-—

| have reviewed 5 C.F:R._.§ 2635.502 and have consui.ed with certain FDA officials. It is
advisable that | refraiffrom participating in any official matter affecting the drug product
mifepristone or other anti-progestin drug products being developed for an indication identical to
that for which initial approval of mifepristone is being sought. As stated above, since the ’
beginning of my employment with the FDA, I have voluntarily recused myself from participating
in these matters and, until further notice, I will continue to recuse myself from participating in
these matters unless authorized to do so by the agency designee.

In order to help ensure that I do not participate officially in these matters, | have taken or will
take the following steps:

¢ | have instructed__ to handle any particular matter
involving specific parties that could come before me that would affect or involve as a party
any representatives or agents of the current NDA sponsor for mifepristene who are working
on or associated with this NDA. This includes any representatives or agents of the NDA
sponsor’'s current or future licensee(s) for mifepristone. It also includes any sponsors (or their
representatives or agents) of documents, submissions or applications to the FDA (e.g., INDs,
NDAs, supplements) for other anti-progestin drug products being developed for an indication
identical to that for which initial approval of mifepristone is being sought. I have arranged
for you ( ———— ) to serve as their supervisor for this matter.

¢ [ have provided you ~—————""—— with a copy of this memorandum and have asked
» to refer to you any matters they believe are covered by

my commitment to recuse.
o | have advised my immediate subordinates of this recusal.

If you would prefer to select someone other than an individual under my general supervision to
act in my stead, please notify me of your determination so that I might provide the appropriate
information to my subordinates.

In order to ensure that this disqualification continues to be effective, I will take the following
steps in the future:

¢ | will revise and update this memorandum whenever that is warranted by relevant changes
such as in my cevered relationships, the financial interests of a member of my household, the
nature of my duties or other changed circumstances, and provide you, the person exercising
my authority, with a copy.

e | will advise my immediate subordinates and colleagues of any such changes.

MIF 001901
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Date: T September 17, 1996
NDA: 20-687
Product: Mifepristone
Sponsor: Population Council
Submission date: March 16, 1996, Received: March 18, 1996

ddddedhbdhkkbhkbkbkhkbbdbddddbdbdhbdhbhddhbhhdhdbhbdbdbdrddbdbbdbbddhdhrhbdbddddhkdbddit

The review team has worked hard on this priority application and
I agree with the recommendation that the application - LSa ,
approvable. , -

Chemistry and biopharmaceutics deficiencies, discipline-specific
labeling modifications and Phase 4 agreements have been conveyed
to the sponsor and are reiterated in the letter being forwarded

to — for consideration.

Group Leader memorandum reviews several oufstanding
clinical issues which have been discussed with and will continue
to be addressed by the sponsor.

Along with the specific items enumerated in the action letter,
the sponsor is aware that further items/modifications will
require consideration before an approval action would be
recommended. These include:

1. Contxnued update of data from the US clinical tr1a1 of this
regimen. .

2. Appropfzata labeling

Along with-the .modifications suggested in the action letter, we
must also consider appropriate changes to the patient labeling
once the prescribing information is adequately revised. We also
have asked the Division of Drug Marketing, Advertising and
Communications to comment on the acceptability of the patient’
information and will incorporate their comments-as labeling
discussions continue.

MIF 001902



3. Drug Distribution System

L .gree with &— - — conclusion tha", if the applicant's
proposal for ¥.-voluntarily system of,ljmited distribution appears
adequate, the imposition of further restrictions would not be
warranted. We look forward to receiving a more comprehensive
description of the proposed distribution system prior to a final
determination on this issue.

4. Phase 4 agreements

As in our letter of August 22nd, with several modifications after
discussion with the sponsor on September 12th, the six areas of
post-approval monitoring as described in the forwarded action
letter have been considered and will be pursued by the applicant
after an approval action (as confirmed by a September l6th
telefacsimile from the Population Council).

5. Advisory Committee input
Finally, the Reproductive Health Drugs ﬁavisory Committee, which -
considered this application at a July 19, 1996 meeting, hopes to .
have the opportunity to comment on modified proposed labeling '
before approval as well as have the ability to review the final

US study results when submitted and we anticipate providing this
information as available.

In conclusion, I concur with the review team that an "approvable"
letter be communicated to the sponsor at this time for
mifepristone 600 mg, followed by 400ug of misoprostol two days
later (unless termination has occurred) for pregnancy termination
in women whose duration of amenorrhea is no more than 49 days.
As agreed by the sponsor, the Center for Drug Evaluation and
Research and the Reproductive Health Drugs Advisory Committee,
the safe and effective use of this regimen requires certain
gpnggtions of use as described in the labeling.

_ - &

;o
/3/ - - F-y7-9¢

Division of Reproductive and Urologic Drug Products
HFD-580

ccC:
NDA 20-687
HFD-580

PYRE FRRSUC - |
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~——————— Memorandum SEP | g 1996

NDA: - 20-687

Drug and indication: Mifepristone for pregnancy termination
Applicant: ’ The Population Council

Submission date: March 14, 1996

Date of MO reviews: June 27, 1996 [NDA review (draft)]

August 28, 1996 and August 29, 1996 (safety update reviews)

Date of Memorandum: September 16, 1996

In this application, the Population Council requests approval for a medical regimen for
pregnancy termination in women whose duration of amenorrhea is no more than 49 days. The
regimen consists of mifepristone 600 mg, followed by 400 pg of misoprostol two days later -
unless termination has occurred. The safety and efficacy of this regimen are supported by the -
results of two historically controlled clinical trials conducted in 2480 French women and ’
sponsored by Roussel Laboratories, and by extensive foreign marketing experience. The

results and implications of data in the original NDA submission and in subsequent safety
updates have been adequately discussed in excellent clinical reviews. I concur
with the recommendation that this application is approvable.

Although the data support the safety and efficacy of this regimen, several outstanding clinical
issues need to be addressed prior to approval or during phase I'V (see below). Additionally,
deficiencies in chemistry, manufacturing and controls (CMC), which are discussed in the CMC
review (and will not be reiterated in this memorandum), require resolution prior to approval.
Despite these deficiencies, an approvable action is recommended at this time because access to
this regimen has important public health implications for women; extensive experience with
this regimen in European markets suggests that tolerability is acceptable; and the applicant has
demonstrated their commitment to address these deficiencies in a responsible and timely
manner. Outstanding issues were discussed with the applicant in a meeting on September 12,
1996 and agreement was reached on how to approach their resolution.

Outstanding clinical issues may be summarized as follows:

1. Limited data on use of this regimen in the United States

The reviewed data represent foreign experience in controlled settings (clinical trials and
restricted marketing). Safety and efficacy in the U.S. health care setting have not been
established at this time, although analysis of U.S. Population Council-sponsored studies is
nearing completion. Reassuringly, preliminary analyses of the rate of serious adverse events in

MIF 001904



NDA 20-687 Group Leader Memorandum Page 2

these studies, presthed at the July 19, 1996 meeting of the Reproductive Health Drugs
Advisory Commlttw, were similar to experience in French trials and suggest that foreign
safety data are gene;ahzable to U.S. women treated in controlled settings. The sponsor has
committed to submitting full study reports of the U.S. trials promptly after their completion.
An executive summary of these results will be forwarded to Advisory Committee members and
we anticipate that the label will be revised to incorporate U.S. data at that time.

2. Professional and patient labeling

The clinical sections of the product labeling require extensive revision, as noted in the
appended labeling review (Attachment 1). Of particular note, the label should provide
practitioners with: a) information relevant to single dose use of misoprostol; b) quantitative
information from clinical trials on the success rate and the risk of serious adverse experience
with this regimen; and c) any available information on the teratogenic risk of this regimen in
animals and humans. Revisions have also been requested that reflect labeling comments from
members of the Reproductive Health Drugs Advisory Committee regarding lack of data in
women excluded from clinical trials (such as those with chronic medical conditions, at
extremes of age, or with a heavy smoking history).

Comments from the Division of Drug Advertising, Marketing and Communications on the
Patient Package Insert are pending and will be forwarded to the applicant upon completion.

3. Drug distribution

The applicant has appropriately proposed that drug distribution be limited to licensed
physicians (with prior training in assessing the length of pregnancy, in diagnosing ectopic
pregnancy, who will attend educational seminars
on the safe use of this regimen. Based on concerns raised at the July 19, 1996 Advisory
Committee meeting, the applicant has revised the initial distribution proposal to elumnate plans
for training physicians in surgical abortion.

However, while we concur with the concept of limiting drug distribution to credentialed
providers, the adequacy of the proposed plan can not be fully evaluated at this time because
sufficient information on its implementation has not been submitted. The applicant has
acknowledged- this deficiency and has agreed to submit a comprehensive description of the
distribution system for review, when available. Further, because the applicant has voluntarily
proposed a systemof Jimited distribution, imposition of further distribution restrictions under
the Agency's Subpart H regulations does not appear warranted.

4. Phase IV commitments

Members of the Reproductive Health Drugs Advisory Committee recommended that several
1ssues be addressed during Phase IV. These issues were reiterated in a letter to the applicant
on August 22, 1996, and discussed during the September 12, 1996 meeting. During this
meeting, the applicant committed to pursue Phase 4 studies with the following objectives:

MIF 001905
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NDA 20-687 Group Leader Memorandum Page 3

a. To monitgr the adequacy of the distribution and credentialing system;

b. To follow-up on the outcome of a representative sample of women who have surgical
abortion because of method failure;

c. To assess the long-term effects of multiple use of the regimen;

d. To ascertain the frequency with which women follow the complete treatment
regimen and the outcome of those who do not;

e. To study the safety and efficacy of the regimen in women under 18 years of age,
over age 35, and in smokers; and

f. To ascertain the effect of the regimen on children born after treatment failure.

The review team members, including

. should be congratulated
for their excellent work on this priority application.

/S/

1

- , HFD-580
CcC:
NDA20-687
HFD-580/
- APPEARS THIS WAY

- ON ORIGINAL
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NDA 20-687 -Memorandum Page 4

: Attachment 1
Chinical Comments on Mifepristone Draft Package Insert
_ _ ~September 10, 1996 (Revised September 16, 1996)

**Comment: Please excerpt and incorporate sections from the approved label for
misoprostol that are relevant for single dose use of misoprostol as part of this regimen. **

Black Box Warning
Please propose a black box that includes the following elements:

-

1t

Clinical Pharmacology s
Please include a concise description of studies -14 and -24 that includes: '
a. the number of patients treated and the success rate for the subset of patients with a
gestational age < 49 days and who took < 1 dose of misoprostol.
b. when complete expulsion occurred in these studies.
c. the success rate after mifepristone only.

Indication and Usage
1. Please revise paragraph three to read as follows:

2. Please omitthe first sentence of paragraph 4 /

3. Re: the sentence .
a. Please modify the end of this sentence to read “.

b. After this sentence, please add “see PRECAUTIONS”.

Contraindications
1. Re: paragraph 2, sentence 1
Please revise this sentence to read “.. L

MIF 001907



NDA 20-687 Group Leader Memorandum Page 5

Warnings I :
1. Please number egch.of the 3 paragraphs and please precede each paragraph with the
following subheaders:

1. Bleeding

2. Confirmation of pregnancy termination

2. Please revise the first paragraph (on bleeding) as follows: ‘
a. “Vaginal bleeding occurs in almost all patients during the treatment procedure. =

Bleeding was reported to last for 69 days in one patient.”

b. Please incorporate quantitative information on the frequency of heavy bleeding and
the need for treatment of anemia (such as, frequencies of transfusion, and medical and
surgical interventions). These frequencies should be based on studies -14 and -24 for
women with a gestational age < 49 days.

c. Note: The statement that . —_
should be retained.

Precautions

General

1. Please revise the first sentence to state that administration should be by a physician who is
trained in this procedure.

2. Please revise paragraph 3 as follows:

“There are no data on the safety and efficacy of [product name] in women with chronic
medical conditions such as cardiovascular, hypertensive, hepatic, respiratory or renal disease;
insulin-dependent diabetes mellitus; severe anemia; or heavy smoking history. Women who
are more than 35 years of age and who smoke at least 10 cigarettes per day should be treated
with caution because such patients were generally excluded from clinical trials with this
product. —_

amsaan—

3. The last paragraph of this section should be omitted and replaced with the following
statement: “The effectiveness of [product name] may be lower if misoprostol is administered
more than two days after mifepristone administration.”

Drug Interactions

In the last sentence, please provide examples of commonly used drugs known to cause enzyme
induction (“...such as ...”).

MIF 001908



NDA 20-687 Group Leader Memorandum Page 6

Pregnancy - Terathenic effects

Please include a coneise discussion of the available information from rabbit studies and from
. > )

human experience. -

Nursing mothers

Please revise this section as follows:
"It is not known whether "Trade name" (mifepristone) is excreted in human milk. However,
many hormones with a similar chemical structure can enter human milk.

Pediatric Use

Please revise this sentence to read, “Safety and effectiveness in patients ——  ————
e, years of age have not been established.”

Adverse Reactions d
1. In place of the narrative, please incorporate a table of adverse events with a frequency > -
1% based on the combined results of studies -14 and -24. Please tabulate ADE rates in ‘
separate columns for women who took mifepristone alone and those who took mifepristone in
combination with one dose of misoprostol. Please limit this table to those women whose
gestational age was < 49 days.

2. Please revise the narrative portion to concisely discuss the more serious adverse events or
the more frequent adverse events, only.

3. Please eliminate the reference to

How Supplied
Please make specific reference to your distribution system.

