"LLIAM F. CLINGER, JR.
5TH DISTRICT, PENNSYLVANIA

WASHINGTON OFFICE
2160 RAYBURN BUILDING

Congress of the United States

(202) 225-5121
. House of Representatibes
Suite 116
ST?T‘ESCiLLAE'::,NPiY:E;;O'I - magblngton’ Eﬁ 20515—3805

{814) 238-1776 -

605 INTEGRA BANK BUILDING

WARREN. PA 16365 =L July 4, 1994

{814} 726-3910 -

Mr. Gerald Mande

Legislative Affairs

Food and Drug Administration
Parklawn Building, 5600 Fishers Ln.
HFW-1, Room 15-55

Rockville, Maryland 20857

Dear Mr. Mande:
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SUBCOMMITTEE ON AVIATION
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ASSISTANT REGIONAL WHIP

I am writing on behalf of my constituent, —

o

— 1is very concerned about the drug RU-486.

greatly appreciate your assistance in responding to
concerns, outlined in her attached letter.

Thank you for your time and prompt consideration.
forward any correspondence to my Washington, D.C. office.

Sincerely,

Bill Clinger
Member of Congress
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The /Honorable John Breaux
United States Senate
Washington, D.C. 20510-1803

Dear Senator Breaux:

This is in response to your letter of June 9, 1994, on behalf
o - concerning RU-
486, an abortifacient approved in France.

RU-486 has not received approval from the Food and Drug
Administration (FDA) for marketing, although this drug is in
clinical trials for treatment of a few conditions.

FDA reviews drugs but does not test them. Drug sponsors, —
generally manufacturers, arrange for testing by experts, as

well as shouldering the cost, and include the results in new E,
drug applications (NDAs). i‘

Before FDA will permit testing of a drug in humans, the sponsortf
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, a
detailed protocol of study, and names and qualifications of
investigators who will be performing the clinical trials.

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 demonstrates the drug is safe and effective
for the purpose of use. Our review is based on an impartial
evaluation of the scientific data.

Ethical concerns similar to your constituent's have been
expressed by others. We appreciate these concerns and respect
their pexsomal opinion. We hope, however, that you will
understand that our authority is limited to safety and efficacy
requirements.mandated by law. We cannot refuse testing or
approval of @ new drug if the data to support such action are
submitted to the agency. B
It is too early to comment whether this drug will be safe and
effective for any conditions under study. For your
information, we have enclosed a formal statement presented by
Commissioner David Kessler at a May 16, 1994, Congressional
hearing.
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Page 2 - The Honorable John Breaux

We hope thi§ information is helpful. If we can be of further

assistance, ‘please let us know.

Sincerely yours,

="
B S

Diane E. Thompson
Associate Commissioner
for Legislative Affairs

cc: HFW-10(2)
ES/PHS(2) T70220
CCU 0621940003

R/D: ™= 7/14/94: (based on CDER draft)

R/T: — 7/14/94
F/T: —<7/14/94

No. 94 6316
(s:\Wp\ ——\ — ru-486)
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JOHN BREAUX

LOUISIANA
MAUORITY .t
CHIEF DEPUTY WHIP Hnl Ed 5tﬂtﬂﬁ %mat[
COMMITTEES
COMMERCE, SCIENCE. AND WASHINGTON, DC 20510

TRANSPORTATION -
FINANCE
SPECIAL COMMITTEE ON AGING

WASHINGTON OFFICE -
{202) 224-4623

June 9, 1994

Mr. Gerry D. Klepner

Assistant Secretary for Legislation

U.S. Department of Health & Human Services
HHH Bldg, Room 416 G

200 Independence Avenue, S.W.

Washington, D.C. 20201

Dear Mr. Klepner:

I have been contacted by

—— regarding his concern over the

introduction of RU-486 into this country.

STATE OFFICES

OME AMERICAN PLace Suite 2030
B8aroN RouGe. LA 70825
{504) 382-2050

THE FEDERAL BUILDING
705 JerFERSON STREET Room 103
LAFAYETTE. LA 7050
1318)262-687"

WASHINGTON SQUARE ANNEX BUILOING
211 NORTH 3RC STREET. RoOM 102A
MONROE. LA 71201
1318) 326-3320

HALE BOGGS FEDERAL BUILDING
501 MacaziNe STREET SuTe 1008
New ORLEANS. LA 70130
(504) 588-2631

CENTRAL LOUISIANA
{3181 487-8445

of

Please investigate the enclosed information sent
to me and provide me with a report giving the current
status of RU-486. Your reply may be forwarded to the
attention of Denise Gremillion Riemer in my Washington,

D.C. office.

Thank you for your attention and assistance.

Sincerely,
N BREAUX
e~ & United States Senator
JB:dgr/mgr
Enclosure,
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DEPARTMENT OF HEALTH AND HUMAN SERVICES /l ,,[ VR

7 a
The’ﬁ5;;;ah1e_Ihgmas_J;~§;;;gx*_g;,
Chairman, Committee on Commerce
House of Representatives

Washington;, D.C. 20515-6115
Dear Mr. Chairman:

It has come to our attention that as a co-signator of the Citizen

Petition regarding the Food and Drug Administration's (FDA)

review of a new drug application for RU-486, you may not have

. received a response regarding the petition. The Agency did not
respond to each of the petitioners individually. A formal

response owever, was sent on March 20, 1995 to Mr. Gary
(géngling cKenna who had filed the petition on behalf
the loners.” For your information, we are enclosing a

copy of that letter.

]
If you have any further questions about this matter, please s
contact of my staff at —mm ;b
Sincerely, T

Diane E.yﬁhompson
Associate Commissioner
' for Legislative Affairs

Enclosure

APPEARS THIS WAY
ON CRIGINAL

e

cc: HFW-10(2)

HFW*14%Plaisier)
R/D: — :9/1/95
Edit: —— : :9/4/95
R/T:1mb:9/6/85
Edit: == 9/6/95
F/T: —:9/16/95

7€ -85 3¢ -

CHAIRMAN\RU-486.PET)
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COPY

OFFICE DATE OFFICE SURNAME DATE [ OFFICE_ SURNAME DATE
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-/C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

i . Food and Drug Administration
Rockville MD 20857

March 20, 1985

Mr. Gary L. Yingling.
McKenna & Cuneo

1575 Eye Street, N.W,
washington, D.C. 2000S

Dear Mr. Yingling:

We have received the petition you filed on February 28, 19955,
regarding our review of a new drug application for mifepristone
as an abortifacient. The petition has stated many concerns and
considerations related to the safe and effective use of
mifepristone as an abortifacient.

The Food and Drug Administration is prohibited from publicly. a
disclosing the existence of an application unless its existence

has been previously publicly disclosed or acknowledged (21 C.F.R.g'
§ 314.430(b)). However, if, and when, such an application is
submitted to the Agency, please be assured that we will review it"
in accordance with the statutory criteria set forth in the T
Federal Food, Drug, and Cosmetic Act. As you know, such a review
requires the Agency to review both the safety and effectiveness

of the drug, among other factors.

’
y

| 4
Your petition has been provided to the Center for Drug Evaluation
and Research for its information and consideration in its review
of any application that may be submitted.

Please consider this in full response to your petition, docket
number 9SP-0054/CP 1. '

Sincerely y

Du: LT
e s ATl
; 'Ronz}d G hesemore
¢sdciate Commissioner for
// Regulatory Affairs

Yu

MIF 006106



FOOD AND DRUG ADMINISTRATION Office of Executive Secretariat

F’ { L E Memorandum

j August 21, 1995 = : -
B -- — v -—’ r‘l\
NOTE TO: -~ _ S
Through: , PHS 2o o
2
FROM: Director
FDA Executive Secretariat
SUBJECT:  Fact Sheet on RU-486 (Tracer 22700)
Attached is FDA’s fact sheet on RU-486 for the Secretary’s briefing book on the upcoming
Fourth World Conference on Women.
‘ Please feel free to call me if you have any questions.
(4 L
Attachment

APPZARS THIS WAY
ON ORIGINAL
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RU-486

RU-486 (mifepristpne? is manufactured by the French firm Roussel-Uclaf, a subsidiary of Hoechst
AG, and the drug is approved as an abortifacient in France, the United Kingdom, and Sweden.
Although the drug has not been approved for marketing in the U.S., there are several
investigational new drug (IND) applications on file with FDA for various uses--abortifacient,
contraception, Cushing’s Syndrome, diabetes, meningioma, and breast cancer. Specific
information about these INDs is considered confidential information. Hoechst AG had historically
refused to permit Roussel-Uclaf to seek marketing approval as an abortifacient for RU-486 in the
U.S.

In June 1989, after questions had been raised concerning whether RU-486 should be imported
under FDA’s personal use importation policy, the Agency issued an import alert on RU-486.
. FDA stated that the drug would be inappropriate for release under the policy and that the
intended use could pose a risk to the safety of the user. The import alert was challenged on-
July 1, 1992, when FDA and the Custom Service detained a small quantity of RU-486 from a -
woman entering the U.S. at Kennedy Airport in New York. That case is still being litigated.

On January 22, 1993, President Clinton issued a memorandum directing Secretary Shalala to
promote the testing, licensing, and manufacturing in the U.S. of RU-486 and to direct FDA to
reassess whether RU-486 qualifies for FDA’s personal use importation exemption. FDA
continues to maintain that the import alert is necessary because of safety concerns.

e aad il

After much negotiation between HHS officials, the Population Council, and representatives of

Hoechst AG and Roussel-Uclaf, on May 16, 1994, the Population Council and Roussel-Uclaf

announced that Roussel-Uclaf would turn over to the Population Council the U.S. rights for all

identified medical uses of mifepristone. The Population Council plans to locate a manufacturer

. and announced on October 27, 1994, that it had begun clinical trials of mifepristone as an
abortifacient in the U.S. The trials are ongoing.

- e wme B
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Subject Areas for Fact Sheets on Women's Health

-
e

Public Health Service

; A - \
Access to Health Care— ) wi app,o padce enC\ES
Breast Cancer—Owi} 42 Coordin o4 ! PPret 45
Family Planning - QP
HIV/AIDS « O WIVIAP
Infant Mortality and Prenatal Care Initiativeaw\'\'ﬂSA‘ Cus o‘_d.qq
International Conference 6n Population and Development -OTRHE T©
Mantal Health. NIW 4o Co0dinatl wI|C0pro pngfe Qgenciad
NIH Women'c Health Initiative-— NIV
Preventive Care - .
RU-486 — Ppfy v Cordinat€ wo| NI
Sexually Transmitted Disea%_es -
Substance e — SA™ WS
Tobacco — ‘D&
Women's Health and the Enviromment ~ C’DC-

Health care Financing Administration

Hyde Amendment -
Medicare Initiativaes
Medicaid Initiatives

Adnministration for Children and Families

child care

Child Support Enforceament

Family Preservation and Support

¥iolence—-Domestic, Family and Violence Against Women (coordinate,

with PHS) '
Administration on Aging

T

Initiativa on QOlder Women

Health Care Reform
Welfare Raforme

- ——
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Tgﬁ/ﬁ;;;;ahlé Charles S. Robb
Unlited-Seates SENator

0ld City Hall
1001 East Broad Street
Richmond, Virginia 23219

Dear Senator Robb:

o

P

.

NG 1 1 19%,

N

/f(/"K

Thfbﬁié,in response to your letter of July 10, 1995, on behalf of

Jr -

As you may know, in January 1993,
Secretary of Health and Human Services to assess initiatives to

regarding mifepristone

the President directed the

promote the testing of RU-486 and other antiprogestins in the
United States. The Food and Drug Administration (FDA) is an

active part1c1pant in this ongoing evaluation and is responsibl
for ensurlng the safety and effectiveness of drugs approved for

use in the United States.

ently in clinical trials in this country.
the manufacturer of RU-486, has agreed to donate

its United States patent rights for RU-486 to The Population
Council, a non-profit organization, to permit the testing of
RU-486 as an abortifacient in this country.

Clinical testing of
the drug in the United States will allow the collection of data
on the drug, including information on how the drug could be used

t
k

properly in this country; it will provide an opportunity to train
doctors in the careful administration of the drug; and it will

give American women who participate in the clinical trial access
to the drug. You can be assured that the rights and welfare of

these women will be protected in accord with FDA's regulations
which require and set forth conditions for ensuring the
protection of all human research subjects.

") have described is deliberative,

applied-to this drug for this indication.

RU~-486 has been marketed for non-surgical termination of
pregnancies in France, the United Kingdom and Sweden.
is also_unpder study for labor induction,

It is also important to point out that FDA does not actually do

contraception,
syndrome, endometriosis, meningioma and breast cancer. .

the clinical testing of drugs before they are marketed.

Pharmaceutical manufacturers, the National Institutes of Health,

OFFICE OFFICE

SURNAME

DATE

OFFICE

The process that I
scientific, and appropriately

The drug
Cushing's

bl

SURNAME

DATE

1N A/ng Tolos
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Page 2 - The Honorable Charles 5. Robb

and other research institutions across the country carry out
programs to identify, develop and test drugs. It is FDA's
responsibility to review and analyze the results of the testing
to determine if a drug is safe and effective for widespread
marketing for use by the general public.

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

Sincerely,

Diane E. Thompson
Associate Commissioner
for Legislative Affairs

cc: HFW-10(2)

HW"14 S ——————
F/D: — 7/22/95
F/T:1mb:8/3/95 « — \RU-486.rob)
Control No. 95-6610 -
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CHARLES S . ROBB COMMITTEES:

VIRGINIA l

STATE OFFICE:
Old City Ha$t

ARMED SERVICES
FOREIGN RELATIONS
INTELLIGENCE
JOINT ECONOMIC COMMITTEE

ehrmond, VA 23518 Wnited States Senate

{804) 771-2221

Oeamocratic Policy Commitiee
- - WASHINGTON, DC 20510-4603
g July 10, 1995

Ms. Diane ET Thompson

Food and Drug Administration

Assoc. Commissioner for Leg. Affairs
1555 Parklawn Building

5600 Fishers Lane

Rockville, Maryland 20857

Dear Ms. Thompson:

Enclosed is correspondence I received in reference to a
matter involving your agency. Your assistance with the requests
and concerns expressed in this case would be greatly appreciated.

It would be very helpful if you would reply in duplicate and_
return the enclosure. 1In your reply, please reference —.

‘ L

Your correspondence should be mailed to my office at the i
address indicated above. -

Again, thank you for your assistance.

Sincerely,

Ok a0k

Charles S. Robb

CSR\jbp
Enclosure
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e aQ

R 1

. ON ORIGINAL

- o
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Washington Office: Regionsl Offices:
il H i in ildi i Building Crasiar Bank Building

Russell Senats Office Building Dominion Towers, Suite 107 8229 Boone Bouleverd Daminion Bank Building Signet Bank ’ )
First and Constitution Avanue. NE 999 Waterside Orive Suite 888 Main Sireex 530 Main 51"? . 310 First Strem “s’\:v Suite 102
Room 154 Norfolk, VA 23510 Vienna, VA 22182 Clintwood, YA 24228 Dmdh; 454 Ro!nohs.-xto; 1
Washington, DC 20510 (804) 441-3124 (703) 3562006 (703) 926-4104 1804) 791-0330 1703) 98

(202) 2244024
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OEPARTMENT OF HEALTH AND HUMAN SERVICES /) /.
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The ono;aﬁie Wendell H. Ford
United—stAres Senate =~
Washington, D.C. 20510-1701

Dear Senator Ford:

) ————— ——"  regarding mifepristone (RU-486).
As you may know, 1in January 1993, the President directed the
Secretary of Health and Human Services to assess initiatives to
promote the testing of RU-486 and other antiprogestins in the
United States. The Food and Drug Administration (FDA) is an
active participant in this ongoing evaluation and is
responsible for ensuring the safety and effectiveness of drugs
approved for use in the United States.

g;jg>;; in response to your letter of May 22, 1995, on behalf

S

RU-486 is currently in clinical trials _in this country.
Roussel-Uclaf, the manufacturer of RU~486, has agreed to donatq
its United States patent rights for RU-486 to The Population §-
Council, a non-profit organization, to permit the testing of -
. RU-486 as an abortifacient in this country. Clinical testing

./ of the drug in the United States will allow the collection of

3 data on the drug, including information on how the drug could

;\ be used properly in this country; it will provide an

' opportunity to train doctors in the careful administration of
the drug; and it will give American women who participate in
the clinical trial access to the drug. You can be assured that
the rights and welfare of these women will be protected in
accord with FDA's regulations which require and set forth
conditions for ensuring the protection of all human research
subjects. The process that I have described is deliberative,
scientific, and appropriately applied to this drug for this
indication.

The petition to which your constituents refers has been provided
to the~c&nfer for Drug Evaluation and Research for its
information and consideration in its review of any application
that may be submitted.

