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~Division of Reproductive and
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Attention: Document Control Room 17B-20
Office ofdrug Evaluation I!
Center for Drug Evaluation and Research
Food and Drug Administration
5600 Fishers Lane
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Re: NDA 20-687, Mifepristone 200mg Oral Tablets i
Dear’ ) -

| am enclosing 2 additional copies of the Distribution Plan for Mifeprex®, which was
originally submitted to the FDA as Amendment 039 dated January 21, 2000.

Sincerely, \ 0
-
———
/dns , ‘r,,,,..: o .: s ——re
EndOSUfL - RE"}‘;( SR I R ¥
Sandra P. imold - Population Council Sy e
Frederick H. Schmidt — Population Council lste
Patricia C. Vaughan, Esq. — Population Council e —

{ )

Tpis document constitutes trade secret and confidential commercial information exempt from public
disclosure under 21

g C.F.R. 20.61. Should FDA tentatively determine that any portion of this document is
r;qsﬁ::;bi‘;h re_sl:onse to a request under the Freedom of Information Act, Danco Laboratories, inc.
media

e notification and an unity for co ion i i FR. 2045.
; Contact telephone number is opportunity nsultation in accordance with 21 C.F.R. 20.45.
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The Danco Group g: ]

‘ CRIGINAL

January 21, 2000
ORIG AiENU MENT

\ BC
R |
Division of Reproductive and
Urologic Drug Products (HFD-580)

Attention: Document Control Room 17B-2Q
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 039 - Mifeprex® — Distribution Plan 5

o~ g

Dear[ 1

As previously agreed, we are submitting Danco Laboratories, Inc.’s Distribution Plan for
Mifeprex®. This is a comprehensive distribution plan that emphasizes control of
mifepristone at all points in the supply chain, from manufacturers through to individual
patients. This plan has been prepared in light of the unique situation surrounding
abortion provision in the United States and not out of any medical safety concerns.
However, in preparation of this plan, we have taken into account advice from the FDA
that it is considering approving the NDA under “Subpart H—Accelerated Approval of
New Drugs for Serious or Life-Threatening llinesses, Sec. 314.520--Approval with
restrictions to assure safe use.”

Our position is that we are willing to agree with the FDA on appropriate distribution
controls-formifepristone but that the application of Sec. 314.520 under Subpart H
seems unnecessary, in light of our voluntary acceptance of some appropriate
distribution controls.

[ 4

Specifically; Sec. 314.520(a) states that the FDA can apply post-marketing restrictions if
it “concludes that a drug product shown to be effective can be safely used only if
distribution or use is restricted” (emphasis added). Regardless of the distribution
system for mifepristone, the medical safety of this drug is well documented in our IND
application and in the label and, thus, we believe that Sec. 314.520 does not apply.

N This document constitutes trade secret and confidential commercial information exempt from public

i 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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On the contrary, scientific evidence demonstrates that mifepristone is an exceptionally
safe drug. Mifepristone when taken by a woman whose pregnancy is < 49 days LMP is
associated with several relatively minor and predictable side effects. More serious
adverse events are quite rare and are related to the entire treatment (not mifepristone
per se), almost always following the use of the prostaglandin. There has never been a
death related to the use of mifepristone in combination with misoprostol for medical
termination of pregnancy. These details have been discussed and reported in our label
and various submissions to the FDA.

In addition to concerns about patient safety, the possibility of teratogenic effects has
previously triggered the application of section 314.520, as in the case of Thalomid
(Thalidomide). These concerns relate to the inadvertent use of a known teratogen at
the early stages of a pregnancy that was not scheduled for termination. In contrast, all
women who will receive mifepristone will be known to be in early pregnancy and have
elected to terminate that pregnancy. Of course, in the case of a successful application
of mifepristone, concerns about teratogenicity are rendered moot as the woman will no
longer be pregnant. Similarly, in the case of a failed medical abortion, women shouid
have a surgical intervention to terminate the pregnancy and are counseled to do so
before taking mifepristone and misoprostol. To date, there is no compelling evidence to
suggest that either mifepristone or misoprostol produces teratogenic effects.