APPEARS THIS 'WAY
ON CRIGINAL
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Food and Drug Administration

m ﬁ DEPARTMENT OF HEALTH & HUMAN SERVICES Center for Drug Evaluation and Research

Division of Metabolism and Endocrine Drug Products

T Memorandum

AL N A

Date: 10 Sep. 1996

From: , HFD-580

Subject: Labeling deficiencies
To: NDA 20-687

The draft labeling in the original NDA submission was reviewed in Chemistry Review # 1 dated
20 June 1996 and it was noted that minor labeling changes might be necessary. Labeling
deficiencies were not conveyed to the Applicant because it was considered likely that an
Amendment would be submitted to correct some obvious omissions (e.g. the lack of a structure
for mifepristone in the Description Section). However, no Amendments pertaining to the
chemistry related sections of the labeling have been submitted. The purpose of this
Memorandum is to identify labeling deficiencies to be conveyed to the Applicant. -
In the Description section of the draft package insert, the chemical name of mifepristone should .
be corrected by replacing "B" with "B". The structure of mifepristone should also be included. In
addition, missing information in the 'How Supplied ' section regarding imprinting and carton
contents should be provided.

CONCLUSIONS AND RECOMMENDATIONS: Labeling: The Applicant should be
requested to include the structure of mifepristone in the Description section of the Package Insert
and to correct the chemical name of mifepristone by replacing "B" by "B". The missing
information (regarding imprinting and carton contents) in the 'How Supplied' section should also
be provided. In addition, the Applicant should be informed that if a Tradename is to be used to
market the product, it must be submitted and approved prior to use.

cc: Orig. NDA 20-687
HFD 580/ Div. Files
HFD 580/ —

R/D initialed by:

Filename: ———r—————————
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Public Hearth Service

C DEPARTMENT OF HEALTH & HUMAN SERVICES Food and Drug Administration
3
s
» "a,""
d Memorandum
Dt * June 20, 199 ‘
From® o e (HFD-510)
Advisory CoMimittee for Reproductive Health Drugs
Notice of Scheduled Advisory Committee Meeting
g‘ pf q'pﬁtire- ﬂ/’d QQIQI.C/

Divisiop-qf), M
HFD-580 S t-2i~9L
f Drug Evalddtion II, HFD-102

To
.................. Through:
Drug Products,
.- fffice
' . ES; (MYL ¥

We have scheduled an advisory committee meeting as described
below and request that a notice be published in the Federal

Subject
Committee Management Office (HFA-306)

Register as follows:
ADVISORY COMMITTEE FOR REPRODUCTIVE HEALTH DRUGS
July 19, 1996, 9 a.m., FDA by
Gaithersburg, MD. é

Date, time, and place.
16071 Industrial Drive,

Technical Center,

Attenders should allow time to proceed through security

Admission to the facility by public participantcs
basis, and will be

first serve,

procedures.
will available on a first come,
the number of seats available to the public in

limited to 200,
the conference room.
Tvpe of meeting and contact person. Open public hearing,
1996, 1:30 p.m. to 3:30 p.m., unless publié
participation does not last that long; open committee
M.D.,

July 19,
to 5 p.m.; Philip A. Corfman,

discussion, 2 a.m.
Center for Drug Evaluation and Research, HFD-510, Food and Drug
20857, phone 301-443-3510, fax 301-443-9282, email w\'}\»ﬂbm@dw.gk
(th;bq

Administratioh, Rm. 14B-04, 5600 Fishers Lane, Rockville, MD
s\ add
ﬂxmwhk

g
L?\

Information concerning the meseting is

1s%asder-£da . gov.

available from FDA Advisory Committee Information Hotline,
(301-443-0572 in the Washington, DC area),

code 12537.

1-800-741-8138
Advisory Committee for Reproductive Health Drugs,

MIF 001911
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Please call the Hotline for information concerning any possible

changes..
General function of the committee. The committee reviews

and evaluates data on the safety and effectiveness of marketed
and investigational human drugs for use in the practice of
cbstetrics and gynecology, and related specialties.
Agenda--Open public hearing. Interested persons may
present data, information, or views, orally or in writing, on

issues pending before the committee. Those desiring to make

'E

formal presentations should notify the contact person in
writing by mail, email, or fax no later thah 5 p.m., EDT on
July 12, 1996, with a brief statement of the general nature of
the evidence or arguments they wish to present, the names,
telephoné numbers, and addresses of proposed speakers, and an
indication of the approximate time required to make their
comments. The time for presentations will be allotted
equitably, and will depend on how many individuals give advance
notice within che time indicated of their intention to speak.
In the interest of time, the Agency may require persons with

common in;erqscs to make joint presentaﬁions.

Open committee discussion. The committee will discuss
the new drug applicatioEAmifepristone for the interruption for
early pregnancy.

/S/

"Philip A. Corfwsn, M.D.

MIF 001912



MAY -9 1906

- -
-—

MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
il PUBLIC HEALTH SERVICE
= FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

7S/ 5// T
- / ; N

SUBJECT:  NDA 20-687 Clinical Audits

DATE: May 5, 1996
FROM:

"CSO, DMEDP

~

TO:

THROUGH:

Division of Scientific Invaﬁka}i&m? Office ;f:ngzliance, (HFD-344). -
Division of Metabolfsm and Endoerins Drug Products (HFD-510),

ODEII

Attached please find the names and locations of the study sites which comprise the two pivotal
trials for this NDA which is for a new molecular entity. We request that you conduct clinical
audits of a selection of these sites as part of our review of this NDA.

ENCLOSURES

e6s
Orig. NDA
HFD-510
HF D510/ - —
HEFD-510/ — /4.17.96/020687.mema
CONCUrTENCe: " 4,19.96/5.8.96

MEMORANDUM B
B APPEARS THIS WAY
: ON ORIGINAL

TeT TR -

fc
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Date

From
Subject

To

Public Heaith Service
DEPARTMENT OF HEALTH & HUMAN SERVICES Food and Orug Administration

) _ Memorandum
26 April léS':fr (Friday)

S and Team Leader for Fertility and Maternal
Health Drugs -

NOTICE OF JULY MEETING

Members of the Advisory Committee for Reproductive Health Drugs

Please note that the Committee is scheduled toc meet for one
day, on Eridav. 19 July 1996, to consider a New Drug
Application for mifepristone and misoprostol for the
interruption of early pregnancy.

In order to obtain optimal Committee participation, both
retiring members and individuals nominated for replacement will
be invited.

The FDA committee management staff will call your office soon -
to confirm your participation in the meeting.

-
<

/S/

Food and Drug\Administration

APPEARS THIS WAY
ON ORIGINAL

x Plesae note that the meeting planned for June 28 is still
scheduled. Confirmation of that mneeting will be provided
as soon as possible.

APPEARS THIS WAY
ON ORIGINAL
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' THE WHITE HOUSE

BEST POSSIBLE COPY -~

January 22, 1993

e

KEXORANDUX FOR THE SECRETARY OF HEALTH AND HUNAN SERVICES
SUBJECT! . tapertation of RU-460¢

In Import Alert €6-47, the Pood and Drug Adsinistration (“roa-)
excluded the drug Mifepristine -- commonly Xnovn as RU=485 ==
fron the list of drugs that individuals can inaport into the
United States for their "parsonal use,” although the drugs have
not yet been approved for distribution by the FDA. (Sa4 IDA
Regulatory Procedures Nanual, Chapter 9=71,) Import Alert €6-47
offectively bans the importation into this Nation of a drug that
is used in other nations as a nonsurgical means of abortion.

T am informed that in excluding RU=436 gron the parsonal use -
isportation exeaption, the FOA appears tO have based its -
decision on factors ofher than an assasenent of the possible
health and safety risks of the drug. Accordingly, I here s
direct that you promptly instruct the FDA to deternine vhether
there is sutficient evidence to wvarrant exclusion of RU=-48¢ from
the 1ist of drugs that qualify for the personal use {nportation
exexption.  Furthermore, if the FDA conoludes that RU-436 meets
the criteria for the personal use {importation exexzption, I
direct that you immediately take steps to resoind Import

Alert 66-47,
In addition, I direct that !ou promptly assess initiatives by
which the Despartaent of Health and Human Services can promote

the testing, licensing, and panufacturing in the Unitad States
of RU=-486 or other an\ip:oqostinc. oo

You are heraby authorized and directed to publish this
pemorandum in the Padaral Registex.

\

- {}W{U;(5n~fyclL““\‘“

" APPEARS THIS WAY'
ON ORIGINAL
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THE WHITE HOusE
WASHINGTON

January 22, 1993

"4

A,

e

HEHORANDUM_ FOR THE SECRETARY OF HEALTH AND EUMAN SERVICES
SUBJECT: Importation of RU-486

In Import Alert 66~47, the Food and Drug Adminjistration (“FDAM)
éxcluded the drug Mifepristine -~— coumonly known as RU-486 -~
from the list of drugs that individuals can import inte the
United States for their "personal use, " although the drugs have
not yet been approved for distribution by the FDA. (See FDA
Regulatory Procedures Manual, Chapter 9-71.) Import Alert 66—47
effactively bans the importation into.this Nation of a drug that
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I am informed that in excluding Ro-4ss from the personail use .
importation @xemption, the FDA appears to have based its -
decisicn on factors other than an assessment of the possible .
health ang safety risks of the drug. Accordingly, I hereby s
direct that You promptly instruct the FDA to determine whether
there is sufficient evidence to warrant exclusion of RU-486 from
the list of drugs that qualify for the personal use importation
exemption. Furthermore, if the FDA concludes that RU-486 meets
the criteria for the personal use importation exemption, I
direct that You immediately take steps to rescind Import

Alert 66-47.

In addition, 1 direct that You promptly assesg initiatives by
which the Departmwent of Health and Human Services can Promote
the testing, licensing, ang manufacturing in the United States
of RU-486 or other antiprogestinsa.

You are hereby authorizeq and directed to publish thig

memorandum in the Federal Register.
L
PRIV ﬂ’*‘“—d‘w

APPEARS THIS WAY
ON ORIGINAL
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i DEPARTMENT OF HEALTH & HUMAN SERVICES Putilic Health Sarvice
\l - N
- Offics of the Assistant Secretary
- for Health
» Wulhington DC 20201
To: 77¢éﬁmiasioner of Food and Drugs
Froms: Acting Aseistant Sacretary for Healuh

Subject: Importation of RU-486

In accordance with the attached memoranda from the Preasident and
the Secretary, please immediately begin analysis cf existing
evidance to determine if sufficient data exist to warrant
exclusion of RU-486 from the list of druge that qualify for the
personal use importation exemption. If sufficient evidence does
not exist, please take immediate steps to rescind this import

alext.

In addition, the President has directed the Department to assess ,
initiatives by which testing, licensing, and manufacturing of RU=- .
486 and other antiprogesting can be promoted in the United :

gtates.

The Secretary has requested that I direct you to proceed with all
possible speed in these matters. FPlease keap me informed of your

progress.

-
H

Attachments

APPEARS THIS WAY
ON ORIGINAL
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{ DEPARTMENT OF HEALTH & HUMAN SERVICES BbledieakinS80ice,
~ .
T Ofice of tha Aselstemt-Secretary
: fpi-ronite 5
- ‘ _ Waahington DG 20201 .
-
To: " Acting Assistant Secretary for Health
Promi The Secretary

guk{act: Importation of RU-48¢6

In accordance with the attached memorandum from the President,

lease instruct the Food and Drug Administration to immediately
begin analysis of existing evidence to determine if sufficient
data exist to warrant excluaion of RU-486 from the list of drugs
that gualify for the personal use importation exemption. If
sufficient evidence does not exist, please take immediate steps
to rescind this import alert.

In addition, please assess inltiatives by which testing, ?
licensing, and manufacturing of RU-486 and other antiprogestins
can be promoted in the United States.

.~..‘->'

Please proceed with all possible gpeed in these matters and keep
me informed regarding your progress.

Donna E. Shalala, Ph.D.

Attachment

- APPEARS THIS WAY
ON ORIGINAL

MIF 001918



MEMORANDUM | PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

2:992" /5/

A,

FROM: a2 o )
—=— , Division g/ﬁetabo'lism and Endocrine Drug Products (HFD-510)

DATE:

[0

SUBJECT: RU-486 -IND Information Requested by Mr. Wyden/
Control HFD-8-7-22C

T0: ———— Office of Legislative Affairs, HFW-12
: THROUGH : HFD-500

As requested, an updated (since May 20, 1992) description of all INDs in effect
(regardless of whether investigations are active or not) in HFD-510 follows. (When an
IND is "in effect”, administration of the drug is permitted.)

IND Number SPONSOR INDICATION TYPE ANT]CIPATED NDA
CONTACT NAME ___PHONE NUMBER -

Y ACTIVIT ,
IND — Population Council Abortion Commercial Not planned
CONTACT: . —— — :

-
k2
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NO ADOITIONAL RU 486 IND‘’s HAVE BEBN RECEIVED. )

Only —————— and ——— have commented on their inability to obtain shpph‘es of
RU 486. a

APPEARS THIS WAY
T | ON ORIGINAL
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The following INDs have been canceled, terminated, or withdrawn. These INDs were very
unlikely to have provided adequate information for an NDA submission either because

they never started or they weére for the treatment of a single patient.

