The Danco Group L i

October 28,1998 ~
, == - ~ ‘ORIG AMENDMENT

\__’_”_:'__—_-—'
Division of Reproductive and

Urologic Drug Products (HFD-580)
Attention: Document Control Room 17B-20
Office of Drug Evaluation Il ;
Center for Drug Evaluation and Research i yeo 011999 }
Food and Drug Administration 5‘ . Py
5600 Fishers Lane
Rockville, MD 20857

Re: NDA 20-687, Mifepristone 200mg Oral Tablets

Dear

In response to your request for additional detail regarding planned distribution of
mifepristone if it were subject to Subpart H, Sec. 314.520, we wouid like to refer you to
Amendment 033, point #1 (enclosed).

In that Amendment, we provide a description of the proposed distribution process and in
the 4™ bullet refer to a letter that would need to be signed by physicians before they
could be provided with mifepristone by the distributor. '

We are now enclosing the above-mentioned lefter for your review and comment.

-

Please let me know if you have any questions on the information provided.

Sinceralv

i

/> B
N ~ Rsr1]
President and QEVIEWS CCMPLETED
Chief Executive Officer /
fdns | CROACTEE L, Tidewo |
EnC’OSUl"B - ’ Dg ’:?‘ L__«. .2

Sandra P..Amold - Population Council
Frederick H. Schmidt — Population Council
Patricia C. Vaughan, Esq. - Population Council

AT N e e e, W s i L T

cSt MiALS

| e e

This document constitutes trade secret and confidential commercial information exempt from public
disclosure under 21 C.F.R. 20.81. Should FDA tentatively determine that any portion of this document is
disciosable in response to a request under the Freedom of Information Act, Danco Laboratories, inc.
requests immediate notification and an opportunity for consuitation in accordance with 21 C.F.R. 20.45.
Contact telephone nuMber i$  ce—=r——————
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Division of Reproductive and

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

Re: NDA 20-687, Mifepristone 200mg Oral Tablets

. Amendment 035 - Danco Produced Drug Product-3 Month
Accelerated Stability Data

Dear —

As a follow up to Danco’s commitment to provide the FDA with three (3) month
accelerated stability data from the Danco lot 99005 demonstration batch of drug
product, we now enclose the data for review by your Division, along with additional
supportive data to better frame the expiration period issues.

Pursuant to our prior discussions concerning Danco’s efforts to replace the Sriginal drug
substance and prod..ct manufacturer, Roussel Uclaf ("RU"), Danco has secured contract
manufacturers who are utilizing the same RU mifepristone synthesis and tabletting
processes as described in RU’s original CMC submission for NDA No. 20-687. The
CMC's for Danco’s drug substance and drug product manufacturers have been filed as
Amendments 025 and 032, respectively. The enclosed three (3) month accelerated
stability data on the Danco mifepristone tablet iot 99005 continues to exhibit acceptable
analytical and physical performance. Furthermore, this lot 99005 performs comparably
to lots of mifepristone tablets previously manufactured by RU and used in the U.S.
clinical studies.

We have enclosed applicable shelf-life and accelerated stability data on various lots of
mifepristone tablets produced by both RU and Danco:

A data from the original NDA submission by the Population
Council (RU Stability Data for Mifepristone Tablets),

This document constitutes trade secret and confidential commercial information exempt from public
disclosure under 21 C.F.R. 20.61. Should FDA tentatively determine that any portion of this document is
disclosable in response to a request under the Freedom of Information Act, Danco Laboratories, Inc.
requests immediate notification and an opportunity for consultation in accordance with 21 C.F.R. 20.45.
Contact telephone number is = "=
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B T “Wata from ongoing stability studies of the RU tablet lot
: " (JMP 25524-109) used in the original U.S. clinical studies

(Stability Data for RU Lot JMP 25524-1 09), and

iy

C data from mifepristone tablet demonstration iot 99005
produced by Danco's contract drug product manufacturer
using drug substance produced by Danco's drug
substance contract manufacturer (Stability Data for
Danco Lot 99005).

A RU Stability Data For Mifepristone Tablets. The RU data for blister-packaged
mifepristone tablets (stability lots RG 21236-12, RG 2123644 and RG 21236-
50), as originally presented in the NDA (CMC Volume 2 Section B: Drug Product,
pages 473-478) are presented in Attachment A. The analytical data show that,
when stored for sixty (60) months at room temperature (23°C), the tablets
continued to perform within specification. Reported assay results fell within the
specification range of 95-105% of the product label claim, with no appreciable
change being observed in impurity or dissolution performance. The physical test
data show that appearance, average mass, disintegration, and hardness also
remained consistent throughout the sixty (60) month period. Similar acceptable
analytical and physical test data also are observed when tablets are stored at
37°C or 50°C for sixty (60) months, with only minor changes in appearance and
— assay being noted after twenty-four (24) months storage at the 50°C
storage condition. All of these data demonstrate that the mifepristone tablet
manufacturing process produces a robust and stable drug product. |

B Stability Data for RU Lot JMP 25524-109. The Population Council, in
cooperation with Danco, has continued to perform stability testing of RU tabiet lot
JMP 25524-109, which was manufactured in 1994 and used in the U.S. clinical
studies. The data collected to date from three (3) separate stability studies
conducted on this lot are presented in Attachment B. The first series of studies,
conducted during 1994 and 1995, included two (2) studies, one controlied room
temperature study for twelve (12) months, and one accelerated study (40°C) for
twelve (12) months. Another controlled room temperature (25°C/60%RH)
stability study which was concluded on May 12, 1999, provides additional data
from-1997 to 1999. The analytical data show that assay, impurity, and tablet
dissolution performance were acceptable in all three (3) studies throughout the
stability test period, indicating that lot JMP 25524-109 is still maintaining
acceptable analytical performance levels fifty-nine (59) months after the date of
manufacture.

The tablets for each of the three (3) stability studies described above were
stored under bulk storage conditions until they were placed on stability. It should
also be noted that the last stability study, the eighteen (18) month controlled
room temperature study, was initiated forty (40) months after the date of
manufacture of lot JMP 25524-109. Thus, the data from these studies represent
a worst case analysis of anticipated tablet performance. In all instances,
including the final time point of the eighteen (18) month controlied room
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. temperature study, all data were acceptable. These stability testing data further
support that the tablet manufacturing process is robust and produces a stable

drug product, which could reasonably have an expiration period of
months, as requested in the original NDA.

Cc Stability Data for Danco Lot 99005. In keeping with the stability protocol,
demonstration lot 99005 is being stored under room temperature and
accelerated conditions. Data after three (3) months storage under accelerated
conditions (40°C/75% RH) are presented in Attachment C. These data show
that, after three (3) months, reported assay data remained within the release
specification of 95-105% of the product label claim, and dissolution performance
remained well above the specification of — " minutes. Similarly,
physical test results show no significant differences or trends.

Summary Data and Comparative Dissolution Profile. In Table |, the comparative
analytical data from drug product produced by Danco (lot 99005), Roussel Uclaf (lots
29, 30 and 32), and the Population Council's clinical studies material (lot JMP 25524-
109) are presented to assess their pharmaceutical equivalence. All five (5) lots of drug
product were manufactured using the original RU drug substance synthesis and drug
product manufacturing process. As shown in Table |, there are only minimal differences
between the analytical data from the five (5) lots in each of the six (6) specification
categories, supporting the conclusion of pharmaceutical equivalence.

Furthermore, the in vitro dissolution profiles of the Danco lot 99005 versus RU lot JMP
25524-109, previously submitted to FDA in Amendment 032, are equivalent. This data
further strengthens the conclusion of equivalence between the Danco manufactured
drug product and prior lots manufactured by RU. (Attachment D).

Graphs 1, 2, 3, and 4 show graphical presentations of the assay and dissolution data
from the stability studies performed, including the on-going stability studies for Danco lot
99005. The data are presented from the zero time point, and extend to the longest
testing interval encountered on the studies. These data show that assay data are
consistently within the specification of 95-100% of product label claim, and show no
downward trend over time. Similarly, the dissolution data are consistently above the
release specification of not less than minutes, and show no
decline in-dissolution rate over time.

All of the data reported for Danco lot 99005 show that tablet performance characteristics
are consistent with the characteristics observed in the stability data generated by RU,
including the continuing stability data generated on RU lot JMP 25524-109.
Coincidentally, the RU licensed French manufacturer that is supplying the European
market has received a thirty-six (36) month expiration period from the European Agency
for a drug substance and drug product which, similar to Danco's contract manufacturers,
also uses the RU drug substance synthesis and the RU drug product manufacturing
process. Based on all the data presented in this amendment, as well as the anticipated
data from the ongoing stability study, Danco believes that a = month
expiration period for the Danco drug product is reasonably supported.

MIF 001504
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We request that the Division take all of these available data into consideration in making
any determination of the expiration period for Danco’s mifepristone tablets which we
believe should reasonably be for months.

Please don't hesitate to contact me if you have any questions on the submitted material.

Sincerely.

/5 o

President and
Chief Executive Officer

/dns
Enclosure

)

Sandra P. Amold - Population Councir
Frederick H. Schmidt — Population Council
Patricia C. Vaughan, Esq. - Population Council

Syt S A el
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——-FDA

. APPEARS THIS WAY
ON ORIGINAL
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- RU 486
- Friday, October 8, 1999
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Agenda

1. Confidentiality
- manufacturer's name
- reviewers' names

Subpart H approval, consideration for restricted distribution
Cross labeling with Cytotec

How are we responding to (June 21, 1999) meeting request?
Other items

ahroeDN

APPEARS THIS WAY
OH ORIGINAL
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8§32 Population Counci

Sandra P. Ayn 1=
Vice President ™= -
Corporate Affairs

October 23. {999

VIA FEDERAL EXPRESS

T—

This letter is in response to your inquiry concerning Roussel Uclaf's reasons for deciding not to
market their product, mifepristone, originally known as RU-486, in the United States. As we
telieve you know, Rousse] Uclaf decided in 1988 to withdraw mifepristone from the French and
other markets in which it had been launched; this decision seemed to have been mage on the basis
of business pressures brought cn the company by various constituencies in France and elsewhere in
Europe. However. when the decision was announced, the French government took action to force
Roussel Uclaf i0 continue to rroduce and market the product, stating that mifepristone was the
moral property of French women. Roussel Uelaf reluctantly resumed providing the drug.

In the United States, there was considerable interest in the compcund from reproductive rights
activists and women's groups. and pressure was put on Roussel to market the product here.

g " However, Rousse] was unwilling to bring the drug into the United States, despite the fact that it held™ =~
a US patent on jt.. Roussel, and its successor company Hoechst Marion Roussel (HMR), have for
many years publicly expressed an extremely elevated level of fear as to the consequences for them
of being identified asinvolved with mifepristone in the United States.

These concems extend back 1o 1989 when clinical trials in California had to be stopped at the
request of the company. They cited fear of public reaction that would be harmful to their interests.
On many occasions Rousse] (and subsequently HMR) executives expressed a very strong fear of
adverse consequences if they were involved in bringing this product to the United States market.

There is no question that this very high level of fear prompted many actions over a period extending
across several years.

One Dag Hammarskjold Plaza. New York. New York l.00l7_
Telephone: (212) 339-0663 Facsimile: (212) 980-3710 Email: samoid@popeouncil.org hnp;le.popcouncLorc
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[n Januar: 1995, the just-elected President Clinton stated that bringing mifepristone to the United
States was a p#8¥%rt. “In follow-up. in February and March 1993, Donna Shalala. the Secretary of
Health and Human Services, and David Kessler, then head of the Food and Drug Administration.

~communicated with Roussel executives to ask them to bring the product to the United States.
Roussel consistently refused to be directly involved in this manner, citing commercial and personal
risk, as well as the prevalence of litigation in the U. S. as their reasons. Roussel announced in April
19935 that they would instead transfer U.S. patent rights to the Population Council; the Council
would conduct clinical trials, file the New Drug Application, and arrange for the manufacture and
distribution of mifepristone in the United States. '

More than 14 months of negotiations among the Council, Roussel and others were needed to find
the administrative and insurance arrangements that wouid allay Roussel’s concerns. Cver 20
meetings invoiving the principals, scientists, and counsel were held with Roussel, Health and
Human Services, and the Food and Drug Administration in New York. Paris, and Washington, D.C.
Roussel’s demands. as communicated to all parties involved, were directly related to their concerns
regarding bovcott, violence inflicted on their staff and facilities, and litigation, and included
demands for indemnification from prosezution and’or harassment to be offered by the U. S. )
government. -

It was not until May 1995 that the patent transfer was concluded. Roussel tried strenuously to have
the U. S. administratior. extend the anti abortion-violencs bill to cover all those economically or
( functionally associated with abortion provision. Roussel did not succeed, but these matters delayed
the transfer by many months. )
Since the transfer of the patent was made to the Council at no cost, and since cost was never
discussed. it is absoiutely clear that thoss 14 months of negotiations with the Population Council
and others were focussed on meeting the concerns and fears of Roussel. These concerns did not
abate even though they were not to be involved directly in bringing the product to the U. S. market.
It was their view -- a view buttressed by the disorder and disruption at U. S. abortion clinics - that
the level of violence and animosity created around this issue would be such as to harm their - — -
-~~~ - - interesis. Repeatedly in this time, there were expressions of fear of injury to plant and personnel,——— - ——-
boyce, repercussicns on other products, and litigation. .

After the patent transfer, Roussel/HMR fears contirued to manifest themselves in their policies. In
April 1998, HMR verv speedily divested itself of all remaining rights to mifepristone, giving these
to Exelgyn. a French-company formed by Edouard Sakiz, the former CEQ of Roussel. The Council
was told that the reason for this very abrupt divestiture was that certain customers had threatened to
withhold major purchases from the company as long as it was still linked to mifepristone in any
fashion.

There is no question that continuing, pervasive fear of commercial, civil and physical violence and
harm was a motivating factor throughout for these companies. This was expressed to us on many

19
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d 2 Population Council

occasions. delayed nezotiation for many months, and continued to be brought for~ard as ths
underlyving rau “for most of their policy positions.

We have atiached a copy of a recent article from the Toronto Sun that discusses many of these
issues.

Very truly vours,

= -
. e M
@&/ &

Sandra P. Amold

APPEARS THIS way.
ON ORigiyar MY -

N = B LAt g
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Population Council e

Sandra %old - ' .

Vice President
Corporate Affairs

October 5 1999

VIA FEDERAL EXPRESS

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

Attention: Document Control Room 17B-20

Office of Drug Evaluation II

Center for Drug Evaluation and Research

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

RE: NDA 20-687, Mifepristone 200 mg Oral Tablets

Dear

Enclosed please find answers to the questions raised by — We have answered all
Of " ———— questions except for the one concerning the number of subjects who had surgery
for excessive, prolonged bleeding. We will provide the answer to this last question as soon as
possible.

Please let us know if you need any additional information.

Very truly yours,
é Do ool REVIEWS COPLETED
‘ Ce0 AL
Enclosures Clierier Cad TIMEMO
cc:  Shelly Clark SO TIALS DATE

Dr. Frederick Schmidt
Dr. Beverly Winikoff

One Dag Hammarskjold Plaza. New York, New York 10017

Telephone: {212) 339-0663

Facsimile: (212)980-3710 Emalil: samold@popcouncil.org  http//www.popcouncil.org



‘ ® Population Council

September 30, 1999
:’&‘. . a,

VIA FEDERAL EXPRESS

P i

Division of Reproductive and Urologic Drug
Products (HFD-580)
Attention: Document Control Room 17B-20
Office of Drug Evaluation II
Center for Drug Evaluation and Research
Food and Drug Administration
5600 Fishers L.ane
Rockville, MD 20857 ~

Re: NDA 20-687, Mifepristone 200 mg Oral Tablets
Foreign Labeling

Dear

As a follow-up to Dr. Shelley Clark’s letter of September 8, 1999, regarding foreign labeling for
mifepristone, we are enclosing copies of the following current labels as received from Exelgyn, the
French Company:

Appendix 1: Product License and Labeling for France, United Kfﬁgdom and Sweden
Appendix 2: Patient Information Leaflets

a. France
b. United Kingdom
(1) Therapeutic termination of pregnancy between 13 and 20 weeks
gestation
(2) Surgical termination of pregnancy
(3) Medical termination of pregnancy of up to 63 days gestation
c. Switzerland
d.. (Sweden does not require patient leaflets for hospital products.)

Appendix 3: Original English version of European Patient’s Information Leaflet
translated into various languages

Appendix 4: European Summary of Product Characteristics, 6 July 1999, with cover
letter of approval under the Mutual Recognition Procedures of the
European Union.

Appendix 5: Copies of box labeling for France and the United Kingdom

Center for Biomedical Research
) . 1230 York Avenue, New York, New York 10021
Telephone: (212) 327-8731  Facsimile: (212) 327-7678  Email: cbr@popcouncil.org  http//www.popcouncil.org
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We have enclosed three (3) sets of the above labels. Please let us know if you need any additional
sets of labels.

Sincerely youiifg.? N
g
<~To et A4S o

Frederick H. Schmidt, Ph.D.
Scientist

Enclosures °

cc:  Sandra P. Amold
Shelley Clark

FHS: Im

APPEAPS THIS WAY
Ot ORIGINAL

I

Center for Biomedical Research
1230 York Avenue, New York, New York 10021
Telephone: (212) 327-8731  Facsimile: (212) 327-7678 Email: cbr@popcouncil.org  https//www.popcouncil.org
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Septembgr 13, 1999

- . 2.
-

——

Division of Reproductive and

Urologic Drug Products (HFD-580)
Atterition: Document Control Room 17B-20
Office of Drug Evaluation Il
Center for Drug Evaluation and Research
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

~

Re: NDA 20-687, Mifepristone 200mg Oral Tablets

]

. Amendment 034 - Use of Roussel Uclaf as Reference Standard

for Drug Substance

Dear ~——ee .

This Amendment 034 confirms that Danco is utilizing the Roussel Uclaf (not the Gedeon
Richter) drug substance and process as the reference standard for manufacture of

mifepristone drug substance by the Shanghai HuaLian Pharmaceutical

Co., Ltd. All

references used and comparisons made in Amendment 025 (CMC for Drug Substance)

and Amendment 028 (Supplement to CMC for Drug Substance) are to
and not Gedeon Richter.

Please don't hesitate to contact me if you have any questions on this A
Sinceraly_

/S/

AT I D e T,

President and
Chief Executive Officer

Roussel Uciaf

mendment 034.

This document constitutes trade secret and confidential commercial information exempt from public
disclosure under 21 C.F.R. 20.61. Should FDA tentatively determine that any portion of this document is
disclosable in response to a request under the Freedom of Information Act, Danco Laboratories, Inc.

requests immediate notification and an opportunity for consultation in accordance with
Contact telephone number is —

Enciosure

CcC. RS S
Sandra P. Amold - Population Council
Frederick H. Schmidt — Population Council
Patricia C. Vaughan, Esq. - Population Council

e T I LS o i s T e e D Y T s e p

- g e FFET L, g e
i SR e e g e PEGIE e L TR *!

-FDA
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Population Council NDA 20-(,8 7T

Shelley Clark, PhD. - ~

Staff Program As@a¥gee.
: 212-339-0617 - -
El:ar:le: sclark@popcouncil.org OR,G AMENDMENT
8 September 1999 bl
Food and Drué Administration

Div. of Reproductive and Urologic Drug Products

Room — HFD-580

Center for Drug Eval. and Res.

5600 Fishers Lane N
Rockville, Maryland 20857

Dear

As per our phone conversation on September 2, 1999, I am sending you an updated electronic and -
hard copy of the label for the U.S. Please note we have added a place for the ““Tradename’
package ID number™ at the end of the document for drug tracking and control purposes.

Enclosed please also find the most recent labels in our files from F rance, U.K. and Sweden. We
will continue to look for the current labels from these countries since some of our copies of these

Sincerely,

Shelley Clark, PkD-

cc: Sandra Amold, Population Council

enclosures: French label
Translation of French label
Data sheet for UK.
Patient information leaflet for UK.
U.K. label (incomplete)
Swedish label
Updated U.S. label

One Dag Hammarskjold Plaza, New York, New York l.00|1
Telephone: (212) 339-0500 Facsimile: (212) 755-6052 Email: pubinfo@popcouncil.org http://www . popcouncil.org
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September 3, 1999

VIA FEDERAL EXPRESS

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

Re: NDA 20-687, Mifepristone 200 mg Oral Tablets

Dear

( Enclosed please find five (5) copies of Volume 1.1 of our NDA 20-687.

Sincerely yours,
——— —
e M S

Frederick H. Schmidt, Ph.D.

Scientist

Enclosures

cc: Sandra 1; Amold APPEARS THIS WAY
emmemimeniiiiZimms  The Danco Group ) ON ORIGINAL

FHS:as

Center for Biomedical Research
1230 York Avenue, New York, New York 10021
Teiephone: (212) 327-8731  Facsimile: (212) 327-7678 Email: cbr@popcouncil.org  http//www.popcouncil.org
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Division of Reproductive and

Urologic Drug Products (HFD-580)
Office of Drug Evaluation il
Center for Drug Evaluation and Research
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

Re: o NDA 20-687, Mifepristone 200mg Oral Tablets

Dear

We wish to confirm that , the drug product manufacturer
referred to in Amendment 032 of our NDA, will carry out the drug product manufacturing
including the final commercial product packaging.

incerely, I SI

et

President and APPEARS THIS WAY
Chief Executive Officer ON ORIGIN AL

Enclosure

CC: — e —T
Sandra P. Armold - Population Council
Frederick H. Schmidt — Population Council
Patricia C. Vaughan, Esq. — Population Council
e eI T D

-

B o “‘M'_'_-"‘-__—‘—‘

g P s i

This document <onstitutes trade secret and confidential commercial information exempt from public
disclosure under 21 C.F.R. 20.61. Should FDA tentatively determine that any portion of this document is
disclosable in response to a request under the Freedom of Information Act, Danco Laboratories, Inc.
requests immediate notification and an opportunity for consultation in accordance with 21 C.F.R. 20.45.
Contact telephone number is

Doc1096

MIF 001516
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August 1161;9‘99 ‘

P SN

[ R ’
Division of Reproductive and

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

Re:  NDA 20-687, Mifepristone 200mg Oral Tablets g
. Amendment 033 - Remaining Responses to “FDA Approvable Letter
of September 18, 1996." Final Submission

Dear

This Amendment 033 responds to the Approvable Letter points #1 on “Distribution”, #8

on the final technical point on “Substance”, #12 on “Phase 4 Commitments” and #19 on
“Promotion”. All the other points (15) from the Approvable Letter have been responded
to previously.

For your easy reference, the attached Summary of Approvable Letter Points‘and
Reiated Responses provides amendment # and date of submission for responses to
each point from the Approvabie Letter. We have additionally included separate sections
for points 1 to 19 which list the FDA question or comment as well as the amendment
number and date for the response to the FDA. :

With the filing of Amendment 033, all the points raised in the Approvable Letter have
beer. satisfactorily responded to and the NDA is now complete and ready for your final
review.

If during the review process you have any questions on our responses, please don't
hesitate to contact me.

Sincerely,

s

President and
Chief Executive Officer

This document constitutes trade secret and confidential commercial information exempt from public
disclosure under 21 C.F.R. 20.61. Should FDA tentatively determine that any portion of this document is
disclosable in response o a request under the Freedom of information Act, Danco Laboratories, inc.
requests immediate notification and an opportunity for consuitation in accordance with 21 C.F.R. 20.45.
Contact telephone numberis _—

MIF 001517



§® Population Council

Sandra P. Arnold
Vice Preside-:t - ~
Corporate Affaiee. "

August 3, 1999

A,

VIA FEDERAL EXPRESS

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

Re: NDA 20-687, Mifepristone 200 mg Oral Tablets
Amendment 031 - Additional Response to “FDA Approvable Letter
of September 18, 1996
- Safety Update Report #2

) Dear

Reference is made to Amendment 030 dated July 22, 1999 which lists the remaining five (5) points
to be answered for the Approvable Letter of September 18, 1996. This submission is in response to
the point on Safety Information noted in Amendment 030 as being outstanding.

This second NDA Safety Update Report includes accumulated information relative to the safety of
mifepristone which has been obtained by the Population Council since May 15, 1996, the cut-off
date for the first Safety Update Report submitted on June 20, 1996. The cut-off date for this second
report is June 30, 1999. The submission consists of an archival copy and a duplicate clinical review

copy.

Information in the report includes that obtained from recently completed and ongoing clinical trials
with the product sponsored by the Population Council and by the French manufacturers, Roussel
Uclaf and Exelgyn Laboratories. Additionally, the report contains Periodic Safety Update Reports
prepared by the French manufacturers to summarize the worldwide safety experience with the
product, updated information on international regulatory approvals and international product
labeling, and new information obtained from the literature. The report also contains a Clinical
Expert Report on mifepristone which was prepared by Exelgyn and which summarizes the
accumulated clinical documentation on the efficacy and safety of the product.

One Dag Hammarskjold Plaza, New York, New York 10017
Telephone: (212) 339-0663  Facsimile: (212) 980-3710  Email: sarnold@popcouncil.org  http//www.popcouncil.org
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4 Population Council

The Population Council maintains IND —— on mifepristone and this Safety Update Report #2
includes inforiitatiori that has been previously provided in the IND. We ask that the IND be

incorporated by reference in this NDA.

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

Very truly yours,

Attt

cc: dresident and Chief Executive Ofﬁcei’,\ 'Thc Danco Group
SPA: Im

REVIEWS COMPLETED

CSO ACTION:

CJermer CINAL [CIMemo

CSO INTIALS

DATE

APPEARS THIS Waw
CN 0RIGINAL
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MIF 001520

July 22, 1999=. .

