mn_mstCanwOenmal.ongBachMemaidCenminmgBeach.Cﬁfaniag
currently conducting a trial on this use with mifepristone.

Bndomeﬁoﬁihadimﬂmmuluindxeliningoitbeum(thcendomenium)bcing
mmnum'mmmwmnomdhmnﬂnucmdminme
mmalcycjc.mﬁmufomingmﬁsmmdcaudngsmm There is no known
cure for this condition. Inverylimhedsmdies.mifepﬁmm:edmmlvicydnamdmd
widlgndomeciod&bmithnmbeensbownwmtalessend\eeondiﬁonimlf.

An incomplete trial at the University of California at San Diego took place to study
mifeprisione’s cffect on endometriosis. It is unceruain whether this trial will resume.

§ e ninglo
Meningiomas ar¢ slow-growing tumors found in membranes surrounding the brain, and are
most times considered inoperable. These growths have many progesteronc receptors. Like
breast cancer, further research must be conducted to determine mifepristone’s efficacy in
treating this condition. One wmial of 14 patients with inoperable meningiomas showed
objective response in five patients and subjective response in three paticats. Another study for
this use is underway through a network of US universities, research centers, and the National
Cancer Institute.

»
-

?

Sources:

Bryant M, RU 486 and Related Drugs May Bring Far-Reaching Benefits. National Research Council
NewsReport. (The Rescarch Council is joinly administered by the National Academy of Sciences,
National Academy of Engincering, and the Institute of Medicine.) Fall 1993.

Spitz M, Bardin CW. Mifepristone (RU 486) - Modulator of Progestin and Glucocorticoid Action.
New England Journal of Medicine. August S, 1993.

Cusrent Research on the Reproductive Uses of Mifepristone. Outlook. Program for Appropriate
Technology in Health (PATH). April 1994, .
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(STILL SUBJECT TO CHANGE)

For furthee information, contact: HOLD FOR RELEASE
Sandra Waldman 212/339-0525, 0518, 0520 27 October 1994

The Population Council Announces Mifepristone (RU 436) Clinical Trials
o Are Under Way in the US. ’
NEW YORK-The Population Council announced today (27 October 1994) that the U.S. clinical
u-msolnﬂfepﬁmne(RUMforusehmedicalabordonmun&rmyuovasdomclinb
around the couatry. The trials will involve 2100 women volunteers over the age of 18 who are
in the carly weeks of pregnancy. Enrollment of women volunteers bas already started.

The purpose of these trials is w0 determine the safety, efficacy, acceptability, and
feasibility of using mifepristone plus a prostaglandin to induce abortion in womea with up to 63
days of amenorrhea and to gather data for registration of the drug with the US Food and Drug
Administration. Mifepristone in combination with a prostglandin is approved for use in medical
abortion in France, the United Kingdom, and Sweden. :

In a statement, Mrs. Margaret Catley-Carlson, President of the Populasion Councl,
described mifepristone as an “important scientific sdvance in women’s reproductive health care,”
shown in numerous studies to be safe and effective for early medical abortion. "Over 150,000
women have used the drug safely in Europe; over 52,000 French women have used the same
combination of mifepristone and prostaglandin that is being used in the U.S. We believe this will
provide an equally safe alternative to surgical abortion that womea can use in the carliest weeks
of a pregnancy. Women who have used this regimen report it is similar to a natural miscamiage.”

Mirs. Catley-Carlson predicted that medical abortion "eventually will increase women’s
accesmaborﬁonscrvieesandmakemcmumpﬁvw. Women will be sble to obtain medical .
abortion at doctos’s offices, free of anti-choice violence and harassment. We believe mifepristone
will not lead toran increased somber of sbortions--i has not done 30 France, whers it bas beca
available since 1989-but it will expand womea's options.” |

At the recent population conference in Caiso, Mrs. Catley-Carison said, “the intemational
community stongly affimed that unsafe abortion is a major public health-concer and that
unwanted pregnancies should be prevented through expanded and improved family planning
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services. 'lhisisd)ePopuhdonOouncil'sposlﬁonuwelL We are an international, nonprofit,
research organization. We are not abortion advocates; we promote the use of contraception. We
bave three interests: preveation of unwanted pregnancy through development of safe, effective
contraceptives; prevention of unsafe abortion, which is responsible for thousands of matemal
deaths and illnesses, particularly in developing countries; and--because sbostion exists and is
legal- development of altcrnative safe methods of abortion.”

In May 1994, Roussel Uclaf, developer of mifepristone, announced i had donated the
U.S. rights to the drug, without remuneration, 1o the Population Council. The Council thus
became the organization to conduct clinical trials in the U.S., select a manufacturer and 2
distributor, and file the New Drug Application with the FDA.

Clinic Selection

In selecting the clinics, the Population Council looked for instirutions experienced in
providing high quality abortion services, with scientific invesdgators of excellent clinical
capability and the ability to work under scientific study conditons. Each potential clinic was
inspected by Council monitors. Participating sites are hospital-based clinics, Planned Parenthood
und Feminist Health Center faciliies, and frec-standing abortion clinics. The sited are
geographically spread and have diverse clientele. d

The Council said it would not identify the participating sitcs to protect clinic security and
the confidentiality of the women who volunteer for these trials. However, individual clinics and
women may choose 10 identify themselves and discuss their experiences. Women secking
medical abortion will find out about availability through a variety of means: some clinics may
advertise the trial; some may announce to the media that they are trial sites; health care providers
inodmfacﬂiﬁesmaymkzrefcmls;mwomnﬁnbm about it from friends. The
Population Council will not refer patients to individual clinics.

-~ Two-Drug Regimen

The procedure involves two drugs, uken two days spart. On the first day, following
medical e_;m_nﬁution. counseling, and signing of informed ‘ consent’ docurnents, the patieat
swallows three tablets of mifepristone. She returns two days later for two tablets of misoprostol,
a prostaglandin, and remains in the clinic for four hours. by the end of this period, about 70
perceat of the women have a medical miscarriage. The other women will abo:.ufm:hcykave

2
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the clinic. mwmnmnmfbnmkdvisiuwoweeksaﬁunldngmemifeyﬁsmmenm
that the treatment has been effective. The mifepristone/oral prostaglandin combination fails in
‘boat four of every 100 cases, Fallures include both ongoing pregaancies (1 fn 100) and
incomplete abortions (3 in 100). If the medical regimen fails, the abortion should be completed
surgically, by vacoum aspiration or curctiage.

Sidoeﬂ'ew.whichoccurprlmaﬁlyaﬁanldngméordpxmuglmdin.m include cramps
andabdomindpiinﬁmihththoseuwciawdwithavaybuvymmﬂpaiod;m
vomiﬂng.mddimlu.mﬁmumquhingmedimﬁou; and/or uterine bleeding similar 10 a
beavy period and lasting at least one week. Utering bleeding and spotting that is not heavy can
1ast for one to threc weeks, !nwcuses.ifuwﬁncbleedinghexuemelyhuvy.thcwowmy
require surgical abortion and/or blood transfusion.

Successful medical abortion avoids 2 surgical procedure. There are no risks of anesthesia
or uterine perforation or cervical canal injury, rare complications of surgical termination of
pregnancy. The mifepristone/misoprostol combination can be used in the earlicst weeks
following conception. ;

Mifcpristone is an antiprogestin. One of its actions is 10 intcrrupt pregnancy in its exrly
stages by blocking the action of the natural hormane, progesteroac, which prepares the lining of
the uterus for a fertilized cgg and then maintains the pregnancy. Without the effect of
progesterone, the lining of the uterus softens and breaks down, cxpelling any fertilized egg
through menstruation. Prostaglandins are substances made naturally by the lining of the uterus.
The prostaglandin in this treatment works by causing contractions of the uterus, expelling 2
fertilized egg.

.8

mmw.ammmmmmaammmmmmm-mw
Board of Trusies: its New Y&Mww.ﬂﬁmﬂd-nﬁwﬂ“mom The
Council mnmmm.nmmmwwwocwm future. gencrations around the world
anmw.hmnﬁm.mwmwmwdm The Council
Wmmmm mwm»mmwwg-mm
mwmwnwumumwwdmpmumwwnm
mewhwwmmwhkwumﬁunmmmmdudmammmw
»Wammwwumwauhwgmu :
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The Population Council

Mifepristone and Prostaglandin

General information about medical abortion and the clinical trials

wwuthepnrpoxotuudlnlnl trials?
mmammunwum.m.mbmmmmaw
mmwwmmm“mmwmmmwnam
In France the andin
wmuway-ocu.muuwummuswmu combination is used in women
ﬁmmmm»wﬂday&mmdswm reinfomeﬂtl’tmchdmwmbsequu!wu
pcdnpsmamhudndowofeffecdvmﬁWWnﬂdaysofmmnm

How does mifepristone work?
mfepflstmlsananﬂptoguﬂn Omofiuacﬂmkmmwmwmhmuﬂym & does

for a fertilized cgg and then maintains the pregnancy. Without the effect ofpmgeaemne.dnlﬁnuf
the uterus softens, breaks down, and menstruation begins. Any fertilized egg is expelled thibugh
menstruation. Prostaglandins are natural substances made by the lining of the womb during menstrugtion.
The prosiaglandin works by causing contractions of the uterus, expelling a fertilized egg. -

Where has mifepristone been used?

Since 1981, women in 20 countries (including the United States) have used mifeprisione and 3
prostaglandin as 3 medical method of pregnancy interruption.  All the studies have shown mifepristone
10 be safc and effective. Govemnment regulatory agencies in France, Great Britain, China, and Sweden
approved the drag for marketing, following clinical studies like the one being conducied in the United
Suates. In Europe, over 150,000 women have used mifepristone as a medical aborntifacient in combination
with various prostaglandins: injectable, vaginal suppository, of oral.

How many women have used the mifepristone/oral prostaglandin combination?
mmmuwwmmwexmﬁmmrsznwwommmm
mifepﬁmfonoweusmnwctbyttnonlpmlmdln.misoproao!.umedosewbsudinu
US. wials. A swdy published in the New England Journal of Medicine in May 1993 showed the
combination of mifepristone and oral prostaglandin 10 be effective "for the termination of early pregnancy
in terms of success, tolerance, safety, and practicality.” The small dosage of oral prosuglandin taken
foﬂowingmoqulfepﬁmklwmudoageukenevetydaybynnscwmﬁuuaaﬁon
for ulcers. -

Do all countries use the same prostaglandin?

No. chhwomenhzvemdmifepﬁstoneunmonl prostaglandin since May 1992. The French
program originally used both tnjectable and suppository prostaglandins, English and Swedish women
currently usc a suppository form of prostaglandin.

Ooemmmmmuoldmmmmmxoon

Telepbone: (2121 339-0500
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Snldiuhzveshownml.bymel!.mifepristmiseﬁccdveﬁbwpawnowzﬁme.depewwon
how early it is taken in a pregnancy. Whmundwithummdoseofmz\mdin.uteombiwionk

effective in spproximately 95 percent of women.

Wkﬁem:xpﬂm with medical abortion? _
mmwm::wnﬁwexpedmwimnwmﬁepdmwmwmumﬂm Mifepristone
methmmwquawMmem About

sbortions. memmhuwmwofmummuWW
jntroduced in 1989.

Akwmmmmmwmmwmn‘sm The vast majority of women who
havecmsenthismcmodhavebemuﬁsned. lnoumdycﬂﬂfmdlwmﬂmuﬁdm
were satisfled with this form of abortion. myntedmefaaﬁmutewnomguyamm
mmummaﬂmmnitmﬂmeuﬁahawmymamwaborﬂmmdhmm
*natural.” ualsopmsxbeaborﬂonpmcedunmoreinﬂ\ehandsofmémenmmdm. Not every
woman will prefer medical abortion. Some women prefer the surgical method because it is over quickly.

Has the regimen caused any deaths? ,

Therc have been no serious heart conditons in the $2,000 women using the mifepristone/oral prostaglandin
combination of drugs for pregnancy termination. However, serious cardiovascular complications, including
ope fatal heart attack, occurred during medical abortion following Injection of a prostaglandin. Thesc
complications have been most ofien associated with patients who were heavy smokers. There s no
evidence that the oral prostaglandin..a different class of prostaglandin widely prescribed for long-
term use in the prevention and treatment of peptic ulcer disease-is associated with any such
cardiovascular side effects.

Beginning in May 1992 France replaced the injection with the oral prostaglandin. There have been no
complications or deaths since. Women who arc over 35 and are heavy smokers are not good candidates
for the mifepristonc/oral prostaglandin regimen.

Are there any long-term health effects from this combined regimen? '
In 10 years of clinical use, there is little evidence of risk with mifepristone. It is believed such a risk is
mlikclybeausenzdm;causesvetyfcwsideeffmexpomiuobdef;lbedosue is small; and most
of the drug is eBminaied from the body within twoorthmdaysmmﬂpmmmhumm
safely for gastric ulcers for many years. The dosage taken in conjunction with mifepristone for medical
abortion is low. '

What Is the effect of mifepristone on 8 woman’s future fertility?

There are no indications that use of mifeprisione 1o end a pregnancy has affected 3 woman's ability ©
have 3 baby when she was ready. “Women who have taken mifeprisione have been able t0 conceive and
subsequenily bear healthy children. Having an early medical or surgical abortion has not been proven 0
make future miscarriage more likely.
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Does mifepristone cause fetal deformities?

There is no evidence that it does. But linde Is known about the effect of mifepristone or prostaglandin
ma&vdopincunblyqorm mmwwmmalmﬁw:mmm
abortion fails. Onlyafewhmmwmwnwhmwmmdeudedwmwimwmym

Why Is mifepristons effective only in the earliest weeks of pregnancy?
mummmmmrmmwmmudmuwmmmm By the
dmhandwmhweehﬁapwemmoduwpmgeaemhhrgermmwmwm
mblewoomw:wlmuwnamnlhamm.

Can a woman change her mind after taking the first drug, and before taking the second?
Ooodcmmselingwmm&emawmmmwmnﬂwmayﬁskw;wmifﬂnmw
pregnancy after taking mifeprisione. But that is her decision. Although the informed consent mikes it
clear 1o women that they should not continue their pregnancies afer 1aking mifepristone, Do one Cn o
will force a woman 10 have an abordon.

Why would a woman choose medical abortion instead of surgical abortion?
A woman might choose medical abortion over surgical abortion becausc:
s It can be used in the carliest weeks following fentilization
@ 1t requires no invasive procedure Or SUrgery .
® K requires no anesthesia
 Side effects tend 10 be moderate
e umwunydskofuudmpcdondmorhjutywmcmk ~
w It has the potential for greater privacy
» Some women feel they have xreacroonuolovetmeirownbodiummeymm
medical abortion procedure

Why would a woman choose surgical abortion over medical abortion?

A woman might chooss surgical aborton over medical abortion because:
® It requires fewer office visits and is over quickly
. ltis}llglnlymmeﬂectiveummckal abortion, where four of every 100 womes require
surgical ‘abortion
-mwommmdmksbbodlosmdkmmoMcp&ingomnpmdwdmpdm
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Wbywﬂdaww&mamdhodthatbmtueﬂedlnuwg!ul abortion?
Medidabomhnotacﬂecﬁvenwﬁcalabonim Women are told that they run the risk of an
abortion~this happens with natural miscarages—or even an ongoing pregnancy. Despite this,
mmmmwwmmmwmmmmkmmmh
ammy.beuwh‘:ﬁmﬁnmamnlmixuﬂazemdﬂzydomhwnmdemm.