[

—

Lorey

APPEARS THIS WAY
ON ORIGINAL

cc:/-NFD‘-B/ - 7220
. HFD=500/Centrd C:Enﬁn_ -8-7-22¢
HFD-510/Uterine acting agents

HFD-510/ :

HFD-510/ — /7.22.92/
Concurrences: —— 17/22/92

APPEARS THIS WAY
ON ORIGINAL
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- DERARﬂIﬂnIr OF HKAIIH’AND HUHAN SERVICES

MEMORANDUM "_ o PUBLIC HRALTH SERVICE
P B - 'FOOD AND DRUG ADMINISTRATION 5: .
.o j(_‘:mrmmnmwcnvmmoumrkxsma{
DATE: April 24, 1991

FROM: Division of Metabolism
and Endocrine Drug Products (HFD-510)_ //S;// ? F%:jgép

SUBJECT : Response to Question 6 and part of Question 5 in the 4/11/91
Letter from the Hon. Henry Wazxman, Control No. CDER-9104-0552

T0: {HFD-008)
THROUGH: Dffdre of Doug /7
Evaluation II (HFD-500) __ IS[ j’_‘b‘-t q)

As requested, a response to Mr. Waxman’s 4/11/91 letter to Commissioner
Kessler regarding additional questions posed by his committee in follow-up to
a March 13 hearing is provided here.

' (per statement)?

1
l

//‘ Questlin 3 (partial): Is there a separate regulation for abortifacient drués

Response: The Food and Drug Administration has no regulations specifically
prohibiting the importation of abortifacient drugs, and there is
no Import Alert for abortifacients other than RU 486. However,
the U.S. Customs Service has regulations prohlbltlng the importa-
tion of abortifacient drugs (19 CFR 12.40(h)) or literature or
advertisements concerning devices to produce unlawful abortions
(19 CFR 145.51(a)(2) and 145.52) (regulations attached).

Question 6: Would France make available the results of studies on drugs, e-é.,
RU-4867?

Response: We understand that data for RU 486, including data presented to
the French government regulatory agency, are owned by the manufac-
. turer, Roussel Uclaf. At this time, we have no reason to believe
that Roussel Uclaf would make such data for RU 486 available or

_that the French regulatory agency would share relevant data with
" FDA -

AN

~———

Please contact — at -~ 3if you have further questions.
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§ 12.39a

the Semiconductor Chip Protection
Act of 1984 (17 U.S.C. 901 et seq.), If
the owner of a mask work which is
registered with the Copyright Office
seeks Lo have Customs deny entry to
any imported semiconductor chip
products which infringe his rights in
such mask work, the owner must
obtain a court order enjoining, or an
order of the U.S. International Trade
Commission (USITC), under section

3317, Tari{f Act of 1930, as amended (19 .
U.S.C.1337), excluding, importation of .

such products. Exclusion orders Issued
by the USITC are enforceable by Cus-
toms under paragraph (b) of this sec-’
tion. Court orders or exclusion orders
issued by the USITC shall be forward-
ed, for enforcement purposes, to the
Director, Entry, Procedures and Pen-
alties Division, U.S. Customs Service,
Washington, DC 20229.

(2) The district director shall en-
force any court order or USITC exclu-
sion order based upon a mask work
registration in accordance with the
terms of such order, Court orders may
require either denial of entry or the
seizure of violative semiconductor chip
products. Forfeiture proceedings in ac-
cordance with Part 162 of this chapter
shall be instituted against any such
products so seized.

(3) This regulation will be effective
against all importers regardless of
whether they have knowledge that
their importations are in violation of
the Semiconductor Chip Protection
Act of 1984 (17 U.S.C. 901-904).

[T.D. 719-231, 44 FR 49247, Auvg. 22, 1979, as
amended by T.D. 84-213, 49 FR 41167, Oct.
19, 1984; T.D. 87-132, 52 FR 39221, Oct. 21,
1987)

§12.398 Registered patent owners; import
survey.

(a) When the owner of a patent reg-
istered in the United States believes
that merchandise Is being imported
into the United States which infringes
such patent, an application for a
survey to assist the patent owner in
taking appropriate action may be
made. The purpose of the survey is to

. provide the patent owner with the
names and addresses of importers of
merchandise which appears to infringe
the registered patent.

19 CFR Ch. | (4-1-90 Edition)

(b) The application may be made by
letter addressed to the Commissioner
of Customs, U.S. Customs Service,
Washington, D.C. 20229. It shall state
the name and address of the patent
owner; and if available, a description
of the merchandise belleved to In-
fringe the registered patent and the
country of manufacture of the mer-
chandise. A certified copy of the
patent registration issued by the
Patent and Trademark Office showing
owrnlership to be In the name as
claimed, 3 additional copies of the
patent registration for Customs files,
arld a check or money order to cover
the fee prescribed by § 24.12(aX3) of
this chapter for the survey selected
shall be submitted with the applica-
tion.

(c) Surveys will be made for perfods
of 2, 4 or 6 months at the option of the
applicant.

{T.D. 56137, 29 FR 4720, Apr. 2, 1964, sas
amended by T.D. 84-133, 49 FR 26571, June
28, 1984}

IMMO! TI

§12.40 Seizure; disposition of seized artl-
cles; reports to United States attorney.

(a) Any book, pamphlet, paper, writ-
ing, advertisement, circular, print, pic-
ture, or drawing containing any
matter advocating or urging treason or
Insurrection against the United States
or forcible resistance to any law of the
United States, or containing any
threat to take the life of or inflict
bodily harm upon any person in the
United States, seized under section
305, Tarl{f Act of 1930, shall be trans-
mitted to the United States attorney
for his consideration and action.

(b) Upon the seizure of articles or
matter prohibited entry by section
305, Tariff Act of 1930 (with the ex-
ception of the matter described in
paragraph (a) of this section), a notice
of the sefzure of such articles or
matter shall be sent to the consignee
or addressee.

(c) When articles of the class cov-
ered by paragraph (b) of this section
are of small value and no criminal
intent is apparent, a blank assent to
forfeiture, Customs Form 4607, shall
be sent with the notice of seizure.

184
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Upon receipt of the assent to forfeit-
ure duly executed, the articles shall be
destroyed if not needed for official use
and the case closed.

(d) In the case of a repeated offend-
er or when the facts indicate that the
importation was made deliberately
with Intent to evade the law, the facts
and evidence shall be submitted to the
United States attorney for consider-
ation of prosecution of the offender as
well as an action in rem under section
305 for condemnation of the articles.

(e) All cases in which articles have
been seized pursuant to 19 U.S.C.
1305(a) should be referred to the U.S.
Attorney, for possible Institution of
condemnation proceedings, within 4
days, but in no event more than 14
days, after the date of Customs initial
examination. The referral to the U.S.
Attorney should be initiated simulta-
neously with the mailing to the im-
porter of the seizure notice and the
assent to forfeiture form. If the im-
porter declines to execute an assent to
forfeiture of the articles other than
those mentioned In paragraph (a) of
this section and fails to submit, within
30 days after being notified of his
privilege to do so, a petition under sec-
tion 618, Tariff Act of 1930 (19 U.S.C.
1618), for remission of the forfeiture
and permission to export the seized ar-
ticles, then the U.S. Attorney, who has
already received information concern-
ing the seizure pursuant to this para-
graph, may proceed with the condem-
nation action.

(f) If selzure Is made of books or
other articles which do not contain ob-
scene matter but contain Information
or advertisements relative to means of
causing unlawful abortion, the proce-
dure outlined In paragraphs (b), (c),
(d), and (e) of this section shall be fol-
lowed.

(g) In any case when a book Is selzed
as being obscene and the importer de-
clines to execute an assent to forfeit-
ure on the ground that the book is a
classic, or of recognized and estab-
lished literary or sclentific merit, a pe-
tition addressed to the Secretary of
the Treastry with evidence to support
the claim may be filed by the importer
for release of the book. Mere unsup-
ported statements or allegations will
not be considered. If the rullng is fa-

§12.42

vorable, release of such book shall be
made only to the ultimate consignee,
(h) Whenever {t clearly appears
from information, Instructions, adver-
tisements enclosed with or appearing
on any drug or medicine or its Immedi-
ate or other contalner, or otherwise
that such drug or medicine is Intended
for Inducing abortion, such drug or
medicine shall be detained or seized.

(28 FR 14710: Dec. 31, 1963. as amended by
T.D. 71-165, 36 FR 12209, June 20, 1971
T.D. 76-261, 44 PR BIOL2, Sept. 14, 1976
T.D. 82-145, 47 FR 35477, Aug. 16, 1082
T.D. 85-186, 50 FR 47207, Nov. 15, 1985]

§12.41 Prohibited films,

(a) Importers of films, shall certify
on Customs Form 3281 that the Im.
ported {ilms contain no obscene or im-
moral matter, nor any matter advocat-
ing or urging treason or insurrection
against the United States or forcible
resistance to any law of the United
States, nor any threat to take the life
or inflict bodily harm upon any person
in the United States. When imported
films are claimed to be free of duty as
American goods returned, this certifi-
cation may be made on Customs Form
3311 in the space designated “Re.
marks" in lieu of on Form 3291,

(b) Films exposed abroad by a for-
eign concern or individual shall be pre-
viewed by a qualified employee of the
Customs Service before release. In
case such films are Imported as unde-
veloped negatives exposed abroad, the
approximate number of feet shall be
ascertained by weighing before they
are allowed to be developed and print-
ed and such film shall be previewed by
a2 qualified employee of the Customs
Service after having been developed
and printed.

(c) Any objectionable film shall be
detained pending instructions from
Headquarters, U.S. Customs Service or
a decision of the court as to its final
disposition.

MERCHANDISE PRODUCED By Convicr,
FORCED, OR INDENTURED LABOR

§1242 Findings of Commissioner of Cus-
toms.
(a) If any district director or other
principal Customs officer has reason
to belleve that any class of merchan-

ane
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this just a coincidence, or are we letting Mr. Helms just write these
decisions?

Mr. CueseMORE. Mr. Chairmaz, 1 don't believe that we are let-
ting Senator Helms determine what the policy is. As you know, |
think the subcommittee has records that show we indeed started
drafting this policy many months before this. As a matter of fact,
as | mentioned, we issued an import bulletin in June 1988, and we
also had our guidance in place in June 1988. The import alert
really, I guess, went along with that guidance.

Chairman WypeN. But the fact is that antiabortion groups, and
Senators, and Members of Congress who were supportive felt that
it was very unclear in early 1989 what the status was of RU 486.
You all moved very, very fast to respond to their concerns. I said it
was a land-speed record, and I think I am going to use it in in-
stances where I want to have queries answered by FDA for—-

Mr. CHESEMORE. Mr. Chairman, we try to respond properly to all
Members of Congress.

Chairman WYDEN. You have never treated this Member unfairly,
but nobody in our office has ever gotten a response within 30 days.

. Is it a coincidence that the language was substantially that of Sen-

ator Helms’ letter?

Mr. CuesemorkE. 1 think, indeed, we go back to what was in our
pilot guidance, Mr. Chairman, back in September 1988, and a
number of the factors that I talked about that we indeed consider
prior to the importation for personal use.

Also, at the time that we were writing to Senator Helms, I'm
sorry—I don’t have the response in front of me—but I know that
we have always believed and concurred in what the AMA state-
ment was, that indeed we would carefully consider any IND and
new drug applications submitted to the agency based upon its
merits.

Chairman WypeN. Now, exhibit F, that is the issued import
alert, dated June 6, 1989. One part of that alert has elicited some
special concerns by medical researchers. Under instructions, the
line reads, and I quote: “Automatically detain all shipments of un-
spproved abortifacient drugs,” and the concern among medical re-
searchers here, is that now we may be out beyond just RU 486.
Could you tell the subcommittee how many druge are encompassed
in what seems to be a very sweeping action?

[Extgbltia A through F, referred to above, may be found in the
appendix.

r. Cuesemore. 1 think I mentioned earlier, Mr. Chairman, we
have some 58 import alerts on various human drugs, if that re-
sponds to your question. Some of those are indeed unapproved in
this country. ’

Chairman Wypen. But how many abortifacient drugs? I mean,
this statement says, “Automatically detain all shipments of unap-

roved abortifacient drugs.” What are we talking about here
yond RU 4867 I think this is important, and 1 woulg like to know
specifically what abortifacient drugs we are talking about here.

Mr. Cuesemore. I will ask Dr. Sobel to expand on my response.
I'm aware of one other particular compound, something called tri-
cosanthin compound Q that is used in China as an abortifacient.

o ey
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We also have an import alert on it. The other drugs are other un-
approved drugs, unless Dr. Sobel knows of other ones.

r. SoseL. ] don’t know of any others, except as a part of a gen-
eral category of abortifacient drugs with a separate regulation, but
I don’t know of any specific compounds, other than RU 486,

Chairman WypEN. Wouldn’t we be talking about poesibly hun-
dreds of drugs, because this could be yfbr}lte.with abortilacient
properties, couldn’t it? 1 mean, itf "a very sweeping
statement, and certainly touches on soing of the concerns of our re-
searchers, in that more and mare we are going to be seeing drugs
with multiple benefits. Doesn’t this touch possibly on hun of

drugs?

rﬁ: CHEeSEMORE. Mr. Chairman, again, if there is an IND estab-
lished for a drug, we would not detain that product from coming
into the country. It could go on to its research use.

Chairman WyYDEN. Tell me if you all feel that the controls that
Roussel-Uclaf has established for RU 486 are inadequate.

Mr. CHESEMORE. I'm not sure that we've even had an opportunity
to evaluate those controls.