Division of Reproductive and

Urologic Drug Products (HFD-580)
Attention: Document Control Room 17B-20

Office of Drug Evaluation ||

Center for Drug Evaluation and Research

Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

Re: NDA 20-687, Mifepristone 200mg Oral Tablets
Additional Responses to “FDA Approvable Letter of
September 18, 1996

. Amendment 030

Dear —

ORIE sl
ORIG AMENDMENT
The Danco Group

in our previous Amendment 029 we responded to ten (10) of the nineteen (19) points
raised by the FDA in the Approvable Letter dated September 18, 1996. All nineteen (19)

points were identified and numbered in that submission.

This Amendment 030 provides responses to the four (4) points relating to “Drug
Product”; numbers 5, 6, 15 and 18 (as numbered in our Amendment 029). in addition,
we have added to the prior response on one (1) “Drug Substance” point, number 2.
This brings our responses to date to fourteen (14) of the total of nineteen (19) points

raised in the Letter.

The five (5) responses still to be provided relate to “Drug Substance” (1), “Safety” (1),
"Phase IV Commitments” (1), “Distribution” (1) and “Promotion” (1).

Please don't hesitate to contact me if you have any questions on the submitted material.

Sincerelv.

S

President and
Chief Executive Officer

I

REVIEWS -\ pm: epp)
\\.
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\‘\
CSo I AR
DATE

This document constitutes trade secret and confidential commercial information exempt from public
disclosure under 21 C.F.R. 20.61. Should FDA tentatively determine that any portion of this document is
disclosabie in response to a request under the Freedom of Information Act, Danco Laboratories, Inc.
requests immediate notification and an opportunity for consultation in accordance with 21 C.F.R. 20.45.

Contact telephone number is —=—e—————
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Tty

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

Attention: Document Control Room 178-20

Office of Drug Evaluation Il :

Center for Drug Evaluation and Research

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

Re:  NDA 20-687, Mifepristone 200mg Oral Tablets
. Amendment 029 - Responses to FDA Approvable Letter of
- September 18, 1996

Dear

This Amendment 029 provides responses to ten (10) of the nineteen (19) points raised
by the FDA in their Approvable Letter dated September 18, 1996. Subsequent filings will
respond to the remaining nine (9) points.

For ease of review, this Amendment separately refers to each one of the nineteen (19)
points raised and either provides the response, provides a reference to a previous
response or indicates that the response will be provided. Responses still to be provided
relate to “Drug Product” (4), “Drug Substance” (1), “Safety” (1), "Phase IV
Commitments" (1), “Distribution” (1) and “Promotion” (1) and are planned for submission
in the near future.

Please don't hesitate to contact me if you have any questions on the submitted material.

Sincerelv. ) l S /
o . APPEARS THIS WAY
- ON ORIGINAL

President and
Chief Executive Officer

This document constitutes trade secret and confidential commercial information exempt from public
disclosure under 21 C.F.R. 20.61. Should FDA tentatively determine that any portion of this document is

* disclosable in response to a request under the Freedom of Information Act, Danco Laboratories, inc.
requests immediate notification and an opportunity for consuitation in accordance with 21 C.F.R. 20.4§.
Contact telephone nUMber iS ee———
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Division of Reproductive and
Urologic Drug Products (HFD-580)

ORIGINAL

L

Attention: Document Control Room 17B8-20

Office of Drug Evaluation |l

Center for Drug Evaluation and Research

Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

Re: NDA 20-687, Mifepristone 200mg Oral Tablets
. Amendment 028 - Chemical, Manufacturing, and Controls (CMC)

Dear .

In connection with our submission of June 3, 1999, we are herewith enclosing, in
duplicate, a supplement to the CMC Section submitted as Amendment 025.

This amendment 028 includes the following:

@ AIAENDMENT
ORl L

Section | for Drug Substance: Supplement

¢ _Annex 1: Mifepristone |

e Annex 2:

Please don't hesitate to contact me if you have any questions on the submitted material.

Thank you for your attention.

Sincerely,

/5!

e
President and
Chief Executive Officer

This document constitutes trade sacret and confidential commercial information exempt from public

REVIEWS COMPLETED
o .
g&cﬂm [INAN [CImeno
DATE
€SO RITNALS

disclosure under 21 C.F.R. 20.61. Should FDA tentatively determine that any portion of this document is

disclosable in response to a request under the Freedom of Information Act, Danco Laboratories, Inc.

requests immediate notification and an opportunity for consuiltation in accordance with 21 C.FR. 20.45.
/-

Contact telephone number is
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The Danco Group C

“June 21, 1999. *

i
i

L

Re: Anti-Abortion Violence

L

Dear

While the mainstream anti-abortion movement is not violent, a small yer*significant
fringe has emerged believing that anti-abortion violence is justified and in fact
necessary. Anti-abortion activity, specifically violence and threats of violence, has been
a widespread and persistent problem in the United States over the course of the last
decade. This activity has taken the form of murder, attempted murder, arson, bombing,
invasion, vandalism, assault and battery, death threats, anthrax threats, kidnapping, .
burglary, stalking, hate mail and harassing phone calls, bomb threats, picketing, and
clinic blockades. Such threats and/or acts of violence can be broadly categorized as
targeting several groups of organizations and/or individuals: abortion providers and/or
their facilities, manufacturers of mifepristone, and organizations publicly affiliated with
abortion rights.

Providers and Abortion Facilities

Abortion providers and abortion facilities are most often the targets of anti-abortion
violence. This violence encompasses a wide range of activities, including murder and
attempted murder. Prior to the trial of Michael Griffin for the 1993 murder of Dr. David
Gunn (an abortion provider in Florida), a group named Defensive Action released a
statement signed by anti-abortion activists advocating the idea that murder of abortion
providers is justifiable homicide: *“We...declare the justice of taking all godly action
necessary to defend innocent human life including the use of force....his [Griffin’s] use
of lethal force was justifiable.”

These statements are not merely threats, but have been acted upon a number of times.
Since 1993, there have been seven reported murders of people involved in the provision
of abortion services, including physicians, clinic escorts, receptionists, and police
officers. Two of these murders occurred in 1998. Violence against abortion providers
does not end at the clinic. Many providers are harassed and stalked away from clinics
and/or their families are subject to harassment. This can take the form of picketing at
home, school, or church; physicians have reported nails being strewn in their driveways
and yards, fraudulent life insurance policies filled out for family members, and other
disturbing tactics. '

In 1998, the following types and incidents of violence and/or disruptive tactics were
reported to the National Abortion Federation (NAF) and classified by the Bureau of
Alcohol, Tobacco, and Firearms (ATF): murder, attempted murder, bombing, arson,
attempted bombing/arson, invasion, vandalism, assault and battery, death threats,

MIF 001524



kidnapping, burglary, stalking, hate mail and harassing phone calls, bomb threats,
picketing, and clinic blockades. The attached chart by NAF *Incidents of Violence and
Disruption Against Abortion Providers, 1998" details the number of violent incidents in
each of the aboye categories annually from 1984 ~ 1998. These acts of violence also
result in commercial harm to clinics’ business operations: according to NAF, since 1990,
abortion clinics have suffered over $8.5 million in damages due to arsons and bombings
alone.

Another type of threat against abortion providers that has surfaced recently is the
sending of letters claiming to contain anthrax to abortion providers and clinics. To date,
not one of these threats has been real, but each threat requires a quick and
comprehensive response that in effect shuts down the clinic during the investigations.

Army of God

One of the names that consistently appears in conjunction with anti-abortion violence is
that of the Army of God. It is unclear whether the Amy of God is a real underground
group or whether it is a concept picked up, adapted, and used by separate individuals. °
Regardless, the Army of God has claimed responsibility for many acts of aati-abortion
violence, including most recently the fatal bombing at an abortion clinic in Birmingham,
Alabama in early 1998. This bombing was not an isolated incident. Following the 1997
bombings of an Atlanta abortion clinic and a lesbian bar, a similar letter authored by the
Army of God claimed responsibility for these incidents. The Army of God name was first
invoked in 1982 by an anti-abortion extremist who kidnapped an abortion doctor and his
wife; later, he was convicted of the kidnapping and three clinic bombings. Other acts
and/or threats of violence were attributed to the Army of God in 1983 and 1984,
including a threatening letter to U.S. Supreme Court Justice Harry Blackmun (author of
the Roe v. Wade decision).

The main documentation of the Army of God's existence is the Army of God manual,
which is an underground handbook on how to commit clinic violence. A copy of this
manual was originally found buried in an anti-abortion activist's backyard, who is
currently serving time for attempted murder of an abortion provider and multiple arsons
of abortion clinics. The manual provides specific tactics to shut down clinics in the
section titled “99 Covert Ways to Stop Abortion,” including butyric acid attacks and
detailed instructions on how to make high-powered explosives. While initial versions of
the manual advocate non-violence (although obviously espousing destruction of
property), an epilogue to the manual written in November 1992 emphatically calls for
violence: “We...do officially declare-war on the entire child-killing industry.... All of the
options have expired.... whosoever sheds man's blood, by man shall his blood be
shed....We are forced to take arms against you. Our life for yours — a simple equation.”
Violent acts, including murder, against those affiliated with abortion provision show little
or no signs’ of abating. More vigorous law enforcement and new laws such as the
Freedom of Access to Clinic Entrances (FACE) Act, which-makes it a federal crime to
incite violence against abortion providers or patients, have helped contain much of the
violence. However, violent acts and/or threats of violence continue to make headlines
across the country. In part, this is because those advocating anti-abortion viclence
believe that they are engaged in a literal war. The anti-abortion.extremists themselves
discuss their actions as acts of war: Neal Horsley, creator of the “Nuremberg Files”
Web site, following the Birmingham bombing wrote that “the bomb came from the Army
of God. And it was not a cowardly act; it was an act of war." Horsley also comments
that the war will not stop until legalized abortion is ended.

MIF 001525



Nuremberg Files

The Southern Poverty Law Center (SPLC) notes that these anti-abortion extremists,
motivated by & combination of religious fervor and identification with militias, are
engaged in acfivities of war, including the creation of manuals such as the Army of God
manual and the stockpiling of supplies. These extremists train in “reconnaissance and
intelligence-gathering.” The SPLC points out that the ‘most notorious form of
intelligence-gathering has been of the details of the lives and personal schedules of
abortion providers.” For example, those associated with abortion provision or identified
as supporting abortion rights (i.e., pro-choice congressional leaders and leaders of
abortion rights groups) are targeted on the Web site known as the "Nuremberg Files”,
which lists names, home and work addresses, license plate numbers, and family
information. When an identified abortion provider such as Dr. Barnett Slepian was
killed, a line was drawn through his name on the Web site within hours of his murder.
Similarly, anti-abortion extremists identified Dr. John Britton, the successor to the
murdered provider Dr. David Gunn, and created “unwanted” posters of him with his
personal information and photo included. According to SPLC, this information provided
Paul Hill with the opportunity to murder Dr. John Britton and his escort and was thus
subsequently written up as a case study in Life Advocate magazine, an outspoken
advocate for anti-abortion violence.

Manufacturers of Mifepristone

A letter sent to the Atlanta office of Reuters claiming responsibility for the bombing at an
abortion clinic in Birmingham, Alabama in early 1998 that killed one person and critically
injured another, threatened additional bombings directed at manufacturers and
distributors of RU-486 (mifepristone). After threatening continuing violence against
abortion providers, the letter specifically targeted anyone who has anything to do with
mifepristone: “The bombing in Birmingham was carried out by the Army of God. Let
those who work in the murder mill's (sic) around the nation be warned once more — you
will be targeted without quarter — you are not immune from retaliation. With the
distribution of the genocidal pill RU-486 it is"hoped the resistance will end. We will
target anyone who manufactures, markets, sells, and distrobtes (sic) the pill.”

Another threat levied against manufacturers of mifepristone came from Fr. David
Trosch, a Catholic priest who advocates violence against any individuals and
organizations associated with abortion. According to the SPLC, in 1994, Trosch sent a
letter to Congress and the media announcing that killings of abortion providers as well
as members of abortion rights and women’s groups would begin soon; Trosch told a
reporter that targets could also include manufacturers of RU-486 (mifepristone).

Abortion Rights Organizations

Members of the advocacy and professional community who work on abortion-related
issues have sought additional security measures for themselves andfor their
organizations due to threats and/or acts of violence. In 1984, the NAF and the
American Civil Liberties Union (ACLU) offices in Washington D.C. were bombed by-anti-
abortion activists; the NAF office sustained $40,000 in damage and the ACLU office had
minimal damage. As a resuit of the bombing, NAF was forced to relocate, undergoing
considerable expense and effort in its search for new, secure offices.

Abortion rights groups have aliso received anthrax threats: both the Washington D.C.
office of the National Abortion Rights Action League (NARAL) and the New York office
of the National Organization for Women (NOW) received anthrax threat letters in
February 1999. While these threats were hoaxes, they had the net resuit of disrupting
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business and intimidating employees. As a result of such threats of violence,
organizations that work publicly on abortion-related issues rely on advanced security
measures at their offices, such as mail scanners that detect explosive devices and
camera survefflance systems, in an attempt to detect in advance acts of violence
targeted at them.’

Law Enforcement Response : _
The federal government has recognized the seriousness of the threats listed above and
as a result, has established a National Task Force on Violence Against Health Care
Providers. The task force is directed from the Department of Justice's civil rights
division and includes personnel from the FBI, ATF, U.S. Marshals, and the Postal
Service. The federal government has provided security (in the form of U.S. Marshals)
for individuals who have been threatened and has worked with groups such as NAF on
how to avoid further acts of violence. and how to minimize 'any.threats of violence. Eric
Robert Rudolph is on the FBI's Ten Most Wanted Fugitive List in connection with the
bombing in Birmingham as well as multiple bombings in Atlanta. James Charles Kopp
has been charged with the murder of Dr. Bamett Slepian and has also been added to
the FBI's Ten Most Wanted List. James Kopp has been identified as “Atomic Dog,” an
alias used in the Army of God manual. : -

Summary

This document highlights examples of incidents of anti-abortion violence in the United
States. For documentation, see the attached compilation of articles, which focuses on
the period from 1997-1899. This is not an exhaustive compilation, but rather a sample
of the types of violence that have taken place over the last few years.

Despite limited publicity regarding mifepristone’s introduction, there have already been
public, documented threats against those responsible for bringing it to the market.
Given the current and continuing levels of violence, harassment, and intimidation tactics
by the anti-abortion movement, we can expect to see enhanced types of activity planned
against those publicly affiliated with mifepristone when it is introduced into the United
States. .

Sincerely,

Woutle 1 D7)eld

Heather M. O'Neill-
Director of Public Affairs

/dns -
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Division of Reproductive and

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

Re: NDA 20-687, Mifepristone 200mg Oral Tablets
. Amendment 026 - Proposed Drug Product Manufacturing Procedure

During a telephone discussion on Friday, June 11 with
requested Danco to provide the FDA with the manufacturing process that Danco will
follow to produce the demonstration and validation batches of Drug Product. We are
enclosing this documentation as Amendment 026. -

This process is identical to the original Rousse! process but, based on our.experience
during the upcoming production of the demonstration and validation batches, may need -
minor adjustments which will be reflected in Danco’s subsequent Drug Product CMC
submission. '

Please don't hesitate to contact me if you have any questions on the submitted material.

Sincerely,

- / S/ REVIEWS COMPLETED
[
Presidentand CS0 ACTION:

Chief Executive Officer CJiere
" R OOnat [Jwemo

CSO NS Py

This document constitutes trade gecret and confidential commercial informnation exempt from public

. disclosure under 21 C.F.R. 20.64. Should FDA tentatively determine that any portion of this document is
\: disclosable in response to a request under the Freedom of Information Act, Danco Laboratories, Inc.

j-' requests immediate notification and an opportunity for consultation in accordance with 21 C.F.R. 20.45.

' Contact telephone numberis ————
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‘ ORIG AMENDMENT
‘ Sandra P. Arnoid .. - ﬁ :
. Vice President :
Corporate Affairs
June 3, 1999
VIA FEDERAL EXPRESS

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

Attention: Document Control Room 17B-20

Office of Drug Evaluation II

Center for Drug Evaluation and Research

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

RE: NDA 20-687, Mifepristone 200 mg Oral Tablets
Amendment 024-Final Reports for the U.S. Clinical Trials on “Evaluation of the
efficacy, safety and acceptability of mifepristone and misoprostol in inducing abortion
in pregnant women with amenorrhea of up to 63 days” .

Dear -

Enclosed are the final reports of the clinical trials entitled “Evaluation of the efficacy, safety and
acceptability of mifepristone and misoprostol in inducing abortion in pregnant women with
amenorrhea of up to 63 days.” These trials were conducted concurrently in the United States under
identical protocols (166A and 166B) to evaluate the regimen of 600 mg mifepristone followed by an
oral dose of 400 ug misoprostol two days later.

The results of these studies are presented in the following series of reports included in this
submission: '

Study Report - Efficacy/Safety for Protocol 166A

Study Report - Efficacy/Safety for Protocol 166B

Study Report - Acceptability/Feasibility for Protocol 166A

Study Report - Acceptability/Feasibility for Protocol 166B

Combined Summary of Effectiveness for Protocols 166A and 166B

Combined Summary of Safety for Protocols 166A and 166B

Combined Summary of Acceptability and Feasibility for Protocols 166A and 166B

One Dag Hammarskjold Plaza, New York, New York 10017
Telephone: (212) 339-0663  Facsimile: (212) 980-3710 Email: samold@popcouncil.org  http://www.popcouncil.org
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b Draft versions of the reports for these studies were previously submitted under IND —", Serial
Number 185, on May 5, 1997.

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

Very truly yours,

APPEARS THIS WAY
ON ORIGINAL

REVIEWS COMPLETED

CS0 ACTION:
CJuerer CInal DIMeMO
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“June 3, 1999 ..

e e ey

S,
B i

Division of Reproductive and

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

Re: NDA 20-687, Mifepristone 200mg Oral Tablets
. Amendment 025- Chemistry, Manufacturing and Controls (CMC)
Section for Drug Substance

Dear
We are filing the CMC section for our Drug Substance Manufacturer.

We understand that the FDA is under no obligation to review submitted material until the
complete response is received. However, as per our discussions with the FDA at the
April 9 meeting and reflected in the minutes, we request that the FDA initiaté review of
this CMC submission as soon as possible.

Please don't hesitate to contact me if you have any questions on the submitted material.

Sincerely, 3
- / REVIEWS < LEVED 2
S/ "
- nGe ALTHH ¢
\si . = 3 3
President and T TR LINAL L JMEMG

Chief Executive Officer ~ . .k
Qe :.lf'"f'li? :}A‘;T'_ ‘

[O IR e .

This document constitutes trade secret and confidential commercial information exempt from public
disclosure under 21 C.F.R. 20.61. Should FDA tentatively determine that any portion of this document is
disciosable in response to a request under the Freedom of information Act, Danco Laboratories, Inc.
requests immediate notification and an opportunity for consuitation in accordance with 21 C.F.R. 20.45.
Contact telephone numberis ——— — —
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ORIG AMENDMENT
The Danco Group C
: - rSe
May 10, 1999

Division of Reproductive and

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

Re:  NDA 20-687, Mifepristone 200mg Oral Tablets _
. Amendment 022 — Site Details for Pre-Approval Inspection (PAI)
of First Drug Substance Manufacturer

Dear ———————eee

As requested we are providing site details for the scheduling of the PAI for Danco's first
Drug Substance manufacturer.

CFN :  FCCH499

Site Address Shanghai Hualian Pharmaceutical Co., Ltd.
Minle Road, Pudong Development Area
Shanghai 201419
People’s Republic of China

Mailir.fg Address: Shanghai HuaLian Pharmaceutical Co., Ltd.
R 370 Jiang Wan Road (West)

Shanghai 200083 . | REVIEWS
People’s Republic of China COMPLETED

OJierren 'Dm..r

[
|
T E——

Imemo

DATE

This document constitutes trade secret and confidential commercial information exempt from public
disciosure under 21 C.F.R. § 20.61. Should FDA tentatively determine that any portion of this document is
disclosable in response to a request for inspection or copying, or in response to a request under the
Freedom of Information Act, Danco Laboratories, inc. requests immediate notification and an opportunity for
consultation in accordance with 21 C.F.R. § 20.45. Contact telephone number is
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Danco reiterates-its statements in Amendment 021: “...this site will be fully ready for
inspection in July 1899....Initial communication by ine inspector group should be with
<~ @fter which will be designated
Danco’s representative.”

Please let me know if you require any additional information.

Sincerely,

13 -~ e

77

President and
Chief Executive Officer

/dns
Enclosure

CC: At 1 s = e w72 o e
Sandra P. Amold - Popuiation Council
Frederick H. Schmidt - Population Council
Patricia C. Vaughan, Esq. — Population Council

——————— -FDA
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The Danco Group (i (5 i\[

April 28, 1999

L

Division of Reproductive and

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

Re: NDA 20-687, Mifepristone 200mg Oral Tablets
. Amendment 021 -  Scheduling of Pre-Approval Inspection (PAl);
Submission of Trademark

~

Dear

During the meeting that was held between the Population Council, the Danco Group
and the FDA on April 9, 1999, Danco was asked to (i) formally request a PAI for its first
Drug Substance Manufacturer in China and (ji) provide alternatives with regard to the
trademark for the USAN mifepristone.

Danco hereby requests the FDA to undertake a PAI for Danco’s first Drug
Substance manufacturing site in China. This site will be fully ready for inspection in July
1999. We understand this coincides with the site inspectors’ next visit to the area. Initial
communication by the inspector group should be with ~.—. after which

— will be designated Danco’s representative.

With regard to the trademark for the USAN mifepristone, Danco’s first choice
remains MIFEPREX, which was previously submitted on the April 9 agenda document.
Danco’s second choice is — Both proposed trademarks have been submitted to the
Trademark Office for registration. We understand the concem raised by the FDA about any
stem of the USAN being included in the trademark. However, we have researched the
Physician's Desk Reference and found numerous examples where USAN stems have been
used (see attached). We therefore reaffirm and request positive consideration of
MIFEPREX as the prime trademark choice for the USAN mifepristone.

We look forward to receiving the FDA's minutes of the April 9 meeting.

Sincerely, /
/S
President and
Chief Executive Officer
R
cc: REVIEWS COMPLETED
Sandra P. Amold — Population Council
Frederick H. Schmidt — Popuiation Council £ ACTION:
Patricia C. Vaughan, Esq. — Population Council Fhemer CInad CIvemo
e er——— - . - -
-FDA . S0 MTIALS DATE
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( Sandra P. Arnol_c_! ,
Vice President L. :
Corporate Affairs - ORIG AMENDW

June 25, 1998

Transmitted via Federal Express

N ————

Consumer Safety Officer
Division of Reproductive and

Urologic Drug Products i JUN‘ 24 ]998};
Room —_ HFD-580 \ o HFD-530 . &/
Center for Drug Evaluation and Research N &
Food and Drug Administration ‘?l'?a,-, 'ﬂm\‘&s Y 3
5600 Fishers Lane K Qe gt
Rockville, MD 20857 ST e
eaN bm\ ;% /
Re:  NDA 20-687, Mifepristone 200 mg Oral Tablets 9}— ¢ ] q\ 0% -~
Amendment 015 : AR
* Correspondence regarding recent telephone discussions
/ between and T

* Request for meeting

Dear ——~

we———-—n- has informed me that in recent telephone conversations you had discussed the
various new manutacturing sites (substance and tableting) that would require pre-approval site
inspections. Additionally, you had indicated that Gedeon Richter would also have to be inspected.

You had also discussed the fact that the Division had not yet been able to provide the Population

Council with a detailed letter of chemistry deficiencies relative to Gedeon Richter's Bulk Drug

Manufacturing Information. I would like to add the following comments for the record:

1. While we plan to uiilize the existing Roussel Uclaf (RU) bulk drug substance as the primary
reference standard, if for any reason the RU reference standard expires or otherwise becomes
unstable, we would plan to utilize Gedeon Richter (GR) bulk drug substance as the primary
reference standard.

2. Given the above strategy, it is critically important for us to receive a written report of any
deficiencies in the September 24, 1997 submission (Amendment No. 9) of the GR CMC as
soon as possible. During our March 16 meeting, the Division had identified severa]
deficiencies, and had agreed to try and have a written response to us by the end of May. We

' understand that there has been some personnel movement but we would still appreciate your
( earliest possible response to avoid any additional delays. Your assistance in accomplishing
this would be appreciated.

One Dag Hammarskjold Plaza. New York, New York 10017
Telephone: (212) 339-0663  Facsimile: (212) 980-3710 Email: samold@popcouncil.org http.//www.popcouncil.org
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We would also very much appreciate discussions with the Divisidn and Office of Compliance
regarding the early scheduling of pre-approval/manufacturing site inspections for the various site
locations indicated to avoid time delays. Would it be possible to schedule a meeting during July or
early August to discuss the Gedeon Richter CMC deficiencies, the scheduling of the pre-
approval/manufacturing site inspections, and the chemistry process utilized by our new
manufacturer, including a discussion of the differences from the original process? A representauve
of our manufacturer will also be available for this requested meeting. :

We appreciate your efforts to facilitate the progression of this project. Since I will be away until
July 13, 1998 I would recommend that you directly contact —— — , President and Chief

Operating Officer of The Danco Group. @ ~—-——— s telephone number is

We would appreciate it if you would please give .a copy of this letter. Thank
you. '

Very truly yours,

A andra P et g

Sandra P. Amold
Vice President
Corporate Affairs— -

Ceo T APPEARS THIS WAY
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Frederick H. Schmidt, Ph D.
Patricia C. Vaughan, Esq.
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Representative Marcy Kaptur

Ranking Member
Subcom. On Agriculture, Rural Development, FDA

Committee On Appropriations
2311 Rayburn Building
Washington, D.C. 20515

Dear Representative Kaptur:

- I wanted to provide you with my view about the amendment to
H.R. 4101 proposed by Congressman Coburn blocking the use of FDA
funds for the testing, development or approval of any drug for
the chemical inducement of abortion. Specifically, I wanted to
inform you of my view concerning the terms of the FDA statute,
and whether that authorizing statute requires the Secretary to
make a determination of what a "drug for the chemical inducement

of abortion" is. .

