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exchange of information be conducted in an atmosphere of
mutual trust and cooperation. We hope you will honor our
request to preserve the confidentiality of this type of
information when it is transmitted to the Subcommittee in the
future. If there is any uncertainty about whether particular
information should be kept confidential, we encourage and
expect consultation with you or your staff in advance of any
public release of the information. Please notify me
immediately if this understanding is unsatisfactory in any

way.
I appreciate your continued cooperation in addressing this
matter.

Sincerely yours,

Carol R. Scheman

" Deputy Commissioner
for External Affairs
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Summary of Hearing - December S, 1991, "The Safety and
Effectiveness of the Abortificient, RU-486, in Foreign
Markets; Opportunities and Obstacles to U.S.
Commercialization,”" before the House Small Business
Subcommittee on Regulation, Business Opportunities, and Energy

Policy Board

A member of my staff monitored the above-mentioned hearing. I
am attgching a copy of her report for your information. 1If

you desire copies of the avajilable attachments to this report,

please contact of my staff on

/S/
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Heaith Service

Memorandum

. Janua'ry 2, 1992
Legislative Analyst, HFW-14

December -5, 1991 Hearing before the House Small Business
Subcommittee on Regulation, Business Opportunities, and Energy,
entitled, "The Safety and Effectiveness of the Abortifacient
RU=486 in Foreign Markets; Opportunities and Obstacles to U.S.
Commercialization."

for chislaﬁivc Affairs, HFW-1
Through:
———— legislation and Special Projects, HFW-14 / S/

Representatives Present: Ron Wyden (D-OR), Chairman

Background: This hearing examined the experience in
i international markets regarding the safety and
effectiveness of RU-486, and the barriers
involved with the drug's use in the U.S.
Representative Wyden placed emphasis on his
bill H.R. 875, the "RU-486 Regulatory Fairness
Act of 1991." This bill would make the FDA

import alert for RU-486 ineffective.

Representative Wyden, in his opening remarks, said that the
Subcommittee is examining the French drug RU-486 through
clinical experience as an abortifacient, results of medical
research with the drug in the treatment of other illnesses, and
the use of the drug as a new contraceptive. He emphasized that
the drug is not available in the U.S. because "the manufacturer
sees too many political, legal and commercial obstacles in its
path.” He indicated that American researchers have told the
Subcommittee that they are reluctant to work with drugs which
may have abortifacient properties because they fear they "won't
meet the political - litmus test driving some Federal policy
makers." According to FDA there have been two compassionate
use approvals, and no IND applications in at least 3 years for
RU-486 basic research. The Subcommittee finds that since the
FDA issued its import alert on RU-486 in 1989 medical research
with RU-486 in the U.S. has come to a standstill.

Panel 1: Dr. Etienne-Emila Baulieu, Professor, Department de .
Chimie Biologigque, INSERM, Paris, France;

Dr. Annie Bureau-Roger, OB-GYN Clinician, Hospital
Broussais, Paris, France:;

Mrs. Dilys Cosgey, Chairwoman, British Fanmily
Planning Association, London, England;
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Dr. Beverly Winikoff, Senior Medical Advisor, The
Population Council, New York, New York:

Dr. Bauligu, the discoverer of RU-486, explained that the drug
has anti-steroid hormone properties and is synthesized by the
Roussel-Uclaf Company, Paris, France, which owns a world-wide
patent for all uses. Approximately 100,000 women have used the
drug for voluntary pregnancy interruption in France which
involves four medical visits. The process, based on clinical
experience, is 95 percent effective and has been determined to
be safe. The drug should be administered under medical
supervision, rather than over-the-counter because pregnancy
itself can be a risk requiring medical attention. The drug can
be used for other medical indications such as endometriosis,
fibroids, breast cancers, Cushing's syndrome, and meningioma.
The drug can also be used for the repair of wounds or burns and.
some aspects of stress, he added.

Dr. Bureau-Roger discussed the results of a large RU-486 trial

. by Roussel Laboratories from May 1988 to September 1989
- involving approximately 16,000 women. The success rate of the
trial was 95.3 percent (defined as interruption of the
pregnancy and complete expulsion). Two point eight percent
experienced incomplete expulsion, 1.1 percent required surgical
termination, and .8 percent required a hemostatic procedure
(arrest of bleeding). The trial involved the administration of
RU-486 and, two days later, a 1low dose of prostaglandin
analogue (PG), hormones naturally involved in contractions of
the uterus which hasten expulsion and make RU-486 more
efficient. Serious cardiovascular side effects after the
administration of PG were reported in 4 women: 1 myocardial
infarction and 3 serious hypotension incidents. Recovery wvas
complete in all 4 cases. Since the introduction of the drug
and its use in more than 60,000 women, 2 other myocardial
inTtarctions have occurred after PG injection, one of which wvas
fatal.

- Ms. Cossey testified on behalf of the European Family Planning
Association as a representative of the International Planned
Parenthood Federation. She described herself as a pro-choice
campaigner - committed to the availability of safe, legal
abortion for unwillingly pregnant women. She recognizes RU-486
as a choice in abortion techniques for women who wish to
terminate their pregnancies. The drug is only available in
Britain under the terms of the 1967 Abortion Act, requiring
permission from 2 physicians and a signed certificate of need.
RU-486 may be taken in the first 63 days of pregnancy (in
France it is limited to the first 49 days). She stated that
"It is a matter of regret that the way forward in countries
like the United States appears to be blocked by ignorance and
fear prohibiting RU-486 for research work in areas other than
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abortion.” She also indicated that India and China are
interested in the drug.

Dr. Winikoff stated that there is great concern over the rate
of maternal death in the world today. "The latest estimate is
over 500,000 women's lives lost to causes related to pregnancy
every yYear - most in developing countries and most entirely
preventable.” The largest single cause is poorly performed
abortions. Research in India and Cuba about women's reactions
to medical and surgical abortions has indicated that more than
90 percent of the first 67 women to use RU-486 were highly
satisfied or satisfied, and only 9 percent were unsatisfied,
she saiad. Medical abortifacients have been considered a
potentially more accessible and safer technology that could
reduce medical resources and surgeon hours, and be largely free
of the complications associated with surgical procedures.

Representative Wyden stated that he was pleased that Dr.
Baulieu and Dr. Bursau-Roger both support additional trials in
the U.S. on RU-486. He explained that he had introduced a bill
that would lift the import alert and hoped that would help
encourage research with the drug.

Representative Wyden asked what are the obstacles that
prevented the U.S. from being chosen to conduct the large scale
breast cancer trial with RU-486 that was awarded to Canada by
Roussel-Uclaf. Dr. Baulieu responded that many people are
encduraged by the success of the drug, but the success is also
creating a tense and difficult environment within the U.S which
could have contributed to the decision not to award the trial
to the U.S.

Panel 2: Dr. Gary Hodgen, OB-GYN Researcher, East Virginia
‘ncdical School, Norfolk, Virginia;
’ Dr. David Grimes, OB-GYN Researcher, School of
Medicine, University of Southern California, Los
Angeles, California:;

Dr. David Baird, OB-GYN Researcher, Edinburgh

Un_ivcrs:lt_y, Edinburgh, Scotland;

_ Dr. Marc Bygdaman, OB-GYN Researchers, Karolinska
‘Hospital, Stockholm, Sweden.

Dr. Hcdgen previously worked for 15 years at NIH in the
Pregnancy Research Branch of the National Institute of Child
Health and Human Development. He had the occasion to work with
Dr. Baulieu doing experiments on RU-486. He indicated that
RU4A86 as well as other abortifacients are useful in clinical
practice to: prsvent conception; assist in labor and delivery
or hysteroscopic procedures:; reduce the effects of Cushing's
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syndrome; control endometriosis; shrink uterine <fibroids;
suppress certain estrogen dependent cancer cells; and
accelerate breast milk production. He has written more than 30
scientific articles on RU-486 and 5 other antiprogestin
medicines: He recommends rescission of the FDA import alert
and careful examination of safety and efficacy data on any
clinical indications of RU-486.

Dr. Grimes previously worked with CDC as the principal official
for evaluating the health effects of abortion in the U.S. He
explained the potential for various applications of RU-486.
The drug has become an orphan drug in the U.S., not because of
unprofitability but by politics, he said. He described an
analogy to the drug methotrexate used in cancer chemotherapy
which can also induce abortions. "What would have happened had
anti-abortion activists persuaded its manufacturer not to
market in the U.S. merely because they disagreed with one
potential use for the drug?" he added.

Dr. Baird stated that RU-486 in combination with PG is a safe
and effective medical alternative to surgical abortion in early
pregnancy, as witnessed in extensive trials in over 20
countries. Research has demonstrated that the drugs are likely
to have many therapeutic uses in addition to inducing
abortions, he added. Unless antigestogens are licensed for use
as abortifacients it will not be possible to develop other
therapeutic uses and women will be deprived of treatment which
would be of great benefit to their health.

Dr. Bygdeman indicated that research on RU-486 has been on-
going in Sweden since 1983. The overall Swedish experience is
that the method is highly effective in terminating early
pregnancy. The frequency of complete abortion varies between
95 and 100 percent. At present, RU-486 is not registered in
Sweden or any other Scandinavian country but the manufacturer,

. Roussel-Uclaf has been petitioned to introduce the drug in
Sweden by the Swedish Drug Regulatory Authorities as well as by
OB-GYN professors.

Representative Wyden stated that the FDA unquestionably has the
authority to. issue an import alert on the drug but only uses
authority in the case of unsafe drugs, and black market drugs.
He asked if panelists were concerned about the import alert.
Dr. Hodgen indicated that the alert appears to be in direct
conflict with the intention of the FDA to not inhibit research
into RU-486.

Representative Wyden asked the panelists about experiences with
cardiovascular complications. Dr. Bygdeman said that none had
been experienced in Sweden. Dr. Baird indicated that the
experience in Britain was similar to that in France.
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Mr, Roderick L. MacKenzie, President,
GynoPharma, Inc., Somerville, New Jersey;

E

) Dr. Jacqueline Forrest, Social Demographer, The
T Guttmacher Institute, New York, New York:;
- (No written statement)

Mr. Richard Glasow, Education Director,
National Right to Life Committee, Washington,
D.C.:;

Ms. Eleanor Smeal, The Feminist Majority
Foundation, Boston, Massachusetts;

Absent: Dr. Janice G. Raymond, Medical
Ethicist, Department of Women's Studies,
University of Massachusetts, Anmherst,
Massachusetts. :

Mr. MacKsnzie stated that in the U.S. there is a crisis in
contraception. The U.S. has one of the highest abortion rates
in the developed world because highly effective methods of
contraception, such as the IUD or hormones, are used at a much
lower rate than in Western Europe. He is concerned that there
are too few companies doing any significant contraceptive
research. He suggested that the real controversy in this area
is the issue of abortion, not product liability.

Dr. Forrest pointed out potential problems associated with the
use of RU-486 as an abortifacient. Obstacles of cost, time,
and availability are evident due to the necessity for several
visits to complete the process using RU-486. The use of the
drug would not obviate the need for surgical methods of
abortion for these same reasons, and because a backup method
must be available for failed medical procedures. She
recommends that RU-486 be further studied in the U.S.

Dr. Glasow stated that FDA's import ban has not stopped
research on RU-486 for non-abortion purposes, rather it has
been going on for a number of years. The National Right to
Life Association dces not oppose the use of RU-486 for non-
abortion purposes.

Ms. Smeal stated it is unconscionable that the U.S. is not
conducting trials on RU-486 for breast cancer. She is dismayed
that there are women who are being denied hope because of the
political climate. She added that women should have access to
new methods of contraccption and abortion because an unwanted
pregnancy is unsafe.

Representative Wyden asked Mr. MacKsnzie what it would take for
a small company to go forward in the U.S. with RU-486 in the
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present climate. Mr. MacKenzie replied that <first the
manufacturer of the drug, Roussel-Uclaf, would have to make the
drug available in the U.S. Until that happens it's a pie in
the sky dream.

Representative Wyden asked Dr. Forrest if it is her perception
that young doctors are reluctant to enter the field of
contraceptive research. She replied that they are concerned
with the payoff, getting promoted, and tenure, and concerned
about securing research funds.

Representative Wyden asked Mr. Glasow if he supported more
research and testing with RU-486. He responded that they do
not oppose testing for non-abortion purposes.

Representative Wyden wanted to know what evidence there is that
research with RU-486 is flourishing. He added that there have
been 2 compassionate use approvals and no applications for INDs
in the last 3 years. Mr. Glasow replied that resesarch never
ceased and that currently there are three tests ongoing at NIH.
Representative Wyden said he would confirm this with NIH.

Ms. Smeal added that research is going on but that it is
greatly slowed, and the anti-abortion movement is partially
responsible.

Representative Wyden thanked :"he participants for testifying at
- the hearing.

Attachments:
Witness List
Testimony of Witnesses
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Mr. Chairman:

I am Dr. Ruth Merkatz, Special Assistant to the COmmiQsioner of
Food and Drugs for Women's Health. With me today is

Grant Bagley, who is a Medical Officer in the Office of Health
Affairs. We appreciate the opportunity to be here to discuss
with you the initiatives of the Food and Drug Administration

(FDA) to improve the status of women's health in this country.

As a public health agency, FDA traditionally has made a
substantial commitment to improving the status of women's
health. We encourage the development and availability of
products beneficial to women's health. The Agency also has a-
number of activities aimed at developing and promoting
information to assist women, their health care providers, and
industry.

'
Since 1983, the Agency also has been a major participant in the
overall efforts of the Public Health Service (PHS) to examine
and assess the status of women's health in the U.S. For the
past 10 years, FDA has worked closely with the PHS Coordinating
Committee on Women's Health Issues to raise national awareness
about women's health concerns. 1In addition to making decisions
about the requlation of products for women, we have established
a program that focuses on coalition-building, networking,
greater participation by women in FDA activities and providing

information directed exclusively to women.
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Dr. Keislar-has'reqftirmed this long-standing commitment and
his own personal interest in women's health by establishing my
position to- serve as a focal point within the Agency for these

important iqitiatives.

Before discussing specifically some of the key initiatives
underway at FDA in the area of women's health and the issues
you raised in your letter of invitation, I believe it might be
helpful to describe briefly the new drug development review and
approval procﬁss, and how the process facilitates the goal we

all hope to achieve~--healthier and better informed women.

TR 2T

NEW DRUG APPROVAL PROCESS

As you know, FDA regulates the manufacture, sale, and
distribution of drugs in the United States under the authority
of the Federal Food, Drug, and Cosmetic (FDC) Act. A new drug
(one not gehcrally recognized by qualified experts as safe and
effective for its recommended uses) may not be distributed in
interstate commerce, except for clinical study, until an
applicant, usually the drug's manufacturer, has submitted and
FDA has apprézod a New Drug Application (NDA). The NDA must
contain evidence of safety and effectiveness for the drug's use
as labeled. FDA has a statutory obligation under the FDC Act

to approve drugs only after they have been shown to be safe and

effective.
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In order to-stu&y the safety and effectiveness of an unapproved
new drug, the sponsor is required first to file an |
Investigational New Drug (IND) application with FDA. Once
accepted, the IND allows the sponsor to ship the drug in
interstate commerce for research purposes only. The
responsibility for the clinical trials and distribution of the

drug falls upon the sponsor of the IND.

