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Th Honorable Tom A. Coburn _
H uss‘Uf“R_presentatlves
Washington, D.C. 20515-3602

Dear Dr. Coburn:

This is in further response to your letters of November 10, 1995,
to Secretary Donna E. Shalala and Commissioner David A. Kessler,
requesting copies of documents relating to the drug RU-486
(mifepristone). As we stated in our December 28, 1995 letter to
Yo ecause of the government shut-down, we were unable to
ascertain if additional responsive documents existed.

We are enclosing additional correspondence located in the files
of the Food and Drug Administration (FDA). These documents have
been redacted to remove patient identifiers. Also enclosed are
copies of FDA public calendars for the years 1992-1995.

We now have provided all releasable documents in FDA's files thit

are responsive to this request. The Department will be
responding to your request to Secretary Shalala separately.

If you have any gquestions, or need further assistance, please let
us know.

Sincerely,

Diane E. Thompson
Associate Commissioner
for Legislative Affairs

Enclosures

cc: HFUW-10 «(3)
HFW-14 -
os-ccu

R/D: ——=e——" 1/21/96

Edit: to reflect separate HHS response per discussion
with '2/15/96

F/T:1mb:2/23/96(s: \wp\ \docreq1l)

NOTE TO THE FILE: Documents were reviewed by FOI staff.

FDA Control No. 95-104§9

FILB

CoPY

SURNAME DATE OFFICE SURNAME

DATE

Pun D 413§;7L 5%3/ ][

% ' L

MIF 006301




TR L TR e, apa

T TaTR T Lwla
COMMITTEE ON COMMERCE

SUBCOMMITTEES

e Congress of the United States
PHouse of Wepresentatives
THashington, BDE 20313-3602
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~ . November 10, 1995

The Honorable Donna E. Shalala SP E c IAL
Secretary

Department of Health and Human Services
200 Independence Avenue, S.W.
Washington, D.C. 20201

Dear Secretary Shalaia:

As a Member of the House Commerce Committee’s Subcommittee on Health and the
Environment in the House, I write to request copies of documents in the possession of the
Department of Health and Human Services relating to the drug known as RU 486
(mifepristone), developed by the company Roussel Uclaf SA.

I understand that the Population Council has an active investigational new drug
application (IND) to use RU 486 for abortion. Several reports have appeared which indicate
extensive communications between representatives of the Clinton administration and private
companies and organizations, including the Population Council, concerning the future
availability of RU 486 for use as an abortion pill in the United States. These reports, together
with issues raised in a Citizens' Petition on RU 486 recently submitted to the FDA, have
generated serious concern for public safety and the integrity of the drug approval process.
Consequently, I am requesting that you provide the following information:

1) Any and all written or recorded communications, including electronic or telephonic
communications, to or from the persons listed below relating to RU486 from January 1, 1992
up to the present (i.e., up umiil the tinie the document search is conducted).

When used Th the above request, the word "communication” includes, but is not limited
to: correspondence, electronic mail, memoranda, notes of conversations, notes of meetings,
copies of the calendags of meetings, and telephone logs and message slips. It also includes all
communications-which do not specifically mention RU 486 but which may relate to its possible
approval by FDA for use as an abortifacient (eg., communications relating to the acceptability
of foreign data in the drug approval process). For each such communication, please indicate
the date of the communication, the names and the professional or organizational affiliations of
all persons involved or present, the locations of meetings, and the offices within the
Department from which the communications were obtained. Also, please indicate which
communications, if any, are confidential and may not be disclosed to the public.
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Letter to Dr. Kessler
November 10, 1995
page two -

-

This reqﬁési includes all communications sent to or by the following persons from
January 1, 1992 up to the present:

President Clinton, Mrs. Clinton, and White House staff
Other administration officials or personnel, including yourself, your assistant —
— of the Endocrine Drugs Division of the FDA
Edouard Sakiz, Dr. Andre Ulmann, and other officers, employees, or representatives
of Roussel Uclaf
Margaret Catley-Carlson, Dr. Wayne Bardin, and other officers, employees, and
representatives of the Population Council
David A. Grimes, M.D.
Daniel R. Mishell, M.D.
Suzanne Poppema, M.D.
Officers, employees and representatives of the following companies and organizations:
Hoechst AG of Frankfurt, Germany
Hoechst Celanese Corporation of Somerville, New Jersey
Hoechst-Roussel Pharmaceuticals of Somerville, New Jersey
Rhone-Poulenc of Paris -
Schering AG of Berlin, Germany
G.D. Searle Company of Skokie, Illinois
Upjohn Company of Kalamazoo, Michigan
Gynopharma, Inc. of Somerville, New Jersey
Cabot Medical Corporation of Langhorne, Pennsylvania
Aurora Medical Services of Seattle, Washington
Fund for the Feminist Majority
Planned Parenthood Federation of America
Reproductive Health Technologies Project
National Abortion Federation
National Abortion and Reproductive Rights Action League (formerly the
Narional Abortion Rights Action League)
"~ -Oreon Science Health University of Portland, Oregon
Center for Reproductive Law and Policy
Natiojal Organization for Women
- ——Wamen’s Issues Network

2) Any and all documents relating to the implementation of President Clinton’s
January 22, 1993, memorandum for the Secretary of Health and Human Services regarding
the importation of RU 486.

MIF 006303



Letter to Secretary Shalala
November 10, 1995
page three =

-—

a) "promptly instruct the FDA to determine whether there is sufficient evidence to
warrant exclusion of RU-486 from the list of drugs that qualify for the personal use
importation exemption;"

b) "immediately take steps to rescind Import Alert 66-47" if the "FDA concludes that
RU-486 meets the criteria for the personal use importation exemption;" and

c) "promptly assess initiatives by which the Department of Health and Human Services
can promote the testing, licensing, and manufacturing in the United States of RU-486
and other antiprogestins."

When used in the above request, the word "document" includes, but is not limited to:
internal and external documents of the Department of Health and Human Services, documents
prepared by persons or offices outside the Department (including documents prepared by non-§
governmental persons, organizations, or companies), correspondence, electronic mail,
memoranda, notes of conversations, notes of meetings, copies of the calendars of meetings,
and telephone logs and message slips. It also includes all documents which do not specifically --
mention RU 486 but which may relate to its possible approval by FDA for use as an
abortifacient (eg., criteria for the acceptance of foreign data, etc.). For each such document,
please indicate the date of the document, the author or authors of the document, the persons to
whom it was given or sent, and the offices within the Department from which the documents
were obtained. Please separate the documents in this second request into three categories
based on which of the three actions requested by the President the documents address. Again,
please indicate which communications, if any, are confidential and may not be disclosed to the
public.

Thank you for your attention to this inquiry. A similar request for documents has been
submitted to Dr. Kessler at the Food and Drug Administration. [ look forward to receiving
ihe information by December 1, 1995. 1If you foresee any difficulty in fulfilling this request
by that date, please potify me immediately. Roland Foster on my staff will be available to
work with you on this.

Since

om A. Coburn, M.D.
Member of Congress
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Thg/ﬁ;norable Bill Barrett

Member,” U.S. House of -
Representatives

312 West 3rd

Grand Island, Nebraska 68801

Dear Mr. Barrett:
This iq/{;?:esponse to your letter of January 17, 1996, on behalf
of ————~~————————— regarding her

desire to receive RU-486 for the treatment of her brq}p,tumor,

The Food and Drug Administration (FDA) has been contacted by
several Congressional offices on her behalf. We have been’
informed that —  — physician was planning to contact the —
French manufacturer of RU-486, Roussel Uclaf, about the -
possibility of receiving the drug to treat her. If they agree §o
provide the drug, ——  physician then should contact

in our Division of Oncology and Pulmonary Dr
Products at to receive guidance on submitting the-
Investigational New Drug Application.

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

Sincerely,

Diane E. Thompson

Associate Commissioner
(VA _ , for Legislative Affairs
Enclosure
. Constituent's letter
—= .
cc: HFW-10(2) A
R/D: £1/31/96 : '
F/T: —:1/31/96 Tu) APPEARS THIS WAY SN
control NO-. 96-651 ON ORIGINAL ™~
FILE OFFICE Q‘LRNAME DATE " OFFICE SURNAME DATE Au’ OFFICE SURNAME DATE
L /ST Bisfar) ,
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ngressman-58i111 Barret:
West Third -
nd Izienc. NE cg&ll

Please accept this 2s a ormal written appeai IOr Your 3zia In
helpinc me T¢ obtain permission rrom the FDA Icr the usags orf
the drua RU-486 to trezs my meninciomaé brain TUumo!

I am grapting you permission to obtain any and ell medical
records rrom my doctors. £

) > Thev alsc have X-kays
rrom MRT = which I relizase to you I needed.

My Tumor ie non-malignant. however 1L contlnues T¢ grow Jdesoiteé
il =irfor o desrroy or constrain 1t The tumo:r was
:r:gj 111y epbro.AmuLe/\ the si1zZ¢ or a large man 5 r1st in
Junpzs oI 1995 [ underwsen:i surgery perrormed by W T TT———w—
to remove the tumor. It was a JJ4

LoD hour surgery. J losr my right ear cdrum throuch the surger:
xnd [1ave some racia.l 21srtortions as a direct resulit.  dtner
then that. I owas very Jucky to [1ve tnrough the surgery at ail
Ede iaveE Furfered ew orthery s10e erfects untill recently.
Several MRITs jater nave determined that the tumdor St1ii 01878
2nd 22 attached to the pra:n st2m where 11t will evznptualliv cut
oIl ocirculation ro rthe prai1n 17 not stoppea. In March or 1985
I ounderweont & ver: nainrul radiation surgery perrormed by Dr

{0 ejlminate the rumor. Another MRI 1n Seprember
Sr 1895 conrirmed thar the t”zﬁr remained unchanged. In
December o 1995, 1 began o experience doubie viesion. I was
CIven @ presoription ol Flerclds which seemed Lo help ror &
rime zlthough was not totaiiy errective., and have beern 1nformed
By [ “har ~he mos:T tney can do 1s to kKeep me on
th= stercids permanentiy to nelp tne vision. I am nct open to
th1s way oY [ire I dc no>r ree. that 1T 18 qualilty [1I< ahda
nave o Jegilre to continus with thne gterolias.  Seyond rthat. 1
nLiave been told-by 2ll thres phAvS1cians méntioned 1n this iertrer

hat there 1s5"nothing =.os that can be done for me.

ciesing & newspape! arriclie that wes clippea rrom Theé
D211y Democret print=22 1n the latter part or Augus:c or
art or acpcpmbay. 545 in Durant, Okiahoma. I, roo.
1ke your helip 1n petvitioning the FDE rto grant me
on to use the druc RU-43e I reel I have nothing to
everviiiing tc¢ ¢xirn ar this time. however, time 1=
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I dc not know:how heliprul ¢
withz over S(0- names and =d:
country &sKing The FDA oo or
RU-456. Fieage et me Know
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MIF 006307



'{OUSE OF REPRESENTATIVES, U.S.
WASHINGTON, D.C.

January 17 95

Food and Drug Administration
~ Office of Congressional Affairs

- Room 1555
I 5600 Fishers Lane

~ . Rockville, MD 20857

The attached communication is submit-
ted for your consideration, and to ask that
the request made therein be complied with,
if possible.

If you will advise me of your action in
this matter and have the letter returned to
me with your reply, | will appreciate it.

.r expeditious attention to -
——————  request would be greatly ap-
preciated. Thank you for your time
and efforts in this matter. —

I1'd like a response, in writfing, by
1/31/96, to: ’

Rep. Bill Barrett

312 West 3rd

Grand Island, NE 68801

Very Truly yours,

APPEARS THIS WAY
ON ORIGINAL

Bill Barrett

o M.C:
NI Nebraska's Third ... .. .. .. .. District.
i Thanks!
3
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The/ﬁggorabie J. James Exon
United States Senator
287 Federal Building
Lincoln, Nebraska 68508
Dear Senator Exon:
This is in respégg; to your inquiry of January 16, 1996, on
behalf of —
regarding her desire to receive RU-486 for the treatment of her
brain tumor.

As discussed with Ms.

office on her behalf,

receiving the drug to treat her.

drug,

Carolyn Walvoord of your staff on
January 22, we alsoc have been contacted by Senator Bob Kerrey's
Senator Kerrey's office informed us that--
~———— physician was planning to contact the French ,
manufacturer of RU-486, Roussel Uclaf, about the possibility o

——— physician then should contact

p——

in our Division of Oncology and Pulmonary

Drug Products at ————______  to receive guidance on
submitting the Investigational New Drug Application.

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

Enclo

Sincerely,

Diane E. Thompson
Associate Commissicner

for Legislative Affairs

Constituent's correspondence

cc.

sure
—_—. e
HFW-10 (2)
HFW-14 . —————————

R/D: ——————1/23/96
F/T:mts:dyf23/96
Control 96-352

[FOLE
EOPY
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MAnited States Denate

- . WASHINGTON, DC 20510
- January 16, 1996

Congressional Liaison

Food and Drug Administration
1555 Parklawn Building

5600 Fishers Lane

Rockville, Maryland 20857-0001

Dear Sir:

I am enclosing a letter from:
[ N

whose problem appears to fall within your jurisdiction.

I would appreciate any information which will enable me to
respond to my constituent’s inquiry. Please return the enclosed
correspondence with your report to:

Senator J. James Exon

287 Federal Building
Lincoln, NE 68508

B ) im Exon
= United States Senator

- —

Enclosure

APPEARS THIS WAY
ON ORIGINAL

No. 46- 35X

MIF 006311
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Senator Exon -
287 Federal BuJJdlng
Lincoln. NE 68508

Dear Senator Exon:
Pleagse a-cept this as a formal written appeal fcr your aid 1n
heiping me to obtaln permissicon rrom the FDA ror the usage of

the drug RU-480 to treat my meningioma brain tumor.

I am granting you permission to obtain any and all medical
records rrom my doctors. ([

). They also have X-Rays
from MRT's which I release to you 1f needed.