As you know, I am the former chairman of the Subcommittee on
Health and the Environment, and served as the ranking member of
that Subcommittee in the last Congress. I have spent many years
involved with the terms of the FDA law. In my view, it is clear
that the statute neither contains a term "drug for the chemical
inducenent of abortion" or Places any duty on the Secretary to
make a determination as to whether a drug, or a production,
manufacturing or distribution facility for that drug, is for the
chemical inducement of abortion. Clearly, to make such a
judgment, the Secretary would need to make additional
determinations that are not otherwise authorized in the statute,
or covered within the basic duty to determine the safety and
effectiveness of a drug or device.

If consideration of imposing such a duty on the Secretary
was to occur, it would clearly be the job of the authorizing
committee €0 make that determination.

I hope it is useful to you to have the benefit of my view on

this issue.
Cﬂvf)-qaww

v — 1

Rep. Henry A. Waxman
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and will be able to preserve the $10 mil-
lion subsidy to the private ranching in-
terests for one more year.

Mr. BASS. Mr. Chairman, will the

gentleman yield?

Mr. DEFAZIO. [ yield to the gen-
tleman from New Hampshire.

Mr. BASS. Is it not true that either
of these two suggested changesan eas-
ily be corrected in the committee of
conference under technical. correc-
tions? There is no need to worry if
under the unfortunate circumstance we
have a revote that these corrections
will not obviously be made, because it
is the intent of Congress to make this
change.

Mr. DEFAZIO. Mr. Chairman, I re-
claim my time and thank the gen-
tleman. There are a plethora of ways
that this could be fixed. The simplest
way is by the insertion of the word
“‘operations’’ which the chairman ob-
Jjected to. I am going to propose chang-
ing a Trumber. That is one change in
one number. That would fix the prob-
lem or any potential problem. If the
chairman objects there, it could still
be fixed in conference or with a tech-
nical correction later. That is correct.
So clearly the revote, if it occurs, will
be on whether or not the Members
want to provide a $10 million subsidy
to western cattle and ranching inter-
ests which I believe a clear majority
stated yesterday they do not. That will
be the vote that will be rated.

REQUEST FOR MODIFICATION TO AMENDMENT NO.
2 OFFERED BY MR. DEFAZIO

Mr. DEFAZIQ. Mr. Chairman, I ask
unanimous consent that the language
of the original amendment be changed
on line 2 to not more than $28,097,000.

The CHAIRMAN pro tempore. The
Clerk will report the modification.

The Clerk read as follows:

In the matter inserted in the Bass
amendment providing for “‘Limitation
on Use of Funds' strike ''$18,800,000"
and insert '*$28.000.000"". .

The CHAIRMAN pro tempore. Is
there objection to the request of the
gentleman from Oregon?

Mr. SKEEN. Mr. Chairman, [ object.

The CHAIRMAN pro tempore. Objec-
tion is heard.

Mrs. LINDA SMITH of Washington.
Mr. Chairman. I move to strike the last
ward.

Mr. Chairman, we are going to begin
a colloquy talking about the tobacco
issue. First of all I would like to say
that every year since [ have, been in
Congress, [ have introduced an amend-
ment, or cosponsored an amendment,
to get rid of subsidy for the Risk Man-
agement Agency. the crop insurance
section. and the net cost of this. of this
program. Each year we have lost by a
scratch. This year as we went into
working on the agricuiture bill, we also
have another bill which is the tobacco
bill coming up. As we have worked on
that, none of the objections that [ have
had have lessened. But it appears that
the leadership now has agreed that
there will be no cost to taxpayers.
They will eliminate all cost to tax-
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payers of this particular program in
the tobacco bill which the Speaker of
the House will be introducing in just a
few weeks. I would like to have con-
firmation of that.

Ms. PRYCE of Ohio. Mr. Chairman,

. will the gentlewoman yield?

Mrs. LINDA SMITH of Washington. [
yield to the gentlewoman from Ohio.

Ms. PRYCE of Ohio. I thank the gen-
tlewoman from Washington for ylield-
ing for the purpose of this colloquy. I
recognize the gentlewoman's long-
standing role in trying to solve this
program funding issue which we debate
each year. [ would like to take this op-
portunity to confirm that we on the
Tobacco Task Force and in leadership
share her concerns and are committed
to correcting this problem as part of
our efforts to craft tobacco legislation
later next month in a more comprehen-
sive way.

I have to say that I myself personally
feel very strongly. I have consistently
voted against the subsidy as she has. I
would like to see it eliminated. I will
confirm that this will be a part of the
tobacco legislation.

Mrs. LINDA SMITH of Washington. I
thank the gentlewoman for her com-
ments. I want to ask one question to
clarify what she just said. She is say-
ing that the tobacco legislation will
eliminate any taxpayer support for this
program.

Ms. PRYCE of Ohio. That is correct.

Mr. HANSEN. Mr. Chairman, will the
gentlewoman yield?

Mrs. LINDA SMITH of Washington. I
yield to the gentleman from Utah.

Mr. HANSEN. I appreciate the gen-
tlewoman yielding. As [ understand it,
the designee for the leadership is the
gentlewoman from Ohio (Ms. PRYCE),
and we appreciate the great work that
we expect her to do which I am sure
she will. She is very aware that myself,
the gentleman from Massachusetts
(Mr. MEEHAN) and the gentleman from
California (Mr. WAXMAN) have a piece
of legislation that we think is an excel-
lent piece of legislation. We are not
solidly in cement, but we would like
some assurance from the leadership's
designee that the language that we are
talking about which would give protec-
tion as I see it to the small farmer who
we are very concerned about would be
included in any piece of legislation,
whether it be an abbreviation or
change of ours. or it be one that the
Speaker and the task force comes up
with, that we could have that assur-
ance. I think it would make those of us
on a bipartisan nature who are working
on this feel much better about that if
we could have that assurance at this
time. :

Ms. PRYCE of Ohio. If the gentle-
woman will yield, the assurance that
the gentleman is asking for is that this
subsidy will not any longer be in exist-
ence as a result of the tobacco legisla-
tion, he has that assurance.

Mr. HANSEN. We do appreciate that.
I would hope that the task force would
work with us closely on many of the
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things that are in our legisiation which
I notice the Speaker of the House on
television the other night, I thought he
was repeating our bill as he gave his
rendition on television, if I may re-
spectfully say that.

Mr. FAZIO of California. Mr. Chair-
man, will the gentlewoman yield?

Mrs. LINDA SMITH of Washington. I
yield to the gentleman from California.

Mr. FAZIO of California. If I could
ask the gentlewoman from Ohio to
comment further, it has been the as-
sumption that a number of us who have
been working on tobacco legislation
have had that somehow this would be
paid out of the settlement, so that the
individual tobacco farmer would not be
eliminated from a program that all
other farmers could participate in, but
that we would relieve the burden that
I know a number of Members have had
of public support through the general
fund of the Government.

Is it contemplated that somehow the
companies through the settlement
would make available funds to ensure
that these growers can participate in
this program?

Ms. PRYCE of Ohio. That still is a
very viable possibility. We will be
working through the next 2 weeks of
recess to further that goal. I cannot
say exactly that that is how .it will
happen, but I can say with great assur-
ance that it will no longer be a burden
on the American taxpayer.

Mr. FAZIO of California. There may
be another approach taken, if the gen-
tlewoman will yield further, that I
have not mentioned but still a way in
which these growers would not be dis-
criminated against vis-a-vis other agri-
cultural producers? .

Ms. PRYCE of Ohio. That is being ex-
plored. There are several different pro-
posals on the table. I am sure the gen-
tleman is aware that there are many
Members on our side of the aisle that
are very interested in this as well. I
have been trying to work with them so
that these small farmers are not cast
out overnight. But it does not belong
on the taxpayers’ shoulders. I feel the
same as the gentlewoman from Wash-
ington in that respect.

Mr. FAZIO of California. Mr. Chair-
man, we look forward to seeing the leg-
islation. Obviously I hope it is a com-
prehensive approach to the solution to
this problem but one that does not
leave out the needs of legitimate to-
bacco farmers in this country.

Mrs. LINDA SMITH of Washington.
Mr. Chairman, in conclusion I want to
thank the gentlewoman from Ohio for
her leadership and the assurance that
the taxpayers will no longer pay this,

and [ will pull my amendment.
F_—AMENDMENT OFFERED BY MR. COBURN
Mr. COBURN. Mr. Chairman. I offer

an amendment.
The Clerk read as follows:
Amendment offered by Mr. COBURN:
At the end of the bill. insert after the last
section (preceding the short title) the follow-
ing new section:
gsc. 739. None of the funds made available
in this Act may be used by the Food and
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Drug Administration for the testing. devel-
opment. or approval (including approval of
production. manufacturing. or distribution)
of any drug for the chemical inducement of
abortion. -

Mrs. LOWEY. Mr. Chairman, I re-

serve a point of order on the gentle-

man's amendment. -

The CHAIRMAN. The gentlewoman
from New York reserves a’ point of
order.

Mr. COBURN. Mr. Chairman, this is a
bill that is intended to do a very dis-
crete function. Number one, we should
look at what the definition of the
charge to the Food and Drug Adminis-
tration is. Let me quote from page 936 of
this bill:

“The programs of the Food and Drug
Administration are designed to achieve
a single overall objective, consumer
protection.”’

Mr. Chairman, it is my contention
that there is nothing associated with
consurrer protection in the develop-
ment and securing of abortifacient
drugs, that in fact this is an area far
outside the charge of the Food and
Drug Administration.

What does this bill not do? This bill
has no effect on the development of
any drug which has a purpose other
than abortifacient of an implanted
blastocyst. This amendment will not
prohibit the FDA from conducting its
legitimate oversight function, and fol-
lowing its guidelines to in fact follow
the charge of consumer protection.

Part of the point of order that I am
sure will be raised is that this is far
reaching and goes outside the scope,
which it does not, because it is not in-
tended to completely block research on
efficacious drugs.

The other point that I would make,
that the charge of the FDA is, is to
maintain surveillance over food, drugs,
medical devices- and electronic prod-
ucts to ensure that they are safe, effec-
tive and honestly labeled. The use of
abortifacients supported by our tax
dollars. researched by our tax dollars,
approved by our tax dollars, has noth-
ing to do with the charge of the FDA.
It would seemn to me that if we wanted
to be honest, that this is something
that totally should be ignored, is not
an area of safe and effective oversight
of the FDA, and. in fact. raises several
other troubling questions:

Number one is we should be seeking,
regardless of our position on pro-life or -
pro-choice, alternatives -to .abortion
rather than making abortion easier.

Number two., we markedly over-
simplify the concept of abortifacient
drugs by saying that we can have a pill
that will solve this problem.

245

Number 3, there is significant sci-
entific evidence today that abortion is
associated with a marked increase in
the incidence of breast cancer.

Number 4, abortion drugs are often
dispensed without a doctor’s approval
and oftentimes endanger a woman's
health rather than protect her health.
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Twelve States already give phar-
macists the authority to dispense these
drugs without the aid of a physician.

Finally. if we talk about the research
that has been done on the abortifacient
drugs that are presently available or
used in that manner. what we find is
they are extremely ineffective. If my
colleagues look at the studies that
have been done in Brazil or in Europe
on the multitude of drugs that are fol-
lowed by this concept, what they will
find is that 8 to 10 percent failure rate
to accomplish what they were intended
to do. What we find also is what has
happened to the children that have
been exposed to these drugs, and again
let me bring this back.

What is the charge of the FDA? The
charge of the Food and Drug Adminis-
tration is safety. is consumer protec-
tion. Having Federal dollars spent to
perfect and introduce and license and
hold up a drug that takes away life
goes completely opposite of the charge
of the Food and Drug Administration.

Finally I would like to describe for
my colleagues what happens to chil-
dren who have been exposed to this.
About 12 percent of the women who are
exposed to the abortifacients that are
out there now end up having to have an
instrumented procedure. So, first of
all. it fails for those 12 percent. An-
other 12 percent of the women do not
abort. Of those 12 percent of women
who do not abort, 9 percent, 8 to 9 per-
cent, of the children are born.

The CHAIRMAN. The time of the
gentleman from Oklahoma (Mr.
COBURN) has expired.

(By unanimous consent, Mr. COBURN
was allowed to proceed for | additional
minute.)

Mr. COBURN. Mr. Chairman, of the 8
to 9 percent of the children that are
born, 50 percent of those children, a
large number, have microcephaly,
which is a smaller-than-normal brain
which leads to severe retardation, a
large number have hydrocephaly,
which means they have an inability to
circulate the fluid around the brain.

So if, in fact. we want the Food and
Drug Administration to be about con-
sumer protection, then we in fact
ought to ask them not to have any-
thing to do in their charge with abor-
tifacient drugs.

Mrs. LOWF_SY. Mr. Chairman, will the
gentleman yield for the purpose of a

uestion?

The CHAIRMAN. The time of the
gentleman from Oklahoma (Mr.
COBURN) has again expired.

(By unanimous consent, Mr. COBURN
was allowed to proceed for 2 additional
minutes.)

Mr. COBURN. Mr. Chairman, I yield
to the gentlewoman from New York.

Mrs. LOWEY. Mr. Chairman, does the
gentleman's amendment mean that if
the application is submitted to FDA
without the term. without the term
“chemical inducement of abortion” as
its stated purpose, would the amend-
ment a 8[y7

Mr. BURN. The amendment would
not apply to any drug that is applied to
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the FDA that the primary purpose is
not intended to be an abortifacient.
For example, there Is a drug that is
presently on the market called
Cytotec. The gentlewoman is familiar
with that drug. If that drug were being
applied for now, its primary intended
use is for ulcer prevention and treat-
ment. This amendment would not pre-
clude the application of that NDA for
that drug.

Mrs. LOWEY. So, if the gentleman
would clarify once more for me, If the
application does not include the spe-
cific term ‘‘chemical inducement of
abortion,” what would the gentleman
expect the department to do?

Mr. COBURN. First of all, the depart-
ment is much more knowledgeable
than my colleague might give them
credit for. They understand what drugs
are used for, and they are scientists
and very good at what they do. And if,
in fact, some company is making appli-
cation for a drug that the primary pur-
pose is for something that fits the
charge of the FDA, consumer safety,
not death, not killing, but consumer
safety, then [ think they have very
well the ability to figure out what the
purpose of that application is. And
they also have to very clearly state in
their NDA what the purpose is for the
drug. ;

Mrs. LOWEY. But then, if I can fur- .
ther ask for clarification again,.if the
application is submitted to the FDA
without the specific term ‘‘chemical
inducement of abortion' as its stated
purpose, would the amendment apply?

Mr. COBURN. Again, I would give the
gentlewoman the same answer:

If somebody applies for a drug that is
intended to do chemical induced abor-
tion, and that is what they are asking
for an NDA for, then it would apply. If
it is not intended for that, it would not
apply. And so therefore any drug that
has any other use that might be bene-
ficial and under consumer protection,
the charge of the FDA, would be recog-
nized as a legitimate NDA application.

POINT OF ORDER

Mrs. LOWEY. May 1 proceed, Mr.
Chairman, with my point of order?

The CHAIRMAN. The gentlewoman
from New York will state her point of
order.

Mrs. LOWEY. Mr. Chairman, the
Coburn amendment violates clause 2 of
rule XXI of the Rules of the House pro-
hibiting authorization on an appropria-
tions bill.

Under clause 2 of rule XXI a provi-
sion is authorizing in nature if it im-
poses a new duty on a Federal em-
ployee.

The Coburn amendment does just
this by prohibiting the Food and Drug
Administration from expending any
funds on an activity for which it does
not have a definition. Quote: '‘Drug for
the chemical inducement of abortion.’
as the Coburn amendment is written, is
not a term of art that is legally recog-
nized by the FDA.

I have a memo from the Department
of Health and Human Services, and will
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ask that it appear in the RECORD, stat-
ing that the term is one that is not rec-
ognized by the agency and would re-
quire interpretation. Requiring the-
agency to define this term unto the
Coburn amendment means imposing a
new duty on a Federal official.

This is clearly authorizing language.

Mr. Chairman. the memo goes on to
say, and I quote: Under the statute's
drug-approval scheme, sponsors pro-
pose to the Food and Drug Administra-
tion particular medical indications for
which they seek to conduct research.
Sponsors then seek FDA approval to
market the drug for those proposed in-
dications that the research dem-
onstrates that the drug is safe and ef-
fective for these indication.

Since sponsors are free to propose
any medical indication for their drugs
and are unlikely to propose this precise
language under this amendment, FDA
would need to interpret each of these
terms -in the amendment in this con-
text, chemical inducement and abor-
tion, none of which are defined in the
Federal Food, Drug and Cosmetic Act,
and evaluate whether the proposed in-
dication was subjected to the restric-
tion.

I have a letter from the gentleman
from California (Mr. WAXMAN) the
former chairman and the ranking
member of the Committee on Com-
merce Subcommittee on Health and
the Environment, agreeing with the as-
sessment that the Coburn amendment
is authorizing in nature, and I will ask
that this letter be included in the
RECORD as well.

Mr. Chairman, [ ask the Chair to sus-
tain a point of order against this
amendment. It is a clear violation of
rule XXI, clause 2 of the Rules of the
House.

One more point. The duty is they
have tc make a determination even if
the exact words of the application are
different from those in the gentleman's
amendment. The FDA needs to deter-
mine the meaning of the applicant’'s
words, and I would suggest that the
gentleman from  Oklahoma (Mr.
COBURN) has conceded this point, and I
thank the Chair, and again [ ask the
Chair to sustain a -point of order
against this amendment. It is a clear
violation of rule XXI. clause 2 of the
Rules of the House. -

Mr. COBURN. Mr. Chairman, I would
like to respond to the gentlewoman's
point of order. *

The CHAIRMAN. The Chair will hear
the gentleman'’s response on the point
of order.

Mr. COBURN. Mr. Chairman, this is
an amendment based first on a limita-
tion of funds. Number two, there is
nothing in this amendment that re-
quires anything additional by the FDA
because every NDA that comes before
the FDA today has to state the purpose
for which the drug application is made.
And then finally is that we would not
agree to a stipulation, as the gentie-
woman from New York pointed out,

that would limit anybody’s application
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for any drug and to apply this Rule of
the House, we will happily concede, if
we want to use the definition as she
stated initially. in terms of abortifa-
cient, if that is what she desires.

But the point is the actual function-
ing of the FDA, having brought drugs
to the FDA, having filed NDAs, her
statement is inaccurate. it does not
follow the rules of the FDA, it is not a
true statement to say that this will re-
quire any additional burden on the
FDA.

Mr. Chairman, the FDA already re-
quires every drug that has applied for
it to state very specifically what its
purpose is. If the purpose for the drug
is not abortifacient, then there is no
problem. If the purpose for the drug is
it is, then the FDA would be limited.

This is a medical term under which
the FDA already knows the definition.
There is no question about what the
definition is. There is no question in
Federal law about what the definition
is. So to confuse the issue under this
rule is wrong.

Mrs. LOWEY. Mr. Chairman, may I
ask the gentleman for further clarifica-
tion?

The CHAIRMAN. The gentlewoman
may proceed on her point of order.

Mrs. LOWEY. Mr. Chairman, I would
like to ask the gentleman from Okla-
homa if the application for RU—486 did
not include the terms in the gentle-
man’s amendment, how would the gen-
tleman require the FDA to rule?

Mr. COBURN. What the gentlewoman
from New York will have to tell me
first to answer that is how was the RU-
486 applied for.

Mrs. LOWEY. Mr. Chairman, I am
asking the gentleman a question.

Mr. COBURN. The question is that
the RU~486 was not applied for under
that rule initially and is now.

Mrs. LOWEY. Yes. correct: or I am
asking the gentleman, let us say if RU-
486 did not apply for the application,
would those terms expressed in the
gentleman's amendment., how would
the gentleman expect under his amend-
ment the FDA to rule?

Mr. COBURN. Very easily. RU-486 is
used for other things besides that. So,
if they did not specify it, then that RU-
486 would be approved for whatever it
is specified for.

Very straightforward. Any drug that
follows the guidelines of the FDA's
NDA application process must state its
intent. If RU-486 were applied for and
it was not stated intent to accomplish
what it in fact did. then it would be eli-
gible for consideration under this rule.

The CHAIRMAN. Do other Members
wish to be heard on the point of order?

Mr. WELDON of Florida. Mr. Chair-
man, [ rise to speak in opposition to
the gentlewoman's point of order, and I
would just like to say that the point
she is trying to make, I think, runs
contrary to the whole tradition of what
we do here in the House in these appro-
priations bills. It is the right and the
prerogative of any Member to rise and
put limitations or specifications on

H5091

how money Is going to be spent, and
this man’s amendment, the gentleman
from Oklahoma. is very simple and
straightforward.

We all know that abortion is a very
controversial issue. it is controversial
in this body. it is controversial with
the American people, and the House of
Representatives has repeatedly voted,
for example, that no Federal dollars
will be used for performing abortions.
The so-called Hyde amendment lan-
guage easily passes the House with
overwhelming majorities, and I think
the reason for this is obvious. Even
though many Members may feel that
they are personally pro-choice, they
think it is totally appropriate not to be
spending Federal dollars for perform-
ing abortions, and to ask that the Food
and Drug Administration not use its
funds for putting abortion drugs on the
market I think is a very reasonable
proposal.

Mr. Chairman. I would strongly rec-
ommend the Chair rule against the
gentlewoman's point of order and that
the gentleman's amendment be allowed
to be debated and voted on according
to the proceedings of the House.

o

The CHAI . Are there other
Members that wish to be heard on the
point of order? -

Mr. WAXMAN. Mr. Chairman..{ am a
little confused, and I want some clari-
fication. As I understand what the gen-
tleman from Oklahoma (Mr. COBURN)
told us, he expects the FDA to make
some kind of interpretation of the pri-
mary intent of the drug.

Mr. COBURN. Mr. Chairman, if the
gentleman will yield, every application
made to the FDA has to have the pri-
mary intent of a drug, as the gen-
tleman well knows. My objection to
the point of order is we presented this
Jjust like every other limitation that
has been placed in this Congress on the
dispensing of funds, and we have fol-
lowed that guidelines and made no new
requirements on the part of the FDA.

Mr. WAXMAN. Mr. Chairman, re-
claiming my time. [ am not asking the
gentleman’s conclusions on the point. I
was trying to find out what he would
ask FDA to do if a manufacturer came
in and said the primary purpose of the
drug was to be abortifacient. The gen-
tleman would argue then that his
amendment would apply, is that cor-
rect?

Mr. COBURN. Yes. :

Mr. WAXMAN. If the manufacturer
came in and asked for approval of a
drug and it did not state that it was for
that purpose, then the amendment
would not apply?

Mr. COBURN. That is true.

Mr. WAXMAN. Now, my point, Mr.
Chairman, is that FDA has to look at
these words which are not words within
the context of the FDA law. The chem-
ical inducement of abortion is a new
phrase. It has no precedent in FDA's
statutory authority, it has no legal
definition, no statutory reference. no
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regulatory guidance and no legislative
history.

In other words, if this amendment
were adopted., the head of the FDA.
would have to look at the application
from a drug manufacturer. If the appli-
cation said that the drug was being re-
quested for approval for the purpose of
a chemical inducement of -abortion,
then I would say this amendment
would apply and there is nd ‘question
about {t.

But if the gentleman, as he stated
earlier, would ask the FDA adminis-
trator to in some way make some judg-
ment that really that is what they in-
tend, even though they do not say it,
then we are doing something beyond a
limitation on the use of the funds.

Mr. COBURN. If the gentleman would
yield further, the FDA makes a judg-
ment on every drug application made
to it.

The CHAIRMAN. The gentleman
from Talifornia (Mr. WAXMAN) may
speak on his point of order. When he is
finished, the Chair will recognize other
Members. There is no yielding back
and forth. Is the gentleman finished?

Mr. WAXMAN. 1 did not realize there
is no yielding back and forth.

The CHAIRMAN. There is not. If the
gentleman wants to continue, he may.

Mr. WAXMAN. Mr. Chairman, if [
may conclude, my point is if the FDA
Commissioner has to make a judgment,
then this amendment should not be
permitted in order.

The CHAIRMAN. Are there other
Members who wish to be heard on the
point of order?

Mrs. LOWEY. Mr. Chairman, based
on the gentleman’s interpretation that
unless the application for RU-486 con-
tains the worlds ‘‘chemical induced
abortion,” the prohibition would not
apply, I would withdraw my point of
order.

The CHAIRMAN. The point of order
is withdrawn.

Are there any Members who wish to
speak on the amendment offered by the
gentleman from Oklahoma (Mr.
COBURN)?

Mrs. LINDA SMITH of Washington.
Mr. Chairman. I move to strike the last
word. -

Mr. Chairman, [ rise to speak in
favor of this amendment. I think we
need to go back to what the role of the
Food and Drug Administration is, and
that is the role of ensuring public safe-
ty and health, and that is by approving
medically necessary drugs and devices,
as well as ensuring food safety.

The amendment offered by the gen-
tleman from Oklahoma (Mr. COBURN) is
consistent with the mission of the FDA
and simply bans funding for the test-
ing. development or approval of any
drug which causes a chemical abortion.

You see, women's health is really at
stake. New evidence has indicated that
abortions increase the chances of
breast cancer. Presently breast cancer
is the leading cause of cancer among
middle-aged women. If protecting all
members of society is the goal of the
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FDA, certainly we need to study this
link exhaustively before we approve
any drug that causes a chemical abor-
tion. Make no mistake, the morning
after pill which the FDA approved is
not a contraceptive. It is an abortifa-

-cient, meaning it causes a chemical

abortion.

In my home state of Washington, for
example, pharmacists are permitted to
dispense the "morning after’” pill with-
out a doctor's prescription. A doctor
gives the general prescription to the
pharmacist, the pharmacist interviews
the woman, and then he decides or she
decides whether or not the woman is
eligible for this abortion. The protec-
tion of the doctor is then removed and
the ramifications of the woman's
health, whether physical or emotional,
are not even discussed.