WiIl availability of mifepristone make having an abortion (oo easy?
Decisions about having an abostion are never easy. Medical abortion is not an easy method. Although
hmdmamzﬁnawmmmw.kuamwpmﬁmmonm:mm

What Is the protocol for the trials?
uagpnmyhnbmwnﬂmed.muwwmmmmwmmﬂwmupwﬁm
shcmybeellziblempwdpaehmmals. The regimen requires at least three visits: The fint
mpammﬁnzmavanabhopﬁons: full obstetrical and medical history; physical examination;
andduemimﬁonoflenahofpregtmcyviavagiml utrasound. If there are no contraindications ©
mifepdmuse.memmwiuswanowmmublets.uchza)mg.mdummmobumﬁonfor
1/2 hour. Tbeweondvismnvolvesamumwuwdinicssm“houukm:thewomanwmhuutm
zmmicmmmublmofonlpmalwmmmpemmmdmdnuudwctormhom
under the observation of clinic staff. About two-thirds of women abort during this four-bour period.
Uterine bleeding will continue for several days, possibly for 4-16 days. The third, follow-up, visit fhkes
place 12 days later (14 days mrukinzmircpﬁswm).mmnuabonionkmplm. If the clinician
is not sure whether abortion has been complete, blood tests or ultrasound will be taken. If abortion is not
complete at this time, vacuum curcttage will be performed.

What are the side effects from mifepristone and oral prostaglandin use?

Some women do not experience any physical discomfort aftes taking mifeprisione; others have light
uterine bleeding in the two days before taking the prostaglandin. The side cffects of mifepristons appear
to be similar 10 the side effccts of “moming sickness® of a normal pregnancy -- hausea, headache,
weakness, and fatigue. .

Side effects are more common after taking the oral prostaglandin. They include:
® Cramps and abdominal pain. similar 1o those associated with & very heavy menstrual
period. They are a normal, expecicd pant of the abortion process; some 80 percent of women get
them.
® Nausea, vomiting, and diarrhea, sometimes requiring medication
8. Uterine bleeding: similar 10 a heavy period and lasting at lcast one week, or bleeding and
spotting that is not heavy but can last for one 10 three weeks. In rase cases, if uterine bleeding
is extremely heavy, the woman may require surgical abortion and/or blood transfusion.

What Is the risk of hemorrhage requiring blood transfusion?

Heavyuwﬁmmedln;moccur.wkmSevmlwmomﬂgesomcdmamcesiuu:auood
i wansfusion. In France, about one in 1,000 women require a transfusion.
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no'doyouddemlnethengeohpngmnq?
Angegnalﬁumdmdﬁomdwﬂmdayomwmm°slmwumﬂpaiodam. This is known
a3 the duration of amenorrhea. Homver.moxwmmdwimmunhgeofwmyomnmlm
MMMMymmbammﬁmumm'smﬂpa{odmmmmu
ovulates. ‘Thercfore, 49 days LMP means 3 35-day-old embryo, and 63 days LMP means 8 49-day-old
embryo. '

uwwywﬁwmbeuklngpanlnmuhm
Upuzlmwmmwmvolumformaemk.um&ommumuy.

How will patients be selected for the clinical trials?
wwmmmwm;omwmmm;mwummmwmum.'rm
youhavcad:oice.' Coumnnx.pl\yﬂalmmddemimﬁonoftheageofmzﬁmwmbedmnu
%o surgical sbortion.

How will women find out where the method Is available? )
wmmmwdmwmwmmmmaumam:mdmm
mmudmmmymmﬂwymmﬂdmabeqwedhmmm Health care providers
inocmtadliﬁamymkcnfenﬂs Some women will hear about it from friends. The Population
co\mnwmnoneferpanenmoindlvmdcnmcs. '

‘Why would women want {0 participate in this experiment?

Clinical trials like these are required for all FDA approvals. Women who volunteer to participate in these
uials are carcfully screened and are glven sensitive and accurate counseling. In addition, the vo :
mwmeympaﬂldpaﬂnginasmdymuwmhclpmmnﬂ:dmg available to other American women.
Besides. this is not an untested drug. Over lS0.000womenhaveuwdnﬁsdmginEmpe.andM
$2,000 of them have used the same combination of drugs that is used in the U.S.

Will teenagers be eligible for mifepristont?
Only women 18 and older will be able to panicipate in the trials.

How much will it cost to take part in the trials?
Women who volunteer io take pant in a clinical trial of an experimental drug do not have o pay for it
Neither are they paid to panticipate. A

After mifepristone is approved for marketing, who will be able to provide it? '

The mifepristone regimen will be able 1o be provided by any physician qualified W determine the age of
apcegxmmdiamd\epossibilityofmecmpicpmm. mphysicimalsomnsbemmedmd
Bw'nedwpu‘fomabonions.mdh:vemmbackupfw'lides for surgical abortion or medical .
emergency. such as transfusions.

Where can mifeptistone be provided?
Locations can include:-private physicians® offices; abortion clinics, and hospitals.

How much will mifepristone cost, after it is in genera! distribution?

“That has not yet been determined. mgmenlfeeungisnmuncostofmediul abortion will be abowt
the same as surgical aborion. anmdunpmsumuchmommw_mofﬂnpm:h
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wmm.mm.acmw.am

Whawmuﬂfepdstombeau!hblelntthS‘l
mmﬁmwmww;ﬁnFDAappmdfmehlm

Bowmd!nlasdected!oi'm:rh!s? . |

‘The Population Council looked for clinics that could provide: scientific investigators with experience in
mumﬁmumwnnywmmmammmmm in providing high
qndnym@inmmvagmﬂmmm»mmamammqmwm
Mummmmmmmmmammmmmddm
buuonvohmmuwmﬁnafewmorm;oodmodmpinguﬂfonowup: and baclaip emergency care.
ahﬂaalsohadtomeuhzalmdlnsxmmquimnenu Bachpomﬁalclmicwashwpeaedbywﬂ
monitors.

mmmﬁlabommdoobuhvaﬁmmhdwwofﬁcmu(ﬁwm;bsplww
Wumﬂmm.ww.mmﬁcwmmemmdm
Becanseofthcneedwnmhunumwofsim.mmyexeenandinbmmﬂemputidpce‘mhe
wlals.

For information, contact:
Sandrs Waldman, Director, Office of Public Information
212/339-0525

ThePoptnmonConndl.lnc.seeknohclp'mproveu\cwenbelnzmdrepmdoalvchealthofcumu\d

between people And reSources. mw-wmmmmmm-mm

sesearch 10 develop new contraccptives: -mwimpuicwwvmmnmmum

mdonuwhoffamﬂyplmmwupmdocﬁveuﬂmmm Shelps govemments 0 influence -

behavior, s communicates the sesults of research in the population field to appropriate

sudiences; and !hﬂpsmudmcmhapacmumdevelophumﬁa.ﬂn&unﬁawoﬂn

.mamhouuﬂuﬁmestmwmwsz.m:mummﬁaﬂmamme
YmkwdquamnmwomaglobdwwadnmmWom
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(The physicians, public health specialists, public policy people, and women’'s health
advocates listed below will be happy to provide you information and expert opinions on
mifepristone and abortion services in the US)

" MIFEPRISTONE EXPERT RESOURCES GROUP
Jose Barzelmp. MD

Health-and Population Program
The Ford Foundation
New York, NY 10017
212/573-5000
212/599-4584 FAX
Former director, WHOIHRP, expert international reproductive health

Marie Bass

Bass and Howes

‘Washington, DC 20009

202/328-2200

202/667-0462 FAX '
Founder Reproductive Health Technologies Project that helped focus public attention
on this drug. -

Barbara Calfee :

CAPS Project Coordinator

Planned Parcathood of Houston and Southeast Texas

Houston, TX 77004-3998

713/522-6240

713/522-9047 FAX

Coordinator of Consortium of Abortion Providers

Francine Coeytaux

Co-Director

The Pacific Institute for Women's Health

Los Angeles, CA 90064

213/934-1109

213/934-4736 FAX
Conducted focus group on attitudes toward mifepristone; wrote response to exireme
Jeminist group that opposes mifepristone

Vanessa Cullins, MD
Attending Physician '
Johns Hopkins Bayview Medical Center
Baltimore, MD 21224
410/550-0335
410/550-0245 FAX
Experienced provider of family planning and abortion services
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415/206-8358
415/206-3112 FAX
Conducted clinical trials with mifepristone, has most experience with drug in US
Daniel Mishell, MD
Professor of Obstetrics and Gynecology
University of Southern California School of Medicine
Women's Hospital
Los Angeles, CA 90033
213/226-3416
213/226-3509 FAX
Conducted clinical trials with mifepristone, editor of Consraception

Eve Paul

Vice President and General Counsel

Planned Parenthood Federation of America ,

New York, NY 10019 .

212/541-7800 :

212/245-1845 FAX :
Vice President, Legal Affairs, Planned Parenthood Federation of America

Mary Lake Polan, MD
Department of Gynecology and Obstetrics
Stanford University School of Medicine
Stanford, CA 94305-5317
415/123-5508
418/723-7137 FAX
Physician, educator, women's reproductive health expert .

Amy Pollack, MD

Medical Director

Association for Voluntary Surgical Contraception

New York, NY 10016

212/561-8083

212/779-9439FAX . :
Expert women's reproductive health issues; former abortion provider



Scattle, WA 98133
206/546-8891
206/546-9641 FAX
Medical Director, Family Planning clinic, and abortion provider

Dean
Columbia University School of Public Health
New York, NY 10032-37
212/305-3929 -
212/305-1460 FAX
Public health expert, mifepristone expert

Denise Shervington, MD

Director
Womea of Color Reproductive Health Forum
Institute of Women and Ethnic Studies
New Orleans, LA 70122
504/568-5325
504/568-3786 FAX
Medical Director of Family Planning for state of Loulsiana

Ellie Smeal
President
Fund for the Feminist Majority
Arlington, VA 22209
703/522-2214
703/522-2219 FAX ,
Activist for abortion righs; clinic protection; compaigned for mifepristone

Joe Speidel
President

Population Action International
Washingion, DC 20036
202/659-1833
202/293-1795 FAX
Advoca@ for international family planning; reproductive health and abortion
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Sylvia Steogle
Executive Director
National Abortion Federation
Washington, DC 20009
202/667-5881
202/667-5890 FAX
Spokesperson for abortion providers

Louise B. Tyrer, MD
Incline Village, NV 89451
702/831-2527
701/831-9605 FAX
Former Medical Director Planned Parenthood Federation of America; expert on

abortion, mifepristone, reproductive health concerns

Judith Tyson, MD

Medical Director

Planned Parenthood of Northern New England

West Lebanon, NH 03784

603/298-7766

603/298-5976 FAX
Spent time with Dr. Aubeny at French clinic; experienced family planning and
abortion provider

Marcy Wilder
Legal Director
Kate Michelman
President
NARAL
Washington, DC 20005 : —
202/973:3012~ 3032
202/973-3096.FAX '309?
Reproductive rights and abortion advocates

™"

h
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. {', . DEPARTMENT OF HEALTH & HUMAN SERVICES

Washington, 0.C. 20201

FROM: e ——

SUBJECT: Population Council Studies on RU-486--Information
Update ¢t

We have been notified by the Population Council that it plans to
announce on Thursday, October 27, that the clinical trials of RU-
486 as an abortifacient are underway. We have prepared the

attached summary to provide you information on these studies. ;
Please let me know if you have any questions. *
Attachment g
APPEARS THIS WAY
QN ORIGINAL
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Update on Medical Abortion

On Thursday, October 27, 1994, in New York .City, the
Population Council will hold a news conference to announce that
clinical trials of the abortifacient mifepristone (known in Europe
as RU-486) -have begun in the United States. The clinical trials
became possible after the Department of Health and Human Services
earlier this year helped arrange a transfer of the drug’s patent
rights to the Population Council, a nonprofit research organization
involved in reproductive health and population issues. The
clinical trials will be conducted under a protocol which has been
reviewed and approved by the FDA,

The clinical trials are designed to detexrmine the safety,
effectiveness, acceptability, and feasibility of using mifepristone
and prostaglandin to induce a medical abortion. Mifepristone works
to interrupt an early pregnancy, and the prostaglandin -- which is
administered 48 hours later -- causes ‘the uterus to contract and
expels the fertilized egg. ~

The combination of mifepristone and prostaglandin will be
tested in 2100 American women over the age of 18 at more than’a
dozen sites around the United States. Clinics were selected on the
bagsis of their ability to provide experienced scientific
investigators and high quality abortion services. Trial locations
include hospital-based clinics, Planned Parenthood and feminist
health center facilities, and free-standing abortion clinics.

The Population Council does not intend to identify the trial
sites, but individual clinics and women may choose to identify
themselves. -

Mifepristone in combination with a prostaglandin is approved
for use in France, the United Kingdom, and Sweden. It has been
used in more than 150,000 women in those countries.

As part of an agreement reached last year with Roussel-Uclaf,
the Population Council is conducting the U.S. clinical trials of
mifepristone and has agreed to find a manufacturer for the drug.
The Population Council has also announced its intention to seek
marketing approval from the FDA for mifepristone.

Other Medical Treatments

In a related matter, there has been considerable publicity
recently of another method of medical abortion. The anti-
metabolite drug methotrexate 1s being clinically tested, in
combination with a prostaglandin, as an abortifacient by Dr.
Mitchell Creinin and his colleagues under FDA-approved protocols at

three sites around the U.S. Last week Dr. Creinin published the
results of his most recent study of this drug in the Jourpal of the
American Medical Association
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Although the preliminary results are somewhat promising, this
combination has only been studied in approximately 40 women. The
very limited data to date suggest that this regimen is
significantly less affective than the mifepristone-prostaglandin
combination that is being tested in the Population Council clinical
trials. Dr. Creinin and his colleagues have urged physicians not
to use this experimental treatment outside of clinical trials.

In the meantime, Dr. Richard Hausknecht, a New York City
obstetrician-gynecologist, has been promoting and using the
methotrexate-prostaglandin combination in his own private practice.
Dr. Hausknecht has granted extensive interviews with major national
newspapers and television programs, and he has distributed detailed
information about his use of these drugs to thirty or forty
physicians around the u.8.

Although the FDA encourages research into medical alternatives
to surgical abortion, the agency has told Dr. Hausknecht of its
regulatory requirement that his study be carrxied out only under
FDA-approved clinical trials. The FDA rxegards the methotrexate-
prostaglandin combination as experimental and has urged women not
to allow this combination to be used for pregnancy termination
unless the research is being carried out in an FDA-approved
clinical trial. .

FDA is concerned that women understand that this drug regimé’n
is experimental -- not a proven treatment. FDA also believes that
women deserve the assurance that any clinical research on this drug
combination has been scrutinized by an Institutional Review Board,
which concerns itself with ethical issues in clinical trials.

The FDA and the Department of Health and Human Services will
continue to support research into medical alternatives to surgical
abortion. The study of mifepristone and prostaglandin being
carried out by the Population Council has been properly designed,
and the FDA is confident that women participating in it will
understand that they are undergoing an experimental proceduxe. FDA
can offer no such assurances about Dr. Hausknecht'’s treatment
regimen using methotrexate and prostaglandin.

-
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S g Food snd Drug Administration

Rockville MD 20857
October 25, 1994

TOs The Secretary
FROM: é&hn;psion.r of Yood and Drugs

SUBJECT: FPopulation Council Studies on RU-486--
- Information

The purpose of this memorandum is to provide the Secretary with
information regarding the Population Council’s plan to announce
on Thursday, October 27, that the clincial trials on RU-486 as an
abortifacient are under way. :

Attached at Tab A is a summary that explains the nature of thase
studies and the fact that they are not related to the
methotrexate/misoprostol studies that were recently publicized by
Dr. Hausknecht. Attached at Tab B are talking points and at Tab
C, a list of questions and answers. :

Q/.\ (,)\ w

(. ATER Y

.

Kasgsler, M.D.

Attachnents
Tab A - Summary Update on Medical Abortion
Tab B - Talking Points
Tab C - Questions and Answers

cc: Assigtant Secretary for Health
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Update on Medical Abortion

On Thursday, October 27, 1994, in New York City, the
Population Council will hold a news conference to-—announce that
clinical trials of the abortifacient mifepristone (known in Europe
as RU-486)-have begun in the United States. The elinical trials
became possible after the Department of Health and Human Services
earlier this year helped arrange a transfer of the drug’s patent
rights to the Population Council, a nonprofit research organization
involved in reproductive health and population issues. The
clinical trials will be conducted under a protocol which has been
reviewed and approved by the FDA.