My tumor 1s non-maliignant. however 1t continues to grow despite

ail errorts to destroy or constrain 1t. The tumor was
originally approximately the size of a large man’'s fist. In ~
June of 1993 I underwent surgery perrormed by

to remove the tumor. It was a 23
1.°2 hour surgery. I [iost my right ear drum through the surgery
and have some racial distortions as a direct result. Other
than that. I was very Jucky to live through the surgery at all

and have suffered rew other side erfrects until recently.
Several MRI's later have determined that the tumor still exists
and 15 attached to the brain stem where 1t will eventually cut
Oorr circuiation to the brain 1f not stopped. In March of 1985,
I underwent a very painrul radiation surgery perrormed by Dr.
—e to eliminate thne tumor. Another MRI 1n September
1895 c~onfirmed that the :umor remained unchanged. In
emney ~rF 1905 T kReogan - - -\owﬂanﬁn Apnhie wvisrirn, 7 wace
en a prescripticon nF stercids which seemed to help for a
e alilieudghewas not totalily erfactive. and have been informed
R — that the most they can do 1s to keep me on
the steroids permanently tc¢ help the vision. I am not open to
this way or li1fe. I do not reel that it 1s quality life and
have no de&ire to continue with the steroids. Beyond that. I
have besn told by all three physicians mentioned 1n this letter
that there 1s nothing eise that can be done for me.

b ka0l by,
0

' 190

<
N

am enciosing a newspaper article that was clipped from the
urant Dailiy Democrat printed in the latter part or August or
»ly parrt of September. 1862 1n Durant. Oklahoma. I. too.
ould like your heip In petitioning the FUDA to grant me
ermissicn to use the Jdrug RU-485. I feel I have nothing Lo

ose and =2verything to gain at this time. however., time 15

MIF 006312
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FEB 26 1998

- -

The Honofgple loemsben—
Chaift n, Subcommittee on

Oversight and Investigations
Committee on Commerce
House of Representatives
Washington, D. C.” 20515-6115

Dear Mr. Chairman:

This is in response to your letter of February 4, in which you
asked two follow-up questions to the Food and Drug
Administration's (FDA) January 16 response to your inquiry
concerning the disclosure of adverse drug report (ADR) data for
mifepristone (RU 486).

o]

The following are our responses to your questions:

1. Denominator data on overall use of RU 486 for the relevéat
categories in Tables I and II.

Table I in FDA's January 16 response represented the serious '~
ADRs reported to the new drug application (NDA). These reports
represent “spontaneous” reports submitted to the sponsor by any
source, as well as those that occurred in the two French
clinical trials sponsored by the applicant. The total number
of patients in the French trials is known (total n=2480
patients). A denominator for reports received after marketing
is not known as the total number of persons using the drug is
not known.

Table II represented the serious ADRs reported in the
investigational new drug (IND) application and represents the
United States clinical investigation. The total number of
patients treated in that clinical trial was 2121.

2. A written explanation as to why the FDA does not intend to
-=effuest information from WHO.

Throughout the NDA review process, FDA reviews the available
data, including reported adverse events. A sponsor is required
to prowide, present and discuss all known adverse experiences.
If the World Health Organization, or any other organization,
maintains a database of adverse experiences, the sponsor would
be expected to seek the information and provide it to their
NDA. '

/9%

FILE

COPY

OFFICE
Y-y .

24 B 0
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Page 2 - The Honorable Joe Barton

This letter contains confidential information not releasable to
the public under the Freedom of Information Act regqulations.

We ask_that the Committee not publish or otherwise make public
any information contained in this letter. We would be glad, of
courde, to discuss with the Committee staff the confidentiality
of the information.

We hope this information is helpful.

Sincerely,

Sharon Smith Holston
Deputy Commissioner
. for External Affairs

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

Honorable John D. Dingell
Ranking Minority Member
Committee on Commerce

Honorable Ron Klink

Ranking Minority Member

Subcommittee on Oversight and Investigations
Committee on Commerce

. bcc: HFW--10
HFW-2
HFW-14
HFD-580
HF-24
Draft language received from CDER 2/18/98: = == ————
R/D+—=—""":2/18/98
Reviewed: :2/19/98
Revised: ————:2/20/98

Reviewed: &—— :2/20/98

Reviewedt ———— :2/23/98

Reviewed: ————— 1:2/24/98

Reviewed!: ————e—2/ /28
F/T:1mb:2/26/98 ——— 98-1116.wpd)
Control No. 98-1116

MIF 006316
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TOM BLILEY. VIRGINIA, CHAIRMAN

W.J. “BILY" TAUZIN, LOUISIANA JOHN D. DINGELL, MICHIGAN

MICHAEL G. OXLEY, OHIO HENAY A. WAXMAN, CALIFORNIA 3
MICHAEL 8ILIRAKIS, FLORIDA EDWARD J. MARKEY, MASSACHUSETTS k

DAN SCHAEFER, COLORADO RALPH M. HALL, TEXAS m'ﬁ' ouse of Rtpttﬁmtat\hts
JOE BARTON, TEXAS RICK BOUCHER, VIRGINIA :

1. DENNIS HASTERT, ILLINOIS THOMAS J. MANTON. NEW YORK ¢ ¢

FRED UPTON, MICHIGAN - EDOLPHUS TOWNS, NEW YORK ommttee on ommerce
CLIFF STEARNS, FLORIDA FRANTEPALLONE, JR. NEW JERSEY : Une
BILL PAXON, NEW YORK SHERROD BROWN, OHIO Room 2125, Rﬂ?b“m Eoust Sffice ;ullhll‘lﬂ
PAUL E. GILLMOR, OHIO BART GORDON, TENNESSEE ;

SCOTY L. XLUG, WISCONSIN ELIZABETH FURSE, OREGON __6

JAMES C. GREENWOOD, PENNSYLVANIA  PETER DEUTSCH, FLORIDA Waﬁb lnmﬂn, BC 205 15-6115
MICHAEL D. CRAPO, IDAHO BOBEY.L AUSH, ILLINOIS

CHRISTOPHER COX, CALIFORNIA ANNA B~ ESHOO, CALIFORNIA

NATHAN OEAL. GEORGIA RON KLINK, PENNSYLVANIA

STEVE LARGENT, OKLAHOMA BARJ STUPAK, MICHIGAN F ebruary 4 1 998

RICHARD BUAR, NORTH CAROLINA ELIOT L ENGEL, NEW YORK ’

BRIAN P. BILBRAY, CALIFORNIA THOMAS C. SAWYER. OHIO

ED WHITFIELD, KENTUCKY ALBERT R. WYNN, MARYLAND

GREG GANSKE, IOWA GENE GREEN, TEXAS
CHARLIE NORWOOD, GEORGIA KAREN MCCARTHY, MISSOURI
RICK WHITE, WASHINGTON TED STRICKLANG, OHIO
TOM COBURN, OKLAHOMA DIANA DeGETTE, COLORADO

RICK LAZIO, NEW YORK

BARBARA CUBIN, WYOMING N
JAMES E. ROGAN, CALIFORNIA o
JOMN SHIMKUS, ILLINOIS -1 .
™M -
JAMES E. DERDERIAN, CHIEF OF STAFF = cI
o ]
The Honorable Donna E. Shalala =P
Secretary o
Department of Health and Human Services =

v
.

‘ 200 Independence Avenue, S.W.
Washington, D.C. 20201

Gl

Dear Secretary Shalala:

I have reviewed FDA's January 16, 1998 response to my inquiry about the disclosure §f
adverse event data for mifepristone (RU 486) from foreign countries. In its response, FDA providdd
the numbers of adverse drug reactions (ADRSs) related to RU 486, but omitted denominator data on
overall use of RU 486 for the relevant categories. In addition, FDA stated that FDA's Division of
Reproductive and Urologic Drug Products had not requested ADRs related to RU 486 from the
World Health Organization and that FDA does not intend to request information from WHO.

To assist the Subcommittee's work, please provide the following by February 18, 1998:

. ¢)) Denominator data on overall use of RU 486 for the relevant categories in Tables I
and II.

(2) A written explanationas to why the FDA does not intend to request information from
WHO.

c—— - &

If you have any questions, please contact Mr. Alan Slobodin of the Committee staff at (202)
225-2927. 1 thank ygu in advance for your courtesy and attention to this matter.

s

Sincerely,

: et

Joe Barton
Chairman

NO- ?g/ /l [ (0 | | Subcommittee on

Oversight and Investigations

N S . 2 ) 3 E

MIF 006317



The Honorable Donna E. Shalala
February 4, 1998
Page2 -

cc:  Honorable Tom Bliley, Chairman
Honorabl& John D. Dingell, Ranking Member
Honorable Ron Klink, Ranking Member
Subcommittee on Oversight and Investigations

APPEARS THIS WAy
ON ORIGINAL

———-——
e

L)

e
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g -/C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
h".‘ﬁ

Food and Drug Administration
Rockville MD 20857

-

July 2, 1997

-
LE e

Roussel Corporation - \«g lg |
Theresa Agami bl ™ s

Regulary Affairs Manager
102 Route De Noisy
93230 Romainville
France

Dear Requester:

. We are enclosing the quality assurance profileS for Roussel Uclaf, :
63480 Vertolaye, France and Roussel Uclaf, Neuville-sur-Saone -
Plant, France that you requested on January 9, 1997 from g
the Food and Drug Administration pursuant to the Freedom of -
Information Act. i

Charges of $14.20 will be included in a monthly invoice by our
Freedom of Information Staff. These charges include $ .20
reproduction and $14.00 for search and review time. Please do not
remit payment until you receive an invoice. Please use

F97-674 and F97-676 when referring to these requests.

Copies of EIR’s and Forms 483 you requested will be responded to
. by other offices.

Sincerely,
—_—— - | { -
e S
T Medical Products Quality
Assurancce Staff
Enclosureﬂ

MIF 006319
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Thg/ﬁg;ozgple Bart Stupak

House of Representatives

Washington, D.C. 20515-2201

Dear Mr. Stupak:

This is in regpehse to your letter of January 3, 1997, on
behalf of expressed
concern that“™the “‘Food an g Administration has received
special approval to withhold the name of the drug firm who is
to make and distribute the abortion pill E_gﬁﬁ_ln this
country.” He also requested the name of the
manufacturer/distributor.

We would like to clarify that the Food and Drug Administration
(FDA) has not “received special approval” to withhold the name
of the drug firm making RU486 (mifepristone). The law only
requires that the name and plac usiness of the
manufacturer, packer, or distributor be disclosed in a
product's labeling (Section 502(b) of the Federal Food, Drug,
and Cosmetic Act and FDA regulations at 21 CFR Section 201.1).
In this case, it was mentioned at FDA's Reproductive Health
Drugs Advisory Committee meeting on July 19, 1996, that the
name of the distributor would be announced if and when RU486 is
approved for marketing in the United States. It is not unusual
for products to be marketed with the name of the distributor
rather than the manufacturer. Should RU486 be approved, the
distributor's name will be made available. It was announced
previously that the Population Council is the sponsor of the

drug application. ST—13f

We hope this information has been helpful. If we may be of any
further assistance, please let us know.

Sincerely,
R _i.. -
=2 Diane E. Thompson ()W
g Associate Commissioner -~
I for Legislative Affairs ~
Enclosure - ~Z
September 18, 1996 Talk Paper
OFFICE SURNAME DATE OFFICE SUIINAMi DATE ll OFFEE_ SURNAME DATE
FILE E //S)/ , <&
coPY Z “
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Page 2 - The Honorable Bart Stupak

-

cc: HFW-10 (2)

HFW-2 —

HFW-14 _—
R/D: —— '2/6/97 (fr prev 1ltr)
Concur: :2/6/97

—:2/10/97

Edit: ? \ru486\secret.nam)
F/T:mts:2/19/97
Control 97-273

APPEIRS THIS 'WAY

@ L 3RGINAL

MIF 006321
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BART STUPAK . ZOMMITTEE
) a
157 DISTRICT, MICHIGAN COMMERCE
SUBCOMMITTEES
HEALTH AND THE ENVIRONMENT

317 CANNON BUILDING
CoMMERCE, TRADE, AND

WasHINGTON, DC 20515 ’
HazARDOUS MATERIALS
o s arss Congress of the Tnited States oo
; . THouse of Wepresentatives Law ENFORCEMENT Caucus
N REGIONAL WHIP

f Washington, BE 20515-2201
January 3, 1997 ~- shington, BE 20515-220

David A. Kessler, Commissioner
Food and Drug Administration
14-71 Parklawn Bldg.

5600 Fishers Lane

Rockville, MD 20857

Dear Commissioner Kessler:

Please find enclosed a letter from one of my constituents. ——— would like to know
the name of the company applying to manufacture the drug RU486. I would appreciate it if you

. could inquire into this issue on behalf of myself and my constituent.

Thank you for your time and consideration of my request. If you have any questions, please
do not hesitate to contact me if I or a member of my staff may be of service.

Sincerely, .

-
LTI

M

,.
i

}

[
(g
ember of Congress
-
BTS/jaz o S
. Enclosure
cc: —
\
APPEARS THIS NAY
0Y ORIGINAL
R _;7 -
[ d
— o
Ne. ¥7- 27 3
PLEasE RepLy To:
[ 1229 W. WaskingToN [ 902 LuoinGTON STREET O 616 SHewoen [J 1120 EasT FRONT STREET [ 111E. CHisnom O 2 south 6T STREET
MaRQUETTE, MI 49855 EscanaBa, MI 49829 HOUGHTON, Mi 49931 Surre D ALPENA, MI 48707 Surre 3
(906) 228-3700 {906} 7864504 {908) 482-1371 Traverse CiTy, MI 49686 {517) 356-0690 CaysTaL FaLs, MI 49920
(616) 9294711 (908) 875-3751

Tow Fass: 1-800-950-REP1 (1-800~-950-7371)
PRINTED ON RECYCLED PAPER
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DEPARTMENT OF HEALTH AND HUMAN BERVICES
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Tt ey
Th §§2§§g§lg~Chggles S. Robb
Unite ates Senate B
Washington, D.C. 20510-4603
Dear Senator Robb:
This is in réqppﬁge to your letter of October 30, 1996, on
behalf of T
and — —— , regarding the
drug RU-486 (mife tone) . — both
expresséd the opinion that RU-486 should be banned.
. The Food and Drug Administration (FDA) enforces the Federal
Food, Drug, and Cosmetic Act. With respect to drugs and
devices, FDA's mandate is to ensure that these products are
safe and effective for their intended uses. On September 18,
1996, FDA issued an approvable letter to the Pogulation Council
for mlfeprlstone, when used in combination with misoprostol, 'Qé
for the termination of early pregnancy. This means that thes“”’
/" sponsor has to satisfy certain conditions before FDA approval d
is granted. We are enclosing a September 18, 1996 FDA Talk -
% Paper on this subject.
We hope this information is helpful. If we may be of any
\\further assistance, please let us know.
Sincerely,
Diane E. Thompson
Associate Commissioner
for Legislative Affairs
Enclosure
Septembex_;ﬁ, -1996 FDA Talk Paper
cc¢: HFW-10 (2)
HFW-2 = D
HFW-14 =
R/D: —" :2/3/97 —— \newdrug\96-8500 ~— =
F/T:mts:2/12/97 -
Control 96-8500 -
I?Im OFFICE SURNAME DATE OFFICE SURNAME DATE {l OFHCE SUINAM'E DATE
How /S/ 27T~
COPY “

MIF 006323



" CHARLES S. ROBB
VIRGINIA

WASHINGTON OFFICE:
Russell Senate Office Building
First and Constitution Avenue, NE, Room 154
Washington, DC 20510
(202) 224-4024
Email: senator@robb.senate.go¥

Anited Dtates Senate

WASHINGTON, DC 20510-4603

= October 30, 1996

—] egislative Affairs
Food and Drug Administration
1555 Parklawn Building
5600 Fishers Lane
Rockville, MD 20857

Dear

My office has been contacted by

——

COMMITTEES:

ARMED SERVICES
FOREIGN RELATIONS
INTELLIGENCE
JOINT ECONOMIC COMMITTEE

Vice Chairman
Democratic Policy Committee

and

RU-486. I am enclosing copies of the correspondence I have received.

expressing concern about FDA’s testing and conditional approvﬂ:’of -

-
-

I would appreciate it very much if you could review these letters and prepare a respens

that addresses their concerns of associated health risks. Many thanks for your- consideratio

Sincerely,

Ol 2 (RoBQ

Charles S. Robb -

CSR/jpn

APPEARS THIS WAY

‘ N
ON ORIGINAL
-
[ 4
——
State Office: Regional Offices:
The lrontronts, Suite 310 Dominion Towers, Suits 107 First Union Bank Building Signet Bank Buiiding
1011 East Main Street 99% Waterside Drive Maln Street 830 Main Street
Richmond, VA 23219 Norfolk, VA 23510 Clintwood, VA 24228 Danville, VA 24841
1804} 441-3124 (5401 9204104 1904) 7910330

1804} 771-2221

®
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
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Thg/égég;gﬁlg John B. Breaux

United states Senate
Washington, D.C. 20510-1803

Dear Senator Breaux:

This is n,r/;ponse to your letter of November 12, 1996, on
3//

behalf of

———— "regarding the drug RU- PESLORE) .
~—————— expressed the opinion that RU-486 should be
banned.