When the sponsor determines that adequate and well-controlled
studies showing the drug is safe and effective have been
carried out, that information is submitted to FDA in the form\;
of an NDA. The NDA also must contain information from :
preclinical studies in animals regarding the pharmacology and
toxicology of the drug. Information is also required on the
manufacturing procedures and controls used in producing the
drug. After comprehensive review by FDA, and response by the
sponsor to FDA's requests for any needed additional data or
analyses, the NDA is either approved or not approved. As part
of this review, the new drug is ottch considered by an advisory
committee comprised of acknowledged experts in their fields.
Upon approval, the drug may be marketed.

I should mention here that efforts in recent years to
streamline the drug approval process have smphasized early
interaction between FDA and sponsors of aéplications in an

effort to facilitate the development and avajilability of new
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drugs. An examﬁle.ot the importance of good Agency-industry
interaction occurred during the review of Norplant, th§ -
recently approved contraceptive implant. Resolution of a
number of p:obiems were expedited through enhanced
communications and resulted in the timely review and approval

of this important new contraceptive option.

For your information, since you expressed an interest in the
status of the development of RU-486, the Agency now holds a
number of active INDs for this drug for the study of various

S X

diseases, including meningiomas, Cushing's syndrome,
Alzheimer's diseases and endometriosis. Information relative =
to these studies has already been made public. It is important
to emphasize that there are restrictions on FDA relative to the
release of information on file with the Agency. Certaim
information related to applications that are under review at
FDA is considered confidential and is not releasable to the
public, or in public hearings, under the Agehcy's Freedom of

Information Act regulations.

WOMEN IN CLINICAL TRIALS

I would also like to comment briefly on FDA activity with
respect to the inclusion of women as participants in drug

development.
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We have heard céncqrn expressed that women are sometimes under-
represented in clinical trials of therapies that women will
use. This-4s a valid concern, and we share it. It does not
appear, howqyef, that women are systematically under-
represented in the data submitted by drug manufacturers to
support approval of new drug applications.

This was shown in surveys of NDA's carried out in 1983 and
again in 1988. The surveys were performed primarily to assess
the participation of the elderly in clinical trials, but we :
also collected data on the proportion of women in trials. Thcg.
survey results indicated that, in general, women are =
represented in clinical trials to about the extent that the
prevalence in women of the disease being treated by the test
drug would suggest. Thus, wvomen were more than half of the
patients in studies for arthritis (anti-inflammatory drugs,
e.g., ketoprofen and diclofenac), a condition somewhat more
prevalent in women. Women comprised about half the patients
given sleeping pills (triazolam) or most antibiotics
(cefoperazone, netilmycin, but 1/3 of the patients given
cefotiam), and comprised a smaller proportion (about 1/3) of
paticntl-ltuélcd for drugs to treat such cardiovascular
diseases as heart failure and angina pectoris (nicardipine,
carteclol, verapamil, bumetanide), which are more common in men

for most ages groups. A more recent survey by the General
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Accounting Office is expected to be released this summer, and

we will evaluate that report as part of our policy discussions.

In general,_thé population expected to use a product should
determine who is to be studied. Population-specific questions
about safety, efficacy, dose and administration schedules
shpuld be addressed so that the drug's labeling may be adequate
to convey complete and accurate information to prescribing
physicians. Although this principle is applied in current
guidelines, the Agency will revise its guideline, General

considerations for the Clinical Evaluation of Drugs, to state :

explicitly that clinical studies of a drug should include a

TR T

reasonable sample of the patients who will eventually use the
drug. The importance of gender-specific analyses has already
been emphasized by the Agency. In 1988, our Guideline for the

Format and content of the Clinical and Statistical Data Section

of an Application emphasized the need to look for the possible

relationship of favorable or unfavorable responses to drugs to

demographic features such as age, gender or race.

FDA does impose one restriction on the inclusion of women in
clinical—studlcs. For routine drugs, women of child-bearing
potential are excluded from very early clinical trials,
including the earliest, so called phase 1 safety (tolerance)
studies, and the first controlled trials. This exclusion,

intended to protect a fetus from possible exposure to a
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teratoécnic—subhtapce when there is little potential benefit,
does not apply to studies of drugs being investigated for life-
threatening diseases, such as cancer and AIDS. These studies

are routinely open to young women.

This restriction presents an important sociopolitical issue,
and the policy is being reconsidered. It is very likely that
it would at least be modified to allow women of child-bearing
potential to participate in early trials of drugs for
conditions for which no good alternative therapy exists, and we

are planning a meeting to discuss the social, legal, and

(RN AT A

ethical issues related to studies in general in women.

We maintain a close working relationship with the Office of
Research on Women's Health at the National Institutes of
Health, and also with the PHS Women's Health Office, which
coordinates these issues across the agencies within the PHS.
Together, we have developed a scientific agenda for a June
conference on the pharmacokinetics of drugs in women, to be
held in conjunction with the Institute of Medicine. This forum
will lay the_ _groundwork for determining what we know and what
we need Ed’k;bw about the pharmacokinetics of drugs in women.
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Let me describe several other initiatives that are underway at

the Agency.

Breast and Cervical cCancer. FDA, the Centers for Disease

Control and the National Cancer Institute have developed the
"National Strategic Plan for the Early Detection and Control of
Breast and Cervical Cancer." This coordinated effort
addresses: public education, professional education and

medical practice, quality assurance, breast and cervical

T I

screening, surveillance and epidemiology.

Mammography. As you know, mammography machines are regulated
by FDA as medical devices. In November 1990, FDA published the
results of a survey which demonstrated that the quality of
mammograms had significantly improved over the past five years.
This improved imagery was achieved with only a slight increase
in radiation to the patient. The radiation levels remained
within accepted limits. FDA continues to conduct research on
methods to improve mammography equipment and screening systems,
and plan-‘to-;urvcy mammography equipment again this year. I
should note also that FDA recommends, when possible, that women
use mammography facilities accredited by the American College
of Radiology, and certified under the CIinical Laboratories

Improvement Act by the Medicare program.
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a:gggﬁ_xnnlan;j& Following the recommendation of its expert
advisory committee, FDA restricted significantly the use of
silicone ‘gel-filled breast implants. Through a number of
studies, in;ofmation on the safety of these devices will be
evaluated. FDA also co-chairs, with NIH, a PHS task force to
develop a researcﬁ strategy to study issues related to breast
implants. Specifically, this group will review any ongoing
clinical studies, determine the design of additional studies
and consider epidemiologic approaches to evaluating the
incidence of disease in implant recipients, including immune

diseases and cancer.

In the meantime, FDA continues to operate a toll free
information service o advise and assist women on this issue.
The toll free number operates Monday through Friday, from 9
a.m. to 7 p.m., and is staffed with trained information
specialists. Consumers can get answers to their questions
about breast implants by calling 1-800-532-4440 or TDD 1-800~
688-6167, for the hearing impaired. As of April 30, FDA has
responded to over 34,000 telephone calls and has sent written

information to over 26,000 consunmers.

Female Barrier Devices. In recognition of the alarming
increase in sexually transmitted diseases, especially AIDS, FDA

has developed a guidance document to assist manufacturers and

researchers in the design of preclinical and clinical studies
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that would ultiﬁatqu lead to marketing approval of female

barrier devices. _

o -

AIDS. FDA is involved in a number of AIDS-related activities.
These include the PHS AIDS Clinical Trials Information Service
which provides information on drug trials underway and
interaction with community groups affected by the AIDS
epidemic. Special emphasis has been placedron issues related

to people of color and to women and children.

FDA is also a member of the PHS Panel on Women, Adolescents,

R e LL AT

and Children with HIV Infection and AIDS, co-chaired by the
Surgeon General, Dr. Antonia Novello. The Panel has been
instrumental in conducting conferences aimed at issues related

to women and the pediatric AIDS community.

Women and Medications, FDA, in conjunction with the National

Council on Patient Information and Edgcation, has developed a
campaign concerning the use and dispensing of medicines by
women. The campaign will promote safer and more effective use
of medicines through improved communication between women, who
are the prin;;y users and dispensers of medicines within the
family, and health care providers. The major materials for
this campaign have included a research-based article on women
and medications (45,000 copies were distributed through various

networks); a brochure (nearly 70,000 copies have been
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distributed-to date); and public service print and radio
advertisements. |
Recruitment. Women hold key policy-making positions within
FDA. Increasing numbers of women, whose official
responsibilities include issues related to women's health
initiatives at FDA, are now in top decision-making positions
within the Agency. These include the Dcputﬁ Commissioner for
Operations, the Deputy Commissioner for External Affairs, the
Senior Advisor to the Commissioner, the Chief Counsel, the

Senior Advisor to the Commissioner for Management and X

14

Information, the Chief Mediator/Ombudsman, and the Directors °?,
the Center for Biologics Evaluation and Research and the Office
of Orphan Product Development. These women from diverse
backgrounds--physicians, basic scientists, administrators, and
lawyers—-- are able to provide a balanced view of the issues so

important to women's health.

CONCLUSION

I would like to conclude by discussing the PHS Action Plan for
Women's Hdalég, and FDA's initiatives in furthering the goals
identifiﬁd by PHS. Through this plan, the PHS has reaffirmed
women's health as a national public health priority. A copy of
the Action Plan is submitted for the record.
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FDA has long been an advocate for focusing on and responding to
the issues relevant to women's health. To meet the goals
established by the action plan, FDA will develop further
networks and health education programs that support women in
their efforts to learn about sound health practices and the
safe use of drugs and devices. We also expect to revise our
guidelines relative to clinical testing of drugs to emphasize
the importance of including in the studies ﬁhc full spectrum of
patients who will eventually use the drug. We believe that the
sustained efforts underway will improve the health and qualitx

of life for the Nation's women.

(R AT

This concludes my prepared testimony. I will be happy to

respond to any question you may have.

"
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ROUSSEL UCLAFA
mwm Parls, Decsmber 8, 1992
The Honorable Ron Wyden
Chairman, Subcommittee on
Regulation and Business Opportunities
Room B363, Rayburn Housse Office Building
wnhingzon. DC 208158
Dear Congressman Wydea, f_—_

- Thank you toryonrletmmcemingdiniedtaﬂn;mdcomudddhdbudm.
ofRUMi.nthoUnmdSmu. Inyuurupndtynadrmuo!thccomm!me--
on Small Business of the US House of Representatives, we
in bringing to our attention the expressions of interest cumpanmin
working with us,

'With regard to your comments on the New York Times article, please do not take
& declaration made to & journalist by one of Roussel Uclaf's collaborators as an
officlal statement by the Board of Directors,

Wo are perfoctly aware that the changs in the opinion of the American
Wﬁr;wﬂlmdmmplmnmummwmmmm
SWOITL

Immmmtmdvdﬁhmt'wﬂnr.uprmnpomofywm
conference stated. Quits to the contrary, we have to review our policy
regarding the Mifepristons product, As you well know, this is an extremely complex
mmanﬂaﬁmMmbsMwmumnﬂmdwoﬁmy.
objectively and tharoughly.

Indeed, there are many possibilities 10 ¢carry out clinical trials in your country:

w&mwrwmmﬂmwmmtm
third parties...

el
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10-75-92 03:23 PM FROM, SMALL BUSINES._ COMM

-t o ™.

Por'yous information, a meeting with FDA representatives has been scheduled at
their request, andwnltakopheeinhrhonboesmber 14, 1992,

We are tobeablotohmadmpimdthes!tutﬂonbefmthoend
of January

W‘threfmmetothemoofM:.Gm I would like to draw your attention to the
fact that studies are presently underway in the United States for applications other
than voluntary pregnancy termination, and you will find below a summary on the
RU 486 clinical trials,

—

-Omhﬁonbléchdoid\ioinnwlthmmpﬂdn(h-
L. Niemasn, National Institutes of Health):

o

_

inpmmmthucmpudommofmmmmm

problcm.
sinde it is an empirical attitude, thers {s no possible conclusion regarding
= Mwwmmcwmu.mmumlmm
of for Roussel Uclaf to handle the drug in the United States;
adverse effects are almost impossible to documsnt properly.

- lack
- the adverse
The ts use of the co. dmnstbomtﬂmdwthmm«for
i

Sincerely,

MIF 002723
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DEPARTMINT OF HEALTH & HUMAN SERVICES Public Health Service
Food and Drug Admingwetien
Rockville MO 20087

. . . December 14, 1993

m mi.' xopd
President, Roussel-Uclag

102 Route de Noisy
7-93230 Romainvilie

France
Dear Dr. Sakis:
In & December 7, 1992, article by William Drosdiak, a raris

repoxrter £or the concerning the likelihood
of RU-48§ becoming availadble this country for interruption
of s you are quoted as saying that *we [Roussel- .

pregnancy
Oclag] are preparing to see how we can have a clinical trial
stazt in the U.8.° 7The same article also quotes me as saying
that the Yood and Drug Adminigtration "would welcome an

application® for your company’s product.

There may be & misunderstanding regarding FYederal Yood, Drug,
and Cosmetic Act requirements for 4xug approval. We accept
foreign clinical trials, so long as we are able to audit the
data, according to our normal procedures. Agency staff who
will be responsidle for reviewing the application report that
based oa publicly available information and literxature, the
svailadle dats may well be sufficieat to permit an adequate
roview. In light of existing dats, further clinical trials

say not be required.

My colleagues and I would be pleased to discuss this issue
with you further if that would be of help.

sincerely (

Comnigsionex of Food and Drugs

LA

AF
Q202093

MIF 002725



ROUSSEL UCLAF.'\

. | _ = -
mrzmd&th Paris, December 17, 1992 =~
Doctor David A, Kessler : 4] -
Commissioner of Food and Drugs = -
Departmient of Health & Human Services . 5o
Food and Drug Administration L\
UMSA MD 20857

«

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

Indeed.weuewfedlyawcﬂmthed:mchthaomﬂonotthehmm
adunnismdonwﬂlmoddyconﬁdenblythemmdtbodmgintheumdmm

lmmmmmmmumammumwamm
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 doabt, aware of the numerous violent reactions which have
beea launched against RU 486 by pro-lifers. As a matter of fact, although we
tmdeddM&tndpeﬁﬁmﬁom&mpwple,mrwdndwen

more lotters of support from pro-choice people.
Under these circumstances, it has appeared to me that it would be better to start

M

—-We are presently in the process of rev our strategy in this direction, and we
Mhﬂowmzmhm the end of January. I would,
thea, be delighted to meet you in order to discuss the RU 486 issue in your country.
Yours sincerely,

471257
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Food ang Drug Admunistiaton
Rochvile MD 20067

.January 22, 1993

Edouard Sakiz, M.D.
Presidant, Rousssl-Uclaf
102 route de Noisy
F=93230 Romainville

Dear Dr. Sakisz:

This letter is pursuant to my letter to you of December 15, 1992,
and confirms my meeting with you and Dr. Andre Ulmann to take
place as goon as possible. I understand that sometime during the

first 3 days of February may be possible.