[ 4

RU-486 Has~been marketed for non-surgical termination of
pregnancies in France, the United Kingdom and Sweden. The drug
is also under study for labor induction, contraception,

N 5 S s s S
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Page 2 - The Honorable Wendell H. Ford

Cushing's syndrome, endometriosis, meningioma and breast
cancer. i

We appreciate and respect your constituents' personal opinion
p Y p

on this issue. " However, we hope that
will understand that our authority is limited to safety and
efficacy requirements mandated by law. We cannot refuse

testing or approval of a new drug if the data to support such
actions are submitted to the Agency.

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

Sincerely,

Diane E. Thompson
Associate Commissioner
for Legislative Affairs

Enclosure
Constituent's letter

cc: HFW-10 (2)
HFW-14  ———

R/D: 07/05/95
Edit: —— . :07/06/95
F/T:aor:07/14/95

s:\Wwp\ —— \ru-pet.whf
FDA Control No. 95 4832

APPEARS THIS WAY
ON GRIGINAL

'
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May 15, 1995 V

The Honorable Wendell H. Ford S
U.S. Senate = R

-—

Dear Sir: .
B

We are writing in régards to the 100 page petiton (docket number
95P-0054/CP1), concerning the drug RU-486. We are aware that
it was signed by 23 members of Congress and seven medical
experts, and alerts the FDA and potential drug manufacturers
to the health risks associated with this drug. We urge you
to sign on to the petition opposing FDA approval of RU-486 &

to call for hearings on the abortion drug based on sound reasons
‘ of medical science rather than for political or ideological

reasons.

Sincerely,
B
L/
e~ e &

MIF 006115



JWENDEAL H.FORD & COMMITTEES:
KENTUTXY COMMERCE, SCIENCE,
' AND TRANSPORTATION

ENERGY AND

?ﬂﬂl[ﬂl 0%(8(25 5(“8([ NATURAL RESOURCES

RULES AND
- : WASHINGTON, DC 205101701 ADMINISTRATION

May 22, 1995

TO: Diane E. Thompson

Assoclate Commissioner for Legislative Affairs
Food and Drug Administration

. U.S. Department of Health and Human Services
1555 Parklawn Building

5600 Fishers Lane

Rockville, Maryland 20857

RE: Enclosed

T

This office desires to be quickly and thoroughly responsive to .-
all inquiries and communications. Your consideration and report
regarding the enclosed is respectfully requested in duplicate
along with the return of the enclosed. I appreciate your °
attention to this matter.

Please address envelope only to the attention of:
Christine Blakeslee
. Office of Senator Wendell Ford

173A Russell Senate Office Building
Washington, DC 20510

Sincerely,

e Dottt Fote

:-
[ 4
- ——
o} \
APPEARS THIS WAY
A r d
ON ORIGINAL
e
_ ug3a
qb -
DISTRICT OFFICES:
O 343 WALLER AVENUE 3 1072 New Feoerad BUILDING ) 19 U.S. PosT OFFiCE AND COURTHOUSE 3 305 FEDERAL BUILDING
LEXINGTON, KY 40504 LouisviLig, KY 40202 CovINGTON, KY 41011 OwEeNSBORO, KY 42301
(606) 233-2484 (502) 582-6251 {606} 491-7929 {502) 685-5158

PRINTED ON RECYCLED PAPER
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Thg/ﬂéﬁo;ggie Pete V. Domenici
United States Senate -
Washington, D.C. 20510-3101

Dear Senator Domenici:

of] — regarding mifepristone
486) .

As you may know, in January 1993, the President directed the

Secretary of Health and Human Services to assess initiatives to

promote the testing of RU-486 and other antiprogestins in the

United States. The Food and Drug Administration (FDA) is an

active participant in this ongoing evaluation and is

responsible for ensurlng the safety and effectiveness of drugs -

approved for use in the United States.

Thz;/is in response to your letter of June 23, 1995, on behalf

RU-486 is currently in clinical trials in this country. i
Roussel-Uclaf, the manufacturer of RU-486, has agreed to donatgd-
its United States patent rights for RU-486 to The Population -
Council, a non-profit organization, to permit the testing of
RU-486 as an abortifacient in this country. Clinical testing

of the drug in the United States will allow the collection of
data on the drug, including information on how the drug could

be used properly in this country; it will provide an

opportunity to train doctors in the careful administration of
the drug; and it will give American women who participate in
the clinical trial access to the drug. You can be assured that
the rights and welfare of these women will be protected in
accord with FDA's regulations which require and set forth
conditions for ensuring the protection of all human research

| subjects. The process that I have described is deliberative,
scientific, and appropriately applied to this drug for this
d: indication.
—“-.
! The petltlon to which your constituent refers has been provided I
h\ to the Center for Drug Evaluation and Research for its ~:£
\\ information’and consideration in its review of any application ~
\*3 that may be submitted. .

-
RU~-486 has been marketed for non-surgical termination of

pregnancies in France, the United Kingdom and Sweden. The drug

is also under study for labor induction, contraception,

FILE F=F
EOPY b e g
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Page 2 - The Honorable Pete V. Domenici

Cushing's Syndrome, endometriosis, meningioma and breast
cancer. - '
We appreciate and respect your constituent's personal opinion
on this issue.. However, we hope that ————— will
understand that our authority is limited to safety and efficacy
requirements mandated by law. We cannot refuse testing or
approval of a new drug if the data to support such actions are
submitted to the Agency.

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

Sincerely,

Diane E. Thonmpson
Associate Commissioner -
for Legislative Affairs

cc: HFW-10 (2)
HFW-14 —

R/D: —™ —07/05/95
Edit: ————— :07/06/95
F/T: — :07/14/95

s:\wp\ — .ru-pet.pvd
FDA Control No. 95 5963

- — -~ B

APTTADS THIS 'WAY
LA SRIGINAL

"‘n

MIF 006118



PeTe V. DOMENICI . COMMITTEES:
NEW MEXICO BUDGET

APPROPRIATIONS
ENERGY AND NATURAL

Mnited States Senate INDIAN APFARS

< ’ WASHINGTON, DC 20510-3101

= June 23, 1995

Dianne Thompson
Legislative Affairs

Food & Drug Administration
5600 Fishers Lane

Room 1555

Rockville, Maryland 20857

Dear Dianne:

‘Bezauzz of my dezise to be reppenaive te 21l inguiries
directed to me, and knowing that you share this de81re the’

attached letter is referred to you for consideration. -

I would very much appreciate your evaluating the informatiob3
presented and taking whatever action is required to resolve the
situation. I appreciate your consideration of this request, ;
recognizing that it will be taken within the context of your .
existing procedures.

At your earliest convenience, I would be grateful for your

findings and views, in duplicate form. Please send your response
to the attention of James Fuller.

United States Senator

PVD:jef__ .- .

Ernclocure

——

L K1

APPEARS THIS 'WAY
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No. 75-59¢ 3
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3 DEPARTMENT OF HEALTH AND HUMAN SERVICES .

PIL 18 195

s

ey o o

75 Spring Stréet

Suite 1700

Atlanta, Georgia 30303
Dear Senator Nunn:

This 1s in response to your letter of June 1, 1995, on behalf

ofy * regarding mifepristone

(RUZZBBIST=

‘ As you may know, in January 1993, the President directed the

Secretary of Health and Human Services to assess initiatives to

promote the testing of RU-486 and other antiprogestins in the
United States. The Food and Drug Administration (FDA) is an
active participant in this ongoing evaluation and is
responsible for ensurlng the safety and effectiveness of drugs
approved for use in the United States.

RU-486 is currently in clinical trials in this country.

{
'.T

Roussel-Uclaf, the manufacturer of RU-486, has agreed to donate

its United States patent rights for RU-486 to The Population
Council, a non-profit organization, to permit the testing of
RU-486 as an abortifacient in this country. Clinical testing
of the drug in the United States will allow the collection of
data on the drug, including information on how the drug could
be used properly in this country; it will provide an
. opportunity to train doctors in the careful administration of
the drug; and it will give American women who participate in

the clinical trial access to the drug. You can be assured that

the rights and welfare of these women will be protected in
accord with FDA's regulations which require and set forth
conditions for ensuring the protection of all human research
subjects. The process that I have described is deliberative,
scientjifje, and appropriately applied to this drug for this
indication.

The petltlonvto which your constituent refers has been provided

to the anter for Drug Evaluation and Research for its
information and consideration in its review of any application
that may be submitted.

e —————
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Page 2 - The Honorable Sam Nunn

RU-486 has heen marketed for non-surgical termination of
pregnancies in France, the United Kingdom and Sweden. The drug
is also undér study for labor induction, contraception,
Cushing'ss. syndrome, endometriosis, meningioma and breast
cancer. :

We appreciate and respect your constituent's personal opinion
on this issue. However, we hope that ___—— will
understand that our authority is limited to safety and efficacy
requirements mandated by law. We cannot refuse testing or
approval of a new drug if the data to support such actions are
submitted to the Agency.

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

Sincerely,

Diane E. Thompson
Associate Commissioner
for Legislative Affairs

. Tﬂ"’

cc: HFW-10 (2)
HFW-14

R/D! ——07/05/95
Edit:\. ———— :07/06/95
F/T:aor:07/14/95

s:\wp' — \ru-pet.sn
FDA Control No. 95 5756
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e e HMND T T ARGLNAL CHAIRMAN
JOHN W WARNER VIRGINIA SAM NUNN. GEORGIA
_WILLIAM 5 COMEN. MAINE J JAMES EXON. NEBRASKA
JOHN MCCAIN. ARIZONA CARL LEVIN, MICHIGAN
TRENT LOTT. MISSISSIPP! EDWARD M KENNEDY, MASSACHUSETTS
DAN COATS. INDIANA JEFF BINGAMAN, NEW MEXICO
BOB SMITH, NEW HAMPSHIRE OHN GLENN, OHIO .
DIRK KEMPTHORNE, IDAHO ROBERT C. BYAD, WEST VIRGINIA ®
KAY BAILEY HUTCHISON, TEXAS CHARLES S. ROBB, VIRGINIA nl E w E“g E
JAMES M. INHOFE. OKLAHOMA JOSEPH ). LIEBERMAN, CONNECTICUT
RICK SANTORUM, PENNSYLVANIA = RICHARD H. BRYAN, NEVADA
- COMMITTEE ON ARMED SERVICES
AICHARD L. REYNARD, STAFF DIRECTOR
ARNOLD L. PUNARO, STAFF DIRECTOR FOR THE MINORITY
NO - WASHINGTON, DC 20510-6050

June 1, 1995

David A. Kessler

Food and Drug Administration
Commissioner

S600 Fisher’s Lane
Rockville, Maryland 20857

. Dear Dr. Kessler:

I recently received the enclosed inquiry from one of my
constituents. Please review the matter thoroughly, in accordance.
with established policies and procedures, and provide me with a
full report.

I look forward to hearing from you in the very near future.

. T-‘”‘

Sincerely,

Sam Nunn

SN : pmm

Enclosure

PLEASE REPLY TO:

Office of Senator Sam Nunn
Attn: Patricia Murphy

75 Sprimg=Street

Suite 1700

Atlanta, Georgia 30303
404/331-4811 »
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ng/ﬁg;;fébie Paul Simon
Urfited States.Senate

230 South Dearborn
Kluczynski Building, 38th Floor
Chicago, Illinois 60604

Dear Senator Simon:

This ié{&n response to your letter of June 8, 1995, on behalf
of — concerning
compddsionate use of the drug RU-486 for the treatment of a
brain tumor. We are sorry to-hear or her diaghosis.—

—

As you know, the Food and Drug Administration (FDA) regulates
the manufacture, sale, and distribution of drugs in the United _
States under the authority of the Federal Food, Drug, and
Cosmetic (FDC) Act. That law defines a new drug as one not-
generally recognized by qualified experts as safe and effectiv
for the recommended uses. A new drug may not be distributed i
interstate commerce (except for clinical study) until a
sponsor, usually the drug's manufacturer, has submitted, and
FDA has approved, a New Drug Application (NDA) for it. For
approval, the NDA must contain substantial scientific evidence
of safety and effactiveness for the drug's use as labeled. FDA
has authority under the FDC Act to approve drugs only after
they have been shown to be safe and effective.

In order to study the safety and effectiveness of a new drug,
the sponsor (a pharmaceutical company, private, academic or
other organization, or an individual) is required to file an
Investigational New Drug (IND) application with FDA. Once
accepted, the IND allows the sponsor to ship the drug in
interstate commerce for research purposes only. The
responsibility for the clinical trials and distribution of the
drug falls upon the holder of the IND.

When the sponsor determines that adequate and well-controlled
studies showing the drug is safe and effective have been
carried outy that information, coupled with information on the
manufactturing procedures and controls used in producing the
drug, is submitted to FDA in the form of an NDA. After
comprehensive review by FDA, the NDA is either approved or not
approved; upon approval the drug may be marketed.

) 4%05

DATE " OFFICE SURNAME DATE OFFICE SURNAME
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-

Patient access to drugs in investigational status is a complex
issue. When a disease is severe and lacks effective therapy,
there is tremendous desire and pressure to use the drug
primarily as a treatment before it is approved. For many
years, FDA has allowed such use under certain circumstances
and, in 1987, FDA published regulations that formally
recognized the treatment IND and clarified the conditions under
which a treatment IND is appropriate. Where the available data
are not sufficient to support a treatment IND such as when
controlled clinical trials have not been completed, sponsors
may conduct an open-label safety protocol where all patients
receive active drugs and the safety of the drug is studied.

A physician may wish to explore the use of an individual
investigator IND with the sponsor. However, this process is
dependent upon the sponsor supplying the drug for this purpose.
We can, and do, encourage sponsors to provide access to -
promising agents when there is potential benefit to patients,
but, as a regulatory agency, we do not have the authority to §A
require that a sponsor do so. i-

If your constituent's physician believes RU-486 may be of valuét
in treating — , the physician should contact a medical
officer in FDA's Division of Oncology and Pulmonary Drug
Products at ————————— for further information.

We hope this information is helpful. If we can be of further
service, please let us know.

Sincerely,

Diane E. Thompson
Associate Commissioner
for Legislative Affairs

cc: HFW-18 (2)

HFW-14  ——
R/D:! :%/3/95 = ——— ru2)
Review: —®— 7/3/95
Control 95=5752
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462 DiRKSEN BUILDING
WASHINGTON, DC 205 10-1302

TDD: 202/224-5469

Wnited States Denate
. - ’ WASHINGTON, DC 20510-1302
June 8, 1995
Mr. Hugh C. Cannon

Food and Drug Administration

Associate Commissioner for Legislative Affairs

U.s. Department of Health and Human Services
5600 fighers Lane; 1u55 Parslawn Buildiag
Rockville, Maryland 20857

Dear Mr. Cannon:

I received the enclosed correspondence from my constituent,
concerning compassionate use of the drug RU486'for§V

For a more detailed explanation,
please see the attached information.

treatment of a brain tumor.

COMMITTEES

LABOR AND HUMAN RESOURCES
JUDICIARY
FOREIGN RELATIONS
BUDGET
INDIAN AFFAIRS

——

i
F

I would appreciate your looking into this matter and advising Ms.”

Monica Brown,
findings as soon as possible.

staff assistant in my Chicago office,

Thank you for your cooperation and assistance.

Cordially,

Paul Simo

rr e OV e o A
[

- -\,l‘a.-‘.a.

230 South Dearborn (3892)

- —— - B

Chicago,

Illinocis 60604

(312) 353-4952

] w

PS/mjb
Enclosures:- -

P
51>

230 S. DEARBORN
KLUCZYNSKI BLDG., 38TH FLOOR
CHicaGo, IL 60604
312/353-4952
TDD: 312/7868-0308

202/224-2152
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-

ng/ﬁg;or&bie Tom Harkin
United States Senate
Washington, D.C. 20510~-1502

Dear Senator Harkin:

Thiis1s in response to your letter of May 10, 1995, on behalf
o regarding

fepristone (RU-486).

As you may know, in January 1993, the President directed the
Secretary of Health and Human Services to assess initiatives to
promote the testing of RU-486 and other antiprogestins in the
United States. The Food and Drug Administration (FDA) is an
active participant in this ongoing evaluation and is
responsible for ensurlng the safety and effectiveness of drugs
approved for use in the United States.

t
RU-486 is currently in clinical trials in this country. i
Roussel-Uclaf, the manufacturer of RU-486, has agreed to donatef-
its United States patent rights for RU-486 to The Population -
Council, a non-profit organization, to permit the testing of
RU-486 as an abortifacient in this country. Clinical testing
of the drug in the United States will allow the collection of
data on the drug, including information on how the drug could
be used properly in this country; it will provide an
opportunity to train doctors in the careful administration of
the drug; and it will give American women who participate in
the clinical trial access to the drug. You can be assured that
the rights and welfare of these women will be protected in
accord with FDA's regulations which require and set forth
conditions for ensuring the protection of all human research
subjects. The process that I have described is deliberative,
scientific, and appropriately applied to this drug for this
1nd1catlon .

"*- -
The petition to which your constituent refers has been provided
to the Center for Drug Evaluation and Research for its
informationeand consideration in its review of any application
that may-be submitted.