Chairman WYDEN. Dr. Sobel, I want to hear from you in just a
second. But Mr. Chesemore, you have issued an importation ban on
the grounds that it is a health hazard because this drug could get
into the United States and not be supervised. But}{oet you tell us
that you haven't even looked at, or analyzed what Roussel-Uclaf is
doing. Now, how can that be even——

Mr. CHESEMORE. I'm sure that they have excellent controls in
France. Our concern would be, is that product getting out of
France somehow, and when it does, how is it coming into this coun-
try.

Chairman WybeN. You have no evidence of that either.

Mr. CreseMORE. Not at this time.

Chairman WybpeN. No evidence whatsoever.

l}/{r. CHEesEMORE. No; apparently their controls are working quite
well.

Chairman WYDEN. Dr. Sobel.

Dr. SomeL. Their controls seem to be very good; they are very
careful about making sure the drug doesn’t get out. However,
whether this will be an ongoing process, we don’t know. The
United Kingdom, Scandinavian countries, and I believe Holland,
are planning approvals, so to base a decision at one point in time
in one set of circumstances is difficuit.

1 agree with you. The chance for this drug getting loose from
France, s0 to speak, would seem to me from what I've heard and
from discussions with people who know how it's given, is very
small. But I don't think that that's the purpose of the import alert;
it's establishing a principle which can respond to changing condi-
tions overseas. | mean, we can't regulate by the international tele-
graph. We have to say, we are justified in imposing that, even
though we scknowledge the conditions in France are excellent for
distribution.

Chairman WyDEN. But your point, Dr. Sobel, is not responsive to
my concern. You are saying that things seem to be fairly well con-
trolled in France.

Dr. SoseL. Very well controlled.

’
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§ 145.51

the shipment and retained for Cus-
toms purposes.

{T.DD. 718-394, 43 FR 49788, Oct. 25, 1978, as
amended by T.D. 89-1, 563 FR 51263, Dec. 21,
1988)

Subpart E—Restricted and Prohibited
~bern Merchandise

§145.51 Articles prohibited by section 305,
Tariff Act of 1930. .

(a) Types of articles. Various articles,
as described in section 305, Tariff Act
of 1930, as amended (19 U.S.C. 1305),
and in Part 12 of this chapter, are pro-
hibited from importation. This prohi-
bition includes the following types of
articles:

(1) Obscene matter;

(2) Articles for causing unlawful
abortion (see §145.52 for the treat-
ment of literature pertaining to such
articles);

(3) Matter advocating treason or in-
surrection against the United Stales
or forcible resistance to any law of the
United States;

(4) Matter containing any threat to
take the life of or inflict bodily harm
upon any person in the United States;
and

(5) Lottery matter. )

(b) Disposition of articles. Mail
found to contain lottery matter shall
be disposed of by the Postal Service
under the postal laws and regulations.
Mail found to contain any of the other
prohibited articles described in para-
graphs (aX1) through (aX4) of this
section shall be given appropriate
treatment by Customs under the Cus-
toms laws and regulations (see § 12.40
of this chapter).

§145.52 Literature concerning devices for
unlawful abortion.

Mail articles containing literature or
advertisements concerning devices to
produce unlawful abertions, are pro-
hibited from the malils by 18 US.C.
1461, and shall be retained by, or deliv-
ered to, the Postal Service for disposi-
tion under the postal laws and regula-
tions. If the Postal Service determines
in any case that it is proper to release
the material to the addressee, it shall
be submitted for Customs treatment
before delivery.

MIF 001926

19 CFR Ch. | (4-1-90 Edition)

(T.D. 78-99, 43 FR 13061, Mar. 29, 1978, as
amended by T.D. 78-102, 43 FR 14455, Apr.

6, 1978)

§145.53 Fircarms and munitions of war,

Importations of firearms, munitions
of war, and related articles are subject
to the import permit requirements and
other restrictions set forth in 27 CFR

Parts 47, 178, 179.

{T.D. 73-135. 38 FR 13369, May 21, 1973, as
athended by T.D. 78-329, 43 FR 43455, Sept.
26, 19781

'§ 145.54 Alcoholic beverages.

(a) Nonmailable. Alcoholic beverages
are nonmailable, with certain excep-
tions (see 18 U.S.C. 1716 and the
postal regulations), and when import-
ed in the mails are subject to seizure
and forfeiture under 18 U.S.C. 545.

(b) Seizure. When alcoholic bever-
ages are received in the mails, they
shall be seized, and the addressee shall
be advised that Lthey are subject to for-
feiture and that he has a right to file a
petition for their release (see Part 171
of this chapter).

(¢) Conditions for release. 1f the dis-
trict director is satisfied that there
was no fraudulent intent involved, he
may release the alcoholic beverages to
the addressec upon the following con-
ditions:

(1) Applicable duty and internal rev-
enue tax shall be paid.

(2) The addressee shall comply with
the alcoholic beverage laws of the
State to which the shipment is des-
tined.

(3) Any other conditions the district
director may impose under his author-
ity to remit or mitigate fines, penal-
ties, and forfeitures shall be complied
with. : i

(4) The addressee, his representa-
tive, or a common carrier shall pick up
the merchandise at the Customs office
where it is being held. Since the mer-
chandise is nonmailable, it cannot be
delivered by the Postal Service.

§145.55 Trademarks, trade names, and
copyrights.

Merchandise bearing a trademark or
trade name entitled to protection
against Imports, merchandise bearing
a mark or name that coples or simu-

* RR2
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lates such a trademark or trade name,
and merchandise which is in violation
of copyright law is subject to the re-
strictions and prohibitions set forth in
Part 133 of Lhis chapter,

§145.56 Foreign Assets Control.

Merchandise subject to regulations
of the Office of Foreign Assets Con-
trol of the Treasury Department pro-
hibiting or restricting entry of unli-
‘censed importations of articles directly
or indirectly from North Korea, North
Vielnam, Cuba, or Rhodesia shall be
detained until licensed or the question
of its release, seizure, or other disposi-
tion has been determined under the
Foreign Assets Control or Cuban
Assets Control regulations (31 CFR
Parts 500 and 515).

§ 145.57 Regulations of other agencies.

Certain types of plants and plant
products, food, drugs, cosmetics, haz-
ardous or caustic and corrosive sub-
stances, viruses, serums, and various
harmiful articles are subject to exami-
nation and clearance by appropriate
agencies before release to the address-
ee (see Part 12 of this chapter).

§145.58 Other restricted and prohibited
merchandise.

Other restrictions and prohibitions
pertaining to certain types of import-
ed merchandise are set forth in Part
12 of this chapter and are applicable
to importations by mail.

§ 145.59 Selzures.

(a) Articles prohibited and contrary
{o law. All mail shipments containing
articles the importation of which is
prohibited, or articles imported into
the United States in any manner con-
trary to law, shall be seized or de-
tained as appropriate and held by Cus-
toms officers for appropriate treat-
ment, except for certain articles which
will be handled by the Postal Service
as specified in §§ 145.51 and 145.52.

(b) Notificalion of seizure or deten-
tion. In all cases where articles are
seized or detained by Customs officers,

- the. addressee shall be notified of the

seizure or detention, of the reason for
such action, and, If appropriate, of his
right to petition for rellef (see Part
171 of this chapter).

§ 145.72

Subpart F—Exportation by Mait

§145.71 Exportation from
Government custody.

(a) Relief from duties. Merchandise
imported into ‘the United States,
unless nonmailable, may be exported
by any class of mail without the pay-
ment of duties, If:

(1) The merchandise has remained
continuously in the custody of the
Government (Customs or postal au-
thoritles), andg o 4. (. "

(2) The n'ga'il art’clegs containing such
merchandise aré¢ inspected and mailed
under Customs supervision.

(b) Waiver of right (o withdraw.
Waiver of the right to withdraw the
malil article from the malils shall be en-
dorsed on each mall article to be so ex-
ported and signed by the exporter.

(c) Export entry or withdrawal re-
quired. An export entry in accordance
with § 18.25 of this chapter or a ware-
house withdrawal for exportation in
accordance with § 144.37 of this chap-
ter, whichever is appropriate, shall be
filed for merchandise being exported
under this section, except for mer-
chandise imported by mail which is
either:

(1) Unclaimed or refused and being
returned by the Postal Service to the
country of origin as undeliverable
mail; or

(2) For which a formal entry has not
been filed and which is being remailed
from continuous Customs or postal
custody to Canada.

[T.D. 73-175, 38 FR 13369, May 21, 1973, as
amended by T.D. 73-175, 38 FR 17470, July
2, 1973; T.D. 78-102, 43 FR 14455, Apr. 6,
19178)

continuous

§145.72 Delivery to Customs custody for
exportation.

In certain cases where merchandise
has not been in continuous Govern-
ment custody, delivery to Customs cus-
tody is appropriate before exportation
by mail, as set forth in the following
sections of this chepter:

(a) Section 10.8 (articles exported
for repairs or alterations).

(b) Section 10.8 (articles exported
for processing).

(c) Section 148.33 (merchandise
which was Imported free of duty under

583
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FYI - two stories. the first was above the fold on the front page
M

Chinese To Make RU-486 For U.S.

By Philip P. Pan y
Washington Post Foreign Service
Thursday , October 12, 2000 ; Page A0l

SHANGHAI, Oct. 11 The Hua Lian Pharmaceutical factory emerges from fields of
sorghum and green onions an hour's drive south of downtown Shanghai. At
quitting time, workers board company buses that take them back to the city.

Others leave on bicycles, pedaling toward nearby villages along narrow lanes
dotted with oxen.

Despite the tranquil appearance, tiie Hua Lian plant is a secret factory of
sorts. Its name and location are shielded not by Chinese authorities, but by
the U.S. Food and Drug Administration, which two weeks ago approved the sale of
a product that workers here are preparing to churn out for the American
market--the abortion drug RU-486.

Supporters of RU-486, which offers an alternative to surgical abortions, have
for years sought @ manufacturer to produce it for the U.S. market, ever since
boycott threats by antiabortion activists led the drug's French developers to
renounce U.S. production in 1992. For eight years, no pharmaceutical company
would develop it for sale in the United States.

So when the FDA announced it had approved the sale of RU-486, it took the
unprecedented step of refusing to disclose the name or location of the
manufacturer, citing concerns about employee safety and security. The drug's
U.S. distributor, Danco Laboratories, also refused to identify the firm.

But several Chinese officials and the head of a Bangkok-based foundation that

has worked closely with the company confirmed today that Hua Lian
Pharmaceutical Co. will produce the drug for the United States.
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An FDA official in Washington declined to comment, citing the agency's position
that it would not disElgse the location of the manufacturing site. Danco said

in a statement from its New York offices that the site was inspected by the FDA
to make sure it met the agency's requirements put that it could not identify the
plant or comment on 1its location because of a confidentiality agreement.

The fact that a state-owned company in China will be producing RU-486, or
nifepristone, for U.S. consumers could become part of a debate over the drug in
the United States. Told of the Chinese factory's role, U.S. antiabortion
activists said they intend to question the safety and purity of Chinese
pharmaceuticals and tie the drug to China's controversial one-child policy and
human rights record.

Douglas Johnson, legislative director of the National Right to Life Committee,
said his group found the news "very disturbing." He also criticized the FDA for
its refusal to reveal that the manufacturer was in China, saying the agency's
rationale was "highly implausible.”

"They said they wanted to prote-t the company from violence or protests, but
it's ludicrous to say that is an issue in China, where demonstrations aren't
permitted, " he added. "It's a public relations problem they want to avoid--they
don't want the association with Chinese coercive abortion practices." 2 :

RU-486 has been a key ingredient in China's population control strategy for
years. Of the estimated 10 million abortions performed annually in China, about
half are carried out with RU-486, said Gao Ersheng, director of the Shanghai
Institute of Planned Parenthood Research.

Hua Lian has been making RU-486 for at least nine years, one of three companies
in China that manufacture the drug. Established in 1939 and nationalized after
the 1949 Communist revolution, it is one of the largest pharmaceutical firms in
China, according to its Web site.

With the help of the Rockefeller Foundation and the Bangkok-based Concept
Foundation, the company has been working for three years to upgrade its
equipment and retrain its staff to meet international standards in order to be
permitted tc export-the drug.

The Concept Foundation was established by the World Health Organization and
World Bank in 1989 to assist factories in developing countries to make medical
products at low cost -for Third World health agencies. The Rockefeller
Foundation gave $2 million to the group in 1997 to help Hua Lian and China's
state family planning agency upgrade the factory.

Joachim Oehler, who heads the Concept Foundation, said the goal was to enable
Hua Lian to produce export-quality RU-486 to be used in China and elsewhere as
an emergency contraceptive. He said the foundations knew that would also allow
Hua Lian to export the drug to be used for inducing abortions, but that that
was not their goal.
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Oehler said FDA inspectors spent a week at the factory in July and agreed to
allow Hua Lian to produce RU-486 in bulk amounts for export to the United
States. The factory is not certified to export RU-486 in pill form, but Oehler
said he expects it to Mmeet those standards in three to five months.

In the meantime, he said, Hua Lian will send RU-486 in amounts of about 100
pounds to another factory that will make it into pills. He said he does not
know the location of the other factory but assumes it is in the United States

and does not know if other factories elsewhere might manufacture the drug for
U.S. use.

"If you compare it with other manufacturers in China, they are among the tops in
terms of their production standards," Oehler said of Hua Lian. "The factory is
in very good shape. It would not have survived the FDA inspection otherwise."

The Hua Lian Pharmaceutical Co. denied multiple requests for interviews or a
tour of the factory, as did its corporate parent, the Shanghai Pharmaceutical
Group Corp. But Gao and three Hua Lian officials said the factory will be
making RU-486 for export to the United States.