The clinical trials are designed to determine the safety,
effectiveness, acceptability, and feasibility of using mifepristone
and prostaglandin to induce a medical abortion. Mifepristone works
to interrupt an early pregnancy, and the prostaglandin -- which is
administered 48 hours later -- causes the uterus to contract and
expels the fertilized egg. ’

The combination of mifepristone and prostaglandin will be
tegted in 2100 American women over the age of 18 at more than a
dozen sites around the United States. Clinics were selected on the
pasis of their ability to provide experienced scientiflc
invegstigators and high quality abortion services. Trial locations
include hospital-based clinics, Planned Parenthood and feminist
health center facilities, and free-standing abortion clinics.

The Population Council does not intend to identify the trial
sites, but individual clinics and women may choose to identify
themselves. o

Mifepristone in combination with a prostaglandin is approved
for use in France, the United Kingdom, and Sweden. It has been
used in more than 150,000 women in those countries.

As part of an agreement reached last year with Roussgel-Uclaf,
the Population Council is conducting the U.S. clinical trials of
mifepristone and has agreed to find a manufacturer for the drug.
The Population Council has also announced its intention to seek
marketing approval from the FDA for mifepristone.

In a related matter, there has been considerable publicity
recently of another mathod of medical abortion. The anti-

metabolite drug methotrexate is being clinically tested, in
combination with a prostaglandin, as an abortifacient by Dr.
Mitchell Creinin and his colleagues under FDA-approved protocols at
three sites around the U.S. Last week Dr. Creinin published the
results of his most recent study of this drug in the Journal of the
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Although the preliminary results are somewhat promising, this
combination has only been studied in approximately 40 women. The
very limited data to date suggest that this regimen is
significantly less effective than the mifepristone-prostaglandin
combination that is being tested in the Population Council clinical
trials. Dr. Creinin and his colleagues have urged physicians not
to use this ‘experiment:al treatment outside of clinical trials.

In the meantime, Dr. Richard Hausknecht, a New York City
obstetrician-gynecologist, has been promoting and Tusing the
methotrexate-prostaglandin combination in his own private practice.
Dr. Hausknecht has granted extensive interviews with major national
newspapers and television programs, and he has distributed detailed
information about his use of these drugs to thirty or forty
physicians around the U.S8.

Although the FDA encourages research into medical alternatives
to surgical abortion, the agency has told Dr. Hausknecht of its
regulatory requirement that his study be carried out only under
FDA-approved clinical trials. The FDA regards the methotrexate-
prostaglandin combination as experimental and has urged women not
to allow this combination to be used for pregnancy termination
unless the research is being carried out in an FDA-approved
clinical trial. ' .

FDA is concerned that women understand that this drug regimen
is experimental -- not a proven treatment. FDA also believes that
women deserve the assurance that any c¢linical research on this drug
combination has been scrutinized by an Institutional Review Board,
which concerns itself with ethical issues in clinical trials.

The FDA and the Department of Health and Human Services will
continue to support research into medical alternatives to surgical
abortion. The study of mifepristone and prostaglandin being
carried out by the Population Council has been properly designed,
and the FDA is confident that women participating in it will
understand that they are undergoing an experimental procedure. FDA
can offer no such assurances about Dr. Hausknecht'’s treatment
regimen using methotrexate and prostaglandin.
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_ Talking Polntsg
-on Medical Alternatives to Surgical Abortion

o Abortion is legal in the U.S. If there is a 'safe and
effective medical alternative to surgical abortion, American
women §hou1d have access to it.

o The Department of Health and Human Services encourages and
supports. research into medical alternatives to surgical
abortion.

On Mifepristone (RU-486) and Prostaglandin:
the Population Council Trials

o The combination of mifepristone and a prostaglandin has been
well studied in European clinical trials.

o Clinical trials of this combination in the U.S. represent an
significant milestone. The Population Council trials are
being conducted in accordance with the FDA regulations
concerning drug testing. They have been reviewed by
independent Institutional Review Boards to ensure that the
research is conducted ethically. -

E 4

o These clinical trials are designed to answer the fundamental

question of whether the drugs are safe and effective in the
U.S. medical setting.

o If a sponsor comes forward with data on the safety and
effectiveness of mifepristone and prostaglandin for
termination of early pregnancy, the Food and Drxug
Administration is committed to reviewing the data promptly and
thoroughly.

On Methotrexate and Prostaglandin
Dr. Creinin and Dr. Hausknecht

o The Food and Drug Administration can offer no assurances that
the combination of methotrexate and the prostaglandin
misoprostol for termination of early pregnancy is either safe
or-effeetive.

K-) The FDA continues to regard this regimen as experimental.

o No wc¥inical trial of this combination has yet provided
definitive data on safety and effectiveness.

o The FDA urges women not to allow the combination of
methotrexate and misoprostol to be used for pregnancy
termination unless this research is being carried out in an
FDA-approved clinical trial.
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The FDA has reviewed and approved the design of studies being
carried out by Dr. Mitchell Creinin at —. U.S. locations.

Individual physicians such as Dr. Richard Hausknecht should
not be investigating the use of this combination in their
clinical practice without FDA approval.

The FDA’s concerns involve both patient safety and informed
consent. Clinical investigation of new drugs or new uses of
approved drugs must be carried out under the FDA’'s formal IND
(Investigational New Drug) process.

Research conducted under an IND must be reviewed both by the
FDA and by an independent Institutional Review Board.

L ZUCUIE
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¢ . The Population Council Ooe Dag Hammarskiold P1aza. New Yort. hew York 10017

“The prostaglandin works by causing contractions of the uterus, expelling a fenilized egg. >

Mifepristone and Prostaglandin
CLINICAL TRIALS .

General Information about medical abortion and the cliiical trisls

kathepurposeotﬂndlnlcaluhk?

Wumuﬁwunmumwuy.m.mmmumdw
in inducing abonﬁon.whenmh\ktemdwmwithmtﬂuwb&m

Mmmnmww&m.mmwmmbmmvmmmwmm
pexhapsumﬂmeﬁndowoteﬂecﬂmﬁom«w&ay:ofmm

How does mifepristone work?

mfepﬂmismmﬁpmgcsﬂn o:zotmacdonsiswimmptpcemmhisudym It does
mubyuoﬁn;mwﬁmdmmmmmgmwh!dtmmunmdmm
fotﬂmiﬁudeumduwnmimﬁmxtnpmmcy. Without the effect of progesterons, the Ening of
the uterus softens, breaks down, and menstruation begins. Any ferilized egg is expelled. through
menstruation. Prostaglandins arc nawral substances made by the lining of the womb during mensruation.

*

Where has mifepristone been used? i

Since 1981, women in 20 countries (including the United States) have uscd mifepristons and 2
prostaglandin as 3 medical method of pregnancy interruption. Al the studies have shown mifeprisione
1o be safe and effecuve. Govemnment regulatory agencies in France, Great Britain, China, and Sweden

ved the drug for marketng, following clinical studics like the one being conducted in the United

States. In Europe, over 150,000 women have used mifepristone as a medical abortifacient in combination
with varlous prostaglandins: injectable, vaginal suppository, of oral.

How many women have used the mifepristone/oral prostaglandin combination?
maump.mamwmmmnedupedmwhhmﬁnbwmmmmdvd
mifeprisione followed 48 hours laetbymoulptmglmdin. mlmad.umedoscwhewhnn
US. uials. A study pubﬁMlnﬂnNmEn:Mquld)hathMay 1993 showed the
combination of mifepristone and oral prostaglandin to be effective “for the termination of early pregnancy
in-terms of success, tolerance, safety, and practicality.” The small dosage of oral prostaglandin taken
(onowinguseo!mlfepﬁuomismmmdoageukenmwdaybymwhommmaaﬁon
for ulcers.

>

——T

Do all countries use the same prostaglandin? '

No. Puwhwmmwdmﬁewmwmommmmmy 1992, The French
gram originally used both injectable and suppository prostaglandins. English and Swedish women
currently use 3 suppository form of prostaglandin.

WQIZ)W Telex: 9102900660 POPCO Facstmile: (212) 735-6052 Cable: POPCOUNCIL NEW YO
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Why combine mifepristone with another drug?
Smdlesh:vedlownml.byksdf.mitepdmiseﬂwdvewbwmofutmkmgn
bow carly it is taken in & pregnancy. mwwmammmofmmﬂmwmwmk
eﬂeedvehappmdmudy”pema\lofwomm.

over susgical abortion. Ovenﬂ.u\hmmdmwycmuofm:bonimhm:oemww

jnroduced in 1989.

nwdmnnﬂsmcﬂwdhwbemudsﬂed. mmmdydlﬂMWmNmuidM
muﬁsﬁedwimuisfamofabomm Mylmdmefmmadwnwmmwmm
uzmenwdkmn-hvaslve.ﬂnmukuplmuﬂmmammywawrgicahbodm.mkm
“parural.’ lulsoputsthubonionpmeduremoninmemwthemmmwdoaot. Nex every
woman will prefer medical adortion. Some women prefer the surgical method because it ks over quickly.

Has the regimen caused any deaths?

There have been no serious heart conditions in the 52,000 women using the mifepristone/oral prostaglandin
combination of drugs for pregnancy termination. However, serfous cardiovascular complications, including
one fatal heast anack, occurred during medical aboruon following injecton of 2 prostaglandin. These
complications have been most ofien associated with patients who were heavy smokers There.ls no
evidence that the oral prostaglandin--a different class of prostaglandin widely prescribed fof long-
term use In the prevenlion and treatment of peptic uker disease~is associated with any such
cardlovascular side effects. i

Beginning in May 1992 France replaced the injection with the oral prostaglandin. There have been no
complications or deaths since. Women who are over 38 and are heavy smokers are not good candidates
for the mifepristone/oral prostaglandin regimen.

Are there any long-term health effects from this combined regimen? '

In lwasofdinial me.lheteislinleevldmceotriskﬁthmlfepdm 1t is believed such a risk is
unlikely because the drug causes very few sidceﬂcas:upomkwbdctmmuman:mdm
of the drug is climinated from the body within two or three days. The oral prostaglandin has becn used
safely for gastric ulcers for many years. The dosage taken in conjunction with mifepristone for medical
abortion is low. ‘

Whif 5 TheefTect of mifepristone on 3 woman's future fertility?

There are no indicatons that use of mifepristone W end a pregnancy has affected 8 woman's ability to
have 3 baby when she was ready. “Women who have taken mifepristone have been able to conceive and
subscquently tRar healthy children. Having an carly medical or surgical abortion has not been proven to
make future miscarriage more Yikely.
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Does mifepristone cause fetal deformities?
There is no evidence that it does. Bmﬁmkmwmmmmdnﬁepdmamm
onadevdopﬁUembryoorm mnfom.womenouzlttohﬂewziul shortions whea 8 medical

Mmranmmnwsummmmaummwmomamumm

Whnthappensltmedmgsmlwmdapmamy?

The mifepristone/oral prostaglandin combination falls in about four of every 100 cases. Failures include
bo«bomoin:ptepmcia(tinlw)mdummplm aborticns (3 in 100). When that happens, the
;bordonstmldbecqmpletcd through surgical means, genenally vacuum aspiration or curettage. Women
m:hcclkﬂalumwinconseminadvmmwziw:boxﬁwmusemediwabonbnfans._

Can a woman change her mind after taking the first drug, and before taking the second?
Goodcounsel!nswinmakemawmmkmwmaﬂnmayﬁskhamingbﬂmimt continues her
pregnancy after taking mifepristone. But that is her decision. Although the informed consent taakes &
clear to women that they should not continue their pregnancics after taking mifepristone, 1o ONg can of
willfowelwoumntohavemabordon. -

»

Why would 3 woman choose medical abortion Instead of surgical abortion?
A woman might choose medical abonion over surgical abortion because:
8 It can be used in the earfiest weeks following fertilization
s 1t requires no invasive procedure of surgery
s |t requires no ancsthesia .
u Side effects tend 10 be moderate _
@ 1t does nok cary risk of uterine perforation o injury to the cervix
8 It has the poiential for greater privacy
® Somewommfeelmmveguwmuoloverd\eirownbod!eswhmme'yusm
medical abortion procedure

Why would a woman choose surgical abortion over medical abortion?

A woman might choose surgical abortion over medical abortion because:
8 1t requires fewer office visits and is over quickly
w 1t js slightly more effective than medical abortion, where four of every 100 women require
surgital abortion

——r
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Why might 2 womsn want an early abortion?
Ammmmmmmﬁmnmumwuhmmmduzmmmh
confirmed. Hmwdwdforuurzlalﬁotﬁmdiewouldhavemnhmetdvemm:a.

Whywuluwwd\wa.methodmtbwueﬂuﬁveumﬂul abortion?
Malabonbnbmtagﬂecﬂvcuwcd abortion, Women ase told that they run the risk of an
manplm;bmdon-muhappm with natural miscarriages--Of cven an ongoing pregrancy. Despite this,
mmmmwm.munmunywmhmmummw&m
.p.ggnzncy.museu'uimnznosmnlmlscmiazeuﬂmeydomhneumdemmm.

Decisions about having an abortion are never €asy. Medical abortion is not an easy method. Although
ulnvdmuunxpms.mdmmgc:y.niu:lowerpmcedun.moremumnmlm!swrh:e.

mhlheprotoeoltonhuruls?

uupemyhasbemeonﬂmed.mdmemmhsmhdmmﬂﬂeeﬁnzfulpbﬂuys.
.hcmyheeligiblewpuﬂcipawhutsem m:cglmenrequhuammmvwmmm
Wmlhzmavﬁhbkopﬁomﬁmwmmwwmmmmm
“wmmmamofpmmmvaﬁwulw If there are 00 contraindications ©
mifepristone use, the woman will swallow three tablets, each 200 mg. and remain under observation for
1/2 hour. mmmvlsitimolmamumtomeclinic%tonbourshunmewomnwmmm
200 microgram tablets of oral pmuglmdinwetwpcwidon.mdmdnnmedbﬁcfotmm

Uterine bleeding will continue for several days, possibly for 4-16 days. The third, follow-up, visit takes
place 12 days later (14 days afier taking mifepristone), 10 ensure the abortion is coroplete. If the clfpician
is not sure whether abortion has been complcte, blood tests or wirasound will be taken. If abortiodfis not
complete at this time, vacuum curettage will be performed.

What are the side effects from mifepristone and oral prostaglandin use?

Some women G0 not experience any physical discomfort after taking mifepristone; others have light
uterine bieeding in the two days before 1aking the prostaglandin. The side cffects of mifepristone appear
10 be similar 10 the side effects of "moming sickness® of & normal pregnancy -~ nausea, headache,
weakness, and fatigue. : .

Side cfTects are more common after taking the oral prostaglandin. They include:
» Cramps and abdominal pain.sinmar\omoseassociuedﬁthaveryhuvymmﬂ
period. They are a normal, expected pan of the aborion process: some 0 percent of women get

7“spomu\uisnotheavybmmlmtoronctomween In rare cases, if uterine bleeding
is extremely heavy, the woman may require surgical abortion and/or blood transfusion.

Wht Ig the ¢Sk of hemorrhage requiring blood transfusion?

mnw&wwlmmm.wums:vmmmgemﬁmamimaw
) transfusion. - In France, about one in 1,000 women require a transfusion.
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nwdoyoudmmdmthcageofl pregnancy?

All mmmmmaydumm'swmwwom.mum
as the duration of amenorhea. Hower.moxwmwﬁmumdmdunmmmwu
mmmgumny;woweksw«nunmum'smﬂpdodmwumm
ovulates. Therefore, 49 days LMP means 8 35-day-old embryo, and 63 days LMP means a 49-day-old

nowmyyomwmbeuklngpanhﬂwnuhm
Upn:lw'iibmmwmmummfotmulm.umﬁommﬂuemmy.

How will patients be selected for the clinical trials?
Womwnekinzabonlmmgomwaﬂablepmﬂda:nmemﬂwmmwmhmw
youh:veadxoioe.' Coumenns.phydcalms.mddauminuimofmeueofgmwmuﬁmm
1o surgical sbortion.