RU-486 has been marketed for non-surgical termination of
pregnancies in France, the United Kingdom and Sweden. The drug X
is also under study for labor induction, contraception, ~
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Cushing's syndrome, endometriosis, meningioma and breast
cancer.

We apprectate and respect your constituent's personal opinion
on this issue.. However, we hope that will understand
that our authority is limited to safety and efficacy
requirements mandated by law. We cannot refuse testing or
approval of a new drug if the data to support such actions are
submitted to the Agency.

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

Sincerely,

Diane E. Thompson
Associate Commissioner
for Legislative Affairs

Enclosure
Constituent's letter -

T

cc: HFW-10 (2)

HFW-14 ——

R/D: — ~:07/05/95
Edit: :07/06/95
F/T: — :07/14/95

s:\wp\ ——— ,ru-pet.th
FDA Control No. 95 4618

- — - -»
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Senator Tom_‘Ha.rkin

531 Hart Senate Office Building
Washington, D.C. 20515

Dear Senator Harkin,

Currently there is a petition before the FDA requesting that the fast track status of RU486
be revoked. This has been initiated by approximately 23 legislators in Washington D.C.
urging the food and drug administration to more closely investigate FU 486 and
subsequently take the abortion inducing drug off of it's current fast track approval status.

This letter is to urge vou to please sign and endorse the petition that has been sent to the
FD A by these legislators.

As a physician and surgeon, [ fécl that RU486 has not been appropriately investigated and
ere are many hidden dangers which I feel could lead to unnecessary suffering by the

users of this medication. First of all the federal food, drug and cosmetic act requires that
the FDA withhold approval of any drug that is potentially ineffective or harmtul. The
FDA is obligated to investigate studies that reveal increased genetic risk to minorities, as
well as to obese women and women with aids, as well as those with other medical
conditions. Additionally all of the medical risks of surgical abortions, such as uterine
bleeding and infection do indeed exist with RU486. In addition to side effects of the
RU486 prostoglanin combination. Many reports out of Europe reveal that many women
have been subjected to these problems and the subsequent consequences. Furthermore the
long term studies of the effects RU486 on fertility, surviving children from the use of the
medication and subsequent children have not been conducted.

I know that vou ahrobably under emence pressure from the pro choice lobbiest to
¢ndorse and support this medication, but I personally feel that this medication has not been
proven to be safe and effective and secondly, only adds to the plight of the millions of
abortions that are performed in this country with the subsequent social and moral
ramifications that occur with this problem.

Again I urge yo‘ito endorse the current petition before the FDA to take RU486 off of its
fast track-spproval status.

Sincexelv. -

/<
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TOM HARKIN (202} 224-3254
QWA

TTY {202) 224-4633
1]
- COMMITTEES:

AGRICULTURE

%mtlﬂ 5&(( 8 5mat[ APPROPRIATIONS

SMALL BUSINESS
. . WASHINGTON, DC 20510-1502 LABOR AND HUMAN

RESOURCES
. May 10, 1995

Dr. David Kaéssler

Commissioner n

U.S. Food and Drug Administration
Office of Legislative Affairs
5600 Fisher'’s Lane, HFW10
Rockville, MD 20852

Dear Dr. Kessler:

Enclosed is a letter from one of my constituents who has
a concern over the administration’s policy on the testing and
approval of RU-486. I respectfully ask you to review the
administration’s policy on this issue and send me a clarification
so that I might be able to respond to my constituent’s questions.
It would be helpful if you could mark your correspondence with my
office to the attention of Walter Harp. -

Thank you in advance for your assistance on this matter. EC
Sincerely, -

Tom Harkin
United States Senator

TH/wh
-~ am &
t
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- BARBARA BOXER 1700 MONTGOMERY STREET
CALIFORNIA SUITE 240

. SAN FRANCISCO, CA 94111
COMMITTEE ON ENVIRONMENT {415) 403-0100

ANO PUBLIC WORKS

A - 2250 EAST IMPERIAL HIGHWAY
o s United States Senate T
HOUSING, AND URBAN AFFAIRS EL SEGUNDO, CA 90245

(310) 414-5700
COMMITTEE ON THE BUDGET . HART SENATE OFFICE BUILDING

- SUITE 112 525 8 STREET
SUITE 990
JOINT ECONOMIC COMMITTEE - WASHINGTON, DC 20510-0505 . SAN DIEGQ, CA 92101
- (619) 239-388
DEPUTY WHIP {202) 224-3553 4
. 2300 TULARE STREET
" SUITE 130
=T FRESNO, CA 93721
F - June 9, 1995 1209) 497-5109

Ms. Diane Thompson

Associate Commissioner for Legislative Affairs
Food and Drug Administration

5600 Fishers Lane

HFW-1, Room

Rockville, Maryland 20857

Dear Ms. Thompson:

. I am writing on behalf of my constituent, -
to convey her concerns about the approval process for the drug

RU-486. » -

I have enclosed correspondence for your;
consideration and review. I would appreciate it if you would
respond to her directly.

. -T-.V"

Thank you in advance for your prompt attention to this

matter.
Sincerely,
parbara boxer
. United States Senator
- o &
BB:EW
CC: -
Enclosure -

- ————
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The/Honarable Jon Kyl
Unfte States -Senate
Washington, D.C. 20510-0304

Dear Senator Kyl:

This is in response to\ féur letters of May 12 and June 19,
1995, on behalf of ——— - —
regardlng mlfeprlstoné‘(RU-486)

As you may know, in January 1993, the President directed the
Secretary of Health and Human Services to assess initiatives
to promote the testing of RU-486 and other antiprogestins in
the United States. The Food and Drug Administration (FDA),is
an active participant in this ongoing evaluation and is

responsible for ensurlng the safety and effectiveness of drugs

approved for use in the United States.

As —— mentioned, RU-486 is currently in clinical
trials in this country. Roussel-Uclaf, the manufacturer of
RU-486, has agreed to donate its United States patent rights
for RU-486 to The Population Council, a non-profit
organization, to permit the testing of RU-486 as an
abortifacient in this country. Clinical testing of the drug
in the United States will allow the collection of data on the
drug, including information on how the drug could be used
properly in this country; it will provide an opportunity to
train doctors in the careful administration of the drug; and
it will give American women who participate in the clinical
trial access to the drug. You can be assured that the rights
and welfare of these women will be protected in accord with
FDA's regulations which require and set forth conditions for
ensuring the protection of all human research subjects. The

; ‘T"“"

process that I have described is deliberative, scientific, and

appropriately applied to this drug for this indication.

- o
RU-486 has been marketed for non-surgical termination of
pregnancies in France, the United Kingdom and Sweden. The
/ drug is also under study for labor induction, contraception,
Cushlgg;s é&ndrome, endometriosis, meningioma and breast
cancer.

\<\ We appreciate and respect your constituent's personal opinion
\\ on this issue. However, we hope that ———— will
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understand .that our authority is limited to safety and.
efficacy requirements mandated by law. We cannot refuse

testing or =approval of a new drug if the data to support such
actions arxé submitted to the Agency.

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

Sincerely,

Diane E. Thompson
Associate Commissioner
‘ for Legislative Affairs

cc: HFW-10 (2)
HFW-14 —

R/D: —5:07/05/95
Edit :07/06/95
F/T: —-:07/07/95

s:\wp\ —  /ru-486.jk
FDA Control No. 95 4672
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JON KYL

ARIZONA STATE OFFICES!

- 702 HART SENATE OFFICE BUILDING 2200 EAST CAMELBACK RCAD
' (202) 224-4521 SUITE120

Wnited States Senate e

JUDICIARY i WASHINGTON, DC 20510-0304 7315 NORTH ORACLE ROAD
INTELLIGENCE - SUITE 220
TUCSON, AZ 85704
ENERGY AND NATURAL RESOURCES _ (6021 576-8633
= June 19, 1995
Congressional Liaison
Food and Drug Administration
5600 Fishers Lane
Rockville, Maryland 20857 .
Dear Congressional Liaison:
‘ On May 12, I had written you about a constituent’s concern regarding the abortifacient

drug, RU-486. A copy of my letter is enclosed.

I am still concerned about the matter, and I would appreciate it if you could let me
know when I could expect a reply. I will look forward to hearing from you in the near

future.

Sincerely,

oA

XYL
United States Senator

. JK:tg

Enclosure

—— am B
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JON KYL : .

. ARIZONA STATE QFFICES
702 HART SenaTe OfFICE BUILDING 2200 EAST CAMELBACK ROAD
(202) 224-4521 . SUITE120
5 PHOENIX, AZ 85016
comres: Mnited SDtates Denate Py ades
JUDICIARY
- - WASHINGTON, DC 205100304 7315 NORTH ORACLE ROAD
INTELLIGENCE - : SUITE 220

TUCSON, AZ 85704

ENERGY AND NATURAL RESOURCES _. 1602) 575-8633

= May 12, 1995

Congressional Liaison

Food and Drug Administration
5600 Fishers Lane

Rockville, Maryland 20857

Dear Congressional Liaison:
. The attached communication is sent for your consideration. Please investigate the
concerns expressed therein and forward me the necessary information for reply, returning the

enclosed correspondence with your answer. -

Thank you for your consideration.

Sincerely,

ok

YL
United States Senator
JK:tg

. Enclosure

- — am B
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ARIZONA STATE QFFICES!

2200 EAST CAMELBACK ROAD

. 702 HaRs SENATE OFFICE BUILDING
(202) 224-4521 . SUITE120
PHOENIX, AZ 85016
COMMITTEES: Llﬁ“lt[d %[ﬂtm %mGtK (602) B40-1891
JUDICIARY WASHINGTON, DC 20510-0304 7315 NORTH ORACLE ROAD
INTELLIGENCE - SUITE 220
- TUCSON, AZ 85704
ENERGY AND NATURAL RESOURCES ) | 602} 575-8633
= May 12, 1995
Congressional Liaison
Food and Drug Administration
5600 Fishers Lane
Rockville, Maryland 20857
Dear Congressional Liaison:
. The attached communication is sent for your consideration. Please investigate the

concerns expressed therein and forward me the necessary information for reply, returning the
enclosed correspondence with your answer. B

Thank you for your consideration. { ‘
Sincerely, ga—
&4
JON KYL

United States Senator

‘ JK:tg

Enclosure

- — e B
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Thg/Hone;able Richard G. Lugar
Unitéd States Senate
Washington, D.C. 20510-1401

Dear Senator Lugar:

o regarding

Tg}ﬂ/;s in response to your letter of June 9, 1995, on béhalf
mifepristone (RU=486)

As you may know, in January 1993, the President directed the
Secretary of Health and Human Services to assess initiatives
to promote the testing of RU-486 and other antiprogestins in
the United States. The Food and Drug Administration (FDA) is
an active participant in this ongoing evaluation and is
responsible for ensurlng the safety and effectiveness of drugs
approved for use in the United States. : l

As ———— mentioned, RU=4f rently in clinical i
trials in this country. the manufacturer of {“
RU-486, has agreed to donate its United States patent rights -~
for RU-486 to The Population Council, a non-profit
organization, to permit the testing of RU-486 as an
abortifacient in this country. Clinical testing of the drug

in the United States will allow the collection of data on the
drug, including information on how the drug could be used
properly in this country; it will provide an opportunity to
train doctors in the careful administration of the drug; and
it will give American women who participate in the clinical
trial access to the drug. You can be assured that the rights
and welfare of these women will be protected in accord with
FDA's regulations which require and set forth conditions for
ensuring the protection of all human research subjects. The
process that I have described is deliberative, scientific, and
approprlately applied to this drug for this indication.

- = &

RU~-486 has been marketed for non-surgical termination of
pregnanc1es in France, the United Kingdom and Sweden. The
drug is also under study for labor 1nduct10n, contraception,
Cushing's_ syndrome, endometriosis, meningioma and breast
cancer.

£ Ly

We appreciate anmd respect your constituent's personal opinion
on this, issue. However, we hope that ——— will

[T ]
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Page 2 - The Honorable Richard G. Lugar

understand that our authority is limited to safety and
efficacy requirements mandated by law. We cannot refuse
testing or= approval of a new drug if the data to support such
actions.are submitted to the Agency.

We hope this information is helpful. 1If we can be of further
assistance, please let us know.

Sincerely,

Diane E. Thompson
Associate Commissioner
for Legislative Affairs

cc: HFW-10 (2)
HFW-14 ——

R/D: —— :07/05/95
Edit: —m—— 07/06/95
F/T: — 07/07/95

s:\wp! ———'ru-486.rgl
FDA Control No. 95 5526
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KICHARD G. LUGAR
‘. INDIANA

SH 306 SENATE OFFICE BUILOING
WASHINGTON. 0.C 20510
202-224-4814

=
-

Ms. Diane Thompson

Nnited States Senate

WASHINGTON, DC 20510-1401

June 9, 1995

Associate Commissioner for Legislative

Affairs (HFW-1)

FDA - 5600 Fishers Lane
Rockville, Maryland 20857

Dear Ms. Thompson:

COMMITTEES,
FOREIGN RELATICNS

AGRICULTURE, NUTRITION AND SQRESTRY
Chairman

SELECT COMMITTEE
ON INTELLIGENCE

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 dif?ct

your reply to the attention of Darlee Williams of my Washington

office.

Thank you for your thoughtful attention,

- —— am B

RGL/cjl
Enclosure

No. G5-552¢

MIF 006138

Sincerely,

Richard G. Luga
United States Sendtor
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,ARBARA. A. MIKULSKI HART SENATE OFFICE BULDING
MARYLAND WASHINGTON, DC 20810

(202) 224-4854

' "ﬂmtzﬂ States Denate e

WASHINGTON, DC 20510-2003

x February 22, 1995

Ms. Diane Thompson

Assoc., Commissioner for Legislative Affs,
Dept. of Health & Human Services

Food and Drug Administration

5600 Fishers Lane

Rockville, Maryland 20857

Dear Ms. Thompson:
I am writing to request your consideration of the attached

. correspondence from ————m o Please respond directly to
and send a copy to Pamela Nystrom of my staff.

Thank you for your assistance.

Sincerel i
Y, . '_
Barbara A. Mikulski
United States Senator
BAM:pin
Enclosure
c—— e -
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WORLD TRADE CENTER 60 WEST STREET 9668 BALTWMORE AVENUE 82 WEST WASHINGTON STREET 213-210 WEST MAN STREET
QA TRANAE. MD 21202-3041 ANNAPOLIS, MD 214011033 COLLEGE PARK, MD 20740-13468 HAGERSTOWN, MD 21740-4804 SALISBURY, MD 21801
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. FOOD AND DRUG ADMINISTRATION Office of Executive Secretanat

- o SPEG' AL Memorandum

. March 8, 1995
Note to: 2=~ ol 3//0 )
— . ot Bl - ¢wmad
— -t %]|% I
Subject: Citizen Petition on Mifepristone - ACTION

As you are aware, _—————— has asked me to draft a response to the mifepristone
‘ petition, to obtain your comments, and to synthesize all comments into a response that we can
all review. She has also asked that we respond to this petition as soon as possible. -
Attached is a draft response for your review. Please provide your comments/concurrence to E -
me by close of business on Monday, March 13. If you need a copy of the petition (it is ;h ‘
lengthy), please let me know as soon as possible. Thank you. -

sl

s —

Parklawn Building, Room —
Telephone: ————
Fax:

Attachment

cc: —T— '

———————
- —— a-n &

s
OM/ ~
s/
APPEADS THIS WAY

U CRISINAL
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O: ————— EXECSEC@FDAOC

C: aEXTAFFAIRS@FDAOC

ce: - .

rom: —_———— EXTAFFAIRS@FDAOC
ubject: Mifeprisfone Petition

late: Friday, March 10, 1995 10:44:21 EST
ttach: o -

‘ertify: N T .

‘orwarded by:

e e e e e e m m e e o e e m e e e e om e o e o e om e e e m = me m emm e m e e e e = e e m e m o = e = e -

—— and I think your letter is absolutely perfect. 1In this case, less is
jefinitely more. This note constitutes our comments and concurrence.

ey,

APPEARS THIS way
ON ORIGINAL

MIF 006141




'O e EXECSEC@FDAOC

C SSWGATE@FDA-SSW@Servers [FDACD
SSWGATE@FDA-SSWa@Servers [FDACD.. ——
SSWGATE@FDA - SSWeServers [FDACD. ~———

ice: -

from: -

subject: RE: Petition on mifepristone

date: Friday, March 10, 1995 at 10:53:00 am
Attach: ’

Certify: N

forwarded by:

e e e e e m e w e a e w mom m emoemm e e m oo o o e e o e ow e e e e M e e e e e e e e = e m e e e o e e e om o = = e

I believe that your draft letter provides an appropriate response to the
petition. However, in the past, this office usually addressed each issue in

the petition as recommended by GC.