The purpose of the meeting is to discuss possible therapeutic
uses of anti-progestational drugs and, in particular, our -
interest- in receiving a New Drug Application for approval of
mifepristone for interruption of early pregnancy. Several of wy
collesgues will also attend the masting. .

I am pleased that you and Dr. Ulmann are able to respond to:my
invitation to discuss these important issuas. My office will
work with yours in establishing wvhen wea shall meet.

Sincerely yours,

aviaﬂ xger, M.D? b

Commissioner of Food and Drugs

o

APPEARS THIS WAY
ON ORIGINAL



R :
’ " DEPARTMENT OF HEALTH & HUMAN SERVICES . Public Hesith Service

.

\'- . ) Food an@ Drug Admingtranion

- | Rockvile MD 20087

January -22, 1993

‘Andre Ulmann, N.D., Ph.D.
Louise Silvestre, X.D.

Rou.“l Sante R. et D,

Domaine Therapeutique Endocrinologie
Roussel Uclaf

Romaineville, France

Dear Drs. Ulmann and Silvestre:

The Food and Drug Administration has received a request for

assistance in obtaining a “compassionate IND"™ for the use of
mifepristone (RU-486) in the treatment oh

a patient with recurrent mening « I have
spoken td her physician and have
informed him that ve v v ng to apprtve a single °
patient IND fo it you agree to provide ths
drug. Although may be eligible for the .

—. she is unwilling to be )
randomized to placebo and is unable to traval to one of the
study centers. In her letter she hints that she may commit
sulcide if her disease continues to progress. Because of
her psychological state, we asX that you give her request
serious consideration. In addition, if she does not recaive
the drug she plans to make her case to the media. The media
coverage is likely to generate even more requests for the
drug. Someone from the Commissioner’s office is scheduled
to be interviewed adout the request on CNN on Tuesday,
January 26, 1993,

We understand that you are concerned about the number of
requests that you have received for the drug for single
patient INDs for unresectable meningioma. We share your
concern and agree that vhenever possible patients should be
sncouraged to participate in the ongoing Phase III study.
However, for a variety of reasons, some patients are
unwilling or unable to participate in a studz. As long as
accrual to the Phase IIXI study is not significantly
compromised, it is our policy to consider individual patient
IND’s in situations where there is sutficient reason to
expect benefit and there is no satisfactory alternative
therapy. It would be preferable to enter these patients on
a single open Phase II study so that data could be collected

on response and toxicity.

We would be happy to discuss your concerns with you and hovw
best to handle this situation. My telephone number is

ON ORIGINAL

APPEARS THIS WAY
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Page 2

———=————— -and fax numbers are oy
———— .

We look torwatd-to your response.

T e

Sincerely,

Food and Drug Administration

.sa W

APPEARS THIS WAY
ON ORIGINAL

"
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- RECORD OF TELEPHONE CONVERSATION

With: Andre Ulmann, M.D., Ph.D.
Firm: Roussel Uclat

Date: . January 25, 1993

Drug: wmifepristone (RU-488)
Telephone#: 011-33-1-49-91-48-21

Dr. Ulmann ocalled regarding my letter, of January 1998.
He asked what we should do regarding ‘request
for a compassionate IND for the use of mifepristone in the
treatoent of her meningioma. I told him that I was in
general agreement with their poliocy of encouraging all
eligible patients to enroll the ~—— phase 11l study.
Howsver, since is unwilling and is hinting at
suicide, I recommended that a the equest. He
agreed to supply the drug for d also for
another patient, &

We then discussed how the many compassionate requests should
be handled. We agreed that patients should be strongly
sncouraged to enroll in the - atudy. However, patients
who were not eligible for the study or who could not
participate for a very good reason would be considered for
individual INDs. Dr. Ulmann emphasized that physicians
would have to document the reasons that an eligible patient
could not participate. Belief that the drug is effective
and unwillingness to be randomized to placebe would not be
sufficient since patients randomized to placebo could cross
over to mifepristone at progression.

Dr. Ulmann also expressed concern about the guality of the
data received on the compassionate IND patients. He was
especially concerned about adverse reaction data. Ve
disocussed the possibility of an open phase 1l study. He
stated that they send a protocol with information on the
drug and case report forms to investigators but don‘t always
receive-oconpleted forms. I told him that we would ask
investifators to send us coplies of the forms and could help
if any investigators were delinguent. We agreed to call if
there were any probler-

APPEARS THIS WAY
ON ORIGINAL



\ THE WHITE HOUSE
WAQUINGTON

B ' . January 22, 192

- -

MENORARDON FOR SN SYCRETARY OF EEALTN AND NCIOAN SERVICES
SORYECTs Tupartation of RU-48¢
'Y .

™ Alaxt ¢6=47, the Yood and Drug Administration ("FDA®)
L the druy Xifepristine == ccamonly Xnovs &8 RU-438 ee
from the list of drugs that individusls can ixport into the
Tanited Statas for thelr “parsoiidl use,” although the arugs Rave
mot been apyroved for distribation by the YOA., (586 YDA
Froosdures ¥anual ﬂﬁgk‘l&.hmmcﬂ7
affsotively dbans the wm this xation of a that
18 used im other natiouw us & RONsurgical seans of

In addits I direct that you prouptly assess initiativas by
wam?wotm&“m.:mIMun

{
the testing, lumm! and aanufacturing in the United States

of RU={8¢ or other ¢ . o .
Tou are mw&memu and directed to pudlish this
madaxal Ragigtar,

Bt o om TWUean

QA Hoodd
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- - THR WNITS %0OSR
Office ef the Press Sesvetary

- BT - Tamazy 55, T

The Recsevelt Roca
33122 ?.X. 287

TNE PARBSIDENT: PFlaese—oit down, ladies and gentiamen.
ts uw our natievwml heslth and
Vo o8N over adertisn. 7nts
conflict, vhich stams from the Ros V. Vade dasisien of 10 years sgo
e & MlS Preaising resesrth en Treatasnt for serisus
canditiona and @isasses that affest ailliens of Anarisans -« milliions.
woleh and ehildzen vhe ingluds tha members of wy

fanily end frisnds of Bine and I'sm sure virtually every other set of
family end friends in the United States. .

Uo sust free seience ant medigine from the grasp of
polities and give all Assricans ascess to tha Very latest and dast
aedical trestasnts.

? 1 oa divesting Secretasy of Nealth and Numan
sevviees u-u:'!-.umx ts iift tha mersteriua on feders)

funding ter sessaruh iavelv transplantation of fetal tisswa.
T™his megsteriun, WMRich vee firet impesed in 1908, vas sxtended
indetinitely in 1989 lo»tu the recemnindatien of a blus ridben
nacienal Inetitvte of Nealth thAt it De ended. Pive
years laterz, the evidense {8 + The sorateriul has
dresetiecslly 1initad the develspoent of possible treatsent fer
siliieome of Andividuale vhe outfer £rea serisue diserders, inaluding
PATRLNGON 'S di50000, AlTheimaT's disssse, disbetes and lauksmia. Me
"ﬁ.:” nedisine and scionve precend unshsushbered By anti-adertion
e {2

Teday alee sarss the bagianing of a new natissal
repredustive heslth paticy that sisme W unintended
PrOgROngied. Our sdminissration i ttad 50 pruviding she Ring
of prenstal esre, GAild essre and family and wediss)l lsave that will
1a0d to Reslthy shildbearing and suppert Anarica‘s faalllee.

AD & nation, our ¢oal) sheuld be te individual
fzocden vhile fustering reepensible desiai , o appeeash that
the right So shesse Vaile rudusing the nusher of

seshs I pretass

abortiond. OuUP Visien ShGUIE D6 82 am Ansriss vhete abertion {a eafe

and-legel, Nt rere. -

s 1ot es eloe hets ous adninistration is partisularly
muumqm.::'umm. The greasast human
0008 Gf Our CONLiIANING NAL10nel $ebAte over Fepredustive pelisy is
barne By ouf ERiieren and by their ehildren. A fov tesnsgess &heass
:o unx:ul t:uo ehiléren, u:n:usua ‘n:“: zuo‘. ws
oy siilions ungn'u S unintended, vaush
antd et sartrer un.x ua::'mm ter the Tesponsibilities c,

nuhetl. The 006161 ond cConamiré priss paid taddy and foz thw
m:mlmnmutmum.

20 setay I o alse diresting sha
LERSE1AT01Y L0 IAPISSORE RSP iNtanded suepencien 6f the
fanily planning fegulations that ave 2180 knewn as the

Jals to ast
Titie X
"gag TViS."

ex FROM OASPA NEWS DIV 202 600 8247 01-20-93 10:29AM POO2 #03
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EECAA YARVEVES]

THR WHITE BOOSS
Office of ths Press Secretary

Yor lmmediats Rslease Jaruary i3, 1993

January 23, 1993

NENORANDUN FOR THE SECRETARY OF HEALTH AND HUMAN SERVICES
SURJECT: ™he-Title X “Cag Rule™

—

Title X of the Public Health Sarvices Act provides Peders) .
funding for family planning clinioe te provide services for
lov-ineens patisnts. The Act spesifias that Title & funds
say not be used for the perforsance of abertions, but places
no restrictions on the ability of clinics that receive Title X
funds to provide abortien counseling and referrals or to
perforu abertions using nen-Title X funds. During the first
18 years of the program, asedical profassionals at Title X
clinics provided complete, uncenscred ingormation, including
nondirective abartion counseling. In Pabruary 1988, the
Departaant of Health and Nusan Services adopted Tegulations,
which have beoone knewvn as the "Cag Rule." prohibiting Title X
recipienta from providing their patients vith iafeormation,
counsaling, or referrals comncerning abortion. Subsegquent
attenpts by the Bush Adminjstration to modify the Gag RMule and
ensuing 1itigation have created contusion and uncartainty abeus
the current legsal status eof the regulations.

IR S

T™he Gag Rule sndangesrs vosen'‘'s lives and health by preventing
them from receiving complets and accourate sedical information
and interferes vith the dector-patient relaticnship by pre~
himis infernstion that nedical prefessienals are otherviss
ethicslly and legally required te previde teo their patients.
urcherssre, the Gag Rule contravenes the cleay intent of a
nejority of the membevs of both the United States Sanats and
Nouse of Representatives, vhich tvice passed legislation
te bloek the Gag Mule‘s enforcement dut failed to overrids
Presidential veteoas.

Tor these reasens, you have inforsed me that you will ‘u:d
the Gag Bule ponding the promulgation of nev reguilations
asserdanse vith the ®notice and comment® pecocedures Of the
Maiaistrative Procedurs Act. I heredy direct you to tali
that-astion 48 soen a¢ possible. I further direet that, vithin
30 days, yeu publish in the Padaral Ragistar nev proposad
rmucim for public comment.

You are heredy asthorized and directed to publish this
aeserandun in the Paderal Registar.

WILLIAN J. CLINTON

P s
Re00% FROM OASPA NEWS DIV 202 690 6247
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ofgice of the Press Secretary

- e

ror Immediats Release January 32, 1993

January 22, 1993

NEMORANDUM PFOR THE SECRETARY OF HEALTH AND HUMAN SERVICES

SUBJBCT: Pedaral Funding of Fetal Tissue Transplantation
Resaarch

On March 22, 1988, the Assistant Secretary for Health of
Health and Human Services ("HNS®) imposed a rary moratorium
on Yederal funding of research invelving transplantation of
fetal tissus from induced abortions. cContrary to the recoa-
nendations of a National Institutss of Health advisory panel,
on Nevember 2, 1989, the Secretary of Health and Human Services
axtended the moratorius indatinitaly. This moratorium has
significantly hampered the development of possible treataents
tor individuals afflicted with sericus diseaases and disorders,
such as Parkinson's diseass, Aliheinmer's disease, diabetes, and
leukemia. Accordingly, I hereby direct that you immediately
1i{ft the moratorius.

TR LA

You are hereby authorised and directed to publish this
nemorandum in the Fadaral Registar.

WILLIAM J. CLINTON -

"

r e

k=08 TROM CASPA NEWS D1V 202 €90 6247 01-20-93 10-29AM P0OS %03
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- : THE WHITR HOUSR
0gfice Of the Press Secrstary

———

Por Imnmediate Release -

January 22, 1993

Januazry 23, 1993

NEMORANDUM FOR THE SECRETARY OF HEALTN AND HUMAN SERVICES
SUBJICT: Iaportation of RU-486

In Import Alert 66-47, the Food and Drug Administration ("FDA®)
excluded the drug Rifepristina -« commonly known as RU=486 —

from the list of drugs that individuals can isport inte the _
United States for their "personal use," although the drugs have
not yet been approved for distribution by the FDA. (fas FODA *
Regulatory Procedurss Manual, Chapter 9=71.,) Import Alert §6-47 -
effectively bans the importation into this Nation of a drug that -
is used in other nations as a nonsurgical means of amportion.

I am informed that i{n excluding RU-486 from the personal use
inportation exsmption, the PDA appears to have based its
decision on facters othar than an assassaent of the possible
health and sagety risks of the drug. Accordingly, I hereby
direct that you proaptly instruct: the FDA to determins vhethar
thers is sufficient evidence to varrant exclusion of RU-404 from
the list af drugs that qualify for the personal uss ion
exemption. Purthersore, if the FDA concludes that RU-436 neets
the criteria fer the persenal use importation axemption, I.
direct that you immediately take steps to rescind -
Alart 66=47.

In addition, I direct that you promptly assess initiatives by
vhich the Departaent of Health and Ruman Services can promots
the testing, licensing, and mamufacturing in the United States
of RU=-486 or pther antiprogestins.

You ace h;iihy suthorized and directed to publish this
semorandus in the Paderal Register. :

WILLIAM J. CLINTON

tey

Re=9S%X FROM OASPA NEWS DIV 202 690 0247

01-20-93 10:29AM POOS #03
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THE WHITE HOUSE
022i0e of the Press Secretary

:wiﬁ: Release January 22, 1993

January 23, 1993

NENORANDUX FOR THE SSCRETARY OF DRPENSS
SUBJECT: Privataly Punded Abortions at Military Hospitals

Seotion 1093 of title 10 of tha United States Code prohibits the
use of Departuent of Defense ("DOD") funds to perforsm abortions
except vhere the life of & woman vould be endangered if the .
fetus vere carried to term. By mamcranda ¢f Deceaber 21, 1987, -
and June 231, 1988, nuo has gone beyond wvhat I am informed are :.
tha requirsments of the statuts and has banned all lbertiou at -
U.8. military facilities, even vherse the procedurs is privatsly
:undd “This ban is unvarranted. According Ihu'obydu'nt
that you reverse tha ban immediately and pcn!t

sezrvices to be provided, if paid for entirely vtth m-ooo
tundsdnnd in accordances vith other nlmnt DCD pelicies and
procedures.

" Yeu are haraby authorised and directsd to publish this
nmesorandum in the Iedacal Registex.