The Food and Drug Administration (FDA) enforces the Federal
Food, Drug, and Cosmetic Act. With respect to drugs and
devices, FDA's mandate is to ensure that these products are
safe and effective for their intended uses. On September 18,
1996, FDA issued an approvable letter to the Populatlon Counc1
for mlfeprlstone, when used in combination wi Misopro
for the termination of early pregnancy. This means that the
sponsor has to satisfy certain conditions before FDA approval
is granted. We are enclosing a September 18, 1996 FDA Talk o
/ Paper on this subject.

We hope this information is helpful. If we may be of any
further assistance, please let us know.

Sincerely,

Diane E. Thompson
Associate Commissioner
for Legislative Affairs

2 Enclosures

Septembex 18, 1996 FDA Talk Paper NS
= correspondence ';é
cc: HFW-10 32) -
HFW=2 _
HFW-14 —
R/D. :2/3/97 ——————newdrug\96-8498.bre)
F/T:mts:2/12/97 -
Control 96-8498
IFIL]B OFFICE SURNAME DATE OFFICE SURNAME DATE lFom SURNAME DATE
HEw- 1 /S / 2-12-97 ’
cop !
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November 5, 1996

Dear Senator:

Over the past several weeks, numerous articles have appeared in the
press concerning the abortion pill, RU-486, and there has also been
. considerable hoop-la in the broadcast media about the use of comblinations of

legitimate drugs (those normally used for the treatment of cancer and other
illnesses) to produce so-called "medical”™ abortions. Under pressure from the
Clinton administration, and with the direct help of Clinton appointees, the Food
and Drug Administration (FDA) has been reviewing these dangerous agents on
a fast track basis for the purpose of releasing them for abortion use in the
U.S., as you are doubtless aware. In all this to-do, several things have been
conveniently forgotten -- or deliberately misrepresented -- by abortion
proponents. The following should clarify some of the Issues:

First, despite their (inaccurately) touted safety for the mother, they are
NEVER safe for her child, who, at the time of their "recommended” use,
already has developed at least to the point that his (her) heart is beating, other
organ systems are being laid down, and brain waves may be detected. Death
. of the fetus (a Latin word meaning "young one") virtually always occurs;
however, if not initially successful at producing the abortion, these drugs
commonly cause serious malformations, which are then "treated” by surgical
evacuation of the womb and direct destruction of the unborn baby.

Second, the Hippocratic Oath -- which has regulated medical practice and
has helped to-prBtect patients from unethical physicians (and physicians from
unscrupulous rulers) for the past 2,000 years -- states unequivocally, "l [the
physician] ... wnll' not give to a woman an instrument [i.e. the means] to
produce amabonlon This identifies the currently constituted FDA as totally
at odds with its mandate to protect the public, with actions that further
legitimize the unethical behavior of those medical degree holders who choose
to ignore their Oath. In effect, they are helping the outlaws to continue their
actions, but no longer as renegades.

MIF 006326



Finally, we should remember that every American who has ever lived {or
will live) -- inclu?iing the reader -- once passed through (or will pass through)
all the same stages of human development in his or her mother's womb, and,
therefore, has Been (or will be) entitled to the same legitimate right to life
written about in the U.S. Constitution -- unless aborted.

RU-4886 and its kind should be totally banned, not only from use, but also
from manufacture, in analogy to other non-medical "designer™ drugs. Please
do what you can in this regard!

Thank you for your attention.

Sincerely,

e skl diad

. am &

«“
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J.O'HN BREAUX . STATE OFFICES.

+ LOUISIANA One Amgrican Puace. Suire 2030
Baton Rouce LA 70825
MINOQRITY {504) 382-2050
CHIEF DEPUTY WHIP .
nlt Es E“ g K Tre Feoerar Bunong
COMMITTEES: 705 Jerrerson STreer. Room 103
. LA 70501
COMMERCE, SCIENCE, AND . WASHINGTON, DC 20510-1803 o 7 car1
TRANSPORTATION ks
) WastunGTon Sauare Annex Burome
FINANCE - 211 Noa™H 3ro Streer, Room 102A
SPECIAL COMMITTEE ON AGING Monace. LA 71201
- (318) 326-3320
WasHinGgTON OFFiICE
(202) 224-4823 = N Haie Bogas Feoeral Bunping
TDD {202} 224-1986 . 501 Magazing Street. Sute 1005
senator@breaux.senate.gov - N€w| ?o:\fzgg_\';;?no
hitp://www.senate.gov/~breaux November 1 2, 1996
CentraL Louisiana
{318) 487-8445

Ms. Diane Thompson

Associate Commissioner for Legislative Affairs

Food and Drug Administration

U.S. Department of Health and Human Services

. 1555 Parklawn Building

5600 Fishers Lane ,
Rockville, MD 20857 -

Dear Ms. Thompson: -

I have been contacted by regarding concerns over
the use of RU-486 and other drugs to induce abortion.

Please investigate the enclosed information sent to me and provide
me with a report. Please give the views and concerns of my constituent
every appropriate consideration within federal guidelines. Your reply
may be forwarded to the attention of Justin Oliver.

Thank you for your attention and assistance.

Sincerely,
) JO BREAUX
. United States Senator
JBlico
Enclosure ~

APPEARS THIS "VAY
ON GRIGINAL

No Gu-8¢ 78
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The Honorable Joe Barton

Chai¥man, Subcommitt®&s N Oversight
and Investigations

Committee on Commerce

House of Representatives

Washington, D.C. 20515-6116

Dear Mr. Chairman:

This is to complete our response to your letter dated
September 17, 1996, regarding further information related to
the Food and Drug Administration's (FDA) consideration of

RU 486 (mifepristone).
emmm——— e

As we discussed with Mr. Alan Slobodin of your staff on -
November 14, 1996, we indicated that we would send you, once
compilation had been made, a list of all meetings on RU 486
between the review division and persons outside the executive
branch concerning or related to RU 486. We have enclosed thi
list of all the meetings between FDA's Division of Reproductive
and Urologic Drug Products (and previously, the Division of
Metabolic and Endocrine Drug Products) and the outside persons.

The enclosed 5-page list contains confidential commercial
information and other privileged information not releasable to
the public under the Freedom of Information regulations
promulgated by FDA. We request that the Subcommittee not
publish or otherwise make public any part of this letter or any
information contained within it. 1In addition, given the
sensitivity of this subject, we have redacted the names of
certain individuals associated with the clinical trials and
application review.

These review division meetings are not listed in the FDA public
calendar. because such meetings are confidential meetings with
the inveésfigational new drug application (IND) or new drug
application (NDA) sponsor. These meetings deal with
confidential commercial information and we are careful not to
publicize this information. Also, such meetings are typically
attended By the team of reviewers who will actually work on the
application. Sometimes the division director may attend.
Neither division-directors nor review staff (medical officers,
chemists, pharmacologists, project officers, etc.) are required
to report their meetings on the public calendar pursuant to

Title 21, Code of Federal Regulations, section 10.100(b) (3).

=

FILE

DATE

\ A 147
COPY PrZ ) Qé_';ﬂ

b 5 B : _ ‘ﬂ
=K !
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The Honorable Bob Graham

Unite
Post
Talla

Dear

d states Senator
Office Box 3050
hassee, Florida 32315

Senator Graham:

costm s e
Booi F I Ty =
H ] ‘
t

L3 [SRE -3 .“;.._,,:._

HF 12
- xf:fr 6o o] lii?

This is in regponse to your letter of January 9, 1997, on

behal
drug
that

f of
RU-486. (mifepristone).
RU-486 should be banned.

, regarding the

——— expressed her opinion

‘ The Food and Drug Administrationg (FDA) enforces the Federal
ith respect to drugs and
es, FDA's mandate is to ensure that these products are

Food,
devic

safe and effective for their intended uses.

1996,

Drug, and Cosmetic Act.

for the termination of early pregnancy. This means

sponsor has to satisfy certain conditions before FDA approval
anted. We are enclosing a September 18,

is gr

Paper on this subject.

!We hope this information is helpful.

Sincerely,

On September 18,
FDA issued an approvable letter to the Po i
for mifepristone, when used in combination with misoprosto

on Counci

’

that the

1996 FDA Talk

If we may be of any
/fhrther assistance, please let us know.
;&

Diane E. Thompson
Associate Commissioner
for Legislative Affairs

.
-
R

Enclosure
- -
cc: HFW-10 (2) W)
HFW-2  —m——— !
HFW-14 0 :ii
R/D: —T™=:2/5/97 + —— \ru486\antidrug) .
F/T: —2/6/97 S
Control 97-308
OFFICE | SURNAME _ DATE ‘].i OFFICE SURNAME DATE “ OFFICE SURNAME DATE

7S/
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Page 2 - The Honorable Joe Barton

We trust this information responds to your concerns.

let us kmow if you have any questions.

Sincerely,

Sharon Smith Holston
Deputy Commissioner
for External Affairs

Enclosures

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

The Honorable John Dingell
Ranking Minority Member
Committee on Commerce

The Honorable Ron Klink
Ranking Minority Member
Subcommittee on Oversight and Investigations

bcc: HFW-10(2)
HFW-1
HFW-2
HFW~-14 ~~——_
HF-24

R/D:
concur: ~— ——— 12/20/96
,GC:1//7/97
1/29/97

— :1/29/97
F/T: —= 3/8/97 ( —— .rud86\ —— 12.96)
96-6905 continued follow-up

Please

APPEARS THIS WAY
ON ORIGINAL
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. United States Senate

Washington, D.C.

. | vate_/ 1.9 197

.
Ly

Legislative Affairs

Food and Drug Administration

1555 Parklawn Building ,
5600 Fishers Lane R
Rockville, Maryland 20857

Enclosed is a letter from one of my constituents who has concerns
which come under the jurisdiction of your agency.

I would appreciate your reviewing the information that has been —

presented and providing me with a written response. Please send

your reply to the attention of: : ey
Ms. Pat Grisé . S
Office of Senator Bob Graham " %
P.O. Box 3050 o

Tallahassee, FL 32315

by

"y

904-422-6100

E

P

Your cooperation and assistance are appreciated.

With kind regards,

B

Sincerely,
--’::_' - .
- United States Senator
:.
[ 4
Constituent’s Name:
# A7 3o
- - - — — Y ool 4 —
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-

The fiongxahle-Joe..Barton.

Chairman -

Subcommittee on Oversight and Investigations
Committee on Commerce

House of Representatives
wWashington, D.C. 20515

Dear Mr. Chairman:

This is in further response to your letter dated September 17,
1996, regarding further information related to the Food and
Drug Administration's (FDA) consideration of RU 486
(mlfegrlstone) You raised five issues.

As per discussions with Mr. Alan Slobodin of your staff, on
November 14, FDA provided documents responsive to questions two
and three. Answers to the remaining questions follow:

issue 1
Concerning senior officials 4id not report several meetings o

the public calendar as required by Agency regulations
(21 C.F.R. 10.100) . . .

(a) Please list the dates, brief description of subject
matter, and attendees of all meetings between FDA officials and
persons outside the executive branch concerning or relating to
RU 486.

(c) You asked that we provide an explanation as to why the
meetings were not reported on the public calendar pursuant to
21 C.F.R. 10.100.

As discussed with Mr. Slobodin, the following is a list of all
meetings between senior FDA officials and persons outside the
executive branch concerning or related to RU 486. We indicate
if the meeting was on the public calendar and if not, why it
was notfreported This list does not include meetlngs the
review division may have had, if the meeting did not include a
senior FDA cff1c1a1. We will provide information on any other
meet1ngg»that may have occurred between review division staff
and persons outside the executive branch as soon as that
information is gathered.

2/24/93 , David Kessler, ————— and of FDA
met with Dr. Sakiz and Dr. Ulmann, from Roussel

Uclaf. Subject was a discussion of RU 486.'

FILE - /"g?i
e Sl 757
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Page 2 - The Honorable Joe Barton

-

Biscussed clinical and manufacturing data on the drug
that FDA would need in considering an NDA for an
dbortificient indication. At that meeting, FDA
*~.received a strong commitment from Roussel Uclaf to
continue to make the drug available for research on
other potential uses. While asserting that RU 486
should be made available in the United States, the
firm emphasized the importance of finding a way to
achieve that goal without the involvement of Roussel
Uclaf. FDA and Roussel Uclaf agreed to continue to
work on this matter until remaining issues can be

resolved.?”? This meeting was reported in FDA public
calendar for the week of February 19, 1993.

%

4/20/93 David Kessler, — - - , Jane
Henney, and others from the Center for
Biologics Evaluation and Research, Drew Altman of the
Kaiser Family Foundation, Wayne Bardin, George Brown;-
Margaret Catley-Carlson, James Boynton, and Beverly
Winikoff of the Population Council, Edouard Sakiz ar?.

Catherine Evouard of Roussel Uclaf. Discussed

RU 486.° I
This meeting was listed in the FDA public calendar -
for the week of April 16, 1993.

10/4/93 Meeting with Chief of Staff, Roussel
Uclaf's lawyers from Swidler and Berlin, and —
————— during which it is explained that the
company s demands for indemnification and patent
seizure are not likely to be met in the
United States.’ This meeting was not listed in the
FDA public calendar because a meeting is to be
reported by the most senior official attending
(21 CFR 10.100(b) (1), 40 FR 40602, 40693,
September 3, 1975). The most senior official was
Harriet Rabb of the Department of Health and Human
_. Services, and therefore, was not reported by any FDA
"~ %fficial in the FDA public calendar.
In your letter you cited that the meetings of December 6, 1993
and April 1%, 1994, were not listed in the public calendar.