APPEARS THIS WAY
ON ORIGINAL

MIF 006142



ot ~= _—— 3IEXECSEC@®FDAOC

c: SSWGATEZFDA - SSWeServers [FDACD. ——————
- —" - 3EXTAFFAIRS@FDAOC
SSWGATE@FDA-SSWeServers (FDACD ———
—— ‘@0GC. FDA@FDAOC, _——/0GC.FDA@FDAOC
lce: -
‘rom: 2I0@FDAOC
jubject: Petition on mifepristone
Jate: Monday, March 6, 1995 12:00:45 EST
\ttach:
certify: N

rorwarded by:

- e e em e e W e w e W e m e M AW o e e e e W W W Mmoo e e e o o o e e e e o e m ow om m

As you all have heard, we have received a citizens petition asking us
rariously to either completely approve any NDA for mifepristone as an
abortafacient, or to only approve it if it is safe and effective for that
ise. There are other, —— side issues, such as whether we should use

foreign data.

I \Qld like to get this petition off of our oplate - -

¢

-
_— - I'd’apﬁiéciate -1f if you would take a first crack at a petition
response, and send it .through clearance. Everyone can give their views
directly to you, and you can synthesize them into something we can all look

at. .
——

Thank you very much.

e

X

APPEARS THIS WAY
0N ORIGINAL
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By Hand Delivery
o

Dockots Management Branch (HFA-305) , -
Center for Drug Evaluation and Research :

Food and Drug Administration
Department of Health and Human Services
Room —

12420 Parklawn Drive

Rockville, MD 20852
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CITIZEN PETITION
Petitioners, Hon. Thomas J. Bliley, Jr. (Chairman, Committee on Commerce);

. Hon. J. Dennis Hastert (Committee on Commerce); Hon. Cliff Stearns (Committes on
Commerce, Committee on Veterans Affaivs); Hon. Jack Fields (Committee on Commerce);
Hon. Paul E. Gillmor (Committee on Commerce); Hon. Hanry Hyde (Chairman,
Committee on the Judiciary); Hon. Ed Bryant (Committee on the Judiciary, Committee |
on Agriculture); Hon. BYll Barrett (Committes on Boonomio and Educational -
Opportunities, Comittae on Agriculture); Hon. Jim Talent (Committee on Economic
and Educational Opportunities); Hon. Steve Largent (Committes on Science); Hon.

Duncan Hunter (Committee on National Security); Hon. Mike Parker (Committee on the
Budget); Hon. Jim Bunning (Committee on the Budget); Hon. John Murtha (Committee

~t

R-96% 301 594 3215 02-28-95 01:34PM P0O3 #34 e
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on Appropriations); Hoa. Bt;bm Vucanovich (Committee on Appropriations); Hon. Jim
Lightfoot (Committee on Appropriations); Hon. Enid G. Waldholtz (Committee on Rules);
Hon. Nick J. Rahall, II(Committee on Resources, Committea on Transportation and
Infrastructure); Hon. Christopher H. Smith (Committee on International Relations,
Committee on Veterans' Aﬁun), Hon. Andrea Seastrand (Committee on Science,
Committee on Transportation and Infrastructure); Hon. Todd Tiahrt (Committee on

&ntmnal Security); Hon. Linda A. Smith (Committee on Resources, Cammittee on Smail

Business); Hon. Dan Coats (Committes on Labor and Human Resources); and the
following individuals: Laurence M. Demers, M.D.; Camilla Hersh, M.D.; Donna J.
Harrison, M.D.; Earle W. Lingle, Ph.D.; Eugene F. DMQnd. M.D.; J. Walter Sowell,
Ph.D.; and Joel Brind, Ph.D., hereby submit this citizen petition ("petition") under
section 701 of the Federal Food, Drug, and Cosmetic Act ("the FDCA or Act™), 21 US.C. §
371 (1988 & Supp. V 199%), and its implementing regulations, 21 C.F-R. §§ 10.25 and
10.30 (1994). Petitioners specifically request that the Commissioner of the Food and
Drug Administration ("the Commissioner”) refuse to approve any new drug applications

@ NDA" submitted pursuant to section 505(:) of the Act, 21 U.8.C. § 355(b) (1988), for

P=QARX

RU 486 (m.n.fepmeom) for use as a pharmaceutical abortifacient.V/

.~-.~.

e
.

vV ThacommenhaubmimdharoinuelimjtedmRUMumgborﬁMsntdmg
product. 'I‘hupetxtwndoenmt,thmton,oppouoraddreummmamrthenseof
RU 486 in the treatment ofdueaaas such as breast cancer or meningiomas (brain .
tumors).

© 301 594 3215 02-28-95 01:34PM POO4 %34
MIF 006145

A,
Ay

e kel ol

Y .

3,",,:._,’“,.‘ ..

A,

vl
NERRE G P




12,28/98 TUE 13:41 FAX 301 594 3215 D DMSP/DMB ) Qoos

Law OPFCES
- MCKENNA & CUNEO

Dockets Management Branch (HFA-305)
February 28, 1996
Page 3

-—

o=
I -

A.  ACTION REQUESTED

Petitionars request that the Commissioner refuse to approve any NDA for RU 486
for use as & pharmaceutical abortifacient that does not contain adequate evidence that
the drug has undergone nonclinical and clinical safety and effectiveness trials. The basis
bp«ﬁﬁomu‘mqmti;fhiuwtorywdaudthnroodmdnmgmmmﬁon o
@ 12" ithhold approval of any NDA that lacks sufficient data to establish thats = -
drug is safs and effective for its intended use.¥/ AppronlomeDAthnisdovoidof -

the appropriate safoty and effactiveness data would not only be an express violation of l
the FDCA, but also an arbitrary andeapri&ouamncy.acﬁon. :-
Petitioners also are concerned that RU 486 could be approved in the United States
("U.8.") based largely on foreign data, with only limited safety data generated from
 studies conducted in the U.S. Because approval based on possibly invalid foreign data
and limited safety data would expose patients to significant and unreasonable adverse ;
risks, petitioners respectfully request that FDA considar the following factors in 4
any NDA for RU 486. v
« Foreign data that has not undergone a validation review by FDA may 23S
be unreliabls. - :
Because of the gravity of the potential risks of RU 486, it i imperative
that all safety concerns in ths potential populations affected by RU 486
be adsqataly addressed by NDA-genorated data
2  See FDCA § 505(d), 21 U.S.C. § 365(d). ,,
ReQ8X - 301 594 3215 02-28-95 01:34PM POOS5 #34

MIF 006146



12/28/9% TUE 1o:.1 FAX 301 584 3213 D DMSP/DMB

Law Orricas

-MCKENNA & CUNEO

Dockets Management Branch (HFA-:BOS)
February 28, 1995

Page 4

-—

.
I e

o Adequate directions for use of RU 486 cannot be provided in approved
product labeling, unless direct safaty/effectivensss issues are
sufficiently resclved and defined by reliable ecientific research.

e Unlikes treatnient for Acquired Immunodeficiency Syndrome ("AIDS"™),
advamdmmhhen&whuymuothunverdydnmng
Life-threatening diseases, alternatives to the RU 486/p
('RU 486/PG") sbortion method are currently available in the U.S.
Because alternative abortion methods exist, no novel or urgent medical
situation is present that requires FDA to expedite review or approval

. of an NDA for RU 4886 as an abortifacient.

R=97%

¢ The availability of alternative abortion methods should be considered
by FDA in performing a risk/benefit evaluation of RU 486 as an

In light of these considerationa, petitioners specifically request that:

(1) FDA audit all foreign data submitted in support of any NDA for
RU 486 as an shortifacient;

(0 No NDA for RU 486 as an abortifacient be approved by FDA
uniess the safsty and efficacy concerns presented in this petition
are adequately resolved;

(8) FDA not approve RU 486 in the absence of clinical and
nonclinical data that fully svaluate the potential adverse effects
on the health of women who take RU 486 and/or misoprostol and
anychﬂdnnbomaﬂ;oroxpocmtothendnp.

-— - &

4 mm&mmmgmdlwexpedmnszDAappmm
‘ procanﬁ:rlnyNDAﬁn'RUMfm'md:m.

(8) mmmmtmmmnumhmm
meats the stringent statutory and regulatory application
requiramants, the approved conditions for use should be strictly
limpited. In particular, thodrucproduetnhbohulhouldbeu
adequats divections for use, and complete contraindication,
complication and adverse reaction information. In addition, the
drug product should be accompanied by an approved patient
package insert. The labeling further should provide that

301 594 3215 02-28-95 01:34PM POO6 #34

MIF 006147

&oos

pEp g T

N

(yester

b 2

b AR

'
3%

\

T )
AT ‘.
i .-“rx' o vy
. .‘.«.',v:,ihni.' ST v.}p'!_..:m.-. o e



02/28/985 TUE 13:42 FAX 301 584 3215 D DMSP/DMB Qoo7

Law OrmicEs
© MCKENNA & CunECc

Dockets Management Branch (HFA-305)

February 28, 1995

Page § T
administration of the drug must be Limited to patients that are
under the direct supervision and care of licensed physicians
practicing in ambulatory cave facilities or hospitals that meet
tbe standards of the Joint Commission on Accreditation of
Healthcare Omnmﬁms

ki )._l\,}\- t‘{_ .", R &

B. STATEMENT OF GROUNDS

. This petition concerns FDA's statutory obligation to approve only those NDAs that
contain adequate evidence that the proposed drug is safe and effective for its intended -
use. Because there appear to be a number of unresclved safety and/or effectiveness

- questions associated with RU 486, FDA is statutorily obligated to withhold approval of g
any NDA for RU 486, a potentially harmful and toxic drug product.

7

1. FDA's Statutorv Mandate

Specifically, section 506(b)(1)(A) of the FDCA requires that an applicant submit as

putofanNDA.fnllrepomofmvemumthatelmblinhadmguubandeﬁem
'.‘n'ttsmtendodusey '

a) FDA May Only Approve An NDA That
—B ny 0 oaf

Section m&(ﬂmdﬂoalydeﬁmathemmmmdemtomort approval
of an NDA. msoecﬁéﬁpmvidu.inmlemtput.thatFDAmnstnfuutoappmany
NDA that does not include: (1) "adequate tests by gll methods reasonably applicable to

HEN HEEN I n I
lxccstnvc-elenhouc Line 'n;o - F:conns* ga‘ ggTsTrlnl-tltai fggg a?rsz; -

P0O07 #34
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show whather the drug is safe for use” under ite labeled conditions, ¥ or (2) su/ficient
information to determine whothetthodmchsaﬁformwxderthomdmndiﬁom.ﬂ
Potitioners aseert that a reasonable interpretation of these statutory requirements is
thatsaktydnhmaﬂmmhofthepopa}aﬁmaﬁuﬁdbytbeadminhmﬁmoﬁhe
drug must be provided before FDA may lawfully approve RU 486.

‘ The segments of the population affected by RU 486 include the aborting women
and their subsequent born children & Petitioners are unaware of any published dntaon_r
the effects of RU 486 on subsequent born children, and have identified only minimal data
on certain potential health risks to users, such as the risk of breast cancer after induced
abortion. Absent full reports of such critical data, FDA has a statutory obligation to

-—

-
=5 e

b

DMSP/DMB

refuse to approve an NDA for RU 486 as an abortifacient.

Because the agency has limited statutory authority to raquin'eontrolledpout-
'marketing studies, FDA relies on premarket research to evaluate the risk/benefit ratio of
‘dn(andiupotanﬁl]poct-appmnlrkh. Prescribing physicians and the general

public therefore depend on premarket trials as the source of reliable information on a
new drug. FDA should require such data on RU 486 with regard to all population
segments. BuﬁdﬁﬂﬁﬁydﬁahmﬁmdmtmlyhmAtonppmthodN&b\n

& " Ses FDCA § 505(d)(1) (emphasis added), 21 U.8.C. § 385()D).
&/  See FDCA § 505(d)(4) (emphasis added), 21 U.8.C. § 365(d)(4).
6/  The phrase "subsequent born children” is defined for the purpose of this document

as children born as a result of a pregnancy continued after a failed RU 486 abortion as
well as any additional children conceived and born after exposure to RU 486.

R=96%
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vahoto(l)dmlopadequahadh:ec!:innsfnruseofRUmnanabortifacient:@)lirovide
physicians with safety and efficacy information so that they may preecribe an optimal
abortion regimen; and (8) provids sufficient information to assist patients in making o
well-informed medical decisions.
b)  FDAMay Only Approve An NDA Supported o ﬁ
Section 505(d)(6) provides, in relevant part, that FDA must refuse to approve an kg
NDA when "there is & Iack of substantial evidence that tha drug will have the effectit . °
purporuorisr'epnuntedwhaveudorthawndiﬁonsofmpmcﬁbed,mmendoi }..
or suggested in the proposed labeling."?/ Section 505(d) defines "substantial evidence® to
mean evidence consisting of adeqnate and well-controlled investigations, inclnding |
clinical investigations, by axperts qualified by scientific training and experience to
evaluate the effactiveness of the drug invoivedd In daﬁnin.g "subetantial evidence,” FDA é’
has stated that a showing of clinically significant evidence of effsctivensss is required.¥/
'nrt.hn the Supreme Court has recognized that substantial evidence of effectivenass i
- necessarily entails a showing of some benefit to the patient 1Y Petitioners therefore M’

assert that an NDA spplicant for RU 486 must establish that the drug product is

rha
K

¥ .. 21USC. § 355
.8 21USC.§365d). .
;-9 - Bee Warner-Lambert Co, v, Hecklex, 787 F.2d 147, 155 (1986).

10/ See United States v. Rutherford, 442 U.S. 644, 553 n.9 (1979); Warner-Lambert
~ Co.v, Hockler, 787 F.2d at 166 (discussing United States v, Rutherfud.

R=96X _ 301 594 3215 02-28-95 01:43PM “P0OO3 #35
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_clinically ¢ffoctive as an abortifacient. Without such evidence, FDA may not lawfully é‘:
2. Foreign Data Must Comport With U.S. Standards To Support o
NDA Approval :
FDA regulations require foreign clinical studies submitted by an NDA applicant to .

@ wel-designed, well-conducted, and performed by qualified investigators. The trials &
also must be canducted in accordance with ethical principles acceptable to theworld -
community, or the foreign country's standards AV Additionally, foreign clinical data &

" must be applicable to the U.S. population and U.S. medical practice, and validated :‘- . z
through on-site inspections and/or submissions of case records or additional background - - ~::£
data and information 1 Foreign clinical data that fails to meet the above criteria o E

"eanmtbeamepwdbytho agency in support of drug approval. L

AwmthatmoetofthaavaﬂabkdamonRUmhubeenmtedmm | E ‘
onthndautolupportU.S spproval. Bmuuﬁumgndinwdtiahmmthmbeen ,
ctm&ncud under a.dequatl and well-controlled conditions, and/or under conditions that ek
mwpreaenmuv-ofﬂnU.s popnhﬂonofpoeentu.lRUMuuu.tbamuhould =
mmmmmmmmmmmammmmm 2
by ia NDA applicant t5 support approval of RU 486. The agency also should conduct in- R
1V See 21 C.F.R §§ 312.120, 314.106 (1994).

1%/ S#e21CFR. §314.106 (1994).

R=96% 301 594 3215 ° 02-28-95 01:43PM POO4 #35
MIF 006151



02/28/98 TUE i.:4u FAX 301 594 3215 D DMSP/DMB ' @o11

LAaw Ormices
" MCKENNA & CUNEO

Dockets Management Brannh (HFA-3085)
February 28, 1995 g

Page 9 =

depth validity audits of each foreign clinical trial relied upon by an RU 4868 NDA

applicant. Only those clinical trials that comport with all statutory and regulatory

requirements may lawfully be considered by the agency to support approval of RU 4886.

Petitioners believe that some or all of the known foreign clinical data may not comport

with U.S. standardsld and, therefare, any NDA which relies in whole or in part upon
. "‘icnstudioommﬁkobwmhﬂﬁomutthambcmﬁaleﬁdemmdud.

e .
.'lf!\.;‘l'{. [

"'
”

B T S

BRI

.

8. FDA Should Deny Approval Unless Safety/Effectiveness
Concerns Are Adequately Resolved

SN

AN 0N

a) RU 488 Alone Is Ineffective And Poses Significant
Adverse Effects, Complications, And Potential B
Ris) U

| —

| As a gingle-entity abortifacient, RU 4886 is relatively ineffoctive. 14/ There ia a
high incidence of incomplete abortionsid/ and ongoing prognanciesl®’ when RU 488

Dr. Meredoth Turshen has raised concerns about the accuracy of the complication e f;"' xg
failure rates being reported by foreign studies funded by Roussel Uclaf (the French S

- manufacturer of RU 4886), in light of the results that have been obtained by some

- independant researchers, which have not been published. Dr. Turshen was a fellow at

. INSERM (the French equivalent of NIH) during 1989-90. Sea Commaents by Dr. Turshen °

. at "Contraceptive Tec¢hnblogy: Promises and Palitics™ workshop at the annual meeting of

" the Am. Public Health Assoc. (Oct. 2, 1990); "Researcher suggests side effacts of RU-486

’gmboundompwtod‘ MO&.M 1990, at 8; Boston Herald, July 31,

1992,st25.