How will women find out where the method is available? .
womennddn;medlalaborﬁonmnnndouubo\mvanabimymwnaﬁuyolmmdhia
mqmmmymwuymmﬂﬁmwumdhwm Health care providers
inothctfacilmumymkercfemk Some women will hear about it from friends. The Population
Council will not refer patients to individual clinics.

Why would women want 10 participate in this experiment?

chﬂmltriahllkzm:mnquired for all FDA spprovals. Women who volunteer to participate in these
trials are carefully screened and are given sensitive and accurate counseling. In addition, the voluntcers
know they are panticipating in a study that will help make this drug available 0 other American Jomen.
Besides, this is not an untesied drug. Over 150,000 women have used this drug in Europe, and over
52,000 of them have used the same eombimuonofdmgsmabnsedhmeu.s. .
Wil teenagers be eligible for mifepristone?

Only women 18 and older will be able 10 participate in the trials.

How much will it cost to take part in the trials?
Women who voluniees to take part in 2 chnical trial of an experimental drug do not have to pay for it
Neither are they paid © panticipate. ’ .

After mifepristone Is approved for marketing, who will be able to provide it?
mmirgpﬁsomngimenwil!be able 10 be provided by any physician qualified t0 determine the age of
apuepwmaumsenwpoﬁwityoranecwplcmm. 'n\ex:hysicimalsomuabeuﬁnedw
Yicensed 1o perform abortions, and have access 10 backup facilitics for surgical abortion or medical .
emergency.such as transfusions.

‘Where can mifepristons be provided?
Locations cad include-private physicians® offices; abortion clinics, and hospitals.

How much will mifepristone cost, after it is in general distribution?
'mnhasndtydbecndetemined. The general feeﬁn;hdmﬂzmofmediwmwmum
the same as surgical abortion. mweeostonlnmlsmuchmommme.mofmepmsh



hr:ludsmﬂ.udnin;.facﬂldu.mdmnnoe.

When will mlfeprktombelvalhblcln the US?
mwwwp&wpﬁm»mvdformn&cdnzh 1996,
nowmdhdadeaedform:rhkt .

mrop\naﬂonmmcillookbd for clinics that could provide: sclentific investigators with experience in
mmmmamabmuwwumrmmmmmw in providing bigh
wmmmvamummwmmmawmmwm
mdmwﬁ“mddnmwhuwmmdw sufficient numbers of clients
nmmﬂmamwmmmmmmutmmmmmwm
Ohlaﬂnwwmkzdu\dmmmuhmm Each potential clinic was inspected by Council
monjtors.

The Council also attempted ®© obtain vaﬁazimhme.typeotucmu (free-standing. hospital-based,
femninist health center, Planned Pamd\ood).geomphcloaﬂou.wtypeandvolwddmu.
meseomcneedtolimlnhenumbetofcitzs.mmyexcenmdinlcswmmablewpmidpmhme

For information, contact: .
Sandra Waldman, Director, Office of Public Information

212/339-0523

APPEARS THIS WAY o
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The Population Council, Inc. seeks 10 help improve the wellbeing and reproductive health of current and
mmmmmmmwmpxmumw.mmmwm
between peopie and resources. mmmn-ummmaﬁmmmmmamuwm
gesearch t0 develop New CONraceplivess sworks with public and private agencles 10 improve the quality
and outreach of family planning and reproductive health services; ®helps © ]
demographic behavior, scommunicates the results of research i the population field to appropriate
sudiences;-and Shelps build rescarch capacities in developing countries. The Council, 8 nonprofit,
research organization established in 1952, has a multinationa) Board of Trustees; its New
Ymmmmaaowmwmanwwmom

~——t_

October 1994’
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P!!AIT’uwﬂrOFHEAUﬂ!l!ﬂﬂﬂ&NSEEVKHS Office of the Secretary

L)

y 4 . Weshington. D.C. 20201

August 14, 1995

The Secretary is scheduled to attend the Fourth World Conferenca
on Women, which will take place in Baijing, China tember 4~
35, 1095, U.N. Ambassador, Madsleine Albright, will head the
delagation, wvhich will alse include EPA trator, carol
Browner. The conference is expectad to draw more than 35,000

participants worldwide.

Thank you for your cooparation.

——— >

. S/
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!' DEPARTMENT OF HEALTH & HUMAN SERVICES Public Hestth Service
‘\..g; Food snd Drug
Rockvile MD 20887
September 14, 1994

Dr. Andre Ullman
Roussel Uclar -

103, route de Noisy
93235 Romainvilile Cedex
FRANCE -

Dear Dr. Ullman:

The Food and Drug Administration asks that Roussel Uclaf provide
The Population Council access to, and the ability to copy and
Submit to the United Statass Food and Drug Administration, any
information relaevant to tha use of mifepristone (RU-486) for the
tarmination of early preqnancy. This raquest includes case
report forms, electronic data bases, synthesis and manufacturing
information, ang any other information required by United Btateg

lavs and regulations to be included in a New Drug Application for
nifeprigtone. 4

We would appreciate your prompt consideration of this :equcat.-{~

Sincerely yours,

/S/

“w
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INSTITUTE OF MEDICINE
NATIONAL ACADEMY OF SCIENCES
2)01 CONSTITUTION AVENUE  WASHMINGTON. 0. C. 20418

KENNETH LSHINEM.D. = August 6, 1993

Department of Health and Human Services
Hubert H. Humphrey Building, Room 716-G
200 Independence Aveauve, S.W.
Washington, DC 20201

Dear —

I am picased 1o invite you to a dinner and bricfing on the Institute of Medicine's forthcoming
report, "Clinical Applications of Mifepristone (RU 486) and Other Antiprogestins: Assessing the
Science and Recommending a Research Agenda® on Wednesday, September 8, 1993 at 6:30 pm.,

The IOM report evaluates the current state of the science regarding clinical usa;of
antiprogestins and gives recommendations concerning future rescarch on the potential clinical use
of antiprogestins in the United States. T

We expect the report to be reicased publicly on Scptember 8, 1993, to coincide with this
dinner and briefing. Atthedinnertbechaimmoflhewmmittee.[aﬁez.mabn;with
cewmlmembatofthecommitwewmpruentabdefrevicwofthsmmmee’sworkmd
recommendations, Thedhumionﬁoﬂmwingdinnetwmpmvldeanoppormnityﬁmeinismﬁon
Mmdmwmwmuﬁmfomdaﬁonmpmnuﬁmmmwm
lcaders to discuss aspects of the report with its authors. IbopeyouwilljoinmonWednecday
cvening, September 8, for a small reception at 6:30 p.m. in the Rotunda, with dinner following at 7:15
pam. in the Members’ Room of the National Academy of Scicnces at 2101 Constitution Avenue,
N.W, Please use the Constitution Avenuc entrance.

We bope you will be able to attend this special event. Please RSVP to Kathi Hand at 202-
334-1601 by August 27.

- —

"

———

cc:  Kathi Hand

— 759408
TRACER

q$,3q3q
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The Saturda); Evening Post
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T ‘ Cory SerVam, MD
- Cduor
THE SATURDAY EVENING POST

Octobar 14, 1992

Secretary Jack Kemp
U.S. Department of Housing and Urban Developmrent
Washington, DC 20410

Dear Jack: .
You could halp‘our GOP ticket win seats this year
tf you could just persuade the President and Dan Quayle
o say:

"We have a win-win solution to the abortion problem.
»We have instructed the FDA to approve for immediate

use as a contraceptive, a pill that will prevent
conception immediately after coitus."

;"‘V:‘l'w,ﬁ o

It will prevent conception if taken promptly and it
has no side effects other than causing a woman to be late
for her period. This isn't a problem as she can know she
isn't pregnant with the home pregnancy kits.

Yes, this contraceptive CAN prevent the sperm from
reaching the egg so that even the most purist of the
hard-rock fundamentalists can be sure trey ara oka¥ in
using it as long as they agree that contraception 1s okay.

. It is more effective than the intrauterine device and
safer.

This one-time pill would be inexpensive for the poor
women who need it most., It could wipe out the need for
abortions preventing pregnancies from occuring in a
most convenient manner.

Plaase, Jack, use your influence to get the GOP to get
credit fer putting this mifeprisone into the hands of the
women who want it.

»
B -~

Divisian of the Benjamin Frankiin Literary & Medical Sociery
1100 Waterway Boulevard + Indianapolis, Indiana 46202  (317) 636-8881 « FAX {317) 637-0126
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As -a tamale and a physician, I can tell gou that m
women f£¥iepds -are balking over this issue and when Bil
Clinton and MHillary see the obvious reasons for getting it
approved K¥ the FDA fast we'll loock like slow learxners.

We could scoop them at it. It is new because we
didn't knhow it would work to prevent pregnancy before.
Now we know! Let's act! '

I have talked with the authors of these journal
articles and to David Baird in England. I am told that
there are new improvements of this pill that are ready.
We need never refer to the old RU-486.

If we could get the FDA's approval bafore the
election, it might make the difference.

Very Cordially,

%L%M/W LO "3"'

Cory S aas, M.D.

MIF 003637
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INSTITUTE OF MEDICINE
NATIONAL ACADEMY OF SCIENCES
2101 CONSTITUTION AVENUE  WASHINGTON. D.C. 30418

Ser 1o 310F4'93

DMSION OF ’ MX: S0R/304- 1388

September 13, 1993

MEMORANDUM
TO: Members of the Forum on Drug Development
FROM: Cassells, Director

on Drug Development

L TR T

SUBJECT: M Report Clinical Applications of Mifepristone, RU
486, and Other Antiprogestins

R IV

les Benet's Committee on Antiprogestins: Assessing the
Science, has recently released their final report. Enclosed,
please find a copy of the report summary. If you would like a
copy of the full report, please contact Jay Ball, (202) 334-2526.

APPEARS THIS 'WAY
- NGRITTIA

a5\
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./(C DEPARTMENT OF HEALTH & HUMAN SERVICES , Public Health Service

<,

TO:

FROM:

SUBJECT:

Food and Drug Administration
Rockville MD 208567

November 30, 1995

Ce e

FDA Executive Secretariat

-

Congressional Document Request from Rep. Coburn Regarding RU-486--
TRANSMITTAL

This is in response to your memo, dated November 20, 1995 for copies of documents relating to
communications concerning RU-486 (mifepristone), requested in a November 10, 1995 letter

from Representative Tom Coburn. Per our discussion,

e e e e e st 3 . - the following
documents are attached: ' :

)
Tab A - RU-486 documents previously released in response to an FOI request (#93 47009_)5"

TabB -

Tab C -

in 1994 (with index for your information). These records have already been
redacted and are releasable.

Releasable responsive documents received by FDA Exec Sec since the above
referenced FOI response was issued. These are FOI releasable.

e s eomeeererenmseennsm Jocuments received by FDA Exec Sec since the above
referenced FOI response was issued. These are provided for your information.

. ]

L

- T
A

Attachments
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SOCIETY OF PHYSICIANS FOR REPRODUCTIVE CHOICE AND HEALTH

- 7 K ) Bvery Pregnoncy A Wonted Preguancy

May 18, 1994 . \\

Ms. Margaret Catley-Carlson, President
The Population Council

1 Dag Hammarskjold Plaza - Sth Floor
New York, New York 10017

Dear Ms. Catley-Carlson:

As chair and on behalf of both the Society of Physicians for Reproductive Choice and
Health and the Scientific Advisory Board of the Delta Group, I wish to express .our
congratulations and thanks for the tireless efforts and successful negotiation by the Populagion .--
Council, Dr. David Kessler and the Food and Drug Administration, Secretary Donna Shaf '
and their people in obtaining the patent rights for RU 486 from Roussel Uclaf. This is a his®iric
accomplishment that now challenges all of us to advocate, counsel and implement a delivery
system that will permit RU 486 and its biologic propesties to be pharmacologically available for
personal choice in conception control, effective family planning, and the health care of women.

The Society of Physicians for Reproductive Choice and Health is a national organization
with international aspirations. We have been granted a 501(c)(3) status. Our membership is
committed to developing a reproductive health care educational and advocacy program that will
involve physicians, medical students and concerned scientists. The membership has a
responsibility to promote an ethical patient-doctor relationship consistent with a state of physical,
mental and social well being for each individual, We believe there is a need for such leadership
0 encourage public. communication and a realistic awareness of the biology of human
reproduction.and human sexuality within the context of emerging contraceptive technology and
to support-the-concept of reproductive freedom and personal choice. There is no intent in any
of these responsibilities 15 impose a coercive element and there is a conscious sensitivity for
ethnic, cultural, and religious diversity.

The Delfa Group and its Scientific Advisory Board are equally committed to the
exploitation of the biologic properties of RU 486 and any subsequent analogs that may be
synthesized for the benefit of ‘humankind. I, personally, was responsible for the initial
recruitment of Norman Hinerfeld and his colleagues to undertake a leadership role in the
organization of a corporate structure that would have the funding, the energy, the know-how,
and the temerity to manufacture and distribute RU 486 if the Population Council obtained a
contract. You and your colleagues are acquainted with the thoroughness of Delta’s
accomplishments that have been necessary to develop an ethical and financially stable company.

Aot Blastein College of Medicing / Ullmann Buildling - Room 109
1308 Morris Park Avenne, Breaz, NY 10461/ Telephons Number: 718-438-2691 | Fax Number: 713-430-3728
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Ms. Margaret Catley-Carlson -2- May 18, 1994

———
————

Hinerfeld and-his coljeagues and the membership of the Scientific Advisory Board recognize a
private-public trust-responsibility if we are selected to join the Population Council and assist in
the implementation of your objectives. '

We hoﬁe—‘the Population Council will recognize the Delta Group as a partner in your
population oriented reproductive health care work.

Sincerely,

LRt
* Professor Emeritus

cc:  Mr. Norman Hinerfeld
Dr. David Kessler
Hon. Donna Shalala

;' R -'-”1"-0 v 1

SLR/et

ikt
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LThe- Feminist Majority Foundation

'—":._' l/ mWHaiS&eﬁ

Donna Shalala

%arment of Health and Huoman Services
Independence Avenue
Washingron, D.C. 20201

&OM-&— '
Dear Sccrejary Shalala,
I wanted to thank you for your leadership in bringing RU 486 to the United States.

The announcement of the transfer of RU 486 patent rights from Roussel Uclafwo -~ _
the Population Council was truly historic. We understand from all partes that your f i
szong position in favor of RU 486 and your courage in establishing a deadline for action 7 - :
by Roussel Uclaf were largely responsible for the signing of the contract on Monday.
Because of your work not only will womea soon have sccess to RU 486 as a
w& of early abortion, but the logjam on clinical trials on the other uses of RU 486 has
broken.

We look forward to working with you to make sure that the clinical trials,
identificaion of a manufacturer, New Drug Applicadon, and Food and Drug
Administration approval proceed as quickly as possible. We also hope that expanded
clinical wials on RU 486 as a treaunent for breast cancer, endometriosis, meningioma,
Cushing Syndrome, and fibroid tumors and as a contraceptive and momning after pill can
move forward expeditiously.

RU 486 is long overdue in this country. You have done a great service for
American women by ending the delays that have kept this medical breakthrough from the

United Stites,
ISmey, |
-’ Simly'
' . Eleanor Smeal
© President

1600 Wilson Boulsvard, Suits 301, Artington, VA 22209 @ (703) 522-2214 © Fex (703) $22-2219
selfiiie e
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The Feminist Majority Foundation

May 20, 1994

Food and Drug Administration

Parklawn Building, Rm. 1481

5600 Fisher's Lane .
Rockville, MD 20857

Dear —

I wanted to thank you for your leadership in making RU 486 availableto - -
American women, % .
The announcement of the transfer of RU 486 patent rights from Roussel Uclaf to 3 °
the Population Council was truly historic. All parties felt that you had played a crucial -
role in convincing Hoechst AG and Roussel Uclaf to move forward with the Population
Council contract.