WILLIAM J. CLINTON

"

$ 8
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THE WHITE MOUSE
office of tha Praas Secrstary

Por Immediats Release - January 22, 1993

January 22, 1993

MEMORANDUM FOR THE ACTING ADNINISTRATOR OF THE AGENCY
FOR INTERNATIONAL DEVELOPNENT

SUBJECT: AID Family Planning Grants/Mexiceo City Policy

' | KT

The Fereign Assistance Act of 1961 prohibits nongovernmental
organisations (*NGO's®) that rsceive Federal funds from using

those funds “to pay fewr the performance of abertiens as a -M
of family planning, or to metivate or coerce any

to
practice abortions.® (22 U.8.C. 2181b(€)(1)). August 1984
announceaent by President Reagan of vhat has becoms known as the
"Nexico City Policy”® directed the Agency for Intermational
Development ("AID") to expand this limitation and vithhold AID
funds from NGO's that engage in a vide range of activities,
including providing advice, counseling, or information r
aboreion, or lobby e forsign gevermment e alise or make
abortion available. These conditions have been even
vhare an NGO uses non-AlD funds for abertion-reslated activities.

These excessively broad anti-ghortion cenditions are

unwasranted. £ am informed that the conditions are not man-

dated by the Poreign Assistance Act or any other lav. MNoreever,

Taal1y Nlanning sroyrane in for sones rococdingly. T

tamily progTans ereign nations. Aece Yo

heredy direct that AID resove the conditions not explicitly

sandatsd by the Forsign Assistance Act or any other lav fros all N
current AID grants to NGO'sS and exclude them froa futurs grants.

WILLIAK J. CLINTOW

R=96% FROM OASPA NEWS DIV 202 890 6247
MIF 002737 -
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MAIL_ALL-STATES. CANADA 32:PHF00500 ZX 'TALK PAPER/T93-10 DTD 02-25-93"

TO: NR-1 (STATE HEALTH OFFICERS)
NR-3 (BOARDS OF PHARMACY)
NR~4 THRU NR-16, NR-39 THRU NR-43 (STATE DRUG OFFICIALS)

INFO: ASTHO - DAVID FISCHER
NABP - CARMEN CATIZONE
* AFDO - WHITNEY ALMQUIST
NAAG - CLAY FRIEDMAN
NASDA - RICHARD KIRCHHOFF
MEXICO -~ DRA. MERCEDES JUAN
FROM: DIVISION OF FEDERAL-STATE RELATIONS,
ORO/FDA

DATE: FEBRUARY 25, 1993
SUBJECT: TALK PAPER ON RU-486

FDA is receiving inquiries about a Feb. 24, 1993, meeting at FDA

R 2T

headquarters with the French company Roussel-Uclaf, the manufacturer of
RU-486, a drug approved as an abortifacient in France, England and Sweden, but
not in the United States. The agency has said that it would welcome a New
Drug Application (NDA) for RU-486 to allow it to determine if the drug

represents a safe and effective alternative to surgery.
The Feb. 24 discussions concerned clinical and manufacturing data on the

drug, focusing on the types of data FDA would need in considering an NDA for

RU-486. The manufacturer pointed out that an early step towardQApproval would

‘be a lafge clinical trial in which U.S. physicians would be trained in the'q;e .

of RU-486, and would administer the drug to women participating in the trial.
Data could also be collected on how the drug could be safely and effectively

administered:in typical medical settings in this country. o
While asserting that RU-486 should be made available in the United

States, the firm emphasized the importance of finding a way to achieve that
goal without the involvement of Roussel-Uclaf. Among the possible avenues

discussed were a U.S. pharmaceutical firm, a research center or a university.
FDA and Roussel-Uclaf agreed to continue to work on this matter until

remaining issues can be resolved. The company also said it remains strongly

committed to continuing to make the drug available for research on other

MIF 002738



potential uses.
- LR 23
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From: - FDA901 Delivered: Thu 25-Feb-93 12:48 EST Sys 157
Subject: TALK PAPER |
Mail Id: IPM-157-930225-115311233

TO: All Field Offices, District Offices and Resident Pests, attn: RFDDs,
DDs, Public Affairs Specialis*s, Small Business Representatives,
and Recall Coordinators

ORA Federal State Relations

ORA Emergency Operations

ORA Compliance Guidelines Branch

ORA Office of Enforcement

ORA, Office of Regional Operations
Director, NCTR

— , ORA Consumer Affairs
Office of Training and Assistance, CDRH
— . , Device Evaluation, CDRH
CBER Congressicnal Public Affairs

CDER Compliance

CDER Consumer and Professional Affairs
CFSAN, Dauphin Island, Ala.

CFSAN, Davisville, Rhode Island

CFSAN, Consumer Affairs Representative
All PASs

[T} X TR

FR: FDA Press Office

' NOTE TO CDB COMPLIANCE: Please ﬁanéi-deliver a copy of this t0 ————— . in
S Consumer and Professional Relations, Rm. 221 Metro Park North.
TALK PAPER
T93-10 Lawrence Bachorik
Feb. 25, 1993 {301) 443-1130

MEETING WITH ROUSSEL~UCLAF ON RU-486 .
‘FDA is receiving inquiries about a Feb. 24, 1993, meeting at FDA

headquarters. gdth the French company Roussel-Uclaf, the manufacturer of
RU-486, a d:‘-ﬁg approved as an abortifacient in France, England and Sweden, but
not in the United States. The agency has said that it would welcome a New
Drug Application (NDA) for RU-486 to allow it to determine if the drug

represents a safe and effective alternative to surgery. .
The Feb. 24 discussions concerned clinical and manufacturing data on the

drug, focusing on the types of data FDA would need in considering an NDA for
RU-486. The manufacturer pointed out that an early step toward approval would

\‘{ﬂ be a large clinical trial in which U.S. physicians would be trained in the use

MIF 002740



of RU-486, and would administer the drug to women participating in the trial.

Data could also be collected on how the drug could be safely and effectively

administered in typical medical settings in this country.
While asserting that RU-486 should be made available in the United

States, the firm emphasized the importance of finding a way to achieve that
goal without the involvement of Roussel-Uclaf. Among the possible avenues

discussed were a U.S. pharmaceutical firm, a research center or a university.
FDA and Roussel-Uclaf agreed to continue to work on this matter until

remaining issues can be resolved. The company also said it remains strongly

committed to continuing to make the drug available for research on other

potential uses,
hadd .
)
i ' APPEARS THIS WAY .
'~ ON ORIGINAL
1 -
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FDA .
FOOD AND DRUG ADMINISTRATION
) U.S. Depantment of Health and Human Services
_ - \ Public Health Service 3600 Fishers Lane  Rockville, Maryland 20853

FDA Talk Papers are prepared by the Press Office to guide FDA pemsonnel in responding with consistency and accuncy to
quesdons from the public on subjecs of cumrent interest. Talk Papers are subject to change as more information becomes
svailsble. Talk Papess are notinmended for general disribudon ouside FDA. but all information in them is public. and
full texts are releasable upon request. . :

T93-10 ) Lawrence Bachorik
Feb. 25, 1993 . (301) 443-1130

T ) MEETING WITH ROUSSEL-UCLAF ON RU-486
" FDA is receiving inquiries about a Feb. 24, 1993, meeting at FDA
headquarters with the French company Roussel-Uclaf, tho.nanufacturar of
Ru-48§. a drug approved as an abortifacient in France, the United Kingdom and
. Sweden, but not in the United States. The agency has said that it would
welcome a New Drpg Application (NDA) for RU-486 to allou‘;t to determine if |

the drug represents a safe and effective alternative to surgery. :
The Feb. 24 discussions concerned clinical and manufacturing data on the

drug, focusing on the types of data FDA would need in considerihg an NDA for
RU-486. The manufac;urer pointed out that an early step toward approval would
be a large clinical trial in which U.S. physicians would be trained in the use
of RU-486, and would administer the drug to women participating in the trial. .
Data could also be collected on how the drug could be safely and effectively .
administered in'typical medical settings in this'country.
. Hhin asserting that RU-486 should be made available in the United
States, the firm emphasized the importance of finding a way to achieve that
goal without th;'involvemnt of Roussel-Uclaf. Among the possible avenues
discussed i;}eia U.S. pharmaceutical firm, a research center or a university.

' FDA and Roussel-Uclaf agreed to continue to work on this matter until
remaining‘issues can be resolved. The company also said it remains strongly
committed to éontinuing to make the drug available for research on other

e . | - d’(,

potential uses.
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March 4, 1993

via Pax

Mr. Edouard Sakis

President

Laboratories Roussel-Uclaf SA
3% bvd. des Invalides

BP 12007, 78323 Paris

Cedex 07

Francs

Dear Mr. Sakis:

nenbeliT L, S8 Dast o Yoars & Bave Dasn Lo, Coueh vith oo
of your company, our r e the
medical community 1ng'licat1ng ‘ the willingmess of — —
— . to develop and coxmercialize RU 486 in
North America.

Please accept this lettar as a £irm indication of our interest
in RU 486 and villingness to enter into exoclusive licensing
discussions for rights to this 4rug in our home markets.

For your background and information I enclose matarials
describing our firm. I am at your disposal regarding a meeting to
commence discussions with Roussel-Uclaf,

Very sincerely yours,

‘"

p——

President

ce: Mrs. Donna Shalala
Senator W. Bradley
Senator F. Lautenberg

TT— -
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Y14 ROUSSEL UCLAF ar\

Mcmﬁomsm: " Paris, March 18, 1993

Mrs. Donna E, Shalala

Secretary of the Department of Health
& Human Services

H.H.H. Building - Room 615 F

Washington, D.C. 20201

US.A

Dear Mrs. Shalala,

It was very thoughtful of you to send me a copy of your March 12 lettet to
Professor Wolfgang Hilger, for which I thank you very much. :

The Roussel Uclaf Group and I appreciate your commitment to the expans:on of
safe and effective healthcare choices for American women for the termination of
unwanted pregnancy. The comments contained in your letter also reflect President
Clinton’s determination to keep the promises he made throughout his campaign.

The message delivered to Professor Hilger will greatly contribute to progress further
in order to sort out the complexities of the issues involved in any decision to make

the drug available in the United States.

The meeting held last moath with Dr. Kessler is already proving very rewarding as
pew steps are going to be considered with the help of Margaret Catley-Carlson, the
President of the Population Council, who bas also assured us of ber support wi
regard 10 getting clinical trials started in the United States.

In view of the clinical studies and the training program which are 10 be undertaken

because Frénch and US regulations concerning easly termination of pregnancy are |
nonhznme,ltwﬂhtmukesometimebetmkumkmadeavaﬂableto

women.
1 will be pleased to keep you informed of any further development.
Yours sincerely,

430 koo

33, Boulevasd des lavalides 75007 Part
TeL + 33 (1) 40624438 Pax. + 33 (1)

Porergg thretf ¢ o " 83 g0 s 2= s Nia



PROF. DR. WOLFGANG HILGER PYTYY nu;xrum- AM MAIN 90
VOANITLENEER HES YORETAIY FOPTVACY 000 80

NOSCHST AXTIENG ESELLACHAPT TELEFOW @0 59072 00

March 23, 1993

The Secretary -of Health and Human Services
Mrs. Donna E. Shalala
Washington, D.C. 30201

US.A.

Dear Mrs. Shalala: ‘
Many thanks for your letter of March 12, 1993, which I have received by fax,

I would like to describe the present situation in the USA ss follows:

IR KT

On the request of the Food and Drugs Administration, a meeting with Dr. Edouard
Sakiz, President of Roussel Uclaf has taken place to discuss relevant question on the
drug RU 486,

In their wide-ranging discussions both sides recognized the complexities of the issue,
involved in any decision 10 make the drug available in the United Siates.

The FDA has clearly pointed out that you are very much willing to see RU 486 made
available in the USA. However, the FDA accepts that Rousse] Uclaf has no intention
to approach the FDA to obtain marketing licence for the drug. The FDA has
undertaken to approach third parties who are competant and might be interested to
spoasor clinical studies and to market the drug in the USA. Because the drug is
currently available only under very restricted distribution (France, the United
Kingdom and Sweden) it will become necessary that the FDA will issue new
regulation to control the use and distribution.

Both sides will continue their consultations to clarify the many open questions on the
issue. At a later stage a common decision on how to proceed in the USA will be

taken.

Yours sincerely,

Wotymsy W
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ROUSSEL UCLAF aw\

Docteur Edouard Sakiz ~ Paris, May 30th, 1994

Président du Conseil de Surwnllance

- -

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

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

USA

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

Thbe succesaful 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. I would like to congratulate you on the determination which you
showed in these initial steps t0 make the drug available to American women.

Respectfully yours,

APPEARS THIS WAY
ON ORIGINAL

AS, Mandevard Jos Invaixdes “$as” Pam
TEL « 33 (17 40 62 44 28 Fan. «§Y () avulaas b i
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HHS GAGT SHEET

. U.5 DEPARTMENT QF NEALTH AND NUMAN SERVICES

Nitepristons (RU=486): DBrief Overviav

May 16, 1994 Contact: YDA Press Offics
{301) 443-1130

on Jan. 23, . 93, in one of his first official acts, President

Clinton imsusd a.memorandum .dirssting HHS Socre ponna E. ghalala

to assess initiatives to g:loeo the tegting and licensing of i
utm:l.ltem (X0-48€) in United States. s

During early 1993, Secretary fhalala wd POA Commissioner nav:l.d-

Xessler communicated with senior Roussel Uslaf officials to . begin
effoxts to pave tha vay for htnﬂng R0-40¢ inte ths American

marketplace.

In il 1993 npuunuum of FDA, Roussel Uclaf and the
opnlatl:grmeu: a not-f lniution, st to discuss

" U.8. clinical trials and licans ot m—us. Over the last ysar,
es continusd their in the

the .partics

: s Culmina
. donation announced . Roussel Ucut will transfer, without

;i-_ - le medical

———— —————— —— 1 $ +

remuneration, its Uni States patent rights to mifipristona to the

- Population council, :In turn, the on Council will take the

nm-ury steps to hcinq RD-486 to Anex-ican market,

cg:'steno vas devaloped by the!French firm Roussel Uclaf.
Tha drug been markated for use to nm-smicauy tarninate
proqnm{m. France, the United Kingdom and Sweden. There are
several ltiqativ- trials undexrvay wvith DA for “athar uses of the
drug, incl contraception, labor induoctiom, Cushing's syndrome,
undaut:ioun, aghingiona and breast cancer.

It must be m« that termination of & 1- not a

wnedical regimen.-: nmimm

RU=486 has been adninis immtely l,so,ooo m. m

proeodm.-o requires several visits a wedical faoili |t precise .

-chmucmm“umdrw. uulelmmwwtn
car. nrvmnm-qmtmcmsu.uudnno:m:
cowplications. Any use of -i.!o?:l..bom in tha thited iutn \mlld
have 1:: follow eh- sSame trp. mtci 4wum=1ou and use

i |
MIF 002748
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' 05-16-94 10:10AM  FROM OASPA NEWS DIV 20— 9002/004
U5 DEPARTMENT or:fuu.'lju AND HUMAN STRVICTS
PFOR DMNEDIATE RELEASE Contact; Victor fonana

Monday, May 16, 1084 (303) 690-6343

ROUSSEL, UCLAY DONATES U.S. PATENT RIGNTS FOR RU-406 TO
POPULATION COUNCIL

HAS umm:.'mun announced today that Prench
pharmacsutical company Roussel Uclaf, at the encouragesent of the :
Clinton administration, is dbutlnq with-ut resuneration, its .