19 An average valus for the frequency of complete sbortion with RU 486 alomais
‘-_-;}jppxox.GS% WBOMFmOnwaOvuhtonethochotFerﬁhynaphton. i

i Two Treatment Regimens, 4 Hum. Rnprod. 718, 719 (1989) (bereatter "WHO Task Forcs,
- 1989").: Sea Table 1 for comprehensive statistics on complete abartion rates.

R=96% - 301 594 3215 02-28-95 01:43PM 'POOS #35
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‘.il.ulodduringtheﬁm‘evenﬂweehofmtaﬁon. An even higher failure rate is
- observed in patients with greatar body mass1? Incomplete abartion requires
surgical intervention 1& Incomplete abortions can also cause complications such as
heavy bleeding and intrauterine infection, and may lead to pelvic inflammatory
dissase and infartility. 1% Further, when a pregnancy was continued after

‘otno‘e continued from previous page)

rtion, 3 Women's Health Issues _ ~

171, 172 (1993) (hm 'Grim« 1993") Grimes, ot al.
Doge Of The Antiprogestin BU-488,

» Eaxly Abortion With A Singie
158 Am. J. Obnt.Gyn.lsm 1308 (1988) (hereafter
*Grimes, et al., 1988") (10% failure with 800 mg dose in women less than or equal to 49

| 'hyt&omhummmmm).mwotdmmm

e shad dad

' ediu . egimex 88, 38 Contraception 455 (1986)
(hmaﬂ:er'Bhoupe,etaL 1988")(80’6faﬂmmh:ghdmegroup 400 mg/day for 4 days
(N=5) or 200 mg/day for 4 days (N=05) -- all women within 49 days of first day of LMP).

* For statistics on incomplete abortion rates, geg Table 2.

RS
- :'
*
&
PN et
A
=
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L~ pde
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e

18/ WithRUmdonn.ﬁ'omssutoﬁsxofprepamaeonunu. See Table 0 for

Grimes, e} al., found that the risk of failure from RU 486 alone for women in the E
bodymmmupwmzzhmumaurthuthatofwmmtbbwm T ra
hodymmmm:dnd..ﬂnmu otd.. Predicta od Attemp _ . LR

; mu. lmm&aQWhMu[m@W]
putarthun 28.81 was 29 times the risk with index less than 20.25); pae also Grimes,
.~ 1888, at 172 (1968). Soe discussion infra Section 8.4.

| (1993)(hereaﬂ:ar Chan-.etd. mw(modicdhmmofpugnmmmkaf |
incomplete abornonthatnqmmrwlmmmon) ' 3

19 See Raymand, et al, RIJ 486: ncenti A

(hereafter "Raymond, et al., 1991')('I.ncomphtogbothon- nmmut.hntthe
products of conception are removed by conventional abornon methods. Inmplau
(Footnote continued on next page)
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unsuccessful RU 486 adminiz&aﬁom one child had severe deformities20 including
sirenomelia, a cleft palate and lip, micrognathia and hygroma 2V Sivenomelia is a
rare congenital malformation in which the lower extremities are fused.
As stated, one of the serious side effacts of RU 486 is:
dnmofé&euﬁwbleeding.mquhingmmym;nd

' ) sametimes blood transfusion. From published data it would appear that
the risk of this complication is [approx.] 1-2% when RU 436 is used

- (Footnote continued from previous page)
- evacuation can be accompanied by severe bleeding. . . . This adverse effect of RU 488/PG
+” "sbortion may lead to . . . pelvic inflammatory dueuo (PID) from infection, to infertility,
f’mdpouiblyuunnemeer‘) For statistics on the incidenoce of infaction with
' pharmneeuualabaﬁm, gee Table 8.

29/ &gPona ot al., Developm . X - - oy
© 338 Lancet 768 (1991) (hereaftar "Pom. ot n.l. 1991‘) (althoughthorem:chers eou]dn’t

determine whether the abnormalities were relatéd to RU 486, they concluded that "a
deleterious effect of mifepristone cannot be ruled out.*). See also infra Section 4.b.(l) and
.2) Micrognathia is an abnormality characterized by smallnees of the jaw, especially
the underjaw. Stedman's Medical Dictionary 875 (Sth ed. 1982). Hygroma is a cystic
swelling, usually of the neck area, containing serous fluid. See Stedman’s Medical
thmmm (smmmwmmm (28th ed. 1894).

- 1 YYOR i ation
-m“m4ﬁm.mpm¢2L27a989)(hmmr'8wmuﬂq1989') See

. also, Zheng Shu-rong, K € fapriston: : 3 China. 149 Acta Obet.
Gyn. Scand. Suppl 19 (1989) (hateatu 'Zhnng Bhu- 1989') (4 patients (1.84%)

suffared heavy bleeding, WMWMMMM‘RUM Tho

RU 488 Callaboration Group, Termination ) Znan 8

thmmmmdm%m-] OM&GVII-31(199°)(M

significant (177.4 mI] mean blood loss after complete abortion reported).
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* This has led researchers to conclude that the risk of heavy blseding is a serious 5;
cumpliunon that necesaitates easy access to a hospital 24/ - “
b)  BU¢861n Combination With msopmml &
When used in a two-step procedure with misoprostol, a prostaglandin, the . M
"orﬁhdemratoofRUnlSGhubeenahowntoimxem.W U.S. test protocols generally T
(Footnote continued from previous page) ; o ‘:
28/ Researchers have noted that the total amount of blood lost by women treated with |- . :75d
- RUﬁOumndmdmhaRUMGnmmotd 1989, .t27(1989) Tl

m (mmm).uw - 189 (1686). " sn-
(rsporhn(lbwervnlumeofbhodhumthRUMnmn[&nl(RUGﬂPG)v
117m1(BU486)]mwomenwhoabomdmthm49dsy-amwrhu)

.fi;j? Raonita, 49 C 111, 113-14 -m- -),
Bodser&Balrd. 1989 lt UKMulﬁeenmmLWAﬂm:m_Qf

. at 85; W, ot al., Clinic n Termix - 86 L E
mmmmmm 46 Contraeept:on 203 209 (199mw-wu, et
al, 1992"). -

PmQT7X - - .
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use a 600 mg dose of RU 486 followed by 400 ug of misoprostal administered orally. g
- However, three major issues have arisen with respect to the safoty and effectiveness of ,’,
this particular combination. First, researchers found that despite the increase in st
effoctiveness demonstrated over RU 486 as a single entity, the effectiveness of the two-
°* drug combination declines significantly afer the 7 week gestation period. In women less
| orequdtowidnysmemhm,tﬁhewmpleu abortion rate is 97.5%.28/ This rate L
to 80.1% in women at 50-63 days, and 84.4% in women at 67-63 days. 2V Asa -
. reault, researchers have concluded that the combination of RU 486 (200 or 600 mg) and. . _
- oral misoprostol (600 ug) is effective for inducing sbortion only in women of loss then 50 § =
dm amenorrhea. .At gestations greater than 56 days, "this combination may result in e .:E |
too many incomplete abortions to be clinically acceptable.*38/ - §

i zy For statistics on complete abortion rates using RU 488 alone, gee Table 1 (average
.4 -complete abortion rate [approx.] 63%); campare to complate abortion rates of 84.4% to
.ﬂmgkUdeornpndmmpmbluphBﬂdmmmbu(hhb()
Complete abortion rates of 75.3% to 99% using RU 486 in combination with other
'”'pmdandmlupbﬂday‘mmhoammdinmhb. ;

--:—';.'.ugga)mm stal, 1995°) cup.menofuthor 200 or 600 mg RU 486
’ .i'mdwmum“hnhhﬂ-

2 W T

28 Id.at 1502, Sgulummnn. Warn
mmhmmamcwmmmmemm
- efficacy of misoprostol following mifepristone is significantly lower in pregnancies above
- 49 days of amenorrhea. The efficacy rate drops to only 90% for pregnancies between 49
. and 63 days of amenorrhea, a value that is medically unacceptable.”).

et

~a"

el
:

-

R=96%
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_ Second, appmximatakvtilirty percent of patients do not aboxt the ambryo prior to . -
" leaving the clinic or hospital (four hours after misoprostol administration).2¥ This i
'owmbmmthephmabolodcolhsﬁmehmmwlmmedthﬂmmd )

& mho\nmmm‘pemdofntypwdmdmlabomonpm This is a gerious SIS
#“ pubhchultheommnma“themuornyofwomenexpemna soma pain during the : ,,‘
}” D oftheﬁatmandhewyhhedingmqmnngumndtaﬁonumthblyhmat f{

Third, researchers in a British study found that the RU 486/oral misoprostal -
~_combination results in a higher inctdanm of ongoing pregnancies (4% of 121 subjects) {- ; :fg‘g

* than RU 486 followed by other prostaglanding, such as gemeprost or sulprostone - R
~ (0.2%)3V The results of that study are supported by the outcome of a large, clinical ' f,i

- 29 ' ) i ' JLE " .
“wsuc&mammmawnmw,m&mlm -2

(2196);Peyton,otd., Garks ye v Wi nriston -3

l’ Dxally Active Pro atg szSN.EII&J mmaﬁﬂ)axﬂnm E

‘ 230 etd., 1998')(88.2!6mltuhland254%inmdyz),my et al., 1908 g%
(B&C%andzoﬁhnthom;mmgivn 2000!600ng0488) Thong, et al., What Do “?‘f‘_-j

ay Sgg'l'houg &&nd.'lssz, at 1008, reporting B |
.Thowmdmdmmgpmpamwnhthunmenu
slightb'htbtthm‘thatnmdmgamhmatmnd -

with gemeprost or sulprostons (Sylvestre ot al.

1990; UK Multicentre Trial, 1990). We have previoualy

ongoing pregnancies in two out of 21 women (up to 56 days

amencrrhea) who were given 200 mg mifspristone followed by L

(Footnote continued on next page) .
R=Q8X% 301 594 3215 02-28-95 01:43PM PO10 ”35“' "‘.:'-‘"‘.
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™ investigation in France. The results of the French study, which analyzed the
-+ effsctiveness of RU 486/oral misoprostol in 488 women (study 1), confirmed that the
* ongoing pregnancy rate with 400 ug oral misoprostal is four times highar (four women,
| 0.8%) than that ﬁonndinBﬁtainuainggempmt(lwom 0.2%).3¢ In conclusion,
although misoproetol increases the abortion rate for RU 488, its introduction into an
i nm;hnonoﬁﬁpnunum-ideubloﬁshud-ahtyeomﬁ:rthopnmt
« - -
As discussed in more detail below, the use of proetaglandin analogs presents
. additional safety risks to the woman as compared to RU 486 used as a single-agent

200u¢and400ucofmnopmtolmormmetd. 1991).
Therefore, in a consecutive series of 121 women treated with
mifepristons and misoprostol in our centre, the ongoing
pregnancy rate was 4% (85% CL 0.6-8.6%). In a consecutive
seriss of 470 pregnanciss (<86 days) tarminated with :
mmwandgummmbmrlmg)mm

' institution; there has been caly one ongoing pregnancy (0.3%).
... H the higher incidencs of ongoing pregnancies is confirmed by a
e larger study’ . ., the clinical usefulness of this combination of
S L nﬁmMmlmmmlﬁnmﬁmehnmlmwmld

- be in doubt.

, : MothuBnmhreuumhanmporwdaW(Spahenh)omu
pumnqnbmaumdl&pmumgordmmﬁmoug
.-: after 200 mg RU 486. El-Refaey & Tompleton, 1994, at 112.

: _vw ‘ iPey’ron.otal.. 1993.

._r“c;'.;:i' ) .
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. ¢) RU 486/PG: Increases Severity Of Adverse e
RU 486 Effects And Presents Separate A

EnnifeﬂocﬁveneaswunotmisamhthauuofRUm‘ndminopzutol,

~1791t08596pamnts analgesia needed in from 12.5 to 57.1% patients). For data p
reporhdﬁ:rRU%mthothsrpmtaglandms.anbh? MWHOW ' o

: i — GeFerﬁhty&Starﬂnwsz.SQ(lssl)
Chuuﬂ:ar "WHO, 1991') ('As antmpaud. mﬁapnttone—mducad uterine contractions and
npmlbhodmgmreusomtodthhlowerabdommdmwhchboumolhnm
. universal after gemeprost administration.”); UK Multicentre Trial, 1990, at 484 (where
~ :16% reported mild, moderate or severe pain the first 24 hours after mifepristone
¥ - 'vompared to 84% who reported pain 2 hours after gemeprost); Thong & Baird, 1992, at
‘ (11% reported abdominal pain before misoprostol administration and 85% 2 hours
ards); McKinley, ot al., 1998, at 1504 (83.6% reported abdominal pain before
V.-_’ misoprostal administration and 79.1% 2 hours afterwards). g

M ZhangShn-ron‘,lm at 22 (reporting a higher incidence of abdominal pain -

1" resulting from uterine cramping and diarrhea in women given RU 486 plus a PG); Thong
.y .5 Baird, 1992, at 1006-06 (reporting an expected increase in PG-related side offects 2

i hre. following administratipn of misoprostol, including vomiting, pain, faintness and

. disrthaa); McKinley,-et al, 1998, at 1504 (reporting increases in vomiting, pain, diarrhea
"and faioting 2 hrs. after taking misoprostol); UK Multicentre Trial, 1890, at 484 (where
:3% and 0.6% reported vomiting and diarrhea during the first 4 hours after mifepristone
..‘.mmpmdmzs%mdlsxdumgtheﬁut4hnmnftermepm) See also Sachs, A,

Abmmml‘im Dec. 5, 1994, at 45-46.

" For data on RU 486/oral misorostol abortion, gee Table 6 (pain reported in from i

(?ootnote eontnmed on next pm)
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3 1muu:u:u: offacts of prostaglandins are a decrease in pulse rate3d and low blood pressure
wlnchmly lead to cardiac arrest. One study reported a alight decrease in the mean
theandd;uwlxbbodpmﬁowhmm-ﬁarmmhdms&mﬂ/h

. addition, six women (1.2%) had "a substantial but transient decrease in blood pressure”

~ (the systolic blood pressure foll by more than 30 mm Hg and the diastolic blood pressure

. hy more than 16 mm Hg).3¥ Although transient, this is clinically significant

Qp«maion. an adverse event that should be carefully examined. o | d

d) Special Patient Populations Present Unique
Risks

.
S e
Lo By

R

.

e

. Because oféommonpre-exi-ﬁngeondiﬁou and disease states, RU 486 may never
7 hoasade and effective abortifacient for certain patients. Specifically, RU 486/PG

'*'@mwnnnwd&ompmpm)

(hereafter "Ulmann, et al, 1992')(reporhng8myourdnlmhrcnom(1fnal)and3
mdunmhypmnmnhroulpmmnnmn),mmm

Mifspristone/Sulorostons. 387 Lancet 969 (1991) (dncumngthenmdnth

ad mmmann.etll..lm Sss_lhﬂlmhtutedMAdidm

Mifepriston R6) A progesting 27 (1098) (hereafter "Institute of

“Mndnu 1mmmmmmaaﬁdm¢mmm«mmmw

w'aﬂ WHOMFomOnPMﬂ;WMeMO!FuﬁhWReMW R

it Of X ~ g ifepristone, 307 BMJ 582 (1993) (hereafter
,,'5""WHOMFm.lmmmdnsniﬁantdeaemmpulumdmednﬁrnﬁw >
" - hours after gemeprost (3-4 beats/min.)); WHO, 1981 (reported significant (P<0.001) -
dacrease in pulse rate during 4-hour period after gemeprost).

I 8V - Peyron, etal, 1993, at 1611.

88/  Id. (researchers attributed the hypotension to a vagal reaction secondary to
painful uterine cramps). : L

:{‘q:‘

?}C.n,.u .

Bl

. . [
RS R
0 RiA %
o ke s
R 1Rt
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j gboruon poses substantial adverse risks to women with: asthma, epilepsy, diabetes,
aﬁnuouma. ‘adrenal insufficiency, kidney disease, liver disorder, pulmonary disorder,
- cardiovascular disease, gastrointestinal disorders or intestinal disease, addisonian crisis
auacophbnh:.y prior uee of steroid medication, prior use of some non-steraidal,
. anti-inflammatory medications like aspirin, recent use of hormonal contraception or
noe of an TUD, recent Cesarean saction, anemis, sickle cell anemis, hematologic or
ation disorders, evidence of threatened abortion or ongoing spontaneous
i :mmagu, ectopic pregnancy, uterine fibroids or uterine anomalics 2%

; Othsr women may be subject to a greater risk of adverse reactions with medical

’abornonbeuunofa'hghormdm of complicating conditions. Four population

sogments may be at increased risk from this abortion method. The first population

. segment is African-American women. African-American women have a higher incidence
- of uterine fibroids than Caucasian women.A0 Thus, they may be at greater risk of

--‘_”xvmnodprodmofoonmphon. In cases where submucous uterine fibroids are present;
‘mm&nmbeatm:mmkofwbloedmgmdmhudcompham

kS The soeond populatun legmeut is composed of Native-American (American
Indum and Alaskd® Naﬂvu) and Mexican-American women. Thess women have a

-‘ml Thnhltnbggdonexpertmww of the medical literature cited in Attachment 2.