We look forward 1o working with you to make sure that the clinical trials,
identification of a manufacturer, New Drug Application, and FDA al proceed as
uickly as possible. We also hope that expanded clinical trials on RU 486 as a treatment
or breast cancer, endometriosis, meningioma, Cushing's Syndrome, and fibroid tumors
and as a contraceptive and moming after pill can move forward expeditiously.

Again, our thanks for your commitment and J)erseverance. You have done a great
service for American women by helping to end the delays that have kept this medic
breakthrough from the United States. -

IR ‘ For Women's Rights,

& | Eleanor Smeal :
President

1600 Wilson Boulevard, Suite 801, Arlington, V;\ 22209 @ (703) 522-2214 ® Fax (703) 522-2219

e
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] ./(C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
e

>, Food and Drug Administration
Rockvile MO 20887

June 9, 1994

Dogcteur Edouard Sakiz

Président du Conseil de Surveillance
Roussgel Uclaf

35, Boulevard dés Invalides

75007 Paris, Prance

Dear EBdouard,

I want to thank you very much for your kind letter of May 25.
I also want you to know what a pleasure it has been working with
you over the past year.

Although we faced some difficult moments together, I recognize
that our mutual success was brought about in large part through
your personal dedication, hard work, and conviction that RU-486
should be made available to women in this country if it is found-
to be safe and effective through our regulatory review process.

I also want to express my appreciation to others at Roussel Uclaf
who made this possible.

K XN T

LYRR)

If I return to Paris and have an opportunity to vigit with you.
I will certainly let vou know. Until then, my very best wighes
to you.

Sincerely yours,

— 18/

"

APPEARS THIS WAY
ON ORIGINAL
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ROUSSEL UCLAF ‘\

w Edouard Sakiz :
Président du Consell de Survetilance Paris, May 25th, 1994

S -

Doctor David A. Kessler

Commissioner of Food and Drugs
Department of Health & Human Services
Food and Drug Administration

Rockville, MD 20857

USA

Dear Doctor Kessler,

*

On behalf of all of us at Roussel Ucdlaf, I write to thank you for your personal
concern and attention to the RU 486 project. :

Without the involvement of you and —  the successful resolution that
Secretary Shalala announced on May 16th could not have taken place.

We have been most impressed with your professionalism and dedication. The
United States Government is indeed fortunate to have people of your calibre
protecting the health and safety of the American people.

On a personal basis, 1 look forward to working with you again in the future.

Yours sincerely,

APPEARS THIS WAY
ON ORIGINAL

35, Bovlevard des Invalides 75007 Paris
T& « 33 (1) 40 62 44 28 Fax. +33 (1) 4062 44 9¢ Tix GRUPA 200 6%

MIF 003653



The Feminist Majority Foundation

May 19, 1994

Secretary Donna Shalala

De t of Health and Human Services
200 Independence Avenue

Washington, D.C. 20201

&m
Dear Secregar§ Shalala, . ‘

[ wanted 1o thank you for your leadership in bringing RU 486 to the United States.

The announcement of the transfer of RU 486 patent rights from Roussel Uclaf o -
the Population Council was truly historic. We understand from all parties that your ¢

strong position in favor of RU 486 and your courage in establishing a deadline for action .

by Roussel Uclaf were largely responsible for the signing of the contract on Monday. h
>

Because of your work not only will women soon have access to RU 486 as a B

method of early abortion, but the logjam on clinical wrials on the other uses of RU 486 has

been broken.

We look forward to working with you to make sure that the clinical trials,
identification of a manufacturer, New Drug Application, and Food and Drug
Administration approval proceed as quickly as possible. We also hope that expanded
clinical mrials on RU 486 as a treatment for breast cancer, endometriosis, meningioma,
Cushing Syndrome, and fibroid tumors and as a contraceptive and morning after pill can
move forward expeditiously. ‘

RU 486 is long overdue in this country. You have donc a great service for
American women by ending the delays that have kept this medi breakthrough from the

United States.
e " .
T Sincerely,
) . Eleanor Smeal

L _ President

1600 Wilson Boulevard, Suite 801, Arlington, VA 22209 @ (703) $22-2214 @ Fax (703) $22-2219

v e
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; / DEPARTMENT OF HEALTH & HUMAN SERVICES Public Heslth Service
5
\N- — . Food and Drug Administration
-z . Rockville MD 20857
e _ June 13, 1994

L4

Mrs. Judie Brown
President

American Life League, Inc.
Post Office Box 1350
Stafford, Virginia 23558

Dear Mrs. Brown: .
This is in response to your letter of June 3, 1994, to Dr. David
Kessler, requesting information concerning RU-486 (mifepristone).

I have enclosed those documents that you requested that the -
Agency has in its possession. These are limited to the names anjl_
curricula vitae of current voting members of the Center for Drug e
Evaluation and Research’s Fertility and Maternal Health Drugs ¥,
Advisory Committee and the Center for Devices and Radiological b
Health’s Medical Devices Advisory Committee’s Obstetrics-

Gynecology Devices Panel. The Agency is not in possession of the
othexr documents that you reguested.

This drug, like any other drug, will be studied pursuant to Food
and Drug Administration (FDA) regulations, 21 CFR Part 312, and
any new drug application for the drug will not be approved unless
the Arug meets all FDA requirements, 21 U.S.C. $355 and 21 CFR
Part 314. W¥We cannot comment on the specific questions you have
raised, because the details of any investigational new drug
application that have not been disclosed by the sponsor are
confidential, in accordance with ¥DA’s regulations.

You also requested information regarding United States policy
with respect to medical coverage for injuries incurred by
patients wio particjpate in clinical trials. FDA’s informed
congent regulations require, for research involving more than
minimal risk, that eich research subject be provided an
explanation assto whether any compensation is available and an
explanatioff’ as to whether any medical treatments are available if
injury occurs and, if so, what they consist of, or where further
information may be obtained (21 CFR 50.25(a)(6)). We are not
aware of any U.S8. policy that would require either the clinical
investigator or the study sponsor to provide medical coverage for
injuries incurred as a result of participation in this type of
clinical study. Clearly, a clinical investigator or sponsor may
choose to do so, but there is no federal requirement.

MIF 003655



Page 3 - Mr#.-Judie Brown

Undex AqencAy policy, this drug, as well as any other drug, is to
be studied coflsistent with appropriate ethical, legal, and

scientific sta._?dards .

== Sincerely yours,

)</

M
[ _

Enclosures

A O
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; ﬂﬂﬂ American Life League, Inc.

— -Naﬁonal Headquarters: P.0. BOX 1350, Stafford, VA 22555
e -~ (703) 659-4171 » Meétro D.C. 690-2049 » Fax (703) 659-2586
-——
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June 3, 1994

Commissioner David A. Kessler, M.D.
U. 8. Food and Drug Administration
5600 Fishers Lane, Room 1471
Rockville, MD 20857

va4

Dear Dr. Kessler:

-

vliﬁswzss g o
d3Al393y

We at American Life League have read with interest of the aggressive role the
Clinton administration and you have played in pressuring Roussel-Uclaf to reachan -
agreement with the Population Council to bring the abortion drug RU-486 to the United

States. The history of the Population Council (see below) has made clear that they have a2 -

political agenda that places the human rights and health of women at a lesser premium
than the goal of curbing reproduction among the poor.

We are decply concemed about the potential impact of this agenda on the approval
process for RU-486, and we are similarly concerned that the aggressive stance of yours
and of the the Clinton administration will compromise the ethical and medical standards
that should apply in the conduct of RU-486 trials. The Food and Drug Administration's
own record in approving the Pill and JUD as initially safe for women who were
subsequently harmed by these drugs and devices is hardly reassuring. Moreover, it is
troubling in this context that the FDA has a history of relying upon advisors who have a
population control agenda.

Because of this, we are asking that you immediately release to the public the
following:

* The names ai surricula vitac of all FDA advisors of all current members of the
FDA's obstetric and gynecological committee;

* The names of the principal investigators conducting the trials for the Population
Council ot itsfjent;

* Copies of the informed consent form(s) and related materials to be distributed and/or
signed by the women who participate in the RU-486 experiments;

* Information regarding the procedures and oversight the FDA will insist upon to ensure
that the group or groups selected for RU-486 trials and experiments will not be lost to
follow-up, as happened in the original oral contraceptive trials in Puerto Rico;

* A description of the economic/social characteristics of the women who will participate
in the RU-486 trials;

*Before | formed you in the womb | knew you . . ."—Jeremiah 1:5
All gifts are totally tax-deductible

MIF 003657
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Commission&f David A. Kessler, M.D.
June 3. 1994_ e ’
Page 2 -

-
P

* Information regarding whether any woman under the age of 18 will participate in the
RU-486 trials and, if so, whether her parents or guardians will be required to give
consent for her participation;

* The medical ' warnings, if any, that will be given to women in these trials, as well as
information regarding any waivers required for participation in RU-486 trials;

* Information regarding U.S. policy with respect to medical coverage of injuries
suffered by any women as a result of participation in RU-486 trials;

* A statement as to whether you made any representation or promise to any official or
representative of Roussel-Uclaf or other party.interested in marketing RU-486
regarding the availability of prostaglandin drugs from Searle, or any other company, to
be used in conjunction with RU-486. '

Our concerns regarding these issues are based on bitter experience.

It is obvious that prototypical health standards--specifically the injunction against
intentional or negligent infliction of physical harm upon an individual--have regularly been
overridden where the collective values of the population control community are enthroned
as policy guidelines. For example, Planned Parenthood's Dr. Elizabeth Connell, who later
became a consultant to an FDA Drug Advisory Committee, stated: "It would be
unreasonable 10 expect those attempting to deal with the exigencies of the population
crisis and the agonies caused by unwanted pregnancies to view the pil) precisely the same
way as medical traditionalists demanding a preparation proved 100 percent effective, safe
and devoid of all side effects."!

;‘-pg.'-”,» ol

The Population Council's disregard for the health and rights of women has an even
older pedigree. I call your attention to a remark by Dr. J. Robert Willson at a 1962
conference sponsored by the Population Council, which was promoting the now
discredited IUD. Dr. Willson said: ". .. suppose one [patient] does develop an
intrauterine-infection and suppose she does end up with a hysterectomy . .. How serious
is that forthe pdrtitular patient and for the population of the world in general? Not very.
Perhaps we have to stSp thinking in terms of individual patients . . . perhaps the individual
patient is expendable in the general scheme of things, particularly if the infection she
acquires is sterilizinf but not lethal.”

Dr. Mary Calderone, Planned Parenthood's Medical Director at that time, said: "It
thrilled me to bear a clinician like Dr. Willson talk in terms of public health applications as
I, a public health person, would not have dared to talk, particularly in this assembly."

Dr. Jack Lippes, inventor of the FDA-approved Lippes Loop, said: "As you
know, I have no reservations about ascending infection. This is not one of the things I
worry about."¢

MIF 003658



Coun'nissioner Davjd A Kessler. M.D.
June 3,194 -
Page 3

-
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To put it rather mildly, ascending infection associated with intrauterine devices
gave tens of thousands of American women a great deal to worry about. That sorry
experience, a result of the indifference of population-control activist physicians, and of the
rush to judgment of a sympathetic FDA, should never be repeated. That is why it is of
surpassing importance that the FDA insure that the processes, personnel, and protocols
involved in the examination of the safety of RU-486 be conspicuous and
contemporancously released to the public now for examination.

For the heaith and safety of American wo‘mcn. we strongly urge you to proceed
forthrightly and in the open, and make a full disclosure of all material relating to the
review and potential for approval of RU-486. '

Sincerely yours in the Lord of Life,

M

rs.) Judie Brown, President
American Life League, Inc.

1 Family Planning Perspectives, January 1970.

2 Intrauterine Contraceptive Devices, Proceedings of the Conference.
Excerpta Medica Foundation, April-May, 1962, p. 124, 125.

3 Dbid.

4 Tbid.
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AMBASSADE DE FRANCE

Le Conseiller
pour les Affaires sociales

[P e e A S T

a ’

N b 4 8500 1 BT Tt 3 ke

FDA

5600 Fishers Lane
Room 1481
Rockville, MD 20857

Dear

It has been a pleasure seeing you earlier this week on the occasion of the

hearing on RU-486.

I thought you might be interested in obtaining a copy of the letter I sent to

AUX ETATS-UNIS

4101 Rmtku‘ NW

Tm (‘202) 9“-6232

May 19, 1994

Commissioner Kessler regarding the French Health Care System.

-

APPEARS THIS WAY
ON ORIGINAL

MIF 003660
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AMBASSADE DE FRANCE AUX ETATS-UNIS

© ; i @ ) 4101 Reservoir Road. N.W.
~ Washé DC, 20007

= - Ta %202 46232
. Téldcopie: (22) 944-8257
Le Conseiller -
pour les Affaires sociales

May 19, 1994

Dr. David Kessler
Commissioner

FDA

5600 Fishers Lane
Room 1145
Rockville, MD 20857

Dear Commissioner Kessler:
It was a privilege for me to listen to your testimony regarding RU-486 before ‘-
the House subcommittee on small business on Monday, May 16.

\:'c ....‘.-,‘ .

I fully agree with you that the United States and French Health Care Systems
are very different. It is true that there is a much larger government run health care
network in France than here. —

However, even though the administration is part of most decisions, our
mandatory Health Insurance System is not a public entity. It is administered by a
board made primarily of representatives of employers and employees.

Moreover, on the delivery side, France is a mix of public and private
providers: two thirds of acute care hospital beds are public, one third private. The
figures are rougﬁ[y the opposite for medium and long term hospital beds and almost
all physicians in office based practice are in the private sectors.

As far as pregnancy interruption is concerned, there is a government run
accreditation process, but private hospitals and clinics are eligible as well as public
ones. In 1992 (last year's data is unknown yet), 166,507 interruptions were performed
in France: 111,710 in the public sector, 54,797 in the private one, or two thirds in the
public, one third in the private sectors.
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The French reality is probably closer to the one in the United States that one
could think. _This may be of interest in the coming d~bate on RU-486 distribution
and delivery in the United States.

You will find enclosed, for your information, a set of documentation on the
French Health-Care System.

Respectfully yours,

e

- “Pascal CHEVIT, MD, MPH

¢ — .

wee

APPLARS THIS WAY
CN ORIGINAL

"
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ROUSSEL UCLAF .\

" "Docteur Edouard Sakiz . Paris, May 30th, 1994
Préstden: du Conseil de Surverlunce —

S -

The Honorable Donna E. Shalala
Secretary of the Department of Health
& Human Services

H.H.H. Building - Room 615 F
Washington, D.C. 20201

USA

Dear Secretary Shalala, - s

*

On behalf of the Roussel Uclaf Group, I would like to express our sinoerc:'thanks
for your personal involvement and assistance with the RU 486 project. -

Tbe successful resolution that you announced on May 16th had been awaited for
a very long time by American women, and it gave me tremendous pleasure to
witness the enthusiasm that followed the announcement.

Personally, I am very pleased that your Administration has come to this decision
after a careful review of the situation, and despite the fact that many obstacles had
to be surmounted. 1would like to congratulate you on the determination which you
showed in these initial steps to make the drug available to American women.

Respectfully yours,

- —

APPEARS THIS WAY
ON ORIGINAL
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FDA

‘.‘-n"n... . .
{"‘ NDEPARTMENT OF HEALTH & HUMAN SERVICES h Public Heahth Service
“.
Ssenne i o ) Otfice of the Assistant Secretary
- _ . for Hesith
AUG 1 g 192 __ Washington DC 20201
MEMORANDUM"
TO: The Secretary ' _
Through: DS
Cos T
ES 3
FROM: Assistant Secretary for Health

SUBJECT: RU-486--BRIEFING

PURPOSE

This memorandum is to ﬁrovide briefing information on the dfug
RU-486. :

g BACKGROUND ' :

RU-486 is approved for abortion in France and England and is not?
approved for marketing in this country. It is manufactured by
the French drug firm Roussel Uclaf, which holds a patent on the
starting material for the drug. The manufacturer has not
submitted a new drug application to FDA for review and has stated
publicly that it will not do so unless the political climate
regarding abortion in the United States changes.

