5. Auditof French Clinics

=
T -

a. A 100% audit of 16 French study sites to confirm completeness of information
from source documents to electronic database is currently being conducted.

b. Audit is to be completed by the end of 1995.

APPEARS THIS WAY
ON ORIGINAL
7
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6. Strategy and Timing of Submission of Additional Information to
NDA E

- e

=
Y

a. Analysis and Report of Results from US Clinical Trials

i. Submission of the four-month Safety Update which will include
- Safety data from US Studies A and B
-- Adverse events received from any source since NDA filing
- Additional study reports (nonclinical and chmml) received from
Roussel Uclaf since NDA filing
ii. Submission of a supplcment to the approved NDA which will include

Full study report of US Study A (Efficacy and safety resuits)

— Full study report of US Study B (Efficacy and safety results)

-~ Report on integration of efficacy and safety data from US Studies A
and B

-- Integrated summary of efficacy results from two French pivotal
studies and US Studies A and B
T : Integrated summary of safety results from two French pivotal
= _studies and US Studies A and B

—. '

—— Revised labeling as appropriate based on above information

- —

MIF 004502
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6. -Strategy and Timing of Submission of Additional Information to

NDAf(ﬁ_Cont.) :

=
- -

b. Information on New Manufacturers

Submission of Drug Master Files by the new manufacturers of the drug
substance and drug product

ii. Submission of suppiement(s) to the approved NDA which will reference

4
the Drug Master Files and request approval of the new manufacturers. L
1

APPEARS THIS WAY
— e ON ORIGINAL
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The Population Council

) y k1‘230 York Avenue
o ) New York. New York 10021
ater for : b Cable: Poplblomed. New York
. searc } Facsimile: (212) 327-7678
.medical Re § Telephone: (212) 327-8731
E___;_: J Telex: 238274 POBI UR

May 5, 1997

VIA FED EX

—— Division of Reproductive and
Urologic Drug Products (HFD-580)
Attention: Document Control Room 178-20
Office of Drug Evaluation |l
Center for Drug Evaluation and Research
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

Subject: IND — Mifepristone Tablets, 200 mg
Submission Serial Number: 185 - -
Information Amendment - Clinical: Results from the U.S.
Clinical Trial on “Evaluation of the efficacy, safety and
acceptability of mifepristone and misoprostol in inducing

abortion in pregnant women with amenorrhea of up to 63
days.”

Dear

We refer to our above Investigational New Drug Application (IND) which provides for
clinical studies with mifepristone in the induction of abortion. With this submission, we wish
to amend our application with new information, as follows:

Enclosed please find the results on the clinical trials entitled “Evaluation of the efficacy,
safety and acceptability of mifepristone and misoprostol in inducing abortion in pregnant
women with ameresrhea of up to 63 days.” These trials were conducted under identical
protocols (166A-and 166B) that were conducted concurrently in the United States to
evaluate the regimen of 600 mg mifepristone followed by an oral dose of 400ug
misoprostol two days later.~ The results from these studies are presented in the following
series of reports. An overall summary of the combined results on safety and efficacy from
both Protocols 166A and B is presented in Appendix 1 of this letter. This report also
contains a comparison of the U.S. safety and efficacy results to those of the French
studies presented in the Council's NDA 20,687 on mifepristone. An overall summary of
the combined results on acceptability and feasibility from both protocols 166A and B are
presented in Appendix 2 of this letter. These results on efficacy, safety, acceptability and
feasibility will be presented publicly for the first time by the Population Council on May 15,

MIF 004904



The Population Council;

Page 2

T

1997 in New York City. This will occur at a meeting on Medical Abortion co-sponsored by
the New York Academy of Medicine and Planned Parenthood of New York City.

In addition, we are including the draft versions of the individual study reports for resuits of
Protocol 166A and results of Protocol 166B, which will be submitted in their final form to
NDA 20,687 later this year. At this time, we provide for your review, the text of the study
report and the main summary tables for each study report. We also have included the list
of appendices that will accompany each study report. Although the actual contents of the
appendices are not included here, they will be submitted to the NDA 20,687.

These study reports, of Protocol 166A and 166B are organized as follows: Study Report
166A of safety and efficacy results is contained in Volume 1. Study Report 1668 of safety
and efficacy resuits is contained in Volume 2. The Study Reports of acceptability and—
feasibility results for Protocol 166A and Protocol 166B are contained in Volume 3. .

Please be aware that these Study Reports are in draft form and are being submitted at thii‘
time to provide you with more detailed information than is in the summary of combine
results. The draft Study Reports also have an earier cut off data than does the summary~
report.

Please feel free to cantact me if you have any questions on the enclosed information.

Sincerely yours,

(o Ao

Ann Robbins, Ph.D.
Scientist

AR:yho B
Attachments to this letter:
FDA Form #1571= ¢ ‘
Appendix 1---Sgmmary of the combined results on safety and efficacy
from Protocols 166A and B.
Appendix 2 - Summary of the combined resuits on acceptability and
feasibility from Protocol 166A and B.

Enclosures:
Volume 1 - Study Report 166A : safety and efficacy results
Volume 2 - Study Report 166B : safety and efficacy results
Volume 3 - Study Report 166A : acceptability and feasibility results
- Study Report 166B : acceptability and feasibility results

MIF 004905
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APPENDIX 1
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ON ORIGINAL

} Ve



L |
i
el

RESULTS FROM
POPULATION COUNCIL

PROTOCOLS 166A AND 166B

INTEGRATED SUMMARY

Evaluation of the Efficacy and Safety of Mifepristone anfd'
Misoprostol in Inducing Abortion in Pregnant Women with
Amenorrhea of Up To 63 Days

These studies were sponsored by: The Population Council, Inc.
New York, NY

The following investigators and centers participated:

MIF 004907
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-Principal Investigators - Study 166A

Principal Investigator

Center No.

Center Location

Dr. Daniel R" Mishell, Jr.

Dr. Susan Haskell

Dr. Suzanne T. Poppema

Dr. Judy Tyson

Dr. Paul Blumenthal

Dr. Lynn Borgatta

Dr. Tyrone C. Malloy

- - B

Dr. Eugene Rothenberg

—.
-~ ®

1

University of Southemn California -
Women'’s and Children’s Hospital

1240 N. Mission Road, Room 2K1
Los Angeles, CA 90033

Planned Parenthood of Greater Iowa
851 19th Street
Des Moines, IA 50314

Aurora Medical Services, Inc.
1207 N. 200th Street, Suite 214
Seattle, WA 98133

Planned Parenthood of Northern New Englan
23 Mansfield Avenue :

L3
Burlington, VT 05401 } -
' [
Johns Hopkins Bayview Medical Center @': _
Department of OB/Gyn
4940 Eastern Avenue

Baltimore, MD 21224

Planned Parenthood of Westchester and
Rockland .

175 Tarrytown Road

White Plains, NY 10607-1616

Feminist Women's Health Center
580 Fourteenth St., NW

Atlanta, GA 30318

Planned Parenthood of Central New Jersey
69 East Newman Springs Road
Shrewsbury, New Jersey 07702

MIF 004908
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c Principal Investigators - Study 166B

L e

Principal Inyestigator  Center No. Center Location
Dr. Alfred N. 21 Planned Parenthood of Houston & S.E. Texas, Inc.
Poindexter . 3601 Fannin

Houston, Texas 77004

Dr. Peter Vargas 22 Planned Parenthood of the Rocky Mountains
1537 Alton Street
Aurora, CO 80010

——
,_—’\——_—-—-‘-/ ————
—

Dr. Carolyn Westhoff 24 Columbia University College of Physicians and
Surgeons : '
630 W. 168th Street
New York, NY 10032

o abad d

Dr. Mark Nichols 25 Oregon Health Sciences University
Department of OB/GYN, L466
3181 SW Sam Jackson Park Road
Portland, OR 87201-3098

Dr. Katherine L. 26 Planned Parenthood of San Diego & Riverside
Sheehan ' Counties

1075 Camino Del Rio South

San Diego, CA 92108

Dr. Catherine L. Dean 27 Washington University School of Medicine
e 1150 Graham Road
—_— St. Louis, MO 63031

Dr. Ml_tcnbt-ﬂ‘ﬁ Creinin 28 Magee-Women’s Hospital
T Dept. of OB/GYN
300 Halket Street
Pittsburgh, PA 15213-3180

Dr. Laszlo Sogor 29 PRETERM
12000 Shaker Blvd.
Cleveland, OH 44120

MIF 004909 03



Patient Enrollment Dates:

Protocol 166 A~ September 13, 1994 to August 23, 1995
Protocol 166-B= November 10, 1994 to September 12, 1995

Integrated Study __ September 13,1994 to September 12, 1995

APPEARS THIS WAY
ON ORIGINAL

Both Studies were conducted in compliance under Good Clinical Practice guidelines.

;j : "F-O’ﬂt. :

APPEARS THIS WAY
ON ORIGINAL

Cut-off date for Report: = May §, 1997

Any differences between the results presented in this integrated report and in the
individual study reports for Protocols 166A and 166B (in volumes 1 and 2 respectively of
this submission) are due to medifications made in the database and further analysis
subsequent to the writing of the individual reports, which had a cut-off date of April 25,

1997. -~ & a

N APPEARS THIS WAY
ON ORIGINAL
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- APPENDIX C
_ s HE POPULATION COUNCIL PROTOCOL 166A
STUDY PROTOCOL AND AMENDMENTS AND GENERAL INFORMATION

A. Date Protocol Filed to IND —— and Dates Amended:

Date Filed: August 3, 1994

Dates Amended: November 2, 1994
April 27, 1995
May 2, 1995

B. Protocol Cover Sheet

C. Protocol, Protocol Amendments, Sample Informed Consent Form, and Case choft
Forms - -

D. Mifepristone and Misoprostol Drug Lot Numbers

Mifepristone: JMP25524-109 (all centers)
Misoprostol: _— -

Center 1: 4H441, 3P414, 35422, 4H439, 4N452

Center 2: 04F434, 04N454, 045462, 05B468

Center 3: 4H440, 4N451, 45459, 4H441

Center 4: 4H438A, 4B425, 45462

Center 5: 4B425, 45462, 4P468

Center 6: 5A465, 4AN451

Center 7: 4K446

Center 8: 5A464, 45461

E. qulications Based on the Study

APPEARS THIS WAY
ON ORIGINAL

The Population Council Protocol 166A
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- APPENDIX C
_ THE POPULATION COUNCIL PROTOCOL 166A
- .- PROTOCOL COVER SHEET

Study Phase: I

Name of Drug:
Active Ingredient: Mifepristone
Dosage: 600 mg
Route of Administration: oral
Duration of Treatment: single dose

Objective: The study was conducted to evaluate the effectiveness, safety, acceptability,
feasibility of using mifepristone and misoprostol, in 2 setting within the United States health
care system, for the induction of abortion in women whose duration of amenorrhea was no

more than 63 days. B

Patient Population: women at least 18 years of age who were < 63 days from onset of theirg.

last menstrual period and who requested a voluntary termination of pregnancy. g
‘ [

1
Structure: open-label, single treatment group with patients stratified by duration s)

amenorrhea (< 49, 50 - 56, 57 - 63 days).
Multicenter: yes
Number of Centers: 8
Common Training: yes
Blinding: none _
Method of Patient Assignment: all patients were assigned to treatment with 600 mg
mifepristone and 400 ug misoprostol.

Concurrent Control: none

Estifmated Potal Samplée Size: 1050

Statistical Rationale Provided: no
paeeih g

Pﬁmaﬁﬁcacy Variable: proportion of patients with complete expulsion of the products
of conception.

Adversé Reactions: observed/voluntcercd

Plan for Data Analysis: Yyes

The Population Council Protocol 166A

MIF 004913
045



Telecon Meeting Minutes

Date: October (4,997  Time: 1:00 PM - 1:15 PM Location: 17B-43

x
S -

IND —— Drug Name: mifepristone tablets
External Participant: The Population Council

Type of Meeting: regulatory guidance

Meeting Chair: —_—
External Participant Lead:  Beverly Winikoff, M.D.

Meeting Recorder: —_————

" FDA Attendees:

~ Division of New Drug Chemistry II
(DNDC II) @ DRUDP (HFD-580) '
—  DNDCII @ DRUDP (HFD-580)
Consumer Safety Officer, DRUDP (HFD-580)

. "F""ﬂf.

_External Constituents:
Beverly Winikoff, M.D., Director of Reproductive Health

Meeting Objectives: .
to provide guidance regarding retesting of expired tablets prior to release for clinical trial

Discussion Points:
° Sponsor issues

. the sponsor currently has approximately —— tablets which expired in July of
this year
. these tablets are from the same drug lots used in the U.S. clinical trials
-—+x o the sponsor would like to use these tablets in early termination of pregnancy
studies outside of the United States
« =2 guidance is requested regarding what type of testing would be required to
~ eextend the expiration date of these tablets
- ¥~ the sponsor proposes utilizing the testing facility which initially assayed the
. tablets in the U.S.
. the testing facility has all of the requisite testing specifications to appropriately
assay the expired tablets .

MIF 004914



IND ——— Page 2
mifepristone tablets
October 14, 1997 ~
Decisions Reached; -
° the proposed testing of the expired tablets is appropriate
] the sponsor must submit the assay results to the IND once they are available
. if the tablets pass the specifications, the expiration date may be extended for six months,

if there are further tablets left at the end of those six months, the tablets must be

retested, if the tablets pass, they again may have a six month extension of the expiration

date , :
° any tablets that do not pass the specifications may not be utilized
Unresolved Issues:  none

Action Items: see decisions reached

IS/ s/

Minutes Preparer vl Concurrence, Chair

cc:
Orig. IND

HFD-580

HFD-580;, ——F—————

HFD-580 ————

HFD-580 — 10.14.97. ~———

concurrences: ——— . 10.14.97 — 10.14.97

MEETING MINUTES
- .