" | United States patent rights for mifepristone ( m-qu) to the

Popuuuon Council, Inc., a not-for-profit mpanticn

RU=486 has besn marketed for non--m:l.u!. ternination of |
ptmmiu in Prance, the United Kingdem and s\mlan The drug is
alse under study for laber industion, maumhn. mh!.nqla
syndrcus, endomstriosis, meningioms and breast cancar.

"He ot:m:.y belisve that women in Asariocs should have access
to tha full range of safe and effective alternatives to surgical
abortion,® ghalala said. "The donmation announced today is a big
step in that dirgstion.®

on Jan. 22, 1993, President Clinton signed a Presidential
Memorandum directing the Department of Health and Human Services to

assess initiatives to promots the testing and ue.uuq af w-cu 1n
the United mm.

-~ More -
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) - g - '
Shalala commended Roussal Uclag and the Population Council for

3

coning to closure after months of complex nagotiations amid repeated
urging from the Climton administratien.

Shalals enphasised, hovover, that the donation does not mean
RU-486 has been approved for use in the United States. Ths
Population Council sust conduct clinical trisls, identify a -

" sanufacturer and submit a new drug application to ths Food and Drug

Mnainistration. )
"Tha FDA vill do all it can to gquickly evaluate nizopmistom,';‘
suid Shalals. “FDA's decision will be based solely on the :
scientific and medical evidence as to the gsafety and efficacy. of the
drug. That is ouwr rasponsibility to the women of Amarita.® :

R

- PPEARS THIS WAY
o ON ORIGINAL
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HHS EWS

U.S. DEPARTMENT OF HEALTH AND NUMAN SERVICES -—

FOR ITMMEDIATE RELEASE Contact;: victor gonana

Monday, May 16, 1994 (302) 690-6343

ROUSSED UCLAY DOMATES U.8. PATENT RIGETS TOR XU~-406 TO
POPULATION OOUNCIL

HAS Gecretary Danna . Shalals announced todsy that Prench
pharmacautical company Roussel Uclaf, at the sncouragement of the
Clinton adninistration, ls donating, vitheut remuneration, its
United States patent rights for mifepristone (RU-426) to the :
Pdpul.ution council, Ino., a not-for-profit corporation. ]

RU=-436 has bessn marketed for non-surgical termination of
pregnancies in Prance, the United Eingdom and Sweden. The drug is
alsc under study for labor indueeion; econtracaptien, Cushing's
syndroas, endomstriosis, meningioma and bBreast cancar.

"ie strongly believe that women in Amarica should have access
to the full range of safe and effective alternatives to surgical
aborticn," Shalala said. "The donation announced today is a big
step in that direction.®” .

on Jan. 22, 3993, President Clinton signed a Presidential
Memorandun dix.:cctzng the Department of lallth and Buman Services to

assess initiatives to pcoueu the testing and licensing of RU-486 in
th- Unit-d mm

= More -
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HHS FAGU SWEEY

U.S. DEPARTMENT OF NEALTH AND NUMAN SERVICES

-

l!i!cﬁri.tcm. (RU=486): Briaf Overviav

May 16, 1994 _ Gontact: FOA Preas Offics
(301) 443-1130

on Jan. 22, 1993, in one of his tirst official acts, Presidsnt
Clinton issued a.semorandum directing HHS § Donna E. shalala
to assess initiatives to promote the testing and licensing of
nifepristone (RU-=486) in the United States.

During early 1993, Hacretary Shalala and FOA Conmissioner David
Xessler communicated with senior Roussel Uslaf officials to bagin
sfforts to pave tha wey for bringing RU-406 into the Americur
markstplaca. .

In April 1993, reprasantatives of FOA, Roussel Uclaf and the
Population Council, a not-for-profit orgnniut.ion, ast tO discuss
U.8. clinical trials and licens of RU~486. Over the last year,
the parties continued their negotiations, culminating in the
donation announced téday. Roussel Uclaf will transfer, without
remuneration, its Oni Gtates patent rights to mifepristona teo the
Papulation Council. 'In turn, the Fopulation Council will take the

© necessary steps to bring XU-486 to ths Ameridan marRet,

uitomston- vas dsveloped by the' Franoch firm Roussel Uclaf.
been marketed for use to non-surgically terminate
pregnancy in Francs, the United Kingdom and Sweden. Thexre are -
several stigative trials undervay with FDA for other uses of thes
drug, including contraception, laber industion, Cushing's syndrome,
endometriosis, meningioma and breast cancer. ~

It must de s8d that termination of » -gn-no,'y is not a
s le medical pr ; whether it is dons surgically or through a
wnedical regimen. Ih France, the United Kingdom and Sweden, whsre
RU-486 has been administered to a inately 150,000 vomen, the
procedure reguivres several visits a nedical facility, \a precise
dos schawe using twve different drugs, and close monjtaring to
cars far wamen vho may sxpsrience excessive bl or other
complioations. Any uss of mifepristons in tha Unitad States would
2.“1:: follov the same typs of strict distribution and use

ond ane.

s
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AMBASSADE DE FRANCE AUX ETATS-UNIS

. 4101 lmr lsa‘. LW,
b : 'raq;h-..'aoz)m-m:
Télécopin: (202) 944-6257

Le Conseiller
pour les Affaires sociales

PC/ myj
May 19, 1994

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
Commissioner Kessler regarding the French Health Care System.

Best regards,

)
:
)

é
(EVYEREL.

1"

vo4

AVIIV13403S AL
. Wete |
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AMBASSADE DE FRANCE AUX ETATS-UNIS

oY

Td (202) 9446232
Télécopie: (202) $44-6257

Le Conseiller
pour les Affaires sociales

PC/rmj
May 19, 1954

Dr. David Kessler
Commissioner

FDA

5600 Fishers Lane
Room 1145
Rockville, MD 20857

DR | LT 2SN

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.

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 roughly 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. _ :

ol o
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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.
Respectfuuy yours, -
Pascal CHEVIT, MD, MPH
< _

[ BT

APPEARS THIS WAY
ON ORIGINAL
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The Honorable Ron Wyden

Chairman, Subcommittee on Regulation,
Business Opportunities and Technology

Committee on Small Business

House of Representatives

Washington, D.C. 20515-6318

Dear Mr. Chairman:

As requested in your May 25, 1994 memo, we have enclosed a copy
of the transcript with corrections made in the FDA witness'
testimony for the May 16, 1994 hearing on RU-486.

If we can be ,of any further assistance, please let us know.

Sincerely,

Diane E. Thompson
Associate Commissioner
for Legislative Affairs

Enclosure: '
As stated above

cc: _HEW=10 (2)

~. R/D: — :6/13/94
F/T:d6/14/94 (s:\wp\ \94-4927)
(Testimony Corrections - RU-486)

->

APPEARS THIS WAY
ON OR!GINAL
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MAJORITY MEIGERS MMM TY MEINGERS

RON VWYDEN, OREGON ;A‘an:ouzt:rf TEXAS
1.1 .

CHAIRMAN 103d Congress JAY ICKEY, ARANSAS
IKE SKELTON, MISSOUAS ::;::': 53:':33:'& MASSACH s
TEOSTHCXAND OMO Hnited States Bouse of Representatives MICHAEL MUFFINGTON, CALIFORNA.

HOMAS M. A . A N
NOAMAN SISISKY. VIRGIMIA . - Committee on HSmall Business STEVE JENMING
JAMES M. BILBRAY, NEVADA - 5 h 'n Btcul‘tinn sulcowm'r’rt:z:.r:: ’Dlﬂlm
FLOYD M. FLAKE. NEW YORX - ubcommittee on " . 83 2
R Toceth . Caromaa T _ Business @pportunities, and Teehnology X d0r-azsame
$-363 Rapburn Mouse Office Building bt oo

MOGENT LENMAN

T aspington, BC 20515-6318
. May 24, 1994 mmsu:gamm«“:o:nomm
TO: Witnesses

Hearing on RU 486
May 16, 1994

FROM: /Ron Wyden, Chairman
Subcommittee on Regulation, Business Opportunities

nd Technology

SUBJECT: Testimony Corrections

Thank you, again, for participating as a witness at the
subcommittee’s recent hearing. ;
The subcommittee normally requests that witnesses themselves:
correct the rough transcript of their spoken testimony in order to.
complete the final, published hearing reocrd. Attached is the
transcript from your recent testimony. We request that you make

your corrections according to the following guidelines:

-=- Changes should be to correct s

i . Corrections should not change the
obvious intent or meaning of the statement as it appears
in the transcript.

-=- You may wish to keep a copy of your corrections for
your own file.

~- The subcommittee will keep the hearing record open for
changes for a period of 45 days beginning from the date
of the hearing. Corrections should be submitted within
that time period. )

-~ Correctf{pns should be returned to the subcommittee at
B-363 Rayburn House Office Building, Washington, D.C.
203513. \

Again, I appreciate your help in this matter. Should you have any

questions regarding this request, please contact Steve Jenning or
Grady Forrer of the subcommittee staff at (202) 225-7797.

P4 /927
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TESTIMONY OF HON. DAVID KESSLER, M.D., COMMISSIONER, U.S.
FOOD AND DRUG ADMINISTRATION, WASKINGTON, D.C., ACCOMPANIED

BY MARY PENDERGAST, DEPUTY COMNISSIONER/ SENIOR ADVISOR TO 1y

ruz;qpnnzsszoxz§>u.s. FOOD AND DRUG ADMINISTRATION i
Dr. KESSLER. Thank you very much, Mr. Chairman. I am

Joined by my colleague, Ms. Mary Pendergast, who is Deputy

Co-nissionoz/'s.nio: Advisor to the Commissioner at the rood

and Drug Administration.

Mx. Chairman, the Food and Drug Administration has
encouraged the submission of a new drug application for
RU-486 for interruption of early pregnancy so that we ca?
detarnine whether it is safe and effective forxr that ?
indication. If there is a safe and effective medical -
altarnative to any surgical procedure, American women should -
have access to that drug regimen.

We cannot form, however, any J:;initiv. conclusions about
the drug's safety and effectiveness or approve it for
narketing in the United States without first reviewing the
studies and othexr data that would be submitted in a new drug
application.

On January 22nd, 1993, President Clinton issued a
nemorandum to the Secretary of Health and Human Services

dizeoting her to assess initiatives to promote the testing

and licensing in the United States of RU-486. In response,
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FDA's efforts have bean focused on encouraging and
iacil}tat&ng the suhnission.oi a new drug application.

Innediately after the President issued the memorandum, I
uzo}: £o ni. Edward Sakiz, President of Roussel Uclaf, and
raquested a meeting to discuss the possible therapeutic uses
of anéi-p:ogostationtl drugs, and in particular rpA's
int.:ost‘in raceiving a new drug application for RU-uU86 £forx
intexzuption of eaxly pregnancy.

Both Secretary Shalala and I also let Meochst AG, Roussal
Uclaf's paxaeant corporation, know of our interest. On
Febzxuazry 24th, 1993, senior representatives of FDA and
Roussel Uclaf met to discuss the clinical and manufacturing
data that FDA would need to raviaw as paxt of a new d:u;,
application for an abortifacient indication. A

At that meeting, FDA received a strong commitment £from Dr.
Sakiz that he would £find a way to bring RU-U86 to the U.S.
market. Doctor Sakiz statad that Roussel Uclaf would not be
directly involved, but instead would work through a third
party in the United States, Dr. Saxiz§ also committed to V//"”
making the dzug'tvailablo for research on other potential
uses.

FDPA and Roussel Uclaf agreed to continue ¢to work on this
nagpof:until zenaining issues could be xesolved. :il ip w ¥
April 20th, 1993 -ooting} at FDA, Roussel Uclaf indicated v

its willingness to modify its 1982 contract uwith the
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Population Council, a nonprofit scientific and technical
organization. These modifications would permit the

Population céuncil and its sublicenseas to p:odué.. tasfjand 4
distribute RU-U86 in the United States.

The Population Council agreed to work to identify a
manufacturer for RU-486 for the Unitad States market and to
begin clinical trials to test the drug in the United States.

At that point, we thought the clinical trials on RU-u486
would begin soon in the United States. This proved not to
be the casa.
Before the Population Council would begin clinical trials,

the Population Council and Roussel Uclaf undertook conpléx

negotiations pertaining to the transfer of the RU-486 :
patents and the uaf the drug would be distributed in th;u
United States. After a year of these negotiations, on April
14th, 1994, Secretary Shalala and senior department
officials, including NMs. Pendergast and myself, nmet with the
heads of Roussel Uclaf and the Population Council.

At that meeting, the parties indicated their willingness
to continue their negotiations, and the Secretary made it
clear to the negotiating parties that agreement on all
outstaﬁding issues should be reached no latar than May 15th,
1994,

¥e are pleased that Roussel VUclaf and the Population

Council have concluded theixr negotiations, and that Roussel
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Uclaf has donated the patents on RU-486 without
remuneration. We anticipate that the Population Council
Will now pursue the clinical testing of RU-486 in the United
States. VWe, tho.rood and Drug Administrzation, will work
with fh.'Population Council to make certain that theirx
clinical trials are well-designed and carefully conducted,
in order to provide useful information on how the drug might
be properly used in this country. FDA will review the
application carefully under appropriate medical and
scientific criteria.

It should be recognized that the terxmination of a
pPregnancy is not a simple procedurea. Whether it is doné:
surgically or through a medical regimen. Women should n;t
think that pregnancy termination using a medical rogin.n‘
will be simple. It will not be.

In Europe where RU-486 has been used in over 150,000
women, the procedurs requires savaral visits to a medical
facility, a precise dosing scheme using two different drugs,
and closa monitoring to carxe for women who may .ug.:ionc.
excessive bleeding and other complications. Ve anticipate
that any use of RU-486 in the United States would have to
follow striot distridbution and use controls.

- H:. Penderxgast, the Deputy Commissioner, and I, are

pPrepared to answer your questions.

[The statement of Dx. Kessler follows:)
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Dr. KESSLER. HNr. Chairman, we have several INDs that are
in effect for the study-—sa;aa&ah—sku&éec—‘otAthis drug. We [A
have a}:oady>lookcd at chamistry and pht:nneolog& data on
thi;_ﬁrug.' We have also reviewed published studies on the
clinical'ciioctiv.ncssj;studios that aze in the medical L”/
1itc:;turc.

Obviously, an important part of our review would be to
audit the studies that are published in the nmedical
literature.

Chairman WYDEN. Nou, Dr. Kesslex, in the past the Agency
has said that it wants to look closely at the Zuropean

clinical experience with this dzrug. Could you bdriefly

ey

describe what you see as the highlights of the European :
experience? In aeffect, we would be intexested in the pﬁints
that are of most interest to you as a FDA regulator, as to
what you saw in Europes.

Dx. KESSLER. It is probably accurate to say, Hr.
Chairman, that there have been about 20 significant studies
on the use of this drug. and caertainly there are many other
studies that have been conducted, some with smaller numbers
of patients. T would estimate that there have been detween
zoff;d.;o.ooo patients that have been enrolled in clinical u/A
trials, and as you mentioned earlier, there are over 150,000
patients that have received the drug after it has been

approved in other countries.