The “December 6, 1993 pre-IND meeting” was not listed in the
FDA public calendar because such meetings are confidential
meetlngs with the investigational new drug application (IND)
sponsor. The pre-IND meetings deal with confidential
commercial information and we are careful not to publicize this
information. Pre-IND meetings are typically attended by the
team of reviewers who will actually work on the application.
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Page 3 - The Honorable Joe Barton

Sometimes the division director may attend. Neither division
directors nor review staff (medical officers, chemists,
pharmacologlst, project officers, etc.) are required to report
meetings ®n the public calendar pursuant to 21 CFR
10.100(b) (3) . Consequently, the fact that this meeting was not
listed on the public calendar is typical for such meetings.

You asked about the “April 14, 1994 meeting between Lester
Hyman and David Kessler, i ' We have researched
this meeting and have not been able to establish that this
meeting occurred.

You also asked about a trip or trips by — to
France to meet with Roussel Uclaf officials. - -

‘ has not traveled to France or Europe to meet witnh Roussel Uclaf
officials regarding RU 486. Consequently, there are no

listings of any such meetings in the FDA public calendar.

(b) Please provide all unexpurgated books, records, . . .
mentioning or pertaining to all meetings and telephone -
conversations between FDA officials and persons outside the
executive branch concerning or relating to RU 486. ¥
All relevant documents are enclosed at Tab A. The documents
that are public and releaseable under the Freedom of

Information Act are listed separately from those documents that
are confidential. The confidential documents or confidential
versions of public documents have not previously been released.

(4) All precedents and legal authofity that support the
propriety of FDA officials encouraging, urging or soliciting a
‘ submission of an IND or new drug application.

Pursuant to a presidential memorandum dated January 22, 1993,
the Secretary of Health and Human Services directed that FDA
promptly assess initiatives to promote testing, licensing, and
manufacturing of RU 486 in the United States. 58 Fed. Regq.
7459, 7468 (February 5, 1993). Under section 903(b) (2) (E) of
the Fedagral Food, Drug, and Cosmetic (FDC) Act, the
Commissioner of Food and Drugs is responsible for executing the
Act and performing such other functions as the Secretary may
prescribe. "In carrying out the directive, FDA officials acted
to facilitate the submission of a new drug appllcatlon for

RU 486.

FDA's mission is, essentially, to promote and protect the
public health. The promotion and protection of the public
health often requires the Agency to be proactive in
disseminating information about public health issues. See
sections 705, 903(b) (2) (E) of the FDC Act; see also

section 310(b) of the Public Health Service Act. FDA believes
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-

that facilitating the submission of marketing applications for
potentially significant drug products is appropriate and
consistent "with the Agency's mission. Although it is not
possible®* £o identify "all precedents" in this area, as
requested, the following are among many possible examples.

In a 1973 Federal Register publication, FDA announced its
intention to consider new drug applications on
diethylstilbestrol for use as an emergency postcoital
contraceptive. 38 Fed. Reg. 26809 (September 26, 1973).
Similarly, in 1978, the Agency published in the Federal
Register a request for the submission of new drug applications
for potassium iodide for use as a thyroid blocking agent in
radiation emergencies. 43 Fed. Reg. 58798 (December 15, 1978).

More frequently, however, FDA facilitates the submission of
marketing applications through more informal interactions with
potential sponsors. For example, where a promising combination
drug to treat drug-resistant tuberculosis had been approved in
several foreign countries, FDA contacted the sponsor to
encourage the submission of an NDA for that product.

In another case, FDA asked the sponsor of an approved animal !T
drug to submit an NDA for use of the same drug in humans to
treat strongyloidiasis and onchocerciasis. Among other
examples, FDA made special efforts to facilitate the submission
of a marketing application for an acellular pertussis (whooping
cough) vaccine and solicited NDAs for a drug to treat neonatal
apnea and a drug for heart arrhythmia. FDA also facilitated
the submission of marketing applications for a drug to assist
in the diagnosis of asthma and for a drug to be used with heart
valve surgery to reduce the risk of another heart attack. 1In
another case, FDA solicited INDs from potential sponsors for a
drug with the potential to treat HIV-related wasting syndrome,
aphthous ulcers, and leprosy.

It is very common for FDA to engage in dialogue with potential
sponsors beginning at the initial research stages and
contimuifng®until the Agency ultimately decides to approve or
deny amapplication. FDA involvement at the research stage
occasionally results in the Agency asking the sponsor to submit
a treatmenteIND based on the preliminary analysis of test
resultsT-See 21 CFR 312.83.

FDA solicitationg have resulted in NDA submissions for many
orphan drugs, including drugs to treat Hydatid disease,
neurocysticercosis, homocystinuria, Wilson's disease, and urea
cycle disorders. As a result of FDA's initiative, ————
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-

FDA has also played an active role in facilitating marketing
applications to alleviate shortages of many medically necessary
drug products. For example, FDA widely encouraged firms to
seek marketing-approval for a drug to treat a type of drug-
resistant tuberculosis and succeeded in finding a sponsor for
an application that was subsequently approved.

In addition, on several occasions, the Agency has facilitated
the submission of an IND, sometimes in coordination with the
CDC, to allow the importation of a medically necessary drug
that was not available domestically. In this manner, FDA
facilitated the availability of drugs to treat tuberculosis,
cystic fibrosis, and toxoplasmosis encephalitis. In other
instances, FDA's assistance in locating sources of scarce bulk
‘ drug substances, and soliciting application supplements to
allow the use of such substances, has averted shortages of
drugs necessary to treat renal impairment and systemic fungal
infections associated with AIDS. —

(5) All unexpurgated books, records, . . . mentioning or
pertaining to FDA's implementation of President Clinton's
memorandum of January 22, 1993 concerning RU 486.

A list of the documents and the documents are enclosed at
Tab B.

This letter and the enclosed lists and documents contain
confidential commercial information and other privileged
information not releasable to the public under the Freedom of
Information regulations promulgated by FDA. We request that

. the Subcommittee not publish or otherwise make public any part
of this letter or any information contained within it. 1In
addition, given the sensitivity of this issue, we have redacted
the names of certain individuals associated with the clinical
trials and application review.

We trust -this information responds to your concerns. Please
let us know if you have any questions.

i- Sincerely,

e

— Sharon Smith Holston
Deputy Commissioner
for External Affairs

Enclosures
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cc: The HOGnorable Thomas J. Bliley, Jr.
Chairgan, Committee on Commerce

The Ronorable John Dingell
Ranking Minority Member
Committee on Commerce

The Honorable Ron Klink
Ranking Minority Member
Subcommittee on Oversight and Investigations

bcc: HFW=-10(2)
. HFW-1
HFW-2
HF-24
R/D: —m
reviewed: — —

e ——————————

additions: —
concur: —

——

e —————————————
o ———

— 12/11/96
—" 12/11/96
F/T: —:12/12/96

file: s:\wp\ ——\rud4sé\ ru.wpd
. 96-6905 continued follow up
. APPEARS THIS WAY

= ON ORIGINAL
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FOIA documénts:
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Letteg:to ————— FDA, dated January 3, 1992 form Andre
Ulann, Rousell Sanei R. et D.

Memorandum to Subcommittee on Regulation, Business

opportunities, and Energy, dated January 6, 1992, from ——
T ——— FDA .

Letter to Ron Wyden, dated January xx, 1992, from Kay
Holcombe, FDA.

Statement by President Clinton, dated January 22, 1992 --
Remarks by the President During the Signing of
Presidential Memoranda.

Memorandum for the Secretary of Health and Human Services,
regarding the Importation of RU-485, signed by the
President, dated January 22, 1992. -
Letter to Ron Wyden, dated August 7, 1992, from Carol |,
Scheman, FDA. :
Statement of Ruth Merkatz, FDA before the Subcommittee OJT

Regulation, Business Opportunities, and Energy, Committee
on Small Business, May 8, 1992.

Letter to Ron Wyden, dated December 8, 1992, from Edouard
Sakiz, Roussel Uclaf.

Letter to Dr. E. Sakiz, Roussel uclaf, dated December 14,
1992, from David Kessler, FDA:

Letter to David Kessler, FDA, dated December 17, 1992,
from Dr. E. Sakiz, Roussel uclaf.

Letter to Ron Wyden, dated January 19, 1993, from Marc
Scheineson, FDA. Attached--Letters to Dr. Edouard
Sakiz, dated December 14, 1992, from David Kessler; letter
‘€' DdVvid Kessler, dated December 17, 1992, from Edouard
Sakiz, Roussel Uclaf, and letter to David Kessler, dated
January 14, 1993, from Ron Wyden, House of
Representatives.

Letter to Dr. Edouard Sakiz, dated January 22, 1993, from
David Kessler, FDA.

Record of Telephone conversation with Andre Ulmann,
Roussel Uclaf, dated January 25, 1996, from —

— . FDA.
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Email Talk Paper on RU 486, to all States, dated
February 25, 1993, from ——"" FDA.

Letter. to David Kessler, FDA, dated January 27, 1993, from
/

Talk;faper on Meeting with Roussel uclaf on RU 486, dated
February 25, 1993, from FDA.

Letter to Dr. Edouard Sakiz, Roussel uclaf, dated March 3,

1993, from —
o

Letter to Professor Wolfgang Hilger, dated March 12, 1993,
from Secretary Shalala.

Letter to Secretary Shalala, DHHS, dated March 18, 1993,
from Dr. Edouard Sakiz, Roussel uclaf.

Letter to Secretary Shalala, DHHS, dated March 23, 1993,
from Professor Wolfgang Hilger, Hoechst. —

Letter to Secretary Shalala, DHHS, dated March 31, 1993,
from Lawrence Lader, Abortion Rights Mobilization. :

Letter to David Kessler, FDA, dated April 15, 1993, from!f
Professor W. Hilger, Hoechst.

Letter to Lawrence Lader, Abortion Rights Mobilization,
dated May 11, 1993, from ) , DHHS.

Letter to ——_  __—————— FDA, dated January 11, 1994,
from John R. Fleder, Olsson, Frank and Weeda.

Letter to Ron Wyden, dated February 8, 1994, from
Secretary Shalala. Attached--Letter to Secretary Shalala,
dated December 22, 1993, from Ron Wyden, House of
Representatives

Memorandum to Secretary, DHHS, dated April 13, 1994, from
Advisor to the Commissioner of

"Fodd “and Drugs.

HHS Fart Sheet on Mifepristone (RU 486): Brief Overview,
dated May 16, 1994.

HHS News on Roussel Uclaf donates US Patent Rights for
RU 486 to Population Council, dated May 16, 1994.

Testimony of David Kessler, FDA before the Subcommittee on
Regulation, Business Opportunities, and Technology,
Committee on Small Business, dated May 16, 1994.

2



. Letter_ to- —_—— FDA, dated May 19, 1994, from
Pascal Chevit, French Ambassador to the United States.
Copy of Letter to David Kessler attached, dated May 19,
1994, from Pascal Chevit, French Ambassador.

. Letter to-Secretary Shalala, dated May 30, 1994, from
Dr. Edouard Sakiz, Roussel Uclaf.

. Letter to Secretary Shalala, dated June 8, 1994, from

. Letter to Ron Wyden, dated June 16, 1994, from Diane E.

Thompson, FDA.

Confidential Documents:

. These documents contain confidential commercial information and
other privileged information not releasable to the public under
the Freedom of Information regulations promulgated by FDA. We —
request that the Subcommittee not publish or otherwise make

public any part of this letter or any information contained E.

within it.
. Telefax letter to FDA, dated February 28??
1993, from Catherine Euvrard, Roussel Uclaf.
—

@ "y

. Memorandum to the Secretary of DHHS, dated April 12, 1994,
from — = Advisor to the
Commissioner of Food and Drugs.

. Fax - tg FDA, dated April 11, 1994, from
with Christy and Viener.

. Note t& — Presidential Letters, Office of
Caorrespondence, dated May 31, 1994, from —_—
FDA.

. Memorandum to0 ———— FDA, dated May 17, 1994, from

T e Presidential Letters. Office of
Correspondence.
3
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Letter to James Boynton, Christy and Viener, and Lester
Hyman, Swidler and Berlin, dated April 22, 1994, from —
- FDA.

Memorandum to Assistant Secretary for Health, DHHS, dated
July 14, 1993, from —— FDA. Attached --
Memorandum to the Secretary, not dated or signed, from the
Assistant Secretary for Health, DHHS.

Note to Secretary Donna Shalala, dated September 14, 1994,
from — FDA.

Memorandum for —  undated, from —n

Note to —— __—— Executive Secretary, dated
October 25, 1994, from —— Advisor
to the Commissioner. Attached -- Summary, and Population
Council Press Package.

Memorandum to the Secretary, DHHS, dated October 25, 1994;-
from the Commissioner of Food and Drugs. Attached --

Summary Update on Medical Abortion, Talking Points, and B
Questions and Answers. )

Note to ar’a
————""" 'DHHS, dated Auqust 14, 1995, from ——0 ___
—_——— Includes faxed cover sheets.

Attached -- Subject Areas for Fact Sheets on Women's
Health, Fact Sheet on Alcohol and Illicit Drugs.

Letter to Andre Ullman, Roussel Uclaf, dated September 14,

1994, from FDA.
APPEARS THIS WAY
T ON ORIGINAL
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. Statement by President Clinton, dated January 22, 1992 --
Remarks by the President During the Signing of
Presidential Memoranda.

. Meméf&ndum for the Secretary of Health and Human Services,
regarding the Importation of RU 486, signed by the
President, dated January 22, 1992.

. Memorandum for the Secretary of Health and Human Services,
from the — '~ Advisor to the
Commissioner of Food and Drugs, dated April 12, 1994.

. HHS News on Roussel Uclaf Donates US Patent Rights for
RU 486 to Population Council, May 16, 1994.

. . HHS Fact Sheet, Mifepristone (RU 486): Brief Overview,
dated May 16, 1994.

38 iad sl

Sources:
1. Source -- Public Calendar

2. Source -- Confidential version of the “RU 486 Overview
Chronology”, attachment to April 12, 1994 memorandum to the
Secretary from — ~—~——— -+ Advisor to the

Commissioner of Food and Drugs.

. 3. Source -- FDA Talk Paper dated February 25, 1993.
T APPEARS THIS 'WAY
| ON CRIGINAL
5
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A.5. Bouse of Representatives
Committee on Commerzce
Room 2125, Rayburn Bouse @iz Wuilding
TWlashington, /L 20515~-6115

September 17, 1996

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

Food and Drug Administration

Room 14-71 (HF-1)

%tm%
r oL

$600 Fishers Lane
Rockville, MD 20857

Dear Dr. Kessler:

documents concerning data integrity in clinical trials sponsored by the Population Council.

L

(4]

On June 27, 1996 and July 11, 1996, I sent letters to you requesting information

date, 1 have not received a complete response o the June 27, 1996 letter nor have I received any
response to the July 11, 1996 letter. Pleasc expedite the responses to these letters.

In addition, the Subcommittee seeks further information related to the FDA's considcration

of RU-486. Accordingly, please provide the following by October 1,1996:

1.