Oehler said it is unclear how much RU-486 the factory will produce annually, but
he said it can manufacture at least half a ton a year, O enough to meet;the
entire world demand. ’

Neither abortion nor RU-486 is a subject of moral debate in China in the way it
is in the United States.

During the first decades of Communist rule, government authorization was
required to obtain an abortion, and it was often difficult to obtain,
especially for unmarried women. As a result, women often sought abortions from
illegal providers, who often prescribed various forms of folk medicine. In the
1970s, though, China began to adopt population control measures and the

government changed its policy, allowing women to obtain abortions without
government approval.

China began experimenting with RU-486 as early as 1983, participating in
clinical trials with the World Health Organization. In 1988, along with France,
it became one of -the-first countries to approve the drug. By the mid-1990s, the

drug had become popular for women seeking an alternative to surgical abortion.

Gao, the director of the research institute, attributed the popularity of the
drug in part to the fact that most surgical abortions in China are performed
without anesthesia and are thus extremely painful. In addition, many Chinese
women choose RU-486 because they fear that complications during surgical
abortions might harm their ability to have children later, other experts said.

"RU-486 has given women more choices, and it's been beneficial to women's
health. It has also helped us limit the growth of the population, " Gao said.

He also said he was not surprised by the debate in the United States. "My
feeling is that isn't should be opposed. But if you oppose abortion, I
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understand. But you—sﬁguldn't oppose it just because it's made in China. That
shouldn't matter at all."”

b -.
Staff writer Marc Kaufiman in Washington contributed to this report.

© 2000 The Washington Post

Drug's U.S. Marketer Remains Elusive

By Robert O'Harrow Jr.
Washington Post Staff Writer
Thursday , October 12, 2000 ; Page AlS8

NEW YORK When many pharmaceutical companies win federal approval to market a
new drug, they rush out predictions of potential riches for investors. Not so
with Danco Laboratories LLC.

“A lot of what we're about is not driven by the profit motive," explained
Richard Hausknecht, medical director of the firm, which just received
permission to market the abortion pill known as RU-486. -

"I'm not in this to get rich, because it's not going to make me any mone¥y," said
Hausknecht, who said he is paid by the hour for his part-time work at Danco.
"Here's a chance to offer to American women a real new option, something that
has been denied to them for political reasons for 15 years."

Secretive and obscure, Danco is one of the most enigmatic companies in the
pharmaceutical industry. It has worked for years and spent millions of dollars
to bring to market a drug that investors knew would immediately face intense

resistance--and they feared possibly violent intervention--from people opposed
to abortion.

Danco has only a handful of employees. For security reasons, company officials
say, Danco's telephone number is unlisted and the details of its whereabouts
are carefully guarded. Company officials will say only that Danco is housed in
an ordinary suite of offices somewhere in midtown Manhattan.

They say Danco intends to make a profit eventually. Its immediate plan is to
make RU-486 available _in the United States within a month as an early
alternative to surgical abortion. The cost of the procedure, which includes two
drugs and three office visits, is expected to be about $300, around the same as
a surgical abortion.

The company also intends to research the possibility that the drug could also be
a treatment for ovarian cancer and other life-threatening ailments.

Food and Drug Administration officials agree that Danco is not the usual
pharmaceutical company. The agency "followed all normal" procedures in
approving the drug, including inspecting the manufacturing facilities, official:
said. But regulators determined that information about the manufacturer was
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confidential under statutes doverning trade secrets and freedom of information.

FDA Commissioner Jane:E& Henney said the agency broke with precedent by not
publishing the names of the experts who reviewed RU-486 for the agency. In
another first, it &id ‘mot publish the name or location of the company that will
manufacture the drug.

Some antiabortion activists fear that pecause of Danco's secretive approach, it
will not be held accountable the way other drug companies have.

"This company seems rather clandestine and, I believe, suspicious," said Judie
Brown, president of the American Life League, an antiabortion group based in

stafford, Va. "Women should be able to know immediately who the provider of a
particular product is.”

Danco has a close relationship with the Population Council, a nonprofit
reproductive-rights group that sponsored the drug for approval. In 1994, the
Population Council was given the rights to sell RU-486 by French drugmaker

Roussel-Uclaf SA, which was put off by the controversy surrounding the drug in
the United States.

The council, supported by the Buffett Foundation and others intent on making

abortion more accessible, in turn gave Danco the rights to manufacture and
distribute the drug. .

According to records filed in Delaware on Feb. 7, Danco was formed in the Cayman
Islands on July 25, 1995. On those papers, Hausknecht was listed as vice
president--a formality, he said, that lasted only a week.

Apart from some basic facts, company officials are chary with details about
Danco's structure, its investors and its plans.

The chief executive is Roy Karnovsky, a former marketing executive for the Merck
Human Health Division of Merck & Co. Through a spokesman, he declined to
discuss the company.

Medical director Hausknecht is an associate professor of obstetrics and
gynecology at Mount Sinai School of Medicine in New York. He also serves on an
advisory board for Planned Parenthood and was the medical director for Planned
Parenthood of New-York City.

Danco's director of public affairs is Heather M. O'Neill, who has helped prepare
materials for FDA hearings about the drug. O'Neill, a graduate of Harvard '
University's John F. Kennedy School of Government, previously worked as a
consultant at the Population Council.

0'Neill, who joined Danco in 1997, declined to provide the names of individual
investors. But she acknowledged that supporters generally share the company's
desire to make RU-486 available.

Instead of talking about company profits, she refers to its "project."
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"Everyone here is committed to this project, to making Mifeprex [the trade name
for RU-486] availableeto all women," she said. "We've been singleminded in our
determination in makillg'Mifeprex an option American woman can have."

"Tt's extremely unusual," Kevin Schulman, director of the Center for Clinical
and Genetic Economics at the Duke Clinical Research Institute. "Only people who
are truly dedicated to 'the cause’ would have stuck with it. The unique thing
here is how everybody [(involved] has a shared vision."

O'Neill said the company may eventually try to market RU-486 abroad but has no
plans to do so now. "We, I think, would be interested in looking at certain
other countries around the world," she said.

She said the company will soon have a higher profile at medical conferences and
will begin providing educational material on how to use the drug safely and
effectively.

The fact the manufacturer is not named would not prevent someone from filing an
RU-486-related lawsuit. The target would be Danco, O'Neill said. "Danco is
responsible for all aspects of the drug's introduction into the United States,
from FDA compliance to manufacturing, marketing and distribution," she said.
O'Neill acknowledged that crucial financial support over the past decade came
from several foundations. -

The Buffett Foundation, which was begun by investor Warren E. Buffett and places
a strong emphasis on reproductive issues, made at least $2 million in
interest-free loans to the Population Council, according to tax documents filed
in 1995. That money was in turn used to conduct clinical trials of RU-486.

One of Danco's main backers has been the David and Lucile Packard Foundation,
which lent Danco $10 million in 1998 to support approval and marketing of
RU-486.

Sarah Clark, director of the Packard Foundation's Population Program, said her
group and other Danco backers share an array of motivations for taking on
responsibility for_ such a controversial drug.

"We're trying to make sure this choice is available and is not kept out for the
wrong reasons," she said. If it were up to more profit-oriented drug companies

alone, she added, RU-486 would probably not be on the market: "We wouldn't have
to make loans to Danco if the commercial market were there." ’

© 2000 The Washington Post
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Electronic Mail Message

-

-
Date: 10/12/00 11:05:21%AM’
From: ~——— TT——_——7_ %L,
To: See Below
Subject: FWD: Press on Mifepristone
FYi

To: ¢
To: N\
To:

To:

To:

To:

To:

To:

To:

To:

To:
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Electronic Mail Message

-—

-
Date: 10/12/00 10:19:2d7aM

From: -~ =7 T .
Subject: Press on Mifepristone

You probably saw the story in the Washington Post or heard the news about the manufacturing site for mifepristone. The Agency's
position continues to be, for all the reasons already stated, that we will not comment on the manufacturing site. If inquiries raise
concerns about inspections, etc., we can certainly say that the manufacturing site for mifepristone received the same scrutiny as all
manufacturing sites for all drugs but we can neither confirm nor deny the site. ~ ———— will be discussing the FOl issues

further with OCC.

e
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Electronic Mail Message

-—

Date: 10/11/00 4:20:37 §M .,

From: N -

To: N N
Cc: AN
Subject: Re: FOI Requests for Records - RU 486 :

MIME-Version: 1.0
Content-type: text/plain; charset=windows-1252

Content-transfer-encoding: 7BIT

The document regquest system can be searched on any of the fields in the
request form. The two most likely places are in the title of the request
(as specified by the requestor) and the title of the article or reference.
Attached is the result of looking in both of those fields for the terms that
were orovided as examples. If additional terms are needed, let me know or,

—, you can modify and run the query (also attached).

———

Can you answer question?

Thanks
a2hs
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Electronic Mail Message

-—

”

Date: 10/5/00 9:58:17 M' hR

From: b ~—
To: N

Cc: N T
Cc: A \(

Cc: < N [ \\
Cc: -
Subject: FOI Requests for Recoras - RU 486

The FDA has received several Freedom of Information Act (FOIA) requests for
documents related to RU-486, mifepristone, Mifeprex, or NDA 20-687. Each
office, division, or organizational unit in CDER must review all files in its
possession, custody, or control for any documents which refer or relate to any
of these terms. Additionally, each CDER employee must search his/her personal
files, including e-mails, for any such documents. Records that are responsive
to the FOIA requests might include, but are not limited to, division files,
personal files, e-mail correspondence (personal and divisional), memoranda,
handwritten notes, and documentation of telecons. The all-subscriber e-mail of
last week does not need to be submitted. No documents relating to any of the
identified terms should be destroyed at this time.

Please send copies (not the originals) of all documents, with a cover page or
note indicating the sender, to ————————————— in HFD-205 for evaluation.
Email records should be sent in hard copy, not forwarded electronically. You
should send copies of all identified documents, regardless of whether or not

you believe a document is releasable. HFD-205 will review all of the documents
to determine whether they are subject to release; sending a copy of a document
to HFD-205 does not mean that the document will automatically be released.

We need copies of all documents by close of business on Friday, October 18,
2000. It is extremely important that we receive the copies by this time, so
you should not wait until that afternoon to begin collecting them. Again,
please retain the originals.

If you have any questions, please call =——————————"""""
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Electronic Mail Message

-

Date: 10/5/00 10:17:03 L
From: . . -
To: 7 - T N

Cc: 4 X
Cc: \& . .
Cc: : ‘
Subject: FWD: FOI Requests for Records - RU 486

———

If a document is already in the action package for mifepristone (RU486)
and we have an identical copy of it in our files, do we need to provide
the document again? Please note that FOI already has a copy of the
action package.

Thanks,
—

S
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J‘V‘—k. AN S

-

From: _—
Sent: Thursday‘j October 05 2000 5:57 PM
To: Hennev. Jane "’ - -
I Ve kS
Cc: - : .
Subject: Httb{roposed Legisiation on Mifepristone
FYI

Rep. Coburn did introduce the attached legislation on October 4 as HR 5385. He had 43 co-sponosrs

—-Qriginal Message—— N

From: ™ L

Sent: \ P .
To: )/\

Cce: “.

Subject: Proposed Legislation on Mifepristone

Importance: High

Please find attached what we believe to be the legislation proposed by Rep. Coburn on
limiting access to mifepristone. We have been told this is the proposal, however, we
are not certain it has been filed yet and will not know until Thursday. Also below-is
language said to have been circulated by Rep. Coburn's office in suport of the
legislation. If these versions change we will circulate new versions as soon as available.

<< File: coburn_095.pdf >>

> "COBURN OFFICE Summary of

> RU-486 Patient Health and Safety Protection Act

>

> The purpose of this bill is to protect mothers from the irresponsible and
> politically motivated malpractice of the Food and Drug Administration in
> approving this drug without safeguards. Itis to ensure that RU-486 kills
> only one person at a time instead of two at a time.

>

> This bill simply codifies the patient protection standards that were

> reportedly considered by the FDA prior to approval of RU-486, but which
> were evidently dropped under political pressure from the abortion lobby.
>

> 1) The prescribing physician must be unaIiﬁed to handle

> complication of an incomplete abortion. asically, the prescribing

> physician must be able to do a dilation and curettage (d & c) in the event
> of an incomplete abortion.- According to the clinical trials in the US,

> approximately 5% of the women who used this method of abortion prior to
> seven weeks LMP experienced an incomplete abortion. (Among the entire
> clinical trial population, which included those who had been pregnant

> longer, it was about 15%.) An incomplete abortion left untreated is a

> very serious, potentially fatal, complication.

>

> 2) The prescribing physician must be legaily empowered to commit an

> abortion and trained to do so. The training standard is essentially the

> same as point 1; the legal standard is just current law.

>

> 3) The prescribing physician must be qualified to read a sonogram in

> order to date the pregnancy and identify an ectopic pregnancy. The

> effectiveness of RU-486 in killing the baby is sharply reduced after seven
> weeks, while the rate of complications is much higher. The use of RU-486
> in the case of an ectopic pregnancy is not recommended at all for the sake
> of the mother.
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>
> 4) The prescribing physician must be properly trained in the

> administration of this drug. Doctors who don't know what they are doing

> are likely to hurt their patients.

>

> 5) The physician must have admitting privileges at a nearby

> hospital. Complications reguiring emergency care, such as heavy bleeding,
> are relatively common with the use of this drug combination, and the

> prescribing physician mudttake responsibility for the care of his/her

> patients. If complications¥lo @rise, and the attending doctor is out of

> range or unavailable to cate for his/her patient, other doctors who may

> have moral and ethical objections to abortion are then put in a position

> of having to perform the surgical abortion.