;e

Based on the above reasons, we firmly believe that the NDA for mifepristone should not '
be approved under Sec. 314.520. In addition, applying Sec. 314.520 might draw

increased and unwarmranted attention to the product, the FDA, and to Danco and its
manufacturers, in particular evoking queries about the product's safety. Nonetheless,

given the contentious political climate surrounding alf abortion provision in the United

States, we feel that the distribution of mifepristone should be carefully monitored and
controlied. Therefore, we have developed and are implementing a controlled distribution
strategy and are submitting the details of this strategy in the enclosed Distribution Plan

for your review and comment.

Sincerely, \ {]
\% REVIEWS COMPLE 12D
\ g ~
CSO ACTION:
ST T Oterrer TIxat {Imemo

/dns p‘
Enclosure a g CS0 INMALS ‘ DATE
cc:

Sandra P. Arnold= Population Council
Frederick H. Schmidt — Population Councit
Patricia C. Vaughan, Esq. — Population Council
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December 6, 1999
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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

g

Re: NDA 20-687, Mifepristone 200mg Oral Tablets -
. Form 483 for Substance Manufacturer, Product Manufacturer and
Testing Laboratory

Dear l

Pursuant to your request, | am enclosing Form 483 that was recently received for each
of the Substance Manufacturer, the Product Manufacturer and the Testing Laboratory
following their respective Pre-Approval Inspections (PAl). | am also enclosing the cover
page indicating the transmittal date for each response.

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

Sincerely, /
[ et r
i’Sf REVIEWS COMPLETED
v - F -’
- ¢ £SO ACTION:

Oerrer nas Cimevo

CS0 INITIALS DATE

This document constitutes trade secret and confidential commercial information exempt from public X
disclosure under 21 C.F.R. 20.81. Should FDA tentatively determine that any portion of this document is
disclosable in response to a request under the Fresdom 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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The Danco Group

December 23; 1999 A

(————o )
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 NEW CORREsp NG
Re:  NDA 20-687, Mifepristone 200mg Oral Tablets
o Information Request Letter Dated December 14, 1999

As discussed yesterday, we are requesting a meeting with the FDA to discuss twelve of
the items listed on the Information Request dated December 14, 1999. These are items
4,5,7,8, 12, 16, 17, 19 and 25 from the Chemistry section and items 3, 10 and 11 from
the Drug Product section. We are in the process of preparing responses to each item
on this Request and therefore there may be some additions to this list. Other than
representatives from the Population Council, Danco and Danco’s FDA counsel, we will
be bringing to the meeting Danco’s Drug Substance and Drug Product consuitants.

Our attendee list is as follows:

Sandra P. Amold Vice President —~Corporate Affairs Population Council

Frederick P. Schmidt Scientist Population Council
SN |
"——-: B ~~,‘ - ————~7 .
) ; ) [,
A —

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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The da); tﬁsf IS most suitable for all of the above participants is January 4. By meeting
early, we can regsoive any issues and respond in the earliest time frame. If this is not
suitable for the FDA Participants, we would have to look at the week of January 17.

meeting.

We look forward to your response with Suggested meeting dates.

Sincgrely. _
S,
/dns

——
cc:

Sandra P. Amold - Population Council
Frederick H. Schmidt — Population Council
Patricia C. Vaughan, Esq. ~ Population Council
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The Danco Group : C

November 29, 1999

- == ORIG AMENDMENT
J %

Division of Reproductive and

Urologic Drug Products (HFD-580)
Attention: Document Control Room 17B-20
Office of Drug Evaluation It
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 037 - Chemistry, Manufacturing and Controls (CMC) -
Section 1 for Drug Substance: Amendment:

Dear! )

This Amendment #037 to the NDA is an amendment to the CMC for our Drug -
Substance Manufacturer. It includes revisions based upon observations made to

Shanghai HuaLian Pharmaceutical Co., Ltd. immediately following their Pre-Approval
Inspection (PAl) on October 28, as well as other related revisions which the company

felt were also appropriate. :

Replacement pages are provided which are cross-referenced to the original Drug
Substance CMC filed on June 3 as Amendment #025. Each replacement page has the
change(s) highlighted in bold and italics and for your reference, each change is listed by
page number in a Revision Summary. :

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

Sincerely, f
= “IS’ REVIEWS COMPLETED
v v . —
————— > ioN:
LT %OL‘;C,—:; nat CIMEMO
/‘T"
B CSO INFALS DATE

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
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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@? Population Council

Sandra P. Arnold

Vice President
Corporate Affairs- .~

November 29, 1999

ORIG AM%JDMENT
VIA FEDERAL EXPRESS . m

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

Altention: Document Control Room 17B-20
Office of Drug Evaluation I

Center for Drug Evaluation and Research
Food and Drug Administration S
.5600 Fishers Lane T
Rockville, MD 20857

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

Dear; D)

Enclosed please find answers to the remaining questions raised by | We have
now answered all of

=223 :
,questions.