~ -

-

= APPEARS THIS WAY
; ON ORIGINAL

MIF 004915

"F"O’ﬂf'

/0/1[’/‘57



‘! Population Council 1GIN i

-—

August 20, 1997~

VIA FED EX

— Division of Reproductive and
Urologic Drug Products (HFD-580)
Attention: Document Control Room 17B-20
Office of Drug Evaluation |l
Center for Drug Evaluation and Research
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

Subject: IND —_ Mifepristone Tablets, 200 mg
Submission Serial Number: 190
Protocol Amendment: New Investigator/Change Status
of Subinvestigator to Co-principal Investigator

Dear —m—

We refer to our above Investigational New Drug Application (IND) which provides for
clinical studies with mifepristone in the induction of abortion.

With this submission, we wish to amend our IND to change the status of a
“subinvestigator to a co-principal investigator in the clinical investigation of mifepristone
conducted under Protocol 166B.

In accordanee-witha8ubmission Serial Number 111, dated December 22, 1994, the Wi
above IND was amended to include Dr. Mark D. Nichols as an investigator in the ' /IS‘ -
mifepristone trial=fn that submission, the enclosed Statement of Investigator Form "
(Form FDA 1572).sighed by Dr. Nichols listed ’ as one of the /S /
subinvestigators who would be participating in the study. Because has

played a substantial role in the conduct of this clinical trial, we wish to amend our IND to

include both Drs. Nichols and as co-principal investigators at this particular

clinic site. Attached is a copy of a modified and new Statement of Investigator Form for

Drs. Nichols and ~ _respectively. Also, included is a copy of 3

current curriculum vitae. Dr. Nichols’ curriculum vitae was included in Submission 111.

Center for Biomedical Research
1230 York Avenue. New York. New York 10021

Telephone: (212) 327-8731  Facsimile: (212) 327-7678 Email: cbr@popcouncil org  hitp //www popcouncii.org

MIF 004916



d? Population Counci

Please contact me should there be any questions or comments regarding the above

-

information. :
Sincerely yours, * ~

Ann Robbins, Ph.D.
Scientist

AR:yaho

APPEARS THIS WAY
ON ORIGINAL
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@? Population Council
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Decembe!_r_::l::,’l_ 1997

m—

ORIGINAL
. a9
R VY

/S/

=
S .-

Division of Reproductive and Urologic Drug Products (HFD-580)
Attention: Document Control Room 17B-20
Office of Drug Evaluation II

Center for Drug Evaluation and Research
Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

Subject: IND —— Mifepristone Tablets, 200 mg .
Submission Serial Number: 192 =
Annual Report '

Dear —

‘F'-Oﬂ'.

We refer to our above Investigational New Drug Application (IND) which provides for-
clinical studies with mifepristone in the induction of abortion.

Enclosed please find our Annual Report which describes recent activities in the
development program with mifepristone. The cut-off date for this report is July 31, 1997
and the document covers the period of time since July 31, 1996 cut-off date for our last
annual report (Submissior 170) which was submitted on September 30, 1996.

In the time period covered by this report, various informational amendments
(Amendment Nos. 003 through 007) and correspondence were submitted to our pending
NDA 20-687 which also provides for the use of mifepristone in the induction of
abortion. We ask that these NDA submissions be incorporated by reference in this IND.

Please cantact me should there be any questions or comments regarding this submission.

——

Sincerghy-yours,

oA H-Seto g A REVIEWS COMPLETED

Frederick H: Schmidt, Ph.D. CANANTION:
Scientist Fjiermen bN.A.I. DMEMX
\ \

A 0,

Enclosure ‘ ..9.3“—, /s / iﬁk"

m wenter for Biomedical Research
1230 York Avenue, New York, New York 10021

Telephone: (212) 327-8731  Facsimile: (212) 327-7678 Email: cbr@popcouncil.org  http://www.popcouncil.org




Mifepristone Oral Tablets, 200 mg IND ——
The Population Council 1997 Annual Report

>

31233 (b) Summar:y Information. Information obtained during the previous year's
clinical and nonclinical investigations, including:

(1) A narrative or tabular summary showing the most frequent and most serious adverse
experiences by body system.

Summary information on safety experience in Protocols 166A and 166B was previously -
submitted in the 1996 Annual Report (Submission Serial Number 170 - September 30, '
1996) to this IND and in the draft preliminary report on the studies included in
Submission Serial Number 185 (May 5, 1997). Final analysis and report preparation for
the studies are now underway and no additional information on the studies is available at " _
this time.

“F.Oﬂ' -

During the period covered by this Annual Report, four summary reports on the
accumulating safety experience with mifepristone have been received from the French
manufacturer of the product. These documents, as listed below, summarize the
worldwide experience with mifepristone in both approved and investigational indications
which was received by the manufacturer during the time periods covered by the
individual reports. Copies of the repons wec inciuded in this section.

Periodic Safety Update Report No. 6 (from December 1, 1996 to May 31, 1997)
Periodic Safety Update Report No. 5 (from June 1, 1996 to November 30, 1996)
Periodic Safety Update Report No. 4 (from December 1, 1995 to May 31, 1996)
Quarterly Safety Line Listing (from July 1, 1996 to September 30, 1996)

APPEARS THIS WAY
- ON ORIGINAL
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@? Population Courcil

June 19, 2000

By Federal Express

\_,———-—'_/ _ o
Division of Reproductive and Urologic

Drug Products (HFD-580)
Center for Drug Evaluation and Research

Document Control Room 17B-20

Food and Drug Administration REVIEWS COMPLETED

5600 Fishers Lane —

Rockville, MD 20857 250 ACTION: . o

e Foas Thiemo™

Subject: IND — Mifepristone Oral Tablets, 200 mg / S , A
Submission Serial Number: 209 pown 3 -
IND Safety Report - Initial Written Report 2SO NITIALS oo DATE

Dear

= /207

We refer to our above Investigational New Drug Application (IND) which provides for clinical

studies with mifepristone in the induction of abortion.

-

- —— -

|

The copy of the notification by the principal investigator to her IRB regarding this serious adverse
event is attached along with our completed MedWatch form (FDA Form 3500A). In the
notification @the-IRB, the principal investigator states that “This patient’s condition is probably

unrelated to the study treatment”.

Please contact. me should there by any questions or comments regarding this submission.

Sincerely yours,

Ttes M Sty

Frederick H. Schmidt, Ph.D.
Scientist

Telephone: (212) 327-8731  Facsimile: (212) 327-7678

MIF 004920

Center for Biomedical Research
1230 York Avenue. New York. New York 10021
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'L Population Council

( Enc. -

cc:  SandraP. Kmold, Population Council

Medical Director, Exelgyn

APPEARS THIS WAY
( ON ORIGINAL
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@7 PopulationCowndl— oR1GINAL 5
k : Sandra P. Arnold; ' V }/ | A\

Vice President
Corporate Affairs

FOR
0,90
RFCD

R 207 MAY 08 2000
May 5, 2000 ' @, [Fo-se0 &
VIA FEDERAL EXPRESS v AND

B!
- - - AAiS’ PR S —
Division of Reproductive and Urologic (‘\@ REVIEWS COMPLETED
Drug Products (HFD-580) AV

Center for Drug Evaluation and Research -

Document Control Room 17B-20 CSO ACTION: I"}{ -

Food and Drug Administration Oterren L Cvemo /

5600 Fishers Lane A_ A

Rockville, MD 20857 cso '

Subject: IND —— - Mifepristone Oral Tablets, 200 mg e/ 5|0/ 00 g&
Submission Serial Number: 207 l .,/ 7 i
Annual Report R

( Dear ——

We refer to our above Investigational New Drug Application (IND) which provides for clinical
studies with mifepristone in the induction of abortion.

Please find enclosed our Annual Report, which provides information on activities in the
development program with mifepristone. The cut-off date for this report is February 29, 2000, and
the document covers the period of time since the July 31, 1997 cut-off date for our last Annual
Report (Submission Serial Number 192) which was submitted on December 1, 1997.

In the time-périod covered by this report, amendments regarding various issues such as proposed
product labeling; new chemistry, manufacturing and controls information; Safety Update Reports;
and reports of clinical studies have been submitted to our pending NDA 20-687 which also
provides forthe usé of mifepristone in the induction of abortion. We ask that these NDA
submissions be fncorporated by reference in this IND.

Please contact me should there be any questions or comments regarding this submission.
Very truly yours,
" Enclosures

cC:

One Dag Hammarskiold Plaza, New York. New York 10017
Telephone: (212) 339-0863  Facsimile: (212) 980-3710 Email: sarnoid@popcouncil.org hetp/Awww . popcouncil.org

MIF 004822



M,'feprutone Oral Tablets, 200 mg IND
Population Council Annual Report

312.33 (b) Sumundry Information. Information obtained during the previous year's
clinical and nonclinical investigations, including:

(1) A narrative or tabular summary showing the most frequent and most serious adverse
experiences by body system.

As mentioned above, a combined summary of the safety experience observed in the two
clinical studies completed in this country under Protocols 166A and 166B has been
previously submitted to NDA 20-687 (Amendment 024 - June 3, 1999). As concluded in
that summary, the combined regimen of mifepristone and misoprostol was regarded as a
safe method of medical abortion for gestational ages of up to 63 days. In the studies, an
increase in the incidence of some adverse effects (abdominal pain, headache, diarrhea, -

nausea, vomiting and uterine hemorrhage) was noted in the 50-56 and 57-63 gestational

age groups as compared to the < 49 days group. There were no deaths and no patients
were discontinued due to an adverse event.

The treatment procedure with mifepristone and misoprostol is designed to induce vaginal
bleeding and uterine cramping necessary to produce an abortion. Therefore, nearly all
women who receive the two products will report adverse reactions. Attachment C, taken
from the combined summary of safety for the two studies, lists the rates of adverse
reactions which occurred in at least 1% of the patients in Protocols 166A and 166B.

Additionally, during the period covered by this Annual Report, three Periodic Safety
Update Reports, as listed below, were received from the French manufacturer of
mifepristone. These documents summarize the worldwide experience with mifepristone
in both approved and investigational indications which was received by the French
manufacturer during the time periods covered by the individual documents. Copies of
Periodic Safety Update Reports Nos. 7 and 8 are available in the second Safety Update
Report to NDA™20-687 which was submitted on August 3, 1999 (Amendment 031) and a
copy of Periodic Safety Update Report No. 9 is available in Safety Update Report # 3
which was submittef§ to NDA 20-687 on March 30, 2000 (Amendment 043).

——

Periodic VS'afety Update Report No. 7 (from 06/01/97 to 11/30/97)
Periodic Safety Update Report No. 8 (from 12/01/97 to 08/31/98)
Periodic Safety Update Report No. 9 (from 09/1/98 to 11/30/99)

MIF 004923
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Mifepristone Oral Tablets, 200 mg
Population Council

IND
Annual Report

ATTACHMENT C

APPEARS THIS way
ON ORIGINAL
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Mifepristone Oral Tablets, 200 mg IND =
Population Council Annual Report

Rates of Adverse Reactions in Protocols 166A and 166 B
(Reactions which occurred in 21% of patients)

).i“‘F"'f'T‘-‘" N

Adverse Event
Abdominal pain (others than stomach & 97%
intestinal)
Nausea 67%
Vomiting 34%
Headache 32%
Diarrhea 23%
Dizziness 12%
Back pain 9%
Fatigue 9%
Uterine hemorrhage 7%
Fever 4%
Viral infection 4%
Vaginitis _ 4%
Dyspepsia R 3%
Rigors 3%
Anemia 2%
Anxiety ’ 2%
Asthenia ) 2%
Insomnia 2%
Leg Pain 2%
Leukorrhea 2%
Sinusitis 2%
Syncope 2%
Abdominal pain (stomach and intestinal) 1%
Allergy 1%
| Constipation 1%
-— = (PDopression 1%
Flatulence _ 1%
Malaise 1%
P{in 1%
. .. | Pharyngitis . 1%
"[Increased sweating 1%

. —
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Mifepristone Oral Tablets, 200 mg IND ——
Population Council Annual Report

312.33 (b) Swummary Information. Information obtained during the previous year's
clinical and nonclinieal investigations, including:

(2) A summary of all IND safety reports submitted during the past year.

The following individual safety reports were received by the sponsor and submitted to
this IND during the period covered by this report.

Individual Reports of Adverse Reactions Received by
the Population Council and Reported to IND —~

IND Submission Reference _

Number ~ Date Number Country ' Event
191-11/2197 S970001GB/MIF1 UK Fetal Malformation
193-04/14/98 S980006GB/MIF1 UK Disseminated

: Intravascular
Coagulation
198-12/17/98 S$980017GB/MIF! ‘ UK Fetal Malformation
200-02/18/99 S990001FMIF1 France Urticaria
' Generalized
201-02/26/99 S980017GB/MIF1 UK Follow-up report
e a (Follow-Up) from embryologist
o that association with
- drug is not possible
203-11/2389 M99001 Tunisia Allergic Reaction
204-12/16/99 M99002 India Hea\ v Bleeding
= M99003 (2 Patients)
205-02/03/00 T20000003US/MIF1 Us Carcinoma of
Omentum
206-02/22/00 S20000003F/MIF1 France Hemiplegia,
Cerebrovascular
Attack, Cephalgia

MIF 004926
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February 22, 2000 )

By FedEx .

_\-‘M_—

Division of Reproductive and Urologic
Drug Products (HFD-580) :

Center for Drug Evaluation and Research
Document Control Room 17B-20
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

IND Safety Report-Initial Written Report

Dear

N-2¢ 52 1

Enclosed please find an inj ous adverse reaction that has been received bythe .

tial report of a seri he .
Population Coyncij from Exelgyn Laboratories (Paris, France). The event was brought to the” ™
attention of Exelgyn by the French Health Agency.

Please contact me should there be any questions or comments regarding this submission,

Sincerclyy.Qur:,-. S -

Frederick H. Sthiridt, Ph.p. REAEV/5 COMPLETED
Scientist - .

L85 ASTION: i
cc: S. Amold TR ALsal r_'_'_.h:'.'.J\ 'D
E. Johansson ' \66 ?
‘—\_

T—————— The Danco Group v
I. Spitz A
FHS: Im Center for Biomedical Researck

1230 York Avenye, New York, New York l.0021
Telephone: (212) 327-873) Facsimile: (212) 327-7678  Emaii: cbr.popcouncil.org http://ww.popcouncnl.orc
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The Population Council

Center for Biomedical Research
Attention: Irving M. Spitz, M.D.
Coordinator, Clinical Research
1230 York Avenue

New York, NY 10021

pear Dr. Spitz:

Reference is made to your Notice of Claimed Investigational Exemption for a |
New Drug (IND) for RU 38486. o

We also refer to your amendments of February 27 and April 24, 1985, and to ouRk

letter of April 5, 1985. }»
1 (R
We have <ampleted our review of your latest submission and conclude that it i8

appropriate to expand the studies to include more subjects at the 100 mg and
50 mg daily dosages X 7 days.