Additionally, our taxpayer dollars
should not be used for the FDA to im-
plement the abortion drug RU-486. The
long-term effects of this abortive are
still unknown. In U.S. clinical trials,
four women nearly bled to death and
required blood transfusions. Many
women bled profusely and required hos-
pitalization, and 68 percent of the
women experienced such severe pain
that medication was required.

It is unacceptable for the Federal
Government through the vehicle of the
FDA to promote a drug whose sole pur-
pose is to destroy the life of another
human being.

I think the goal of most lawmakers,
whether Republican or Democrat, is to
find alternatives to abortion. But with
the increased accessibility of these
abortion pills, unwanted pregnancies
become the medical equivalent of a
simple headache. Just pop a pill, and
your problems all will go away. In our
State it is as easy as calling the hot
line number which appeared in my
State paper, 1-888-NOT-2-LATE.

Mr. Chairman, in an age of increased
personal responsibility. this is not a
signal to be advertising to American
women. It is not a signal to be adver-
tising to American youth.

The job of the FDA is to protect and
promote the health of all citizens. That
includes the health of unborn children
of America. The funds in the agri-
culture appropriation bill should not be
used by the FDA to test, develop or ap-
prove any drug which substitutes
abortives for self-discipline, causing
abortions. N

Mr. Chairman, [ urge my colleagues
to support the amendment offered by
the gentleman from Oklahoma (Mr.
COBURN).

Mrs. LOWEY. Mr. Chairman, I move
to strike the requisite number of
words.

Mr. Chairman. [ rise in strong opposi-
tion to the gentleman’'s amendment.
The Coburn amendment would stop the
drug approval process in its tracks by
placing unprecedented roadblocks in
front of the FDA. It puts ideology
ahead of science and compromises
women's health.

This amendment would block final
approval of a drug., RU-486, that the

June 24, 1998

FDA has already declared to be safe
and effective. I repeat, this amendment
would block final approval of a drug
that the FDA has already declared safe
and effective when it is issued on ap-
proval letter for the drug.

This amendment would make FDA
drug approval contingent not on
science, but on politics. The FDA is
charged with protecting the public's
health, and they should not be subject
to congressional interference.

Mr. Chairman, let us allow the FDA
to do its job free from right wing in-
timidation. The American people do
not want the Christian Coalition in
charge of our Nation's drug approval
process.

The amendment specifically bars the
FDA from approving any drug for the
chemical inducement of abortion. But
what does that term mean? The FDA
does not know. I have a letter here
from their chief counsel that says they
have no idea what it means. Doctors
and scientists do not know what that
phrase means either.

So in addition to stopping RU-486,
this broad, vague amendment may also
prohibit the development of new con-
traceptive methods, if you believe, as
some do, that any form of hormonal
contraception, like the pill, is tanta-
mount to abortion. -

What about other drugs that ag a side
effect may induce abortion, like many
chemotherapy drugs and anti-ulcer
medication? Will research be halted on
these lifesaving drugs as well? This
amendment may also prevent the FDA
from preventing unsafe and unsuper-
vised clinical trials.

So. Mr. Chairman. this amendment is
about much more than RU-486; it is
about whether the FDA will be free to
test, develop and improve important
medications without Congressional in-
terference. It is about whether politics
or science will govern our Nation's
drug approval process. This amend-
ment would tie the FDA's hands, ren-
dering it absolutely helpless in its pri-
mary task to evaluate scientific data
consistent with its mandate to protect
the public health.

Since Roe v. Wade, unfortunately,
the anti-choice minority has attempted
to stymie contraceptive research and
suppress advances in reproductive
health. For example, there used to be
13 pharmaceutical companies engaged
in contraceptive research. There are
now four. Thankfully, despite the right
wing's pressure tactics, scientists have
made some important progress. Among
the most significant is the develop-
ment of RU-486.

RU-486 would make a dramatic dif-
ference in the options available to
women facing unwanted pregnancies. It
could make abortion. already one of
the safest medical procedures per-
formed in the United States, even
safer. The drug would eliminate the
need for surgery for women choosing to
use it. This would present tremendous
health benefits for some women.

RU-486 is also effective early in preg-
nancy. Women in France have been
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using RU-486 for a decade, and it is also
available in Sweden and Great Britain.
Over 400.000 women have had abortions

using RU-486. The New England Medi-.

cal Journal recently published clinical
trials on RU-486 confirming its accept-
ability and effectiveness. RU-486 is safe
and effective. o,

Mr. Chairman, RU-486 has "anather
significant advantage over current
abortion procedures. RU-486- can be
given in the privacy of a physician’s of-
fice, away from clinics blockaded by
protestors, away from violence, harass-
ment and intimidation. This change
would give women greater freedom and
security. This is a fact that terrifies so

many.

W}{at will the radical right do when
RU-486 is approved? Will it picket
every doctor's office in America? Will
it harass every woman in the Nation?
Thankfully, it cannot, and that is why
it is fighting so hard to block the ap-
proval-ef this drug.

The gentleman from Oklahoma (Mr.
COBURN) wants to turn the clock back,
back on scientific advances, back all
the way to the back-alley in the days
of the wire hanger, back to the days
when thousands of women died every
year from unsafe, illegal abortions.

Well. we have news for the gentleman
from Oklahoma (Mr. COBURN). We will
not go back.

The CHAIRMAN. The time of the
gentlewoman from New York (Mrs.
LOWEY) has expired.

{(By unanimous consent, Mrs. LOWEY
was allowed to proceed for | additional
minute.)

Mrs. LOWEY. Mr. Chairman. I would
say to the gentleman from Oklahoma
(Mr. COBURN) that I am a mother of
three and a grandmother of two, and,
frankiy. I am sick and tired of debating
abortion on this floor in the House of
Representatives. Restriction after re-
striction. ban after ban, amendment
after amendment. Enough.

If one really wants to reduce the
number of abortions, work with us to
increase funds for family planning,
work with us to ensure that women
have access to prescription contracep-
tives. I have been working to prevent
unwanted pregnancies, to reduce the
number of abortions. We need to make
abortions less necessary, not more dan-
gerous.

Mr. Chairman, I am very sorry that
this amendment is being offered to an
otherwise outstanding bill. Congress
should not be ordering the FDA to sup-
press a drug thac is safe and effective.
This amendment flies in the face of
sound science. It puts women's health
in jeopardy, it sets a dangerous prece-
dent, and it should be defeated.

Mr. WELDON of Florida. Mr. Chair-
man, I move to strike the requisite
number of words.

Mr. Chairman. I rise in strong sup-
port of the Coburn amendment. I en-
courage all my colleagues on both sides
of the aisle to vote in support of the
Coburn amendment.

As the gentlewoman from New York

alluded. to, the issue of abortion is very
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controversial. The American people are
very divided on this issue, and there
are many people who feel, as I do. very
strongly on the sanctity of human life.

The House of Representatives and the
Senate have repeatedly voted to re-

- strict the use of Federal dollars when

it comes to this issue. The best exam-
ple is the Hyde amendment, which pro-
hibits the use of Federal dollars for
performing abortigns.
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We have a very simple amendment
here. We ask the Food and Drug Ad-
ministration not to get involved in this
issue and not to get involved in admin-
istering or testing or approving drugs
for the chemical inducement of abor-
tion.

As to this issue that is being brought
up that some of these drugs are safe
and effective, I really want to speak to
that point. As a physician, I took the
Hippocratic oath. In the Hippocratic
cath you do no harm. To say that these
drugs are safe and effective, when in ef-
fect they are lethal for the unborn
child growing in the womb of the
woman, is a very deceptive and dis-
torted use of the English language.

I would encourage all of my col-
leagues to seriously, those who are pro-
life, obviously, those who take a pro-
life position. but in particular those
who may be personally pro-choice but
may feel that it is appropriate to not
be using Federal dollars for these kinds
of purposes, consider that millions of
Americans object to Federal dollars
being used for these kinds of purposes.

I think it is a perfectly reasonable
amendment. I think it is a well-
thought-out amendment. I do not
think there should be any confusion
over there at the FDA as to what this
is about, despite the claims by some
thac these words are somehow mysteri-
ous.

As to the claims of why there are so
few pharmaceutical companies doing
contraceptive research, that has noth-
ing to do with these claims that it has
some implication with those who op-
pose abortion. It is the trial attorneys
and all the litigation. That is why
there are a limited number of pharma-
ceutical companies doing research. It
is very expensive. Then when you do
put a product on the market, if any-
thing goes wrong with those products,
you get every lawyer in this country
looking to draw up a lawsuit in the
case.

I think this is a very good amend-
ment. | would encourage all of my col-
leagues to vote yes.

Mr. WAXMAN. Mr. Chairman, [ move
to strike the requisite number of
words. ’

Mr. Chairman, I rise in opposition to
the amendment. The gentleman from
Florida acted as if this were a govern-
ment subsidy for some abortion proce-
dure. We are not talking about a gov-
ernment subsidy, we are talking about
the Food and Drug Administration re-
viewing an application by a manufac-
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turer who proposes to make a drug for
a specific purpose that he wants to go
out and sell, which is legal.

Whether Members like abortion or
not, it is legal to have abortions in this
country. Why should we stop the FDA
from being able to consider a drug that
might be used for an abortion that
would be safer than other abortion pro-
cedures? Abortion is not going to stop.
It is legal. Why should we now impose
our judgment, saying that the FDA
cannot even look at the science of what
a manufacturer presents to it?

This amendment says we cannot test
the substance, we cannot learn how it
works, or judge if it has benefits over
other procedures. Even {f it became an
approved drug, we could not manufac-
ture it. This is the kind of an amend-
ment that bars private actions in the
free market. What the FDA does is not
a subsidy. The FDA scrutinizes the
science. They do not make judgments
as to what products are brought before
them. nor should they.

This amendment is wrong. It is cer-
tainly wrong to include it in an appro-
priation bill, where no one has exam-
ined the implication of this language
for other FDA activities.

It is going to have a chill on manu-
facturers who want to deal with any-
thing that may be considered unpopu-
lar. Today it may be unpopular ¢ have
an abortifacient, but a lot of manufac-
turers feel it might become unpopular
to develop new contraceptive drugs.
The FDA may be stopped from review-
ing those drugs. This is a very wrong
and offensive precedent. I would
strongly urge my colleagues to oppose
this amendment.

Mr. HOEKSTRA. Mr. Chairman, I
move to strike the requisite number of
words.

Mr. Chairman, today I rise in support
of the Coburn amendment. Last month
myself and 14-of my colleagues sent a
letter to the editor of the New England
Journal of Medicine. We did that be-
cause we wanted to take issue with a
report that they publicized.

In that report, they described the
abortion drug RU-486 as ‘'safe.”” This
report ‘is being cited as a landmark
study by the advocates of RU-486 as
proof of the safety and the effective-
ness of the drug. Nothing could be fur-
ther from the truth. As a matter of
fact, that is a bizarre conclusion, given
the facts.

The authors reported that RU-486
“... has been reported to be a
teratogenic in humans.'” What does
that mean? In plain English, it means
the drug causes developmental mal-
formations, or birth defects. Unfortu-
nately, the authors mention this al-
most as an afterthought.

Given the possibility that this two-
drug hit in RU-486 may cause birth de-
fects unless drug-induced abortion oc-
curs, the authors secured a commit-
ment, they secured a commitment
from all the participants to submit to
a surgical abortion in the event the
drugs fail.
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The authors apparently sought to
preempt the possibility of a participant
having second thoughts after the ad-

ministration of the drug, and their un- .

born child eventually being born with a
skull deformity or some other birth de-
fect.

There were 106 women who were ad-
ministered the drugs. but thédy were
not included in the final assessment
phase of the study. The authoers do not
know, they do not know, whether any
of these women who were administered
the drug changed their minds and de-
cided to carry their child to full term.
The authors do not know whether a
child or a number of children were born
with a developmental malformation
due to the administration of the drug,
even though they stated that such a
possibility may exist.

The authors claim that the two-drug
regimen is effective in terminating
pregnancies. This is a very selective
choice—=of words, because what these
drugs do is they are designed to kill
human life. We are disappointed with
the authors’ insensitivity to the drug's
full impact. At least 2,121 unborn chil-
dren died because of the drugs adminis-
tered during this study. The fact that
this two-drug regimen was able to kill
innocent human lives is nothing to cel-
ebrate.

We recognize the authors’ intent in
maintaining a narrow focus in their
study, but when at least 4.242 people
are involved in an experiment involv-
ing life or death, it would seem only
appropriate that those executing the
experiment assess the impact of the
drugs on all of the study's participants,
both the born and the unborn.

For these reasons, it is entirely inap-
propriate for the FDA to grant final
approval for RU486. For those reasons,
it is also totally appropriate for my
colleagues to support the Coburn

amendment.

Ms. WOOLSEY. Mr. Chairman, I
move to strike the requisite number of
words.

Mr. Chairman, [ rise in strong opposi-
tion to the Coburn amendment. Make
no mistake about it, this amendment is
one more unwarranted intrusion to tell
the Food and Drug Administration how
to do its job. It is also-one more time
when Members of Congress step up here
and act like they know more than the
scientists and the experts.-and they are
going to tell scientists what their con-
clusions are before they even get there.
And it is one more step in-the far
right's campaign against a woman's
right for reproductive choice.

In 1993, following my election in 1992,
I led the effort to bring RU-486 under
FDA. I did that so that RU—486 would
be tested here in the United States to
ensure its safety and its effectiveness.
My action and my concern was that
women in the United States have ac-
cess to a safe and effective method re-
garding unwanted pregnancies. I only
wanted them to have access when it
was deemned safe by the FDA.

Mr. Chairman, this amendment
would set an alarming precedent by al-
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lowing the unwarranted interference in
the FDA's decision-making process. It
would prevent the FDA from testing,
developing, or approving any drug such
as RU-486 for the chemical inducement
of abortion, no matter the wishes of

.the women in this country.

Let us get the FDA out of politics,
let us get Members of Congress out of
the rights of women in their reproduc-
tive choice, and let us let the FDA de-
termine which drugs are safe, which
drugs are effective, and which drugs
are good public health.

Mr. Chairman, I yield to the gentle-
woman from New York (Mrs. LOWEY).

Mrs. LOWEY. [ thank the gentle-
woman for yielding to me, Mr. Chair-

man.

I would like to make a point to the
gentleman. The New England Journal
of Medicine and the FDA has declared
this safe and effective. Again, a Mem-
ber of Congress should not be making
this determination.

I just wanted to make one additional
point. It seems to me many of us reiuc-
tantly have been debating on this floor
over and over again for the past few
years about late-term abortions, and
how dangerous and how inappropriate
late-term abortions are.

RU-486 is effective and can be a
choice of women early on in pregnancy.
Again, it is the choice of a woman. It is
up to the FDA to determine if it is
safe. The FDA has said that it is safe
and effective, as has the New England
Journal of Medicine.

Mr. PITTS. Mr. Chairman, [ move to
strike the requisite number of words.

Mr. Chairman, this amendment will
bring us back to the original purpose of
the Food and Drug Administration. I
rise to support the Coburn amendment.

As originally intended, the FDA
should make their priority ensuring
the safety of food and developing medi-
cally necessary drugs. We simply must
provide America with a system where
life-saving drugs are made available to
patients in a timely and effective man-
ner.

Mr. Chairman., when was the FDA
given the task of making abortion on
demand easier and more accessible?
How does this action correspond with
the assertion of the liberals that abor-
tion should be a rare occurrence? Does
not the FDA's current role in expedit-
ing the approval of abortifacients,
which destroy lives, stand in direct
contradiction to its responsibility to
save them?

Mr. Chairman. abortion pills make
unwanted pregnancy the medical
equivalent of a headache: pop a pill and
it will go away. But there are serious
consequences for women. New sci-
entific evidence' has indicated that
abortion may increase the risk of
breast cancer. This link should be care-
fully examined before any new forms of
abortion are approved. But we cannot
ensure the safety of women if the FDA
is speeding abortion pills through the
approval process.

or the sake of women, we need to

adopt the Coburn amendment. Just
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consider these facts. Ten out of the 1]
studies on American women report an
increased risk of breast cancer after
having an induced abortion. A
metaanalysis in which all worldwide
data were combined, published by Dr.
Joel Brind and fellow researchers, re-
ported that an induced abortion ele-
vates a woman's risk of developing
breast cancer by 30 percent. Currently,
breast cancer is the leading form of
cancer among middle-aged American
women.

Mr. Chairman, it Is time to send a
message to the FDA: Return to the
business of saving lives. If they truly
care about the health of our Nation‘s
women, Members will vote for the
Coburn amendment and fight to keep
women alive and well.

Ms. NORTON. Mr. Chairman, I move
to strike the requisite number of
words.

Mr. Chairman, [ rise to speak against
the amendment. We are constrained to
come to the floor once again to send
out an alert to American women that
once again, one of the perennial at-
tempts to get around Roe versus Wade
and to stop abortions when they are
most safe is at hand.

The Coburn amendment has grave
constitutional implications. Roe versus
Wade says we may not regulate abor-
tion in the first trimester. There is a
reason for that, because that is when it
is safest. If anything, we want.to en-
courage whatever abortions are to be
done to be done then or not at all. RU-
486 is only for early abortions. and it
perhaps may be used for emergency
contraception up to-72 hours after
intercourse; again, at the very earliest
period when abortions are performed.
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Moreover, this method may be the
only method or the safest method that
some women should use. And that
clearly comes under Roe vs. Wade's
concern with the health of the mother.
Surgical abortion obviously poses more
risk, the most risk, at least as far as
we know. And at least given the kind
of approval that RU-486 has thus far re-
ceived, we do know this, that for most
of us a nonsurgical procedure is in fact
preferable.

We want to say to women who need
abortions, while the rest of us for other
procedures will use nonsurgical proce-
dures, we want them to repair to sur-
gical procedures, to invasive proce-
dures only. For abortion we make a
distinction between women and men
that we do not otherwise make.

Mr. Chairman. if nonsurgical abor-
tion is available, if it is the safest
method. it must be allowed. Most of us
would choose nonsurgical methods if
they were available. Indeed, managed
care requirements today in health care
often require us to use nonsurgical
methods because they are the least

costly.
Why would we want to deny safe,
nonsurgical approaches here? Why

would the government want to turn to-
ward the most invasive form of abor-
tion? Why should the government not
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step back and say whatever method
women use is something that the gov-
ernment is in no position to prescribe
in the particular case? N

Why is it not an absolute insult to
women to deny them the right to
choose the safest method, if any meth- _
od at all must be chosen? WHy is it not
a risk to the health of women fér whom
more invasive methods would simply
not be prescribed? Should we-not wel-
come the fact that there is a choice for
those women?

And why would this body want to en-
gage in the know-nothing, nonsci-
entific practice of, for the first time in
this Chamber, saying what the FDA
should approve and what it should not
approve? That takes us back to the
kind of ignorance I would hope this
body had escaped long ago.

If this drug is safe. by denying the
right to go through the approved chan-
nels we are welcoming back-channel,
black -market approaches to getting
this drug. Surgical and invasive proce-
dures are not preferable. Once again,
we are invading the territory of a phy-
sician and his patient. Whenever we do
that, we lose our way.

Let us stand back, even if we regard
this as not the right way to go, and
leave it to those who are in the best po-
sition to make this most personal of
decisions, and that is the physician and
the woman who has to decide what is
safest for her.

Mr. SMITH of New Jersey. Mr. Chair-
man, I move to strike the requisite
number of words.

Mr. Chairman, let me make it very
clear, and I think we all more and more
of us realize this, abortion is violence
against children. Abortion is violence
against children. It is not some benign
act that benefits or nurtures. It kills
babies.

Now that can be done by the hideous
method that we have described called
partial-birth abortion where the brains
are literally sucked out of the body of
a child. Or it can be done by dis-
memberment, by hooking up a power-
ful loop-shaped knife, a curette, to a
suction machine 20 to 30 times more
powerful than the average vacuum
cleaner. Or it could be done by a myr-
iad of chemical potions, salt solution
that burns the baby to death.

The other side on this issue will de-
fend that as choice. That_is- violence
against children. Saline abortion is vi-
olence against children. RU-486. Mr.
Chairman, is just the newest-form of
baby pesticide. A chemical that has no
intention of nurturing, providing any
benefit to the baby. just kill the baby.
Make the child a deceased member of
the human race.

Mr. Chairman. the FDA should be all
about testing and helping to bring to
market those drugs that save and nur-
ture and heal. RU-486 does not heal,
unless Members think that a baby is a
disease or a wart or some other dispos-
able appendage that has to be done
away with.

The ‘‘choice’” rhetoric is cheap. It
denigrates human life. Unborn children
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are no different than my colleagues or
I, except by reason of their immaturity
and their developmental status in life.
That is all. Nothing is added from the
moment of fertilization until natural
death.

When will we wake up and see that
birth is an event that happens to each
and every one of us. It is not the begin-
ning of life. And an unborn child de-
serves at least the minimum respect of
not having new drugs. new devices de-
veloped that kill them.

It is a new mouse trap. How can we
better kill those kids? These are boys
and girls that are being killed. Chemi-
cal abortions, RU-486, as we all know,
usually has its operative effect at
around the seventh week. Other chemi-
cal potions have it at other times dur-
ing the pregnancy. But all of them do
the same thing. They kill the baby.

Mr. Chairman, I ask my colleagues,
support this very important amend-
ment offered by the gentleman from
Oklahoma (Mr. COBURN). I urge every-
one to support it.

Mr. COBURN. Mr. Chairman, will the
gentleman yield?

Mr. SMITH of New Jersey. I yield to
the gentleman from Oklahoma.

Mr. COBURN. Mr. Chairman, [ would
like to address a couple of points that
have been made. When discussing 486,
the words ‘‘safe’” and '‘effective’’ have
been used. I want us to think about
what those words mean.

Safe and effective for whom? They
are not safe for women. They cause tre-
mendous pain, tremendous discomfort,
tremendous risk for blood transfusion,
tremendous risk for instrumentation,
and tremendous risk to the remaining
fetuses and children who will be born
outside of that complication.

The other thing that was said, and
words tell us a whole lot, what was said
is if we cannot use this medical form of
abortion, it is a limitation on contra-
ception. That was made in an earlier
statement, which tells us exactly what
people mean.

Abortion is a method of contracep-
tion in this country. The taking of in-
nocent human life is used as a method
of contraception. I would make two
points. The Supreme Court said they
did not know when life began. But we
know when life ends in this country,
when there is not a heartbeat and there
is not a brain wave.

Well, there is a brain wave at 41 days
post-conception, and there is a heart-
beat at 26 days post-conception, before
most women know they are pregnant.
There is no question, life is present
when RU-486 will be applied. Should
the government be in the business be of
killing unborn babies? I think not.

Ms. DELAURO. Mr. Chairman, I move
to strike the requisite number of
words.

Mr. Chairman, I stand before my col-
leagues as a cancer survivor to strong-
ly oppose this amendment. This
amendment would not just block ac-
cess and research to reproductive
health drugs. although that in itself is
enough reason to vote against it.
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In an attempt to promote an anti-
choice agenda. proponents of this
amendment are risking the lives of
millions of Americans. because this
amendment would block the develop-
ment of drugs that cure cancer and
other kinds of medical treatment be-
cause some of those drugs can cause
miscarriage. also known as sponta-
neous abortion.

Mr. Chairman. I am an ovarian can-
cer survivor. Millions of Americans
suffer from cancer every year. Anyone
who has undergone chemotherapy ses-
sions in a desperate attempt to kill the
cancer cells before they kill them
knows the warnings given by the doc-
tor. If a woman is pregnant, chemo-
therapy could endanger the pregnancy
and induce miscarriage. I was fortu-
nate that those circumstances did not
apply to me. But if we pass this amend-
ment. the development of new lifesav-
inf drugs would be blocked.

f cancer patients wait while re-
searchers draw closer and closer to a
cure for cancer, this amendment would
close the door in their faces. No more
hope. No chance of developing a drug
that could save their lives.

When [ received my cancer diagnosis,
it felt as if the world had stopped. The
mind just cannot comprehend what is
happening. And once it does sink in, all
one thinks about is how am I going to
beat this? What can I do to get my life
back? :

Let us make sure that patients who
are faced with this difficult moment
have access to the best science that is
available; not science that is com-
promisad by politics.

This amendment is a slap in the face
to the women of America. It is a slap in
the face to anyone who has survived a
cancer diagnosis. It is a slap in the face
to anyone who is fighting now to beat
this deadly disease.

Mr. Chairman, I urge everyone in
this House who cares about improving
the health of Americans and the life of
Americans to vote against this very
dangerous amendment.

Mr. HOSTETTLER. Mr. Chairman, I
move to strike the requisite number of
words.

(Mr. HOSTETTLER asked and was
given permission to revise and extend
his remarks.)

Mr. COBURN. Mr. Chairman, will the

gentleman yield?
Mr. HOS’)I’:‘E“ITLER. I yield to the

gentleman from Oklahoma.

Mr. COBURN. Mr. Chairman, first of
all let me say to the gentlewoman from
Connecticut (Ms. DELAURG), I am very
thankful that she is a cancer survivor.
This amendment in no way whatscever
will limit any drug research.

The other reason why I know that
that is the case is because I too am a
cancer survivor. I am 23 years out. I
would never put forth an amendment
on the floor of this House that would
limit that, What this amendment does
is have the FDA work on drugs that
save life rather than take life.

Mr. HOSTETTLER. Mr. Chairman.
reclaiming my time, I rise in strong
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support of this amendment from the
gentleman from Oklahoma (Mr.

COBURN). The Supreme Court has told
us that we have to allow the killing of _
unborn children on demand. It has not,
however, told us that government has

an obligation to facilitate this service.

This amendment would help ensure
that American taxpayers do not end up
funding the approval of drugs that are
designed to kill our unborn-children.
FDA's mission as it was created by this
Congress should be to approve drugs
that save lives, not end lives.

With all the illnesses we have to deal
with, cancer, AIDS, heart disease, dia-
betes, the examples go on and on, why
would we want to spend our hard-
earned dollars on drugs designed to ex-
terminate our most valued resource,
our children? ’

There is a core principle at issue
today: Whether the government is obli-
gated to provide the people’'s money to
researchi and test new and innovative
ways to kill our children for a right
pulled out of thin air by a majority of
the Supreme Coyrt.