In reference to our first set of answers tof_ 1 questions we would like to clarify one point
in our letter dated October 5, 1999. With regard to the answer to the first question, the safety
information on the U.S. Trials was actually presented by Dr. Wayne Bardin instead of Dr. Ann .
Robbins at the Advisory Committee Meeting. Also, this information presented on the U.S. Trials;
was obtained from the MedWatch Forms which had been previously submitted to the FDA during
the Trials as Féq@irdd. This information presented did not represent any analysis of the data base.

Please let us know if gou need any additional information.

| —
Very truly yours,
; - REVIEWS COMPLETED
. CSO ACTION:
Enclosures Owerrer CInaL [CImemo
cc:  Dr. Shelly Clark CSO INITIALS DATE

Dr. Frederick Schrﬁidt
Dr. Irving Spitz

Dr. Beverly Winikoff
One Dag Hammarskjold Plaza, New York, New York 10017
Telephone: (212) 339-0663  Facsimile: (212) 980-3710 Emalk: samoid@popcouncii.org  http//www.popcouncil.org
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‘Center for Drug Evaluation and Research

The Danco Group | L
Novemmr16;_19§§ | OR‘G‘NAL

Division of Reproductive and

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

Koy

PR

Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

Re: NDA 20-687, Mifepristone 200mg Oral Tablets
. Amendment 036 - Supplemental Information to Drug Substance
and Drug Product Chemistry, Manufacturing
and Controls (CMC) Submissions

S —

We are responding to your request for additional detail regarding the Drug Substance
and Drug Product CMC submissions.

1. Certificate of Analysis of Roussel Mifepristone Lot 4V 1014 BJ.

We are enclosing the Roussel Certificate of analysis for this lot (Attachment 1).. This
is the lot that has been referred to in the Drug Substance CMC, submitted as
Amendments # 025 and #028.

Following your request, a reanalysis of a sample from this lot is currently underway.
We will report those results as soon as they become available The method of
analysis used is the sameg | method that we have used previously both in China
and at the | U.§. testing laboratory and that is currently being re-validated in the U.S.

A
\

2. Certificates of Analysis for )
We armclosmg the certificates of analysis for the’ A\]batches
referred to in our Drug Substance CMC, submitted as Amendment #028
(Attachment 2).

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 1o a request under the Freedom of Information Act, Danco Laboratories, Inc.
requesis immediate notification and an opportunity for consultation in accordance with 21 C.F.R. 20.45.
Contact telephone number is ———————n

MIF 004509
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3. Originals forthet -~ Vin the Drug Substance CMC.

Copies of this data were -originally provided in our Drug Substance CMC, submitted

as Amendment #025. The source laboratory of these data,” B
has reprinted their original data which are enclosed (Attachment 3).

4. Excipient Suppliers’ Certificates of Analysis for Drug Product Batch # 99005.

We are enclosing suppliers’ Certificates of Analysis for those excipients that were
utilized in the manufacture of Drug Product (Attachment 4). These data were
included in the original Drug Product CMC, submitted as Amendment #032 and are
provided here again for ease of reference.

S. Environment Assessment for Drug Product and Drug Substance.

Since the expected introduction concentration (EIC) calculations for the Drug
Product produced at __ result in a value of ___ 'parts per billion (ppb) which is
less than' _the Tier 0 Criteria are met. (Attachment 5). We therefore request
Categorical Exclusion from filing a formal Environment Assessment Section for the
Drug Product manufactured at: J :

We are awaiting the appropriate Environmental Compliance certificates for Drug
Substance from Shanghai HuaLian Pharmaceutical Corporation. These are

expected shortly and we will provide you with the information as soon as possible.