> .

> The Coburn bill simply enacts these provision into law except for the

> provision creating a national registry of RU-486 providers and the

> provision calling for a foliow-up study. Coburn believes these provisions

> should be left to the discretion of the Secretary of the Department of

> Health and Human Services."

Thanks

N

’
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Electronic Mail Message

-

-
Date: 10/5/00 12:10:35%BM
From: T———— - .
To: See Below
Subject: clarification on FOI request
[ just talked to in FOI about the RU 486 FOI request. In

order to avoid copying some documents multiple times she said the
following would be acceptable. ~—— -would you willing to coordinate
item 3 below? Also~— sould you please forward this message on to
the others in 580 who need it-- thanks. ——

1. If you are certain that a document you have is a copy of one that is
in the action package for mifepristone, you do not need to provide it
again.

2. If you are not sure that a document you have is a copy of one that is
in the action package, provide it.

3. If you are certain that you have a document that someone else also
has, coordinate with that person and send the document only once. For
example, | have the briefing notebook we put together for Dr. Henney. |
plan to send that forward. There is no need to send additional copies

of it. Before you decide someone else is providing the document and you
don't have to send another copy check and be absolutely sure.

***\When in doubt, provide a copy!I!i!*****
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Electronic Mail Message

-—

Date:  10/5/00 2:20:39 off

From: >

To: } , - T

Subject: FWD: Revulsion with Mifepristone Approval
/"\,

Another RU-486 e mail. FYI I have collected all the e mails I received,
including the ones I forwarded to you, re RU-486 for the FOI request, so
you don't have to duplicate those.

——

MIF 001942
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ELECTRONTIC MAIL MESSAGE

. - | Date: 04-0at-2000 05:47pm EDT
> From: ;X</
Dept: HFD-230 PKLN 11B40
Tel No: - —_ '

TO: See Below
Subject: RU 486 in Wednesday’s New Mexican

nHealth officials worried about RU-486" by Kristen Davenport. Santa Fe
New Mexican, Wednesday, 10/4/2000. Talks about the differences between
RU-486 and Emergency Contraceptive pills (ECP), estrogen-progestin found
in birth control pills and taken within the first 72 hours after
unprotected sex. The ECPs are handed out in the about 50 Family Planning
public Clinics throughout New Mexico. [Not obvious from the headline]
URL is

http://www.sfnewmexican.com/health/index.las

—
Distribution:

TO:
TO:

TO: ~
TO: . /
TO: k :

o~~~ T~~~ TN N SN N TS
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Electronic Mail Message

-
Date: 10/4/00 2:52:10 Pm™
From: - N
To: o - AN
Cc: - : A
Cc: A
Subject: FWD: Comments on Draft Response to Representative Tom Coburn's Letter of

~— comments.

—"
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Electronic Mail Message

-—

-
Date: 10/4/00 2:51:20 M™
From: ‘—'ﬁa\*\—-———':i—:—": — .
Subject: Comments on Draft Response to Representative Tom Coburn's Letter of Sept

—
| have reviewed your draft response to Dr. Coburn's letter regarding
misoprostol. Dr. Coburn is a family physician who has practiced

obstetrics. | have no comments or clarifications to offer regarding your
revisions. The revised draft response iooks O.K. to me.
\_\
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From: T

Sent: Wednesday, October 04. 2000 7:07 PM

To: Hannev Janer _
N T ol - T e et T

Cc: S — T - |

Subject: , Pr{ﬁo§ed Legisiauon on Mmitepristone

importance: _ H:gTa

-

Please find attached what we believe to be the legislation proposed by Rep. Coburn on
limiting access to mifepristone. We have been told this is the proposal, however, we are
not certain it has been filed yet and will not know until Thursday. Also below is language
said to have been circulated by Rep. Coburn's office in suport of the legislation. If these

versions change we will circulate new versions as soon as available.

Pfé
ps
"t
coburn_095.pdf

> "COBURN OFFICE Summary of

> RU-486 Patient Heaith and Safety Protection Act

>

> The purpose of this bill is to protect mothers from the irresponsible and

> politically motivated malpractice of the Food and Drug Administration in

> approving this drug without safeguards. It is to ensure that RU-486 kills

> only one person at a time instead of two at a time.

>

> This bill simply codifies the patient protection standards that were

> reportedly considered by the FDA prior to approval of RU-486, but which

> were evidently dropped under political pressure from the abortion lobby.

>

> 1) The prescribing physician must be qualified to handle

> complication of an incomplete abortion. Basically, the prescribing

> physician must be able to do a dilation and curettage (d & c) in the event

> of an incomplete abortion. According to the clinical trials in the US,

> approximately 5% of the women who used this method of abortion prior to
> seven weeks LMP experienced an incomplete abortion. (Among the entire
> clinical trial population, which included those who had been pgregnant

> longer, it was about 15%.) An incompiete abortion left untreated is a

> very serious, potentially fatal, complication.

>

> 2) The prescribing physician must be legally empowered.to commit an
> abortion and trained to do so. The training standard is essentially the

> same as point 1; the legal standard is just current law.

> : ———

> 3) The prescribing physician must be qualified to read a sonogram in
> order to date the pregnancy-and identify an ectopic pregnancy. The

> effectiveness of RU-486 in killing the baby is sharply reduced after seven
> weeks, while the rate of complications is much higher. The use of RU-486
> in the case of an ectopic preghancy is not recommended at all for the sake
> of the mother.

>

> 4) The prescribing physician must be properly trained in the

> administration of this drug. Doctors who don't know what they are doing

> are likely to hurt their patients.

>

> 5) The physician must have admitting privileges at a nearby )

> hospital. Complications requiring emergency care, such as heavy bleeding,
> are relatively common with the use of this drug combination, and the

> prescribing physician must take responsibility for the care of his/her

> patients. If complications do arise, and the attending doctor is out of

> range or unavailable to care for his/her patient, other doctors who may
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> have moral and ethical objections to abortion are then put in a position
> of having to perform the surgical abortion.

>
> The Coburn bill simply enacts these provision into law except for the

> provision creating a national registry of RU-486 providers and the
> provision calling for a follow-up study. Coburn believes these provisions
> should be left to the discretion of the Secretary of the Department of

> Health and Human Services"

Thanks

K

AL
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FAM6\COBURN\COQBURN.095 HL.C.

ey

(Original Signaturc of Member)

106Ta CONGRESS
2D SESSION H. R.

IN THE HOUSE OF REPRESENTATIVES

Mr. COBURN introduced the following bill; which was referred to the
Committee on

A BILL

To require the Food and Drug Administration to establish
restrictions regarding ‘the qualifications of physicians to
prescribe the abortion drug commonly known as RU-

"486.

1 -Be it enacted by the Senate and House of Represenia-
2 ;tive.; of the United States of America in Congress assembled,

AR OO

October 3, 2000
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F:\M6\COBURN\COBURN.095 H.L.C.

A AR

October 3, 2000
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1
2
3.
4
5
6
7
8
9

10
11
12
13
14

15

16
17
18
19

SECTION 1. SHORT TITLE.
T _This Act may be cited as the “RU-436 Patient
I}ealth and Safety Protection Act”.
SEC. 2. ESTABLISHMENT OF RESTRICTIONS REGARDING
PRESCRIBING OF CERTAIN ABORTION DRUG.
With respect to the application that was submitted
under section 505(b) of the Federal Food, Drug, and Cos-
metic Act for the drug mifepristone (commonly referred
to as RU-486, to be marketed as MIFEPREX), and that
was approved on September 28, 2000, the Secretary of
Health and Human Services, acting through the Commis-
sioner of Food and Drugs, shall promptly modify the con-
ditions of the approval‘ of such drug to establish the addi-
tional restriction that the drug may not be prescribed by
any person other than a licensed physician who meets the
following requirements:
(1) The physician is qualified to handle com-
plications resulting from an incomplete abortion or

ectopic pregnancy.

20— (2) The physician has been tréined to perform

21— surgical abortions and has met all applicable legal

22
23
24
25

requirements to perform such abortions.
(3) The physician is certified for ultrasound
dating of pregnancy and detecting ectopic preg-

nancy.



F:\M6\COBURN\COBURN.095 H.L.C.

A A

October 3, 2000
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10
11

ALNE

3
(4) The physician has completed a program re-

;gardmg the prescribing of such drug that uses a
- curriculum approved by the Secretary.

(5) The physician has admitting privileges at a
hospital to which the physician can travel in one
hour or less, determined on the basis of starting at
the principal medical office of the physician and
traveling to the hospital, using the transportation

means normally used by the physician to travel to

‘the hospital, and under the average conditions of

travel for the physician.



From: Jim Dickinson [ferdic@w3az.net]

Sent: Tuesday, October 03, 2000 12:50 PM
To: = -
Subject: Secggt'manufacturers
. . -
ATT—44526.D<1

in case it has slipped off your "scope," I'm presenting my emailed questions
from Friday again, below. If what I've read is true, a precedent has been

made here on "security" grounds in concealing the identity and location of a

drug manufacturer that is supplying American consumers with products for

which there are no quality, potency, identity, etc. criteria publicly

available or reasonably accessible. For example, how does a requester

identify for FOIA purposes the subject company and manufacturing site for

which documentation (FDA-483, EIR, etc.) is sought?

Jim Dickinson (520-684-3112)

———

A public health and safety issue seems to have arisen in the secrecy FDA has
afforded the name and address of the actual manufacturer of RU-486

(Mifeprex, mifepristone). If, as the Washington Post this morning suggests,

the manufacturer is in China or India, and serious manufacturing issues

arise, how is FDA able to quickly respond - especially since this is a drug

with which there is little real-world experience in the U.S. and millions of
American women will be suddenly exposed to it? We know from past experience
that the first year of volume marketing is when the problems arise. With the
actual manufacturer's identity and location being nonpublic, where is FDA's

usual public accountability for drug quality in this case?

Jim

MIF 001951




Electronic Mail Message

-—

-—
Date:  10/3/00 9:58:35 P =~ -
From: —_— >
To: See Below T
Subject: Re: verification of RU-486 reports
| concur.

e —— e ——————

FDA, CDER, OPDRA
12300 Twinbrook Parkway

Rockville, MD 20851 (HFD-400)
BN

MIF 001952
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Electronic Mail Message

-—

Date:  10/2/00 11:09:46 @M., -

From: —_— > ——
To: — - -,
Subject: FWD: Abortion Pill

—_—

The attached e mail concerns FDA policy on disclosure of manufacturing
sites (pertaining to RU-486). Please respond with a cc to me.

Thanks.

——

MIF 001953
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_ _Printed by - "
-2 Electronic Mail Message

f

-
[ PO
> Date: N2-Net-2000 02:58pm
- From: Eg'
Dept: HED=-42 PKLN 17B17
TelNo: —m— T

TO: ~ e

Subject: final PI & MedGuide

e,

I forgot to ask you, would you give a copy of the final MedGuide for
Mifeprex to & we need a copy of the final PI, if you didn't get
one.

MIF 001954



Printed by = T~ ————
Electronic Mail Message
..‘- -~
® ’
t' Date: N2-0ct-2000 11:04am
—em From:
Dept: HFD-42 PKLN
17B17
TelNo: «————~ Fax
10, oo — TTee———
comments

Subject: Danco website not in line with

—

The press release on the home page of the website has one of the
originally proposed press releases.

I'm looking around the site now.

e e

MIF 001955



Electronic Mail Message

-—

-
Date: 9/29/00 9:14:04 AM™
From: T~ ~——
To: e T —_—
Subject: Re: info this am please

Here's a brief chronology on Mifepristone (NDA 20687):
Receipt: 3/14/1996 Approval 9/28/2000

Total approval time = 54.4 months
(checking with PM to determine whether there is
an adjustment)

Major milestones:
Receipt: 3/14/1996 Approvable: 9/18/1996
Major amendment: 8/18/1999  Approvable: 2/18/2000
Major amendment 3/30/2000  Approved: 9/28/2000

FDA Time = 18 months

Firm time = 36.4 months

Looks like the last cycle took 6 months.

Let me know if you need anything more or have questions. |'ll bring up
some background information for you.

/—.

e —————

>

>Could you please prepare for me the review statistics on the
>mifepristone application? Some Senator was talking this morning about
>how we had reviewed it in “just 6 months". Can't be the case! Could
>you please email me the submission date, actions dates, total FDA
review . -

>time, total response time, and total time to approval - so we have the
>information to refute such assertions. Please let me know if you have
>any guestions about this,

>

>Many thanks
>

MIF 001956



Printed by — -
Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL Date: 29-Sep-2000 09:14am
— . from: -~ —
- ’
> Dept: HFD-023 WOC2 2040
e TelNo: ~1.  —————= =TT
TO: P

Subject: Re: info this am please
Here's a brief chronology on Mifepristone (NDA 20687):
Receipt: 3/14/1996 Bpproval 9/28/2000
Total approval time = 54.4 months
(checking with PM to determine whether there is
an adjustment)
Major milestones:
Receipt: 3/14/1996 Approvable: 9/18/1996 f
Major amendment: 8/18/1999 Approvable: 2/18/2000
Major amendment 3/30/2000 Approved: 9/28/2000
FDA Time = 18 months
Firm time = 36.4 months

Looks like the last cycle took 6 months.

Let me know if you need anything more or have questions. 1I'll bring up
some background information for you.