7¢ -

MIF 006344

According to availahle records, senior FDA officials did not report several meetings on
the public calendar as required by Agency regulations (21 C.F.R. 10.100). These
meetings concerning RU-486 appear 10 have involved senior FDA officials and persons
outside the executive branch. Those meetings not reported on the public calendar inchude
the following: October 4, 1993 meeting between the Swidler and Berlin law fum and HHS

Descmbar 6, 1993 pre-IND meeting; April 14, 1994 mecting between Lester Hyman and
David Kcssler, and a trip or trips of unknown date(s) by ——

. to France to meet with Rousse! Uclaf officials. Section
()3 of 2¢ C.F.R. 10.100 states that the Commissioner and his deputies are required to
repon their meetings with outside individuals on the public calendar.

@) Pleasc list-the dates, brief description of subject matter, and atiendees of all
- mectings between FDA officials and persuns outside the ecxecutive branch

concerning or relating to RU-486.

& 05



The Honorable David Kessler !,( f _)

September 17, 1996 |

Page 2

MiF 006345

(b) Please provide all unexpurgated books, records (including FOIA requests and travel
voucher memoranda), corrcspondence, notes, phone logs, memoranda, documents
(including all drafts and without regard to whether they are on paper or recorded
electronically), and electronic mail (irrespective of how stored, including but not
limited to those stored on individual PCs or on file servers that are part of local
area or wide area networks) mentioning or pertaining to all meetings and telephone
conversations between FDA officials and persons outside the execunvc branch
concerning or rclating to RU-486.

©) Please provide an explanation as to why the meetings were not reporwd on the
public calendar pursuant 10 21 C.F.R. 10.100.

All unexpurgated books, records (inchuding FOIA requests), correspondence, notes, phone
logs, memoranda, docurnents (including all drafts and without regard to whether they are
on paper or recorded electronically), and electronic mail (irrespective of how stored,
including but not limited to those stored on individual PCs or on file servers that are

of local area or wide ares networks) mentioning or pertaining to the July 19, 1
Reproductive Health Drugs Advisory Committee meeting, including materials re

the individual members of the Advisory Committee, and all materials relating to all ethical
issues concerning each member of the Advisory Committee.

All unexpurgated books, records (including FOLA requests), correspondence, notes, phone
logs, memoranda, documents (including all drafts and without regard to whether they are
on paper or recorded clectronically), and electronic mail (irrespective of how stored,
including but not limited to those stored on individual PCs or on file servers that are part
of local area or wide arca networks) mentioning or pertaining to FDA's consideration of
the issue of the possible breast cancer risk factor in connection with RU-486.

All precedents and legal authority that support the propriety of FDA officials encouraging,
urging or soliciting a submission of an IND or ncw drug application.

AlTunexpurgated books, records (including FOLA requests), corresponxlence, notes, phone
logs, memoranda, documents (including all drafts and without regard to whether they arc
on paper ¢r recorded electronically), and clectronic mail (irrcspective of how stored.
incleding but not limited to those stored on individual PCs or on file servers that are part
of local area or wide arca networks) mentioning or pertaining to FDA's implementation
of President Clintan's memorandum of January 22, 1993 concerning RU-486.



The Honorable David Kessler
September 17, 1996 i
Page 3 -~

If:you have Eny questions, plcas?: contact Mr. 'Alan Slobodin of the Subcommittec staff at
(202) 225-2927 1 appreciate your cooperation in this matter.

Sincerely,

Joc Barton
Chairman
Subcommittee on
. Oversight and Investigations

cc: Honorable Thomas J. Bliley, Jr., Chairman
Honorable John D. Dingell. Ranking Minority Member
Honorable Ron Klink, Ranking Minority Member
Subcommittee on Oversight and Investigations

.Tm
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y&his is in response to your October 4, 1996 letter on behalf of
expressed his

4

NOV 0 71996

The/Hénoféble Richard G. .Lugar
United States- Senate
Washington, D.C. 20510-1401

Dear Senator Lugar:

" “Concern that the Food and Drug Administration (FDA) may allow

the company that makes RU-486 to market the pill in the
United States without revealing its name.

The law only requires that the -name and place of business of

the manufacturer, packer or distributor be disclosed in a

product’s labeling (Section 502 (b) of the Federal Food, Drug,

and Cosmetic Act and FDA regulations at 21 CFR Section 201.1)
It is not unusual for products to be marketed with the name of

the distributor rather than the manufacturer.

"

-
We hope this information has been helpful. If we may be of
, further assistance, please let us know.
Sincerely,
Diane E. Thompson
Associate Commissioner
for Legislative Affairs
Enclosure
Constituent’s letter
- —— e B
cc: HFW-10 (2)
HFW-145- W\
| 4 \Q,
r/d ———=— 10/29/96 (per telephone conversation with —— ~
— and ‘— 0GC) -~
"F/T:aor:11/05/96~ b
s:\wp\ = \labeling\96-7555
FDA Control 96-7555
IR
SURNAME DATE

FILE

COPY

o L 1S el ] _
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I heard that the abortion pill RU-486 is likely to be approved by
the FDA. My concern is that I have heard that the FDA may allow the
company that makes this pill to market- it in the US without
revealing their name. In other words I have heard that the FDA
will allow the company to remain anonymous to avoid protests. I

hope this is not legal and if it is, I hope congress will do
something to change that.

- —— am S

“wn
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COMMITTIES
AGRICULTURE. NUTRITION, AND FORESTRY
CHAIRMAN

306 HART SENATE OFFICE BUILDING FOREIGN RELATIONS

WASHINGTON, €C 20510
202-224-4814 SELECT COMMITTEE

g - Mnited States Senate

- WASHINGTON, DC 20510-1401

RICHARD G. LUGAR
' INDIANA

. October 4, 1996

Office of Legislative Affairs
Food and Drug Administration
Parklawn Building, Room 1555
HFW1, 5600 Fishers Lane
Rockville, Maryland 20857

Dear —————————

Because of the desire of this office to be responsive to all
. inquiries and communications, your consideration of the attached
is requested. - -

Your findings and views, in duplicate form, along with the
return of the enclosure, will be greatly appreciated. Please i
direct your reply to the attention of Darlee Williams of my -
Washington office.

Thank you for your thoughtful attention.

Siﬁcerely,

| -~
Richard G. Lugar (
United States Senator

RGL/Awl. o o
enclosure

L Kt

/\/o. Qo-7555

PRINTED ON RECYCLED PAPER
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FOOD AND DRUG ADMINISTRATION
U.S. Department of Health and Human Services
Public Health Service 5600 Fishers Lane  Rockville, Maryland 20857

FDA Talk Papers are prcpmd» by the Press Office to guide FDA personnel in responding with consistency and accuracy to
questions from the public on subjects of current interest. Talk Papers are subject to change as more information becomes
available. Talk Papers are not Intended for general distribution ouside FDA, but all information in them is public, and
full texts are releasable upon request.

T96-61 ; Lawrence Bachorik
Sept. 18, 1996 (301) 443-1130
FDA ISSUED APPROVABLE LETTER FOR MIFEPRISTONE

The Food and Drug Administration today issued an approvable
letter to the Population Council for mifepristone, when used in
‘ combination with misoprostol, for the termination of early
pregnancy. As announced by the Population Council, the Agency
has determined that the submitted clinical data demonstrate the
safety and efficacy of mifepristone in combination with E:
misoprostol when used under close medical supervision, but t?
additional information on other issues, including manufacturing
practices and labeling, must be submitted before a final approval

decision can be made. The following can be used to answer

guestions:
’ An FDA advisory committee voted 6~0 (with two abstentions)
on July 19, 1996, that clinical data show that the benefits of a
mifepristone and misoprostol regimen for terminating early
pregnaricﬁr;élﬁ:wéigh its risks. The studies presented to the
Committee inv¢lved women treated under close medical supervision
within 49‘day; of the beginning of their last menstrual period.

The data come from_two French trials, involving 2,480 women, that

-MORE~-
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Page 2, T96-61, Mifepristone
showed the combination of mifepristone and misoprostol, an oral
prostaglandin:'to be about 95 percent effective.

In add-it{on,_ the Population Council, a non-profit research
organization, presented to the Committee preliminary safety data
from U.S. trials, involving more than 2,000 women. Trials were
conducted in the U.S. to complement the European data and to
confirm whether the drug regimen could be safely used in the
American medical system.

‘ The regimen used in the clinical trials consisted of 3
tablets (600 milligrams) of oral mifepristone followed two days
later by 2 tablets (400 micrograms) of oral misoprostol. -

Adverse events seen in clinical trials include painful ;
contractions of the uterus, nausea, vomiting, diarrhea, pelvic 'T
pain and spasm, and headache. A very small percentage of
patients in the clinical trials required hospitalization,
surgical treatment, and/or blood transfusions.

. The Population Council’s new drug application was filed on
March 18, 1996. Under the Prescription Drug User Fee Act,
priority drugs such as mifepristone have a six-month goal for
initial Agency action.

- —am B

FE##
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The Population Council

.OHGMWOMPMNEYO*MMIMT Telephone:(212) 3390500  Telex- 234722 POCO TR Pacsimlic: 212) 7356052 - Cahies POPCOUNCIL XEW YORK

wesescsssverwrsai svesararsssvsEnias Srvesssncsonaasnsdes

o o ~ News Release

Fox forther informarion, contact " 18 Sepwmber 1996
Sandra Waldman, 212/339-0525 FOR IMMEDIATE RELEASE
FDA Issues Approvable Letter for Mifepristone Medical Abortion

SSLPERECC4 00 BIACLAVLEAVTRFRLSSRORESETLNETRTOERAGEIERONN
‘ .

NEW YORK—The Population Council arinounced today (18 September 1996) that the U.S.
Food and Drug Administration has issued an Approvable Letrer for mifepristone, in
combination with misoprostol, for early medical abortion. The FDA. letter, which the Coancil
received cardier today, smates that the agency has deterruined that substantial clinical data
demonstrate the safety and efficacy of mifepristone in combination with misoprostol when -
uwdnndernnﬁcalsupcmnm.

Linidd

AnAppmvath:misanacﬁnn-ﬁeqmdynsedbyﬁnFDAmindimmatmy
and efficacy data have passed agency review, but that additional information must be
submitted before final approval for marketing is granted. The FDA Approvable Letter to the
Council said that & few perts of the application, including those related to labeling and
additional information about the mannfacturing process, remain to be completed by the
Council. An FDA Advisory Committee recommended on July 19 thar the agency approve the

-regimen for carly medical abortion. The Council’s IGLannzNewDrngApphanmwu
sabmitted in March 1996.

mamwp@mwwmmAmmmm
step in the long 20d complex process to make mifepristone available to American women as
it is to women in-other eountries. We are delighted to have an Approveble Lener. We are
sare we will be able to provide the FDA the outstanding information necessary for approval.”

-

2S00 TEREETERCNESSINIINDIGIARCINNN PEONGESNQGNGO PN RIDNIPI BRI IAIIBUNIGIINOIRRNG

# &+ #
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LYNN WOOLSEY . JISTRICT GFFICES

- STh DISTRICT, CALIFORNIA 1101 COLLEGE AVE., SUITE 200
X SANTA ROSA, CA 95404
. COMMITTEES: TELEPHONE: (707) 542-7182

FRAOM PETALUMA CALL.

ECONOMICi:?)GEEDTUCATIONAL @UHQYBSS of tht Anited States (707) 7951462

NORTHGATE BUILDING
OPPORTUNITIES
) ) , 1050 NORTHGATE DRIVE, SUITE 140
WASHINGTON OFFICE: - ;90“52 of prrfgtntatmw SAN RAFAEL, CA 94903
435 CANNON BULDING TELEPHONE: (415) 5079554
WASHINGTON, DC 20515-0506 - waghlngtoni E¢ 2 0515_0506 INTEANET ADDRESS:
TELEPHONE: (202) 225-5161 woolsey @hr.house.gov

September 17, 1996

Dr. David A. Kessler
Commissioner of Food and Drugs
Food and Drug Administration
5600 Fishers Lane

Rockville, MD 20857

ATTENTION: Congressional Liaison

Dear Dr. Kessler:

. I am in receipt of a letter that my constituent,
recently wrote to you regarding RU 486. —_— is
concerned that the FDA has received external pressures that are
prohibiting a scientific decision about the approval of RU 486.
I would appreciate it if you would look into this matter and - sA
-

respond to concerns in writing.

Please respond directly to ——— at:

(** N

| 5 -
and forward a copy of your correspondence to my Washingfon
office. If you have any questions, please contact Katherine Saul

of my staff at (202) 225-5161. Thank you very much for'yourv» 1=
. attention to this matter. " rcﬂ;: -

g 33 W4 .8

L
[
Sincerely,

Member of ~€omgress

LW:kcs

9 ur
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. 7th DISTRICT, WISCONSIN <

*
QISTRICT OFFICE:
FEDERAL BUILDING
317 FIRST STREET
WAUSAU, WI 54403-5454
PHONE: 715-842-5606

DiSTRICT REPRESENTATIVE: -
JERRY MADISON

WASHINGTON OFFICE: .
JOSEPH R. CRAPA -
STaFF DIRECTOR

llllll”ll!'ll]l!‘lllllll”lllll
Mr. David Kessler

DAVID R. OBEY

Congress of the United States

1House of Repregentatives
THashington, BL 205154907

May 8, 1996

APPROPRIATIONS COMMITTEE
RANKING MEMBER

RANKING MEMBER:
LABOR—HEALTH AND
HUMAN SERVICES—EDUCATION

EX OFFICIO MEMBER:
REMAINING 12 APPROPRIATIONS
SUBCOMMITTEES

DEMOCRATIC STEERING AND
POLICY COMMITTEE

VICE CHAIR FOR

RESEARCH OPERATIONS
WASHINGTON OFFICE:

2462 RAYBURN HOUSE OFFICE
BUILDING
PHONE: 202-225-3365

Food and Drug Administration
5600 Fishers Lane

Rockville, Maryland 20857
Dear Mr. Kessler:

Enclosed is a letter I received from a constituent of mine,
She is concerned with funding for research into the applications of RU-486.

I would appreciate it if you would respond directly to ~———" concerns and l%owde rg‘pﬂic

with a copy of your response. Her address is:

\t "L
¢ o
T

'l

ry

i

-
-
h
a———
E '“33
> ?
(. © B
6 -d
w 3
Thank you for your attention to this matter.

DRO:bs
Enclosure
L000223897

No. 9G- YO E¢&
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The_ﬁonorablé'oan Coats

United States sefate
Washington, D.C. 20510

Dear Senator Coats:

This is in further response to your letters of April 11, 1996, to
Secretary Donna E. Shalala and David A. Kessler, M.D., in which
you expressed concern for the public safety and the integrity of
the drug approval process in relation to the future availability
of mifepristone (RU-486) as an abortifacient in the

United States.

You have asked for additional information besides that provided
in our letter of May 22, 1996. 1In response to your request, we
have enclosed copies of those documents related to the drug, ~
mifepristone, that are obtainable under the Freedom of
Information Act. As you know, the Food and Drug Administration'k.
(FDA) Reproductive Health Drugs Advisory Committee discussed on 3
July 19, 1996, at a meeting with public participation, the
clinical data regarding the use of mifepristone and misoprostol "_
regimen for terminating early pregnancies. The advisory
committee concluded in a 6 to 0 vote (with 2 abstentions) that
the data showed that the benefits of this regimen outweighed the
risks. As you know, FDA issued an approvable letter, on
September 18, 1996, to the Population Council for mifepristone
for the termination of early pregnancy. The Agency has
determined that the submitted clinical data demonstrate the
safety and efficacy of mifepristone in combination with
. misoprostol when used under close medical supervision.
Additional information is needed, however, on other issues
including information on manufacturing practice and labeling
before a final approval decision can be made.