In addition, we are preparing the Methods Validation Packages for Drug Substance and
Drug Product. This information will be provided together with samples of Drug

Substance and Drug Product as well as a sample of the primary impurity in mifepristone,
the

Please do not hesitate to contact me if you have any questions on the submitted
material.

Sir)cerelsy, , /

' 2TE

REVIFVGS COW.ai

@ e
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ccC. .

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

e
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The Danco Group L ]
October 28, 1999

Livision of Repraductive and

Urologic Drug Products (HFD-580)

Attention: Document Control Room 17B-20
Office of Drug Evaluation !l /
Center for Drug Evaluation and Research (:’
Food and Drug Administration '

5600 Fishers Lane
Rockville, MD 20857

‘ORIG AMENDMENT

I U

HU P

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

=

/

Dear

T

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

1, A

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 letter for your review and comment.

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

Singere,ly, . {)
\ REVIEWS COMPLETED
: _______
-~ ® ' _..——-—"/ .

/dns GSD F\C'—‘ .,1;";‘ T "’S '*"EN!D
Enclosure . ’ ChEER Lesnt =
=g o DATE

Sandrd P-Amold - Population Council CSG RTALS o

Frederick H. Schmidt — Population Council | S e

Patricia C. Vaughan;-Esq. - Population Council
R e

-

This document constitutes trade secret and confidential commercial information exempt from public
disclosure under 21 C.F.R. 20.61. Shouid 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 numberis ._____——~

MIF 004511
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The Danco Group _]

. ‘ NP/ op
October 26, 1999 O EP ‘ 3

- ‘
fv'-—‘—‘ — - :ma AM”"MHM‘:N"‘;
P s . " R o
“Director ' ' N P 8L

Division of Reproductive and TN B SERRTRTR

Urologic Drug Products (HFD-580)
Attention: Document Control Room 178-20

Office of Drug Evaluation It : §
Center for Drug Evaluation and Research %
Food and Drug Administration N
5600 Fishers Lane '

Rockville, MD 20857

Re: NDA 20-887, Mifepristone 200mg Oral Tablets

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

£.
4

Dea_——),

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 original drug
substance and product 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 lot 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 ggcloséd applicable shelf-life and accelerated stability data on various lots of
mifepristone tablets produced by both RU and Danco:

A data frontthe 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 s

MIF 004512



Amendment 035 Page 2 of 4

B

MIF 004513

-

B data from ongoing stability studies of the RU tablet lot

==’ 25524-109) used in the original U.S. clinical studies
{Stahility Data for RU Lot._____25524-109), and

Cc data from mifepristone tablet demonstration lot 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).

RU Stability Data For Mifepristone Tablets. The RU data for blister-packaged
mifepristone tablets (stability lots RG 21236-12, RG 21236-44 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: pf 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
ﬂc or 50°C for sixty (60) months, with only minor changes in appearance and
(’sr_}assay being noted after twenty-four (24) months storage at the 50°C
-sforage condition. All of these data demonstrate that the mifepristone tablet
manufacturing process produces a robust and stable drug product.

Stability Data for RU Lof 5524-109. The Population Council, in
cooperation with Danco, Has continued to perform stability testing of RU tablet lot
¢ "5524-109, 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 controlled room
_ggn%‘p'erature study for twelve (12) months, and one accelerated study (40°C) for
twe e"(1 2) months. Another controlied 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
_disaolytion performance were acceptable in all three (3) studies throughout the
stability test period, indicating that lof| 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{ _ 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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Amendment 035 Page 3 of 4

- -

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.

C 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 oft of the product label claim, and dissolution performance
remained well above the specification of atf| ‘\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 (|o1_{_j2§524-
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
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
09005. 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 Jof product label claim, and show no
downward trend over time. Similarly, the dissolution data are consistently above the
release specification of not less than(:released at/ minutes, and show no
decline in dissofition rate over time. -

e
Al 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; 25524-109.
Coincidentally, the RU mﬁm@mnyfacturer that is supplying the European
market has received & _ X xpiration 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 - | month

expiration period for the Danco drug product is reasonably supported.