Used in combination with a prostaglandin administered 36 to 48
hours later, RU-486 is reported to have an efficacy rate of 98.7%
for early first trimester abortions using a single 600 mg dose
followed by an injection of the prostaglandin sulprostone. The
efficacy rate with another prostaglandin, gemeprost, administered
as a vaginal suppository, is reported to be 96.3%. Neither of
these prostaglandins is approved for use in this country.
However, in April of this year, the regimen in France was
changed,__ Sulprostone is no longer being used and another
prostaglandin, Cytotec, which is taken orally and is approved in
this country for the pravention of ulcers for patients taking
nonsteroidal;'anti-inflmtoxy drugs, was added to -the regimen.
Repgrts_grqm preliminary data suggest an efficacy of 96% for this
regimen. .

The medical risks of RU-486 use include uncontrolled bleeding,
which can be fatal. Serious complications have also been
reported with the prostaglandins used in association with RU-486.
These complications include severe low blood pressure, heart
attacks, and deaths. Because no new drug application has been
submitted to FDA for review, the agency has not made a

HF-40:FDA: —:8/13/92: ——

Prepared by:

F“&E Orncs .m | sums "0593(! RMNANE DaTR |
ré“‘" e Oy ———— IR
ol —— e3P — 1R 1
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Page 2 - The Secretary

determination on whether existing safety and effectiveness data
would satisfy the statutory criteria for approval for use in the
United States.

IMPORT ALERT

"tn June 1989, FDA issued an import alert on RU-486. A short
summary may be helpful to clarify FDA’s import policy. Under the
Federal Food, Drug, and Cosmetic Act, an unapproved new drug may
not be legally imported into the United States except under an
investigational new drug application. However, FDA has for many
years exercised its enforcement discretion to not prevent the
importation of small amounts of drugs and other products for
personal use, provided products are not commercialized or
promoted. In the absence of commercialization or promotion,
under FDA’s policy on personal use importations, if the use is
not for treating a serious condition and the product is not.known
to represent a significant health risk, importation might be
allowed. If the intended use is for a serious condition, then.
additional factors are considered in exercising the agency’s
enforcement discretion. Importation might be allowed when the
intended use is (1) for a serious condition for which effective
treatment may not be available in the United States, (2) the
product does not represent an unreasonable risk, and (3) the
individual affirms in writing that the drug is for personal use
and identifies the U.S. doctor responsible for treatment or
provides evidence that the drug is for continuation of treatment
begun in a foreign country.

L AUSL B

LI
b

After questions had been raised concerning whether RU-486 could
be imported under the agency’s personal use importation policy,
FDA in 1989 issued an import alert stating that the drug would be
inappropriate for release under the policy and that the intended
use could pose a risk to the safety of the user. The impoxt
alert, revised in 1990, remains the current guidance to FDA

employees.
RECENT LITIGATION

With a great deal of media attention, on July 1, FDA and the
Customs Servicp detained a small quantity of RU-486 from a woman
entering the United States at Kennedy Airport in New York. The
agency and the press had been alerted that Ms. Leona Benten would
be carrying RU-486 on her person when she arrived in the United
States. On July 7, three plaintiffs--Ms. Benten, her physician,
and the person who assisted them in obtaining the drug--filed a
class action lawsuit on behalf of all women who want to import
the drug for personal use as an abortifacient under the
supervision of a physician.

On July 14, the District Court issued an order directing FDA to
release the drug to plaintiffs. In granting the preliminary

MIF 003665



Page 3 - Thg,Sgcretary

injunction, the District Court ruled that Ms. Benten would suffer

irreparable injury if she could not terminate her pregnancy
through use of-the drug rather than through surgical abortion.
The court also ruled that FDA’'s import alert instructing agency
officials to detain the unapproved drug was promulgated without

notice and comment rulemaking, in violation of the Administrative

Procedure Act and FDA regulations. 1In addition, the court found
that FDA’'s action was an "arbitrary and capricious® change from
the Agency’s policy permitting importation of some drugs for
personal use.

Upon the government‘s motion filed within hours of the District
Court’'s decision, the Court of Appeals stayed the order that had
directed FDA to release the drug. On July 15, plaintiffs
requested the Supreme Court to vacate the stay. In refusing
plaintiffs’ request, the Supreme Court concluded that plaintiffs
had failed to demonstrate a substantial likelihood of success on
the merits of their claim that rulemaking was required. The
Court’s majority also concluded that the allegations of .
constitutional rights violations were not properly before them
because those issues had not been raised in the lower couxts.
Justice Stevens, however, dissented, concluding that an undue
burden had been imposed on the exercise of constitutionally
prot:cted abortion rights. Justice Blackman dissented without
opinion.

The appeal of the preliminary injunction order may now be moot,
because Ms. Benten has had a surgical abortion. The government
intends to ask the Court of Appeals to dismiss the appeal and
vacate the existing order. The government must respond to the
original complaint, which requests the District Court to declare

AP TR I '

the import alert to be illegal, in early September. The District
Court is also currently considering the motion of Mr. A. Lawrence

Washbgrn, Jr., to intervene in the litigation to be appointed
guardian of the unborn fetuses of pregnant women seeking to
import RU-486.

RESEARCH .

FDA’s import alert on RU-486 is not designed to, and does not,
thwart appropriite research or clinical trials with the drug.
The import restrictions do not prevent importation of RU-486 for
any experimental use if an approved Investigational New Drug
(IND) Application exists. Roussel Uclaf is currently providing
the drug for trials under approved INDs, but has indicated that
it will not provide the drug for United States studies of the
abortifacient use.

A list of the INDs in effect as of July 24, 1992, is attached.

There is currently no active IND for abortifacient use. As you
can see, RU-486 is under study in this country for a variety of
indications - '
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JULY 1997 CONGRESSTONAL HEARING |

Representative Wyden’s House Small Business Subcommnittee on

Regulation, Business Opportunities and Energy conducted a hcaring
on RU=-486 on July 28 at which the actress Cybill Shepherd, among -
others, urged Congress to allow importation of the drug. FDA did?
not testify. — — who has a brain meningioma, :-

»

testified about his and his physician’s attempts to acquire RU- -
486 from Roussal Uclaf to treat his condition under a single-
patient IND. He testified (incorrectly) that FDA’s import "ban"

on RU~486 jeopardizes his chances to survive and that red tape

has thwarted his efforts. Howaver, he also testified that the
companv was not willing to release the drug to hin.

LETTER FROM REPRESENTATIVE WYDEN

You should_be aware that Representative Wyden wrote to
Dr. Bruce Chabner of the National Cancer Institute, on August 10,
1992, to request information about NCI’s interest in pursuing

studies on RU-48F and breast cancer, ’7

-
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As is apparent, there has been much public attention focused on
RU-486 lately. - However, there has been no change in its
regulatory or Barketing status in this country. There are no new
drug applications-for the commercial marketing of RU-486 in this
country for any indication, and FDA remains willing to review
applications for investigation or marketing in the U.S. of RU-

486. I will keep you informed of any developments on_the status
of this issue.

o ———

Dagmneamtr
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July 22, 1992

Dr. David Kessler, M.D.
Commissioner

U.S. Food and Drug Administration
5600 Tishars Tane

Bethesda, Maryland 20857

via Fax: (301) 443-2567

Dear Dr. Kessler:

Pursuant to our on-going inquiry into the actions of your H
agency involving the French drug RU 486, I request the following:

-- A complete list of all investigational new drug (IND)
approvals granted by your agency  to persons or
institutions conducting clinical trials with RU 486.

-- A brief description of those trials, individually.

-= Your understanding regarding the status of those
trials, individually (Is experimentation on-going? Do
researchers currently have quantities of RU 486, or are
they receiving the drug from the company?).

-- The name and telephone number of a contact person for
each IND.

As Y believe this jintormation is readily avalilable, and may
have been recently collated and up-dated by your staff, I request
that your response be telefaxed to my subcommittee staff by close-
of-business, Thursddy. Their number is (202) 225-8950.

Should yoﬁ-iaﬁe any questions regarding this request, please
don‘t hesitate to contact me, or Steve Jenning of the subcommittee
staff at (202) 225-7797.

Thank you for your assistance in this matter.
Sincerely,

RON WYDEN
Chairman

FE So2FP

I'JM 7‘ 174
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C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

'\:-.,.. Food and Drug Administration
Rockville MD 20887

December 14, 1992

Rdouard Sakis, M.D.
President, Roussel-Uclat
102 Route de Noisy
7-93230 Romainville
France

Dear Dr. Sakizx:

In a December 7, 1992, article by William Drozdiak, a Paris
reporter for the ¥as , concerning the likelihood

of RU-486 becoming available this country for interruption
of pregnancy, you are quoted as saying that "we [Roussel- B
Uclaf] are preparing to see how we can have a clinical trial
start in the U.S." The same article also gquotes me as saying .
that the Food and Drug Adminigtration "would welcome an
application® for your company’s product. o

There may be a misundergtanding regarding Federal Yood, Drug,
and Cosmetic Act requirements for drug approval. We accept
foreign clinical trials, so long as we are able to audit the
data, according to our normal procedures. Agency statf who
will be responsible for reviewing the application report that
based on publicly available information and literature, the
available data may well be sufficient to permit an adequate
review. 1In light of existing data, further clinical trials
may not be required.

My colleagues and I would be pleased to discuss thig issue
with you further i€ that would be of help.

= —

S8incerely yours,
avid A Kessler, M.D.
T Commi

ssioner of Food and Drugs

LA
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ROUSSEL UCLAF.«

Docteur Edouard Sakiz . '
Présicdens du Directotre Paris, December 17, 1992

Doctor-David A. Kessler

Commissioner of Food and Drugs
Department of Health & Human Services
Food and Drug Administration

Rockville, MD 20857

UsA

a. wos il {7

Dear Doctor Kessler,
Thank you very much for your recent letter concerning RU 486.

Indeed, we are perfectly aware that the change in the opinion of the Axt_neriean
administration will modify considerably the status of the drug in the United;States.

‘1 am also fully confident that in light of the considerable number of clinical trials
on voluntary termination of pregnancy which were initiated many years ago, it
should probably be possible for us to ask for an NDA.

Like me, you are, no doubt, aware of the numerous violent reactions which have
been launched against RU 486 by pro-lifers. As a matter of fact, although we
received thousands of signatures and petitions from these people, we received even
more letters of support from pro-choice people.

Under these circumstances, it has appeared to me that it would be better to start
clinical trials in the United States. There are many possibilities: through the
Population Council, Family Planning organizations, by licensing-out to third
parties... This, in order to give American scientists and clinicians the opportunity

-~ 1o experiment the drug and get a chance to make public statements on its many
applications.

We are presently in the process of reviewing our strategy in this direction, and we
Should be able to come up with some proposals by the end of January. I would,
then, be delighted to meet you in order to discuss the RU 486 issue in your country.

Yours sincerely,

4204252

A8 Boulevand des huvalig-~ “So0® .
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/ DEPARTMENT OF HEALTH & HUMAN SERVICES Public Heelth Service
o Office of the Assistant Secretary

o= ) for Heslth
. Washington DC 20201
FEB 5 B33

L -

TO: Commissioner of Food and Drugs
FROM: Acting Assistant Secretary for Health

SUBJECT: Importation of RU-486

In accordance with the attached memoranda from the President and
the Secretary, please analyze existing evidence to determine if
the exclusion of RU-486 from the list of drugs that qualify for
the personal use importation exemption is warranted. If
sufficient evidence does not exist, please take immediate steps
to rescind the -RU-486 import alert.

In addition, you are requested to assess initiatives by which
testing, licensing, and manufacturing of RU-486 and other
antiprogestins can be promoted in the United States.

DR R

The Secretary has requested that I direct you to proceed with all
possible speed in these matters, and has asked that I report back
to her regarding the import alert, and options to promote the
testing of RU-486 or other antiprogestins. Accordingly, please
report to me as soon as possible with respect to these matters.

Ve 7.

/S/

Attachments

"
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THE WHITE HOUSE
WASHINGTON

January 22, 1993

MEMORANDUM FOR THE SECRETARY OF HEALTH AND HUMAN SERVICES

SUBJECT: Importation of RU-486

In Import Alert 66-47, the Food and Drug Administration (“FDAY)
excluded the drug Mifepristine -- commonly - known as RU-486 --
from the list of drugs that individuals can import into the
United States for their "personal use,"™ although the drugs have
not yet been approved for distribution by the FDA. (See FDA
Regulatory Procedures Manual, Chapter 9-71.) Import Alert 66-47
effectively bans the importation into this Nation of a drug that
is used in other nations as a nonsurgical means of abortion.

R ST

I am informed that in excluding RU-486 from the personal use
importation exemption, the FDA appears to have based its P
decision on factors other than an assessment of the possible --
health and safety risks of the drug. Accordingly, I hereby
direct that you promptly instruct the FDA to determine whether
there is sufficient evidence to warrant exclusion of RU-486 from
the list of drugs that qualify for the personal use importation
exemption. .Furthermore, if the FDA concludes that RU-486 meets
the criteria for the personal use importation exemption, I
direct that you immediately take steps to rescind Import

Alert 66-47.

In addition, I direct that you promptly assess initiatives by
which the Department of Health and Human Services can promote
the testing, licensing, and manufacturing in the United States
of RU-486 or other antiprogestins. .

You are hereby authorized and directed to publish this
memorandum in the Federal Register.

-
”
L - N

U\w ot 0 e ) Chtace s v
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THE SECRETARY OF HEALTH AND HUMAN SERVICES
WASHINGTON, OL. 20201

FEB | 1983

C e -

TO: The Acting Assistant Secretary for Health
FROM: The Secretary
SUBJECT: Importation of RU-486

In accordance with the attached memorandum from the President,
you should instruct the Food and Drug Administration to initiate
an immediate and thorough review of the potential import of the
drug Mifeprestine (RU-486) for personal use. The purpose of this
analysis is to determine if sufficient evidence exists to warrant
exclusion of RU-486 from the list of drugs that gqualify for the.
personal use importation exemption. The review should focus on.
health and safety implications of the drug and findings should be
raported to the Secretary promptly. If sufficient evidence doe
not exist to warrant exclusion of the RU-486 from the list of
drugs for personal use importation exemption, this import alert -
shall be rescinded.

At the same time, FDA is directed to promptly assess initiatives
to promote testing of RU-486 or other antiprogestins in the
United States, and as appropriate, licensing and manufacturing in
this country, and report on options to the Assistant Secretary
for Health and the Secretary.

Donna E. Shalala

Attachment

™
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FOOD AND DRUG ADMINISTRATION Cfiice of Executve Secretanat

Memorandum

March 30, 1993

Note to

Cen -

‘Subject: Letters from Potential Investigators for RU-486 Research

Sol,

We received the attached note from — — on the letter from - —
(TRAC 9301482). Could you please draft an appropriate response to —— and give it
to me so that we can clear it with —— . The cleared draft response can then be used for
other investigators who write in. Thanks.

/c/

v/

e

Senior Policy Analyst

LYY
;

Attachment
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Fomly & Community Mediclne [

March 19, 1993

David Kessler, MD. PhD

. Director .
US Food and Drug Administration
Rockville, MD 20857

RE: Our Interest in Serving as Investigators for RU-486 Rescarch

Dear Dr. Kessler:

1 am writing 10 inform you that if and when RU-486 becomes available as an investigative drug
in the U.S., 1 will be interested in serving as an investigator for research on this pharmaceutical

agent. .
We have sufficient numbers of patients to conduct investigations of this drug. We opcraié,a
busy academic family practice clinic { —— visit per year) in which a major portion of the
patient population consists of women of childbearing age. In fact, the most frequent reason for
a visit to our clinic is pregnancy care.

Our clinical facility and patient population regularly participates in research activities. My
depariment, which has one of the largest research programs of any depariment —

~ has conducled numerous large-scale pharmaceutical research projects. 1 have
personally served as an investigator for several drug studies.