Your cooperation is appreciated.

Sincerely yours,

/
e
pivision of Metabolism and

Endocrine Drug Products, HFN-810
Office of Biologics Research and Review
center for Drugs and Biologics

L d
L 4
- —c__

cc:COELg IND>
HFN-810 : )

HFN-810, ——— — 7/85

HFN-810 —— /7-22-8570236R
rch/f7/31/85
R/D init, by 7/22/85 _
concurrence: /7/29/85

GENERAL CORRESPONDENCE
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: IND AM NT I
. : . AL
The Population Council 1230 Yok Avenue

- . New York, Nee‘z' York 10021
- Cable: Popbiomed, New York
Center for : Telephone (212) 570-8731

Biomedical Research Telex: 238274 POBI UR

BEST POSSIBLE COPY ... v

Division of Metabolism and Endocrine
Drug Products/HFN-810

Office of Biologics Research and Review

Center for Drugs and Biologics

Food and Drug Administration

Rockville, Maryland 20857

Re: IND —— RU486 ‘ -

Dear ——"

mpemm

The following represents the current status of our studies in abor-
tion. In Los Angeles five subjects received 400 mg per day for four .-
days and did not abort. Four subjects received 200 mg per day for four
days and one aborted. In these studies subjects complained of nausea
and vamiting, especially with the higher dose.

Of the 28 subjects treated with the regimen of 100 mg per day for
seven days in Uppsala there were twenty complete abortions, five incom—
plete abortions, and three failures. There were no untoward effects.
In Los Angeles 33 subjects have now had the same regimen of 100 mg per
day for seven days and there have been 28 complete abortions.

In Paris, a decremental dose schedule of 400, 300, 200, and 100 mg
per day was given for four days and showed abortion in only six of ten.
subjects. With this dose there was also nausea and vamiting. Using the
regimen of 100 mg per day for seven days, there were abortions in eight

of ten subjecks.’

- Studies in post-menopausal wamen have showed that RU486 has same
progesterone agonistic activity. I think that with the higher doses

there is-en-agonistic effect and this is why the results are not so

good. Furthermore, it is also possible that there is same antiglucocor-
ticoid effect with the higher doses. There were no changes in cortisol
with the regimen of 100 mg per day for seven days. On the other hard,
with the higher doses used in Parip apd, eles there were transie%
increases in cortisol which decrehbed:&o: &16 ombE Tefge following ce £C

sation of therapy. %5 / 9

It has been our preliminary corgméidn &hai the regimen of 810

100 mg per day for seven days i thout any )untoward effects ' s . 4PI g
o l.'.'l ~ A A s -

TYNI9IY0 No
AVM SIHL S¥Y3ddy

s

L . ] J a2 on,
CSOmimaLs ~ 1 —HEEE AR
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he Population Council

-

We also want to do a statistical analysis on the effect of duration
of pregnancy and evaluate if hormonal or other factors can predict the
outcome. These are the reasons why we wish to enroll a larger number of
subjects. In Uppsala we have recently started giving RU48 in doses of
50 mg per day for seven days. To date, of the ten subjects who have
been treated there have been seven complete abortions.

I trust that this answers your queries. I am currently preparing a
full documentation of all clinical effects, as well as biochemical
parameters in these various studies and this will be forwarded to your
of fice shortly.

Yours very sincerely,

-

e

Irving"id. Spitz, M.D.
Coordinator, Clinical Research

o

— - APPEARS THIS WAY
ON ORIGINAL
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ND AMENCREZY

The Population Council \ W
' \ 2 ork Avenue
v W York, New York 10021

- . . Cable: Popbiomed, New York
Center for . | Telephone (212) 570-8731
Biomedical Research . _ Telex: 238274 POBI UR

=
< -

March 12, 1985

emmme—

Foad and Drug Administration

Division of Metabolism :

and Endocrine Drug Products

National Center for Drugs and Biologies
Food and Drug Administration

HFN 130 :

5600 Fishers Lane

Rockville, Maryland 20857

Re: IND for RU486 (IND No. —
Administration of RU486 and hadin the

luteal phase
. ]

Dear
Enclosed please find our report on the above project..
With ny best wishes. |

Sincerely yours,
Il
| Irving M. Spitz, M.D.

Coordinator
Clinical Research

IMS/rh. . o

_keviews covprerep  RECEIVED

. \ c N‘ |
- CS0 ACTION. o |
C7 LETTER et
| o (P NA. CENTER FOR DRUGS
?‘, :\~\ ‘/J 3 35 AND BlQLOGlCS ,j
0 INITIALS DATE "

yZe% Y1585

LA 6‘{ /1S 7.8¢
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- ' Protocol 31

THE RESPONSE TO RU 486 WHEN ADMINISTERED TOGETHER WITH hCG IN THE

S -

LUTEAL PHASE IN NORMAL WOMEN

1. INTRODUCTION

In the absence of fertilizations there is a prodressive decrease in circu-
lating progestefone levels towards the end of the luteal phase which leads to
endometrial bleeding., If implantéfion occurs howeverr human chorionic-gdnado:
tropin (hCG) from the developing trophoblast étimulates progesterone secretign-
from the corpus luteum., The administration of exodenous hCG to normal won%r_m
during the 1luteal phase simulates early prednancy., This model has 5een used

to study the action of druds that interfere with prodesterone sunthesisy

secretion or peripheral action.

RU 484y a sunthetic 19-norsteroid derivativer has been shown to have
antiprogestational and antiglucocorticoid actions in both man and experimental
animals (Philiberts et al.s 19817 Herrmann et al.» 19827 Philibert et al.,

19823 Philibert et al.» 1982b} Proulx-Ferland et al.r 1982} Gaillard et EINY)

1984), ue reasoned that women with hCG induced prolondation of the luteal
phasé would be Jideal for studying the in vivo action of RU 4846, Utilizing
this model :-h;ve administered hCG in combination with RU 486 in an attempt
to demonstrate the antiprogestational activity of the latter. Since RU 484 is

¥

also 3 glucocorticoid antadonist (Philibert et al. 1981F Proulxz-Ferland et
al.y 19827 Gaillard et al.r 1984)r we 3lso measured serum cortisol. GSMAL2 and

hematolody was also assessed to determine if RU 486 had any other untoward

effects.,

MIF 004932
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2., MATERIALS AND METHODS -

Thi§ studu= was pgrformed on 15 redularly cycling women aded 32 to 40 years
of ade who had previously undergone surdical sterilization. The natﬁre and
aims of the study was explained to all the subjects who then gave their con-
sent. Ten subjects received hCG 3lone and 18 received hCG combined with vari- .
ous doses of RU 4846. In 3all treétment cycles) the precise day of the LH sufge

was determined by measuring LH daily in early morning urine samples using

Hidonavis supplieﬁ by This day was
designated as day 0. On day 9 followind the LH surder daily hCG administra:
tion was commenced, Progdressively increasing doses (500» 1000, 1500; '30%2{
6000r 10,000 and 195,000 IU) were 3dministered each mornind from days 9 to 1‘&_.
In cycles where hCG was combined with RU4B4y» the latter compound was admin-
istered on days 12 to 15 inclusiver in a dose of S0r 100 or 200 mg/day. Six

sub jects received each dose schedule,

In all treatment cycles blood samples were taken each mornings before drugd
administration from day 9 to day 1és and on alternate days from day 16 to 22
for the measurement of LHy FSHy estradiols prodesteroner and cortisol. These
hormones were measured in plasma utilizing the readents and procedures sup-

e

plied by the World Health Organization Prodramme for the Provision of Matched

Assay Readents JYor the RIA of Hormones in Reproductive Physiology (Hally

- ——

1978). hCG levels were determined usingd

-~

Blood samples for SMA-12 and hematolodu were takKen in each subject prior
to treatment» on the last day of hCG administration when it was diven alone

and on the last day of RU 4846 administration in the RU 486-hCG combinations.
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3+ THE EFFECT OFlRU 486 ON MENSTRUAL BLEEDING

None ofrtbe_ﬁomep had any complaints during RU 486 administration and
there were no_alté}ations in vital signs incluQing pulse rate and blood pres-
sures, When hCG was diven 3lones bleeding started on days 21 to 24 and the
mean duration (+ SD) was 5.3 + 1.8 days, With the hCG-RU 486 combinationsy
bleeding usually commenced on the second to the fourth day of-RU 486 adminis-
tration and lasted for 2.5 + 1.4 days. Further bleeding occurred on days 23-
'28v following the LH surde with the two lower daoses and the duration was 2.2 *
0.8 days. There was no further bleedind with the highest dose of RU 496.

: .
4, THE EFFECT OF RU 486 ON GONADOTROPIN AND SEX STEROID LEVELS IN hCG TREAE[I

WOMEN 1

During treatment in 311 cases there was 3 prodressive incregse in immu-
noreactive hCG levels (3s measured in the LH assay)i the peak was evident on
the day following cessation of hCG adninisprétionv Thereafters hCG levels
decreased prodressively with a half disappearance time of approximately 48
hours. By day 23 following the LH surdes mean values were below 27 mIU/ml
which is within the range of basal LH levels seen in the normal 1utea1>phase
(Fids 1 & 2) - ESH-showed a slight but sidnificant increase during treatment
with. the hCG alone with the hCG-RU 486 combinations. There werer howevers no

difference.ig“ﬁsﬁ'response in the various tests (Fids, 1 & 2).

On day 9 f&llowing"lhe LH surge progdesterone levels randed from 12-15
ng/ml in tge hCG and hCG-RU 486 cycles. A progressive increase in pro-
desterone levels occurred during hCG administration in all treatment cuycles
and peak levels randed from 23-35 pg/ml. There were no differences in pro-

desterone levels in hCG treated or hCG - RU 486 treated cycles. In all
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instances prodesterone levels dradually decreased to mean levels below 2.5

ng/ml by day 23 ?bllouing the LH surge (Fids, 1 and 2),

=
< -

Mean estradiol levels randed from 140-200 ng/ml durindg RU 486 treatment

and were not different from estradiol levels during treatment,
S. THE EFFECT OF RU 486 ON SERUM CORTISOL

Basal cortisol levels were not different in the héG treated or hCG-RU 486
combingtion. There were no chandes in cortisol during treatment gith hCG
alone, In contrasts during the hCG-RU 486 combinations there were significant
rises in cortisol levels. The mean pealks were 18.2 + 3.3y 18.1 + 2.5 and _b‘t
+ 4,0 wg/100 ml» respectivelys with the 50, 100y and 200 mg RU 484 dosis—.
These levels were observed on the last day or the day after completion of ;b
486 administration (Fid. 3)s+ These cortisol values were still well within the
normal a.m., cortisol rande which is 10-25 qg/ml. Cortisol returned to base

line after 4 daus.
6, SMA-12 RESULTS

3+ S6O0T (normal rande 7-40 mu/ml)

—— . »

Hith the highest dose of RU 486 two subjects showed increased values of

57 and 117 muﬁ;l. In the latter subject an increased value (42 mu/ml) was

——_

alsc noted with the 50 mg dose. A further subject had an elevated level (46

mu/ml) during the cont;ol test., These results sre shown in Figd. 4,
be LOH (normal rande 100-225 mu/ml)

Three subjects had slightly increased values (231y 252 and 259 mu/ml) in

the control study. One subject had an increased value durind the hCG test
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(247 mu/ml) No chandes were apparent during RU 486 administration,

Ce Alkaline’#ﬁosphatase {normal rande 30-85 mu/ml)

In one subject there was an increased valué (98 mu/ml) in the control
study., Decreased values were noted in the control study and during RU 486 and

hCG testind in a further subject.
d. Blood urea (normal rande 10-20 mg/100 ml)

Anglusis of varignce showed that blood urea levels decreased with

increasing doses of RU 486 (Fids 3)¢ 1In no instance was there an increased

pend

;‘F'-.

value.
@, Other Parameters

Isolated abnormal values were seen with albumins calcium and in inor-
danic phosphate (Table 1), None of these are believed to be significant. All
the remaining biochemicgl values includihg bilirubiny total proteins
cholesterols wuric acidr sodiume Potéssiuny chlorider COZ’ and dlucose were
normal, Thus» except for slight chandes in SGOT with the highest doser all

other biochenﬁgal parameters were in the normal rande.

7. Hematology Results
-

No abnormalities in white count were detected. One subject had a slight
incregsed RBC count iﬁ*the control study (5.6 million/cm) and glso durindg the

highest dose of RU484& (5.2 million/cm).

MIF 004936



8. CONCLUSION -

This studg”-si'\.ous_that RU 484 can induce endometrial shedding despite high
circulating progest‘érone and estradiol levels and maintenance of corpus luteum
function consequent to exodenous hCG therapy. There were no adverse clinical
effects. Hematolody was normal., There was a slight rise in SGOT with the

highest dose of RU 486 (200 md/day). The remaining biochemical parameters

were normal.

.-rlwqh
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- F IGURES

Figure 1! The’ef}ects of hCG on the mean (+ SEM) LHs FSH and prodesterone lev-
els in 10 women. fﬁcreasing doses of hCG were diven from days 9 to 15 follow-
ing the LH surde as indicated in the text. The hCG values are shown on a log-
arithmic scale. The time and duration of the menstrual bleedind are indicated

by the black rectandle.

Fidure 2! The effects. of hCG and RU 486 on hCGr FSH and prodesterone levels in

women., hCG was diven as indicated in Fid. 1 and RU 486 in a dose of 100 mg

D .

per day from daus 12 to 15 followind the LH surde. The two episodes of men-

strual bleedind are indicated by the black rectangles,

: urﬂ’f.

Fidure 3! The serum cartisol response to hCG alone and the hCG-RU 4846 combing-

tions, The duration of treatment was the same as in Fid., 1 and 2.

Fidure 4! SGOT responses in individugl subjects with the hCG and hCG-RU48BS
combinations. Each star represents an individual subject., When Z or more

subjects have the same values the specific number is diven.