Y |1 R : BR8-1990, 83 Obst. & Gyn. 549
.,e’jf(1994)(ﬂbrmdnmmmuprnmpﬂmlqdhmfntsldifrmAmm
+ {'womnen and 29% of Caucasian women having hysterectomy); Kjerulff, ot al.,
+Hysterectomv And Race, 82 Obet. & Gyn. 767 (1998) (in study of more than 53,000
“hysterectomies, African-American women were more than twice as likely to have a
‘diagnosis of uterine fibroids as Caucasian women).
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1 RU486IPGaborhon.mchuloudappehto nausea, vomiting, and diarrhea. These side
~ affects, although not severe in the average healthy American woman, are much more

| - debilitating and may progress to more severe complications in a diabetic. Also, bacause

| tive-American women present more commonly with non-insulin dependent disbetes, -

- their diabetic condition may be latent and remain undetected at the time of RU 486 .

R R

3 Obeae women present the third population segment. Grimes, et al, 1990 found
. that the risk of failure of RU 486 as a single agent abortifacient was 2.9 times greater
‘;:hobenmonthanbrwomnmtbahwestbodymgronpmﬂud. Asaremlt.the
_researchers concluded thutmmphumacohmhcnmmhuhouldbeeonducudm
'ﬁoummooptmuldomc whichnuymtbethemﬂorallpammﬂ'l‘ho

rv mthntMadnmbaMRUMeﬁacyahomnpmbdmnWBO

e 15 “'ﬁ\‘n\i{,

s
L

ey
e 02

X 9DiabetuCue609

' mmmmmmnmmmswmnmcmsmmm i
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e

mady of RU 486 with sulproetone The WHO study reported that subjects for whom the

7 mthodhﬂ.dwmnmﬁunﬂyhaumthmthouﬁrwhomthomthodmuhadm
..+ complets abortion 43 Heavier wamen also appear to have an earlier onset of bleeding 44/

The fourth population segment is Asian-Amarican women. Thase females may be ‘

ltl.n increased risk of heavy bleeding and umaudwmphahomfoﬂowmz RU 486/PG
.ortmﬂ Researchers to date have not conclusively identified the cause of the greater
loodloumtlm group of women. _ -

.3’-'13' " Grimes, et al., 1990, at 913-14 (risk with a Quetelet's index
[wdght&g)lhmzht(mm muzthmzszlmzshmuthemkwnhmdaxhuthm
20.25); gea alag Grimes, 1098, at 172.

. Seg WHO Task Force, 1889, lt?ﬁ.?“(oubm'honRUMmlpm&M

65.7 + or - 10.2 kg those with complets abortion, 64.7 + or - 8.3 kg; and those
'iﬂlincumphtalbomm+u 10.6 kg). But see Thong & Baird, 1992 (complete S
“abuhonnumtmﬂunmdbybodymmdu;hawmr the study focused on the o
2 -clinical efficacy of RU 486/misoprostol abortion in only 100 subjects, notonpred:cwnd g
1fz‘ft-ﬂoduzum;mdul:ur:in:) T

{y WHO lanS&&hmonmwwme
(J;.admmmhadngmﬁ&mlym“wm1+a - 7.5 kg) and ponderal index
| i«g:a.u-ror Ommntﬁuwhommdtobbedaﬂ:umm(&7+a T.4%kg 2.06
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ngi m;-wugln" igh lnd do not smoke. However, even this population will not be free of

. heavy bleeding requiring medical intervention (up to 4%
of users);A7/

. polvncrabdmnmalpam(nptoulxofunu)dﬂ
. infaction (5% of users);#® and

o enrdmvmuhreondmomandaoudont-(uptol.z"of
users).i0/

' (Footuote eontumad from pre\no\u PGBB)
' 61 Pextility & Sterility 627, 629-80

i L (1994). (haruﬁor "Tbonneau. et al., l994')("'l‘hepahmt characteristics that correlated
" with failure were age over 34 years (6% <35 years versus 14% >34 years; P=0.05)...." ' ~§$§
CWemnﬁlvmdmhaMsmdethathMm)nanakﬁMfw -1

fnilun -However, age over 36 has been considered to be a risk factor for morbidity. . . .").

A‘U FordahonBU%almsopmtolabomon.mMg&Band.lmuﬁof
;.‘ .. users: 1 woman needed emergency curottage for heavy bleeding dus to incomplete
"+ -abortion; 3 women were given intramuscular ergometrine for heavy blseding at the time
“of expulsion of products); Peyron, et al.,, 1998 (0.4% of patients (2 women) in study 1 had
requiring hemostatic curettage, with one patient needing a blood
Bdaytahrmnopmtolwhenhomoglohm&nfrmla.OddltoGlddb

8 Bk dad

_ 'ormfectlondah mRUwa&pmﬂdm&mothuthnmuopml.m

—

W FordauonBUMoralmnoyrmtnhborhon.qumotdqlmamu(e
*women (1.2%) had & "substantial but transient decrease in blood pressure (more than 80
- .mm Hg for the systolic pressure and 156 mm Hg for the diastolic pressure) attributable to
=g vagal reaction secondary to painful uterine cramps.”). For data on RU 488 with other
+." “(Footnote continued on next page)
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. Because of the known contraiz;dicatiom. complications and adverse effecta of RU 486
 with or without a prostaglandin, petitioners beliove that, on balance, a proper
. risk/bensfit analysis requires FDA to refuss to approve an NDA for RU 486, absent o
compelling safety and effectiveneas data.

i .
SN

‘. . There is some statistical information on the number of women who suffer from

" immediata side effects of RU 486/PG abortion, such as fainting, pain, vomiting and

R : diarrhea Al However, published studies to date provide little information on the

8 ;mcxdonce of soeonda.ry complications discovered shortly after drug administration (e.g.,
34 mfachon) or eveq later (e.g., PID, infertility). This is partly due to study protocol
oficiencies that require follow-up only for a very limited time period after the abortion
3’9~ rocedm.iﬁ Data also are unavailable or incomplete because of the number of patients

‘-—.; T TS
PR *,‘;‘r;;:{?{in)\h A

i "

ootnote continued from previous page) R
prostaglandins, see Ulmann, et al., 1992(reportm38myoeudnlmﬁmbonn(1fatal)md -3
cases of severe hypotension after sulprostone injection). LR

2 .51/ ~ FDA should consider that complications with pharmaceutical abortion may result
g ‘regardlau ofwhomer the aborhon is complete S_eg Birth Control Trust, M]fenmm_ln

301 594 3215 02-28~95 01:43PM PO18 #35 o
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* who fail to return for follow-up examinations.8Y The lack of, or partially-completed,
';'3;:,:‘;' _fdflow‘up visits by patients impedes accurate reporting of latent complications and R

'fi'_-’: ﬁdveué'experiencea. Given the above factors, petitioners urge FDA to consider the ‘ k
‘s publighed incidence of complications for RU 486/PG abortion to be underestimated. '

o - Even with physician monitoring of the RU 486 abortion process, poaor patient
compliance with the procedure and ﬁ:ll&w-up program is a serious safety and &
. effectiveness concern. An acceptable lovel of safaty for RU 486 or RU 486/PG abortion is i

: . contingent on strict patient compliance, and adherence to an established follow-up b

- program 4 Lack of an effoctive means to ensure an adequate level of compliance in the

‘(Footnote continued from previous page) )
'_ﬁ.n.ll outcome of treatment was evaluated.“). Aubeny, RU 488 Combined With PG

: - ermination Of Pregnancy, 7 Adv. Contraception 339, 341 (1991)
(“burth vwit took plaoe on day 8-12 after expulsion.™); Wu, et al., 1992, at 204 ("On the PR ey~
day after medication, the woman returned to the clinic for evaluation of the result . .
E complete abortion could not be confirmed, further follow-up on the 14th day was

'L reqmred.") The remaining studies typmally follow patients until the onset of their next
* ‘menstrual period (one, two and four or six weeks after the RU 486 abortion procedure).
L _m UKMuluuntm 'I‘rial, 1890 and the WHO studies.

BT (hemaﬁot. "Rodger et. al. 1989')TCanful ﬁ:l]ow-up is essential following treatment to
o ‘exclude the presence of a continuing pregnancy.”); Peyron, et al., warned that *[e]ctopic
}‘ 1 ‘pregnancy is difficult to detect very early, and its posaible occurrence makes a follow-up
Wmt 8 to 15 days after the treatment mandatory . . . .* Peyron, et al., 1993, at 15612;
* Ulmann, et al., 1992, at 283 (RU 486/PG abortion i ls an "acceptable alternative to
,(Foomote ocontinued on next page)

=
o
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/ treatment population is a aex:ious drawback of medical abortion. Even under the s
_ carefully controlled conditions of a clinical trial, patient non-compliance has been a - 7

: problem. The UK Multiceatre Trial, 1880 reported that 9 women were lost to follow-up

. " befare investigators could confirm that the abortion was complete; 9,35% failed to return

7‘ - - for follow-up two days after adminisn'atidn of the prostaglandin; and 21.77% did not

. return nine days after receiving the drugs.55/88/

.(Footnote continued from previous page)

. surgical procedures, provided that . . . the protocol recommended by the manufacturer is

-.- “ Btncﬂy followed."); Rodger & Baird, mmmmmmmnm o

o1
[RRL

4,
SR
Lo

0
I

o LE 4
A L 0T
2
O
8

Al

1415 1417-1418 (198’7) (“The occurrence of mcomplete aborhon afber medxeal
4+,< termination of pregnancy . . makes careful follow-up a necessity.”).

%0 gl UK Multicentre Trial, 1990. A study by Ulmann, et al., indicates a lower, but still
was gignificant incidence of noncompliance: (1) 0.3% of women given RU 486 were lost to

-2.8% of the women in the study were lost to follow-up afier RU 486/PG administration.
4 Ulmann, et. al., 1992, at 280 (There were other protocol violations reported in this study: _
') 11.6% took PG ‘either before or aftar the protocol time (36-48 hr. after RU 486 intake); o
e, - and 13.6% had pregnancies bayond the 7 week protocol cut-off (i.e., more than 49 days - E

'~amenorrhea calculated from the first day of the last menstrual period). Id.

. B8/ - See alsg Grimes, et al.,, 1990 (2.5% of patients were lost to follow-up after RU 486
" administration; stuily 8id not include PG); Peyron, et al., 1993 (2.8% of the women in
- ptudy 1 dldnotmturnbtfollow-up after RU 486/misoprostol administration; and 27.6%
_:;, ,‘_' of the women in study 2°who had not abarted within 4 hours after 400 ug of misoprostol
dechned to taka madglﬁxonal 200 ug dooe), Henshaw. et al. ngnam_Q{Mgﬂgﬂ

.»,-',.

W 307 BMJ ‘714 (1993) (4% of pauents ina study mmpanng medxcal l:o surgtcal
,,‘ a abortxon dxd not mt'urn for ﬁollow-up vmt 16 days latar). mn, et al.. Mﬁmgr_Qf_le

Obst Gyn. 414 (1990) (7% 15%, and 13% of patients de not attend for follow-up at 7, 14,
. (Footnote continued on next page)
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e ; }'“Failuxe to reiurn and/or receive the prostaglandin analog significantly increases - "
- the risks associated with taking an ineffective dose of RU 486 alone.57 In particular,
talung RU 486 without a prostaglandin can be expected to increase the risk that surgical
mtervenuon will be necessary or that other complications will arise 5% Furthermors,

gocn'ota continued from previous page)
"&nd 28 days after PG administration, respectively); Thonnean, et al., 1994, at 628-29
'("Sixteen patients (4.3%) did not return for follow-up on day 14, and no data about either
- efficacy or complications are available for these women.”); WHO Task Force, 1893, at 534
-z "("Two women refused the gemeprost pessary .... Six other women received both
"+~ mifepristone and gemeprost and attended the follow up visit one week later, but they
2 1 defaulted from attending further follow up visita and attempts to contact them failed.”);
v Ind.mn Counul of Med:cal Reaeamh 'I‘ask Fome On Hormonal Conmcapum, A

xT-‘" ' i

L inati 3 ding Stud -. 49 Conmoeptm 87 91 97
o (1994) (4 patwnu (0 8896) d;d not come bac.k for the PG gel. 8 ﬁ)r peraonal reasons” and

I
ARG

- VSuppl. T CL688) ¢6.0% (18 petionte) mom Dot from and did mot receive the follow-
' -upoxamondale),Swahn&Bygdeman, lerminatiox With 486

e
VoY

Mifenristone) In Combinat 4 rrostag j .

v+~ Obst; Gyn. Scand. 298, 294 (1989) (hereafter "Svuhn & Bygdeman, 1989") (0 85% (cne
woman) withdrew from study 24 hours after RU 486 administration -- prior to PG

* administration - due to nausea); WHO Task Force, 1989, at 720 (0.4% (one woman) S e
"’*stopped RU486 and did pot receive the PG “for peraonal reasons unrelated to the TR

treatment . . .."- And 0.4% (one) was lost to follow-up.); Broome, Using Mifepristope In A
" Family Planning Clinic, 20 Br. J. Family Planning 11 (1994) (11.2% failed to keep follow
~up sppointment. "'ﬁm rata has become much worse in the last few months. . . .%).

»"351! . Ulmann, ot al., 1992 at 280-81 (reporting that the success rate was significantly
'flower(88 6% instead of 95.83%) in-the absence of PG administration and the incidence of

¢ ;" ongmng pregnancy was higher (4.6% as opposed to 1.2% overall)).

3 . ‘-'?é{
W ﬁal IgL at 281, Ulmann reported 4.2% of patients who did not receive the PG required cuEg
i i _‘ .vacuum aspiration or D&C because of incomplete abortion (compared to 2.8% of total B ]

i

“ (Footnote continued on next page)
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mmunoglo'buhn injection are at risk for rhesus isoimmunization and its associated

pheaus negative women who do not return for the prostaglandin and an anti-D N L

%c" complications in subsequent pregnancies. & Untimely PG administration (i.e., a time
" . hpu between administration of RU 486 and the prostaglandin less than 36 hours or
. greater than 48 bours) also reduces the method's effectiveness.60/ As demonstrated by

' - the UK Multicentre Trial and the Ulmann study, a significant number of women -- even t

.. "1 well-organized health care programs -. are at risk of receiving improper care and may
be exposed to additional health hazards because of poor compliance 61/

' Petitioners assert that there is no reason for FDA to expect that the prospects for ;,_
'p-at.ie‘nt compliance will be any better here in the U.S. than observed overseas. Dr. ' v
'~ Suzanne Poppema, owner of a Seattle abortion clinic, is currently participating in the

o 1The protocol £ollowed in most published studies calls for administration of an anti-
‘\'.D mmunoglobulm mocnon ﬁor Rh neganve women at the tame of PG admmatratmn.

-Obst. & Gyn. 1111 6993)5 Urquhart & Templeton, Eﬁ!ﬂ@d 3“3 Qﬂmmmmnm; I ) :
“-Medical Abortion, 335 Lancet 914 (1990). R

: Id. at 280-81. mmmnreporudthatthehmelapoebetwunRUMandPG
o vmtnke bad a significant effect on the complete abortion rate. This rate was highest
1, (95.8%) at 36-48 hours, but dx-opped to ©2.8% at leas than 36 hours, and 98.9% at more
‘Jf‘fjﬂla114uilnaurs

§_]J ;sUKMulﬁcentreTnal, 1990; Ulmann, et al,, 1992, at 283. See alao Wu, et al, ».J '
1992, at 209 ("It seems that the treatment regimen when followed carefully plays an S
-, important role on the effectivencss of the method.”).

e . R 1
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linical trials of RU 486/misoprostol. With regard to patient follow-up, Dr. Poppema s

.eomxhentod that even though U.S. clinics routinely include follow-up visits in the price of :

' ax abortion "we're lncky if 30% to 40% of these patients ever return."8% Without o aRigss

‘Ar:'i‘a'uurﬁnce of patxent compliance, safo and effective medical abortion cannot be provided.

4. ~  FDA Must Require Clinical Data On Unanswered Safety

ol

e,

R IT-.V-
L X e \
; ’6;‘:'“”;',‘}21’ ! ‘

S e
I DY

ﬁf iThere ; é’published medical literature on RU 486 which medical experts
'assume is aaentnﬁcally valid. However, this assumption may not be warranted and

301 594 3215 02-28-95 01:43PM P023 #35
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populations (e.g., Asian, Caucasian, and African-American women) and study designs.
%" Although the link is not yet universally acknowledged, studies which refute the link are
v.-zously flawed. For example, the studies of Vessey, et al., 1982 in England and

- ’data, 84 and a study on induced abortion in Sweden was only able to generate an odds
.'z.‘-ati—o:si'.g'niﬁcantly less than 1 by gross omissions.8¥ As a result, petitioners suggest that
f‘DAcafefu.lly review the design of any studies submitted by an RU 486 NDA applicant
fhat avaluata the abortion/breast cancer link. Petitioners also request that FDA refuse
'.pprove any RU 486 NDA submittad without methodologically sound studies with
laéhsﬁcally mgmﬁca.nt data on the association between abortlon and breast cancer.