/




KANME:
461
462
ué63
Loy
ués
466
46?7
468
469
470
471
472
473
w74
u7s
476
477
478
u79
480
u81
482
483
uay

485

MIF 002763

——-1360H? » apprPlG! 21

ﬁekgghhuto answer your quastion, to give you a sense of
what we look ;;. let ne refer to one particular study and
perhaps go through that. It is a May 27}‘. 1993 study, thatt”
Was published in the New England Journal of Medicine. And
again, our obligation is to review data like that and to
audit-that data.

The paper is senior authored by Payron. There are two
series [iAbhpa_pedidiipiwin that paper, tuwo series and two
studies that are reviewed and documented. Let me just take
you through the £first series in study one, which involved
488 women. The mean duration of amenorrhea was U5 days, u$
days from the last period. Some women had to be oxcludéd
from the study. One had an ectopic pregnancy, that uouid
no§ be appropriate. One had longer amenorrhea, forx no:;‘
than 49 days. There werxe savaral that uere excluded for a
lack of appropriate ioliou-u’.

The rate of effectiveness, and define that as teramination
of pregnancy and complete expulsion, in that series of 488
patients, uas 96.9 percent. Termination of preghancy
occurzred in 2.9 pexcent of women within 48 hours, 60 percent
within four hours of the second drug being administerxed, the
prostaglandin, and 33.2 percent thereafter.

éin fajilures included ongoing pregnancy in 0.8 percent,
incomplete abortions in 1.8 parcent, and surgical proceaduras

being required for heavy bleeding in 0.4 percent. 1ll the

vi
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of settings, both public and private; is that correct?

Ms. PEXDERGAST. WNe would anticipate that. This is a big
country and uéncn live in large cities and in snill zu:gl
comnnunities, and a major question to be asked and answered
is how can you properly and safaly use this drug in the wide
variety of health care settings available to women?

Chairman WYDEN. And you will unquestionably in this
inquiry be looking at the specific prospect of this drug
being used in doctors' offices; isn't that correct?

Ns. PENDERGAST. That is correct.

Dx. KESSLER. HMr. Chairman, the issues that have concern
to the Agency is to assure that appropriately trained poéplt
be the onas who are responsible for using the drug, thati
there be backup proceadures available, and the drug be N
tracked so that no inappropriate use of the drug would take
Place. Those are the concerns. If those concerns can bde
met, it is likely that any setting ;;:i can meet those
concezrns could, in fact, carry out the proceduras.

Chairman WHYDEN. Dooctor, I Kknow you didn*t get into all of
the details of the agreement, but I am interested in asking
you some questions dealing with some of the issues relating
to thn_?nbiic interest involved in this patent gift to the
Populaéion Council.

7irst and foremost, e would be interested in Knowing is

the Government involved in any way as an indemnifier for any
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party for any product liability which could occur at any
point?._

Dz. KESSLER. The government will not be invelved in any
Way in indemnification of any of the parties.

C§aitnan WYDEN. Is it--is it fair to say that the
Governnment acts as an interested observer of the process,
but othexr than your job as a regulator, that is essentially
the position of the Government?

Dr. KESSLER. That is correct, Nr. Chairman.

Chairman WYDEX. The Government will receive no patent
rights as part of this agreement that was reached this

weekend, Dr. Kessler?

Dr. KESSLER. That is corzrect. The Government will:
receive no patent rights. The gift is being made by Roussel
Uclaf to the Population Council, without remuneration.

Chairman WYDEN. And the government, the Federal
Governnant is not going to be party to any business
decisions, including selection of manufacturers and
distributors foxr the U.S. market?

Dx. KESSLER. The Government will not be part of any

business decisions between the parties. e do have a
-1

rasponsibility and perhaps Ms. Pendergast can azticulato‘*ﬁ .

7‘, how 'u. view whether a manufacturer is qualified to
produce a drug.

Ms. PENDERGAST. As part of any new d;ug application, the




NAME:
586
587
588
589
590
591
592
593
594
595
596
597
598
599
600
601
602
603
604
605
606
607
608
609

610

MIF 002766

—~ 136040 PAGE 26
company that would like to market a drug in the United
States must provide to us the chemistry and manufacturing
iniotlgtion ibout how the drug will be ptodue.d.' And before
approving any marketing application, FDA investigators go to
the manufacturing site and do an inspection. So to that
extent, we will be taking a look at whatever manufacturer
there is, but we don't approve in advance who thay might h§
willing to use.

Dr. KESSLER. TFurthermore, Mr. Chairman, uwe also have
responsibilities to make sure that a drug can be safely used
once-~if it is approved, and once it is approved. We have

responsibilities with regard to the distribution and th(

safe use. So there is government oversight of those :
conditions. —

Chairman WYDEN. So in tearms of the regulatory process.,
what you are talking about, Ms. Pandergast, is essantially
the kind of regulatory hurdle involving govearnment oversight
of the manufacturing processes, the good manufacturing
process reagquirement that is essential for any manufacturer
who uwants to produce this drug in the United States: is that
corrxect?

!fr PENDERGAST. That is corrxect. Those are our normal
pzoccizcs.

Chairman WYDEX. And at this point, no one Knous who that

is going to be yet., because this is a decision to be made by
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the Population Council?

Ms. PENDERGAST. That is correct. Perhaps the Population
Council knqu;. but we certainly do not. |

- -Chairman urﬁzx. Let me ask you one other question with

zospogt'to the agreenment and wheze it stands in terxas of
specifics. In your opinion, Dr. Kessler, is the Population
Council going to get everything they need as an organization
to in effact take this drug all the way through clinical
trials and the approval procass and in effect not have +to
negotiate any more agreemants with the company? Is that
your viesm, that they will get everything they need?

Dr. KESSLER. The Saecretary and I and HNs. Pendc:gaét
expect that to be the casa. :

Chairman NYDEX. Doctor, we understand the clinical'tzials
Wwith this drug may starxrt as early as this £fall. Can you
give us some baseline guidance as to how many locations and
how many women may be involved?

Dr. KESSLER. The Population Council has an IND on £file
with the rood and Drug Administration. e have been told
that they are planning to submit an amendment to that IND
£ile. The information you are requesting would oniously be
pazt of that IND file. We have, beaen told by the Population
COunc:i that up in the :angogtahout 2,000 women, they are =
expecting to design the clinical trial.

Chaizman HYDEN. How long do you think the entirxe approval
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procass mnight take? Again, I realize that this is something
that is an inexact part of the process, but in your opinion,
how long do»}ou think it might take for the app:bval
procass?

Dr. KESSLER. Lat's ba--lat's define the word 'ippzoval'.
Let's talk about what needs to be done, what will be on the
Population Council's clock, what will be on our clock. An
application, the new drug application, needs to be subaitted
£oxr the Agency to xeview.

He have been told by the Population Council that shet— =
appiieabieon,— they anticipate that that application will take “

betueen 9 and 16 months to prepare vhe—epplicsasion. Hha} ]

-

needs to be done, besides collecting all the data, :
obviously? an important parxrt of that applicatif:)is havi£§ a &7
mnanufacturing operation that is up and running. ¥We cannot
and we will not approve any application for which wa are not
confident that the sponsor can appropriately manufacture the
dzug. So a significant part of that 9 to 16 months would be
getting a manufacturing process up and running. That would
not be on the Food and Drug Administration's clock.
I mean our clock starts when the application is submitted.

And q:_uould anticipate, in part because we have seen a lot
oi.yzdiilinazy data, there is still a lot we have not saen,
but we would anticipate that approximately six months of

actual approval time. Tha-clinical trials, we have been o
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told by the Population Council, that they expect to have
-ék::;:i:ials up and running by early fall. A
There is an IND in effect and our review time for an IND
is:qguallylloss than 30 days.
Chairman WYDEN. So really the answer to how you speed up
the ;pp:oval process, which is the question that I get
asked, you Kknow, continually about this, women constantly
say, look, we have waited long enough, you Xnow, it is
available around the world, 150,000 women have used it. The
ansuwer to how you speed up the process even more is that the
sooner the manufacturer is chosen., the sooner the process

gats started. Is that correct?

0w

Ms. PENDERGAST. That is right. I think the lanuiictu:ing
procaess questions are the quastions that will take the )
longest period of time.

Chaizman WYDENX. Oni bit o0f housekeeping from yesteryear
that I uanted to ask you about is what happens to the matter
of RU-486 on the import aia:t list? As you Kknouw, I uwas very
concearned about that years ago, because I always thought
that inports—--import alerts uere issued when there uas
evidence of a black market or somebody was smuggling it, and
when we went to try to ascertain what was behind the import
alg:t;;all we found was a bunch of letters in the file £fxoa

organizations that said they thought that RU-U86 was going

t0 be the end of western civilization and it ought to ba
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Kept out. So I am interested as to the status of RU-486 on
the import-alert list. And, Doctor, maybe you could tell us
what that is. -

:2:. KlSSL!n. The import alert will remain in ciioét. The
purpose of the import alert is to make sure that no
countc;ioit drugs or drugs of poor quality enter the United
States.

Ms. PENDERGAST. It is not possible at this time for
anyone to lawfully obtain Roussel Uclaf's RU-486 to bring it
into the United States. So at this time, were a woman to.

bring in what she thought was RU-486, the odds are it would

be some sort of counterfeit or clandestinely manufactured

T X

drug of unknown safety. In addition, it is simply bad
nadical management for any woman to attempt to to:-inato—i
pregnancy medically by herself without very., very careful
supervision of a physiciin.

Chaizrman WYDEX. I sharxe that ;I:Q. and I np;:.ciatc. Dr.
Kesslex, your concern about the counterfeiting. Bacause
certalinly this subcommittee over the years has receivaed
reaports adbout those prospects and, you Knouw, the bottom line
is that the davelopment process is moving forwaxrd, that the
days oi.foot dragging and stalling are over and the
dovglogiont process is moving forward and I appreciate that.

In texrms of where and when RU-486 might be used, and,

again, absent the NDA from-~the XDA from a sponsor, could you
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Project, Dr. Kesslar, at what stage of pregnancy this
alternative iight be available?

Dx. KESSLER. The studies that we consider the most
relevant diicuss the indication foxr use in the termination
of early pregnancy, that is up to 49 days of amenorrhea, U9
days i;on the last period. It is important to point out
that 49 days from the last period is raeally 21 days, three
weaks, from the first missed period. And therefore it
is--the drug's usefulness, the drug's effectiveness, at least
£from the published studio:;;is in the earxly stages of "//
pregnancy. That means for the drug to ba used, the

diagnosis of pregnancy neads to be made very early on.

W s

Chairman WYDEN. With respect to the first 49 days, I
gather that that still accounts for a high proportion oi-ih.
current pregnancy terminations. Is that right?

Dr. KESSLER. It has been astimated té’élﬁﬁ{ for example,
in the French maxket, that as much as 20 percant, 2S5
percent, that it could represent that portion of the market.

Chaizman HYDEX. One othexr question, Dx. Kesslexr, and then
I am going to recognize my good friend from Nissouri for any
questions he has. Doctor, from the standpoint of a
physicinp. oould you compare RU-U86 using an anti-progestin
like n&auss to a surgical abortion? I think that would be
helpful to have on the record, from the standpoint of

advantages, disadvantages to physicians.
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Dr. KESSLER. Let me just reiterate, Mr. Chairman, that
obviously- we need to review the application when it is
submnitted. iot me tell you what is Known about'su:gical
aboggions ind what are the risks, what are the advantages
and disadvantages of the surgical aborztien.

fho risk of surgical abortion includes the risk of
anesthesia, the risk of infection, the risk of injury to the
cervix, and risk of uterine perforation. It is a surgically
invasive procedure. The advantage to a surgical abortion
over a medical regimen is that in fact it could be done in
probadbly less visits. It could be done--it can be done
quicker. N

The advantage of a medical procedure is that thc:.:;thc
advantages of the ;odical pProcedure, obviously the _
complications of the surgical procedures such as uterine
pexrforation, injury to the cervix, you would not see
medically. The other advantage to the medical procedure is
that, in fact, surgery usually, most people who perform
abortions, wait later on, don't do the procedure in the
early period of pregnancy. They wait. So one of the
advantages of the medical procedure is, in fact, that it
could bg done earlier.

fio:o are advantages, there are disadvantages. Obviously,
it awaits our £ull and thorough reaview to be able to give

you a full answve:x.
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Chairman HWYDEN. But there is no requirement for
anesthesis; is that correct?

Dx. xzsénzn: There is no requirement for anesthesia.
Certain sut§1011 ;bottions are done with local anesthesia;
others ate done with more intense or general tnesthisia.

Chairman WYDEX. Let me zecognize my colleague fxoa
Missouri. We welcome hin.

Mr. SKELION. Thank you very much. As you Know, NMNz.
Chairman, I have long had a very strong pro-life stance, but
I do want to ask questions in regard to information I have
that the chemical properties of this particularxr item is
alleged to have a therapeutic value for a variety of oth?:
diseases, zanging from Cushing syndrome to memingioms, n;d
also it deals with breast cancexr. And would eithex on._éi
you expand upon that for me, please?

Dz. KESSLER. There are investigational INDs that are in
effect for the study of its use in other conditions. There
aze aultiple INDs in effect. Some have been made public.

As you know, wWe are not permitted to talk about INDs that
have not been made pudblic, but there is a range of
conditions for which--

Hx: SKELTON. Hell, there is a study, excuse me, it says
major trials are undezway to treat breast cancer. Can you
speak of those, for instance?

Ms. PENDERGAST. That is correct, there are breast cancer
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trials being conducted in the Unitad States, as well as
trials for meningioma, Cushing's disease and other
condit;ons..

_Mr. SKELTON. Can you name any, other than those three?

ﬂsi PEXDERGAST. It is also being studied for diabeteas,

endometriosis, and for, not in this countzry though, for
zipaning the cexvix, f£for women who have completed thei:x
pregnancy and are actually going too long. It is being
studiad to bring a woman to labo:x batter than--hopefully,
baetter than the drugs that are now being used for that
purpose.

Mxr. SKELTONX. Arxe any of those studies completed?

o

Dx. KESSLEIR. There is no--I mean, again, we do noé talk
about, you knouw, those studies specifically., and uhoth.;”an
NDA has in fact been submitted. That is confidential
information.

Mxr. SKELTOX. Thank you, ﬁ:. Chairman.

Chairman NYDEX. I thank my colleague. I uwant to tell him
that I very much appreciate him asking about the nonabortion
uses, bacause I think we axe going to see more and more of
the drugs of the future in effect de these dual purpose
d:ugs:ﬁ tﬁoy aze going to be drugs that are going to be
ca;ahi; of attacking a wide variety of the cancers and the
illnesses that my friend has mentioned. They axe also going

to ba drugs that offer an alternative to guzgicul abortion.




NAME:
811
‘812
813
814
815
816
817
818
819
.820
821
822
823
824
825
826
827
828
829
830
831
832
833

834

MIF 002775

—136040 : ' PAGE 3s
And people, of course, in our country do diffar as the
g.ntlgnan-noi.s on the abortion issue.