We assure you that the application for mifepristone is being
reviewed iheaccordance with the same stringent scientific and
legal standards as any other applications that is submitted to
the Agency. Thank you for your continued interest and concern.

»
= Sincerely,

IHE

Diane E. Thompson
Associate Commissioner
for Legislative Affairs

=208
F I LE OFFICE SURNAME DATE OFFICE SURNAME DATE OFFICE SURNAME
A
|
COPY ]LS/ 11/ 7 "
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Page 2 - The Honorable Dan Coats

cc: HFW-10(2)

GCF-1 =
drafted: -———— 8/13/96
edited: - 8/16/96
concur: — B8/27/96
concur: —— 8/27/96
edit: 8/26/96
f/t: — 9/18/96
edit:9/2?2/96
re-f/t: — :9/23/96
file: — .\ru486\coats.let
follow-up to 96-2902

- — am &
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RU-486" - :
Index to Package 1:

1)

2)

3)

4)

5)

6)

7)

MIF 006357

Memorandum dated April 12, 1994 to the Secretary of the
Department of Health and Human Services, from the —
- Advisor to the Commissioner of Food
and Drugs. Including Tabs A, B and C. Tab E is a two
page “Summary of Other Events.”

Note to Assistant Secretary of Health, from the
-~ —————— Advisor to the Commissioner of Food
and Drugs, dated July 14, 1993.

Note to Secretary Donna Shalala, from
dated September 14, 1994.

Note to from the —m
— Advisor to the Commissioner of Food
and Drugs; dated October 25, 1994 and attachments A and B.-

List of members of the Advisory Committee for Reproductive.
Health Drugs. )
-

Talk Paper on FDA Advisory Committee Reviews Mifepristoneh;
July 19, 1996

Public Calendars from December 29, 1995 through July 13,
1996. (There is no public calendar for the dates March 3
through July 13, 1996).
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g ./é DEPARTMENT OF HEALTH & HUMAN SERVICES Public Heatth Service

Food and Druc Aoministratior
Rockvitie M 20857

May 22 1996

The Honorable Dan Coats
United States Senate
Washington, D.C. 20510

Dear Senator Coats:

This is in response to your letters of April 11, 1996 to Secretary Shalala and me in which you
expressed concern for the public safety and the integrity of the drug approval process in relation
to the future availability of mifepristone (RU-486) as an abortifacient in the United States. | want
to assure you that neither the safety of the American public nor the integrity of the new drug
approval process will be put in jeopardy by the Food and Drug Administration’s (FDA's) actions.

e alad

As you may know, early in this Administration, the Secretary of Health and Human Services was
directed by the President to promote the testing, licensing, and manufacturing in the United States
of RU-486 and to direct the FDA to reassess whether RU-486 qualifies for FDA’s personal use
importation exemption. In response to that directive, FDA has been encouraging and facilitating
the submission of a new drug application because we firmly believe that if a safe and effective
medical alternative to any surgical procedure is available, American women should have access to
that drug regimen. It is not unusual for FDA to encourage the development of new products for
diseases and conditions for which there is an inadequate medical armamentanum, and if found to
be safe and effective in accordance with established statutory and regulatory standards. to speed
their availability to the American public. However, FDA's primary concern is public health and
safety, and definitive cenclusions about a drug’s safety or effectiveness cannot be determined
without first reviewing the studies and other data that would be submitted in a new drug
application. Also, becauge of our concerns regarding the health and safety of Amencan women,
the import alert on mifegfistone remains in effect and importation of the drug under the agency’s
personal use import policy is not appropriate.

In order to be marketed in this country, a new drug product must, according to law. be shown by
substantial evidencé to be safe and effective for its labeled use. The manufacturer or sponsor of
the drug has the responsibility for conducting studies on which safety and effectiveness is based
and submitting these data to FDA in the form of a new drug application. FDA's role is to review
the data subrmutted and then make a determination as to whether a product is safe and effective for
its intended use -

MIF 006358



Page 2 - Senator Coats -

As you may know, the Population Council recently announced that it had submitted 10 FDA a
new drug application for mifepristone for use in the termunation of pregnancy Y ou have m
assurance that that application is being reviewed in accordance with the same stringent scientific

and legal standards as any other application that is submtted to the agency.

Thank you for your mnterest and concern.

Sincerely,

avid Aﬁleﬁ g

Commissioner of Food and Drugs

e phad il
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oMM TEE:
DAN COATS

ces
INDIANA ARMED SERVICES
LABDR AND MUMAN
404 RUSSELL SENATE OFFICE BUILDING RESOURCES

(2021 224-5623

- NAnited States Senate

1180 MARKET TOWER 10 WEST MARKET STREEY

INDIANAPOLIS. IN 46204 WASHINGTON. DC 20510
{317) 226-5555 -

s April 11, 1996

The Honorable Donna E. Shalala P Ec l AL
Secretary -

Department of Health and Human Services
200 Independence Avenue, Southwest
Washington, D.C. 20201

Dear Secretary Shalala:

As chairman of the Senate Committee on Labor and Human Resources Subcommittee on
Children and Families, I request copies of documents in the possession of the Food and Drug
Administration, including any of its advisory committees, relating to the drug known as RU 48
(mifepristone), developed by the company Roussel Uclaf SA. % )

I understand that the Population Council has an active investigational new drug }T
application (IND) to use RU 486 for abortion. Several reports indicate extensive
communications between representatives of the Clinton administration and private
companies and organizations, including the Population Council, concerning the future
availability of RU 486 for use as an abortion pill in the United States. These reports, together

with issues raised in a Citizens’ Petition on RU 486 submitted last year to the FDA, have
‘ generated serious concern for public safety and the integrity of the drug approval process.
Consequently, I request that you provide the following information:

(1) Any and all written or recorded communications, including electronic or telephonic
communications, involving one or more of the persons listed below and relating to RU 486
from January 1, 1992, up to the present (i.e., up until the time the document search is conducted).
When used in the above request, the word “communication” incjudes, but is not limited
to: correspondence,;electronic mail, memoranda, notes of conversations, calendars, notes of
meetings (including the agenda, the list of those in attendance and the time, date and location
of each meeting), telephone logs, message slips, and the travel logs of administration
employees. It also includes all communications that do not specifically mention RU 486 but that
may relate to its possible approval by FDA for use as an abortifacient (e.g., communications
relating to the acceptability of foreign data in the drug approval process, communications with

drug companies that produce a prostaglandin that is or could be used in conjunction with RU
486, etc.).
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For each such communication, please indicate the date of the communication. the names

and the professional or organization affiliations of all persons involved or present. and the offices
within the FDA from which the communications were obtained. Also, please indicate which
communications, if any, are confidential and may not be disclosed to the pubilic.

This request includes all communications involving the following persons from January

1, 1992, up to the present:

MIF 006361

President Clinton, Mrs. Clinton. and White House staff
Other administration ofﬁcxals or personnel, including yourself,
e ——— of the Endocrine Drugs Division of the FDA
Edouard Saklz, Dr. Andre Ulmann, and other officers, employees, or representatives
of Roussel Uclaf N

Margaret Catley-Carlson, Dr. Wayne Bardin, and other officers, employees. and _
representatives of the Population Council '
David A. Grimes, M.D. -

Daniel R. Mishell, M.D. .-
Suzanne Poppema, M.D.
Officers, employees and representatives of the following companies and organizations:
Hoechst AG of Germany
Hoechst Celanese Corporation
Hoechst-Roussel Pharmaceuticals
Rhone-Poulenc of France
Schering AG of Germany
G.D. Searle Company
Upjohn Company
Gynopharma, Inc.
Cabot Medical Corporation
-Augora Medical Services
Fund for the Feminist Majority
Planned Parenthood Federation of America
Repreductive Health Technologies Project
~ ""National Abortion Federation
National Abortion and Reproductive Rights Action League (formerly the
National Abortion Rights Action League)
-Oregon Science Health University of Portland, Oregon
Center for Reproductive Law and Policy
National Organization for Women
Women’s Issues Network

- ——
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(2) Any and all documents relating to the implementation of President Chinton's
January 22, 1993, memorandum for the Secretary of Health and Humnan Services regarding

the importation of RU 486.

In this memorandum, the President asked the Secretary to take the following three
actions:

a) “promptly instruct the FDA to determine whether there is sufficient evidence to
. warrant exclusion of RU 486 from the list of drugs that qualify for the personal use
importation exemption” ;

b) “ immediately take steps to rescind Import Alert 66-47" if the “FDA concludes
that RU 486 meets the criteria for the personal use importation exemption™; and

c) “promptly assess initiatives by which the Department of Health and Human Services e ‘
can promote the testing, licensing, and manufacturing in the United States of RU 486  §-
and other antiprogestins.”

When used in the above request, the word “document” includes, but is not limited to:
internal and external documents of the Food and Drug Administration, documents prepared by
persons or offices outside the FDA (including documents prepared by non-governmental

persons, organizations, or companies), correspondence, electronic mail, memoranda. notes of

‘ conversations, calendars, notes of meetings (including the agenda, the list of those in

attendance and the time, date and location of each meeting), and telephone logs, message

slips, and travel logs of administration employees. It also includes all documents that do not

specifically mention RU 486 but which may relate to its possible approval by FDA for use as

an abortifacient (e.g., criteria for the acceptance of foreign data, the use of a prostaglandin with

RU 486, etc.). For each such document, please indicate the date of the document, the author or

authors of-the docament, the persons to whom it was given or sent, and the offices within the

Department from which the documents were obtained. Please separate the documents in this

second request into three categories based on which of the three actions requested by the

President the docunffents address. Again, please indicate which communications, if any, are

confidential and may not be disclosed to the public.

With respect to both requests (1) and (2) above, 1 ask that the information provided be
complete, and'that you not withhold documents or excise portions of documents on grounds of
relevancy. If you assert executive privilege as to any document, please identify each one by
providing the following information: the type of document and a summary of its contents; the
date, author(s), and recipient(s) of document, the basis for withholding it from Congress, and an
explanation if that basis was asserted on any document(s) in the 103rd Congress.
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Please inform me if any communications (particularly, but not exclusively. e-mails)
have been destroyed and the policy of the FDA on the destruction of e-mail messages. |
request that every person involved in filling this requests, be asked if he or she has had
e-mail messages related to RU 486 that have been destroyed and, if so, to provide a description

of the subjects of those messages.

Finally, I wish to know the process used to comply with this letter. and to receive copies
of all communications (memos, electronic mail, letters, etc.) produced in furtherance of filling

. this request for documents.

Thank you for your attention to this inquiry. Ilook forward to receiving the information
by May 15, 1996. If you foresee any difficulty in fulfilling this request by that date, please notify_
me immediately. Vince Ventimiglia of my staff will be available to work with you if you have

any questions. He can be reached at 202-224-1133. g _
Sincerpty, |
Dan Coa
U.S. Senator

T SPECIAL

cc: Dr. Dayi_d A Kcsﬁlcr

{
\F
\
~N
{
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SUITE 253 SUITE 202 SUITE 406
WORLD TRADE CENTER 60 WEST STREET 6404 IVY LANE 94 WEST WASHINGTON STREET
BALTIMORE, MD 21202-3099 ANNAPOLIS, MD 21401-2448 GREENBELT, MD 20770-1407 HAGERSTOWN, MD 21740-4804
{410) 962-4510 {410) 263-1805 (301) 345-5517 (301) 797-2826

Mnited States Denate

WASHINGTON, DC 20510-2003

2 July 27, 2000

.-
T -

Ms. Melinda K. Plaisier

Acting Associated Commissioner
Department of Health & Human Services
Food and Drug Administration

5600 Fishers Lane, Room 15-55
Rockville, Maryland 20857

Dear

>0 TE IS
HART SENATE OFFICE BUILCING
WASHINGTON. DC 20510-2003

(202) 224-4654
TOD: (2021 222-5223

I am writing to request your consideration of the attached
correspondence from Please respond directly
to0 ————— and send a copy to Stephanie Sterling of my staff.

If you have any questions, please call Ms. Sterling at

4654 .

Thank you for your assistance.

Sincerely,

(202) 224-

g_ |

Latbs . PRAuhe

Barbara A. Mikulski
United States Senator
BAM:ss
Enclosure

— - APPEARS THIS WAY
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http://mikulski.senate.gov/
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The Hon:f;%}g_EgEu:lenqﬁuuuv
House o presentatives

Washington, D.C. 20515-3231
Dear Mr. Houghton:

Thank you for your continued interest generally in women’s
health issues, and specifically in the approval status of
mifepristone (RU-486). This is in response to your letter of
August 4, 2000, expressing your concerns about information
reported by the press regarding alleged restrictions the Food
and Drug Administration (FDA or the Agency) might be '
considering for RU-486.

_/

As you know, there are strict limits on what FDA may legally
disclose about a pending new drug application. In reviewing
any product, science guides our decision-making. One of the
fundamental things that is considered in any application is
the safety of the product. No medical product is without
risk. In the safety assessments, the benefits are considered
as well as how the risks can be best recognized, managed, and
kept to a minimum. The evidence on efficacy is also
considered by the review team. This combination of
determining safety and efficacy for the product’s intended use
is the one most well understood. Less frequently understood,

~but also important, are considerations as to how the product

will be distributed. This again is a risk management
consideration. Generally, if the risks of a product can be
understood and managed by the consumer, the product is made
available over-the-counter. 1If, however, a physician’s
involvementsis needed to assist in managing risk, the product
is designated as a prescription drug. Among prescription
products, mogt are available to any licensed practitioner, but
some arg_gore'limited in the scope of distribution.

The other pivotal elements of the review process relate to the
manufacture of the product in question and whether the company

[

(]

~C

FILE

COoPY
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| QFFICE pa— QEFICE SURNAME__ OFFICE SURNAME |
O /37 2 11[%0
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is in compliance. with current good manufacturing practices,

which assureB3 that the approved product can be consistently
manufactured ‘

Some of these issues with respect to RU-486 were discussed in
an open Advisory Committee. Enclosed is the transcript, of

that meeting for your review. It is also available on the
Internet at:

www. fda.gov/ohrms/dockets/ac/cder96+. htm#Reproductive
HealthDrugs.

As with all other products under review, we are working
closely with the sponsor of the application for RU-486, as
they seek approval of their product for marketing.

Thanks again for contacting us regarding this matter. If you
have further questions, please let us know.