I have had a long-standing interest in the development and clinical use of RU-486, and have
published na the topic. My CV is enclosed. 1 hope that you will make our interest in this
research known to the appropriate individuals. '

Sincerely, -

—
.
L]
ey rm

R, rr e

4301462
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ISSUE MANAGEMENT: RU-486

Summary of Initiative - On January 22, 1993, President Clinton issuved a memorandurn
directing Secrefary Shalala to assess initiatives to promote the testing, licensing, and
manufacturing in the United States of RU-486 (mifepristone) and to direct the Food and Drug
Administration (FDA) to reassess whether RU-486 qualifies for importation under FDA's
personal use imporation policy.

Measure of Success - The end result that would constitute success for this initiative would be
- the submission of a’New Drug Application (NDA) to FDA for RU-486 for abortifacient use.

Strategic Plap - RU-486 is manufactured by the French firm Roussel-Uclaf and approved to
help induce abortions in Prance, the United Kingdom, and Sweden. Roussel-Uclaf has stated
that it can act in the U.S. only with the approval of its parent company, Hoechst AG.

Hoechst has historically refused to permit Roussel-Uclaf to seek marketing approval for RU-
486 as an abortifacient in the U.S.

»

In June 1989, after questions had been raised concerning whether RU-486 could be imported #
under FDA's personal use importation policy, the Agency issued an import alert on RU-486. ;-
FDA stated that the drug would be inappropriate for release under the policy and that the -
intended use could pose a sisk to the safety of the user. The import alert was challenged on
July 1, 1992, when FDA and the Customs Service detained a small quantity of RU-486 from

a wornan entering the U.S. at Kennedy Airport in New York. The woman and two other
individuals filed a lawsuit which is still bcing litigated. In accordance with the President’s
January 22 memorandum, FDA is reassessing whether RU-486 might qualify for importation
under FDA’s personal use importation policy and whether the import alert should be

rescinded. -

On December 16, 1992, 34 newly clected House members urged Hoechst AG to begin studies
of the abortifacient use in the U.S., stating that "American women should have the same
choice as women in other nations to terminate a pregnancy in a safe and responsible manner.”
Other members of Congress have also written to Roussel-Uclaf vrging them to submit a
marketing application for RU-486. In December, Commissioner Kessler wrote to Roussel-
Uclaf on this drug. In response, on December 17, 1992, Roussel-Uclaf informed FDA that it
was reviewing its strategy for beginning clinical trials in the U.S.

In February 1993, senior Roussel-Uclaf representatives met with Commissioner Kessler and
some key FDA staff-to discuss the availability of RU-486 in the U.S. for marketing and
research, focusing on the types of data FDA would need in considering an NDA for RU-486.
While asserting RU-486 should be made available in the U.S., the firm emphasized Hoechst's
mandate that Rouassel-Uclaf find a way to achieve the goal without the involvement of
Roussel-Uclaf. Possible avenues discussed were a U.S. pharmaceutical firm, a research
center, ot a university. In March, the Secretary wrote to the president of Hoechst and urged
him to eliminate the corporate barriers to the introduction of RU-486 into the U.S. market. In
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a related development, Searle. has recently expressed reluctance to commit its prostaglandin,
Cytotec, to be used in conjunction with RU-486.

At a moeeting on April 20 with company representatives, Roussel-Uclaf agreed to license the
drug and to transfer the technology necessary for producing the drug to the Population
Council, a non-profit scientific and technical organization, for distribution in the U.S. The

Population Council will locate a manufacturer for RU-486 in this country and plans to begin a
. U.S. clinical trial involving at least 2,000 women to test the drug. The Population Council
will move as soon as possible to submit an NDA to FDA. Once a New Drug Application is

submitted for RU-486, FDA will conduct its formal review of the data concerning the safety
and efficacy of the drug.

L

Agency Lead and Coordipation - FDA has the lead responsibility for developing this

initiative. FDA representatives met with representatives from the National Institutes of Health

on March 2, 1993, to discuss initiatives to promote the testing in the U.S. of RU-486 and -
other antiprogestins. .

4

|

—~

b

Key_Contacts -
White House Policy:
White House Communications:
White House Legislative:
Agency: ——

-

"
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Regulatory Procedure Manuai
Part9,imports
Chapter 9.79

IMPORT ALERT IMPORT OPERATIONS BRANCH

Automatic Detention of Abortifacient Drugs No.: 66-47 Revised

e

TYPE OF ALERT:

1

PAC H
OOUNTRY H
MANUFACTURER/
SHIPPER :
CHARGE H
RECOMMENDING
OFFICE :
REASON FOR
ALERT H

h

Automatic Detention
Abortifacient Drugs (drugs that induce abortion)
New Drug without NDA/Safety from unsupervised use (DRND/DRHL)

CISINIRINIE
56008H

All

ALL UNAPPROVED

"The article is subject to refusal of admission pursuant to :
Section 801(a)(3) in that it appears to be a new drug without *
an effective new drug application (NDA) as required by Section-
s0S(a)."

HFC-131 Import Operations Branch

Questions have been raised about the abortifacient product,
RU486 or "Mifepristone" (Import Bulletin 66-B13 9/26,88) and
whether the agency should use its discretion, pursuant to the
Regulatory Procedures Manual chapter 9-71, "Coverage of
Personal Importations® (12/11/89), or otherwise, to allow its
importation for personal use.

FDA has concluded that unapproved products of this kind would
be inappropriate for release under the personal importation
policy. The intended use of such drugs could pose a tisk to
the safety of the user.

Ru~486 has also been called RU-38-486. Chemical names for

RD-486 vary and are listed below:
.1. 11B-{p-(Dimethylamino)phenyl }-17B-hydroxy-17-( 1-propynyl)

estra-4,9-dien-3-one

2. 11B-(4-dimethyl-aminophenyl)~17B-hydroxy-17A=-(prop-1-ynyl)
-estra-4,9-dien-3-one

FORM FOA 3327 (1249)
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laport Alert #66-47 - Revised Page - 2

- —

3. 178-hydroxy-118-( 4~dimethylaminophenyl-1)-17A-(propynyl-1)
-estra-4,9-diene-3-one

4._178-hydroxy-11B~(4-dimethylaminophenyl-1)-17A-(propynyl-1)-E

S. (118,178)-11-( 4-dimethylamino)-phenyl ]-17-hydroxy-17-(1-
propynyl Jestra-4,9-dien~3-one

6. 118-(4-(N,N~dimethylamino) nyl ]~17A-(prop~1- 1)-D-4,9
-estradiene-17B-0l-3-one phe prop=tmyny

INSTRUCTIONS 3 gutomticany detain all shipments of unapproved abortifacient
rugs.,

rox t No purging is required of this alert.
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“REGULATORY PROCEDURES MANUAL | .

Part 9

DPORT PROCEDURES .
‘ CHAPTER 9-71 COVERAGEZ OF PERSONAL
IMPORTATIONS

9-71-00

9-71-10

9-71-00 Purpose *
10 Background
20 Pecrsonal Baggage
25- Mail Shipments
30 General Guidance
40 Import Alerts

PURPOSE .

To provide guidelines for the coverage of personal-use quantities of
FDA-requlated imported ?toducts in baggage and mail and to gain the
greatest degree of public protection with allotted resources,

BACKGROUND

C 2T S

This new chapter consolidates policy and procedures that previocusly
existed in RPM Chapter 9-71, Mail Importations; RPM Chapter 9-72,
Coverage of Inportations Contained in Pecsonal Baggage; and, Pilot -
Guidance for Release of Mail Importations.

Because the amount of merchandise imported into the United States in
personal shipments is normally small, both in size and value,
comorehensive coverage of these imports is normally not justified.
small shipments, however, are occasionally entered in baggage or mail
as a vay of avoiding formal entry review, This guidance clarifies how
FDA may best protect consumers with a reasonable expenditure of
resources. .

Thece has alvays been a market in the United States for some foreign
made Troducts that are not available domestically., For example,
individuals of differing ethnic back?rounds sometimes prefer products
from theic homeland or tK:oclm:ts labeled in theic native language to
praducts available in United States. Other {ndividuals seek
medical treatzents that are not available in this counhy. Drugs are
sometimes mailed to this country in response to 3 prescription-like
order to-allow continuation of a therapy initiated abroad. wWith
{ncressifg international travel and world trade, we can-anticipate
that more people will hEut'chase products abcoad that may not be
approved, may be health frauds, or may be othecvise ‘legal for sale
in the United States. .

1n addition, FDA must be alert to foreign and damestic businesses that
ship unapproved, fraudulent, or othervise illegal zedical treatments
into the United States or who encourage pecsons to order these

TN 50-02  (12/11/89)
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products. Such treatments may be promoted to individuals who believe
that treatments available abroad will be effective in the treatment of
serious conditions such as AIDS of cancer. Because some countries do
not regulate or restrict the comreccial exportation of unapproved
products, people who mail ocder from these businesses may not be
afforded protection of eithec foreign or U.S. laws,  In view of
the potential scale of such commescial operations, FDA has focused its
enforcement resources moce on products that are shipped commercially,
including small shipments sclicited by traditional mail-ocrder
promotions, and less on those products that are fcrsomny carried,
shipped by a personal non-comtescidl representative of a consignee, or
shipped from a foreign medical facility where a person has undergone
treatment.

9-71-20 PERSONAL BAGGAGE

FOA personnel are not to examine personal baggage. This o
responsibility rests with tre L.S, Customs Service. It is ex cted -
that a Customs officer will rotify the local FDA district ottﬁe by 3
telephone when he or she ras detected 3 promotional shipment or 8 -
shipment of an m—re?laud scticle intended for commercial
_distribution (see 9-71-30). an scrticle that FDA has specifically

requested be detained, or an IA-requlated article that represents a
health fraud or an unknown risk to health,

when items in personal baqqage ace brought to FDA’s attention, the
district office should use 1ts discretion, on a case-by-case basis, in
accordance with the guidance provided in 9-71-30 in deciding whether
to request a sample, detain the article, or take other appropriate
action,

9-71-25 MAIL SHIPMENTS

Generally, FDA personnel only monitor mail importations. It is .
expected that a Custoas offices {rom the Customs Mail Division will
examine a parcel and wvill sat 1t aside £ it appears to contain &

-drug, biologie, or device, an srticle that FoA has'specifically
requested be detained, or an mk-n?uhtod article that represents a
health fraud or unknown risk to heslth. '

FDA should audit those parcels set aside by Customs in accordance with
the guidance provided in 9-71-30 using the following procedures:

Complete the form FD-125 “Mail Collaction Repoct® for each parcel
collected for sampling. Cenerslly, a physical sample is not
requized on mail importations because a documentary sample, ¢.g.,

™ 90-02 (2/11/89)
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-labels, inserts, etc., will be sufficient for most regulatory
purposes. If a physical su?h {s needed, collect only the
ninimum necessacy for analysis by the laboratocy. The remaining
portion should not be removed from the custody of the Customs
Mail Division, - .

Impocrtations detained in accordance with this guidance should be
held by Customs until they are either released or refused cntr{.
Attached as gquides are two specimen letters that may be sent with
the Notice of Detention and Hearing when a parcel is detained:
Exhibit X9-71-1 for use in general mail {mportations, and Exhibit
X9-71-2 for use in unapproved drug or device mall importations.

on occasion, products detained by FDA will be mixed with
non-FDA-requlated products., When we refuse admission of the
FOA-regulated portion, any request for the release of the
non~FDA-regulated portion should be referred to the Customs Mail
Division with a Notice of Refusal of Admission covering the .
detained article. Final disposition of all merchandise, .
including the destruction of detained merchandise, is the ¥

responsibility of Customs.

9~-71-30 GENERAL GUIDANCE

Even though all products that appesr to be in violation of statutes
administered by FDA are subject to refusal, FDA personnel may use
their discretion to examine the background, risk, and purpose of the
products before making a final decisron. Although IDA may use its
enforcement disccetion to allow admission of certain violative iteas,
this should not be interpreted as a license to individuals to bring in
such shipments. - v a

A. Comvercial or Promotional Shipments

Commercial and ,ﬁmumﬂ shipments are not subject to this
guidance, Whether or not a shipment is commecrcial or promotional

-~ should be determined a numbec of factors including t?nd tm of

product, the accorpanying litecrature, the size, value,

destination of the shipment. FDA personnel should also considet
vhether an Smpoctation of drugs or medical devices is & coomercial
_shipment by evaluating whether the article appears to have been
pucchased for personal use or whether the quantity suggests
commercial distribution ({.e., the suggi .exceeds what one person
might take in approximately three »on o Commercial shipments
include most shipments othsr than those products that are
personally caccied, shipped by a persona mn-comgtchl

" 90-02 (12/11/89)
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representative of 3 consignee, or shipped from a’ foreign medical
facility vhere a person has undecrgone treatment.

products Other than Drugs and Devices

Many products other than drugs, biologics, and devices that
individuals seek to imEort in personal quantities do not pose a
significant health risk, although they appeat to be violative and
may already be the subject of an import alert or automatic
detention on the basis of f£ilth or abeling problems. When such
{tems are brought to FDA's attention by Customs, it may be
appropriate for FDA personnel to use their discretion to "Release
with Conment™ and advise the importer of the agency’s concerns.
FOA personnel ghould be alert to, and should detain, however, those
roducts that do pose a significant health risk, such as ackee or
tel nuts.

prugs, Blologics, and Devices

When personal shipments of drugs and devices that appeac violative
are brought to FDA's attention by Customs, FOA personnel will hate

. to use their discretion to decide on a case by case basis whethes

to sample or detain, Generally, drugs and devices subject to -
Impoct Alerts are not amenable to this guidance, Devices to be
used by practitioners for treating patients should not be viewed as
personal importations subject to this chapter, Drugs subject to
Drug Enforcement (DEA) jurisdiction should be seturned to Customs
fot M\dl!nqo

In deciding whether to exercise cilscution to allow personal
shipmants of drug or devices, FDA personnel should consider a more
permissive policy in-the following situations:

o when the intended use is appropriately identified, such use
is not for treatment of a secious condition, and the product
is not known to represent a significant health risk; or

o when 1) the intended use is unapproved and for » serious
condition for which effective treatment may not be available
domestically either through commercial oc clinical means; 2)

" thete is no known commercialization or promotion to persons
residing in the U.S. those involved in the distribution of
the product at issue; 3) the product is considered not to
represent an unreasonable risk; and 4) the {individual seeking
to import the product atfirms in writing that it is for the
patient’s own use (generally not more than 3 month supply)

"
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_-and provides the name and address of the doctor licensed in

=~ the U.S. responsible for his otr her treatment with the
peoduct or provides evidence that the product is for the
continuation of a treatment begun in a foreign country.

whore there are any questions about the application of these
factors to any product, the groduct should be detained and FDA
pessonnel should consult with the appropriate headquarters office.

where a shipment is not detained os refused, FDA personnel should
*Release with Comment® and, as appropriate, ddvise the recipient
that 1) the drug (or device) that has been obtained for personal
use appears to be unapproved in the United States; 2) the drug (or
device) should be used under medical supecvision; 3) FDA may detain
future shipments of this product; and ¢) the patient's physician
should consider enrolling the patient in an Investigational study
or applying for an fnvestigational New Drug (IND) exemption.

9-71-40 IMPORT ALERTS

L AU

FDA pecsonnel should recommend to HFC-131 the issuance of an import
alert if they encountect:

TR
H

o personal importation of products that represent either a direct
or indirect tisk;

o the promotion of unapproved foreign products for majl-order
shipment; of .

o tepeated importation of products that represent 2 health fraud.