—

>

>Could you please prepare_for me the review statistics on the
>mifepristone application? Some Senator was talking this morning about

>how we had reviewed it _in "just 6 months". Can't be the case! Could
>you please email me the stbmission date, actions dates, total FDA
review -

>time, total response time, and total time to approval - so we have the
sinformation to refute such assertions. Please let me know if you have
>any questions about this,

>

>Many thanks

>




Electronic Mail Message

Date: N9/29/2000 3:32:3" PM
From: —
To: )

To: :
To: N
To: { A ¢
To:

Subject: Request

Office Heads:

Please forward the attached note to appropriate staffers that worked on the
rollout.
Exec. Sec.

<<kudos.doc>>

MIF 001958



Dear Colleagues,

| would like to personally thank each of you for your efforts in planning and conducting
all aspects of the roll-out for the mifepristone approval. This team effort was critical in
ensuring that the approval decision was communicated in a clear and timely manner to
all interested partias. - The conference calls with health professional and women's
groups, the press ilterviews, the preparation of information for our Web site, and the
calls, faxes, and e-mails to various other constituents resulted in delivery of a
coordinated and coherent message regarding the approval. | appreciate the extra
hours that some of you worked to make this happen. With an approval of this nature,
which has engendered wide-ranging attention and equally wide-ranging reaction, | am
grateful that together we have communicated the role of the FDA in a simple and
forthright manner.

Jane E. Henney, M.D.
Commissioner of Food & Drugs

MIF 001959



e ———————

From: EXECSEC
Sent: Friday, September 29, 2000 3:32 PM
To: ::—r—\-—r//.v—““~\_m_.__—<’~—-——. o —‘-——""—_—/
Subject: " Request
-
b A,
v.
Office Heads: -

Please forward the attached note to appropriate staffers that worked on the roliout.

Exec. Sec.

)

kudos.doc

MIF 001960
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. Dear Colleagues,

I would like to personally thank each of you for your efforts in planning and conducting
all aspects of the roll-out for the mifepristone approval. This team effort was critical in
ensuring that the-approval decision was communicated in a clear and timely manner to
all interested parties. The conference calls with health professional and women's
groups, the press:rhtgwiews, the preparation of information for our Web site, and the
calls, faxes, and e-mails to various other constituents resulted in delivery of a
coordinated and-coherent message regarding the approval. | appreciate the extra
hours that some of you worked to make this happen. With an approval of this nature,
which has engendered wide-ranging attention and equally wide-ranging reaction, | am
grateful that together we have communicated the role of the FDA in a simple and
forthright manner.

Jane E. Henney, M.D.
Commissioner of Food & Drugs

MIF 001961



Electronic Mail Message

-—

-
Date: 9/28700 1:25:57 @+ -
From: : *~ .
Cc: N .
Cc: N ’ /
Cc:
Subject: NDA 20687: Mifeprex (Mifepristone) -

Can | assume this is a High Profile? “—————— will you want reports
faxed?

FDA, CDER, OPDRA
12300 Twinbrook Parkway

Rockville, MD 20851 (HFD-400)

Phone . —m —m—m——————

MIF 001962



Electronic Mail Message

-

-
Date: 9/29700 10:58:07 shMa. -

From: >

To: Lo o T

To: N

Cc: /T

Cc: ‘

Subject: r1rst wlrect report tor RU-486

amazing?

T e e e e

FDA, CDER, OPDRA
12300 Twinbrook Parkway

Rockville, MD 20851 (HFD-400)

Phon( e w‘

MIF 001963



Printed by T

Electronic Mail Message

Sensitivity: COMPANY CONFIDENZIAL Date: 28-Sep-2000 09:57am
- : From:
B B
> Dept: HFD-580 PKLN 17B45
- Tel No: e
T0 e g
TO: e
CC: ’ — PR
cc: —

SuMectIabei and Misc other files

If you have any problems with these files, call me.

Tt —
———

MIF 001964



Printed by —m8mMmm™
Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL . Date: 28-Sep-2000 1l:18am
. bl From: —
W
> " e ———
- Dept: HFD-001 WOC2 6027
. Tel No: FAX =~

TO: subscribers:

Subject: FWD: RU 486

APPEARS THIS WAY
ON ORIGINAL

MIF 001965



Electronic Mail Message

-—

Date: 9/28/0C 12:04:00eM
From: et 2 - e
To: See Below e
Subject: Re: RU 486 =~ 77

Everyone, If you're still getting an error message. it's because you're
browser has the oid (wrong) address in memory. Please click on the refresh
button to empty memory and then

http://www fda.gov/cder/drug/infopage/mifepristone should work.

To:
Cc: N ~
Cc: ' ’
Cc:
Cc:
Cc:
Cc:
Cc:
Cc:
Cc:
Cc:
Cc:
Cc:
Cc:
Cc:
Cc:
Cc:
Cc:
Cc:
Cc:
Cc:
Ce:
Cc:
Cc:
Cc:
Cc:
Cc:
Cc:
Cc:
Cc:
Cc:

Cc: 1 \
Cc:

Cc: ‘\
Cc: / ~
Cc:

Cc:

Cc: g

MIF 001966
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Electronic Mail Message

-—

Date: 9/28/00 11:57:00 AM' .

From: —— e T aax 8
To: See Below =

Subiject: Re: RU 486 = 77

I'm really sorry. | misspelled the drug name on the last message. The
address should be http://iwww.fda.gov/cder/drug/infopage/mifepristone

itis correct on everything else but my message. =

Nyt

MIF 001967



Electronic Mail Message

-

Date: 9/28/00 11:53:00 M
fom: e
To: See Below >

Subject: Re: RU 486 -

The web page is now live. http://www fda.gov/cder/drug/infopage/mifespristone

——

MIF 001968




Electronic Mail Message

-—

Date: 9/28/00 3:30:50 P : —
From: < bR v
To: / - -

Cc: ————
Subject: FDA approval of RU-486

Hi Dr. Hammond,

| have been trying to contact you today to give you a heads up regarding
the Agency's approval of RU-486. As I'm sure you are aware by now, this
morning the agency approved the product.

We have created a website at which you can access the Agency's Press
Release, the product's labeling, etc. The website is:

hitp://www fda.gov/cder/drug/infopage/mifepristone

You can also call the Agency's drug information line: 1-888-463-6332
for information on the approval or if you have any questions. Of
course, you can also contact me, and | will try to answer any questions
that you may have.

If you have a better telephone and FAX number that we can use in the
future, could you please pass that on to me.

Regards,

T

Agvisors and Consultants Staff, HFD-21

FDA, CDER, ORM

5600 Fishers Lane
Rnrkvilla Marviand 20857-1734

<

MIF 001969
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Electronic Mail Message

-
Date:  9/28/C0 3:10:20 ¥

From: . - = .
To: - . AN
. \
To: - . \\/
To: N
To: ' ‘
Subject: Re: Additional questions from reporters:

MIF 001970



Additionaivq[i‘gstions from reporters:
\ -

Will Misoproistol be relabeled for this use? (reid)

It is up to Searle if it wishes to seek additional indications.

Are there any deaths associated with this regimen? (McCullough)

There were no deaths in the clinical trials in over 800 US patients and 1800
French patients.

When the label has a black box, what does that mean in terms of advertising

restrictions? (Mccullough) -

The contents in the box must be reflected in the ads and there are no reminder ads
(ads that show drug name with no other words/writing).

Can we provide information on the issues raised in the last approvable letter
issued to the company? (middleton)

See the web site for reviews for all cycles and outstanding issues idenfitied.

MIF 001971



Electronic Mail Message

-

-—

Date: 9/28/00 12:49: 4N
From: —_—— o« —_—
To: —_— T —

To: ——— ' —
To: _—
Subject: Additional guestions from reporters:

MIF 001972




Additiona‘l-q;i'cstions from reporters:
\ - ~

- Will Misoprdsto! be relabeled for this use? (reid)

Are there any‘deaths associated with this regimen? (McCullough)

When the label has a black box, what does that mean in terms of advertising
restrictions? (Mccullough)

Can we provide information on the issues raised in the last approvable letter
issued to the company? (middleton)

MIF 001973




Electronic Mail Message

-

-
Date: 9/28/00 11:17:10WAM-

From: \ e

To: L T

To: >/

Cc: 7N

Cc:

Subject: Redaction of Approval Letter

N\

¢

Attached is the Approval Letter for MIFEPREX™. We have removed any
names from the letter. Please review and respond with any further

redaction.
Thank You.

———

MIF 001974




Printed by ——
Electronic Mail Message

- Date: 28-Sep-2000 11l:17am
> ‘ From: :
t =3
e Dept: T
Tel No:

Subject: RU 486
Greetings!

This is to let you know that FDA has just announced the approval of the
drug, MIFEPREX (mifepristone), for terminating a pregnancy in the early

stages (49 days or less since last menstrual period began). | have attached
a copy of the press release for your information.

Agency staff have agreed on a comprehensive roll out strategy to communicate
with all of our external audiences about this approval. If you or your

saff receive inquiries, you may direct them to FDA's website,
heep://www.fda.gov/cder/drug/infopage/mifepristone

<htep://www .fda.gov/cder/drug/infopage/mifepristone> , or refer them to the
designated contact below. The website contains the FDA press release,
approval letter, package insert, medguide and other information on
mifepristone. Please do not answer calls or emails directly.

Calls From: Refer To:
Health Professionals/Consumers OTCOM
888-INFO-FDA

301-827-4570
Print Media (Includes Trade Press) ___——~—- 301-827-6250

S — 301-827-6242

Broadcast Media ——
301-827-3417

Members of Congress/Staff e
301-827-0087

Other Government Officials FDA Exec Sec
301-827-4450

E-Mails should be forwarded to: :=-druginfo@cder.fda.gov
<mailto:druginfo@cder.fda.gov>

Please forward this information to anyorie else on your staff who may receive
inquiries. -t -

Thanks,

MIF 001975
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Printed by v
Electronic Mail Message

- Date: _ 28-Sep-2000 11:17am
- From: ——e  __
b 3
..
L~ Dept:
- Tel No:

Subject: RU 486
Greetings!

This 1is to let you know that FDA has just announced the approval of the
drug, MIFEPREX (mifepristone), for terminating a pregnancy in the early
stages (49 days or less since last menstrual period began). I have attached
a copy of the press release for your information.

Agency staff have agreed on a comprehensive roll out strategy to communicate
with all of our external audiences about this approval. If you or your
staff receive inquiries, you may direct them to FDA's website,

http://www. fda.gov/cder/drug/infopage/mifepristone
<http://www.fda.gov/cder/drug/infopage/mifepristone> , or refer them to the

designated contact below. The website contains the FDA press release,
approval letter, package insert, medguide and other information on
mifepristone. Please do not answer calls or emails directly.

Calls From: Refer To:
Health Professionals/Consumers OTCOM

888-INFO-FDA

301-827-4570

Print Media (Includes Trade Press) T 301-827-6250
RIS 301-827-6242
1 h\\
proadcast Media _
301-827-3417 \\\\\\~____\\

Members of Congress/Staff

301-827-0087

Other Government Officials FDA Exec Sec
301-827-4450

E-Mails should be forwarded to: druginfo@cder.fda.gov
<mailto:druginfo@cder.fda.gov>

Please forward this information to anyone else on your staff who may receive
inquiries.

Thanks, - —

MIF 001976
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Electronic Mail Message

-

Date: 9/28/00 11:17:08 W1 ‘

From: —————_ :-' ————
Subject: RU 486 -

Greetings!

This is to let you know that FDA has just announced the approval of the
drug, MIFEPREX (mifepristone), for terminating a pregnancy in the early
stages (49 days or less since last menstrual period began). I have attached
a copy of the press release for your information.

Agency staff have agreed on a comprehensive roll out strategy to communicate
with all of our external audiences about this approval. If you or your
staff receive inquiries, you may direct them to FDA's website,
http://www.fda.gov/cder/drug/infopage/mifepristone
<http://www.fda.gov/cder/drug/infopage/mifepristone> , or refer them to the
designated contact below. The website contains the FDA press release,
approval letter, package insert, medguide and other information on
mifepristone. Please do not answer calls or emails directly.

Calls From: ' Refer To:
Health Professionals/Consumers OTCOM
888-INFO-FDA

301-827-4570
Print Media (Includes Trade Press) —_——————— 301-827-6250

301-827-6242 ——

Broadcast Media
301-827-3417

Members of Congress/Staff ) —————
301-827-0087
Other Government Officials FDA Exec Sec

301-827-4450

E-Mails should be forwarded to: druginfo@cder.fda.gov
<mailto:druginfo@cder.fda.gov>

Please forward this information to anyone else on your staff who may receive
inguiries.

Thanks,

MIF 001977
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Electronic Mail Message

-
Date: 9/28/00 11:17: 030 AM _
From: —_—— - e
Subject: RU 486 .
Greetings!

This is to let you know that FDA has just announced the approval of the
drug, MIFEPREX (mifepristone), for terminating a pregnancy in the early
stages (49 days or less since last menstrual period began). | have attached
a copy of the press release for your information.

Agency staff have agreed on a comprehensive roll out strategy to communicate
with all of our external audiences about this approval. If you or your

staff receive inquiries, you may direct them to FDA's website,
http://www.fda.gov/cder/drug/infopage/mifepristone

<http:/www fda.gov/cder/drug/infopage/mifepristone> , or refer them to the
designated contact below. The website contains the FDA press release,
approval letter, package insert, medguide and other information on
mifepristone. Please do not answer calls or emails directly.