345

Congress has tne responsibility under
our Constitution to ensure that the
money we collect from hardworking
and productive Americans is spent
wisely.

Mr. Chairman, let us ensure the FDA
uses America’s resources to help us and
not kill us.

I would simply add, Mr. Chairman,
that today I have heard a lot of discus-
sion with regard to the elevation of the
science of the efficient extermination
of human life almost to the extent of a
virtue. I think we must be very careful
in our rhetoric when we talk about
that efficient extermination of human
life, that we do not go to a very trou-
bling time in our world's history, a
time when Nazi Germany carried on
the efficient extermination of human
life. Where do we go from here with
that argument? Do we go to the effi-
cient extermination of life that cannot
sustain itself, to the aged and to the
infirm?

Mr. Chairman, in order that we do
not start down that slippery slope or
that we do not go further down that
slippery slope, I urge a yes vote on this
amendment. .

Mrs. LOWEY. Mr. Chairman, will the
gentleman yield?

Mr. HOSTETTLER. [ yield to the
gentlewoman from New York.

Mrs. LOWEY. Mr. Chairman, I would
like to respond to the gentleman that
as a Jewish woman and one who knows
many survivors of the Holocaust, I per-
sonally resent the comparison of this
amendment to the Holocaust and the
evils of the extermination that took
place during that tragic time that we
have to learn from and not make com-
parisons that perhaps are very inappro-
priate.

Mr. HOSTETTLER. Mr. Chairman, I
go back to the words of Jeremiah the
profit, who said that he knew me in my
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mother’'s womb, and simply say that
there are those of us that do believe
that life does begin at conception and
that we are indeed involved in the ex-
terminacion of human life in this very
day.

l\>:1r. FAZIO of California. Mr. Chair-
man, I move to strike the requisite
number of words.

Mr. Chairman, I am sure that many
who may be viewing these proceedings
would be surprised to discover we are
debating the agriculture appropria-
tions bill. It has always been one of
those bills that passes here with great
support on a bipartisan basis. I regret
very much that it today has been
taken over by those who are, for want
of a better term, pursuing what we call
a wedge issue.

I would not be surprised that despite
all the work that has been done by the
gentleman from New Mexico (Mr.
SKEEN) and the gentlewoman from Ohio
(Ms. KAPTUR) to bring a very popular
and broadly supported bill to the floor,
it could well be vetoed if this language
were adopted by the House today and
remain in the bill through conference.

If it were somehow to become law, [
believe it would be ultimately consid-
ered unconstitutional because it clear-
ly flies in the face of the current Su-
preme Court view of a woman's right to
choose in this country, and clearly Roe
v. Wade remains the law of the land.

But I am most troubled by the fact
that for the first time since the Food,
Drug and Cosmetic Act was placed on
the books, since 1962, in fact, we are at-
tempting to legislate what we have
until now wisely left up to a regulatory
authority to decide, and that is wheth-
er a safe and effective drug should be
brought to market.

Now, the gentleman from Oklahoma
(Mr. COBURN) and others have said that
this is an unsafe and ineffective drug.
That is to be determined by the FDA.
That is their charge. We would be, I
think, in terrible error if we got In
front of that decision and attempted to
legislate it. It would be unprecedented
and I think totally inappropriate.

It is a fact, however, that in France
and Great Britain and Sweden, exten-
sive clinical trials have demonstrated
that it is safe and effective. But this
FDA., known to the rest of the world as
perhaps the bottom line gold standard
for drug review systems, is being more
cautious, and they should be. That is
correct. It is right that they slow down
this process of bringing RU-486 to the
public because, in fact. they want to
determine a number of things about it
before it is made available to the gen-
eral public.

The irony is, of course, as the gen-
tleman from Oklahoma (Mr. COBURN)
indicated in his colloquy with the gen-
tleman from California (Mr. WAXMAN)
and the gentlewoman from New York
(Mrs. LOWEY) earlier on the point of
order, it would be possible to bring RU-
486 to the market for some other pur-
pose. And I think it is important to
point out that there are at least pub-
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licly reported uses for RU-486 that are
unrelated to termination of pregnancy.

So under the interpretation we heard
today and the one in which we are cur-
rently debating, we could have it on
the market for other purposes and the
public, should they be interested in
taking it for termination of pregnancy.
could well be exposed to an unsafe and
ineffective product because the FDA,
under this amendment, has not been al-
lowed to make that determination to
their satisfaction.

Mr. COBURN. Mr. Chairman. will the
gentleman yield?

Mr. FAZIO of California. I yield to
the gentleman from Oklahoma.

Mr. COBURN. Mr. Chairman, I would
Just say that we would not want any
drug, no matter what its {ll-use might
be, if it has a positive use to ever be de-
nied by the FDA. We know lots of drugs
today that are approved by the FDA
that have tremendously, terrible side
effects. Thalidomide has a terrible side
effect profile, but yet it has some tre-
mendous positive benefits.

Mr. FAZIO of California. Reclaiming
my time, the point I was making is
that there are purposes for which RU-
486 might be approved under the gen-
tleman’s interpretation that would
make the public vulnerable, when it
uses them to terminate a pregnancy. to
the potential for the very unsafe and
ineffective purposes that the. gen-
tleman ascribes to them. So I think the
gentleman is being  somewhat
duplicitous when he indicates that he
wants drugs to be made available for
other purposes when in fact he may .be
knowingly exposing the public to prob-
lems.

I would underscore ““may'’ because I
think it is very likely that the FDA
would determine otherwise and bring
this to the market for a variety of pur-

Ses.

The public should have their regu-
latory agency, the one we all look to as
the benchmark for drugs around the
world, in a position to make this with-
out a political decision made by this
Congress. I would say to my colleagues
that if this amendment is adopted we
have opened unfortunately a new ave-
nue to be involved in an area that we
should best leave to science, to re-
search.

We. as politicians with a variety of
causes and beliefs. should not be get-
ting in the way of what this agency has
done very effectively since its founding
and that is to bring scientific research
to bear so that drugs can be taken
when appropriate for the most safe and
effective purposes.

There is no question. in my view,
that for us to break the bounds that we
have imposed on ourselves since 1962,
to politicize this agency is to take a
slippery slope we do not want to go
down, even under the wedge issue argu-
ments that we are hearing today about
abortion.

I would hope that my colleagues.
even those who consider themselves to
be “pro-life” or ‘“‘antiabortion.” will



June 24, 1998

think twice about using still one more
mechanism to inject this abortion de-
bate into the deliberations of this Con-
gress. Vote no on the Coburn amend-.
ment.

Mrs. JOHNSON of Connecticut. Mr.

Chairman, I move to strike the req- .

uisite number of words. .

I rise in strong oppositidn”to this
amendment. It is sobering that Saint
Thomas Aquinas. defined life-as begin-
ning at conception. I mention that
only to remind us that this_difficult
issue of when life begins is an issue on
which great religious leaders of the
world have differed. and so it is an
issue on which a Nation that believes
in freedom, that enshrines freedom of
religion in our Constitution, must have
the courage to allow our own people in-
dividually to decide.

I am a Republican in part because I
take so seriously the issue of personal
responsibility. [ believe each of us has
the responsibility to make wise
choices, to support themselves, to con-
tribute to their fellow citizens and
their communities. And I believe fam-
ily planning represents personal re-
sponsibility that is indeed one's obliga-
tion as a mature, free adult, to plan
the number of children they have, the
spacing between them. And so I believe
contraceptives in general are very im-
portant to freedom in our Nation and
to the health of women and the
strength of families.

The issue before us today is whether
we in a free Nation will have the
knowledge to use our freedom wisely
and to take personal responsibility for
our lives. We cannot pass this amend-
ment and not do damage to the concept
of freedom and the belief in the power
of knowledge as the essential founda-
tion for a free society.

Many drugs. including chemotherapy
and anti-ulcer medications, have the
side effect of inducing abortion. Under
this amendment, you could not do re-
search on something, even if that was
not its primary goal, because it might
have the side effect of inducing abor-
tion.

I would remind this body that we
spent months talking about fetal tissue
research because people did not want
to use fetal tissue for critical research
that could cure critical and terribly
important diseases in America. and the
goal was not to ultimately use fetal
tissue, the goal was to learn enough
about it from the research to be able to
create the artificial substances or the
substitute substances thac would allow
us to create, to produce the drugs en
masse that we learned were necessary
from fetal tissue research. And the
issue here is to learn enough from some
of the rather crude, in the sense of
their mechanism, drugs like that that
is the subject of this amendment so
that we can in time develop something
that you take right away that does not
interfere with, that is not an abortifa-
cient in your definition because it has
its effect before there is even fertiliza-
tion.
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But we cannot get to that point if we
do not allow science to move forward
and we do not get better experience.
Why should I, as an American woman,
be told or my daughters be told that
they must take contraceptive pills
months and months and months, years
of their life, when I believe, if we allow
the research to go forward, we can pro-
vide something that will give them a
much more direct control over whether
or not conception takes place at im-
plantation and the development of a
fetus.

I do want to conclude my comments
by saying that wherever you block the
path of science, you block the develop-
ment of knowledge and you com-
promise the opportunity that only a
free society can give you. In freedom,
we depend on knowledge to empower us
to make the right decisions.

I trust the women of America and the
men to whom they are married to
make good decisions about whether or
not to use one type of contraception
over another. [ do not believe that it is
the government's responsibility to tell
our citizens how or what mechanism
they should use. We do not want HMOs
to do that. and I do not want the gov-
ermment to do that.

So I would urge defeat of this amend-
ment because I think it cuts off essen-
tial research.

Mrs. MALONEY of New York. Mr.
Chairman, [ move to strike the regq-
uisite number of words, and I rise in
opposition to the amendment.

Mr. COBURN. Mr. Chairman, will the
gentlewoman yield?

Mrs. MALONEY of New York. I yield
to the gentleman from Oklahoma.

Mr. COBURN. Mr. Chairman, I would
Jjust again reemphasize, nothing in this
amendment limits any drug whose pri-
mary purpose is not an abortifacient.
There is no limitation on any research
of any other drug if its primary pur-
pose is not that of an abortifacient.

I thank the gentlewoman for yielding
to me.

Mrs. MALONEY of New York. Mr.
Chairman, I yield to the gentlewoman
from Connecticut (Mrs. JOHNSON).

Mrs. JOHNSON of Connecticut. Mr.
Chairman. that may be the gentle-
man's impression now or what his in-
tent is, but we all know how these
things work in government. Frankly, it
will have such a dampening effect on
research that it will affect research on
things that have a dual purpose or that
could be perceived as having a dual
purpose. That is my concern about it.

Mrs. MALONEY of New York. Re-
claiming my time, Mr. Chairman, I rise
in opposition to the Coburn amend-
ment, which will prohibit the FDA
from testing. developing or approving
any drug that has the chemical induce-
ment of abortion connected to it.

Last time I looked, the Supreme
Court ruled that abortion was legal.
However, this Congress continues to
attack a woman's right to choose. This
is the 85th vote against reproductive
rights since the beginning of the 104th
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Congress or maybe I should say since
the beginning of the antiwoman Con-
gress.
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What might surprise some people is
the fact that this vote is about much
more than reproductive rights. As my
colleague on the other side of the aisle,
the gentlewoman from Connecticut
(Mrs. JOHNSON) was pointing out. It is
about biomedical research.

One of the drugs targeted by this
amendment is used to treat a number
of conditions, among them, uterine
fibroids. certain breast cancers, and
endometriosis. To my gentleman
friends on the other side of the aisle, it
is even used to treat conditions affect-
ing men, like glaucoma, arthritis,
AIDS, lupus, and some types of burns.

Blocking research and development
of safe and effective drugs in the name
of abortion politics is just plain wrong.
My opponents called their position on
reproductive rights pro-life and their
position on this bill pro-life. but this
amendment and their position is any-
thing but. I urge a "'no” vote on this
amendment. Science should not be
compromised by politics. It would be a
dampening affect on research. I urge
all of my colleagues to vote ‘no’’.

Mr. ADERHOLT. Mr. Chairman, I
move to strike the requisite number of
words. o

Mr. Chairman, I rise today in support
of the amendment offered by the gen-
tleman from Oklahoma (Mr. COBURN),
an amendment that could literally save
the lives of countless children through-
out the United States.

Abortion creates several risks for
women, it is well-known. Also, abor-
tion drugs are often dispensed without
a doctor’'s approval. Because of the nu-
merous possible side effects assoclated
with abortions, these drugs shouid not
be administered without consultation
and medical follow-up with the doctor.

The Food and Drug Administration
has an ethical duty not to approve a
drug that will be harmful to mothers
taking the drug. The research on RU-
486 is insufficient in regards to long-
term effects. the linkage with breast
cancer and medical complications.

I commend my colleague., the gen-
tleman from Oklahoma, for taking
steps to save children and to save their
mothers from these life-endangering
drugs. I would encourage my colleagues
to support this amendment.

Mr. MCDERMOTT. Mr. Chairman, I
move to strike the requisite number of
words.

Mr. Chairman, this is a pretty amaz-
ing debate. [ was sitting over in my of-
fice listening to it, and I could not help
but think that this is yet another as-
sault on women.

I am a physician also. In 1963, before
there was abortion reform. before the
Rowe v. Wade was decided in the Su-
preme Court, I was an intern in a hos-
pital in New York State and stood next
to the bed while two women died from
back-alley abortions.
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We have come a long way since 1963.
One of those women left six children
orphaned. and the other one left eight.

We said as a society, our Supreme _

Court said, women have a right to
choose.

Yet. this Congress. I understand, the
Republican Party has a problem with
women voters in this coungry. It is
very clear. They assault them over and
over again. As the last speaker. the
gentlewoman from New York (Mrs.
MALONEY) talked about, 85 times in
this session this issue has come up.

It comes up on everything. It comes
up on IMF funding. We will not fund
the International Monetary Fund I{f
somebody. somewhere, somehow is
doing anything related to women's
rights to choose. Military women can-
not use their own money to take care
of this problem in a military facility
when they are assigned by this govern-
ment to serve overseas.

We say. if you want an abortion, I do
not care what the Supreme Court says,
we the Congress say you cannot have
one in a military hospital, even if you
pay with your own money. That is the
kind of assault we have.

Here today we have a new twist on it.
I think the slippery slope of where we
are going is really one to consider, be-
cause when we start standing out here
and saying what is good science and
what is bad science, and we choose this
drug over that drug., what will be next
in that list?

Here we have the Food and Drug Ad-
ministration says that this drug is
safe. They have done the tests. They
are waiting for a pharmaceutical man-
ufacturer to step up and say we want to
produce it in this country. That is the
only thing that stands between this
particular pharmaceutical being on the
counter and not.

What this bill does is put a threat
out to the pharmaceutical industry, do
not step up to produce this pharma-
ceutical, because if you do, you are
going to get the wrath of a certain seg-
ment of this society:

My view is that when we start to
threaten people and do not want to lis-
ten to the science, we are going down a
long slippery slope. I feel like I am in
Tennessee in the middle of the Scopes
trial where it is religion versus science.

We have the FDA. We_asked them to
look at this, and they looked at it; and
we say, well, we do not like the conciu-
sion you came up with, so we.will use
a little technical way of preventing it
ever being put on the counter.

I heard the gentlewoman from Wash-
ington come out here and mix this
whole thing up more with the drug
overall. which is in the State of Wash-
ington in the State legislature. They
evaluated this, and it is not pro-life.
They looked at the issue and said "We
will give the pharmacy board the right
to deal with that issue,” and they do it.

Anybody who wants. they can go to a
pharmacy. If they follow a protocol and
they fit the protocol under the super-
vision of a doctor, they can get the
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drug. They do not just hand it out to
anybody that comes into the drug
store. I went and called the pharmacy
board in the State of Washington to
find out what goes on.

The fact is that what we are saying

_here is that we want women to use

whatever antiquated way we have, not
to have the best that science can
produce.

One of the fascinating things about
the last 3'% years around here, the big-
ger part of the assault on women is
that we put on welfare reform. We said
we are going to throw people off wel-
fare. What that has done, in at least
three States there has been an increase
in abortions. The very people who say
they do not want abortion buy the
mechanism of driving people off wel-
fare and giving women no way to feed
their kids: we are then leading to more
abortions.

They do not want to do it with a pill.
They want to put them through sur-
gery. [ can understand why an obstetri-
cian might want to do that if he was in
the business of doing this. But I do not
hear obstetricians who are in support
of a woman's right to choose coming to
this House and saying ‘Do not give
them a pill because I want to make
money doing abortions.'' What [ hear is
that the pharmaceutical that is there
will do it just as effectively.

Mr. DICKEY. Mr. Chairman, I move
to strike the requisite number of
words.

Mr. Chairman, I yield to the gen-
tleman from Oklahoma (Mr. COBURN).

Mr. COBURN. Mr. Chairman, the
first point I would make is there are
two obstetricians in this House, and
neither of us would terminate a baby
and take that life unless it depended on
the life of the mother. There is no
question. We know a lot about life. We
get to see it. We get to see a lot of
death. So to answer the gentleman,
there are two obstetricians in this
House, and we would not take the life
of the baby any time unless there is a
cause in the life of the mother at risk.

Number two, let us not confuse what
this issue is about. This is about
whether the Federal Government is
going to spend money to figure out how
to kill babies. That i{s what it is. It is
not anything else. Should we be in the
business of spending Federal tax doi-
lars to facilitate the death of children?
It is not any other than that. We can
say it is, we can skirt around all the
other issues, but this is about whether
or not we are going to have an institu-
tion of this government which is
charged with protecting life spend its
resources to take life.

Mr. DICKEY. Mr. Chairman, I would
like to say I am on this subcommittee
of the Committee on Appropriations,
and this issue did not come up for dis-
cussion.

We have in our laws the provision
that no Federal funding will be made
available for abortions, time and time
again, both domestically and in foreign
relations and in our appropriations for
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foreign countries. This is because peo-
ple differ on this issue, but we mainly
prohibit any Federal funding.

In this case we would have Federal
funding because of an agency's decision
and not because of a vote of this body.
I am against that. I think abortion is
wrong. That is my opinion. [ think
abortion is wrong. I do not think for
sure that we ought to have Federal
funding.

This is a way that we can avoid hav-
ing this attempt for Federal funding
for abortion when it is against the
women of the people of America.

Ms. FURSE. Mr. Chairman. I move to
strike the requisite number of words.

Mr. Chairman, [ just want to point
out, first of all, while I am very much
in favor of this amendment, I would
like to say to the physicians who
choose not to do abortions, that is
their choice. But when [ was a young
woman, prior to Rowe v. Wade, I did
not get that choice. I was not allowed
to make that choice. Neither was my
physician husband allowed to make the
choice of whether he would provide safe
and legal abortions.

I do not think we should talk so
broadly about choice. It is a woman's
choice and her family's choice and her
physician's choice- we are talking
about. ‘

This has been, in my view, the most
antichoice Congress that I have ever
had the sadness to witness. It is also
the most antiscience amendment that I
have ever witnessed. But over and
above that, it is an antiwoman amend-
ment.

Why should American women not
have the right to access to the same
level of science as European women or
British women? Why is this Congress, a
few people who have certain ideas, why
are they preventing American women
access to good science?

I am asking the people of this body
to understand that it is time for us to
step forward, to vote “no” on
antichoice legislation. to vote ‘‘no" on
antiscience legislation, and above all,
to vote '‘'no’’ on antiwoman legislation.

We are 55 percent of the population of
this country. We have a right to make
those choices. We do not have to give
up that right that the Supreme Court
has stood for, that we have fought for.
We are not going back to back-room
abortions. We will not do thac. The
women of this country will not. If
there is access to good science, let
American women have that access. So
I ask my colleagues to vote '‘no’’. Vote
for women. .

Mr. PAPPAS. Mr. Chairman. [ move
to strike the requisite number of
words.

Mr. Chairman, I urge my colleagues
to vote for the amendment of the gen-
tleman from Oklahoma (Mr. COBURN).
As he spoke very eloquently just a few
moments ago, this is not about a
choice for an unborn baby.

The Federal Government or those
within this administration. whether it
is the FDA, they have their marching
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orders, no matter what their personal
view is, from the administration to fa-
cilitate abortion on demand under any
circumstance. That is not what the
American people support. I certainly
do not support that.

The gentleman from Oklahoma (Mr.
COBURN) spoke a few minutes ago about
how he, as a physician, wouldonly in
the case of the endangerment of the
life of the mother take an unborn
baby's life. If we recall what so many
people throughout the history of this
country have said, that we here in this
body. I believe, are here to protect the
vulnerable: and certainly the unborn
baby in the mother's womb is among
the most vulnerable that could ever
exist.

I enthusiastically support the amend-
ment of the gentleman from Oklahoma
Mr. COBURN) and certainly urge my
colleagues to do the same.

Ms. PELOSI. Mr. Chairman, I move
to strike the requisite number of
words.

Mr. Chairman, I rise today in strong
opposition to the Coburn amendment.
Women in America have a right to
choose. I believe it is the goal of all of
us in this body to reduce the number of
abortions and to make abortions safe,
legal. and rare. It is on the subject of
safe that I would like to address my re-
marks.

This amendment offered by the gen-
tleman from Oklahoma (Mr. COBURN)
would prohibit the expenditure by the
Food and Drug Administration of funds
for testing, development or approval,
including approval of production, man-
ufacturing or distribution, of any drug
for the chemical inducement of abor-
tion.

The RU-486, the chemical. the prod-
uct in question. is a nonsurgical abor-
tion, and it is one that is also medi-
cally safe.

415

Such a ban. as the gentleman from
Oklahoma is proposing, would uncon-
stitutionally restrict the right to
choose. For some women for whom sur-
gical abortion poses risks or is other-
wise inappropriate, the Coburn amend-
ment would unconstitutionally again
restrict the right to choose. For others
who live far from clinics, it would pre-
clude the possibility of receiving RU-
486 in their physician’s office. thus bur-
dening again the right to choose.

This option is an effective and non-
surgical method of early abortion that
has been in use since 1981. The drug was
approved for use in France, Great Brit-
ain and Sweden following extensive
clinical trials that determined its ef-
fectiveness and its safety.

In September 1996, the FDA issued an
approval letter for early abortion, but
the agency is waiting for more infor-
mation about its manufacturing and
labeling before giving Mifepristone
final approval and allow it to be pre-
scribed to American women outside of
clinical trials.

I know this is a very difficult issue

for our colleagues to deal with. We
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have deep commitments in our point of
view as to whether a woman has a right
to choose, and I certainly respect my
colleagues’ views on the question of
abortion. But the fact is that women
do have a right to choose that option,

. in consultation with their family, their

doctors, their God, and we should not
make that decision a more dangerous
one for them.

Again, in the interest of making
abortions in our country rare, legal but
safe when necessary. I urge my col-
leagues to vote against the Coburn
amendment. It always interests me to
see over and over again in this body
how many times we vote against sci-
entific research. By going forward with
this, we can learn a lot about making
these processes even safer for women.
As Members of Congress who represent
the people of our country, we have a re-
sponsibility to do that. For that rea-
son, [ urge my colleagues once again to
vote "'no”” on the Coburn amendment.

Mr. COBURN. Mr. Chairman, will the
gentlewoman yield?

Ms. PELOSI. [ yield to the gentleman
from Oklahoma.

Mr. COBURN. I would just say, to do
research to take life, to do research to
take life somehow does not smell right
in this body:; to spend our dollars. I
agree, nobody wins in abortion.

Ms. PELOSI. Reclaiming my time, I
appreciate the gentleman's point. As a
Catholic and a mother of five children
myself and one who comes from a fam-
ily that is not always sympathetic to
my point of view on this subject. I un-
derstand and respect the gentleman's
beliefs. But I will say as a Catholic
that I have done some of my own re-
search on this and the gentleman's
statement implies that he knows when
life begins. I think that is really a mys-
tery to all of us. St. Augustine himself
when he was asked would a fetus before
3 months, would that entity go to the
Judgment day and be resurrected into
heaven as a person, he said, ‘‘No, be-
cause before 3 months, it isn't a per-
son.”” They made him a saint. He is a
saint of the church. He has a different
view from some of my colleagues on
when life begins. We do not know. It is
a mystery. So [ do not know how my
colleagues on the other side of the aisle
can determine that this is taking a life.
I do not view it that way, and [ urge
my colleagues to vote '‘no."’

Ms. KAPTUR. Mr. Chairman, I' move
to strike the requisite number of
words.

Mr. Chairman, I wanted to say with
all due respect to the gentleman from
Oklahorma who is offering this amend-
ment, I respect his sincerity and the
ferver with which he approaches this.
As someone who does not support Fed-
eral funding of abortion myself, I have
studied his proposal carefuily. I am op-
posing him for three reasons. and I ask
my colleagues to give me forbearance
on this.

The first is, as ranking member of
this particular committee, number one,
this issue never came before us. We
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have not had one hearing, certainly not
at the subcommittee level. The FDA
never referenced it in its testimony.
Then when we went to the full commit-
tee, this was never considered. There
have been absolutely no hearings on
this matter, which is a very serious sci-
entific and medical as well as moral
issue, and [ think it is inappropriate to
try to attach it to this agriculture bill.
We have never been faced with this on
this subcommittee before.

Secondly. I really do not think that
at this point in the deliberations in
this Committee of the Whole that we
are going to make the proper, objective
scientific judgment. Congress :7H4%*
never, and I underline, never prpt
viously legislated the approval or dis-
approval of .any particular drug over
which the FDA has responsibility for o
review. These decisions on the appro-
priateness of medical devices and medi-
cations are based in the agency solely
on the scientific evidence available.
None of that has been presented to any
single Member here, with perhaps the
exception of the author of the amend-
ment. I do not know. But we certainly
have not had the benefit of that.