One of the efforts of this subcommittee has essentially
been to saf let us evaluate drugs by the book. The jod of
the gentleman who runs the Food and Drug Administration is
to ov;luat. these drugs on the basis of their safety and
efficacy. If they meet those standards, I am of the view
that the American people want them. 3But I Xnow that the
gentleman has strong pro-life views and he has always been a
constructive member of this subcommittee and we arxe going to
push hard for all safe uses of this drug and appreciate the

gentlenan's questions.

(1 TN

Dr. Kessler, unless you have anything further that you
would like to add, we will excuse you at this time. rh;"
subcommittee is working with you and I think on last count
on something like five issues at this point, and you have
always been very gracious, doth with your time and with your
staff's time to work with us. And I Kknow that this puts
anothar huge issue on a plate that is already very £full and
Wwe appreciate the way you are tackling this and look forward
to working uith you closely in the days ahead.

Dz: KESSLER. Thank you, Mx. Chairman.

éiairnan HYDEN. We will excuse you at this time. Thank

you, Ns. Panderxgast.
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Mr. Chaifiin, the Food and Drug Administration (FDA) has
encouraged the submission of a new drug application (NDA) for
mifepristone, commonly called RU-486, for interruption of early
pregnancy so that we can determine whether it is safe and
effective for that indication. If there is a safe and
ettecti&e medical alternative to any surgical procedure,
American women should have access to that drug regimen. We
cannot form, however, any definitive conclusions about the

-

drug's safety and effectiveness, or approve it for marketing in

the United States, without first reviewing the studies and

other data that would be submitted in a new drug application.

On January 22, 1993, President Clinton executed a memorandum to
the Secretary of Health and Human Services directing her to
assess initiatives to promote the testing and licensing in the
United States of RU-486. In response, FDA's efforts have been
focused on encouraging and facilitating the submission of an
NDA.

Immodiatiif;aftor the President issued the memorandum, I wrote
to Dr. Edouﬁrd Sakiz, President of Roussel Uclaf, and requested
a meeting to discuss the possible therapeutic uses of anti-
progestational drugs and, in particular, FDA's interest in

receiving an NDA for RU-486 for interruption of early
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pregnancy. Both the Secretary and I also let Hoechst AG,

Roussel Uétit's parent corporation, know of our interest.

On February 24, 1993, senior representatives of FDA and Roussel
Uclaf met to discuss the clinical and manufacturing data on the
drug that FDA would need to review as part of an NDA for an
abortifacient indication. At that meeting, FDA received a
strong commitment from Dr. Sakiz that he would find a way to

bring RU-486 to the U.S. market. Dr. Sakiz stated that Roussel

Uclaf would not be directly involved, but instead would work

through a third party in the United States. Dr. Sakiz also
committed to making the drug available for research on other
potential uses. FDA and Roussel Uclaf agreed to continue to

work on this matter until remaining issues could be resolved.

At an April 20, 1993 meeting at the FDA, Roussel Uclaf
indicated its willingness to modify its 1982 contract with the
Population Council, a non-profit scientific and technical
organization. These modifications would permit the Population
Council and QSh sublicensees to produce, test, and distribute
RU-486 in the United States. The Population Council aQrecd to
work to ideﬁtify a manufacturer for RU-486 for the United
States market and to begin a clinical trial to test the drug in
the United States.

MIF 002778



At that point, we thought that clinical trials on RU-486 would
begin soon~in the United States. This proved not to be the
case. Beto:a'fhe Population Council would begin clinical
trials, the Population Council and Roussel Uclaf undertook
complex negotiations pertaining to the transfer of the RU-486
patents and the basis for distribution of the drug in the
United States. After a year of these negotiations, on April
14, 1994, the Secretary and senior Department officials met
with the heads of Roussel Uclaf and the Population Council.

1]

(R AT AN

At that meeting, the parties indicated their willingness to
continue their negotiations, and the Secretary made it clear to
the negotiating parties that agreement on all outstanding
issues should be reached no later than by May 15, 1994.

We are pleased that Roussel Uclaf and the Population Council
have concluded their negotiations, and that Roussel Uclaf has
donated the pitcnts on RU-486 without remuneration. We
anticiﬁato that the Population Council will now pursue the
clinical tosqfng of RU-486 in the United States. We will work
with the Population Council to make certain that their clinical
trials are écll-dcsigncd and carefully conducted, in order to
provide useful information on how the drug might be properly
used in this country. We also understand that the Population

Council will file a new drug application for RU-486. We will
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review it carefully under the appropriate medical and

scientific criteria.

It should be recognized that the termination of a pregnancy is
not a simple procedure, whether it is done surgically or
through a medical regimen. Women should not think that
pregnancy termination using a medical regimen will be simple.
It will not be. In Eurcope, where RU-486 has heen used in over

150,000 women, the procedure requires several visits to a

medical facility, a precise dosing scheme using two ditfcronté’
drugs, and close monitoring to care for women who may iw
experience excessive bleeding or other complications. We

- anticipate that any use of RU~486 in the United States would
have to follow the same type of strict distribution and use

conditions.

"
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The Honorable Ron Wyden

Chairman, Committee on Small Business

Subcommittee on Regulation, Business
Opportunities, and Technology

House of Representatives

Washington, D.C. 20515-6318

Dear Mr. Chairman:

Thank you for your letter regarding the progress in the
negotiations between Roussel of France, Hoeschst AG Germany,
and the Population Council, for licensing the drug mifepristone
(RU~486). We share your concern that continued delays in
negotiations delay submission to the Food and Drug
Administration (FDA) of an application for marketing approval
and the product's availability to American women, assuming it-
is found to be safe and effective.

As you know, HHS has been working actively with several
individuals and organizations in an effort to facilitate the
study and potential availability of RU-486 and other
antiprogestins in the United States. As you mentioned, the
drug is being studied for various possible uses, in addition to
abortifacient use.

Our assessment of the current licensing negotiations is that
progress is being made. Please be assured that we are
following these negotiations closely. We are committed to an
expeditious review of the data once a new drug application for
RU-486 is submitted to the FDA, so that American women may have
access to this alternative to surgical abortion as quickly as
possible, if the data show that RU-486 is safe and effective.

Again, thank you for writing on this important public health
issue.

+ Sincerely,

—
-

b

Donna E. Shalala

APPEARS THIS WAY
ON ORIGINAL
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HFW-10(2) —
HFW-14(2) —m

R/D: HFW-14: 1/6/94

Revised by:
— ., HFW-1:1/7/94

, HF=1:1/10/94
GCP-1:1/10/94
— HFD-500:1/10/94
HFD-500:1/10/94
. HFD=-8:1/10/94
HFD-1:1/11/94

- . HP=1:1/11/94
F/T: —:1/11/94

Retyped per:

.01/14/94

Concur:

8:\WP\ JRU486WYD
FDA CONTROL NUMBER: 94 1
TRACER #: 64254

08 #: 9312280007
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December 23, 1993

The Honorable Donna E. Shalala

Sacratary

U.S. Department of Health and
Buman Services

Room 615F

Hubert H. Humphrey Building

200 Independence Avenues, S.W.

Washington, D.C. 20201

Dear Madam Secrstary:

I know wve share an interest in improving both the health and
healthcare choices of Amarican woman. I strongly endorse the
significant initiatives you have launched in this regard. We will
work hard to ensure your proposals gst the attention and support
they deserve during the remainder of the 103rd Congress.

I write to you, today, to urge your action on one elament of
the svolving healthcare agenda...ths U.S. spproval and distribution
of the French drug R _486. There have been substantial dslays in
the still-uncompleted licansing negotiations between the French
nanufacturer of this important drug, and the U.8.-based Population
Council. This, in turn, defaxs the jinitistion of clinical trials
needed for Food and Drug Administration approval and, ultimatsely,
the drug’s availability to American women.

A clear, perscnal admonition from vou to the negotiating
parties at this point, I balieve, could dc much to
overcome final roadblocks to the completion of the

licensing agreesent.

T strongly urge ‘you to contact exscutives of the drug
manufacturing companies -- Roussel Uclaf of Francs, and
Hoarchst AGC Garmany -- and requast their cooperation.

A8 you know, RU 486 offers unique ies as an
abortifacient and as a varifiable safe alternative to surgical
pregnancy tarmination. And in testimony before this subcommitteae,
a mmber of wmedical researchers bave tastified that this anti-
progestin also may be valuable in treating a number of cother
conditions and illnesses including endometriosis, Cushing’s
syndirome, meningioma and perhaps even Alzheimer’s diseass.

/Y R GSq

R JYRRYY
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The Honorsbls Donna n. Shalala
Page Two

As one-who has fought hard for nearly four years too get a
fair and Tidpid assessment of this drug in the Unitad States, I
believe that our government should do all within its power to brinq
the current. efothtim betwean the manufacturar and
Population Council to a swift and positive conclusion.

The potential benefits of this pharmaceutical...one which ve
could in the alternative replicate ourselves...are just too
pronising to ignore, or to be held hostaga to the whims of a
foreign manufacturer.

Thank you for your attention to this inpori:anc matter, and for
your continuing concern regarding woman'’s health issues. Should

you have any questions regarding this request, pleasa don’t -

hesitate to contact me, or Steve Jenning of the subconmittes staff
at (202) 225-7797,

Sincersly,

oy g

APPEARS THIS WAY
ON ORIGINAL
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DEPARTMENT OF HEALTH & HUMAN SERVICES Pubuc Health Service

Food and Drug Adminisiration
Rockvilie MD 20857

December 14, 1992

Edouard Sakiz, M.D.
President, Roussel-Uclaf
102 Route de Noisy
P-93230 Romainville
France

Dear Dr. Sakizx:

In a December 7, 1992, article by William Drozdiak, a Paris
reporter for the Washington Post, concerning the likelihood
of RU-486 becoming available in this country for interruption
of pregnancy, you are Qquoted as saying that "we [Roussel-
Uclaf) are preparing to see how we can have a clinical trial
start in the U.S.* The same article also Qquotes me as caying
that the Food and Drug Administration *"would welcome an }
application® for your company’s product.

U ATARR)

There may be a misunderstanding regarding Frederal Food, Drug,
and Cosmetic Act reQuirements for drug approval. We accept
foreign clinical trials, s0 long as we are able to audit the
data, according to our normal procedures. Agency staff 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. In light of existing data, further clinical trials
may not be reguired.

My colloaguoi and I would be pleased to discuss this issue
with you further if that would be of help.

Sincerely y

= | &\-\m

avid A Kessler, M.D.
Commissioner of Food and Drugs
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ROUSSEL UCLAF &\

- &
mwm Paris, December 17, 1992
Doctor David A. Kessler ¢
Commissioner of Food and Drugs o -
Department of Health & Human Services 2 o
Food and Drug Administration ~
Rockville, MD 20857
USA
Dear Doztor Kessler,

Thank you very much for your recent letter concerning RU 486.

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

T am also fully confident that in light of the considerable number of chmeal 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, aithough 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 bas 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
to experiment the drug and get a chance to make public statements on its many

,We:repr«entlyinthepromofrevieudngourmteyinthkdirecnon, and we
sbould be able to come up with some proposals by the end of January. 1 would,
then, be delighted to meet you in order to discuss the RU 486 issue in your country.

Yours sincerely,

A% Boglevand dus triva? o TS0e® 1o
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The Honorable Ron Wyden
Chairman, Subcommittee on Regulation,
" Business Opportunity, and Energy
Committee on Small Business
House of Representatives
Washington, D.C. 20515

Dear Mr. Chairman:

This is in response to your letter of January‘14, 1993,
requesting a December 14, 1992, letter from the Food and Drug
Administration (FDA) to the President of Roussel-Uclaf and any
subsequent reply.

The information requested is enclosed.

Vg

It should be emphasized that this correspondence is considered
confidential commercial information and is not releasable to the»
public under the Freedom of Information Act and the FDA's
implementing regulations. We request that the Committee not
publish or otherwise make public any of the information contained
in these documents. We would, of course, be glad to discuss with
the Committee staff the confidentiality of any specific document.

Sincerely yours,

Marc J. Scheinreson
Associate Commissioner
for Legislative Affairs

Enclosures

cc: HFW-1 -
HFW=-10(3) ~
HFW=-12"

cc: The Honorable Jan Meyers
Ranking Minority

cc: Roger McClung APPEARS THIS WAY

<RfD: ———— :1/15/93 ON ORIGINAL
R/T: — 1/15/93
F/T: —:1/19/92
CHRM-349 and NO. 12294
(S:\ ——— RU-486.LTR)
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January 14, 1993

Dr. David Kessler, NM.D.
Commissioner

The Food and Drug Administration
3600 Fishers Lane

Rockville, MD 20857

Dear Dr. Kesslerx:

As feu are avare, the Subcommittes on Regulation, Business
opportunities and Energy has been folloving the development of the
drug RU=486 with great intersst. Recently, the subcommittee has
been particularly interssted in whether or not the manufacturer of
the drug vill move to introducs the drug in the U.8. market.

I read with interest the enclocsed copy of a January 13, 1993,
editorial in Tha ¥all Strest Journal, The editorial mentiona a
Decenber 14, 1993, letter from you to the President of
Roussel/Uclag, Dr. Bdouard Sakiz, whersin the prospects for
_approval of the drug in the U.S. market are discussed, I request
"that the subc ttee Dbe provided with a copy of this
correspondence and any subsequent reply from Dr. Sakiz or his
representative.

As alvays, the subocmm!ttee appreciates your ation and
assistance. Should you have any questions regarding this rsquest,
please don't hesitate to contact Graydon Forrer of the subcomnittee
staff at (202)228-7797. .

il . Sincerely,

o /Zﬁlv'rﬂnus
encidsurs

MIF 002788
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The Honorable Joe Barton

Chairman, Subcommittee on
oversight and Investigations

Committee on Commerce

House of Representatives

Washington, D.C. 20515-6115

Dear Mr. Chairman:

This is in partial response to your request of September 17,
1996, regarding further information related to the Food and
Drug Administration's (FDA) consideration of RU-486
(mifepristone). You raised five issues. As was discussed with
Mr. Alan Slobodin of your staff, responses to numbers two and
three are enclosed. Answers to the remaining questions and
responsive documents will be provided as soon as possible.

Tab A:

SRR JTRRS

1

o (2) All unexpurgated books, records (including FOIA
requests), correspondence, notes, phone logs, memoranda,
documents (including all drafts and without regard to
wvhether they are on papsr or recorded electronically), and
electronic mail (irrespective of how stored, including but
not limited to those stored on individual PCS8 or on file
servers that are a part of local area or wide area
networks) mentioning or pertaining to the July 19, 1996
Reproductive Health Drugs Advisory Committee meeting,
including materials related to the individual members of
the Advisory Committee, and all materials relating to all
ethical issues concerning each member of the Advisory

Committee.
Tab B:
. (3) All unexpurgated books, records (including FOIA

requests), correspondence, notes, phone logs, memoranda,
documents (including all drafts and without regard to
whether they are on paper or recorded electronically), and
electronic mail (irrespective of how stored, including but
not limited to those stored on individual PCS or on file
servers that are a part of local area or wide area
networks) mentioning or pertaining to YDA's consideration
of the issue of the possible breast cancer risk factor in
connection with RU-486.
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Page 2 -~ The Honorable Joe Barton

The enclosed documents contain confidential information and
other privileged information not releasable to the public under
the Freedom of Information regulations promulgated by FDA. We
request that the Subcommittee not publish or otherwise make
public this information. 1In addition, given the sensitivity of
this issue, as we did previously, we have redacted the names of
individuals associated with the clinical trials and application
review.