Fidure 5! Blood urea responses in individual subjects with the hCG and hCG-

RU484 combrinati®ns, See legend to Fid. 4.
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Isolated Abnormal Biochemical Parameters

Parameters Subject No. Dose Value Normal Range
Albumin 02 hCG alone 3.1 © 3¢9 - 3.0 gm/100 ml
Inordanic 05 X 2.3 2.5 - 4.5 mg/100 ml
phosphate .
[l YO )
Calcium 05 ~cantrol 8.4 8+5 - 10,5 mg/100 ml
07 o -7” ) 8.2 DA .
X RU486 - 200 mg/day T “‘“‘“"‘1“’"’"“"3
¥k RU486 - 50 md/dav AEIPONSE TO "CE i
- KtlTa
200p -
. ol
[
% sol
°
2 20}
10}
’ e Y 2 A )
18¢
APPEARS THIS WAY ) _d:dﬂ "o
OMNGLNAL % 10}
-
- .
= [
40p
i g 304
, y
? QS 20}
Qo 10}
a
°b ' A A A p— )
M‘F 004942 10 18 20 20 30

DAYS FROM LH PEAX



APPEARS THIS WAY
ON ORIGINAL

nCQ (Mmsmg)

~~ BEST POSSIBLE COPY

RESPONSE 10O MO aND Ay- a8e

>
-rq { o ] l

'i'
H
z
w

o

[ ] [ ]

?30
g Y/YJ\’[
w
T M
2"y
: N
[a}
: |




Tyt Fig .
BEST POSSIBLE COPY

NESPONGE TO ACO AND RU- 480

ue»Tu TO nCO i

soop ° I ’ s00 ‘
'-l
200} . 200¢ e
% 80 : g 80 I
’ ! o & ‘
3 ? . N
2 204 l 3 \x
o} w0 /
. ‘L. .
o0 . ' e
d l l d | I rca
' <o ' _
I T o} f 710 l
i APPEARS THIS WAY :
E o} ONORIGINAL :x: s} M\A
- - rrr\ 1
oF . o}
| = . - C
: eop | n[
i _ [ .
E: w0}y E’ or /l L'\J
5 H L \
O a0 o 2
;—‘ P w V \]
g o} ‘ § o -
‘ ¢ ; nrﬂr' : | \\
o} N ° — . .
:o s‘o t‘o [ 30 " " 0 PTY
DAYS FROM LM PEAR , OAYS FROM Lk PT AN
MIF 004944 : .




TREATMENT hCG

300 — —— RU 38486
n D b samade *
E  200—
S, ;
C -
. ]
o -
lﬁ -
- ~
@ i
S )
< 100 ]
5 J
35 e hCG
) o hCG *RU 38486 50 mg/da
S | A h ¢’ » RU 38486 100 mg/da
] a'! hCG +RU 38486 200 mg/da
0._'.

(x’SE)

' ! ¥ T | T T J T

9 10 1 12 13 W% 15 16 17 18 19
DAYS FOLLOWING LH PEAK

MIF 004945 ' AP



sGoT (u/L)

117,

107,

e?.

.’l

?27.

a2,

K.

a7,

AP

27.

| R4

00

00

00

00

oo

00

Coo

Sy S S SR SR SOV UL RN Sru Sy PR RS SEERY SR Y RSP R

=

o |
- BEST POSSIBLE COPY

- .—--0-—-o--—o-——o—--0-—-.-—-o————o--.--
L L L

Control hee heG + hG+ - - hoG 4+

RU 486 RU 486 ~ RU 486
(50 mg/day) (1Q0vmepidmy) | (200 mg/day)

MIF 004946 F‘ ﬂ 4

0——-—.——-0-——0——-0’—--.,;--..-——-.—-—-.



BUN (mg/d1)

i P R ey SE R Y EE LS Sbdind Ak YRS EEDES Al AR ] 4
19.00 ¢
L
!
1
12.30 ¢
1
1
| T POSSIBL
I
1%.60 ¢
1
1
1
1
13.90 ¢ L R
1
1
1
I
12.20 ¢
!
l
1
!
10.%50 ¢
1
1
1
1
.00 L}
i
1
1
1
.00 ¢
1
1
1
1
5.40 ¢
1
1
1
1
3.20 ¢
1
]
1
1
2.00 o

Control

MIF 004947

hCG +
RU 486

(50 mg/day)

F1n

c

hCG +
RU 48gewew
(100 mg/day)

-hCG +
RU 486
(200 mg/day)

- e e e g @ Pt e e e W h M P B @ Gw e b e e M tm e me W R B Se e S e e Sm e W e S Em S W= = e S e e RS e = = -

hCG +

RU 486

(50 mg/day)



Sl APR | 5 o5

IND —

The Population Council

Center for Biomedical Research
Attention: Irving M. Spitz, I.D.
1230 York Avenue

New York, New York 10021

Dear Dr. Spitz:

Please refer to your Motice of Claimed Investigational Exemption for a New
Drug (IND) for RU 38486. :

[
. s
We also refer to your amendment dated December 7, 1984. We have corpleted our L
review of the data submitted and request that both hematological paraneters 1
and liver function be closely and carefully monitored in all patients -
receiving RU 38486, -
Your cooperation is appreciated.
Sincerely yours,
-
o\ Tyl

e ————m

Division of Metapolism and .
Endocrine Drug Products, HFN-810
Office of Biologics Resaarch and Review
I Center for Drugs and Biologics
cc: '
D

NFH-5810 —_—

é.12.85 , '
R/D init. by ——74/8/85

Concurrence: - /4/11/85
GENERAL CORRESPOWDENCE
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The Population Council
. o 1230 York A......

¢ _ glewp'x;org, Ne; York 10021
wenter for i . e: Popbiomed, New York
. . - Telephone (212) 570-8731
Biomedical Research - - “Telex: 238274 POBI UR
= .? ,l. T - g

T - - - / ' -.7

- - g

e ;

December 7, 1984 _ . }

—————

Division of Metabolism and

Endocr ine Drug Products, HFW-130 .
Office of Biologics Research and Review
National Center for Drugs and Biologics
Department of Bealth and Human Services
Publ ic Health Service

Rockville, MD 20857

hopowne

Re: IND — (RU 38486)
Dear — |

Enclosed please find this report on our Protocol 30 (sin-
gle dose finding study cf RU38486 in normal wamen).

Thanking you.
Sincerely yours,

- Irving M. Spitz, M.D.
Coordinator Qlinical Research

Adrnooen, £ 10D —— drsdrmatt - 6

(—3/—53 (to 10b —— ) eé 3 @l m{oé‘i_‘?gs
(da{,gamut Ascatiom @G‘m‘l /P’(&ECGL ) hl’N.gl,oVE\Q i

motcfs sa of Hhe higr Jokd- o g
0
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B APFPENDIX )

Tolerance study of RU4BS in normal women.

Study Design! Single doses of S0 mgy» 100 mgs 200 mgs 400 mg: 600 mg and
800 mg of RU 384846 have been administered to normal women in the midluteal

phase of their cycle. Five women were tested with sach dose schedule.

Clinicgl Manifestations: These single doses produced no alterations 1in
vital signs, In particularr supine and prone btlood pressures rénained-con-
stant., With the exception of the lowest doser there was menstrual ~b1eedi§g
fron 1 to 3 days following administration of RU 38484, This occurred aiéi
time when progesterone levels ranged from 10-13 ng/ml. With all doses qf¢i§p.
38486 up to 600 mgr nmenstrual bleeding occurred in association with the
expected decrease in progesterone levels after a further 7 to 9 days. On the
other hand with the 800 mg dose schedules this bleeding was only evident 1in
two out of 5 subjects but not in the remaining three subjects. This suggests
that in the latter patients there had been complete endometrial shedding with

the initial bleeding.

Hormone~ ResPonse: There were no consistent alterations in LH» FSH» estra-

dioly nor progesterone levels. With the four highest doses) there was a tran-
sient dosé“ﬂ?ﬁ?h;;nt increase in prolactin levels although levels returned to
normal 24 hddrs following RU 3848¢ administration (Fig, 1), There were no
chandes in serum cortisol except with the highest dose. In the latter
instances significantly raised levels were apparent twenty-four and fortu-

eight hours after RU 38484 administration (Fig., 2)¢« ACTH levels were messured

Wwith the four highest doses and no changes were aprarent (Fig. 3).

MIF 004950



Drug Levels: flasma ﬁU 38484 levels were determined in a radioimmunoassay
set up in Helsingi with reagents supplied by Rousell (Fig, 4), One hour after
RU 3848& admingtration, there was no difference in drug levels with doses of
100y 200 and 400 mgi with the 50 ag doser howeverr circulatory levele were
lower. UWith the 50 and 160 ng doses of RU 38484 plasma levels remained stable
for four hours and then decreased progressively. However: there were too few
points to accurately detersmine the half disappearance time. On the other hand
with doses of 200 and 400 mg RU 18484 plasma levels remained persistently

elevated for up to 48 hours.

S
Hematological Finding (Tables 1-4) There were no consistent alterationsiih

hesatology., Analysis of variance showesZ a reduction of red blood cell_ggﬁgt.
with doses of 600 niiligram (p{0.02) and 400 milligram (p<0.04) but not with
800 mg. In five individual subjectss there was a reduction of hemoglobin at
24 and 48 hours after RU48B4 administration (Table 1). Similarly in four sub-
Jjects» red blood cell count also showed a decrease below the normal range at
the later time intervals (Table 2). It should be s“ated however that one of
these subjects had a slightly reduced blood count and two had a reduced hemo-
globin prior_}p‘frqg administration. There was also a reduction in hematocrit

at 24Aand 48 hours in eight subjects but basal hematocrit was slightly reducerd

prior_to treatnen& in two (Table J). The slight reduction in hemcglobin

—

hematocrit and red cells noted at the latter time intervals» are unrelated to
dose and cannot be attributed to blood loss from the venepunctures, In ore
subject given 600 milligram» white cell reduced to 2700 per mm although the

initial count was only 3200 per mm (Table 4).

MIF 004951
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SHA Ev;luitién (Igbles 5-%)¢ SMA determinations also showed no consistent
changes and OQ}Hiﬁlight abnormalities of questionable significance were noted.
Thuss analysis of vaéiaﬁce showed that serum protein and albumin was reduced
with the higﬁest dose (p ( 0.03) and blood urea nitrogen with a dose of 600
nilligram (p ¢ 0.02). Hduever all individual values remained within the nor-
mal range. One subject had an increase in alkaline phosphatase although this
was also evident in the basal samples (Table 3). Similarly bilirubin
increased to 1.7 mg/dl in one subject recgivinq 600 milligram although values
had decreased to the normal range after 48 hours (Table 6). Slight increases
in inorganic phosphate were also evident in five subjects (Table 7). Bﬁ;al
pretreatment levels were increased in two of these and values had retur.ned it:o
normal by 48 hours in 4 (Table B). CPK levels were also marKedly increasaéiin*
two subjects and SGPT in one (Table 9). In the latter tgree instances basal
values prior to treatment had been elevated and this was therefore not related
to the drug. It would thus appear that single doses produce wo consistent

alterations in SMA,

. APPEARS THIS WAY
ON ORIGINAL
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@D. o NGV 30 1984

The Population Council

Center for Biomedical Research
Attention: Irving M. Spitz, M.D.
Coordinator, Clinical Research
1230 York Avenue

New York, New York 10021

Dear Dr., Spitz:

Please refer to your Notices of Claimed Investigational Exemption for a New
Drug (INDs) for RUJ 38486.

St I

e

We also refer to your submission of October 23, 1984, to IND ——  That
amendment provided for a revised dosage schedule for your Los Angeles abortion
study.

As noted in our October 1, 1984, letter to you, the two referenced INDs are
for different indications. IND ——. provides for the use of RU 38486 as an
abortifacient, IND - - We have
filed a copy of your October 23 amendment in IND —— Please address your
future submissions to the appropriate IND number.

Sincerely yours,

/s/. /z..aa.s’f

- Consumer Safety Officer
Division of Metabolism and
Endocrine Drug Products, HFN-810
- —— Office of Biologics Research and Review
Center for Drugs and Biologics

m—-— . -

L B

IND Orig's

HFN-810

HFN-810/ —— '11/14,28/84; ——11/28/84(7682C)
R/D init., ————— /11/14/84
GENERAL CORRESPONDENCE

MIF 004957



The Population Council

= !
!
) \ -' 1230 York Avenue
/

’)/ New York, New York 10021
~enter for e . o Cable: Popbiomed. New York
. ( - NI Telephone (212) 570-8731
Biomedical Research ‘ Telex; 238274 POBI UR
2 o October 23, 1984

: '

IND ANTUTMTNT "

e !

b Tt \4~m”1

Division of Metabolism and
Endocrine Drug Products

National Center for Drugs
and Biologies

Food and Drug Administration

HFN 130

5600 Fishers Lane

Rockville, Maryland 20857

10D

Re: IND on RU38486 (IND '— _ -

Dear —

n
We are currently pursuing our studies on pregant subjects

in an attempt to induce an abortion with this agedt in accordance - s
with our protocol 32 which you have approved. In this protocol

two different dose schedules were proposed, one for Los Angeles

and a second for Uppsala. I was in telephonic communication with

your office and informed them that we now wish to use the Uppsala
protocol in Los Angeles. This is the administration of RU38486

in a dose of 50 mg twice a day for seven days.

I was informed that this would be in order and am merely
writing to you to have this on record. When our full results of
initial studies are available we will send you a comprehensive
report. -

With my best wishes.

e -
) Yours very gincerely,
¢ LYWM—
Irving M. Spitz, M.D.
Coordinator

Clinical Research

~
‘ < C -~
mMs/rh e elf ',
— /VOV 'Vu?,ab 50.
4”451L’Q3a
Cimy ™
O"OC??\(S{GS

MIF 004958



/ 

/ \ca ) - 1230 York Avenue
\\‘ b New York, N
n\ C

d

yd

e Population Couneil

. ,/ ew York 10021
rter for = able, Plopbiomed. New York
medical Research 7 - _ %;g‘fg;&f}?o‘,a“, -

February 15, 1984

___.——/ .
Food and Drug‘ Administracion REV\EWS COMP‘.ETED

Division of Metabolism and /’_,/“"’——\

Endocrine Drug Products CSU GRT
National Center for Drugs gl

and Biologles T > B N_A.‘.