R=86X = . 301 594 3215 ) 02-28-95 01:43PM
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- Petitioners believe that this data is critical for a comprehensive risk/benefit evaluation of
JEIRU 488,

: . VTo date, fifteen other epidemiological studies’ report data on induced abortion

1t "and breast cancer risk. All of them are consistent with increased risk. Seven of these£/
fare weakened by the lack of age matching of cases and controls,88/ one each in the former

.SSR (Dvoirin & Medvedev, 1978), Italy (La Vecchia, st al., 1993) and Denmark (Ewertz
i:;,lv& Duffy, 1988), and four in the US (Brinton, et al., 1883; Rosenberg, et al, 1988;
;*S;Ieﬁoseson. et al.,, 1998; Daling, et al.,, 1994). Nevertheless, only two of these do not report
4 elevated relauve risk ("RR") estimate (L.a Vecchia, et al,, 1993 [RR=0.9]; Moseson, et

o ;a.l. 1993 [RR-I 0]); while two of the seven report elevated risks that do not achieve

: gy Several studies are published in more than ons report.
: . See Dvoirin & Medvedev Role of women 8 reproductxve status in tho development

: : p K Bre ance] BBInt.J C&ncet215(1998)
;?.’(‘hena.fter 'IAVeoclm.. eto.l. 1998')('1‘hnstudyhuuppemdmat leastﬁmrupa.rata

H (1988) (hare&ﬁer 'Rgenb&s. et aL. 1988‘). Moeeson. ot aL m.lmmmm
B ) ast Capcey, 22 Int. J. Epidem.
'1000 (1998) (hereaﬂ:er 'Moseaon. et al., 1993')- Dah.ng et al. Risk Of Breast Cancer

' ship To bortion. 86J Nat'l Cancer Inst. 1584

301 594 3215 02-28—-95 01:43PM
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g The other eight studiesI? do compare breast cancer patients with age-matched
: ‘ntrols ome in Sweden and Norway (Adami, et al, 1980), two in Japan (Nishiyama,
" 1982; Hirohata, et al, 1985), two in France (Le, et al., 1984; Andrieu, et al, 1994) and -
. three in the US (Pike, et al, 1981; Howe, ot al, 1989; Laing, et al, 1993). Five of them
. report significantly elevated overall risks of breast cancer with induced abortion. Only
" Hirohata. et a1, 1885, Adami, et al., 1990, and Andrisu, et al., 1084 do not report a

'&_&I Thu study reports relative risks of 1.2-1.3, despite the fact that the median
panent age was 12 years greater than the median control age.

(1990) (hereaiter Adanu. etal, 1990'). thxyam. mmdgmgmmam
fincer. efocture SSShikokuMed J 333 (1932) (hm.fm "Nuh:yama.

P Ammrdam 1984) @eamr"la cta.l. 1984’) A.ndneu, eta.l. Wm
; . I8 Cancer Detecﬂon & Prcvenhon 61 (1994) (horeaﬂ:ar Andneu,

1981"), Howe,et oL, s i : 2 Under Age
iQ, 18 Int. J Epldem 300 (1989) (hereaﬁer "Howa, et al. 1989'), Lung.'et al. Bxg_m

A
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Y gtory Of The Disegse 51 Int. J Can“! 677 (1992) (8 large
cue-conu'ol utndy 'Mﬂ'an, Italy). In Italy, over three-quarters of legal abortions occur
nong. women who have a]ready had one or more children. See Figa-Talamancs, et al,,
15 Intl. J. Epidem. 348 (1986). This means
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ones (Laing, et al., 1998; Daling, et al., 1994) have shown no association
\ ;pontanaoun abortions and breast cancer, as has Rosenberg’s own research.17/
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. One'}’hypothesm advanced by Daling, et al, 1994 suggeste that spontaneous

\ i-'honskmajf oecur earlier in gestation than most induced abortions, thereby not

: g"w“o nen who aborted their pregnancy prior to 8 weeks gestation.

L stroger

strogen Receptor Negative Breast Cancer Or In Women Withou!

Brem Caneer Ree. Treat. 176 (1998).

301 594 3215 02-28-95 01:43PM PO30 #35
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elovnted both in cancer patmntsll/ and pregnant women 82 Removal of this protein ‘;‘.,‘.f
Nt 'E an 'through selective plasmapheresis has been used successfully in the treatment of B "E:E
ge"‘* g e
g

an cancersw and in the reliable induction of labor and abortion in animals 84/

PO

ISR A PN

rmy !,'L,i).! n Obtained From The

87 Proc. Natl Acad. Sci. 8781 (1990). }
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whxle more research is needed to detail the long term effedta of int:erruptad

: aWn are dxﬂnrent eventc, and that the latter is associated with an increased risk of
' mmum, FDA has a

”.n :inphﬁes suoceptﬂaihty to breast cancer in laboratory animals, in order to

ahng, ét ai.. 1994, have suggested a paxﬁcularly strong link jn women with a

isipoint in order for

B6.

Hents who are
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3 eta'b"lﬂl (1990)-(hmafter "Laue, et al., 1999")6115tudy designed to examine

301 594 3215 02-28~95 01:43PM P033 #35.

" MIF 006180



027_28/954:TL“E lo:24 FAX 301 584 3215 D DMsP/ DMB @o40

%h‘]cKENNA & Cuneo
%~’$¥ et

s fﬁ, Fagl .
W Docketa Mmagement Branch (HFA-305)
:.< February 28, 1995

: __ﬂg‘ 38 -

IO : ' T4 86: No Co ation To Clinical Performance Of

hdocnnolom 298 (1990)
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*uild ’up does occar, RU 486, because of its pmgestaxone—like activity, may

'Abortion Stirvsillance —~ United States, 1990, 42 (SS-6) Morbidity &
pekly Report 29 (Dec. 17, 1993).
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(5) Blood Loss in Asian-American Women

Although researchers have been unable to identify the cause. Asian women appear
to be affactad differently by RU 486 than Caucagian women. In particular, Asian women
may be at increased risk of heavy bleeding and its associated complications with medical
abortion. A World Health Organization "WHO") study found a significantly longer

‘nau'on of bleeding in Chinese women than in non-Chinese women.2¢/ Another study. |
performed by Chan, et al., compared blood loss in Chinese women after vacuum |
aspiration with blood loss after administration of RU 486/gemeprost. The researchers
found that Chinese women who aborted using RU 486/gemeprost had a significantly
greater degree of blood loss than those who aborted by vacuum aspiration 82/ In
contrast, a study involving Caucasian women did not demonstrate a significant
difference in median blood loas batween gubjects undergoing surgical and medical
abortions.2 Based on these results, researchers speculated that “the discrepancy might
be due to a racial difference” since "changea in the coagulation system in the Chinese

96/ WHO, 1991, at 35 (when both study groupas [repeated doses and single dose

RU 486] were combined, the difference between Chinese and non-Chinese subjects was
significant (Chinese womgy: median - 12 duys bleeding; range - 3 - 48 days, 95th

percentile: 37.6 days, n=115; non-Chiness women: median: 10 days bleeding; range 2 - 54

days, 95th percentile: 23.8 days, n=224; P<0.01]). Byt 3¢, WHO Task Farce, 1993, at

534 (reporting no ngmﬁcan difference between Chinese women and non-Chinese

subjects). - )

97/  Chan, et. al, 1993 (2 women (2.08%) required emergency suction evacuation for
heavy bleeding; becausge of heavy bleeding, researchers concluded that “strict supervision
is mandatary” for RU 486/PG abortion).

98/ Id. at 93 (commenting on a study conducted by Rodger & Baird, gee Rodger &
Baird, 1989).

~96X 301 443 8811 Aronn ne --
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women as a result of hormone treatment are different from those in Caucasian
women."?? Chan, et al., also speculated that differences in blood loss might be explained

by differences in abortion procedure. Specifically, the use or non-use of syntocinon
during vacuum aspiration may have an effect 100/

Petitioners assert that the above hypotheses must be tested by valid scientific
.udy before FDA considers approval of any RU 486 NDA. Without such data, adequate -
directions for the use of RU 488 in women of Asian descent cannot be provided in
approved labeling. Also, and perhaps most importantly, data that conclusively
demonstrate an adverse effect or an increased risk factor with use of RU 4886 that is

specific to a racial group weighs strongly againat approval of RU 4886.
(6) Increased Vulnerabllity to Infection/Disease

The risk of immunosuppression must gain greater attention as RU 486 abortion
studies have reported infection following RU 486 administration. If women receiving
.U 488 become immunosuppressed (due to RU 486 alone, RU 486 and RU 486-elevated
cortisol, or RU 486-elevated cortisol and misoprostol), they will be more susceptible to

infections, particularly genitourinary infections:

22/

Haemostas. (th) 263 (1982))
100/ Id.

-~96% 301 443 8811 02-28-95 02:41FPM
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After administration of a single dose of RU 4886, cortisol levels rise and remain
significantly elevated for at least 72 hours 101 Unpublished data also indicates that
misoprostol produces an increase in serum cortisol in women.102 Cortisol, as a type of
glucocorticoid, is known to adversely affect the body's defenses against disease and
injury.l8¥ In addition. RU 486 itself may have a negative effect on the immune systam.

‘he few gtudies that have examined this possibility are limited and inconclusive but
suggest that further research is necessary.104/

For instance, Van Voorhis, et al., reported that women taking RU 486 in
abortifacient doses achieve serum concentrations of RU 486 that act in an

101/ WHO, 1991, at 37; Spitz & Bardin, 1998, at 411. See alsg WHO Task Force, 1989,
at 721; Swahn & Bygdeman, 1989, at 298; Shoupe, et al,, 1986 at 457; Swahn, et al,,
1989, at 24.

: i - inic erience, 31 Dig. Diseases
& Sei. 478, 518 (Feb. 1986 Suppl.) (huroaﬂ:or "Hornn.g & Nuoon. 1986").

108/ Namely, glucocorticoids reduce fluid movement from the blood to the tissues;
decrease the permesbility of blood vessels. This limits leukocyte migration to the sits of
tissue injury and reduces the body’s ability to fight invading bactaria. Also research
suggests that ghucocopticpids affect transpart of glucose, amino acids, and RNA in
lymphocytes; and down regulate gene transcription within the lymphocyu They also
affact the intracellular ability of neutrophils to destroy ingested microorganisms and
aﬂbct protam expromon in ly-mphoul ciuuel and lymphoid function. Schulster, et al.,

v » maones 282 (19786).

Metah 1195 (1989) (hereaﬁer *Van Voarhis, etnl. 1986"); Bertagna, et al., Peripheral
86 I Max, 28 Clin. Endocrin. 537(1988), Emile, et

M&Mﬂl_ﬁ& Slmmmwlosy Lottnr- 183 (1984) ]
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immunosuppressant manuner, and further augment the suppression of immune function
caused by cortisol12/ The Van Voorhis study indicates that further research, in
particular, in vivo studies in women and in vitro studies on a broad assortment of white
blood cell types, should be conducted. This research is needed to clarify the
immunosuppressive activity of RU 486 itself and the synergistic effects of
.rtisol/RU 486. Petitioners urge FDA to consider the potential adverse impact on our
growing AIDS population of approving RU 486 without definitive answers in these areas. -

Two studies have reparted enhanced immunosuppression with misoprostol or a % '
PGE1 analog used in conjunction with immunosuppressant drugs. 108/ The Moran, et -
al., study mentions unpublished data that misoprostol acts to anhance the

immunosuppressant activity of steroids.}0Z/ Because RU 486 elevates blood cortisol (a

steroid), further investigation into the possibility that cortisol and its

'm/ Van Voorhis, et al., 1089.
106/ Redgrave, ot al., An I

Svnthetic Prostaglandin Anglogues, 23 'l‘mwplant Proceed- 346 (1991) (an mmm
study which reportad thas a PGEhnalo. enhanced thn unmunoauppnmt eﬂ?ectl of

cyclosporme) Mora.n. et al, Pravention Of Acnte

Em_d,nmng_, 322 N Eng. JrMed. 1188 1187 (1990) (he!eaﬁar 'an. etal, 1990")
(reporting that misopiogtol acted in a synergistic manner with two known immunosup-
pressant drugs -- cyclosporine and prednisone (a glucocorticoid) in an in yivg study of
kidney transplant recipients). By itself, misoprostol has not demonstrated any adverse
eﬂocuondu immuna system. Sg_gWaymnck. etal,,

Effect Of Prostaglandin E On
T : 26TR 175 Surg. Gyn. & Obetet. 329 (1992);
Hertmg & N‘m 1986 at 515 Moran. et al, 1990, at 1187.

107/ Moran, et al, 1990, at 1187
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immunosuppression may be enhanced in the presence of misoprostol is important. Such
research should be designed to demonstrats the extent of immunosuppresaion, the
molecular mechanisms involved and the subpopulation of white cells (e.g., monocytes,
lymphocytes, ecsinophils, etc.) affected.

(7) Interference with Transport of Other Drugs’Hormones

Since the human alpha 1-acid glycoprotein (AAG or orosomucoid) is the main
plasta transport protein for basic drugs (e.g., imipramine), acidic drugs (e.g.. warfarin), .
and other ligands (e.g., progesterone), it is imperative to study the interactions of RU 486 ;_
and its prime plasma protein transporter-AAG. RU 486 binds strongly to AAG "
variants.108/ Petitioners are unaware of any studies that explore competitive binding of
RU 486 and other drugs or hormones. This research is required to rule out the
possibility that RU 486 may compete with other drugs or hormones for AAG tranapart,
thereby slowing or blocking the transport of these raedications or hormones.

(8) Impact on Future Fertility

Although there are anecdotal accounts of a return of fertility in women who have

—— - -

taken RU 486 with, or without a prostaglandin, 10 petitioners are unaware of any

(1993). Bree.etal.. omparis i jeE
Yariants Of Human Origin, 300 Pros Chn Bml. R-- 405 (1989)

109/ See Grimes, et al.. 1988, at 1311.
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scientific data on the long-term effects of these drugs on the future child-bearing
potential of women.

In light of the foregoing discussion, petitioners urge FDA to reflect on the known
risks and the potential emergence of post-approval risks to RU 486 users. Pre-marketing
studies and studies supporting foreign approval of RU 486 may not be adequately

‘aiened to detect or measure serious adverse ¢ffocts that are infrequent or latent (like

And/Or Misoprostol
o

R=96%

those associated with DES). Petitioners assert that there are sufficient quantifiable
safety concerns and unquantifiable potential health risks that warrant requiring further
study of the effects of RU 486 on users. In view of the availability of alternative abortion
methods. there is no compelling raason for FDA to approve an NDA for RU 486 as an

abortifacient, particularly when the known adverse effects and potential health risks to
women are taken into consideration.

b) Children Born After Exposurg To RU «86

Although RU 486 has besn used to abort human pregnancies since 1982, there are
limited data on the effocts of RU 486 or misoprostol on an embryo that is carried to term

despite administration of these drugs to the birth mother. For subsequent born children,
there are insufficiant clinical data in the following areas:

(1) ~ Risk of Congenital Malformation in a Continued
Pregnancy

The risk of congenital malformations in children born after a failed RU 486
abortion must be defined further. Since a significant percentage of pragnancies continua

301 443 8811 ) 02-28-95 02:41PM
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despite the administration of RU 486 or RU 486 with a prostaglandin.il¥ the issue of
deformities is not theoretical.

Risk Associated with RU 486 -- Research has shown that both mifepristone, and
probably its major metabolite, cross the placenta.lll! There is limited and contradictory
ta on whether the direct action of RU 486 on "the trophoblast/placenta might result in
retardation of the embryos and contribute to the birth of children with ’

abnormalities.”112/ [n animals, two studies have demonstrated teratogenic activity of
RU 486. A study by van der Schoot & Baumgarten, involving the neonatal

administration of RU 486, resulted in behavioral and anatomical defects in male and
fomsala rats. 113 In fomale rats, developmaent of the roproductive tract was permanently
affected. Abnormalities occurred in oviduct and ovarian capsule atructure, as well as the

110/ With RU 486 alone, from 8.3% to 46.3% of pregnancies have continued. See Table
9 for complete statistics. After RU 486/oral misoprostol administration, from 0.45% to
5% of prognancies have continued (e99 Table 10 for statistice); and after medieal

bortion with RU 486 and other prostaglandins, from 0.4% to 6.2% of pregnancies have
continued (sge Table 11 for statistics).

o7 BrJ ‘Obst. Gyn. 406 (1990b) (heaﬁ:er

Hxll otnL. 1990b') Frydmw- ot al it Lancet
1252 (1985).