If you have any questions, please advise.

Sincerely,

Sharon Smith Holston
Deputy Commissioner
for External Affairs

TR JT AR

Enclosures

cc: The Honorable Thomas J. Bliley, Jr.
Chairman, Committee on Commerce

The Honorable John D. Dingell
Ranking Minority Member
Committee on Commerce

The Honorable Ron Klink

Ranking Minority Member

Subcommittee on Oversight
and Investigations

cc: HFW-107#(2)
HFW-1
R/D; ———eee—— :11/8/96 ( = \barton\ru.wpd)
Edit: $11/14/96
F/T:— :11/14/96
Control 96-6905

-
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e ) o Memorandum

Date +18 July 1996 (Tuesday)

From Executive Secretary

= -

Swiet CONFIDENTIAL MATERIAL FOR JULY MEETING

To
Members of the Advisory Committee for Reproductive Health Drugs

Attached is the Population Council’s safety report on the
studies they conducted with mifepristone in the United States.

Please be reminded that this is canfidential information.

Finally, I haven’t heard from Lewis, Narrigan, O°Sullivan, :

Daling, and Azziz concerning the dinner Thuraday night at whigh
7\ security and media issues will be discussed. The discussion 1=

scheduled for 7:30 pm in a private dining room and the dlnner

will start at 8.

Please confirm vour attendance at the dinner. (Noie my new
rbone number!)

/S/

Execuéive Secretary
Food and Drusg Administration

"

APPEARS THIS WAY
ON ORIGINAL
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SUMMARY OF SE_RIOUS ADVERSE EVENTS REPORTED IN PROTOCOL 166A/B

Introduction

This mernal Population Council report was gencraied in preparation for the upcom-

ing Mifepristone NDA 20-687 advisory committee meeting on July 19, 1996. The goal

was o summarize all serious adverss events ESAEs) that occurred during the conduct of
Protocol [66A/B. SAEs are defined as those events reported to the Council from the
clinics which the Council then reported to the FDA on Medwatch forms. All of these
SAEs reports have been previously submitted to the FDA in IND 22,047 as well as docu-
mented in NDA 20-687.

Results

The data relevant (0 SAEs have been summatized in the following three tables. -

Table 1 lists each participating clinic by clinic number, principal investigator name, loca-
tion and type of clinic. Table 2 identifies, in chronological order of occurrence, cach
subject for whom a SAF was reported to the FDA on a Medwatch form. The nature of
the adverse event(s) is recorded as well as the needrfér a dilatation and curettage (D&C)
or aspiration, intravenous fluids. transfusion or hospitalization. When available, the
subject’s duration of amenorrhea and ethnicity is provided. Finally, the IND submission
number and date the Medwatch form was submitted to the IND are listed.

The summary of Table 2 indicates that a total of 52 subjects had at least one SAE.
There was moare than onc. adverse cvent reported for most subjects on the Medwatch
forms. ﬁc..most?rcqucmly reported SAE was hemorrhage (41 reports). This was fol-
lowed by fainting/dizziness (20 reports) which includes all of the following events: faint -
ing, feeling faint or lighthcaded, dizeiness, syncope. vasovagal reaction and passing out.
Other scrious adverse events that were reported by at least 4 subjects are lystcd in the

Summary of Table 2

MIF 002793
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These serious adverse events resulted in the hospitalization of 26 subjects. Four
subjects received transfusions. A total of 28 subjects received IV fiuids (including 3 of
the subjects that also had transtusions). A total of 34 subjects received a D&C or aspira-
tion. All buttwo of the subjects who had a D&C or uspiration reported hemorrhage. Fif-
teen (15) subjects received methergine or oxytacin for treatment of bleeding, although 1]

of these subjects eventually had a surgical proccdure.

The Drug Surveillance Depanment of Roussel Uclaf maintains a database of all
serious adverse events associated with mifepristone for any medical use. At the réqucst
of Roussel, the Council sends to them information on sll SAEs from the U.S. clinical tri-
als that were reported to the FDA. Roussel assigns an “International Drug Surveillance
Number” (IDSN) to each SAE and then provides a medical code for the reported SAE.
These SAEs from the U.S. trial are thus captured in Roussel's database and are included

FDR/CDER/DMEDF 441 F@ls/14 JuL 1o '3

RN ST

in their quarterly reports of intcrnational SAEsa associated with mifepristone use. The -

SAEs from the Council’'s US study have been reported in the NDA by this IDSN, in
order to correspond to the report aumbering sysiem of other SAEs included in our NDA
from intemational use of mifepristone in clinical trials and during post-marketing surveil-
lance. However, this has caused some confusion in identification of subjects in the U.S.
clinical trial for three reasons: 1) onc subject may be assigned more than one IDSN by
Roussel, depending upon how many adverse events occurred, since the [DSN is associ-
ared with an adverse event, not a subject, and 2) the medical code for the SAE assigned
by Roussei may not precisely correspond to the description of the SAE as reported on the
Medwatch form Submitted to thc FDA by the Council und 3) Roussel has made some
mistakes in their coding of subject’s identification. The purpose of Table 3 is to clarify
the relationship between a subject in the U.S. trial and the IDSN(s) assigned to that sub-
ject by Roussel. In Table 3, cach subject with an SAE in the Council’s trial is identificd
and the IDSN(x). as assigned by Rousscl, that arc associated with that subject are listed.

The medical code assigned by Roussel tor the SAE(s) of each subject is also included.

MIF 002794
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For foug' subjects in the U.S. trial, Roussel has not yet assigned an IDSN or medical code

———————— FDA/CDER/DMEDP_

(subject 123, clinic ot subject 076, clinic 03; subject 070, clinic 02;-and subject 159,
clinic O1). The location in the NDA of tlic line listing of the SAE, as identified by th:
TDSN, 15 also indicated on Table 3. Line listings of all of the SAEs in the U.S. clinical
trial were included in either the original NDA submission of March 14, 1996 (Volume
1.66, p. 32) or the NDA Safety Update Report of June 20, 1996 (Volume 3.2, p. 10).

Comparison of U.S. trials and pivotal NDA trials
It is not possible to make a complete comparison of the serious adverse cveats
reported in the U.S. trial and the pivotal French studies in the NDA, due to different

definitions of SAEs and different adverse event reponing requirements in the (wo coun-

tries. Also, the safety analysis of the U S. trials has not been conducted. since the good

R I
'

clinical practice audit of the clinics is currently buing completed. Therefore, at this time -
comparisons between the U.S. and NDA pivotal studies can only be made with the seri-
ous adverse events reported from these 52 U.S subjects who had a Medwatch report,
rather than other less serious adverse events that will be uncovered during the safety
analysis of the entire U.S. dawabase. However, sume general comparisons can be made.,
The total number of subjects enrolled in [1.S. Protocol 166A/B was 2,121. This is slightly
less than the number of subjects (2480) emolied in the pivotal French trials in the NDA.
The number of transfusions is identical (4) in both studies and the number of hospitaliza-
tions is similar (26 in the U.S. trials and 21 m the pivotal trials). The number of reported
cases of hemorrhage, metorthagia or excessive bleeding was similar in the two studics.
Hemorrhagé wak reported by 41 subjects in the U.S. studies who required a Medwatch
teport. In the NDA pivotal studics. 52 subjects reported metorrhagia or excessive bleed-
ing, which was categorized as severc in 21 subjects However, the manner 1in which the
bleeding was treated differed in the two studies. In the U.S. trials, 32 of the 34 surgical
interventions (D&C or aspiration) reporied on the Medwatch forms werc performed on

subjects experiencing hemorrhage. In the NDA pivoral trials, a total of 15 subjects
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received surgical interventions for bleeding. The greater number of surgical interven-
uons by U.S. in;restigators is not unexpected, due to their initial lack of experience in the
control of bleedmg during medical abortion. This was the first clinical trial of medical
abortion in thc U.S.. but medical abortion had been available in France for several years
prior to the coriduct of the French studies of mifcpristone and misoprostol. The U.S.
investigators have noted that as they gained experience with the bleeding that occurs dur-
ing mzdlcal abortion, they were less likely Lo surgically intervene.

There were S cases of hypotension reported on Medwatch forms, aithough blood

pressure readings were given for only 2 of these subjects. There were 7 cases of clini-

cally relevant hypotension, one rated as severc, 1n the NDA pivotal trials. There were

Ly

also a similar number of reports of tachycardia on the Medwatch forms for U.S. subjects

o ‘.I»'

and in the pivotal trials (4 and S reports, respectively).

The incidence of other adverse cvents reported on Medwatch forms of the U.S.
subjects, such as cramping or vomiting, cannot at thus time be fairly compared to the
numbers of these adverse events reported from all subjects in the NDA pivotal studies.

This comparison must await the safcty analysis of the U/.S. database.

Conclusions

The SAEs reported during the U.S. trial do not appear to differ significantly from
those reported in the pivotal NDA trialx, although a full comparison is not possible at this
time. The higher incidence of surgical intervention in the U.S. trials may be explained by
the initial mexpeacnce of U.S. clinicians in providing medical abortion. Investigators in
the U.S. trial have indicated that there was a leaming curve associated with the treatment
of bleeding during the trial The incidence: of other events such as hemorrhage, transfu-

sions, and hospitalizutions were similar in the two studies. [n sutnmary, the current com-

parison of SAEs between our U S trial und the NIA pivotal tnals indicated that medical

abortion can be xafely delivered in a wide vanety of U).S. scttings.
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Table 1

_ Clinics in Population Council US Studies Protocol 166A/B

™ Clinic Number .| Iavestigator "Location “I'ype of Clinic® Protocol Aor B | .
| —— Name ) -
ol yy
Q2 A
03 A
04 ry
0s A
% A -
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s Other ~ Clinic or Private Office.
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- Table 2 |
IND Safety Reports (Med Watch) Submitted to IND 22,047+

e -

Patient | Clinic | AdverscEvent | D&C/ | Meth/ [ IV | Trans | Hosp. | DA | Race | IND No. and ]
Na. | No. Asp. | oxy. | Fvids | fusion Date |
cot 22 Hemorrhage X X X X 63 100 |
o) 2 | 112119
036 02 Hemonbage X X 44 108

Vumiu'ng. 12/0194
Fainting _
033 (s74 Vomiting X 49 108
Diarrhea 1201/9¢
Dehydration - _
027 m Hemorrhuge X X X 3 | 109
Cramping L. . : 12/07/94
042 02 Hemorrhage X X X S) 109
Cramping ‘ 12/07/94
Dizziness :
WD ol Hemorrhage X X X a4 [E0
(057) : Dizzinesx 12720094
Headache
Hypotension
(BP BY/5S,
pulse 101)
Tachycardia o .
oS 25 Hemorthage Xe » 46 13
Cramping o A v 0L/18/95
012 25 Hemorrhage X 49 113
Crampiog . 01/18/9s
061 ol Hemorthage X (3] 13
Weak 01718195
Nausea .
Pale & Cold L 1. ‘
076 17 Hemorrhage [ 3
- Vomiting 01/18/95
Cramping
. Chlamydial
= infection | o
033 03.. | Hemorrhage X X s2 | 113
) Syncope 0171895
Palloe
022 25 Hemorrhage X X X b 14
Cramping 072393
Fecling Faint i .
050 03 Hemorthage X X | 30 114
Dizziness 0172395
Postural
Hypotcnsion
(BP 6O/ }
L. .. : palpsble) oL
6
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- _ Table 2 (Cant’d)

[Patieat | Clisic | Adverse Event | D&C/ | Meth) | IV | Trans- | Hosp. | DA | Rame | IND N g
No. | Ne:- Asp_| oxy. | Fluids | fusion Date
009 26 Hemorrhage X X X 37 TR

Cramping 02079
Syncope
062 01 Hemotrhage X X 7 | = T
Cramping ‘ - 1 ouisms
107 01 Vomiting X 118
Dizzinecss 021505
114 Y Hemorrhage X x X |62 ] - 118
02/15/95
123 ]] Hemorrhage p 4 X 53 118
Dizzincss 015198
Headache ,
037 04 Hemorhage X p. 4 65 1R
Q1598
109 oM Hemorrhage X X b 4 43 119
Fevcr L 1 ov11ms
116 01 Chest Pain X 119
L o - 021795
048 03 Hemotrhage X X st 120
Tachycardia | 03/03/95
076 03 Hemorrhage X 121
. —_Cramping 03/06/95
060 24 Hemorrhage X X 54 122
Hypotension - o03/1amvs
017 23 Hemorrhage X X X 57 123
' Onthostatic Q371395
. Hypotension . L. e
070 117 Gunshot X 123
. 03/13/95
030 3 Hemorrhage X b 4 5 124
Syncope 04/11/95
Tachycardia
.y Hypotension N S
032 23 -Vasovagsl X 124
- reaction o4/1 195
035 23 _. orrhage X x 124
1 _ 04/11/95
037 23 Hemorrhage X X X s 124
Dizziness 04/11/95
Shortocss of
Brear | i |
081 26 Hemorrhage X+ X |5 12¢
Syncope/neck 04/1195
mn .
158 02 Hemorrhage 3 X X 54 125
Weakness - i S SO I SN | 04/19/95

MIF 002799
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- i Table 2 (Cont’d)

Patient | Clinic | Adverse Eveat | D&C/ | Mcth/ | IV Tram. | Hosp. 1]
No. | No. Asp. | oxy. | Fluids | fusioa i lNDDl\:;m
159 o1 Hemorrhage | X+ X 50 125 |
036 Y] Pncumonia X o",‘;‘? 2

06/07/95
012 29 Hemarrhage X X |53 132
: Cramping OR07/95
Faintness
028 04 Hemorrhage X 132
Dizziness 0607/95
07s 04 Nausea X 132
Dicziness ) 06/07/95
004 28 Hemorrhage X X X ss 132
0610795
07 28 Hemorthage X X X 50 133
Vormiting 0&/13/95
Lighthcaded o s
o7 23 Hemorrhage X X X | ss 17
Vomiting 07/118/95
Dizzinexs S .
030 2R Hemorthage 136
- I 07/18/95
) 033 28 Hemorrhage X X 46 138
) _ l. 07725NS
063 28 Anxiety anack X 50 139
Depeession 07/28/95
Threatensd
suicide
147 27 Viral X 141
.. meningits - 08/04/95
074 28 Hemorrhags X x X X 60 143
Passed out 0R/09/9S
023 28 Hemorrhage X X X X 62 143
(2 Mcd Waich ORA9/95
repoets) 144
_ 08/10/9%
o018 07 | - Abdominal X a2 145
= _puin 08/15/95 |
019 07-- | Hcmorrhage 145
_ 4 _0W1595
104 28 Hemorrhage X X J X X 62 146
Crampiog 08/25MS
108 28 | Cramping X X X | 63 147
Fecver, tander 0sLAS
L . _ uterus . —_— s o oo J
8

MIF 002800

18:28
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