Thirdly, let me say that though the
laws of our country say that abortion
under certain circumstances is legal,
certainly when the life of the mother is
at stake, if this particular pill or medi-
cation or drug would somehow allevi-
ate pain and suffering, there is no rea-
son that we should in those cir-
cumstances disallow the FDA, with as
little testimony as we have had on this
and as little experience as we have had
as a subcommittee and a full commit-
tee to deal with this, which actually
should be in the authorizing commit-
tee, there is no reason that we should
for any single life in this country deny
that family the ability to have access
to that medication if they would need
it. But [ really do not think that that
should be the debate here today.

Based on the lack of hearings in our
own committee, and with respect for
the chairman of our committee with a
desire to try to have decent scientific
evidence, full hearings on the matter,
and finally not to deny any family that
might find this necessary as a way to
alleviate pain and suffering of the
mother, | think voting for the amend-
ment would be ill-advised at this time.

Mrs. LOWEY. Mr. Chairman, if the
gentlewoman will yield, the ranking
member of this committee was so elo-
quent and she has done such a fine job
on this bill.

Mr. GALLEGLY. Mr. Chairman, I
move to strike the requisite number of
words.

Mr. Chairman, I yield to the gen-
tleman from Oklahoma.

Mr. COBURN. I thank the gentleman
from California for yielding.

Mr. Chairman, I would like to make
three points. Number one, we can deny
medical scientific fact. We have heard
that argument a loct.

Scientific fact: Life is present at
least at 26 days. We will recognize that
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in this country as a consequence of the
logical recognition of when death Is.
Death is the absence of brain waves,
death is the absence of a heartbeat, in-
all 50 States. also associated with the
Federal code. We know at least life is

present at 26 days. We are talking -

about using medicines to take life. We
can deny it. But scientific fact has al-
ready proven that the heart is beating
in a fetus at 26 days. Scientific fact, it
has already been proven that the brain
waves are functioning in a fetus at 41
days. Most women in this country have
barely recognized conception by the
time those two scientific facts have
been made available.

Number two. This was offered to the
committee. The committee chose not
to put it in its mark. So it is not that
we did not approach the committee, we
did in good faith, attempting to put
this in the committee’s mark.

The gentlewoman makes a good point
that tfere were not hearings on it.
There do not need to be hearings on
this issue in this country. We do not
need to have a hearing., because the
hearing is going to go back to the same
issue, is it right to take an unborn life
or not. Is it right? [ mean, that is what
it will all filter down to. My opinion,
and that of a large number of this
country and the majority of this body,
is it is not right to take an unborn life.
Scientific evidence now shows, without
a doubt, that life is present at least at
41 days.

Ms. KAPTUR. Mr. Chairman, will the
gentleman yield?

Mr. GALLEGLY. I yield to the gen-
tlewoman from Ohio.

Ms. KAPTUR. Mr. Chairman, I just
want to say for purposes of the record,
this Member believes that life begins
at conception. St. Augustine may not
agree with me. The author of the
amendment may not agree with me. We
each make those decisions on our own.
However, I would say to the gentieman
that as far as the procedures we follow
on committee, no one came to our
staff, I as ranking member. and our
legislative people, regarding this par-
ticular amendment. It is extremely
complicated. Had I known. we would
have asked for spectal hearings on this
amendment. But I would say with all
due respect to the gentleman, we were
never afforded the opportunity to con-
sider this. We did not know this was
going to come up until just yesterday.

Mr. GALLEGLY. Reclaiming my
time, Mr. Chairman, [ would yieid
again to the gentleman from Okla-
homa.

Mr. COBURN. To the gentlewoman
from Ohio, [ appreciate and I am sorry
that she was not made aware of that.
This was given to the committee, ma-
jority committee staff.

Finally, I too believe that life begins
at conception. But I know what the Su-
preme Court said, is they do not know
when life begins. But we know life is
present at 26 days. We know it. There is
no doubt about it. Science has proven
that by our very definition of death in
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this country. We say that you are dead
when you do not have brain waves and
you do not have a heartbeat. If you are
dead. then if you have those two
things. you have got to be alive. Other-
wise, the definition of death is out the
window in this count:r?'.

Ms. JACKSON-LEE of Texas. Mr. Chair-
man, thank you for the opportunity to speak
on this imporant issue. As an advocate for
women's choice, | must strongly oppose this
amendment. Mr. COBURN'S amendment will
prohibit the FDA from testing, developing, or
approving any drug that induces an abortion.
However, Mr. Chairman, this debate is not
about Mifepristone or abortion, It is about the
FDA's ability to test, research, and approve
any drug based on sound scientific evidence.
Reproductive heaith drugs should be subject
to the FDA's strict science based requirements
that any drug must meet before approval can
be granted. These drugs should not be singled
out simply because they are reproductive
heaith drugs. Mifepristone, a drug which has
been available to women in Europe for 20
years was found safe and effective for eariy
medical abortion by the FDA in 1986. The
search, however for an appropriate American
manufacturer and distributor is being stymied
by anti choice extremists whose opposition to
abortion has led to a climate of intimidation
and harassment. This amendment would not
only prohibit development and testing of drugs
to be used to provide women another safe
and private reproductive choice, it also would
farget new contraceptive development. Mr.
Chairman, | strongly oppose this amendment
and 1 urge my colfleagues to do the same.

The CHAIRMAN. The question is on
the amendment offered by the gen-
tleman from Oklahoma (Mr. COBURN).

The question was taken: and the
Chairman announced that the noes ap-
peared to have it.

Mr. COBURN. Mr. Chairman, I de-
mand a recorded vote, and pending
that, I make the point of order that a
quorum is not present.

The CHAIRMAN. Pursuant to House
Resolution 482, further proceedings on
the amendment offered by the gen-
tleman from Oklahoma (Mr. COBURN)
will be postponed.

The point of no quorum is considered
withdrawn.

MT. N. Mr. airman, [ move
that the Committee do now rise.

The motion was agreed to.

Accordingly, the Committee rose;
and the Speaker pro tempore (Mr.
TIAHRT) having assumed the chair, Mr.
LAHooOD., Chairman of the Committee
of the Whole House on the State-of the
Union, reported that that Committee,
having had under consideration the bill
(H.R. 4101) making appropriations for
Agriculture, Rural Development, Food
and Drug Administration, and Related
Agencies programs for the fiscal year
ending September 30, 1999, and for
other purposes, had come to no resolu-
tion thereon.

CONFERENCE REPORT ON H.R. 2676,
INTERNAL REVENUE SERVICE
RESTRUCTURING AND REFORM
ACT OF 1998

Mr. ARCHER submitted the follow-
ing conference report and statement on

June 24, 1998

the bill (H.R. 2676) to amend the Inter-
nal Revenue Code of 1986 to restructure
and reform the Internal Revenue Serv-
ice, and for other purposes:

CONFERENCE REPORT (H. REPT. 105-559)

The committee of conference on the dis-
agreeing votes of the two Houses on the
amendment of the Senate to the bill (H.R.
2676) to amend the Internal Revenue Code of
1986 to restructure and reform the Internal
Revenue Service, and for other purposes,
having met, after full and free conference.
have agreed to recommend and do rec-
ommend to their respective Houses as fol-
lows:

That the House recede from its disagree-
ment to the amendment of the Senate, and
agree to the same with an amendment, as
follows:

In lieu of the matter stricken and inserted
by said amendment. insert:

SECTION 1. SHORT TITLE: AMENDMENT OF 1986
CODE: WAIVER OF ESTIMATED TAX
PENALTIES; TABLE OF CONTENTS.

(a) SHORT TITLE.—This Act may be cited as
the “Internal Revenue Service Restructuring
and Refarm Act of 1998

(b) AMENDMENT OF 1986 CODE.—Except as oth-
erwise expressly provided, whenever in this Act
an amendrmnent or repeal is expressed in terms of
an amendment to, ar repeal of, a section or
other provision, the reference shall be consid-
ered to be made to a secdon or other provision
of the Internal Revenue Code of 1986.

(c) WAIVER OF ESTIMATED TAX PENALTIES.—
No addition to tax shall be made under section
6654 or 6655 of the Internal Revenue Code of
1986 with respect to any underpaymentef an in- .
stallment required to be paid on or befare the
30th day after the date of the enactment of this
Act to the extent such underpayment was cre-
ated or increased by any provision of this Act.

(d) TABLE OF CONTENTS.—The table of con-
tents for this Act is as follows:

Sec. 1. Short title; amendment of 1985 Code:
waiver of estimated tax penalties;
table of contents.

TITLE I—-REORCANIZATION OF STRUC-
TURE AND MANAGEMENT OF THE INTER-
NAL REVENUE SERVICE

Subdtle A—Reorganization of the Internal

- Revenue Service
Sec. 1001. Reorganizadon of the internal reve-

nue service.

Sec. 1002. IRS mission to focus on taxpayers’
needs.

Subtitle B—Executive Branch Governance and
Seniar Management

Sec. 1101. Internal Revenue Service Oversight

. Board.

Sec. 1102. Commissioner of Internal Revenue:
other officials.

Sec. 1103. Treasury Inspector Ceneral for Tax
Administration.

Sec. 1104. Other personnel.

1105. Prohibition on executive branch in-
fluence over taxpayer audits and
other investigations.

Subtitle C—Personnel Flexibilities
1201. Improvements in personne! flexibili-

Sec.

Sec.

ties.

. 1202. Voluntary separation incentive pay-
ments.

1203. Termination of employment for mis-
conduct.

1204. Basis for evaluation of Internal Reve-
nue Service employees.

1205. Employee training program.

TITLE ITI—ELECTRONIC FILING

. 2001. Electronic filing of tax and informa-
tion returns.

2002. Due date for certain information re-

Sec.
See.

Sec.

Sec.

turns.
Sec. 2003. Paperless electronic filing.
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‘the
nsideration of the bill, H.R.-410,
i O 1428 oo
... IN THE COMMITTEE OF THE WHOLE
) Accordingly, the House resolved
t80lf into the Committee of the Whole
f.House on the State of the Union for the
aer consideration of the bill (E.R.
0l) maldng appropriations for Agri-
pcliture, Rural Development, Food and
1g Administration, and Related
ncies programs for the fiscal year
ing September 30, 1999, and for
: “J€r purposes, with Mr. LaHood in the

PThe Cleri read the title of the bill,
HATRMAN. When the Commit-
9f the Whole rose earlier today, the

LY
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Managers on the Part of the House, ~ SEQUENTIAL VOTES POSTPONED IN COMMITTEE

——

'{ AGRICULTURE, RURAL DEVELOP-
#{: MENT, FOOD AND DRUG ADMIN-
APPROPRIATIONS

%" The SPEAKER pro temipore. Pursa-
Ef.ant to House Resolution 482 and rule
the Chair declares the House in
8- the Committee of the Whole House on
State of the Union. for the further

1]

demand for a.recorded vote on the Coburm . °
amendment offered by the gentleman Sollms = -~ Elde .
from Oklahoma (Mr. COBURN) had been "~ o Kimg @
postponed. . T © 7 Costello” . Kingsom' - _
L Craner vl
] OF THE WHOLE - .- .
The CEATRMAN. Pursuant to House g:: L paeembet
" Resolution 482, proceedings will now cutm - LaFalce
resume on those amendments on whicli Cunningham Ladood
further proceedings were postponed in e, . Lampem
the following order: The amendment DiasBalart ~  LaToarette
offered by ‘the gentleman from Okla- Dickey ° - Lawis (CA) _
boma (Mr. COBURN); the amendment of- Dolsttle * Lewis (X0) <.
- fered by the gentleman from Fldrida Dreter _Linder
- (Mr. MILLER); and the amendment of-. D@ae freommiit
fered by the gentleman from California Ehlers LaBiondo
(Mr. ROYCE). iy : " ... Ememon Lacas —
The Chair will reduce to 5 minutes Engiud Manton
“'the time for any electronic vote after. v Maamllo -
the second vote in this . - - McCallam
AMENDMENT OFFERED BY MR. COBURN Forbes . '~ McCrery °
- The CEAIRMAN. The pending busi-- Tomella. - McDade
ess is the demand for a recorded vote m
on the amendment offered by the gen-- Oekas “Mcintosh
tleman from Oklahoma (Mr. COBURN} Gibes McIntyre .
on which further proceedings were ~Gilimor - McKeoz .
postponed and on which the noes pre- o oy
vailed by voice vote.: _ Goodling - Mica :
The Clerk will designate the amend- Goss Mollohan . -
ment. . . ) Grabam Moran (X3) .
The Clerk designated the amend- ey v
ent. - Ball (TX) Netbercat
.. RECORDED VOTE ) Hansen Neumann
The CHAIRMAN. A recorded vote has s Wy Lo i
been demanded. : ' Hayworth No,.,:, .
A recorded.vote was ordered. Hefley Nussle - .
The vote was taken by electronic de- Eerger Oberstar
vice, and there were—ayes 223, noes 202, . Ell oz
ot voting 8, as follows: ey eprid
{Roll No. 2601 gumx:::' - Pappas
: AYES—223 acen - - Parker -
Adertoit Bereutar Burr m ;.':’,,'~
Archer Berry . Burton Hunter Pesse .
Armey -Biltrakts Buyer Hutchinson Peterson (MN)
| Bachus -~ Bllley Callahan .. Eyde - - Peterson (PA)
Baker - Blunc Suvest "~ Lo - Petnt
Bareta Bonilia Canady . Mook Frckering -
T ome e 153 Joha Pombs
erm(m gwng(n) gc;n:&nm j:n.m&n : Portman
n 14 - te: Y .- . Poshard
Coble el Kanjorsic .

Bananing

Sapuna
Taleat -
Taylor (MS)

- Tayloe (NC)

ST SO



N
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R NOES—202 T

Abercromble Frost Moran (VA)

© Ackermaan - Furse Morella - -

. Allen Ganske Nadler
Andrews Gejdenson Neal —
Baesler - Gephardt - T Obey .
Baldacet Gllchrest ‘Diver
Barrett (WI) Gilman - QOwegs -~
Bass Granger Mallone
BecatTa Green . WPasciell” T T
Bentsen Greeawood sPastor
Berman Gutierres Payne
Bildray - Pelost
Bishop 4 Hastings (FL)Y Pickett
Blagojevich Hefner Pomeroy
Blumenauer Hilllard Porear
Boehiert Hinchay Price (NO)
Bontar Hinojosa Prycs (OH)
Boswell Hooley Ramstad
Boucher Horan Rangei -
Boyd ‘ Houghton Rayes
Brady (PA) Hoyer Rivers
Brown (CA) . Jacksen (IL) ~ Rodriguex
Brown (FL) Jack:on-t.n Rothman |
Brown (QH) (X - Rouksma
Campbeil . JetTerson Roybal-Allard
Capps Johason (CT) Rush .
Cardin - ', Johnsem (W) Sabo )
Garsos . Johnsan, . B. Sanches
Castle — . Kapwar - —  Sanders
Clay Kelly Sandiia
Clayton Keanedy (MA) Sawyer .
Clament Kennedy (RD Schumer
Clybara Kengelly Scott -
Condit Kilpatrick Serrano
Conyers Kind (WD Shaw -
Cooksey - Kug Shays -
‘Coyne . . Eoldbe Sherman
Cummings Lampson Sistsky
Danner - - Lantos Skaggs”—
Davis (FL) Lazio . Smith, Adam
Davis (IL) Leach Sayder
Davis (V&) Lee - Spratt
DeFazio Levin . Stabenow
DeGetts. Lawts (GA) Stark X
Delabant . .Lofgren Stokes ..
DeLaaro Lowey Strickland
Deutach Lacher Tanner
Dicks = Malonsy (CT) Tauscher

* Doyie - Hamilton™,

.0 1448

T Mr. -PORTMAN -and—Mr.~ BON]I.LA
cha.nged their vote from.‘‘no’’ to “‘aye.””
So the amendment was agreed to. -
The result of the vote was announced
as ab recorded. -
AMENDMENT OFFERED BY MR. MILLER. OF
FLORIDA -
The CHAIRMAN The pending' busi-
ness is the demand for a recorded vote
on the amendment offered by the gen-

_tleman from Florida (Mr. MILLER) of -

Florida on which further proceedings
were postponed and on which the noes
prevailed by voice vote.’

The Clerk will designa.ce the amend-

ment.

The Clerk design.a.ted. t:he a.mend-‘

ment.
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WIS n.mon.n ) VOTE
'I'he CHAIRMAN. A recorded vote ha;
been demanded. - -~

- A recorded voté was ordered .-

- The vote was taken by electronic de-
vice. and there were—ayes 167, noes 258,

- answered “‘present” 1, not voting T, a.s

follows:
{Roll No. 261]
AYES—167

Aller Greeawood Myrick
Andrews Gutlerrex Nadler
Archer THall (OH) Neumann
Armey Hansen Ney
Barr Hayworth Northup
Barrett (WD --Hefley Olver ~
Bartlett Hilleary Owens
Bass Hiachey Pailone
Hermasz Hobeon *Pappas -
Bilirskis —  Hoelstra Pascrsll
Blagojevich. Horn Paual
Blumensuer Hostattler Paterson (PA)

’ Hoyer Patrt
Boso Hulshof Pitts

Borskt - Hutchinson Porter
Brady (PA) Hyde Poruman -
Brown (OH) Inglis Prycs (OH)
Campbell Jackson (L) Quina

. Cappm . Johnson (CT) Radanovich:
Cardin Kanjoraki Ramstad
Casus Kasich » Regula
Chabot _ " Kelly . Rigyrs
Cobura Keanedy (MA) - Rogan -
Colnns Keanedy (R Rohrabacher
Cook - Kenneily Ros-Lehtinen
Cox Xim - Roukema
Coyne Kind (WD) Royce
Crune Rush
Davis {IL) Rlug Saimon
Davis (VA) Kolbe - Sanford:
Deal Kuctnich Sawyer
Defazio " LaFalce Scarborough
Delay Largent Schumer .
Deuatscir LaTourette Sensenbrenner
Dickey . Lazgto . Shadege
Doggett _ Linder Shaw
Duna LoBtoado Sk -
Ebriich Lowey Smitth (NN
Engel- Maloney (CT) Smith, Linda
English Maloney (NT) Snowbarger
.Ensign Manzullo Souder
Fawell McCarthy (MO)  Sununa -
Forbes McCarthy (NY) “Tauscher .
Fomsella McDada - . Tlerney
Fox McHale - Upton -

- Fraak (MA) McHugh Velsazques '
Franks (ND Mclnnis Visclosky
Freiinghuysen Mclatosh — Wamp .
Gekas Waxman
Gidbons McNalty Weidon (PA)
Gilchrest Meehan . Whits _
Goodlasts Miller (CA) Wolf |
Goodling Miller (FL) Tates
Gardon Moran (VA) Young (FL)
Goss .. Morella

NOES--258 N —
Abercrombie Brown (FL) Cunntngham
Ackerman Bryant Danner
Aderholt Bunoing Davis (FL)
Bachus Barr . DeGetta
Baesier Burton . Delahant.
Baker . . ' Buyer- - DeLawo
Baldacet Callahan Dias-Balart
Ballenger Calvert. Dickf’ | .
Barcta Camp Dixon -
Bam::(lﬁ:) Cu:ady Dooley
Barton Doolittls
Bataman cnmnu- Dreter
Becerra. _ Chenoweth Edwards
Bautsen B Curistensen Ehlers
Bereater --Cay -~ Emerson
Berty . Clayton Eshoo
Bilbray Clement Etheridgs’
Bishop Clyburn - Evang

- Bllley Cable - Everstt. .
Blaat - Combest Ewtng
Boehner Condit . Farr
Bontlla - Conyers Fattah
Boajor - Cooksey Faxio
Boswell - Costeilo Filner «- _
Boucher Cramer Foley -
Boyd Crapo ord
Brady (TX) Cubtn ¢ Fowler
Brown (CA) Cummings Frost

., as above recorded. -

"tleman from California (Mr. ROYCE) on

"poned and on which the noes preva.ned 3

. ment.

‘ment.’

l

Farse
Gallegly
Ganske
Gejdenson
Gephardt
Gillmor

Traficaat -

Wask .. -

- ANSWERED “PRESENT"—1 -
NOT VOTING—1

Gouzales .
Hamtiton
© Margay -

Canson
Dingell
Dorln

Slaughter

0 1506 " Z
.Mr, ISTOOK ch.a.nzed his vote r.rcm
“aye’ t0 “no.” . -
Messrs. ARCHER, MALONEY of Con- .
necticut, and BARTLETT ‘of Maryland® :
changed their vota from “no’ to “aye.”" -3
So the amendment was rejected. - . ‘;
The resuit of the vote was a.n.nounced

mnuxm'onmnmmcx -
The CHAIRMAN. -The pending busi- ;s
ness is the demand for a recorded vot2 Mg
on the amendment offered by-the gen-"

which further -proceedings were posf.- i

by voice vote. .- ;
The Clerk will designa.t& zhe amend-} _~’

The . Cle_rk duig;na.:ed che a.mend- :

- RECORDED VOTE
The CHAIRMAN A recorded vor.e hd
been dema.nded. - -
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X aAction File Nots & Return “
Approval For Clearance Per Conversstion |
AS Requosted For Correction Prepare Reply
circulate For Your Infeo. See Me
Comment Investigate Signature
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Remarks:

Please provide records responsive to the attached
letter from Senator Coats by COB Thursday, May 28.

Please note that this is a request from an individual
member, not a Chairman reguest. Accordingly, please

— | indicate information which may be exempt from
disclosure under FOI.

From; T ———
e o Y
Office of Legislative Affairs . P crre———
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April 23, 1998

The Honorahle Donnre Qhalala

Secretary
Dcpartment of
washington, D

1fealth and Human Scrvices =
C 20201 o

Dear Secrctary Shalala:
at Dr. Jane Henney

1 respectfully request a copy of any document relating 10 any role th

may have played in connection with:

. agency policy celated to RU-486: and =
agency policy related to the Tobacco Bill.
ould include, but should

| carrespondence, nOtes,
relate to Dr. Henn

he matters in question.

ater than June 3, 1998. For ease of
a table of

not be limited to, any phone log. minutes of
memorandum, recording, speech, or statement,

These dacunents sh
ey's role in discussing, developing,

nal or externa
by any persons that may

nting on, of yuestioning t

meetings, mrer
prepared oF given
approving, comme

ovided to me not 1

{ request that these documents be pr
identified with a distinct jabel and that

arganization, { further request that earh dacument he
contents listing each document be prov ided.

Should you have any question regarding this request, please contact me, or have your
of my staff at 202/224-1133.

staff contact Sharon Soderstrom

_Thank you for your consideration of this request.

Singerely,
Dan Coats
U.S. Senator

MIF 001554
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April 27, 1998

Transmitted.via Federal Express

———

Consumer Safety Officer
Division of Reproductive and
Urologic Drug Products
Room HFD-580
Center for Drug Evaluation and Research
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

ACTION
RE: NDA 20-687, Mifepristone 200 mg Oral Tablets ‘ ”% L
Amendment 014—Correspondence regarding Minutesof  §__ /) L\
March 16, 1998 meeting CSO INFTIALS \ \ DATE

Dear

Thank you very much for providing us with a copy of your minutes for our March 16, 1998
meeting about Chemistry, Manufacturing, and Controls (CMC) issues. We have reviewed the
minutes and are in agreement that, for the most part, they accurately reflect the general '
conversation and decisions reached. However, there are a few small, but important, points that we
request be clarified in the official minutes.

Although _=———— as listed as a planned attendee, he was unable to be present at the
meeting. Therefore, his name should be deleted from the list of attendees. Likewise, we believe
that an FDA representative, . was not in attendance and should be deleted
from the list of attendees. Additionally, & should be listed as, —=
- = — 1 ratricia Vaughan’s name was misspelled and should be
corrected to “Patricia C. Vaughan, Esq.—Legal Counsel.”

Riabae - Y

During our discussion relating to reference standards, we explained that our plan is to utilize
existing Roussel Uclaf (RU) bulk drug substance as a reference standard, but that in the event that
the RU reference standard expires or otherwise becomes unstable, we plan to utilize Gedeon
Richter (GR) bulk drug substance as the reference standard. As currently written, the minutes
suggest that we plan to utilize the GR bulk drug substance as the primary reference standard. We
would appreciate your revising the minutes to reflect that GR will be used only as a back-up

) One Dag Hammarskiold Piaza, New York. New York 10017
Telephone: (212) 339-0663 Facsimile: (212) 980-3710  Email: sarnold@popcouncil.org hitp/fwww._popcouncil.org
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reference standard and the existing RU bulk drug substance will be utilized as the primary

reference standard.

Finally, during the meeting we discussed the possibility of a tableting site change prior to approval
of the NDA. 1 suggested that it would be appropriate to follow the Agency’s
SUPAC-IR guidance document if a tableting site-change occurred prior to approval of the NDA.
We would appreciate this suggestion being incorporated in the official meeting minutes.

Thank you for your assistance in this matter. Please contact me should there be any questions or

comments regarding our request.

Very truly yours,
7

Lo fen (it

-

CC: e o ol

A R ANt L

(J o

Fredenck Schmat, rh.p.
Patricia C. Vaughan, Esq.

Telephone: {212) 339-0500

MIF 001556

~

APPEARS THIS WAY
ON CRIGINAL

One Dag Hammarskjold Plaza, New York, New York 10017
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CENTER FOR DRUG EVALUATION & RESEARCH
EXECUTIVE SECRETARIAT STAFF
CONTROL FORM

Thursday, February 12, 1998
Page Number : 1 o

4!’

