conceming
the fadlity (and we assumne that that information is caonfidential )

Teicpbone: (212) 339-0500 Telex 5102800660 POPCO Pacstmiic: £212) 7536052 Cabte: POPCUUNGIL NEW YORK
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The Population Council

(2) The Population Coundl is submitting proposed labelling as part of the NDA
and has so informed the FDA. Nothing is required from Roussel with regard to this
item, and we have assumed that Roussel does not wish to review the proposed labelling.

(3) This query requires in response only a simple letter from Roussel confirming
that the formmlation of the substance used in the French and American trials is the same
as that described in the CMC section as submitted. A letter requesting this confirmation
was sent to Dr. Remt Peyron on January 26th.

(4) The method validation packages must be prepared by Roussel because they
mmst tie into the CMC section. However, we have prepared the binders in which this
information can be incorporated into the NDA, and are ready to forward these to
Roussel at any time s0 you can submit this information directly to the FDA_ These
packages mmst incinde dmg samples of the kind described in Ann Robbins' letter of
Japnary 30th to ————  apd must also include drug reference standards. We have
assumed thar these materials would be submitted to the FDA upon their request via the
Population Couancil as speaified in ouwr correspondence last fall. Thus, we must have
those samples in-bouse prior to submission.

(5) This query requires in respon#e a simple statement that Roussel will
cooperate with the FDA by permitting required facility inspections.

(6) We believe that what the FDA needs in regard to the starting material is a
simple reference to a Roussel Drug Master File for the precursor. Only Roussel is in a
position to provide this information whether directly or via the Population Council-

(7) The response to the seventh query could take the form of a statement from
Roussel addressed either directly to the FDA or the Population Coundil 10 the effect
that it will use its best efforts to respond to further inquiries. So far as we arc aware,
the ¥DA has no other questions in mind.

As the foregoing indicates and as I mentioned in our discussion last week, cach of
—~———— questions other than item 2 pertaining to labeling requires some further
cooperation from Roussel. 'We do not care whether that cooperation takes the form of a
supplemental submission to the FDA undcr the IND directly by Roussel or incorporation
of mformation and certifications provided by Roussel into the Population Council’s
NDA_ Whatever form it takes we need it urgently to preveat further delay in the filing
of the NDA which is otherwise ready to be filed.
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The Population Council

We have come a long way in this project at great risk to the Population Council
We signed, as of the end of last year, a license agreement with a distribution
organization which is now also participating in those nsks. All of these actions have
been predicated on continued cogperation which we know from experience we can
expect from Roussel. Please call me after you have had a chance to review this letter so
that we can verify that we have the same view of what needs 1o be provided and by
whom.

All best regards to you and Catherine.

Yours sincerel

oc: — {fax: 33 149 91 31 19)
—— (fax- 33 149 91 40 48)

APPEARS TillS WAY
G ORIGIHAL
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