Food and Drug Administration D /L..S[x -’w/
/ /A2

HFN 130
Rockville, Maryland 20857 re: TND 22&3&3&%?&2&6 DAE

5600 Fishers Lane
Dear P

-

 opmn

In reply tO your letter omn October 1rd, 1983, 1 enclose
the _clij_s_g;gj:igf_\_ test and_s_pe_ei_.fi_q_ationg which you requested.
1 trust this {s satisfactory.

Yours verj sincerely,

Irvin pitz, M.D.

CoordinatoT
Clinical Research

MIF 004959



21 CFR 50.25 ELEMENTS OF INFORMED CONSENT

=
-2 -

(a) Basic elements of informed consent. In seeking informed consent,
the following information shall be provided to each subject:

(1)

(2)
(3)
(4)

(5)

6)

(7)

(8)

-
A statement that the study involves research, an explanation of
purposes of the research and the expected duration of the
subject's participation, a description of the procedures to be
followed, and identification of any procedures which are
experimental. :

A description of any reasonably foreseeable risks or discomforts
to the subject.

A description of any benefits to the subject or to others which
may reasonably be expected from the research. —

A disclosure of appropriate alternative procedures or COuiSes of
treatment, if any, that might be advantageous to the subjgct.

A statement describing the extent, if any, to which wdjp N
confidentiality of records identifying the subject will be

maintained and that notes the possibility that the Food and Drug
Administration may inspect the records. :

For research involving more than minimal risk, an explanation as
to whether any compensation and an explanation as to whether any
medical treatments are available if injury occurs and, if so,
what they consist of, or where further information may be
obtained.

An explanation of whom to contact for answers to pertinent
questions about the research and research subjects' rights, and
whom to contact in the event of a research-related injury to the
subject.

A statement that participation is voluntary, that refusal to
participate will involve no penalty or loss of benefits to which
the subject is otherwise entitled, and that the subject may
distPntinue participation at any time without penalty or loss of
benefits to which the subject is otherwise entitled.

(b) Additional elements of informed consent. When appropriate, one or
more of the following elements of information shall also be provided
to each subject:

(1)

MIF 004860

A statement that the particular treatment or procedure may
involve risks to the subject (or to the embryo or fetus, if the
subject is or may become pregnant) which are currently
unforeseeable.



(2) Anticipated circumstances under which the subject's
participation may be terminated by the 1nvestlgator without
regard to the subject's consent.

_(3) Any additional costs to the subject that may result from
participation in the research.

(4) The consequences of a subject's decision to withdraw from the
research and procedures for orderly termlnatlon of
participation by the subject.

(5) A statement that significant new findings developed during the
course of the research which may relate to the subject's
willingness to continue participation w1ll be provided to the
subject.

(6) The approximate number of subjects involved in the study.

(c) The informed consent requirements in these regulations are not
intended to preempt any applicable Federal, State, or local laws
which require additional information to be disclosed for informed
consent to be legally effective.

(d) Nothing in these regulations is intended to limit the authority of
a physician to provide emergency medical care to the extent the
physician is permitted to do so under applicable Federal, State, or
local law.

MIF 004960a
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RECORD OF TELEPHONE CONVERSATON/ME.STING

L
DATE

LA, 195
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————e—b.
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——
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T'he Population Counecil

“enter for

3iomedical Research -

' S/ 1230 York Avenue
g» )/QF / e New York, New York 10021
Cable: Popbiomed, New York

/ S Telephone (212) 570-8731

Telex: 238274 POBI UR

/n‘ﬂT

\ 110D s

May 17, 1985

Division of Metabolism and Endocrine

Drug Products
National Center for Drugs and Blologles
Food and Drug Administration :
ENA 130
5600 Fishers Lane
Rockville, Maryland 20257

w\vm

Re: IND on RU38486 (IND —m7 —

7

Enclosed please f md-3 copies of two toxicological

reports performed in the rat and monkey accordmg to GLP prac-

tices.

MIF 004963

Kind regards

L N

Sincerely yours,

STl

Irving M. Spitz, M.D.
Coordinator Clinical Research
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Hesith Service

‘.

—~ Rockville MD 20867

MAY 11 1988

IND —

The Population Council
Attention: !larold A, Nash
1230 York Avenue

‘law York, 'lew York 10021

9 ¥

L g

Dear Sir/Madam: . g‘_

We are pieased to acknowledge receipt of your Notice of Claimed Investigational Exemption for a New Drug
(IND) submitted under section 505(i) of the Federal Food, Drug, and Cosmetic Act. Please note the following

identifying data:

IND Number Assigned: — “ =

sponsor: The Population Zouncil

Name of Drug: R'J 30 22§ _ _

Date of Submission: Anril 29, 1993

Date of Receipt: ‘ay 3, 1273

IT IS UNDERSTO®D THAT STUDIES IN HUMANS WILL NOT BE INITIATED UNTIL 30 DAYS AFTER
THE DATE OF RECEIPT SHOWN ABOVE. If, within the 30 day period, we natify you of serious deficiencies
that require correctiop before human studies can begin or that would require restriction of human studies until
correction, it is undéPstood that you will continue to withhold or restrict such studies until you are notified

that the material y3u have submitted to correct the deficiencies is satisfactory.

You are responsible for compliance with the Federal Food, Drug, and Cosmetic Act and Reguiations. This
responsibility ipcludes the immediate reporting of any alarming reactions in either animal or human studies,
and submission of progress reports at intervals not to exceed one year.

FORM FDA 3228a {1/82)

Food and Drug Administration

PR




IND Page 2

>

As Sponsor of the clinical study proposed in this IND, you are now free to obtain supplies of the investigational drug.

Should you have any questions concerning this IND, please call:

Consumer Safety Officer
(301) 443- —

—

Please forward all future communications concerning this IND in TRIPLICATE IDENTIFIED with this IND NUMBER--
and addressed as follows: _ -

3

-

Food and Drug Administration

Bureau of Drugs, HFD-130

Attention: DOCUMENT CONTROL ROOM #14B-03
5600 Fishers Lane

Rockville, Maryland 20857

Sincesély Wours. -

/% |

Division of Metabolismand Endorcrine
Drug Products
Bureau of Drugs

CC:

Orig. File - pink

Division File -'yellow
Division CSO - blue
ACKNOWLEDGEMENT

FORM FDA 3228d (1/82)

MIF 0049643




.~ BESHROSSIBLE COPY

i B
N —— :

_,f__ SEP 19 1288

Tya Population Councid

“antar far Jlomedicil Resz2arch
\ttentien: Irving 4. Spitz, M.0.
Y220 York Avenue

day York, 'Y 10321

Nazr Pe. Spitz:

PY2ase rafer to your lavestigationial Mew Jruj Applications {INDs) sudmitted
sursuant to saction 535(1} of the fataral Food, Oruj, and Cosmetic Act for the
Arug RU 430, '

“ta Y3ve recanily received a report of the occurrsnce of crythema ~ultiforme in.
1 norval ale voluntazrs ia 1 study of the effec!s of RY 33435 on {mmune
Fanctiun in rormal volunteers and Datients with Nypercortisolism. The
suhizets recefved 1) mgfiy/day Y 485 for seven to fourteen days. So far,
chers n2ve hean o renorts of this sile effect tn other studies which used

a1 135 a4 9°gher Josas or for loager periods in patients with hynercortisol-
4, nor “ive thera Ha2n reports of grvthema sultiforne in normal volunteers
‘roated ith hithar doses for less than ona week,

frpeen

cai32 of shis nawly reported side 2ffect, wa are requesting all sponsors of
T3 f3- his drgy 42 suhait an faterim safety undate including a tahle of
Paraic r2actions 1s 3908 as possitia,

ta apnraciata our cooperation,

S‘ncerel} FOUrsS,
\S 1 1)

/
D:vision of ‘etasolisa and
b4 €ndocrine Omiy "roducts, MFD--1J
- — “ante~ for Arug Svai.atisa ing asaarch

- - B

" ec: 14D Arch. (2§ ‘
¢ 4FD-510 (2) - |
3,9/9.7,15.33) ——L9/8/88) —— 9/16/38

4eD-511,
— 2235r/7n.3
COACUTTaNC: 8/11/38/ —_—'8/12/88/
o ——————  3/8/33

TMFIIATION REQUEST

MIF 004965



-~ BEST POSSIBLE COPY

D ~—— .
- AUG 2 0 1987

The Population Counciil

Center for Biomedical Research
Atctention: Irving M. Spitz, !M.D.
Coordinagor, Clinical Research
1230 York Avenue

lew York, NY 10021

A

Dear Dr. Spitz:
Please refer to your Investigational New Drug Application (IND) for RO 38486.
We also refer to your progress report of July 17, 1987, our letter o!w‘pkii

13, 1985, and to telephone conversatioas on August 11 and 12, 1987, between _
you and e eee——— of tnis Division.

L8

We have reviewed your progress report, and We request the following additioui?'

information: : vl
1

1. Please provide copies of fizures 1 and 2, referenced ia the progrtii;‘ A729

report, which show hormonal values. We have not received the copies which - .

vou had mailed after submitting ths report.

2. Please submit the detailed analysis of SMA and hematologic profiles
irom all three clinica as soon as it is available.

5, Pileage sead us a brief description of your general investigational
olan for the next year.

T
‘{our cooperation is appreciated.

e Wy

- —— Division of !letabolism and

Endocrine Drug Products, HFN-810
Office of Biologics Research and Review
Center for Drugs and Biologics

cc: LNDA;;.

HFN-810
Ari-810 ——m

/1y FY-310 im—— /8.18.87 & — 6438R)
\':'-Fé :T/"*’”P cu ———8/19/87/

Concurrences: P
INFORMATION REQUEST

MIF 004966



“enter for -
Biomedical Research -

The Population Cou ncil

EY
T -

PA; s &p&tt
-

Avenue
New York, New York 10021
Cable: Popbiomed, New York
Telephone (212) 570-8731
Telex: 238274 PQBI UR

‘March 20, 1986

em————

Division of Metabolism and Endocrine
Drug Products, HFN-130

Office of Blologics Research and Rev {ew

National Center for Drugs and Biologics

Food and Drug Administratfon

5600 Fishers Lane

Rockv i11e, Maryland 20857

g

Dear

Enclosed please find an interim summary of the results available on

INI —for RU486

el

abortion fnduction with RU48 in subjects studied 1n Los Angeles, Paris ~ -
and Uppsala. A final report will be submitted when all centers have

enrolled and evaluated all subjects.

Thanking you.

L B

1

Yours ve}'y sincerely,

[ fps —
Irving M. Spitz, M.D.

Coordinator .
Clinical Research

» ECr
“””-e'rov D s e1eD
r 2 tgg, - — T
¥ogeds . ] NAL

MIF 004967
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IND Doy = .uuhNT
——

‘2 Population Council

1230 York Avenue

’ New York, New York 10021

Jenter for - - Cable: Popbiomed, New York
. . . Telephone (212) 570-8731
Biomedical Research - ' { . / gg/ Telex: 238274 POBI UR

. October 28, 1985 ’

—_— Division of Metabolism and
Endocrine Drug Products, HFN-130
Office of Biologics Research and Review
National Center for Drugs and Biologics
Department of Health and Human Services
Public Health Service
Food and Drug Administration
Rockville, MD 20857

Re: IND for RU486 IND number ——
Dear

ir"r'.""f'." |

To date we are using RU486 for induction of abortion according to -
our established protocols. We have now treated 125 subjects with RU486
100 milligram per day for 7 days and have cbtained a complete abortion
in 95 subjects. With a dose of 50 milligram per day for 7 days the suc-
cess rate is only about 51 percent. However we have only studied about
40 cases.

In Paris Roussel are now using 450 milligram and 600 milligram on a
one time basis for abortion induction. Like our protocol, this regimen
produces minimum side effects. We would therefore like to amend our IND
by adding these two dose regimens. viz. 450 milligram or 600 milligram
on a one time basis for abortion induction. We plan to study 150 sub-
jects with each dose.

With my best wishes.

T - Yours ? sincerely,
[, M

Irving M. spitz, M.D.

i inicy HNSLOMPLETED

MIF 004968 /



The Population Council

1230 York Avenue
~ New York. New York 10021
-enter for - Cable: Popbiomed. New York

i i ch -- . Facsimile: (212) 570-7678
3ilomedical Resear - Telephone: (212) 570-8731

- Telex: 238274 POBI UR

=
-

March 3, 1989 N
RATA RS CON/&PLEN;D.

3/20( 29
. CSO ACTION: -
Division of Metabolism

and Endocrine Drug Products, HFD-510 ﬁ LETTER D N.A-L

Center for Drug Evaluation and Research

Food and Drug Administration /S/ . S/8/z9
5600 Fishers Lane e o DATE
Rockville, Maryland 20857 s sl

"Re: IND — for RU 486
Dear

This is a further progress report of our studies on abortion induc~
tion with RU 486., The Swedish group in Uppsala have now administered RU
486 in a dose of 20 mg/day for 7 days. These results are shown in -
Tables I-V. An article has been published in Contraceptjon and this is
enclosed in the appendix. Results on the dosage of 100 mg/day for seven
cays and 50 mg/day for seven days have already been submitted to your
office. They are nevertheless included in this interim summary so that
the data can be compared to the lowest dose schedule (20 mg/day for
seven days) which 1s the subject of the present report.

hopren

In this Swedish study, RU 486 was administered in doses of 20 mg,
50 mg, and 100 mg daily for 7 days. The three groups were matched for
age, weight, duration of amenorrhea, and previous obstetrical history
(Table I). The incidence of complete abortion was 73% with the 20 mg
dose, 66% with the 50 mg dose, and 64% with the 100 mg dose (Table II).
There was no significant difference between the responses. The onset of
bleeding occurred at 2.4 + 0.7 (SD) days with the intermediate and high
dose but was delayed to 3.5 + 1.2 days with the lowest dose. Passage of
products of conception occufred at 3.5 days with the two higher doses
and at 5.1 days with the l1owest dose. The reduction in hemoglobin was
agreatest with the lowest dose regimen (134.8 g/1 pretreatment versus
122.7 g/1 post-treatment). With the other two dose schedules there was
no change in hemoglobin (Table III). Side effects were similar with the
three dose regimens althotgh it was apparent that the incidence of
nausea was somewhat higher with the lTowest dose (Table IV). In all
three groups, women who aborted had significantly lower pretreatment
levels of BhCG than women who had incomplete abortions or continuing
pregnancy (Table V). There was, however, no significant difference in
progesterone or estradiol levels in those who aborted or failed to abort
(Table V). Treatment was well tolerated by all women except for one
woman with the lowest dose regimen who experienced a profound bleeding
episode necessitating blood transfusion.
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We are no longar perfofming any studies with RU 486 in Paris,
France. :

Dr. Mishel1”in Los Angeles, however, is pursuing studies on RU 486
administration. He is now doing a comparative study administering RU
486 followed by either a further dose of RU 486 or a prostaglandin. Too
few subjects have been studied for meaningful results. A full summary
will be submitted to your office at a later date.