- APPEARS THIS WAY
- ON CRIGINAL
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. WEMORANDUM FOR THE SECRETARY OF HEALTH AND HUMAN SERVICES

THE WHITB HOUSR
- - ottiéo of the PFress Secrstarxy

ror Ill.dlltgnﬁaloanc =

January 22, 1993

- v e e @y vee: =  ee— - e

SUBJECTS Inportation of RU-¢86

In Isport Alext 66-47, the Food and Drug Administration (“rpav)
excluded the drug Xifapristina -« commonly known as RU=4B§ =~
from the list of drugs that individuals can {mport inte the
United states for their "personal use,” although the drugs have
not Yce peen approved for distribution by the FOA. (Eeg PDA
Regulatory Procedures Manual, Chapter $-71,) Import Alert 66-47
atfectively bans the importation into this Nation of a drug that
is used in other nations as & nonsurgical means of abortion.
I am informed that {n excluding RU-42& fron the pParsonal use
isporsation exezption, the FDA 2ppears to have based its !
decision on tactors other than an assessxent of the possible :
health and safety risks of the drug. Accordingly, I hereby '
direct that you proaptly instruct: the FDA to_determine yhethar
there ia sufficient evidence to warrant exclusion of RU-48€ froms.
the list of drugs that qualify _for the personal uss importation
exenption, Furthernore, if ths FDA concludes that RU-486 neets
the criteria tor the Tcrconsl use importation sxemption, I
divect tha; you jmediataly take steps to rescind Iaport
Alext 66-47,

-

In addition, I direct that you promptly assess init{atives by
vhich the Departnent of Health and Human Services can promcte
the testing, licensing, and manufacturing in the United states
of RU-48€& or other antiprogestins,

You are hereby authorized and directed to publish this
semorandun {n the Faderal Register.

WILLIAM J. CLINTON

i 14

FROM OASPA NRWS DIV

January 22, 1993

202 690 6247 01-28-93 10:20AN POOS 409
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administrstion

Rockville MD 20887

April 22, 1994

LT e

James 8. Boynton, BsgQ.

- christy & Viener

620 Fifth Avenus
New York New York 10020-2402

Lester 8. Hyman, Esq.

Swidler & Berlin, Chartered
3000 X Strest, N.W., Suite 300
washington, D.C. 20007-5116

Dear Mr. Boynton and Mrx. Hyman:

As you requested, enclosed are the Agency’s preliminary commeats
on the April 11, 1994, proposed distribution scheme for
nifepristone in the United States. As I have mentioned to you,
the question as to whether any regidency requirement can be -
imposed needs further examination. Moreover, any final comment$§
on the distribution scheme must follow the Food and Drug :
Administration’s review of the scientific, medical, and other i
data and information contained in a new drug application for the
drug.

We are heartened by the fact that you, Roussel Uclaf, and Hoechst
AG are close to agreeing on a distribution plan. As the
Secretary noted, however, we expect all issuss, not just the
distribution issue, to be concluded by May 15, 1994.

As Commissioner Kessler promised in our receat meeting, the Food
and Drug Administration stands ready to agsist all parties in any
scientific, medical, or labeling iggues that may arise.

Sincerely yours,

— /5 /

™

h

Enclosure

qy 0 364
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Heetth Service

Food snd Drug
Rockvite MD 20857

September 14, 1994 —

Br. Andre Ullman
Roussel Uclar
103, route de Noi

sy
83235 Romainville Cedex
FRANCE

The Population Council accezs to, and the ability to copy and
submit to the United States Food ang Drug Administration, any -
information relavant to the use of mifepristons (RU-486) for the
tarmination of sarly pregnancy. This raquest includes casa
report forms, electronic data bases, synthesis and manufacturing

We would appreciate your prompt consideration of this request. -
Sincerely yours,

/5/
C |

™"
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-(C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

""‘“z R Food and Drug Administration
Rockville MD 20857

January 3. 1996

NOTE TO — OLA

Subject: Additional Records for Document Request on RU-486 from Representative
Coburn--TRANSMITTAL

Per discussions involving ——————__— Executive Secretanat, ——— and
other OLA staff, we again searched our records for further documents (general correspondence)
that OLA believes is responsive to this Congressional document request. We have found the
attached records, which we believe meet OLA criteria. These materials have been redacted for
patient identifiers and are submitted in FOI-releasable form. This set of records supplements oug
earlier submission of November 30, 1995, which was provided under a cover note {0 —————- ;
of your office. A . -

Our search also disclosed the existence of several letters, written in 1995, commenting on a
Citizen Petition, subumitted by Americans United for Life , concerning RU-486 (95P-0054). If
you intend to provide these letters you will need to get them from Dockets Management.

I have also taken the liberty of preparing an index (copy enclosed) for the attached documents.

]

This list is provided to you for ease in determining what documents
we are forwarding.

If you have any questions concerning these documents, you may contact me at ————— 0r

| /S/

- —

"

m——

FDA Executive Secretariat

Attachments
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1015 Fifteenth Street, XNW
Washington, DC 20005
212/759-3660

Mervvn Susser. MB, BCh
FRCIVE:. DPH

Fudiva, my rvn foermal

o Pl o ol

MIF 003693
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June 9, 1992

’L.-_.-.

Commissioner David Kessler, MD, PhD _
"Food and Drug Administration -
5600 Fishers Lane ~
Rockville, MD 20867 =
o

~

Dear Dr. Kessler:

I shall be gratified if you find it possible to respond to my
request for a brief exposition of the FDA position on RU 486 in
relation to (a) its use in investigations and research into all
uses, particularly as a means of intercepting unwanted ~
pregnancies and (b) the marketing of the drug, again with
attention to all its uses, including particularly the interception.

of unwanted pregnancy. :

oy ——

Such a paper would best take the form of a Commentary (up to;"_

2500 words or fewer, see enclosure for authors) in the context of
the enclosed article on RU 486, which will appear in our
October issue. The deadline is July 10.

I very much hope you will write this piece, which will surely be
an important part of the dialogue on this public health issue.

Siﬁncerely,

iy w«{\« ﬁ‘/‘/ﬁ’:(

Mervyn Sussér

:Enclosures
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o _ RU 486 and the Law of Abortion
Suzanna S. Banwell. J.D., MP.H.” and John M. Paxman, J.D.**

RU 486 (mifepristone), a steroid analogue able to induce menses within ten weeks of the
last menstrual period! was approved for use in conjunction with a prostaglandin in France in
September 1988, and-by.early 1991 more than 60,000 French women had used it.2 The
approval and use of RU 488 (marketed in France by Roussel Uclaf under the trade name
"Mifegyne”) and prostaglandin therapy (RU 486/PG) in France was controversial, illustrating how
politics as well as law can influence the availability of reproductive technology. (One month after
introducing RU 488, Rousse! Uclaf suspended its distribution citing boycott threats primanty from
U.S. anti-abortion activists. Two days later the French government, which owns 36 percent of
Rousse! Udlaf, ordered the manutfacturer to resume distribution of RU 486 in France. Health
Minister Claude Evin called RU 486 "the morat property of women.” Among others,
representatives of the Catholic Church reacted sharply to the govemment's order.3 )

RU 486/PG has been roundly praised as the answer to the abortion debate by
proponents of a woman's right of choice in matters of reproductive health, and inveighed against
as the "death pill* by opponents of legal abortion. Both high praise and condemnation obscure
some of the basic facts about RU 486/PG, and doud its already uncertain legal status. In this
paper we will attempt to distill the essence from the fact, fiction and lmpressions of the debate.
Our aim is to determine how RU 486/PG will be received by various abortion legistation world
wide. The politics of the matter aside, we take the view that much of the confusion surrounding
RU 486/PG arises because of the vague, medically-imprecise language often used in legisiation
to describe events that are part of the reproductive process. Here we assess the reception RU
486/PG Is likety to encounter under current legisiation, and ultimately suggest ways the law might
be interpreted or ianeided to more appropriately accommodate advances in reproductive
medicine. The framework for our analysis bullds on the one developed by Lee and Paxman o
describe the legal eﬂ.ect ot the introduction in the mid-1970s of menstrual regulation techniques.4
Finally, we call into question the appropriateness of involving the criminal law in areas of .
reproductive health at alt.

MIF 003696
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. _The Reproductive Process and RU 486

implantation of the fertiized ovum in the uterus begins about six days after conception
and takes 6-8 more days to complete.5 When administered within 8 weeks from the woman's last
menstrual period (LMP), RU 486 blocks or inhibits the progesterone receptor sites in the uterine

. ining depriving them of tﬁe progesterone necessary for successful implantation. The

*antiprogestin® RU 486 has a greater affinity for the progesterone receptor sites than
progesterone itself,! and without progesterone menses occurs.8  The recommended 600 miltigram
oral dose of RU 486,7 used alone, is 60-85% eftective in inducing menses and in terminating very
early pregnandes. (Clinical tests of much lower doses are ongoing.)® When prostaglandin, a
naturatly occuming hormone which can induce uterine contractions, is administered by injection or
vaginal suppository 36-48 hours after the RU 486, the effectiveness is 95-100%7 # compafring
favorably to the 97-99% success rate of the oral contraceptive pill in preventing pregnancy.1o .
The bleeding that occurs as a result of RU 486/PG use s like that of a heavy menstrual period 6
an earty surgical abortion, 11 though blood loss after treatment increases with gestational age, an' )
important reason why RU 486/PG is only recommended for use before the 56th day of
amenhorea. it

RU 486/PG is generally considered to have limited side effects, including nausea,
abdominal cramping, and, rarely, heavy bleeding requiring blood transfusions. However, there
has been one death in France atiributed to the use of prostaglandins in conjunction with RU 488,
A 31 year oid woman, a heavy smoker with 11 children, suftered a heart attack after an injection of
synthetic prostaglandin. Now the dosage of prostaglandin has been reduced by 50% in France,
and smoking and age greater than 35 are considered risk factors for the treatment2 Testing to
date has not detenmined the effects on the tetus should the procedure fail and pregnancy become
established, but RU 486 has been shown In diinical studies to cross the placenta.'2 Therefore,
women in Fraiu; are required to agree to a surgical abortion should RU 488/PG therapy fail. For
all of the forgoing reasons, medical experts recommend the use of RU 486/°G be closely
medically supervised.11 13 14
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Atthough the French have approved AU 486/PG only as an abortifacient, it is thought to
have numerous other potential applications. For instance, it may be useful in softening and
ditating the cervix 0 aid difficutt defiveries, though *extreme caution” is recommended due to
uncertainty regarding fetal toxicity, and to ease the delivery of stillbirths and ald later surgical

_aborions.’2 15 RU 486"may also prove effective in treating certain causes of infertility such as
endometriosis.'6 1t has also shown promise as a once a month "menses inducer” and as post-
coital "moming after pill*, and the study of the contraceptive properties of RU 486 as an ovulation
inhibitor is presently underway.i? 18 RU 486 may also have non-reproductive applications in
treatment of breast cancer, hormone dependent and certain other tumors, Cushing's Syndrome,

'glaucoma, skin bums and abrasions. 17 |

Although access to RU 486/PG under the framework of abortion legislation is now ensured
in France, its distribution is being tightly controlied, Roussel Udlat is, apparently, making the drug
available for research and use overseas only in response to direct, official requests to the wmd
Health Organization (WHO) from foreign governments. (Under the sponsorship of the WHO, rii_J
4886 has been ciinically tested in several countries including Sweden, the Netherands, Hungary,
Great Britain, Rtaly, India, Chile, Hong Kong, and Singapore.'é¢ The Population Council has also
tested it in the United States.19) Some observers have mahlained that, should legal access to
RU 488 remain as restricted as it is, the likelihood that it will proliferate on black markets is high.20
The desire to have access to a drug like RU 486 that inhibits or interrupts pregnancy is universal.
Indeed, a prostaglandin, misoprostal, whose principal use is to treat peptic ulcers but whose
properties will nduce a miscarriage, is avaliable on the market in Brazil through G.D. Searle under
the trade name Cytotec. Abortion is basically illegal in Brazil, but the abortion rate is one of the
highest in the world, and there is increasing evidence that Cytotec is being utilized by women to
commence abortion.d

T RU 486/PG and the Law

Whether RU 486/PG will be made legally available around the worid will depend not only
on poiitics, but also on the nature and interpretation of the various abortion laws in force. The
definition of key terms within some of those laws may become pivotal. Terms often used in
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abortion legislation but seldom dearty defined include “pregnant,” *with child,” "abortion,” and
"miscasriage.” Stamorv language often uses such terms in a way that makes interpretation near
impossible. Yet the definition of these terms is important if we are to know whether the law will
accommodate of Bar the use of RU 486/PG and other advanced reproductive technologies. f

' abortion is defined to include techniques that operata before implantation is complete, RU 486/PG
will be requlated by abortion law. If not, RU 486/PG could be considered a contraceptive and be
made more widely available. This distinction is particularly important as abortion legislation
generally imposes criminal penalties.

RU 486/PG and Liberal Abortion Laws

in France, RU 486/PG is regarded as an abortifacient and its use is subject to the
provisions of French abortion legislation. Legislation like France's occupy the fiberal end of the
spectrum of abortion laws. They penmit the legal termination of pregnancy, usually during the first
rimester, for a varlety of reasons ranging from personal choice to social and medical indications.;
Approximately 63% of the worid's population live within countries that have liberal abortion ?j;
laws.22 Under these laws, the pattem may well be that, as has happened in France, RU 486/PG
is treated as an abortifacient and its uses will be subject to the rules and regulations that govem
abortion procedures in general. In these countries we at_wcipate that politics will play a larger role
in determining access to RU 486/PG then legal restrictions on abortion will. Access to RU 486/PG
might also be limited in some of these countries due to lack of medical infrastructure and reluctance,
therefor} on behalf of Roussel Uclaf to distribute RU 486 there.

Some jurisdictions have explicitty adopted a definition of pregnancy that wouid seem to
bar any legal challenge to the introduction and use of RU 486/PG. Germany, New Zealand, and
Liberia have adopted the medical definition of pregnancy? for use in their abortion statutes, i.e.
that pregnancy begiis after completion of implantation.2¢ Statutes that use this medical definition
of pregnancy r:gard mensaes inducing techniques used prior to impiantation as contraception.
Others recognize some of the subtieties introduced by medical advancement in the area of i vitro
fertilization. For example, the British Health Minister in 1981, Dr. Gerard Vaughn, declared that
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mere fertilization did not create a pregnancy (petri dishes cannot get pregnant), and therefore
implantation must occur before there is a pregnancy. Following Vaughn's lead, the English
Attomey General, Sir Mlchaei Havers, opined that attempts {0 prevent implantation are neither
govemed nor restricted by abortion law.2s Indeed, RU 486/PG has been approved for use in

Great Britain. In the United States, the Model Penal Code, which has been cited in decisions of
the U.S. Supreme Court, states:

Nothing in the Section shall be deemed applicable to the prescription,

Whather oy provening impiantation of & ferlized ovum o by any Other MOmOS.

that before, at, or immediately after fertilization.2s -
Accordingly, RU 486/PG would not be considered an "abortifacient® in the U.S. if administered
after fertilization but prior 10 the completion of the implantation of a fertilized ovum.

BU 486/PG and Restrictive Abortion Laws

In countries where abortion law is more restrictive, the introduction of RU 486 may
encounter a number of legal barriers. Here, statutory language definition and interpretation
become critical. On the one hand, if pregnancy is legally defined as beginning after implantaﬂoh" )
is complete, early use of RU 486/PG wouid not be regarded as the termination of a pregnancy,
and therefore could probably be employed without implicating criminal abortion law. Once
implantation was completed, however, the use of RU 486/PG would be considered abortion and
would require compiiance with abortion law. On the other hand, if pregnancy is deemed to begin
with fertilization, even very early use of RU 486 migﬁt not be permitted under the terms of
abortion law. The meaning of "pregnancy,” then, may be pivotal. This situation raises a host of
difficuit questions for medical practiioners and jurists alike.

For éxample, the earliest that the most accurate pregnancy tests, radioimmunoassay
pregnancy tests, can detect HCG (the hormone detected by pregnancy tests) in significant
levels is 6-8 days afl;r fertilization, or about a week before the next expected menstrual period.10
These tests must,-however, be performed in laboratories, because they require the use of
radiolabeled material and sophisticated equipment.2Z Except for radioimmunoassay tests, virtuaily
all other pregnancy tests are only accurate 4-14 days after a missed menses (depending on the

-
:
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