Sincerely,

Melinda K. Plaisier

Associate Commissioner
for Legislation

Enclosure

APPEARS THIS WAY
ON ORIGINAL
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® 1110 LONGWORTH HOUSE OFFICE BUILDING
WasHINGTON, DC 20515-3231

PHONE: (202) 225-3161
FAX: (202} 225-5574

COMMITTEE GN WAYS
AND MEANS

SUBCOMMITTEE QN TRADE

SUBCOMMITTEE ON OVERSIGHT
CHAIRMAN

\ /ng 4
Congress of the United States
House of Representatives

August 4, 2000

COMMITTEE ON
INTERNATIONAL RELATIONS

SUBCOMMITTEE ON AFRICA

Jane E. Henney, M.D.

Commissioner

Food and Drug Administration

5600 Fisher's Lane
Rockuville, Maryland

Dear Dr. Henney:

20857

RU-486 - it’s a subject that keeps coming up. I know it’s a political issue,

but we’re concerned

and/or when it will be approved?

AH/Mt

- — o &

Q0-$(90

32 DeNISON PaRKwAY WEST
CoRNING, NY 14830
1607) 937-3333
1-(800} 562-7431

MIF 006368

about where it stands. Can you share your thoughts on if

—rm

All the best,

EEm———
Amo Houghton
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The Honorable Lynn C. Woolsey
House-of—Representatives

Washington, D.C. 20515-0506
Dear Ms. Woolsey:

Thank you for your continued interest generally in women’s
health issues, and specifically in the approval status of
mifepristone (RU-486). This is in response to your letter of
. June 22, 2000, expressing your concerns about information

reported by the press regarding alleged restrictions the Food
and Drug Administration (FDA or the Agency) might be
considering for RU-486.

As you know, there are strict limits on what FDA may legally
disclose about a pending new drug application. 1In reviewing
any product, science guides our decision-making. One of the
fundamental things that is considered in any application is
the safety of the product. No medical product is without
risk. In the safety assessments, the benefits are considered
as well as how the risks can be best recognized, managed, and
kept to a minimum. The evidence on efficacy is also
considered by the review team. This combination of
determining safety and efficacy for the product’s intended use
' is the one most well understood. Less frequently understood,

but also important, are considerations as to how the product
will be distributed. This again is a risk management
consideration. Generally, if the risks of a product can be
understood and managed by the consumer, the product is made
available over-the-counter. If, however, a physician’s
involvementa.is needed to assist in managing risk, the product
is designated as a prescription drug. Among prescription
products, most are available to any licensed practitioner, but
some are more limited in the scope of distribution.

B s

The other pivotal elements of the review process relate to the
manufacture of the-product in question and whether the company

Ll
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is in compliance with current good manufacturing practices,

which assures that the approved product can be consistently
manufactured, :

Some of tgeéé issues with respect to RU-486 were discussed in
an open AdvVisory Committee. Enclosed is the transcript, of

that meeting for your review. It is also available on the
Internet at:

www. fda.gov/ohrms/dockets/ac/cder96+. htm#Reproductive
Heal thDrugs.

As with all other products under review, we are working
closely with the sponsor of the application for RU-486, as
they seek approval of their product for marketing.

Thanks again for contacting us regarding this matter. If you
have further questions, please let us know.

Sincerely,

Melinda K. Plaisier
Associate Commissioner
for Legislation

Enclosure
. APPEARS THIS WAY
- ON ORIGINAL
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LYNN AvCOLSEY NASHINGTON SFFICE
BTH DISTRICT, CALIFORNIA 439 CANNON BUILDING

WASHINGTON, DC 20515-0506
TELEPHONE: (202) 225-5161

DISTRICT OFFICES

SCIENCE ‘Eongrssg Uf tbc wn"tzh %tateg 1101 COLLEGE AVE . SUITE 200

EDUCATION AND THE SANTA ROSA, CA 95404

COMMITTEES:

WORKFORCE , TELEPHONE: (707) 542-7182
STEERING - . BBousge of Representatibes HORTHGATE BUILONG
E-MAIL ADDRESS, ’ R 1050 NOATHGATE DRIVE, SUITE 140
tynn woo\sey@man\.houge.gov A waﬂf]mgtfm, ZBQE 205 15'—0506 ’ SAN RAFAEL, CA 94803

TELEPHONE: (415) 507-9554
WEB PAGE ADDRESS: -
hitp.//www.house. gov/iwoolsey/ . June 22, 2000

The Honorable Jane Henney, M.D.
Commissioner

Food and Drug Administration
5600 Fishers Lane

Rockville, MD 20857

Dear Dr. Henney:

I am writing to express my support for the Food and Drug Administration’s (FDA) effort to
review mifepristone (RU-486) for approval. However, [ am deeply concerned about recent press
reports about proposed restrictions. g

[ understand that the FDA has not publicly issued its proposed guidelines or a formal statement
about the release of RU-486. As you know, there has been a public dialogue about possible -
restrictions that would severely limit which doctors can prescribe RU-486. I am concerned that
only allowing those trained in abortion procedures to prescribe RU-486 would drastically limit

its access for women who rely on general practitioners or clinics for medical treatment. This

could disproportionately affect women with low incomes or residents in rural areas.

Further, I have strong concerns about the proposed restrictions that require doctors administering
RU-486 to be listed on a national registry. Considering the threats, harassment, and acts of

. violence that have been committed against pro-choice doctors, health clinics, and women

throughout the United States, I fear that such a list would severely threaten their security.

Please know that ensuring all women in the U.S. retain their constitutional right to make safe
reproductive health choices is a top priority of mine. Thank you for your attention to my
concerns, and [4ook forward to receiving your response.

“°n

Sincerely, _

Lynn Woolsey * 3»

Member of Congress

No. 0O -4336

PRINTED ON RECYCLED PAPER
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\ The Honorable Barbara Boxer
! United States Senate
k/Washington, D.C. 20510-0505

Deat Senator Boxer:

Thank you for your continued interest generally in women’s

health issues, and specifically in the approval status of

mifepristone (RU-486). This is in response to your letter of
June 9, 2000, expressing your concerns about information

‘ reported by the press regarding alleged restrictions the Food

and Drug Administration (FDA or the Agency) might be ’

considering for mifepristone.

As you know, there are strict limits on what FDA may legally ;1
disclose about a pending new drug application. In reviewing
any product, science guides our decision-making. One of the L
fundamental things that is considered in any application is
the safety of the product. No medical product is without
risk. In the safety assessments, the benefits are considered
as well as how the risks can be best recognized, managed, and
kept to a minimum. The evidence on efficacy is also
considered by the review team. This combination of
determining safety and efficacy for the product’s intended use
. is the one most well understood. Less frequently understood,
but also important, are considerations as to how the product
will be distributed. This again is a risk management
consideration. Generally, if the risks of a product can be
understood and managed by the consumer, the product is made
available over-the-counter. If, however, a physician’s
involvemants is needed to assist in managing risk, the product
is designated as a prescription drug. Among prescription
products, mogt are available to any licensed practitioner, but
some are more limited in the scope of distribution.
The other pivotal elements of the review process relate to the
manufacture of the product in question and whether the company
is in compliance with current good manufacturing practices,

TYNIDIYO0 NO
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which agssures that the approved product can be consistently
manufactured.

-

Some of these issues with respect to RU-486 were discussed in
an open Agz}Sory Committee. Enclosed is the transcript, (in
two versions, one with an index) of that meeting for your
review. )

As with all other products under review, we are working
closely with the sponsor of the application for RU-486, as
they seek approval of their product for marketing.

Thank you for your continued interest in this matter.

Sincerely,

Melinda K. Plaisier
Associate Commissioner
for Legislation

Enclosure

-
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Wnited States Senate

FOREIGN RELATIONS
HART SENATE OFFICE BULDING
SUITE 112
- - WASHINGTON, DC 205100505
1202) 223-3553
- senatori boxer senate.gov
hitp i boxer senate gov

June 9, 2000

a-
-

Jane Henney, Commissioner
Food and Drug Administration
5600 Fishers Lane

Rockville, Maryland 20857

Dear Dr. Henney:

I am writing to express my grave concerns about the Food and Drug Administration’s

(FDA) reported proposal to severely restrict the ability of women and doctors to have access to
an approved prescription drug, mifepristone (RU-486).

According to news reports, the FDA is considering placing draconian restrictions on the —
accessibility of RU-486 as a condition of its approval. These barriers include a national registry
of all doctors who prescribe the drug; allowing the drug to be prescribed only by doctors tra'medg
in surgical abortions; and requiring doctors who want to prescribe the drug to have admitting
privileges at a hospital within an hour of their office. fi

It is my understanding that restrictions like these have been imposed only in rare cases,
such as with thalidomide and narcotic pain killers. Furthermore, physicians in France, Great
Britain and Sweden — countries that have allowed the use RU-486 for many years — are not
required to be surgical abortion providers nor are they required to be ob/gyn specialists in order
to prescribe RU-486. -

In 1996, the FDA found RU-486 to be safe and effective. Therefore, it is a mystery to me
why the FDA would even consider restricting access to it.

Barriers to RU-486 could discourage women from receiving a safe and effective
alternative to surgical abortion, prevent effective treatment of other diseases (such as breast
cancer, Cushmg s dlsease AIDS, endometriosis, infertility, and uterine fibroids), compromise the
physical safety of women and physicians at reproductive health facilities, and threaten privacy.

I certainly tné't'that the press reports will prove erroneous. Please contact my health aide,
Dana Lewis {224-1966), on this urgent matter.

e 2o st Py

O - 3 G 7 } United States Senator
1700 MONTGOMERY STREET [ 312 N. SPRING STREET ] 501 1" STREET . (01130 O STREET (7 600 ‘B’ STREET [J 201 NORTH 'E' STREET
SUITE 240 SUITE 1748 SUITE 7-600 SUITE 2450 SUITE 2240 SUITE 210
SAN FRANCISCO, CA 94111 LOS ANGELES. CA 90012 SACRAMENTO. CA 95814 FRESNO. CA 93721 SAN DIEGO. CA 92101 SAN BERNARDINO. CA 92401
{415 403-0100 (213} 894-5000 (916} 448-2787 {559} 497-5109 {619) 2393884 (901} B88-8525
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The Honorable Robert C. Byrd
Unite tates Senate

Washington, D.C. 20510-6025
Dear Senator Byrd:

Thank you for the letter of March 13, 2000, on behalf of your
constituent, — -
who wrote concerning the status of the drug product,

. mifepristone (French brand name - RU486),

The current status of this product application is that it has

not been approved by the Food and Drug Administration (FDA or -—

the Agency), and final action on the new drug application . %
-

(NDA) is still pending. On February 18, 2000, FDA issued a
second “approvable” letter to the sponsor, The Population
Counsel of New York City. The first one was issued on
September 18, 1996. A copy of each is enclosed for your

j information.
7
F

An “approvable” letter is an interim measure the Agency can
take when, at the end of a review period, the application
substantially meets the requirements of the regulations but
specific additional information or material is needed to

‘ complete the application. As indicated in the press release,
under the Prescription Drug User Fee Act, the Agency was
required to take some action within six months of receiving
additional information from the sponsor that was in response
to an original action.

Confidentiality rules prohibit the Agency from disclosing any

details about the contents of an approvable letter unless this !

information has first been made public by the sponsor of the -

application. . In addition, FDA does not give an advance \\t
RS
~N

indicatien-when or whether or not an application will actually :
receive a final approval until a decision has been made by the \<\€

reviewers and first is announced to the sponsor.
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Thank you fdr contacting us about this matter. If you have
further questions, please let us know. '

Al Sincerely,

Melinda K. Plaisier
Associate Commissioner
for Legislation

2 Enclosures
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March 13, 2000

Ms. Melinda K. Plaisier

Associate Commissioner for Legislative Affairs
Food and Drug Administration

Parklawn Building

‘ 5600 Fishers Lane, Room 15-55

Rockville, Maryland 20857

Dear Ms. Plaisier:

The enclosed communication is respectfully referred for your consideration, since it -
appears to be a matter that falls within your jurisdiction. -

I would appreciate your looking into this matter and providing me with comments that
might serve as the basis for a reply to — —~—

With kind regards, I am

. ; Sincerely yours,

obert C. grd ‘

e - -

RCB:spp
Enclosure

No o©o- 1974
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«/C ' DEPARTMENT OF HE.__H & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville MD 20857

- NOV 2} 2000

The Honorable Thomas J. Bliley, Jr.
Chairman :

Committee on Commerce

House of Representatives
Washington, D.C. 20515-6115

Dear Mr. Chairman:

Thank you for your continuing interest in the safety of the
nation’s drug supply. This igs in response to your letter of
October 27, 2000, requesting documents related to the Shanghai
Medicinal Company, No. 15 Pharmaceutical Factory.

You asked that the Food and Drug Administration (FDA or the
Agency) provide “all records relating to the Drug Master File
and inspection records” concerning the subject facility. 1In a
telephone conversation with of my staff on
November 2, 2000, Mr. Alan Slobodin, Senior Oversight Counsel, -
indicated that inspection records on or after January 1, 1997,
would meet the Committee’s needs at this time.

Documents responsive to your request are enclosed. Some of
the enclosed documents contain confidential commercial and
trade secret information protected from disclosure to the
public. We ask that the Committee not publish or otherwise
make public any such information contained in this letter. We
would be glad, of course, to discuss with Committee staff the
confidentiality of any specific information.

Thanks again for your continuing interest in this matter. If
you have furgper questions, please let us know.

-~ —— -
——

Sincerelv. —~

) - Melnda K. Plaisier
Associate Commissioner

for Legislation

A IR0

Enclosures

(G, Seyzo-sls b
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cc: The Honorable John D. Dingell
Ranking_Minority Member
Committee on Commerce

-—
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The Honoreble Jene Heaney, M D.
Commissioncr

Food and Drug Administration
Room 14-71 (HF-1)

5600 Fishers Lane

Rockville, Maryland 20857 ' o _

Dear Dr. Heancy: ' i

Pursuarnt to ftspublic health oversight responsibilitics under Rulcs X and X1 of the U.S. llouseof
Rcpreseatatives, the Committee has been investigating FIDA’s activitics rclating to countorfeit bolk drogs -
sinco August 4, 1998, As part of this effort, the Subcommittoe on Ovmghl and favestigations held

hearings on June 8, 2000 and October 3, 2000.

Last month Committee staff and the FDA's Associatc Commissioner for Rogulatory Affairs
accompanied FDA inspectors during inspections of bulk drug plants in Ching ind India. Thosc visits fisrther
highlighted the concerns about bulk drug manufacturing in the Far East und the challenges that FDA faces
in monitoring this mannfacturing. As a result of these visits and other recent matters broughl (o the
Commiftce's artention, 1 request that the FDA immedistely provide the following by November 10, 2000:

1. Al records relating to the Drug Master Pile und inspection reporta conceming Shunghai Mecdicinal
Co., No.15 Pharmacsutical Factory.