When the SMA and hematology results have been analyzed by our sta-
tisticians they will be forwarded to your office.

Kind regards and best wishes.

Sincerely yours
/

(22—

Irving pitz, M.D.
Coordinator
Clinical Research

IMS :dm

Enclosure

.~ o - _APPEARS THIS way
- ON ORIGINAL
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TABLE I

Background dets on women treated with W 484. 10, 23 and
30 ag = 2, rvespectively, focr 7 deys im oarly pregnancy, eseea
(8D). ' !

)
‘lO..All':‘ s egh2 S0 mg = 2
it —¥
31.2 (7.3) 9430.6 (7.2) 30.2 (6.93)
xogom:: : 60.1 (7.9) 60.6 (8.3) 37.9 (7.1)
Days from LaP 43.9 (4.2) 44,2 (3.9) 44.3 (4.0)
Primtgravidee (8) 42 44 ' 33
Induced abortion (8) 42 23 v 30
Spontansous aboction (§) 10 | 8 [ ]

TABLE 11

Clintcal resulits in ¢80, 32 end 33 women trested with BV
484, 10, 23 and 30 mg = 2, respectively, foc ? daye in eerly
proghancy.

W0ugsil 23S ag u 3 O ags2
LY [} 32 39
Coaplete sbortion 38 (T™N) 34 (880) 34 (6e8)*
Iaconplete shortiom 1 3 o ‘J‘
Continsing pregnancy 13* 26 3

TABLE 111

Bleedi patterns in women responding with camplete
sbortione after t:.ut-nt with %) 486, 10, 23 and 30 mg = 2,
respectively, for seven deys ia eerly pregnancy, asen (8D).

10ag 2 S g 2 0O =g 2
Oonset of b, (4) 3.9 (1.2) 2.4 (0.7) 2.4 (0.7)
r..o:o: ollmu (4) 8.1 (1.2) 3.9 (0.0) 3.9 (1.2)
Duration of bleediag (4) ni; (3.6) :zi: (3.9) :Ei: (3.6)
" Wiy e ::-M.. (6.9) 129.6 (7.8) 131.7 (10.3)

ub pre (g/1)

Mb poet (g/1). 122.7 (14.3) 124.3 (10.8) 129,3 (11.3)
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TABLE 1V

Subjective side effacte dur

ing trestment with ay 486,

10, 23 end 30O ng = 2, Tespectively, for 7 deys in eariy
pregnancy. '
I
10ag s 2 25 mg n 2 30 @9 x 2
‘ v, "' K} ¥

Abdominal pein k | ] s
Nauses 18 (X [ ]
Vomlting H ] . 2
Headache 2 3 3 )
TABLE V

Proetreetaent plesss
estrediol end gestational 1
complete abortion and othess
Prognancy) during trestasat w
Tespectively, for 7 days ia

levels of nCG, Progesterone end
ongth in

(incomplete ebortion
ith M 406,

early pregnancy. Meen (SDv).

ded with

or' continuing

10. 25 end 30 w9 = 2,

Conplete ebortions Othere
M j0eg x 3
) 33 13
[ ] 20173 (3170) 43%07 (0390) (9<0.01)
progesterone “.0 (4.0) 4.8 (5.))
eotradiol 1221 (110) 1802 (291)
daye from L@ 42.9 (0.9) 44.80 (0.9)
N2y s 3
" 3 11 ]
L -] 25333 (e7¢8) 32473 (7777) (p<0.01)
progesterone 0.6 (13.3) 3.8 (1.9)
estrediol 1614 (19¢). 2235 (302)
doys from LI 4.5 (0.7) 45.6 (0.8)
~n x 2
a k] 19
MG . 24333 (a348) 47389 (9731) (9<0.03)
progesterone 43.8 (3.0) 7.6 (e.0)
eotrediol 1306 (119) 212¢ ()37)
“y- {rom LNP 44.% (0.7) 4.0 (0.0)
- y
e

[1ouno)) uonendod 8y J,
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Birgerson, L., and 0d1ind, V. The antiprogestational agent RU 486 as an
abortifacient in early human pregnancy: A comparison of three dose regi-

mens. Contraceptiop 38(4):391-400, 1988.

MIF 004972

rvn

-
t



MIF 004973

i : CONTRACEPTION

THE ANTIPROGESTATIONAL AGENT RU 486 AS AN ABORTIFACIENT IN EARLY
HUMAN PREGNANCY: A COMPARISON OF THREE DOSE REGIMENS

Lars Birgerson and Viveca 0dlind

Department of Obstetrics and Gynaecology, Uppsala University,
Akademiska Sjukhuset, S-751 85 Uppsala, Sweden

e

i

ABSTRACT

Three different regimens of RU 486, a progesterone receptor
blocking agent, were compared for their ability to terminate
early human pregnancy. One-hundred-{ifty-three healthy women
with a gestational length less than 49 days from the last
menstrual period were recruited to the study and randoaly
allocated to one of three treatment regimens: 1) RU 486 10 mg x 2
for seven days: 2) RU 486 25 mg x 2 for seven days; or 3) RU 486
SO mg x 2 for seven days. No significant difference in efficacy
was seen between the three dose regimens. Treatment with 10 mg x
2 x VII resulted in 73 per cent complete abortions, 25 mg x 2 x
VII in 66 per cent and SO mg x 2 x VII in 64 per cent complete
abortions. Response to treatment, measured as resported onset of
bleeding and passage of products of conception, however, occurred
significantly later on the 10 mg x 2 regimen than on the other
two dose regimens. In each treatment group, women who
subsequently aborted completely had significantly lower
pretreatment levels of hCGC than women with incomplete abortion or
coqtinuini’prquancy. The treatment was well tolerated by the
wom@n 3nd except -for one woman who experienced a profound
bleeding necessitating a blood transfusion, no serious side
effects were seen.

[ 4
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- INTRODUCTION

Progesterone and the glucocorticoid receptors, have later been
confirmed by several investigators. These studies, using
different dose regimens, have resulted in frequencies of complete
abortions ranging from 10 to 83 Per cent (2-8). A common festure
in these studies is lack of a clear dose-response relationship.
Increased dosage sometimes Paradoxically resulted in a decrease
in the rate of complete abortions (5,7). Another feature in these
studies is the small number of women treated with sach dose
regimen. ’

The aim of the present study was to compars the effects of three
different dose regimens, 10, 25 and 50 mg x 2, respectively, for
seven days in early pregnancy.

MATERIALS AND METHODS

Subjects
One-hundred-fifty-three women, less than 49 days pregnant as
Judged from the last menstrual period, volunteered for the study
after thorough information about the purpose and design of the
study. The women all had regular menstruasl Cycles and wers
certain of the date of their last menstruation. The inclusion
criteria also included a positive pPregnancy test, a pelvic
examination revealing a uterus of expected size for the reported
time of gestation, and an apparently normal pregnancy. Patients
with any signs of abnormal Pregnancy, a history of Tepeated
spontaneocus abortions, liver, renal or gastrointestinal disease,
or recent (less than 3 months) use of glucocorticoids in any
form, were excluded from the study.

Study Protocol

The patients participating in the study were recruited
consecutively from among women applying for termination of early
pPregnancy. At the first visit, on day O, the patients underwent a
physical examinastion and blood samples were collected for the
analysis of human chorionic gonadotrophin (hCG), progesterone,
estradiol and cortisol. Blood was also obtained for analysis of
hematology, electrolytes, liver and kidney function tests and
albumin. The women were randomly allocated to one of the three
treatment regimens. A preliminary time for vacuum aspiration in
Case of treatment failure was arranged 8 to 10 days after the

"TofiSet of treatment. The patients were instructed to take the

tablets (supplied by Roussel-Uclatg, Romainville, France) at 8.00
am and 6.00 pm daily and to withhold food for one hour before and
after drug administration. Follow-up visits were scheduled on
days 7% 14 and 42. At the first follow-up visit on day 7, the

—_
-
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patients «ere examined again and the same blood sampling as on
day O was repeated. If the patient showed no sign of abortion, a
vacuum aspiration was performed but if the patient was considered
to have aborted, she returned on day 14, when an evaluation was
made whether the abortion was complete or not. Blood samples for
analysis of hCG and steroid hormones were collected again. To be
classified as having had a complete abortion at this visit, the
patients’ hCG levels should have decreased to <10 per cent of the
initial value. The uterus should be back to normal size and the
bleeding should have ceased or be minimal. At the last visit, on
day 42, the patient's opinion of the treatment, the total
duration of bleeding and her choice of family planning sethod for
the future were obtained.

Hormone Assays
Plasma concentrations of hCG (Wallac Oy). progesterone (9),

estradiol (10) and cortiscl (Farmos Oy) were determined by radio-
immunocassays.

Statistics

Statistical significance was assessed by Student's t-test for
dependent and independent observations, chi-square test, analysis
of variance and regression analysis (11).

RESULTS

foreee

The women in the three treatment groups did not differ signif-
icantly in age, weight, gestational length, parity or frequency
of previous induced or spontaneus abortions (Table I).

Table I. Background data on women treated with RU 486, 10, 25 and
50 mg x 2, respectively, for 7 days in early pregnancy, sean

(SD)

10 mg x 2 2S5 mg x 2 50 mg x 2
n 48 52 53
Age (years) 31.2 (7.3) 30.6 (7.2) 30.2 (6.5)
Welght (kgy - - 60.1 (7.9) 60.6 (8.3) 57.9 (7.1)
Days from LMP . 43.5 (4.2) 44.2 (3.9) 44.3 (4.0)
Primigravidae (%) - 27 33 40
Nulliparae (%) 42 44 53
Induced abo‘;ion (%) 42 23 30
Spontaneous abortion (%) 10 8 8

OCTOBER 1988 VOL. 38 NO. 4 393
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Clinical -results

Treatment with 10 mg x 2 resulted in 73 per cent complete
abortions, with 25 mg x 2 in 66 per cent and with SO mg x 2 in 64
per cent complete abortions. After corrections were made for the
S patients who discontinued therapy, the results were 74, 68 and
65 per cent complete abortions, respectively. These differences
wers not statistically significant. One, two and six women,
respectively, experienced incomplete abortions with inadequate
involution of the uterus and only partial decreass of hGC levels,
while in 12, 16 and 13 women, respectively, the pregnancies
continued with only a scanty vaginal bleeding and rising hGC
levels (Table I1).

Table II. Clinical results in 48, 52 and 53 women treated with RU
486, 10, 25 and SO mg x 2, respectively, for 7 days in early
pregnancy

10 g x 2 2S mg x 2 SO mg x 2
n 48 52 53
Complete abortion 38 (73%) 34 (66%) 34 (64%)*
Incompletes abortion 1 2 ]
Continuing pregnancy 12+ 16## 13»

* One patient discontinued
** Two patients discontinued

There were no statistically significant differences between the
patients who aborted completely and the others regarding age,
weight, gestational length, parity or frequency of previous
induced abortions or previous spontaneous abortion.

Except for one woman, treated with 10 mg x 2, all women responded
to treatment with a vaginal bleeding.

Among patients experiencing a complete abortion, the women in the

-~ 25 &g %2 pnd SO mg x 2 groups noted the same mean duration

between start of medication and response. In both these groups a
vaginal bleeding started after 2.4 days while passage of
products was reported after 3.5 days. The women treated with 10
mg x:z responded significantly later with onset of bleeding

fter 3.5 days and passage of products after 5.1 days (p<0.001;
Table III).

394 OCTOBER 1988 VOL. 38 NO. 4
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Among women aborting completely, the bleeding was in most cases
reported-as scanty for a day or two, followed by a heavier
bleediny, more than a normal menstruation for 3-4 days, and then
again scantier for the remainder of the bleeding period.

The duration of bleeding in patients with a complete abortion

was similar with the three treatment regimens with a mean
duration of 11.3 to 12.3 days (Table IIl). No difference was
found in mean reduction of hemoglobin between the woamen in the 25
mg x 2 and SO mg x 2 groups, while the women in the 10 mg x 2
group showed a slightly greater decrease in hemoglobin post-
treatment (p<0.05; Table IIl). One patient, treated with 10 mg x
2, experienced a profound bleeding with hemoglobin post-treatment
decreasing to 76 g/1 necessitating a blood transfusion. No such
problems were seen in the other two treatment groups.

Table I1Il. Bleeding patterns in women responding with complete
abortions after treatment with RU 486, 10, 25 and 50 mg x 2,
respectively, for seven days in early pregnancy, mean (SD) —

L
10 mg x 2 25 mg x 2 SO mg x 2 ;:
};
Onset of bleeding (d) 3.5 (1.2) 2.4 (0.7) 2.4 (0.7) - s
Passage of products (d) S.1 (1.2) 3.5 (0.8) 3.5 (1.2)
Duration of bleeding (d) 11.4 (3.6) 12.3 (3.5) 11.3 (3.6)
Range of duration (4d) 6-23 6-20 6-20
Hb pre (g/1) 134.8 (8.9) 129.6 (7.5) 131.7 (10.3)
Hb post (g/1) 122.7 (14.5) 124.5 (10.8) 125.3 (11.3)

Side effects

The subjective side effects reported by the patients were
generally mild. Nausea dominated, especially in the 10 mg x 2
group, where it was significantly more common than in the 50 =g x
2 group (p<0.05). This symptom in most cases appeared 24-38 hours
after start of treatment. Patients, who had been pregnant in the
past, described it as pregnancy nausea that was only slightly
more intense than "normal” but in some casss the symptoms were
more_ssyere and associated with vomiting. This was also the
reason for discontinuation of treatment i{n five cases. Some
patients reported lower abdominal pain, described as slightly
more intense than their "normal” menstrual pain (Table IV).