Calls From: Refer To:
Health Professionals/Consumers OTCOM
888-INFO-FDA

301-827-4570
Print Media (Includes Trade Press) —_—— 301-827-6250

301-827-6242

Y |

Broadcast Media N

301-827-3417
Members of Congress/Staff ——
301-827-0087
Other Government Officials FDA Exec Sec
301-827-4450

E-Mails should be forwarded to: druginfo@cder.fda.gov
<mailto:druginfo@cder.fda.gov> "

Please forward this informationto anyone else on your staff who may receive
inquiries.

Thanks,

PRI

<<Miferpristone1.doc>>
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P00-15 . FOOD AND DRUG ADMINISTRATION

September 28, 2000 Print Media: 301-827-6250

FOR IMMEDIATE RELEASE Broadcast Media: 301-827-3434
Consumer Inquiries: 888 -INFO-FDA

FDA APPROVES MIFEPRISTONE
FOR THE TERMINATION OF EARLY PREGNANCY

The Food and Drug Administration tcday approved
mifepristone (trade name Mifeprex) for the termination of
early pregnancy, defined as 49 days or less, counting from
the beginning of the last menstrual period.

Under the approved treatment regimen, a woman first
takes 600 milligrams of mifepristone (three 200 milligram
pills) by mouth. Two days later, she takes 400 micrograms
(two 200-microgram pills) of misoprostol, a prostaglandin.
Women will return for a follow-up visit approximateiy 14
days after taking mifepristone to determine whether the
pregnancy_has been terminated.

Becausepr the importance of adhering to this
treatment ‘regimen, each woman receiving mifepristone will
be given a Medication Guide that clearly exﬁlains how to
take the drug, who should avoid taking it, and what side

-More-

MIF 001979



- ’ Page 2, P00-19, Mifepristone

-—

effects caq:égcur.‘

“The~a%proval of mifepristone is the result of the
FDA's carefﬁi evaluation of the scientific evidence related
to the safe and effective use of this drug,” said Jane E.
Henney, M.D., Commissioner of Food and Drugs. “The FDA's
review and approval of this drug has adhered strictly to
our legal mandate and mission as a science-based public
health regulatory agency.”

FDA based its approval of mifepristone on data from
clinical trials in the United States and France.

The labeling for mifepristone emphasizes that most
women using the product will experience some side effects,
primarily cramping and bleeding. Bleeding and spotting
typically last for between 9 and 16 days. In about one of
100 women, bleeding can be so heavy that a surgicalr
procedure will be required to stop the bleeding.

The drug’s labeling also warns that it should not be

used in waomen with the following conditions:
¢ Confirmed -or suspected ectopic (“tubal”) pregnancies

e Intrauterine device (IUD) in place

e Chronic failure of the adrenal glands

-More-

MIF 001980



- ; Page 3, P00-19, Mifepristone

-

s Current {?qgfterm therapy with corticosterocids
>.

] Histof?”é%'allergy to mifepristcone, misoprostol or other
prostaglandins

e Bleeding disorders or current anticoagulant (blood-
thinning) therapy.

Under the terms of the approval, mifepristone will be
distributed to physicians who can accurately determine the
duration of a patient’s pregnancy and detect an ectopic (or
tubal) pregnancy. Physicians who prescribe mifepristone
must also be able to provide surgical intervention in cases
of incomplete abortion or severe bleeding -- or they must
have made plans in advance to provide such care through
others.

To gather additional data about the use of
mifepristone, the Population Council (sponsor of the
product) has made a commitment to conduct postmarketing
studies..-_These include a study comparing patient outcomes
among physicians who refer their patients needing surgical
intervention, compared to those who pérform surgical
procedures themselves; an audit of prescribérs that will
examine whether patients and their physicians are signing
the patient agreement and placing it in the.patient’s

-More-
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SR Page 4, P00-19, Mifepristone

-

medical recé;dq as fequired; and a system for surveillance,
reportinéﬁaﬁé\tracking rare ongoing pregnancies after
treatment with mifepristone in the U.S.

Mifepristone, which was developed by a French
pharmaceutical firm, was first approved for use in France
in 1988. Since then, more than 620,000 European women have
taken mifepristone in combination with a prostaglandin to
terminate pregnancy. The drug has also been approved in
the United Kingdom, Sweden, and other countries.

Mifepristone will be distributed in the U.S. by Danco
Laboratories, LLC, New York, N.Y.

More detailed information about this product is

available on FDA's website at

http://www.fda.gov/cder/drug/infopage/mifepristone/

##4#
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P00-19 : FOOD AND DRUG ADMINISTRATION
September 28, 2000 Print Media: 301-827-
6250
FOR IMMEDIATE RELEASE Broadcast Media: 301-827-
3434

Consumer Inquiries: 888-
INFO-FDA

FDA APPROVES MIFEPRISTONE
FOR THE TERMINATION OF EARLY PREGNANCY

The Food and Drug Administration today approved
mifepristone (trade name Mifeprex) for the termination
of eariy pregnancy, defined as 49 days or less,
counting from the beginning of the last menstrual
period.

Under the approved treatment regimen, a woman
first takes 600 milligrams of mifepristone (three 200
milligram pills) by mouth. Two days later, she takes
400 micrograms (two 200-microgram pills) of
misoprestol, a prostaglandin. Women will return for a
follow’appyisit approximately 14 days after taking
mifepristone to determine whether fhe pregnancy has
been terminated.

Because of the importance of adhering to this

treatment regimen, each woman receiving mifepristone

MIF 001983



will be gi\"/éi;ra Medication Guide that clearly explains how to take the drug,

-

who should avoid taking it, and what side

-More-

Page 2, P00-19, Mifepristone
effects can occur.

“The approval of mifepristone is the result of the
FDA’s careful evaluation of the scientific evidence
related to the safe and effective use of this drug,”
said Jane E. Henney, M.D., Commissioner of Food and
Drugs. “The FDA’s review and approval of this drug has
adhered strictly to our legal mandate and mission as a
science-based public health regulatory agency.”

FDA based its approval of mifepristone on data
from clinical trials in the United States and France.

The labeling for mifepristone emphasizes thét most
women using the product will experience some side
effects, primarily cramping and bleeding. Bleeding and

spotting>typically last for between 9 and 16 days. In

about one of 100 women, bleeding can be so heavy that a
surgical procedure will be required to stop the

bleeding.

The drug’s labeling also warns that it should not

MIF 001984
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be uséa‘fn.women with the following conditions:
- :

e Confimmed or suspected ectopic (“tubal”) pregnancies

¢ Intrauterine device (IUD) in place

e Chronic failure of the adrenal glands

-More-
Page 3, P00-19,
Mifepristone
e Current long-term therapy with corticosteroids
e History of allergy to mifepristone, misoprostol or
other prostaglandins
¢ Bleeding disorders or current anticoagulant (blood-
thinning) therapy.

Under the terms of the approval, mifepristone will
be distributed to physicians who can accurately
determine the duration of a patient’s pregnancy and
detect an ectopic (or tubal) pregnancy. Physicians who
prescribé mifepristone must also be able to provide
surgical intervention in cases of incomplete abortion
or se%ére‘bleeding -— or they must have made plans in
advance to provide such care through others.

To gather additional data about the use of



mifeprIéﬁone, the Population Council (sponsor of the
- .
‘product) *hds made a commitment to conduct postmarketing

studiégtfifhese include a study comparing patient
outcomes aﬁong physicians who refer their patients
needing surgical intervention, compared to those who
perform surgical procedures themselves; an audit of
prescribers that will examine whether patients and
their physicians are signing the patient agreement and
placing it in the patient’s

-More-

Page 4, P00-19, Mifepristone
medical record, as required; and a system for
surveillance, reporting and tracking rare ongoing
pregnancies after treatment with mifepristone in the
U.S.

Mifepristone, which was developed by a French
pharmaceutical firm, was first approved for use in
France in 1988. Since then, more than 620,000 European
women have taken mifepristone in combination with a
prostééiéndin to terminate pregnancy. The drug has
also Eéen‘approved in the United Kingdom, Sweden, and
other countries.

Mifepristone will be distributed in the U.S. by

MIF 001986
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Danco Laboratories, LLC, New York, N.Y.

o
¥ More detailed information about this product

-

ié availéble on FDA’s website at

http://www.fda.gov/cder/drug/infopage/mifepristone/

#H##
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Electronic Mail Message

-—

Date: 9/28/00 2:51:11 MM

From: \_aé:_:‘ v
To: - T~
Subject: As you requested
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Electronic Mail Message

-

-
Date: 9/28/00 9:57:41 Ly

From: N -

To: e T

To: <

Cc: N

Cc:

Subject: Label and Misc other files

If you have any problems with these files, call me.

MIF 001989



Electronic Mail Message

-

-
Date: 9/28/00 10:07:3%eAM- -
From: T e =

To: — T
To: N

Cc: )

Cc: T

Subject: AP Letter
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Electronic Mail Message

-—

-
Date: 9/28/00 10:24:0AN
From: . -

To: T T
Cc:

Cc: .

Subject: Approval Letter

MIF 001991



Electronic Mail Message

-
Date: 9/28/00 11:11:08wAM-
From: S re— % T
To: See Below T
Subject: FWD: Redact Action Letter FDA names and ___ . ————————_  _ Memo of 9/

We need to make sure we've gotten the latest edited/redacted version of
everything. Can someone come and help us review this —

MIF 001992




Electronic Mail Message

-—
Date: 9/28/00 10:48:21%AM"
From: —_— o~ ——
Subject: Redatct Action Letter FDA names and e~ Memo of 9/28/00

As per our conversation,

The above two items are newly revised today and need redaction prior to
placing on the web. Thanks.

ar——

MIF 001993



Electronic Mail Message

-—

Date: 9/28/00 8:52:19:‘-3.1\/!4, -

From: ARNOLD, SANDRA *° i SARNOLD@popcouncil.org )
To: s

To: AN

Cc: : ' ,)&

Cc: Nancy L. Buc Esg. (E-mail) g

Subject: Revised documents

Attached are the package insert, including the MedGuide and Patient
Agreement, and the prescribers agreement and order form, as submitted last
night by fax.

<<FDALAB.9.27.2000.clean.doc>> <<QOrder-Prescriber Ltr 092700.doc>>

MIF 001994
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Printed by ——ouu  ——

Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL Date: 28-Sep-2000 01:11mm
- ‘ From: o~
b' A, E .
> Dept. ~~——o-—
e TelNo: ~___—
TO: cder-migrated ; { cder-migrated@exchange.cder.fda.gov )
TO: All ALL-IN-1 users on this node ( SUBSCRIBERS: )

Subject: FWD: RU 486

See attached for those of you already on Microsoft Outlook who did not
get this the first time.

MIF 001995
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Electronic Mail Message

-—

Date: 9/28/00 11:18: 44&1‘4
From: T T
To: subscribers: —--- 7‘*»
Subject: FWD: RU 486

MIF 001996



Printed by -
Electronic Mail Message

Sensitivity: coMpPANY CONFIDﬁ_N’I‘IAL ) Date: 28-5Sep-2000 11:18am
. il . From: e
» JE ey
v.
-~ Dept: HFD-001 wuee 6027
TelNo: ~——- R

TO: subscribers:

Subject: FWD: RU 486
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Printed by —
Electronic Mail Message

Sensitivity: COMPANY CONFIDBNTIAL Date: 28-Sep-2000 11:18am
- : From: T
b S, B
L Dept: nru-vua nul2 6027
- TelNo: — = - T

TO: subscribers:

Subject; FWD: RU 486

MIF 001998




e e

From: Tm—— T
Sent: Thuredav <aptember 28, 2000 12:14 PM
To: -
Subject: i - IMPORT ALERT #66-41
- .

addendum has issued as well ¥. ™

-

——--QOriginal Messane-———

From: TTTm—

Sent: Thursdav. Seotember 28. 2000 17-13 PM

To: ~
Subject: FVV IMPURIT ALER ] #bb5-41

FYI, also.

----- Original Message-----

From: ORA HQ DIOP Import Alerts

Sent: Thursday, September 28, 2000 12:02 PM

;:i:ject: IMPORT ALERT #66-41

DATE: SEPTEMBER 28, 2000

FROM: ————~—— DIVISION OF IMPORT OPERATIONS & POLICY (HFC-170) }
SUBJ: REVISION OF THE ATTACHMENT TO IMPORT ALERT #66-41, "UNAPPROVED NEW

DRUGS PROMCTED IN THE U.S."
TO: IMPORT PROGRAM MANAGERS B

The following product has met the criteria for detention without physical
examination:

PRODUCT/

PRODUCT CODE SOURCE COUNTRY
Mifepristone All All
6571111/

e3D(]1 (111

FDA has determined that unapproved versions of mifepristone manufactured
outside the U.S. are being promoted in this country for use to end pregnancy.
Due to the risks to the safety of the user in inadequately controlled
settings, mifepristone should be considered inappropriate for release under
the Personal Import Guidance. Districts encountering entries of mifepristone
should determine whether the importer of record for the article being entered
is Danco Laboratories, LLC, New York, New York (distributor of the U.S.
approved procduct) of*whether the article is being entered under an IND that is
in effect. In such circumstances (when the article is being imported by the
distributor of the U.S. approved product or under an IND that is in effect),
the article is outside tMe scope of this guidance.

(Districts should céhtacﬁ CDER for verification of IND status.)

Please add this product to the attachment for Import Alert #66-41.

RECOMMENDED BY: DIOP (HFC-170)
FOI: No purging required
PREPARED BY: DIOP, Operations & Policy Branch

DATE LOADED

MIF 001999




INTO FIARS: September 28, 2000

/s/

MIF 002000