Pleasc note that, for the purpose of responding to these requests, the terms “‘records”™ and “relating™
should be interpret&d i acordance with the Altachment to this lotter.

o - 6577
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The Honorable lane Heancy, M.D.
Page 2

Thank you for y;ur assistance, L'you have any quostions, please contact Alan Slobodin of the
Committee stail at (207) 225-2927,

. ) Sinccrely,

Chaiman

cc:  The Honoreble John D. Dingcll, Ranking Member

Atachment

MIF 006385
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o Food and Drug Administration
Rockville MD 20857

T DEC 22 2000

-—

‘The Honorable Thomas J. Bliley, Jr.
Chairman ;

Committee on Commerce

House of Representatives
Washington, D.C. 20515-6115

Dear Mr. Chairman:

Thank you for your continued interest in the issue of
counterfeit bulk drugs. This letter is in final response to
your letter of September 25, 2000, requesting documents
relating to two companies.

Our letter of October 10, 2000, contained a partial response

that included Establishment Inspection Reports and Form 483
documents regarding Southwest Synthetic Pharmaceutical Co.,

Ltd., and Shanghai Hualian Pharmaceutical Co., Ltd. -

For this final response, Mr. Slobodin recently requested the
Drug Master Files relating to the two companies.
— Southwest Synthetic Pharmaceutical Co., Ltd.
—_— With regard to Shanghai Hualian Pharmaceutical
Co., Ltd., the Food and Drug Administration has no record of
Drug Master Files for any products manufactured by this
company .

Information contained in the enclosed, unredacted documents
include commercial confidential and trade secret information
that is considered confidential under the Trade Secrets Act,
the Freedom of Information Act, and regulations implementing
these Acts= %We ask, therefore, that none of this information
or the documents be released to the public. We would be glad,
of course, to giscuss the confidentiality of any particular
informatiqn. _
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Page 2 - The Honorable Thomas J. Bliley, Jr.

Thanks again for your continued interest in this issue. If we
may be of further assistance, please let us know.
- Sincerely

N , (S

Melinda Kgﬁgzgisier

Agsociate Commissioner
for Legislation

-

Enclosures

(rQ<}/52¢4bcoxnd}fGJ&€y
cc: The Honorable John D. Dingell
Ranking Minority Member

Committee on Commerce
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The Honorable Jane Henney, M.D.

Commissioner

Foud and Drug Administration

Room 14-71 (HF-1) : A

5600 Fishers Lane B
Rockville, Maryland 20857

Dear Dr. enpey:

Pursuant to its public health vversight responsibilitics under Rules X and XI of the 1).8. House of -
Representativos, the Committes has been investipating FDA'S activities relating to counterfeit bulk drugs
since August 4, 1998. As partof this effort, Lhe Subcommitiee on Oversight and Investigalions held a
heoring on Junc 8, 2000 and will be holding a follow-up heuring on Octnber 3, 2000,

This month Committce staff and the FDA's Associatc Commissioncr for Rogulatory Affairs
accompanicd FDA inspectars dunng insperctions of bulk drug plants in China and India. These visits finther
highlighted the concams about bulk drug mumufacturing in the Far Bast and the challenges that FDA faces
in monitoring this manufacturing. As u result of these visits and other receni matters brought to the
Comimittee's atlention. I request that the FDA immediatly provide the following by Scptember 27, 2000:;

1. Al records relating to the Drug Measter File and inspection reports concerning Southwest Synthetic
Pharmaceutical Co., Ltd.

—= .

2. All records relating to the Drug Mastcr File and inspection reports concemning Shanghai Hualian
Pbhatrmaccutical (Eo., Ltd.

This quick tu;onsc is appreciatod as this backyround information should be uscful for the
preparstions of the October 3rd hearing.

Pleasc note that, for the purposc of responding to these requests, the tems *records™ and “relating”
should be intcrpreied in accordance with the Altachment 1o this letter,

68- 5722

MIF 006389



v LA ewd eeu s IO PPN —

— T T L 30PN 20222519 UL 990 90D/

The Honorsble Janc Humcy. M.D.
Page 2

‘I'hank you for yn_l_!rmstnncc Ifyou havec any questions, pleasc contact Alan Slobodin of the
Committee xtafF at (202) 225-2927.

Sinccrely,

m-&ﬂﬁw

Tom Bliley
Chalrman

cc: The Honorable Jobn D. Dingell. Ranking Mcmber

Antachment

“i
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SENT BY 5- 0 3:32P¥
- ATTACHMENT
1 "I'be teem “records’ is to be construed in the broadcst sense and shall mean any written or graphic

voatcrial, however produced o ruproduccd, of ury kind or description, cunsisting of the original
and any non-ideatical copy (Whelher diflerent from the original because af notes made op or
attachcd to such copy or otherwise) und drafts and both sidcs thereot, whether printed or recorded
elcctronically or magnetically urstored in any typc of data bank, including, but nol limited to, the
following: correspondence, memuoranda, records, summaries of personsl conversations of
intervicws, rainutes or records of meetings or conftrences, opinions or reports ofconsultants,
projcctions, statistical statermeats, drafts, contracts, agreements, purchase ordcrs, invoices,
confirmations, telographa, telexts, agendas, books, notes, pamphlets, periodicals, reports, studies,
evaluations, opinions, Jogs, diarics, desk calondars, appointment books, tape recordings, video
recordings, o-mails, voice mails, computer tapes, or other computer stored matter, magnctic tapes,
microlilm, microfiche, punch caurds, all other records kept by electromiic, pholographic, or
mechanical means, charts, photogruphs, notchooks, drawings, plans, mter-olTice cormunications,
intre-office and intra-departmental conmmunications, transcripts, cheek s and canceled checks, bank
statements, ledgers, books, records of statoments of accounts, and papers and things similar to any
- of the foregoing, however donominatuil.

2 The terms “relating,” “relate,” or “rogarding™ as to any given subject means anylhing that '

constitutes, contains, cmbodics, idontifics, douls with, ot is in any manncr whatsocverpertinent o
that subject, including but not limited 11 records concerning the preparation of other recordss
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ROUSSEL UCLAF &

- Docteyr Edouard Sakiz Pari 1994
Présidént au Conseil de Surveillance aris, May 25th, 199

-
T -

- -
= Tr T

Food and Drug Administration
5600 Fishers Lane - Rm. 14-81
Rockville, MD 20857

USA

./

Dear —

It gives me tremendous pleasure to write to you on behalf of all of us at ssel
Uclaf, in order to say how thankful and grateful we are to you for your personal
involvement in the RU 486 project.

Without your help and Dr. Kessler’s assistance, the successful resolution that
Secretary Shalala announced on May 16th could not have taken place.

Your professionalism and dedication made a great impression on us. I am sure that
American women will appreciate that their Government has proved its

. determination to give them access to a new drug in order to protect their health
and safety.

I look very much forward to meeting you again if an opportunity should arise and
remain, _

- —an &

With best regards,
_ Sincerély,

APPEARS THIS WAY
ON ORIGINAL

35, Boulevard des Invalides 75007 Paris

TéL + 33 (1) 40 62 44 28 Fax. +33 (1) 40 6244 50 Tlx. GRUPA 200 675 F
Roussel Uclaf, Société Anonyme a Directoire et Conseil de Surveillance
au capital de 505 672 940 F - R.C.S. Paris B 542 008 081

MIF 006392



/: DEPARTMENTOF HEALTH & HUMAN SERVICES Public Health Service

"m.R Food and Drug Administration

kville MD 20857
” ey

i - ’ k ; [

I June 9, 1994 b G

Docteur Edouard Sakiz - o
Président du Conseil de Surveillance

Roussel Uclaf.
35, Boulevard des Invalides

75007 Paris, France
Dear Edouard,

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

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

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

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

Sincerely yours,

5)
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CN ORIGINAL
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’  RU-486 ; UL L2 = ) 1
Roussel UCLAF i | Sumesfteeill
-__..———————“'—‘ N v "-

- Memorandum of Meeting -

TN - e e

Roussel UCLAF=Representatives:

Andre Ulmann, M.D., Ph.D. - Head, Clinical Research
Clinical Research Department
Louise Silvestre, M.D. - International Product Manager, Endocrinology

FDA Staff:
e —— —————
————— e ——

NIH Staff:
Dr.
Purpose: ' i;

The meeting was requested by Dr. Ulmann to discuss the status of RU-486 i
Europe.

Discussion and Conclusions:

Dr. Ulmann indicated the following:

//"\
1. The French government has asked Rousell UCLAF to undertake a 1000-womern (:
study of the safety and efficacy of the use of the.Searle orally active
prostaglandin, Cytotec, as an alternative to the subcutaneously -
administered PG (Sulprostone) or the vaginal suppository PG (Gemprost)
currently used in France. (Neither product, however, has this use in its
labelling.)

2. Approva] of RU-486 in the UK is imminent, but approval of the French
regime (RU-486 followed by a PG in two days) may be compromised by the
fact that_the company which markets the approved prostaglandin (Gemprost)
may not b& willing to add this indication to its label.

3. Roussel UCLAF:intends to study several other indications for RU-486,
1nc1ud1qg_1ab6r induction (in France) and breast cancer (in France and
Canada).

4. The current-contract with the Population Council concerning RU-486 for
abortion would permit the PC to expand on its current IND ad 1ib and/or

apply for a NDA.
~
t(:’// 7 /4//;/
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CROBERT L. LIVINGSTON
157 DISTRICT, LOUISIKINA
‘s
APPROPRIATIONS COMMITTEE

WASHINGTON OFFICE

Room 2412
RAYBURN HOUSE OFFICE BUILDING
WasuINGTON, DC 20515

(202) 225-3015
Sy BCoMMITTES

DEFENSE DISTRICT OFFICE:

111 VETERANS BLYO
PERMANENT SELECT COMMITTEE Suite 700
ON INTELLIGENCE - MeTaImIE, LA 70005

Congress of the United States |
. TBouse of Repregentatives
A Waghington, BL 20515

December 2, 1988

Dr. Frank E. Young
Commissioner
Food and Drug Administration
5600 Fishers Lane

. Rockville, Maryland 20857

Dear Dr. Young:

The attached communication is submitted for your consideration, and to
ask that the request made therein be complied with, if possible.

If you will advise me of your action in this matter and have the letter
returned to me with your reply, I will appreciate it.

Sincerely,

ROBERT L. LIVINESTON
Member of Congress

. RLL/tc

Enclosure

9 ur

- -
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- ON ORIGINAL
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HFW-10(2)

cc:

RD- 124/ fs

DEPARTMENT OF HEALTH AND HUMAN SERVICES

i : DEC

Hdouse of Representatives
washinqgton, D.C. 20515

ear Ar. Livingsto

This is in re nse to your letter of December 2, 1988, on behalf of

—_— — , concerning RU-4386, an
abortiTaciekt developed in France,

As you know, Ri-4C6 has not received the Food and Drug Administration's

(FDA) approval for marketing in the United States. However, this drug
is in clinical trials.

Before we will permit testing a drug in humans, the sponsor of the drug
must provide us with information dewonstrating that the drug 1s
reasonably safe to administer to humans, The sponsor must also provide
manufacturing and control data, a detailed protocol of study, and names
and gqualifications of investigators who will be performing the clinical
trials, Tnese requfrements were met by the Population Council,

Hew York, Hew York and therefore, clinical testing was allowed to
proceed,

The Federal Food, Drug, and Cosmetic Act, which we administer, sets
forth the criteria for approval of new drugs. Approval is pased on
submission of data collected during the course of an investigation
which demonstrates the drug is safe and effective for the purpose of
use.

We understand your constituent's concern and respect the personal
position expressed about abortion in general, However, we hope that
-he will understand that our authority is limited to safety and

ef f1caTyd>f"a new drug if the data to support such action are submitted

-486)

2 ¢ 10ap

S~

R mE

e B

= to the Agency.
o =
.o FE
< If we can be ™f any further assistance, please let us know.
= ‘ ,
< [ Sincerely yours,
¥ . ~
cC O O 5
e SN
o —
LI Hugh C. Cannon ~
?;?% Associate Commissioner S
c < for Legislative Affairs | \\(
Ty Enclosure \5‘JH&7 .
a0 .
§\\ Consti @8R 1SURBAME | DATE || OFFICE| SURNAME DATE || OFFICE] SURNAME DATE
" - —_— 0§ /E
Rl 2 el =fST— 1ol
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

The Honorable Dan Quayle

United States Senate

Washington,

D.C. 20510

Year Senator Quayle:

- o
<
AF‘_ N
- ] [ ] :
 ————
e
it

. f
i

AUG 29 1988

Thiﬁﬁjs_in response to your letter of July 22, 1988, on behalf of

abortitacient developed in France.

iy concerning RU-486, an
—_———

As you know, RU-486 has not received the Food and Drug Administration's
(FDA) approval for marketing although this drug is in clinical trials,

Before we will permit testing a drug in humans, the sponsor of the drug
must provide us with information demonstrating that the drug is

reasonably safe to administer to humans.

The sponsor must also provide

manufacturing and control data, 2 detailed protocol of study, and names

and qualifications of investigators who will be performing the clinical
These requirements were met by the Population Council,
New York, New York and therefore, clinical testing was

trials.

proceed.

qllngé to

The Federal food, Drug, and Cosmetic Act, which we administer, sets
forth the criteria for approval of new drugs.

Approval is based on

submission of data collected during the course of an investigation

which denionstrates the drug is safe and effective for the purpose of
use.

We understand your constituent's concern and respect the personal
position expressed about abortion in general.
she will understand that our authority is limited to safety and

efficacy of a new drug if the data to support such action are submitted

— :8/25/88

HFW-10(2)
/T:wgr:8/26/88 —— .8:RU-486)
/T:wgr:8/26/88
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=

LOPY

MIF 006399

to the Agency.

However, we hope that

Sincerely yours,

Hugh C. Cannon
Associate Commissioner

for Legislative Affairs

If we TaF-t® of any further assistance, please let us know.
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- DAN QUAYLE

R INDIANA

SH 524 HART SENATE OFFICE BUILDING

L menmesen Mnited Dtates Dengte eon

INDIANAPOLIS OFFICE:

ROOM 447, 46 EAST O410 STREET - WASHINGTON, DC 20610
INDIANAPOLIS, IN 46204 :
{317) 269-5555 i

July 22, 1988

Dept. of Health & Human Services
Food & Drug Administration
Congressional Liaison

Rockville, Maryland 20857

Dear Sir:

Enclosed vou will find & copy of a letter 1 received fr

. - 1 have indicated to my constituent that I ha

brought this matter to your attention and would appreciate y
thoughts and comments.

Please direct your response to my Washington office mar
to the attention of Carolyn Washington.

Thank you for your assistance and consideration in this
matter.

Dan Quayle
United States Senator

‘ DQ/cw

Enclosure
— = .
7
[ 4
S -
NORTHWEST OFFICE: NORTHEAST OFFICE: SOUTHWEST OFFICE:
5530 SOoHL AVENUE, #103 340 FepERAL BUILDING 127 NW. 7TH STREET
HAMMOND, IN 46320 : FORT WAYNE, IN 46802 122 FeDERAL BUILDING
(218) 937-5380 (219) 422-15056 EVANSVILLE, IN 47708

{812) 465-6313

MIF 006400
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SOUTHEAST OFFICE:
JEFFERSONVILLE FEDERAL DEPOT
1201 EAST 10TH STREET
Room 103, BUILDING 66
JEFFERSONVILLE, IN 47132
(812) 288-3377