[Lognumber : ~ 980200167 I

DUE DATE : 2/26/98

ETracNumber: 9801116. Rec'd Date: 2/12/98
Doc Date : 2/4/98
From: BARTON, JOE
. . To: DONNA SHALALA
Affiliation :
Subject:
Address : DISCLOSURE OF ADVERSE
EVENT DATA
CorrType :
Office [OfficeName Action Date Sent| Due Date {| Returned
HFD-006 [[Exec Sec |[REPLY TO OLA/TM 2/12198] 2/26/98 FYI
HFD-102| — ASSIGN TO HFD-580. 2/12/98] 2/26/98 ST oo
HFD-580 || —— FAXED FOR DRAFT 2/12/98| 2/27/98
REPLY
D580 D horprme. 1813 1YaS Y23 |
| £y )’ Aj}’s
—_— EYi aj;;
Comments :
RU486 DATA REQUESTED
- Recld  HFD - Joy
13198

%a\\ HFD-1 CONTACT: EXECUTIVE SECRETARIAT OFFICE e —
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TOM SLAEY. VINCIWA, CHAIAMAN

Wo. “ORLY" TAUZIN, LOUMIANA JOHN 0. QINGELL. MIORGAN
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The Honorable Donna E. Shalala
Sserctary

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

g1 :MH 6-83186

Dear Secretary Shalala:

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

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

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

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

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

%, i IN
Joe Barton

Chairman

N 95’ / [ - Subcommittee oﬁ
0- —

Oversight and Investigations

Sincereiy.

0207, 2 f Tt T

MIF 001558



The Honorable Donna E. Shalala
February 4, 1998 .
Pagc 2 v

-

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

APPEARS T1!S WAY
ON URIGINAL e
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The Honorable Joe Barton
Chairman, Subcommittee on
oversight and Investigations
Committee on Commerce

House of Representatives

Washington, D.C. 20515=-6115

Dear Mr. Chairman:

This is in response to your letter of December 18, 1997, to
secretary Shalala, requesting information and documents
pertaining to the Food and Drug Administration's (FDA or the
Agency) adverse drug reaction (ADR) reporting system and the
disclosure of adverse event data received from foreign
countries during consideration of the Population Council's
pending new drug application (NDA) for mifepristone (RU-486).

The following are our responses to your gquestions: -

1. A dascription of the kind of adverse reaction information
pertinent to assessing tha safety of RU-486 oT darugs that
are considered similar to RU-486.

In addition to collection of routine clinical and laboratory
parameters, the following types of items were assessed prior to
issuance of the “approvable” letter for mifepristone :

. incidence of patients requiring dilatation &
curettage (D&C) surgery, because of excessive
bleeding; :

. incidence of patients requiring a blood transfusion

pecause of excessive bleeding;

«  incidence of patients requiring intravenous (IV)
: fluids because of excessive bleeding;

« - —incidence of patients requiring hospitalization or an
emergency room visit because of excessive bleeding;

-

. incidence and severity of patients experiencing
hypotension, hypertension, tachycardia, or syncope;j

‘Note: Mifepriatone has not received final approval.

MIF 001560
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. incidence and severity of painful uterine
contractions, nausea, vomiting, and diarrhea
occurring in treated patients; and,

. pregnancy outcome information in pregnancies reaching
term.

Similar types of items would be considered in the safety
assessment of applications filed for similar drugs. -

2. The number of reports raeceived by FDA from ¥Tance of
possible adverse reactions to RU-486 or drugs similar to
RU-486 for each of thae calendar years 1994, 1995, 1996,
and to the extent the information is available, for
calendar year 1997.

FDA collects information on adverse reactions both before and
after a drug is approved. When trials are underway under a
United States Investigational New Drug (IND) application, then
ADRs are reported to that IND file. When a new drug -
application has been filed but not yet approved, then any ADRS
detected are reported to the NDA file. After a drug is. -

approved, then ADRs are reported to the Agency's post—marketing’
surveillance unit.

The number of ADRs for all indications shown below in Table I
were reported to the NDA and include adverse event reports from
France received on mifepristone. The NDA included summaries
for patients using mifepristone as treatment for several
different conditions and/or diseases, including: termination
of pregnancy, labor induction, contraception, breast cancer,
meningioma, Alzheimer's disease, insulin resistance,
hypertension, endometriosis, metastatic adrenal cancer,
cervical ripening, ovarian cancer, and cushing's syndrome. The
numbers in Table I below are in accordance with the data
submitted by the sponsor. One set of data was for 1993-1995
combined, other data were reported by individual year.

TABELE I

- ADRs Reported During Use for Any Indication
1993-~19985 1994 1995 1996 1997
FR |oT [UK |FR |OT | UK | FR oT UK |FR {OT |UK {FR |OT | UK

0 o 54 25 10 1% 14 144 | 404 0 1 481 Q Y o

Code: FR=France, OT=Other Countries, UK=Unknown Countries

MIF 001561
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All clinicaf;trials associated with the IND for mifepristone
sponsored by the Population Council were conducted in the
United States. Table I1 represents the number of ADRs
reported under the Population Council's IND for patients being
treated with mifepristone only for the indication “pregnancy
termination.” BY
TABLE II 1%

ADRs Reported During Use for Pregnancy Termination

1994

1985

1996

1997

France

Other

France

Other

France

Other

France

Other

0

7

0

49

0

2

0

1

FDA has not received any reports from France of possible
adverse reactions to drugs similar to mifepristone. FDA is
unaware of any drugs either in France or any other country
which are similar to mifepristone.

3. A1l documents related to regquests from FDA to the
Onited Nations' World Health Organization for adverse
reaction reports relatad to RU-486 or to drugs aimilar to
RU-486 and the responses to those requests. If no such
requests have been made, please explain if FDA will now
make such a request.

No such request was made from FDA's Division of Reproductive
and Urologic Drug Products to the World Health Organization
(WHO) regarding this issue. At this time, FDA does not intend
to request information from WHO. FDA has received domestic and
international adverse reaction reports and safety updates on
mifepristone from the NDA sponsor.

4. A description of all measures taken by the FDA to assure
that all adverse event information about RU-486 was
disclosaed.

In accordance with section 505(k) (2) of the Federal Food, Drug,
and Cosmetic Act and the Public Health Service Act, an
applicant " .. . . must establish and maintain records . . . .
In addition, *. . . where the Secretary deems it appropriate,
for the examination, upon request, by the persons tc whom such
requlations are applicable . . . .7

When the NDA was submitted, data from clinical trials conducted ot
in France were submitted. Accordingly, two sites at which data A
were collected, were inspected by FDA's Division of Scientific =
Investigations; one in Paris, France, and one in Valencienes, o

MIF 001562
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.
France. These two sites represented the majority of patients
treated with mifepristone. There were no major audit
violations found at either site that precluded recommending
approval for the NDA.

In addition, FDA, on September 19, 1988, requested of the IND
sponsor, data on adverse event reports from investigators doing
studies with mifepristone. Over the life of the IND, the
sponsor periodically has submitted such data. On July 24,
1996, FDA requested from the NDA sponsor a summary of the
international post-marketing surveillance data on the use of
mifepristone to ensure the information was available. The

sponsor confirmed the data were available in the NDA and/or the
NDA safety update.

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

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

We hope this information is helpful.

Sincerely,

Sharon Smith Holston
Deputy Commissioner
for External Affairs

cc: Honorable Tom Bliley, Chairman
Committee on Commerce

Honorable John D. Dingell
Ranking Minority Member
Committee on Commerce

Honorable Ron Klink
Ranking Minority Member
Subcommittee on Oversight and Investigations

MIF 001563




Controlled Correspondence Responses:

1. Denominatg data on overall use of RU-486 for the relevant categories in Tables I and I1.

- ~ ‘—b a. N

gl

Table I represented the serious ADRs reported to the NDA. These reports represent “spontaneous”
reports submitted to the sponsor by any source, as well as those that occurred in the two French clinical
trials sponsored by the applicant. Therefore, although the total number of patients in the French trials is
known (total n= 2480 patients) , a denominator for reports received after marketing is difficult to
estimate.

Table II represented the serious ADRs reported in the IND and represents U.S. clinical investigation. The
total number of patients treated in that trial was 2121.

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

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

prepared by ————  on 02/17/98 with input from the ——0o
concurrence by ———————— -, 0n02/17/98

- APPEARS TillS WAY
04 CRIGINAL
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Thursday, February 12, 1998

Log Number:  DRUDP-105 /07 | %D

From: Barton, Joe (Representative)

1294
FEB 2 0 RECD

Item Description

Assigned To: —_—

Date Assigned: 12-Feb-98 Date Required:

Action Required: Prepare Response

N 2

Return To: —

Memo:

- APPEARS THIS WAY
GN ORIGINAL -,
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- _ TELEFAX TRANSMITTAL SHEET
o | FOOD AND DRUG ADMINISTRATION
Office of Legislative Affairs

5600 Fishers Lane
Parklawn Bldg. / Room ——
Rockville, MD 20850

TEL:; ————

FAX:

OLA

SR
mw&a&mwmmxsam&amaamamsxmm

PLEASE DELIVER THE FOLLOWING PAGES

TO: CDEREXSEC: ATTN: —— DATE: 2-12-98
TELEPHONE #  —— | FAX#

FROM: —m

COMMENTS: BARTON SUBCOMMITTEE FOLLOW-UP QUESTIONS TO
THE PREVIOUS INQUIRY. PLEASE CALL ME WHEN
YOU RECEIVE TO DISCUSS. THANKS

NUMBER OF PAGES, INCLUDING COVER: 3
PLEASE CALL IMMEDIATELY

l This document is intendcd only for the use of the party to whom it is sddressed and may contaig information that is privileged,
confidential, and protected from disclosurc under applicable law. 1f you are not the addressee, or a person suthorized to deliver
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( Sandra P. Arnokd
Vice President = = *

Corporate Affairs. '__\ NEW CORRESP
February 19, 1998

VIA FEDERAL EXPRESS

-

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

Attention: Document Control Room 17B-20 o EVIEWS ‘

Office of Drug Evaluation II - R COMPLETED

Center for Drug Evaluation and Research

Food and Drug Administration CSOACTION:

5600 Fishers Lane Jtermer CInAL CImemo
Rockville, MD 20857 . -

RE: NDA 20-687, MIFEPRISTONE 200 MG ORAL TABLETS L0 INTALS - DATE

AMENDMENT 013 - CONFIRMATION AND DOCUMENTATION
FOR MEETING MARCH 16, 1998 - 2:00 p.m.-3:30 p.m.

- —

Dear

This letter confirms our arrangements to attend the March 16, 1998 (2:00 p.m. - 3:30 p.m.) meeting you
have scheduled in response to our January 30, 1998 letter. We appreciate your timely response and the
availability of the Division staff for this meeting.

The Agenda for the meeting was presented in the January 30 letter and remains current as restated below:

FINAL AGENDA
L Plan for amending NDA to include new bulk drug substance manufacturer:
A. Discussion of FDA’s assessment of the CMC from Gedeon Richter and use of their pilot
batches as standards,
B. Discussion of demonstrating comparability to Gedeon Richter bulk drug substance given the
perceived differences from the Roussel process, -
C. Discussion of demonstrating comparability of the new buik drug substance to the Roussel
material.
1L Discussion of the possible use of Gedeon Richter pilot batches for compassionate patient use in the

United States.

II.

One Dag Hammarskjold Plaza, New York, New York I.OO|7
Telephone: (212) 339-0663  Facsimlle: (212) 980-3710  Email: sarnoid@popcouncil.org  http-//www. popcouncil.org
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As you may remember, at our meeting on August 11, 1997 we sought your concurrence to use the pilot
batches of Gedeon Richter bulk drug substance as a “gold standard,” to validate a future manufacturer(s),
particularly as no drug substance was available from Roussel. The information on manufacturing provided
by Gedeon Richter was submitted for your review in prior amendments in 1997.

During that meeting, we discussed efforts to secure bulk drug substance from Roussel. The Population
Council has a small quantity of bulk drug substance from Roussel which is within its original dating period.
This material expires in 1999 and although it is very stable, we have no assurance that it will continue to
remain stable; therefore, starting at the expiration date, we plan to continually revalidate this material.
Thus, we need to know whether FDA would allow us to use the Gedeon Richter bulk drug substance as a
“gold standard,” if the Roussel material loses stability. ~

We are enclosing an analysis of the discrepancies our experts have found between the Roussel process and
the Gedeon Richter process (Attachment A), as a basis for discussion of the utility of the Gedeon Richter
bulk drug substance. During our meeting (Agenda Item IB), we would like to discuss the nature of these_
differences and what effect they may have on your allowing us to use the Gedeon Richter bulk drug
substance as a “gold standard” in validating new manufacturing operations. We need to know, preferably in
writing, the potential utility of the Gedeon Richter material, based on the manufacturing information
obtained from Gedeon Richter and filed in Amendments No. 8 (August 5, 1997) and 9 (September 24,
1997). If additional data are needed to support use of the Gedeon Richter bulk drug substance as a “gold
standard,” then would the Agency be specific as to what data are needed to allow such use?

The enclosed material (Attachment A) is being provided in advance for your review. Additionally, we will
make a short presentation to update you on our new manufacturer and timelines, and then wish to proceed
with an open discussion of the agenda items. Please call me if you have any questions or need additional
materials before the March 16th meeting,.

Very truly yours,

Attending the lviarch 16th Meeting:
Sandra Amold, Population Council

APPEARS THIS WAY
N ERGIAL

et

Patricia C. Vaughan, Esq. Populhtion Council
Frederick Schmidt, Ph.D., Population Council
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Vice President
Corporate Affairs

January 30, 1998 NEW CORRESP

Sandra P. A‘m%ld* : Oer\n“A‘_

VIA FEDERAL EXPRESS

Division of Reproductive and

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

Center for Drug Evaluation and Research Cso AC'HO}

Food and Drug Administration _ 4// Q{d Mg/
5600 Fishers Lane ¢
Rockville, MD 20857 CSO DATE |

T

RE: NDA 20-687, Mifepristone 200mg Oral Tablets
Amendment 012-Authorization for NeoGen to Interact with FDA on NDA

Dear

This amendment number 012 to NDA 20-687 authorizes the FDA to communicate directly with
certain representatives of NeoGen investors, L.P. (NeoGen) in all matters relating to our pending
NDA 20-687 (mifepristone 20 mg Oral Tablets). NeoGen is the U.S. Licensee of The Population
Council for mifepristone and will be commercializing mifepristone when the NDA is approved. We
believe that direct communication between NeoGen and the FDA about our pending NDA will
facilitate the regulatory process. The ability of NeoGen to communicate with you is an addition to
the existing communication channels between The Population Council and the FDA. Let me
reassure you that NeoGen communications with the FDA will be discussed in advance with The
Population Council to prevent duplication or differences.

The Population-Council will continue at this time to retain the ownership of the NDA, and will be in
communication with NeoGen regarding any direct discussions with the FDA. Therefore, official
written notices should continue to be directed to our attention at The Population Council.

You are hereby authorized to communicate directly with the regulatory attorney for ——————

and his colleagues of ;

e -isan attomey experienced in FDA statutes and
regulations and was a /. In addition, you are hereby
authorized to communicate dlrectly with who is President and Chief
Operating Officer of - o . T -

. One Dag Hammarskjold Plaza, New York. New Yor:;?(:’::
Televhone- (2121 339-0663  Facsimile: (2121 980-3710° Email: samold@popcouncil.org  http://www.popcou
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has spent almost twenty years at ———— in Marketing and Business
Development.

If you have afy questions about this authorization, please don’t hesitate to contact me to discuss
them.

Very truly yours,

Sandra P. Amold
Vice President, Corporate Affairs

The Population Council

® -
® - ]

APPEARS THIS WAY
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CONGRESSIONAL REQUEST

» CENTER FOR DRUG EVALUATION & RESEARCH
Tuesday, December 23, 1’97 ) ‘ EXECUTIVE SECRETARIAT STAFF
.

Page Number : 1 = CONTROL FORM

ILognumber - 971200314 l DUE DATE : 1/7/98
|TracNumber: I Rec'd Date : 12/23/97

Doc Date:  12/18/97

Congress: To: DONNA SHALALA
Joe Barton
Party : R State : TX Branch : House ,s;lﬂ,b ggtz

On Behalf of : BARTON, JOE

Office [ OfficeName Action Date Sent || Due Dats | Retumed Y -
HFD-008] Exec Sec|COMPILE DATA FOR OLA | 1223197  1/7/08 ‘
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SSE&ESTS DOCUMENTS PERTAINING TO ADVERSE REACTIONS TO

HFD-1 CONTACT: —

00-2.0C
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« . TELEFAX TRANSMITTAL SHEET

FOOD AND DRUG ADMINISTRATION
Office of Legislative Affairs

5600 Fishers Lane
Parklawn Bldg. / Room —
Rockville, MD 20857

OLA

TEL: { ———eeenreee——
FAX: —

e ———————
EESNIRERE R T, SAEN U FIEE mESEXE SIS FRIRIRR) X =i 0 Tt ) SR Sk (I S0 )

DATE: 12.22-97

TO: CDER EXEC FAX NUMBER: — B
FROM:

COMMENTS. The atiached document request from Chairman Barton dated December 18, 1997, does not

have 4 ducument number assigned since the letter has not been officially assigned to us yet
by the Department. The advanced copy is being forwarded for your review to provide as
rouch time as possible 1o prepare the response. The December 18 letter refers to Chairman
Barton's October 22, 1997 regquest which has already been completed. A copy of the
October 22 letter (s also enclosed for your information.

" OL.A, would like 10 have 8 telephone discussion, Monday, Decomber 29,
with the person in CDER EXSEC who is assigned the lead in responding to this letter. This
is 10 request that that individual in CDER EXSEC contact me as soon as the assignment has

- —been made, or by Monday morming, December 29, to make arrangements for the telephone
call with .— 1canbereachedat — If you have any questions and you are not able
to.reach me, you can contact ————— Thanks. —_

NUMBER OF PAGES, INCLUDING COVER: 3
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The Honorablo Doana L. Shalale
Sccraary

Dcpartment of 1leaith and 1Tuman Scrvicos

200 lndopondenoc Avenue, S.W,
Washington, D.C. 20201

Near Sccrotasy Shalala:

§1.8. fycase of Reprasenestiveg
Conunittee on Conunetee

Wogm 2125, Mapburn Wease Otice Wailbtng
W sshington. WE 20515-8118

DNecember 18, 1997

Pursuant t Rules X und X! of the U.S. House of Representstives, the Subcommittze on
Ovarsight and Investigutions is examining the Food and Druy Administration's (I'DA) adverse avent
reporting system and the discloswre of adverse event data from fassign countries.

An asticle in the December 11, 1997 edition of Tha Wall Strect Journal repareed thet some
Europcan dsta on heart-valves problems in diet-pil] users were undisclosed to the DA as well aa the
FDA edvisory punel thal reviewed the dict drug known as Redux. ‘That rcpont has raised aguin
questions nboul the FDA's adverse eveat reporting systam, particularly with regard to drug approvel
decisions bused on forsign dam. My October 22, 1997 letter ta you raised issues relating Lo sdverss

cvent reponiing and about FDA's ability 10
with foreign sdvcrse event reporting systums. 1 am coneeined that the issuen rei

exchange information about adverss redctiuns tu drugs
sed in The Wall

Siet Juwnal ssticle may slaw pertsin (o the FDA's sonsidesation of safety data in the Pepulation
Counsil's pending new drug applicstion (NDA) for RU 486 (mifeprimune).

To assist the Subcomrmittee's work and assure the public that the FDA and the FDA advisory
panel received wnd reviewed all foreign adverw resclicn data about RUI 486, please provide Lthe

following by Janvary 9, 199%:

(1) A deseription of the kind of adverve reaction information pertiaent to assessing the safety of
RU 486 or drugs that ore conpiderod similar to RU 486,

(2)  The number of reports reccived by FDA
486 or drugs similag to RU 486 {ur each nf the ¢

extent the informaton is uvailuble. for calendas year 1997. -

MIF 001573
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3) All documcnts relawed 10 requasts from FDA to the United Nations' World Health
Urgasizatios for advorse reaction teports related to RU-4X4 or to drugs mmilar to RL) 486
and the rosponsos o thosc requesws. 11 1o euch roquesis have been made, plcasc cxplain {f
FDA will now make such 4 requoest.

(4) A description of all measurce taken by FDA to assure that all adverse event information
about RU-486 was disclosed.

For purpuses of respanding to this request, the term "daogurnent” is used In 3 braadest sonac,
and includes ariginale und drufty of any kind of written or graphic matter, however produced or
reproduccd, of any kind or deseription, whether sent or received or neither. and all copivy thureol that
are diffcrent in any way from the original (whethor by interlincation, rocsipt stamp, aotation,
indication of capice sent or received or otherwise), regardless of whether eonfideatial.” “privileged,”
or otherwise, including without limitation any paper, bock, account, photograph, blueprint, drawing,
agreement, contract, memorandurm, wdvertising muteriul, letter, telegram, object, report, record..
transcript, study, note, notation, warking paper, intra-effice communication, interoffice
communication, intra-agency communication, istcrageucy communication, intra-dopertroent
communication, iuterdepartrent communication, chart, mimute, index sheet, routing sheet. computer
soflware, compuber data, delivery ticket, flow shest, price list, quotation. tulletin, circules, magual,
summary. recording ot telephone or other conversation or of interviews, of of' conterenoes, or sny
other written, recorded, transcribod, punched. taped, filmod, or graphic matter, howsver produced
or reproduced. ‘Ihe term "documept” also includes without limitation any wpe, recording, videotape,
compuberization, or other electronic recarding, whether digital or analoy er s combination of the two.

I you havo any quastiona, please contuet Mr. Alan Slobodin of the Committeac vhf¥ st (202)
225-2927. [ thank you in advance for your coutiesy und attention to this matter.

Sinccrely,

- 3 I
- Barton

Chairman

Suhcommiilles on

Oversight and Investigetions

ce: Honarable Tam Rliley, Chuirmyn
klonorable Joha D. Dingell, Ranking Member
JHoncreble Ron Klink, Ranking Member
Subcommiilee on Oversight and Investigutions

MIF 001574
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The Honorable Donna E. Shalala
Secretary of Health and Human Services
200 Independence Avenue, S.W.
Washington, D.C. 20201

Dear Secrewary Shalala: ]

Pursuant 10 Rules X and XI of the U.S. House of Representatives, the Subcommingé -
on Oversight and Investigations is examining the Food and Drug Administration’s (FDA)
postmarkering drug surveillance program.

-
-

To assist the Subcommuttee's work, please provide the following by November 12, -
1997:

-

¢} The number of reports received by FDA of possible adverse reactions to drugs for cach
of the calendar years 1994, 1995, and 1996.

@) The percent of those reports for each of the calendar years 1994, 19_95. and 1996 that
involved “serious” reactions that were not seen in initial trials.

3 A description of how FDA is establishing a computerized system of adverse reaction

TLEITs

4) All documents related to FDA requests, in response to adverse reaction reports that

bear investigation, made since October 22, 1996 for large databases of computerized
files of Medicare patients.

% All documents related to FDA requests made since October 22, 1996 to a company.
IMF America, for information on how many people are taking a particular drug.

6) A summary report or a pre-existing document describing international adverse
reporting systems for drugs and FDA's ability to exchange information about adverse
reactions to drugs with foreign adverse reporting systems. .

001575




The Honorable 60@ E. Shalala
October 22, 1997 <

) PUNER
Page 2 .-
Q) A description of any efforts by FDA to work on an international agreement on adverse

reporting systems for drugs.

(8) Any documents related to improving the quality of adverse reporting information
and/or to improving FDA's analysis of reports of adverse reactions 1o drugs.

For purposes of responding to this request, the term "document” is used in its broadest
sense. and includes originals and drafts of any Kind of written or graphic matter, however
produced or reproduced. of any kind or description, whether sent or received or neither, and
all copices thereof that are different in any way from the original (whether by interlineation,
receipt stamp, notation, indication of copies sent or received or otherwise). regardiess of
whether "confidential,” "privileged," or otherwise, including without limitation any paper,
book. account. photograph, blueprint, drawing, agreement. contract, memorandum,
advertising material, lerter. telegram, object. report. record. ranscript, study, note, notation,
working paper, intra-office communication, interoffice communication, intra-agency N
comumumnication, interagency communication, intra-department communication. interdeparuneat
communication, chart, minute, index sheet, routing sheet, computer software. computer data,’
delivery ticket. flow sheet, price list, quotation, bulletin, circular, manual, summary,
recording of telephone or other conversation or of interviews, or of conferences. or any other
written. recorded, transcribed, punched, taped, filmed, or graphic matter. however produced
or reproduced. The term "document” also includes without limitation any tape. recording,

videotape, computerization, or other electronic recording, whether digital or analog or 2
combination of the two.

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

Sipcerely,

| Freshos

o Joe Barton
Chairman
. Subcommittec on Oversight and
Investigations

cs: Honorable Tom Bliley, Chairman
Honorable John D. Dingell, Ranking Minority Member

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

/ﬂ__;%_;?'/-aa/é

MIF 001576



' Populatlo;? Counal

Charlotte Ellertson
Program Associate

Phone: 212-339-0607"
Email: cellenson@popcouncil.org

—
-

T
Lol

November 26, 1997

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

Attention: Document Control Room 17B-20

Office of Drug Evaluation I1

Center for Drug Evaluation and Research

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857 . B

~

RE: NDA 20-687, Mifepristone 200 mg Oral Tablets
Amendment 010 - Revised Physician Labeling

( Dear —m—
Enclosed please find our suggested additions to the proposed mifepristone label currently being
considered by the Food and Drug Administration (FDA). These additions incorporate the data from

the U.S. trials, as has been requested by the FDA. In addition to the description of the additions. a
copy of the document is provided on diskette. :

Thank you for your assistance in this matter.

Best regards,
C/Q\MW 2@&/7;4%/\ pe APPEARS THIS WAY
Charlotte Ellertson, M:P.A., Ph.D. ON ORIGINAL

Program Associate

One Dag Hammarskjold Plaza, New York, New York 10017
Telephone: {212) 339-0500 Facsimile: (212) 755-6052 Email: pubinfo@popcouncii.org http:/fwww.popcouncil.org

MIF 001577
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September 24, 1997

——

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

Attention: Document Control Room 17B-20

Office of Drug Evaluation I1

Center for Drug Evaluation and Research

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

RE: NDA 20-687, Mifepristone 200 mg Oral Tablets
Amendment 009 - Chemistry, Manufacturing and Controls -

Dear — .