L d
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Table IV. Subjective side effects during treatment with RU 486,
10, 25 and 50 mg x 2, respectively, for 7 days in early

pregnancy

10 mg x 2 25 mg x 2 50 mg x 2
Abdominal pain 3 4 8
Nausea 18 14 8
vomiting S 5 2
Headache 2 3 3

The changes observed in the routine laboratory screening
performed before and after trestment were very slight, and well
within the normal limits. At the follow-up visit, 89, 83 and 83
per cent of the women, respectively, in the three groups stated
that they wers satisfied with the treatment and would be prepared
to receive it again, should they ever again want an abortion.

Hormonal results

No significant differences were noted between the three groups in
pretreatment plasma levels of hCG, progesterone, estradiol or
cortisol.

Plasma levels of hCG, progestercone and estradiol were markedly
depressed on day 7 compared to before treatment in women who
aborted completely on all three treatment regimens. Patients with
incomplete abortions showed a less marked decrease in hCG, while
progesterone and estradiol in these patients remained unaltered.
Women with a continuing pregnancy showed increased plasma levels
of hCG and estradiocl on day 7, whereas progesterone levels did
not change.

when pretrestment levels of hCG were compared, women who
responded with a complete abortion had significantly lower
levels than the others in all three treatment groups (Table V).
In the 10 mg x 2 group, 63 per cent of the women who
subsequently aborted completely had a pretreatment value of hCG
<18,000 IU/1 as compared to 30 per cent among the others. The
corresponding figures for the 25 mg x 2 group were 55 and 12 per
- —~bantesand foxr the 50 mg x 2 group 61 and 26 per cent,
respectively.
Also, pretreatment levels of estradiol were lower, however not
signifjcantly so, in women with complete abortionsg compared to
hers in all three groups, whereas there were no such
dif¥erences in pretreatment levels of progesterone in any of the
treatment groups (Table V).

when all 153 women in this study were classified according to

outcome of treatment, disregarding dose regimen, pretreatment
lavels of both hCG (p<0.001) and estradiol (p<0.01) were
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significantly lower, and the gestational length (p<0.05) was
shorter in women who subsequently aborted completely whereas
there was no significant difference in pretreatment levels of
progesterone.

Iin all three treatment groups, plasma levels of cortisol were
significantly elevated on day 7 compared to before treataent
(p<0.001). On day 14 plasma levels of cortisol were neasrly dack
to pretreatment levels in the 25 msg x 2 and 350 mg x 2 groups
(p<0.001 compared to day 7), whereas the decrease was less
proncunced in the 10 mg x 2 group (p<0.0%). Thus, on day 14, the
plasma cortisol levels of the women in the 10 mg x 2 group were
higher than in the other two treatment groups (p<0.01).

There was no correlaticn between cortiscl levels and any reported
subjective discomfort. Pretreatment cortisol levels did not
differ between women who subsequently aborted completely and the
others.

Table V. Pretreatment plasma levels of hCG (IU/1), progesterone
{nmol/1) and estradiol (pmol/l) and gestatiocnal length (days from
LMP) in women who responded with complets abortion and others
{incomplete abortion or continuing pregnancy) during treatment
with RU 486, 10, 25 and SO mg x 2, respectively, for 7 days in
early pregnancy; Mean (SEM)

Complets abortions Others

RU 10 mg x 2 :
n 35 13
hCG 20,173 (3170) 43,907 (8390) p<0.01)
progesterons 46.8 (4.0) 46.8 (5.3)
estradiol 1221 (110) 1802 (291)
days from LMP 42.9 (0.8) 44.8 (0.9)
RU 25 mg x 2
n 34 18
hCG 25,335 (4746) 52,475 (7777) (p<0.01)
progasterqne 40.6 (3.%) 36.8 (3.9)

- gytradlel - 1614 (194) 2255 (382)
days from LMP . 43.5 (0.7) 45.6 (0.8)

L 4

-BUaSO mg x 2
n -~ 34 19
hCG . 24,333 (4548) 47,589 (9731) (p<0.0S)
progestercne 43.8 (3.0) 47.6 (4.6)
estradiol o 1504 (119) 2126 (357)
days from LMP 44.1 (0.7) 44.8 (0.8)

OCTOBER 1988 VOL. 38 NO. 4 397
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- B . DISCUSSION

The rate of complete abortions obtained with the two higher dose
-regimens used in this study, 25 mg x 2 and 50 ag x 2,
respectively, corresponds well with previous studies where
comparable daily doses have been used (2,3,5-8). The lack of
difference in efficacy between these two dose regimens is also in
accordance with previous observations (5,6).

The efficacy of the lowest daily dose used in this study, 10 mg x
2, has not been investigated before. Although the complete
abortion rate with this dose did not differ from that of the
higher doses, the significantly later response to treatment with
the lowest dose, measured as mean duration from start of therapy
to onset of bleeding and passage of products, might very well
reflect a dose-response relationship which esarlier studies have
failed to demonstrate.

Couzinet et al. reported 85 per cent complete abortions when
treatment was limited to pregnant women not more than 10 days
after the missed period, and when women with plasma hCG levels
above 18,000 1U/1 were excluded (8). Using these strict criteria
for selection of eligible patients, they could not demonstrate
any differences in levels of hCG, progesterone or estradiol or
gestational length between women who aborted and those who did
not (8). In the present study, however, into which patients were
eligible through the 7th week of pregnancy, & correlation was
demonstrable between pretreatment hCG, estradiol and days from
last menstrual period and outcome of therapy. However, if only
women with pretresatment hCG levels below 18,000 IU/1 were
considered in the present study, the rate of complete abortions
was 85 per cent, a figure identical to-that reported by Couzinet
et al. (8).

When the parameters, pretreatment lsvels of hCG, progesterone,
estradiol, cortisol and gestational length, were analyzed by
stepwise logistic regression, considering all 153 women together,
pretreatment level of hCG was found to be the best predictor of
outcome of treatment with a sensitivity of 92.6 per cent, a
figure that did not improve when the other parameters were added.
Thus, the results of this study support previous suggestions that
the efficacy of RU 486 depends on the hCG levels which in turn
probably reflect the true gestational length.

The rate of complete abortions obtained in this study and the
lack of difference in efficacy between the three doses used do

. not support the possibility of RU 486 alone being a realistic

fiternative to vacuum aspiration as a method for termination of
human_pregnancy up to 7 weeks of gestation. As has been
suggested edirlier by Swahn et al. (12), the use of RU 486 as an
abertifacient at this stage of the first trimester will probably
require the addition of a uterotonic agent to achieve a

- ——__ gatisfying frequency of complete abortions. However, the results

“obtained in this study indicate that a uterotonic agent could be
.combined with a lower dose of RU 486 than what has been used in
previous gtudies (12,13).
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The Population Council JAN | 4 1992
Attention: Irving M. Spitz, M.D.

Center for Biomedical Research

1230 York Avenue

New York, NY 10021

Dear DOr. Spitz:

Please refer to your Investigational New Drug Application (IND) for the prep-
aration RU 486 (mifepristone) Tablets, IND ——

We also refer to your letter dated November 19, 1990.

We have completed our review of your submission and have the following
comments and information requests:

1. We call your attention to an error in Table 4. The correct percentage
of women experiencing salpingitis is 0.01%, rather than 0.09% as stated.

2. Since hypotension, when it does occur, is known to occur within the
first four hours after administration of the prostaglandin, it may be
prudent to consider modifying your protocol so that patients remain
under medical monitoring and supervision for at least four hours after
administration of the prostaglandin. .

3. Is there an explanation for the rather high percentage of blood transfu-
sions administered in the United Kingdom?

If you should have any questions concerning this IND, please contact

Sincerg]y yours, _
Y Y

———————na

Division of Metabolism and
- Endocrine Drug Products, HFD-510

Center for Drug Evaluation and Research
cc: IND Arch./?’,/ A7

- — -

LK

i

HFD-510 -

HFD-510/ <———

HFD-510; ——— 12.24.91/FT/1/14/92/ } ————
Concurrences: /1/13/92/

INFORMATION REQUEST

MIF 004983
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1230 York Avenue
New York, New York 10021
Cable: Popbiomed. New York
Facsimile: (212) 570-7678
Telephone: (212) 570-8731
Telex: 238274 POBI UR

The Population Council

Center for L
Diomedical Research-

=

BEST POSSIBLE COPY o
October 16, 1991 7,/&4’ |

—— i
Division of Metabolism and ls
Endocrine Drug Products, HFD-510

Center For Drug Evaluation and Research ///7(#%/
Document Control Rm.

Food and Drug Administration
5600 Fishers Lane

M/;/,V“.’
Rockville, Maryland 20857 _ AT
Re: IND — RU 486 VS/
.

Dear -—m———— e s

It was good talking to you on the telephone the other day. As I
mentioned to you, we allow cross-indexing of our IND — for RU 486 to
all investigators provided this is authorized by Roussel-UCLAF. These
Tnvestigators have to submit their own IND and make the required reports
to the FDA. In accordance with the policy of Roussel-UCLAF, the fnves-
tigators may cross-index to all pre-clinical studies of RU 486 as well
as the manufacturing details and toxicology present in our IND.

I hope this will answer all your questions. Should you have any
further queries, please do not hesitate to contact me.

Sincerely yours,

: 1/ Il

Irving M. Spitz, M.D.
Coordinator
Clinical Re

- —

A B

|

cc: H. Nqsh
F. Schmidt
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The Population Council  }'!4!

/S 1230 York Avenue

New York, New York 10021
Cc?nter f-‘OI' i D ‘,1" C Cable: Popbiomed. New York
"iomedical Research ‘ _ Facsimile' (212) 570-7678

Y
: ~ ',-\': A Telephone: (212) 570-8731
- VA \l A Telex: 238274 POBI UR

February 1, 1991

——
Division of Metabolism and Endocrine Drug Products
HFD-510

Center for Drug Evaluation and Research

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

Re: IND —

Dear —

This is in reply to your letter of 17 January 1991 requesting that
we ocutline steps to prevent studies being undertaken without protocol s
submission to the FDA. Our routine controls are those of requiring 1) a
signed protocol 2) a 1572 form with identification of all investigators
3) proof of approval by the local Human Research Committee 4) approval
by the Council's IRB befare shipping supplies of drug. Additionally,
visits by a clinical monitor are scheduled at regular intervals.

We have recently reemphasized to investigators that they submit to
us record forms for all patient visits once a month. Telephone follow-
up .is instituted if records are more than 2 months overdue. We have
also introduced into our record forms a question as to whether blood
samples were taken this visit. This alerts us to investigations that
may not have been part of the protocol and which require blood samples.

Finally, we will send a letter to all investigators emphasizing the
necessityeol formally submitting to us for submission to the FDA and to
our Institutional Review Board any planned protocol modifications or
additions.

= Sincerely yours,

’ /
| ReviEWS COMPLETED C wn/w%;»\,\.,
)‘ Wayne Bardin, M.D.
L rector

LSO ACTION:

s T gz NAL
Y LT R = T2
CSO INGHALS CATE
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IND — S .
RU-486 (mifepristone)
Population Counctl

July 16, 1993

Memorandum of Meeting

2
e

Population Council Representatives:
Rosemarie Thau-

Irving Spitz

Ann Robbins

Irving Sivin

Wayne Bardin

FDA Staff:

. — (S0
— — — (6CF-1)
_ — —————— (HFD-713)
e ———— ’—

Purpose: Requested by the Division to discuss the development plan and time —
frame for RU-486. '

Discussion and Conclusions:

"'F'.O ﬂf.

The Population Council has received 40 volumes of clinical data from Roussel ‘-
Uclaf. Although the data provides information on 150,000 women, only 1200
women used RU-486 with the prostaglandin, Cytotec. The Population Council
intends to amend their current IND —— with the proposed U.S. clinical
trial, an updated Investigator’s Brochure, and the updated CMC and toxicology
information. The NDA will be submitted with data from a completed French
study and the U.S. study. The NDA will initially be submitted with labeling
reflecting current use in France, indicating administration < 49 days of
amenorrhea.
el

The Division expressed concerns regarding the adequacy of the French data. It
was recommended that the Population Council review the data to determine if
they meet FDA requirements for adequate and well controlled clinical trials to
support the proposed indication. Also, the data as presented suggested a
difference tmtH® study designs of the 2 French studies

[: ‘ The

Division recommen#ed that the U.S. study replicate the completed French study,
since the treatMent regimen reflects the proposed U.S. regimen, 600 mg RU-486
(mifepristone).and 400 mcg Cytotec (misoprostol). The data from the ongoing
French study and any other studies of RU-486 usage should be submitted as
safety data.

indicated that the U.S. pivotal trial could be divided into 2
identical trials provided that any division was made prospectively., ————
indicated that the . — A . amenorrhea
would require 2 pivotal trials, therefore, dividing the U.S. protocol into 2
trials with 300 subjects per arm per study should be adequate for both the

MIF 004987



IND —— - : Page 2

initial NDA filiag with labeling for ¢ 49 days amenorrhea ——

Y

—

———= asked about the proposed distribution of RU-486, given the
restrictive distribution of the product in the U.K. and France and the
availability of government approved abortion clinics in those countries.
— also asked whether data would be collected to support use under less
restrictive conditions in this country. —___ _——— indicated that the
labeling can only describe what has been studied and should be restricted to
those conditions under which the drug has been tested. ~— —— stated that
this application would not be submitted for an "accelerated approval,”
therefore, the data would not be required to justify restrictive distribution
(if needed, however, the data could be provided to support restrictive
distribution/labeling). — — —

—

e e ———

The Population Council explained that the clinical investigation will be-
restricted to those physicians with: :

1. Experience in performing abortions.

A "'F“ﬂfﬁ

2. Access to an on-site IRB.

3. Access to emergency medical care (e.g., surgical abortion facility
and blood transfusions).

{ | ]

indicated that the information submitted in a desk copy by Roussel
Uclaf provided only the last 4 steps of the drug substance synthesis. The
information will be acceptable for the initial submission of the IND but the
complete synthesis will be needed for the NDA. Because the starting material
isa ——— 7 . the complete information of its manufacture and
controis will be needed to ensure that the product can be replicated by the
licensed manufacturer. The IND should be amended to include the synthesis
information on the intermediate product.