-54
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Amendment 035 Page 4 of 4

. APPEARS THIS WAY
' ON ORIGINAL

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 : |

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

Sincerely, 0

/dns
Enclosure
cC: —_————m—m

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

’___—_—_—-—'—

o D

= e B

-
L 4
- el

—
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CRIGI AL
The Danco GrOUp_ (
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January 28, 2000 - ORIG AMENDMENT

\
~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 040 - Chemistry, Manufacturing and Controls (CMC)
' Response to information Request Letter of
December 14, 1999

S —

This Amendment 040 to the subject NDA provides complete responses to the
Information Request Letter of December 14, 1999 sent to us by the FDA. In addition,
this response provides the Hualian Environmental Impact Statement.

Please do not hesitate to contact me if you have any questions on the submitted

material.
Sincerely, N
l REVIEWS CORMPLETID
| ;l it '- ‘ é —-

——— DLE'! et L_}’i‘ s LLIMEMO
fdns - 56 e DATE
Enclosures . . _ -
cc: —

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

This document constitutes trade secret and confidential commercial information exempt from public
disclosure under 214 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. 20.45.
Contact telephone numberis _______——

MIF 004516
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| ¢ J Population Counci

September 30, 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
Foreign Labeling

e

Deax ) -

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:

MIF 004517

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

a. France
b. United Kingdom ‘
(1) Therapeutic termination of pregnancy between 13 and 20 weeks
gestation

r——m (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: Qriginal 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 labelivng for France and the United Kingdom

Center for Biomedical Research
A 1230 York Avenue, New York, New York 10021
Telephone: (212) 327-8731  Facsimile: (212) 327-7678 ‘Email: cbr@popcouncil.org http:/fwww.popcouncif.org



We have enclosed three (3) sets of the above labels. Please let us know if you need any additional
sets of labels. = .

Sincerely yours,
< gy A4S o

Frederick H. Schmidt, Ph.D.
Scientist

Enclosures

cc:  Sandra P. Arnold
Shelley Clark

FHS: Im

U7 "o,

. -
'

APPEARS THIS WAY
ON ORIGINAL

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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The Danco Group C

September 13, 1999

e -
m—

-
Division of Reproductive and

Urotogic Drug Products (HFD-580)
Attention: Document Control Room 178-20
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 200mg Oral Tablets
. Amendment 034 - Use of Roussel Uclaf as Reference Standard .

for Drug Substance
Deari )

This Amend[nent 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 Roussel Uclaf
and not Gedeon Richter. .

E Y A |

. -
' '

Please don't hesitate to contact me if you have any questions on this Amendment 034.

Sincerely, ., ﬂ

e

WIHG! LAGWUUTYY witives

This document constiffites trade secret and confidential commercial information exempt from public
disclosure undes 23 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 :nﬁwdunity for consultation in accordance with 21 C.F.R. 20.45.
Contact telephone number is

Enclosure
cc:

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

L 1

MIF 004519



Population.CounciI_

Shelley Clark, Ph.D.
Staff Program Associate -

Phone: 212-339-0617 ~
Email:  sclark@popcouncil.org-

8 September 1999

Food ané Drug Administration

Div. of Reproductive and Urologic Drug Products
Room 17B-45, HFD-580

Center for Drug Eval. and Res.

5600 Fishers Lane

Rockville, Maryland 20857

! Deat )

~e

i Enclosed please also find the most recent labels in our fi
¢ will continue to look for the current labels from these co
labels may be outdated or incomplete. For example, wh

Sincerely,

= o B

Qo

Shelley Clark, PhD. =
cc: Sandra Amold, Population Council

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

MIF 004520

NDA 90%7

ORIG AMENDMENT ~
pl

As per our phone conversation on September 2, 1999, I am sending you an updated electronic and 5
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.

les from France, U.K. and Sweden. We
untries since some of our copies of these
ile we have the data sheet and patient

One Dag Hammarskinid Plasa Naw Vark Now Vack 1an17



> Population Council

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

Rockyille, 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,
-ﬁ —
r’\‘-m t"‘o S(‘L‘«%

Frederick H. Schmidt, Ph.D.
Scientist

- B

Enclosurés™

cc: SandraP. Am@d
) ’\-*___, )

FHS:as

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

MIF 004521

*
APPEARS THIS WAY
ON ORIGINAL
Center for Biomedical Research

1230 York Avenue, New York, New York 10021
Emall: cbr@popcouncil.org  http://www popcouncil.org



The_ l?anco. Group (: J

August 30, 1999 O R I G ‘ l\JA L
o NEW CORREgp
( —— ‘, /\/ V
Division of Reproductive and .
Urologic Drug Products (HFD-580)
Office of Drug Evaluation |l
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

Dearj ) - _

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.