112/ Raymond, et al, 1991, at 76-79.

lﬁl van der Bchoot & Baumsarten, wmmm_m

] rig nQoa 90J.Repmd.Fett.
255 (1990)
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development of anovulatory polyfollicular ovaries during adulthood. There was
interference, after some delay, with normal ovarian cyclicity and reduced fertility
(smaller litters). A temporary suppression of adrenal gland growth was noted in both
male and female rats. In males, permanently retarded testicular size and growth, delay
of puberty and reduced growth around puberty cecurred. Male rats also oxhibited a

@ :iuced capacity to ejaculate. This deficiency in male sexual behavior resulted in

relative infertility. Finally, early exposure to RU 486 resulted in the expresgion of -
female sexual behavior in adult males.

; e—vw

A study of rabbita reported various anomalies in fetuses that were not aborted
following mifepristone administration. These included skull deformities, non-fused
eyelids, absence of closure of the vertebral canal and extremely small size. 114/ On the
other hand, no evidence of teratogenicity was found in a limited trial of monkey embryos
exposed to RU 486.11%/ Nevertheless, researchers cautioned that "this study and our

.conclusions are imited by the small numbers of observations, as well as the particular

(herenﬁer "levestre et al. 1990") (deformmeawem pon;edly atmhnted to uterine
contractions seconddry to decreased progesterone activity.").

115/ Waolf, et al., T' ce_Of Perinidato ima b: ure [
Vitro And In Vivo, 41 Contraception 85 (1990) (hereafter "Wolf, et al., 1990");

Raymond, et al., 1991, at 78.

Om3R% ant 347 221 72-2%-38 222 RY LEACT -2
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conditions tested here."l18/ "[W]e cannot be assured by the data precented here that
exposure to RU 486 is never teratogenic. . . "7/

In humans, there have also been mixed reports. Dr. Andre' Ulmann, Medical
Director, Rousssl Uclaf, reported that six children born after failed mifepristone
abortions are normal.\l¥ However, one fetus exposed to RU 486 in early pregnancy had
‘multiple abnormalities, including sirenomelia (fused lower extremities), a cleft palate -
and lip, micrognathia and hygroma.ll9/ Although the observations were reported to
Roussel Uclaf at the time of occurrence, data necessary for an objective evaluation of

v

these cases, such as follow-up studies on lost-to-view women who have taken

mifepristone and other pharmacovigilance data, are still unavailable today.120/

116/ Wolf, et al.,, 1990, at 80.

117/ Id. Furthermore, one study in mice found that RU 486 retarded embryonic

development in vivg and acted directly on the embryo, interfering with its development

in vitro. Yang & Wu, BU 486 Interferes With Fex Transport And Retards The In Vivg
@ AndIn Vitro Develooment Of Mouse Embryos, 41 Contraception 551 (1990).

118/ Institute of Medicine, 1993, at 28.

119/ Segq Pons, ot al, 1991 (although the researchers couldn't determine whether the
abnormalities were Telated to RU 486, they concluded that “a deleterious effect of

mifepristone cannot be mled out.”). For explanation of micrognathia and hygroma gee
infra footnote 21.

120/ See Pons & Papisrmk, Mifepristone Teratogenicity, 338 Lancet 1332 (1991). In
addition, the published studies on human fetal exposure to RU 486 during the second
trimester are inconclusive. Hill, et al., 1991 found no mmmuy_gmﬁmntm
fetal concentrations of progesterone, oestradiol or cortisol, but a significant increase in
fatal aldngterone nccurred 4 and 24 hours aftar drug intake. However, researchers
concluded that “(t]he importance of the increased fetal aldosterone levels is uncertain. In

view of the small number of patients in each group this may have occurred by chance and
(Footnote continued on next page)
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Risk Associated with Prostaglandins -- Prostaglandins have been reported to cause
deformities in both human beings and animals.12l/ In particular, misoprostol has been
associated with two specific types of anomalies in children. Five cases of a frontal and/or
temporal defect in the skull without other anomalies were found in babies born to women
who had taken 400-600 ug of misoprostol orally and/or vaginally in the first

ester.]2% Gonzalez, et al., reported seven children with iimb abnormalities, four of
whom also had a diagnosis of mobius sequence.12d/ The mothers all had taken 200-1800 -
ug of misoprostol orally and/or vaginally between 4 and 12 weeka amenorrhea to attempt
abortion.124 It is still unclear as to whether these deformities were directly caused by
misoprostol. 12y Fonseca, et al, concluded that *[a) deleterious effact of misoprostol plus

e kad do

(Footnote continued from previous page)

similarly because of the study size, any effect of mifepristone on the other parameters
studied cannot be totally excluded.” ]d. at 461. See also Hill, et al., 1990b.

121] Silvestre. et aL. 1990 Raymcmd.. ot al. 1991 at 89—90 Schonhofer, Brazil: Misuse
Misor A Ab 3Cis i Hormations, 337 Lancel: 1534 (1991);
Fai - e

Rmﬂ_w_mm 102 J. Pediatrics 620 (19883).
122/ Fonseca, et al., Mis:

_ P06 j atjons, 338 Lancet 56 (1991);
Fonseca, et al, Mjgmm_m_l_ﬂu.s_m:m; 838 Laneet 1594 (1991) (hereafter
"Fonseca, et al., 1991").

128/ Mobius syndrome is ﬂuu'aaenzad by congenital facial diplegia and a

developmental bilateral facial paralysis associated with oculomotor or other neuralogical
disorders. See Stedman's Medical Dictionary 1391 (5th ed. 1882).

Emgx. 47 Am J Med Genetms 59 (1993) (hereaﬁ:er "Gonzalcz, et o.l 1993").
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mifepristone on the development of the fetus cannot be ruled out. Firm evidence on
freedom from congenital malformations is needed hefore this drug [misoprostol] can be
promoted for use in pregnancy termination,"i26/ Therefore, petitioners assert that

additional data must be collected ta quantify the risk of congenital malformations in
children born after failed RU 486 abortion with or withnut a prostaglandin.

(2)  Risk of Congenital Malformation in Future Generations

RU 486 and two of its major metabolites cross the blood-follicle barrier of human
pre-ovulatory follicles. Cekan. gt al., found high enncentrations of RU 486 and its
metabolites in the follicular fluid 127 This raises serious questions oa the effect of

T

(Footnote continued from previous page)

125/ Many children exposed to misoprostol in utero appear normal. Schuler, et al,,
obtained information on 17 babies born to women who took misoprostol as an

abortifacient during the first trimester and did not abort. No major malformations were
und, although ona child had a preauricular tag. Schuler, et al, Teratogenicity Of
339 Lancet 437 (19992). "However, . . . we cannot evaluate the exposure risk

since we do not know the drug effect in embryos (or fotuses) that are aborted." Gonzalaz,
et al, 1998, at 64.

126/ Funseca, et al; 1694.
121/ Cekmetal.

Reprod 131 (1989) (reeearchera note that "the morp holomcal appearance and clsavage
rate of the cocytes fertilized in vitrg were not affected by the treatment with RU 486").
Howevaer, the fertilized eggs were dnly developed to the four- to eight-cell stage. And "the
developmental capacity of the cocytes after fertilization ip_vitro could not be fully
determined, since the cleaving embryoa were not replaced in a recipient uterus." See
Rnymond et al. 1991 at 75 (cxtxns Messinis & Tompleton, Ihg_Eﬂm_Q{Ihg

Q .9 Q
Humm_mggmg, 9‘5 Br J Obat & Gyn. 592 (1988) (berea.ﬂ:ar 'Mesamu & Temploton,
(Footnote continued on next page)
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RU 486 on the thousands of immature eggs in the ovaries of a woman that has been
exposed to the drug.

(3) Risk of Premature Delivery in Continued Pregnancies

Furthermore, data must be eollected to assess the risk of premature delivery in a
.ntinued pregnancy due to the softening and dilation of the cervix caused by RU 486.128/

Petitioners are unaware of any such published data.

(4) Related Risks

P —yw

A study conducted by Wiedemann, et al., raises questions about the potential
effects of RU 486 (and its metabolites) on fetal brain development, in utero fetal sleep
patterns and fetal cortical development.l2 Petitioners are unaware of any studies

conducted on the foregoing effrcts, or on the effect of fetal exposure to RU 486 on an
infant's normal postpartum sleep patterns.

carcinogenic, teratogenic, reproductive or behavioral poat-birth effects of fetal exposure w

In addition, petitioners are unaware of any published studies on the potential

RU 488 and its metabdlitds. Given the tragic experience with diethylstilbestrol (DES),
these potential risks to subsequent born children exposed to RU 486 in utero should be

— -

(Footnote continued from previous page)

1988"). Interestingly; the women who received RU 486 had fewer eggs which fertilized

in vitro as compared to the controls, although the difference was not statistically
significant. Messinis & Templeton, 1988, at 393.

128/ Spitz & Bardin, 1993, at 417: Grimes, 1993, at 173.

Rmw36% 301 443 8811 02-28-9% 02:41°M PQ13 829
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quantified by clinical data. Also, the possible adverse effect on fetal development of a
rise in fetal cortisol levels induced by RU 486 should be studied.i39/

Petitioners believe that there existe adequate concern for the safety of subsequent
born children to postpone the approval of RU 486 pending: (1) the development and
implementation of a voluntary RU 486 pregnancy registry, and (2) the generation of data

.1 the potential mutagenie, carcinogenic, and reproductive effects of RU 486 on children -
born to women that received RU 486 during their pregnancy.

5. 1f Approve Mandates Labeli

T

Notwithstanding the above discussion, should the Commissioner find that an NDA
for RU 486 as an abortifacient meets all statutory and regulatory requirements,
petitioners request that the Commissioner place stringent limitations on the terms and
conditions for use of the drug. To accomplish this objective, the agency should require
that: (1) the labeling of the drug bear the limitations and conditiona sat forth helow; and

2) the drug be accompanied by patient brochures to assist patients in making
well-informed medical decisions.

——— am B

(Footnote continued from previous page)

128/ Wiedemann, et'al; in a limited study, examined the role of glucocorticoids in sleep
and demonstrated that RU 486 as a gluooeorticmd reeeptar blocknr disrupts aleep
patterns. See Wiedemann, et al , 2 : : :
Axnd Nocturnal Sleep Pattern, 241 Eur. Arch. Psych Clm Neuroau 372 ( 1992)

130/ Hill. et al., 1991 reported “a trend to higher . . . fotal cortisol concentrations 24 and

48 h after treatment, [however,] this increase failed to reach statistical significance. .. ."
Id. at 460.61.

T=QR¥
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a) Indications And Usage

In ordar to minimize adverse health riaks, the following information must be
included in the labeling for RU 486:
(1)  Approved only for use by physicians in ambulatory care
facilities or hospitals that meet the standards of the Joint

Commisgion on Accreditation of Healthcare
‘ Organizations.
(2)  Approved only for use as an abortifacient in conjunction
with prostaglandin analogs.

(3) Approved only for termination of pregnancies documented
by wltrasound to be intrauterine and within 49 days
amenorrhea.

Based on a review and medical expert evaluation of published scientific literature,
petitioners believe that ambulatory care facilities or hospitals that meet the standards of
the Joint Commission on Accreditation of Healtheare Organizations are required to

‘ntrol the riaks of RU 486/PG abortion. This procedure requires the available surgical
staff, roguscitation equipment, and adequate blood atores that only an accredited
ambulatory care facility or hospital can provide. By

e~ - -

Purther, although pehtwners believe that the RU 486 abortion procedure cannot
reach a controllable lave] of safety regardless of the approved conditions for its use,
peﬁfioners request that in the event that RU 486 is approved as an abortifacient, it be
approved only for use in oon]uncm;n with prostaglandin analogs. RU 486 used in

131/ See additional discussion infra Section 6.

=96% 30 447 230
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and offectiveness, than as a single agent.

I f‘urthermo:e. the RU 486 abartion regimen requires precise gestational dating to
| mu.umxze the risk of incomplete abortion and excessive bleeding. Effactiveness of
|  RU 486/oral misopmstol decreases from approximately 96% thh.m 49 days amenorrhea
'nly 89% within 50-63 days amenorrhea.li2 Also, the amount of blood loss increases
. significantly with advancing gestation.l3¥/ A sonogram provides the most accurate ~
_;i"i_».;-lf"‘.measure of gestational age presently available.li4 Requiring vaginal ultrasonography or

N a peh,qc ultrasound scan as part of the procedure is essential in order to avoid the risks
associatad with RU 486/oral misoprostol after 49 days amenorrhea.

4
&

NG A

““methods include: (1) patient's menstrual history (least reliable method - pred.wmre only
“%.t0.within a margin of 8 weeks with 80% confidence, even if date of last menstrual period i
--is known with certainty); (2) pelvic examination (inaccurate to plus/minus 2 weeks; with L mE
I retroverted uterus (30% ofwomen) inaccuracy reaches plus/minus 4 weeks); (3) maternal w3
. perception of fetal movement (only useful as "rough estimate™); and (4) measurement of y
fundal height (useful only to corroborate other clinical estimations of gestational age).
-"Danforth & Scott, Obstetrics & Gynecology 263, 365-68 (5th ed. 1986); Hern, Abortion
DPractice 69-70, 109, 207 (1984) (sonography "appears to be considerably more accurate
.. than are menstrual dates and even a careful examination by an experienced
physician.” Any doubt concerning length of gestation should be checked by real-time
ultrasound examination.).

LA
N
e
~
L
~—
A
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o A sonogram' also provides an effective means of confirming that the pregnancy is T

LU

| myometnum, making the drug ineffective for extrauterine pregnancy.l¥ An untreated '5“
ﬁ;?ct’;;m prégnam:y puts a woman at continued risk of serious complications, such as t
i y?_efﬁ ‘extrauterine hemorrhage.l3¢/ Requiring a sonogram reduces the risk of the drug “;

; g;gused inappropriately in a patient with ectopic pregnancy. j%

b) Contraindicati

_ The subpopulation of potential RU 486 users for whom the safety of RU 486/PG
* abortion cannot reach a controllable level is extensive. If RU 486 is approved, petitioners
.- believe that the following contraindications must be noted in the labeling for the drug,

et r ;‘n‘x;- ;:] J.‘j'-f"\
AN WAL S U ROV v i

(1) Contraindicated for termination of pregnancy greater
- than 49 days amenorrhea.

(2) Contraindicated for termination of pregnancy in women
with asthma, adrenal insufficiency, cardiovascular
disease, coagulation or clotting disorders or women
receiving anticoagulants.

-_———

‘1;’1939,5at 501 (Tt is important that an intrauterine pregnancy be

Rag6% 301 594 3215 02-28-95 01:43PM PO38 B35 e
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i .’ L (3) Contraindicated for women under age 18 years 137/ Not
LT recommended for women over age 35 years.

4) Contraindicated in pregnancies in women with recent
unhealed Caesarean section.

"~ (6) Ectopic Pregnancy -- RU 486 should not be used if ectopic
pregnancy is suspected. Vaginal ultrasonography or
pelvic ultrasound scan is required to confirm intrauterine
pregnancy prior to RU 486 administration. Use in ectopic
pregnancy may result in severe extrauterine hemorrhage.

'¢) Warnings

¢)) lotti isorders/Antico -- RU 486 may induce
considerable uterine blood loss in women with a clotting
disorder or receiving anticoagulant drugs such as sodium
warfarin (Coumadin). Women with clotting disorders
should not receive RU 4886.

(2) Cardiovascular Regctions - Serious cardiovascular events
have occurred with the RU 486/sulprostone abortion
method (3 myocardial infarctions (1 fatal), 3 cases of
severe hypotension). One patient death has been reported
with misoprostol, in addition to clinically significant
hypotension. Myocardial infarction has not been reported
as a complication of RU 486/vaginal gemeprost. RU 486
plus any prostaglandin should not be used in women who

-— «~ a8moke heavily, women over 35, or women who have any
other increased risk of cardiovascular events.

L 3) Xny infection within the female reproductive tract should
" === be treated prior to abortion. Failure to do so could result
in a life-threatening bloodstream infection from the

. ,:_.Peutmners are unaware of any studies demonstrating safety and/or effectiveness
X of RU 486 m the pediatric population.
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induction of uterine contractions and bleeding during
medical abortion.
(4)  Uterine tumors and endometriosis, if severe, could R
produce increased bleeding, retained pregnancy products, o
and possibly intraperitoneal bleeding. <%

(5) Acetaminophen may ephance pain during medical
abortion and should be avoided. Drugs that affect
prostaglandin synthesis, such as aspirin and nonsteroidal
anti-inflammatory drugs, may affect the efficacy of
RU 486/PG abortion and should be avaided until follow-
up.

(6) Induction of abortion is associated with an increased risk
of developing breast cancer later in life. This risk is even
bigher in women with first or second degree family
history (sister, mother, grandmother, or aunt) of breast
cancer.

§ o ——

(1) Ihformction for Physicians

e RU 486 should be used with caution in women with

' epilepsy, intestinal disease, hematological disorders,
women who are anemic, immune compromised, or have
liver or kidney disease.
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