The Popu]éf?gﬁrtouncil indicated that Roussel Uclaf has submitted new
toxicology data. ——————— requested that the teratology and mutagenicity
data be submitted to the IND.

——— recommended that the Population Council use the rate of events with
surgical abortions at each study site for comparison to the
mifepristone/misoprostol regimen’s rate at each site. He also suggested that
the Population Council consider the effect weight may have on the
effectiveness of the treatment.

MIF 004988



IND — " i Page 3

The Population Cauncil has tentatively scheduled an investigator’s meeting for
September 1993 Prior to that meeting they plan to write the clinical
protocol, select investigators/clinics, and amend the IND. The NDA is
scheduled for submission in 1994.

Actions:

1. The Population Council will amend their IND —— with the proposed
U.S. protocol, an updated Investigator’s Brochure, and updated CMC
and toxicology sections. The CMC and toxicology wi]l be submitted
prior to the clinical section (with desk copies).

2. The U.S. clinical protocol will be prospectively stratified by
duration of amenorrhea and divided into 2 identical pivotal trials.

3. The clinical protocol will include hemoglobin and/or hematocrit  _
measurements and Rh typing (with treatment, if necessary) at the

initial clinical examination.

— (S0’

Ap—en

cc: IND Arch

HFD-510

Attendees

HF-40/ —

HFD-510, ——————————

HFD-511/ ———e— 7/20/93/ ————— 'ft; ~'8/10/93
concurrence: == [7/21/l ——— /7722, : /71/23/
/1/26f —~——_ /8/2/93

MEETING MINUTES

-

L R

APPEARS THIS WAY
ON ORIGINAL
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) Population CounCII- 1230 York Avenue

. New York. New York 10021
er for ' ' Cable: Popbiomed. New York

i Facsimile: (212) 327-7678
ledical Research Telephone: (212] 327-8731

- 7//0/6; v l G lNA Telex: 238274 POBI UR
}*.:.‘ | /S/ OR L f,: R Ol 7

July 6, 1992

—V—f— \.-‘7,.
o %, 8

Division of Metabolism
and Endocrine Drug Products, HFD-510
Center for Drug Evaluation and Research 7,&

Dept. of Health and Human Services
" Food and Orug Administration /S/ ’/Y.A/.Z,

5600 Fishers Lane
Rockville, MD 20857 o 7/.(7:/

Re: RU 486 (Mifepristone), IND ——

|

Dear —mm . ~ .

y
o

In reply to your letter of 22 June 1992, I would 1ike to point out
that Roussel UCLAF have authorized the Population Council to allow the

Agency to refer to chemistry, manufacturing and control (CMC) informa- oo
tion provided by Roussel UCLAF and filed in the IND —_ _  In addi- rm
tion, the Agency may reference to all non-clinical (animal data) in our <)
IND. This applies to all previous as well as all future investigators, -
who have permission to cross index to our IND. '
-

Should you have any further questions, please do not hesitate to C:
contact me. ¢
Sincerely yours, ‘_Q
, =~
- e ) ml

_ Il‘Ving M. Sp‘ltz: M.0.

. Senior Scientist (agm
» c
IMS :ma T -
-<
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Food and Drug Admirustration
Rockville MD 20857

': ‘/(C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

May 16, 1994

President & CEO

Roussel Uclaf

102, route de Noisy
93235 Romainville Cedex
France

Ms. Margaret Catley-Carlson
President

Population Council

1 Dag Hammarskjold Plaza
New York, New York 10017

Dear — = and Ms. Catley-Carlson: {
This letter concerns the assignment by Roussel Uclaf of U.S. Eh
patent rights for mifepristone to The Population Council, Inc.3
As is discussed below, should the Population Council file, and

~ the Food and Drug Administration (FDA) approve, a new drug
application (NDA) for mifepristone for termination of early
pregnancy, the FDA will take appropriate measures, in the
exercise of its statutory authority, to assist in the
dissemination of appropriate information to women and their
physicians, and to assist through the NDA-approval process in the
creation of a regime for distribution and use that will protect
against misuse of the drug.

To this purpose, if FDA approves an NDA for mifepristone, the FDA
is committed to the following:

1. FDA will cooperate with the NDA sponsor to advise
physiciana apd women who may consider using nifcpristono or who
do choose to use it of appropriate information concerning the
properties of mifepristone and the need for it to be prescribed
and used in sgrict conformity with the label requirements.

2. FDA has received from the Population Council the
document entitled "Distribution, Dispensation and Use
Requirements' dated 14 April 1994. Based on the limited
information now known to FDA, the agency's view is that this
document provides appropriate information concerning the drug and
establishes a rigorous and responsible distribution ana
dispensation system that protects against inappropriate use or
misuse. After review of all data in any NDA submitted to FDA Dby
the Population Council, PDA will approve the inclusion of the
requirements set forth in this document (although not necessarily

MIF 004992



Page 2

in precisely the same wording) in the label for mifepristone that
are justified in the NDaA, with two exceptions:

A. the type of requirement now stated in Paragraph (c¢)
would be referred to but not included at comparable length in the
label; and

B. because the rights assigned are only for the United
States, its territories and possessions, the requirement now
stated in Paragraph (f) that a patient be a United States
resident would be replaced in the label with a requirement that
the patient would agree to stay within reasonable proximity to
the treatment site until discharged by her physician pursuant to
an approved Treatment Procedure in order to ensure completion of

the treatment.
Sincerely, <j:::j _

David A. Kessler, M.D.
Commissioner of Food and Drugs

. .-F'-.' (%]

| APPEARS THIS WAY
= ON ORIGINAL

“cct Arch IND
HFD-510
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1230 York Avenue

New York. New York 10021
Cable: Popbiomed. New York
Facsimile: (212) 327-7678
Telephone: (212) 327-8731
Telex: 238274 POBI UR

Center for
T‘smedical

Room, 14B-03
g Administration
5600 Fishers Lane
Rockville, MD 20857

Re: IND ~—— (Mifepristone) RU486 Tablets 200 mg
Submission 100 - Protocol and Information Amendment

Dear —
o
We refer 10 our above Investigational New Drug Application (IND) and also to our ; :
recent meeting with you on July 7, 1994 to discuss plans for initiation of clinical studies withy
mifepristone in inducing abortion. L
As discussed in that meeting, we are submitting herewith an initial amendment to our
IND with is comprised of: ' ,

- General investigational plan (estimated project timetable)
- Investigator’s brochure )

- Protocol and investigator documentation

- Chemistry, manufacturing and control information

The chemistry, manufacturing and control information in this amendment was
obtained from the documentation provided earlier by Roussel Uclaf to the Food and Drug
Administration and to The Population Council. We anticipate that by September 1, 1994 we
will submit a second amendment which will incorporate the remaining preclinical and clini-
cal information in the Roussel documentation into our IND.

Previous submissiohs to this IND have not utilized a serial numbering system. To ini-
tiate the system with this submission, we are designating this submission as number 100 with
subsequent submiss'ions to be numbered consecutively in the order in which they are submit-
ted. e

In this amendment we propose a pilot study on the use of mifepristone and misoprostol
for pregnancy terminationtn three or four clinics. A total of 15 subjects will be studied in
each clinic, giving a total of 45 to 60 subjects who will be treated.

This pilot study is a prelude to a larger phase 3 clinical study which we plan to com-
mence later on in the year to determine the safety, efficacy, acceptability and feasibility of
mifepristone and misoprostol for terminating pregnancy in women with amenorrhea of 49 —
—— days duration. The present proposed pilot study will enable us to assess the feasibility of

MIF 004994



The Population Council

the protocol-and the adequacy of the case record forms. We wish to commence the pilot
study on 15 August and it will be completed by 15 September. Thus the results can be
analyzeg before a°general investigators’ meeting which will be scheduled for the beginning
of October. =

The proposed Protocol No. 166 is enclosed.

This protocol was unanimously approved by the IRB of the Population Council on 29 July
1994, pending the suggested revisions listed below:

1. Cover Page: A signature line for the Principal Investigator(s) should be added.

2. Page 16, 6.7, 1st paragraph: The IRB requested rewording of this paragraph as follows:
"Subjects may withdraw from the study at any time."

3. Informed Consent

(a) Page 1: Reword end of first paragraph (third to last sentence) as follows: "The
dosage to be studied has been approved for routine use in France for women who are preg-
nant and have experienced seven weeks amenorrhea or less.” "In the latter two countries, it -
is used in women who are pregnant and with amenorrhea of nine weeks or less." (last sen-
tence in paragraph) ‘

3
P
:

(b) Reword first sentence of second paragraph as follows: "....termination in women
who are 63 days or less from the first day of the last menstrual period.” -

(¢) Reword second sentence of second paragraph as follows: ".....in three groups of
women who are less than 50 days, 50 through 56 days and 57 through 63 days from the first
day of the last menstrual period.” '

(d) Page 2: Reword the first sentence of first paragraph under "Clinic visits" as fol-
lows: ".... a physical examination, blood test, and an ultrasound examination ....."

(e) Add 1o fourth sentence of first paragraph the following: "....
will return to the clinic (visit 2) even if I believe I have aborted and will take ...."

() Page 3: Under Risks and discomforts the IRB suggested the addition a statement on
the mild discomfort and possible hematoma associated with a blood test.

(g) Thése@ond and third paragraphs should be combined and reworded as follows: "I
understand that it is not advisable to allow a pregnancy to continue after taking mifepristone
and/or misoprostol, since the full effects of mifepristone on the fetus are not known and
misoprostol admirfstration in early pregnancy has been associated with abnormal develop-
ment of the TétuS. I understand that abortion after mifepristone/misoprostol is successful in
termination of pregnancy in approximately 95% of treated women. When abortion is incom-
plete, vacuum aspiration or D and C are recommended to terminate bleeding and prevent
anemia. When abortion does not occur, surgical termination of pregnancy is medically
recommended because of the possible risk to the fetus and I have previously agreed to this
procedure. :

(h) Page §: The IRB requested that it should be stated in the Confidentiality section
that records are kept in a locked cabinet.
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The Population Council

(i) Informed Consent heading: Delete heading; Reword paragraph as follows: "I
understand that [ may be asked to be interviewed by a representative of the sponsor. The
interview will be conducted in the language [ speak and will verify that I understand the
risks, benefits, progedures, and the experimental nature of the study. If I do not agree to be
interviewed, this will not affect my present or future medical care from the hospital or the
clinic, or my participation in the study. I understand that I can change my mind at any time.
All information will be kept confidential."

(j) Delete paragraphs under Subject’s Statement section and replace with the follow-
ing: "I, the undersigned, have had the risks and benefits of this study explained to me in my a
language that I understand. I agree to participate in this study as a volunteer subject."

(k) Page 6: For signature line of witness, change 'Above Signature’ to 'Above Signa-
tures’.

(1) Both Subject’s Statement and Investigator’s Statement should appear on the same
page of the Informed Consent, :

Should you have any further queries please don’t hesitate to contact me. —

Yours very sincerely, . g
C.uh Y h-tor—~ i
]

C.W. Bardin, M.D -
Director

Enclosure

CWB:sw

"= = - APPEARS THIS WAY
X i - ON ORIGINAL
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Mifeprnistone Tablets, 200 mg.

The Population Council

- ' Amendment
;_,__‘-‘— , Table of Contents
Item 4 - General Investigational Plan
Item § - Investigator's Brochure
Item 6 - Protocol(s)

Protocol 166A
Evaluation of the Efficacy, Safety and
Acceptability of Mifepristone and Misoprostol
in Inducing Abortion in Pregnant Women with
Amenorrhea of Up to 63 Days

Investigator Documentation

Item 7 - Chemistry, Manufacturing, and Controls Information

Table of Contents — Item 7
Introduction

Supplemental Table of Contents

(Presentation of the component sections of UK
- _-Product. License Application in the format of a
"~ T typical FDA -submission)

UK Pfoduct License Application
- —=-(Part II - Chemistry and Pharmaceutical
Documentation)

Placebo
Labeling

Environmental Analysis

*Page number refers to the number stamped in the lower right corner of each page
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IND — The Population Council
Mifepristone Tablets, 200 mg.

21 CFR 312.21_:(1){6) - Protocol(s)

(i) A protocol for each planned study.

A copy of Protocol 166 A (Evaluation of the Efficacy, Safety and Acceptability of
Mifepristone and Misoprostol in Inducing Abortion in Pregnant Women with Amenorrhea of
Up to 63 Days) is attached. It is anticipated that pilot studies under this protocol will be
initiated at three study centers on August 15, 1994. Following completion of these
preliminary three pilot studies and the conduction of an Investigator's Meeting in early
October, studies will be initiated at the remaining study centers on October 15, 1994, —

Accompanying the protocol is a completed Statement of Investigator (Form FDA 1572) for { ]
Alfred N. Poindexter, III, MD

Baylor College of Medicine
Houston, TX 77030

g had

who will conduct the study at one study center. Information on investigators who will
conduct the study at other centers will be forwarded subsequently.

APPEARS THIS WAY
- ON ORIGINAL

00154
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July 15, 1994 _

CONFIDENTIAL

EVALUATION OF THE EFFICACY, SAFETY AND ACCEPTABILITY OF
MIFEPRISTONE AND MISOPROSTOL IN INDUCING ABORTION IN PREGNANT
WOMEN WITH AMENORRHEA OF UP TO 63 DAYS

PROTOCOL NUMBER: 166 A

SPONSOR: The Population Council
- 1230 York Avenue
New York, New York 10021

CONFIDENTIAL AND PROPRIETARY

The information contained in this document is privileged and confidential, and is the property
of The Population Council. Nothing herein is to be reproduced, published, or disclosed to
others in any way without the prior express written authorization from The Population Council.

Persons to whom any information is to be disclosed must be informed that the information is
~ privileged and confidential and may not be further disclosed by them.

~  APPEARS THIS WAY
ON ORIGINAL

001535
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