During your August 11, 1997 meeting with the Population Council and our licensee, we mentioned that we
anticipated receiving additional CMC information from Gedeon Richter in September, and that we would
provide that information to you promptly. The willingness you expressed during that meeting to review this
revised CMC material and to provide written questions within the next month or so as to any additional
information necessary is appreciated. Any questions you might have should be directed to my attention and
we will forward them to Gedeon Richter to obtain additional information as expeditiously as possible. We
are anxious to obtain the Division’s feedback as to whether the current pilot batches can be used as
stardards to bring on new production facilities at another site.

We are supplying in this Amendment 009 an amended CMC section to our NDA number 20-687.
Amendment 009 includes all the new information we recently received from Gedeon Richter, integrated into
our August 5, 1997 amendment. Please be advised that our August 5, 1997 Amendment was incorrectly
numbered “006” when it should have been “008” and also there were a few pages which were misnumbered
or missing page numbers. These errors have been corrected in the enclosed Amendment 009.

This amended CMC differs from our August 5, 1997 amendment in the following ways:

¢ The following pages in this Amendment 009 are new: 6.1, 6.2, 62.1, 151.1, 151.2, 151.3, 151.4, 151.5,
151.6, and 151.7.

* The following pages in this Amendment 009 replace the same pages in the August 5th submission: 8, 9,
10, 12, 22, 23, 35, 41, 42, 53, 55, 56, 60, 62, 93, and 139.

One Dag Hammarskjold Plaza. New York, New York 1.0017
Telephone: (212) 339-0663  Facsimile: (212) 980-3710 Email: sarnold@popcouncil.org http-//www.popcouncil.org

MIF 001578



NDA 20-687, Mifepristone 200 mg Oral Tablets

‘ !, Populaﬁon CoundI Amendment 009 - Chemistry, Manufacturing and Controls
Page 2

To facilitate your ideptification of the new materials and your quick review, we have tabbed the new and
replacement pages. ?e, look forward to hearing from you as soon as you have had an opportunity to
evaluate these materials.

M

Very truly yours,

Enclosure

- L

’ o

o

L]

Dr. Ann Robbins
The Population Council

Dr. Frederick Schmidt
The Population Council

APPEARS THIS WAY
ON ORIGINAL

MIF 001579
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The Population Council

Attention: Ms. Margaret Catley-Carlson
President

1230 York Avenue

New York, NY 10021

Dear Ms. Catley-Carlson:

Please refer to your new drug application submitted pursuant to section S05(b) of the Federal Food,
Drug, Cosmetic Act for Mifepristone Tablets, 200 mg.

We also refer to the meeting between representatives of your firm and this agency on August 11, 1997.

A copy of our meeting minutes has been enclosed for your reference. Should you have any questions,
please contact

Sincerely,

3 %

Division of Reproductive and Urologic
Drug Products (HFD-580)
Center for Drug Evaluation and Research

ENCLOSURE

cc:
Orig. NDA
" HFD-580
HFD-580/ —~~——
HFD-580; ——-8.29.97/n20687.g¢c2
concurrence: ~—— 9.2.97 APPEARS THIS WAY

| - — ON CRIGINAL
GENERAL CORRESPONDENCE (GC)

MIF 001580
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Populatlbn%Coun‘;il ORIGINAL -g’“qus |

Margaret C‘!‘,'ZY'_E"‘""” NEW CORRESP

president

August 5, 1997 nswswy:omnmo
r————————
FDA, Divisien of Reproductive & Urologic Drug Products CSQ N:
5600 Fisher's Lane 9%1 9‘05?0
Rockville, MD IS/ 1777
| csommals [/ oaE
Dear ~——— -4

Thank you very much for arranging for our meeting on August 11 on very short notice. We
recognize the difficulty of assembling the appropriate FDA staff for the meeting, particularly
during the summer vacation season, and appreciate your efforts. ;

The meeting materials enclosed are:

* Our proposed agenda, including a list of the participants from the Population Council
and our licensee for mifepristone, Danco Laboratories/The NeoGen Group.

¢ Our regulatory proposal on the pending NDA.

o The questions we would like to have answered by the FDA.
In addition, we are supplying an amended CMC Section to our NDA mumber 20-687, dated
March 14, 1996. The arrangement that has been worked out with Gedeon Richter is that the
Population Council will file Gedeon Richter’s Drug Master File information as part of the
Council’s CMC Section. The enclosed amendment contains the manufacturing information and
data that Gedeon Richter has thus far supplied to the Population Council. Also included in the

amendment i a list of the additional information Gedeon Richter will provide on September 9,
1997. '

As you requested, we have prepared some questions to help focus the discussions at the meeting.

The Population Council and Danco Laboratories look forward to our meeting, where we hope to

 VIEW our plan to obtain approval of the pending NDA on the basis of the Gedeon Richter
ormation, and the substitution of a new bulk drug manufacturer post approval.

MIF 001581
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program Associate = l

phone:  (212)339-0607 8

imail: _ cellentson@popeouncil.org ’% I I% I ®f22[ 17
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28, 1997 P
July g "ﬁ! REVIEWS COMPLETED
Food and Drug Administration CSO ACTION:

bork Lawn Building, HFD-510 e N 0
5600 Fishers Lane B %] V“A’l.?qjaMP‘
oSt s~ | | OAE

Rockville, MD 20857
~ }CSO LS

t
Dear ————

Thank you for speaking with me the other day about our data dilemma. In response to our conversation, we
have decided to create two versions of our electronic database from the mifepristone study. The first will
reflect exactly the physical copies of the patient record forms, and will be used as the basis forour  ~
regulatory submissions to you. The second version will closely match the first, particularly on safety and
efficacy indicators, but certain variables will be modified to create an internally consistent database that we
can use easily for our planned scholarly publications on the topic. We will keep careful track of the changes
we make and we will be able to explain them to an FDA auditor should the need arise. One result of this
approach to handling the data is that certain aspects of our future publications may differ from tabulations

that appear in our regulatory submissions.

.

If this letter reflects your understanding of our conversation also, would you please sign below and return
the letter to us?

Thank you again for your assistance.

Program Associate

I

This letter accurately represents our telephone conversation.

!Si _ bl ;9")

—— Date

One Dag Hammarskjold Plaza, New York. New York 10017
Telephone: (212) 339-0500  Facsimile: (212) 755-6052  Email: pubinfo@popcouncil.org http:/Awww.popcouncil.org

MIF 001582
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el ORIGINAL
'T'hé Pop\llatiopg(nlncll ‘ ‘ / Q/égé%‘ 9 ' New Yorkl.zNafwvggkAm;‘:

( e Cable: Popbiomed, New York-
- _.ntee for l; . Facsimile: (212) 32;-7%?
-~ :cal Researclhh - Telephone: (212) 327-8
medical S Felex: 236274 POBI UR
VIA Fed Ex
March 31, 1997

) ~~ \,l | REVIEWS COMPLETED / H

v
.G o
—_— AT -
—— Division of Reproductive and ' O,'J'\ 9 ‘/\ .J-’L ~— ACTION: a2 /
Urologic Drug Products (HFD-580) PR O S A//D/ [l}lo

Center for Drug Evaluation and Research (}f %o. \/ G I

Document Control Room 17B-20 R A
Food and Drug Administration ,se,;-»‘\q “,J , . -
5600 Fishers Lane e\ OU'L,, \Q_’\ 5 /:'7 /
Rockville, MD 20857 e 57 ~

Subject: NDA 20-687 - Mifepristone 200 mg Oral Tablets
Amendment 007 - Information Requested on Physician Labeling
in the Approvable Letter

Dear

In response to the NDA approvable letter dated 18 September 1996, we are Submitting
t revised Physician Labeling for NDA 20-687. Appendix I contains a letter prepared by
/ Dr. Charlotte Ellertson of the Population Council, providing a detailed description of, and
rationale for, our responses to requests from the FDA in the NDA approvable letter:;
Appendix II contains a copy of the revised labeling and Appendix III contains a marked
version of the labeling which indicates the changes made from the version submitted in
our NDA application on March 14, 1996. As discussed in a telephone conversation with
— last week, an annotated version of the revised labeling is not being
submitted at this time. However, we will provide a new annotated version of the labeling

once it is finalized, if requested by the FDA.

We would like to fequest a meeting with the FDA to discuss this revised labeling. We

PTOPOSF the meeting take Place in late April and includes S-7 people from the Population
Council staff, | will contact ——— yith specific dates, attendees and agenda.

Thank you for considering the revised labeling. We look forward to working with the
FDA to finalize this document,

Sincerely ’
(o bt

( Ann Robbins, Ph .

‘, Scientist

MIF 001583
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NDA 20-687

- —

.

: -
The Population Coun!c—‘i,l‘_
Attention: ‘Ann Robbins, Ph.D.
Scientist :

1230 York Avenue

New York, NY 10021

Dear Dr. Robbins:

Please refer to your March 14, 1996, new drug application submitted under section 505(b) of the
Federal Food, Drug, and Cosmetic Act for Mifepristone Tablets, 200 mg.

We also refer to our approvable letter dated September 18, 1996.

We further refer to your correspondence dated January 30, 1997, in which you requested confirmation

that a manufacturer other than the one specified in your new drug application, would be allowed to
address the drug substance related chemistry deficiencies delineated in our approvable letter.

You may respond to the chemistry deficiencies in this manner. In addition, you should also provide
complete chemistry manufacturing and control information on the drug substance that would pertain to

adding a new manufacturer to your new drug application.

Should you have any other questions, please contact

Sincere]y,
/S/
B —————— _
-— Division of Reproductive and Urologic
Drug Products (HFD-580) - _
Center for Drug Evaluation and Research - . . .
cc: ke . R
Orig. NDA # RS S
HFD-580 : i St e E
HFD'SSO — ;."3 ' O ;i_,
HFD-580, ———2.27.97/n20687.gc T
concurrence: —— 2.28.97, 3.3.97 RN e

GENERAL CORRESPONDENCE

MIF 001584
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Facsimile: (212) 327-7678
Telephone: (212) 327-8731
Telex: 238274 POBI UR

ORIGINAL
Al w3

VIA Federal Express % ’ NEW CORRESP I %I 7 7
January 30, 1997 -

The Population Council .| 5’[.‘77_ 1230 York Avenue
, _— / c / New York, New York 10021
C ‘er for : : - Cable: Popbiomed. New York

- _medical Researchy -

REVIEWS COMPLETED

€SO ACTION:
[Jierrer CInAL [3Imemo
—— Division of Reproductive and

Urologic Drug Products (HFD-580) £SO INTIALS DATE } Z
Center for Drug Evaluation and Research &
Document Control Room 178-20
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

éj Subject: NDA 20-687 - Mifepristone 200 mg Oral Tablets
Amendment 006 - Information Requested on

Drug Substance in the Approvable Letter

Dear —

As discussed in a telephone conversation with ——— —Consumer Safety
Officar, on January 28, 1997, the Population Council can now begin to respond to the
requests for information raised in the September 18, 1996 approvable letter for
mifepristone NDA 20-687. Our plan is to supply the FDA with the requested information
for specific topics as the issues are resolved and/or the information becomes available.
In this letter, we are proposing our strategy for responding to the FDA’s request for
additional information on several aspects of the drug substance.

The Population Counil has identified a new manufacturer of the drug substance. Our new
manufacturer can provide answers to all of the specific questions and requests in the
approvable letter, including the description of the synthesis from an appropriate starting
material, which is prior to - in the synthetic pathway. This starting
material has been identified and accepted in DMFs submitted. to the FDA by other
companies. Our expectation is that this is the same starting material used by the
. manufacturer currently identified in our NDA. Our new manufacturer is prepared to submit
a DMF for mifepristone synthesis from this starting material to the FDA and provide
. information to respond to all inquiries in the approvable letter.

MIF 001585



e Population Council

[y

Page 2 T
January 30, 199

| respectfully request a response in writing from you and/or your colleagues in the division
on the acceptability of the Council's strategy to respond to the drug substance issues with
information provided by our new manufacturer rather than the manufacturer currently
identified in the NDA. Once this approval is obtained, our new manufacturer will proceed
with the filing of the DMF and the Council will proceed with the submission of the
information on the drug substance requested in the NDA approvable letter. If the FDA
requires additional details, the Council and our new manufacturer can discuss this with the
division at a meeting or in a conference call.

In accordance with 314.60 (c), we certify that a copy of this amendment has been sent to -

our FDA district office. -
Thank you for your attention to this matter and | look forward to your response. - -

Sincerely yours,

Cin trbler

Ann Robbins, Ph.D.
Scientist

AR/yaho

cc: Food and Drug Administration
J—_

APPEARS THIS WAY
ON ORIGINAL
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Food and Drug Administration
Rockville MD 20857

C DEPARTMENT OF HEALTH & HUMAN SERVICES Puonc realth Service

—

H. Quiguempoid, M.D.

Center Hospitaller de Valenciennes
Unite d'Orthogenie

Avenue Desandrouin B.P.479
593Valencienes, France

Dear Dr. Quigquempois:

On July 11,1886,
representing the Food and Drug Administration {(FDA), conducted an
inspection of your conduct, as one of the investigators of

record, as well as the holder of the records, of two clinical
studies (protocol #FFR/91/486/14 and #FF/92/486/24) of the
investigational drug Mifepristone, performed for Roussel
Laboratcries and submitted by The Population Council in suppor:

cf their New Drug Application. This inspection is a part of

FDA's Biorssearch Monitoring Program, which includes inspections
designed to validate clinical studies on which drug approval may .
pe based and to assure that the rights and welfare of the human
subjects of those studies have besn protected. -

From an evaluaticn of the inspection report and of the documents
collected during the inspection, we conclude that you did not
adhere to all good clinical investigational practices governing
yvour conduét of the clinical ’investigations and the protection of
human subjects. At the close of the inspection, the FDA auditors
presented you with a form FDA 483 which listed their
observaticns. These included failure to follow the protocol in
that subjects who smcked, weres over 35 years of age, and
exhibited lengths of amenorrhea greater then that allowed by the
protocols were entered into the study. In addition, some
laboratory and ultra sound reports could not be located in both
studies.

We appreciate the cooperation shown —
during the inspection.

Sincerely yours, ____——-

o .

Clinical Investigations Branch
Division of Scientific
Investigations, HFD-344
Office of Compliance
Center for Drug Evaluation
and Research

MIF 001587
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MESSAGE CONFIRMATION

P

TELEFAX

~ FAX: ——

i FH;ONE:

FROM:

Food and Drug Administration

Division of Reproductive and Urologic Drug Products
8600 Fishers Lane, HFD-580 v

Rockville, Maryland 20857-1706

FAX:
PHONE:

DATE: /z/ s /7

MIF 001588



Printed py -
Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL Date: 26-Nov-1996 09:59am

- ) From:

'b‘.‘a e ———————————.

. Dept: HFD-006 WoCc2 ~—~—

i Tel No: -

T0: —— - Sem—
T0: —————
cc: - - T——
cC: Tm——
CC: e O

Subject: FWD: re: Barton Letter

The following is in regard to the letter of September 17 from Chairman
Barton requesting information about RU-486.

As noted in the second text attachment "Barton Letter", a draft of the
agency response has been

given to e she had a question for the division, that
question has been answered.

As noted in the first text attachment "re:Barton
Letter", further information is now needed. I am going to have —
email logged as a congressional request to make it easier for us to
track (so ODE-II will get a logged copy very soon), but meanwhile I am
forwarding
it so you can have all possible time to work on it. Do you need
more clarification on the request? I am
interpreting the request to mean meetings involving at least one
non-FDAer, not internal staff meetings or reviewer team meetings. 1I'd
suggest we list as follows:
L

1. DATE of meeting

attendees (external)

attendees (FDA)

topics

2. DATE of meeting
etc.

’

Finally, if it is possible, could we have the list by the end of the day
on December 5, so_that in case any one here wants to look it over or
thinks of something to add, we still have a day? If that will create
extra problems, please let me know.

————ny

APPEARS THIS WAY
ON ORIGINAL
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Printed .by —
Electronic Mail Message

[

b Date: 26-Nov-1996 09:22am
L ) From:
vl'-" hd i e
s Dept:
- Tel No:

Subject: re: Barton Letter
Hi-

Thanks for the information about the pre-IND meeting. I will put that letter
in final. However, _____——" spoke with Alan Slobodin and they want a
list of all meetings regarding RU-486 (not just those with senior FDA
officials attending), who attended, topics and when it occurred. We said we
would get that information and forward it to them later. Could you please
ask the review division (and anywhere else) for a list of all those meetings.

We would like that list by Friday, December 6th COB. Please let me know if
you have any questions.

Thanks, ——————

/
B

APPEARS THIS WAY
0% CRIGINAL
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Printed py - -
Electronic Mail Message

. '

Date: 25-Nov-1996 04:03pm

= From:
'b A
-, e
- Dept: HFD-006 WOC2
o Tel No: . -

Subject: Barton Letter

We are in receipt of a draft of the Agency's response to the letter from
Chairman Barton (incoming dated September 17, 1996) regarding RU-486.

has reviewed the draft and made no comment except to draw
our attention to the need for information noted below:

On page 2 of the draft response, we are explaining "The December 6,
1993, pre-IND meeting was not listed in the FDA public calendar
because...... " and CDER was asked for information %o complete the
explanation. The reason follows:

Pre-IND meetings are typically attended by the team of reviewers who
will actually work on the application. Sometimes the division director
may attend. But the list of FDA officials who must report meetings on ~
the public calendar include does not include division directors (21 CFR_
10.100(b) (3)), let alone medical officers and other reviewers. Since
pre-IND meetings deal with confidential commercial topics, we are
careful not to publicize their topics. The lack of appearance on the
public calendar was therefore typical of such meetings.

Please let me know if you need further information!

APPEARS THIS WAY
- ON ORIGINAL
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Division of Re;;‘i:oductive and Urologic Drug Products Correspondence

v

“ Tuesday, December 03, 1996
Log Number: 1751
From: Chairman Barton

e

Item Description Congressional-re: Meetings on RU-486

Assigned To: )? —_—
v

Date Assigned: . 03-Dec-96 Date Required: ( 05-Dec-96 W '

Action Required  Prepare list of meetings in regards to RU-486

Return To: »

Memao:

CC\H co-sTURAne o.ckng soents
D580, Corgessi0n!
Aed-sgoh
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~ DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration

Rockville MD 20857

November 14, 1996

R RS

Dear Advisory Committee Member,

This is to alert you that the Agency has received a formal request from Joe Barton (R-
Texas), Chairman, Subcommittee on Oversight and Investigations, House Committee on
Commerce, for copies of all records associated with the July 19, 1996, meeting of the
Advisory Committee on Reproductive Health Drugs concerning mifepristone. These
documents include the financial disclosure forms you submitted prior to the meeting. The
Agency has reviewed the requests and has determined that the Agency is required to comply
with this request.

We anticipate the copies of the documents will be sent to Congressman Barton’s office on
Friday, November 15, 1996. If you have any concerns about this issue, please feel free to
callmeon — — [Ihave also attached a copy of a letter which was sent to all FDA
advisory committee members in September concerning the very limited situation under
which the Agency would be required to release protected information.

/3/

———— Advisors and Consultants Staff

APPEARS THIS WAY
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C DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

«‘~
“Uvayq

Food and Drug Administration

- ) Rockville MD 20857
=L September 16, 1996

Dear‘Advisory Comrrﬁ'ttee Member:

Your experuse and participation in an FDA advisory committee is extremely important in
helping the Agency make public health decisions, and in strengthening the Agency’s ties to
professional, industry, and consumer communities. We greatly value your contributions as a
Special Government Employee.

In this capacity, the personal financial information that you provided to FDA at the time of your
appointment to an advisory committee is protected by the anacy Act and not disclosable to the
public. We want you to be aware, however, of two situations in which FDA could be required
to disclose such information.

First, when a duly authorized committee of the Senate or House of Representatives requests
personal financial information about a Special Government Employee, FDA may be legally
obligated to provide it. This specific type of request is extremely rare, but it has occurred.
Recently, a congressional committee requested that FDA provide personal financial information-
about members of one of the agency’s advisory committees. In this situation, we notified each _
advisory committee member before the information was disclosed to the committee.

Second, FDA may be required to provide personal financial information pursuant to the order
of a court. For example, a United States District Court recently ordered FDA to submit
personal financial information about Special Government Employees who had participated in a
study concerning a product regulated by the Agency. In this situation, FDA produced the
requested information. To our knowledge, this is the only instance in which court order
requiring FDA to produce personal financial information has been issued. Moreover, to date,

FDA has successfully limited the use of such information to only the court, and not to any other
person.

No matter how unusual or infrequent such instances of disclosure may be, we believe that you
should be aware that they may occur and that FDA may be required to disclose this information.
We would like to assure you that we will continue to be vigilant about protecting the financial
information you disclose to FDA. Thank you for your contributions to FDA and for assisting
the Agency in protecting, promoting, and enhancing the health of the American people.

Sincerely yours,

/<1 /S/

R ARt X ot B = Yo
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OFFICE OF LEGISLATIVE AFFAIRS
ROUTING ANR_ TRANSMITTAL SLIP bate: October 11, 1996 /
=
B /-————"_—____\
1. e

——————
4.
5. —— .
4—__-———_/.‘-_—#'
6 -
7 - T e
8 . A
9. s — '
10. — -
cc: e
X Action File Note & Return
Approval For Ciearance Per Conversation
As Requested for Correction Prepare Reply
Circulate For Your info. See Me
X Ebmnent Investigate Signature
Coardinate Justify x prepare documents

ANOTHER BARTON RU-486 LETTER
Remarks: -
Chairman Joe Barton, Subcommittee on Oversight and Investigations, Commerce
Commitee, has requested more information on RU-486.

Please review the attached letter and prepare copies of the documents that you
have in your possession. We would like copies of the documents for our review by
Tuesday, October 22nd COB. If you cannot meet this date please let me know.
We will set up a meeting later to discuss any outstanding issues..

If you know anyother people who should also prepare copies of documents for this
request, please let me know.
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From- - ) Room:
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ONE HUNORED FOURTH CONGARS §

m;m,u..mm;w

e U.$. Fouse of Representatines

B enAFDSOw, NEW MEXED Committee on Commerce
e g Yo Room 2125, Rayburn Fouse @tfice Building
e e WWiashington, BE 205156115

IIANK FALLONC, S, MEW JERTRY

e TacN. FLOAIDA September 17, 1996

WaASHINGTON
TOM CHRURN, OKLAHOMA

_JaMES €. DERDEMAN, OEEF OF STAPF

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

Food and Drug Administration

Room 14-71 (HF-1)

5600 Fishers Lane

Rockville, MD 20857

Dear Dr. Kessler: -

On June 27, 1996 and July 11, 1996, I sent letters to you requesting information and”
documents concerning data integrity in clinical trials sponsored by the Population Council. To’
date, 1 have not received a complete response to the June 27, 1996 letter nor have [ received any
response to the July 11, 1996 letter. Please expedite the responses to these letters.

Tn addition, the Subcommittee seeks further information related to the FDA's consideration
of RU-486. Accordingly, please provide the following by October 1,1996:

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

and FDA e e ot 2
December 6, 1993 pre-IND mecting; April 14, 1994 meeting hetween Lester Hyman and
David Kessler, ~~~—=-~-=—=~ - and a trip or trips of unknown date(s) by ~——-—
et [irance to meet with Roussel Uclaf officials. Section

(6)(3) of 21 C.F.R. 10.100 states that the Commissioner and his deputies are required to
report their micetings with outside individuals on the public calendar. '

(a) Please list the dates, brief description of subject mater, and attendees of all

mectings between FDA ofticials and persuns outside the executive branch
concerning or relating to RU-486.

Gl — & Gos”
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The Honorable David l{csslcr
September 17, 1996 &
Page 2

"

(b)  Please provide all unexpurgated books, records (including FOTA requests and travel
voucher memoranda), corrcspondence, notes, phone logs, memoranda, documents
(including all drafts and without regard to whether thcy are on paper or recorded
electronically), and electronic mail (irrespective of how stored, including but not
limited to those stored on individual PCs or on file servers that are part of local

area o wide area networks) mentioning or pertaining to all meetings and telephone
conversations between FDA officials and persons outside the executive branch

concerning or relating to RU-486.

© Please provide an explanation as (o why the meetings were not reported on the
public calendar pursuant to 21 C.F.R. 10.100.

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

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

4. All precedents and legal authority that support the propriety of FDA officials encouraging.
urging or soliciting 2 submission of an IND or ncw drug application.

5. All uncxpurgated books, records (including FOIA requests), curresponience, notes, phone
logs, memoranda, documcnts (including all drafts and without regard to whether they arc
on paper or recorded electronically), and electronic mail (irrcspective of how stored,
including but not limited to those stored on individual PCs or on file servers that are part
of local area or wide arca petworks) mentioning or pertaining to FDA's implementation
of President Clinton’s memorandum of Japuary 22, 1993 concerning RU-486.
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The Honorable David Kessler
September 17, 1996

=

Page 3 RS

>

If you have any qiestions, please coniact Mr. Alan Slobodin of the Subcommittec staff at
(202) 225-2927. 1 appreciate your cooperation in this matter.

Sincerely,

Joc Barton

Chairman

Subcommittee on

Oversight and Investigations

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

APPEARS THIS WAY
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September 26, 1996

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

Center for Drug Evaluation and Research

Document Control Room 17B-20

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

Subject: NDA 20-687 - Mifepristone 200 mg Oral Tablets
Amendment 005 - Response to Approvable Letter

Dear

Reference is made to our above New Drug Application for mifepristone which was received
by your office on March 18, 1996. We also refer to the correspondence of September 18,
1996, signedby —— | informing us that the application is approvable.

We appreciate your prompt review of our application and, in accord with 21 CFR 314.110,
wish to inform you of our intent to file an amendment to the application to address the
matters discussed in the approvable letter. That amendment will be submitted promptly
upon the availability of appropriate information to respond to the requests of the agency.

Sincerely yours,

Ann Robbins, Ph.D.

Scientist APPEARS THIS WAY
ARJho < ON ORIGINAL y
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