£

Sin.cerely, ﬁ
ol

Enclosure

CC: _ .
Sandra P. Amold — Population Council
Frederick H. Schmidt - Population Council
"Patreid’C. Vaughan, Esq. - Population Council

(V']

S
-
[ 4

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
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 004522



The Danco Group l:_

. August 18, 1999

Ce e

_J

ivision of Reproductive and

Urologic Drug Products (HFD-580)
Attention: Document Control Room 17B8-20
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 033 - Remaining Responses to “FDA Approvable Letter
of September 18, 1996." Final Submission

01 3 A |

et
\

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
Related Responses provides amendment # and date of submission for responses to
each point from the Approvable 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
been satisfactorily responded to and the NDA is now complete and ready for your final
review.

If during the réview process you have any questions on our responses, please don't

hesitate to contact me.

L 4
e

Sinceye}y,

&

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 10 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 is ——————

MIF 004523



ORIGINAL
ORIG AMENDMENT
The Danco Group bc

August 13, 1999

C- e

]
\’D"wision 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 032 - Chemistry, Manufacturing and Controls (CMC)
Section |l for Drug Product

T ) A ‘

Dear| )

This Amendment 032 is the complete CMC section for our Drug Product.

As agreed during our April 9, 1999 meeting with the FDA, we are filing the CMC section
with one-month room temperature stability data and one month accelerated stability
data. We will provide three months room temperature and three months accelerated
stability data in October. We request that the FDA initiate review of this CMC
submission as soon as possible. '

Under separate cover a copy of this CMC section has been sent to the attention of
4.S. Food and Drug Administration

District Office.

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

- — e D

Sincerely, ]
- - ” s

- \;_)\

This document constitutes trade secret and confidential commercial information exempt from public
disclosure under 29 C.F.R. 20.81. 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 nUmMber i8  ~——e—mm—

MIF 004524



4? Population Council

Sandra P. Arnold
Vice President _
Corporate Affairs~ _~

August 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

C 1%

Re: NDA 20-687, Mifepristone 200 mg Oral Tablets
Amendment 031 - Additional Response to “FDA Approvable Letter
of September 18, 1995
- 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. o

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 manufacturcrs, Roussel
Uclaf and Exeigyn 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 Emall: sarmnold@®popcouncil.org  http//www.popcouncil.org

MIF 004525



&> Population Council

The Population Council maintains IND{ .on mifepristone and this Safety Update Report #2

includes information 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,
cc: ] |
SPA: Im
.i |
*
REVIEWS COMPLETED -
CSO ACTION:
CJuerter TInaL [CImemo
CSO INTTIALS DATE
%—- - APPEARS THIS WAY

ON ORIGINAL

MIF 004526
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ORIG AMENDM
The Danco Group b(/Em[

July 14, 1999

S -

\ ]

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 029 - Responses to FDA Approvable Letter of
- September 18, 1996

Deal{' )

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.

= e vy B

Sincerely., Y

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. 20.4§.
Contact telephone number is == ’

MIF 004527
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ORI 4L
~ ORIG AMENDMENT
The Danco Group M

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
. Amendment 030 - Additional Responses to “FDA Approvable Letter of
- September 18, 1996"

Dea(/__________\

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 donThesit3te to contact me if you have any questions on the submitted material.

I REVIEW:; LUELETED
Sincgrely.
i CS0 Az x3
| cz\ Oerien Inay CIvemo
\ —_———
fosow=

- 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
disciosable 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  ~m—=————————

MIF 004528
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ORIGINAL

The Danco Group L
June 30, 1999 5HC

ST

; Division of Reproauctive 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 028 - Chemical, Manufacturing, and Controls (CMC)
Section | for Drug Substance: Suppiement

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:

* Annex 1: Mifepristone| — ‘ —iData
e Annex 2: _Data

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

Sincerely, /]

= e o B

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 consuliation in accordance with 21 C.F.R. 2045.
Contact telephone number is ——~——

MIF 004529
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]1 Population Councﬂ - OR‘GN AL

Sandra P. Arnold

Vice President =0

Corporate Affairs Oijgmsnom —
' WEW.:. o

: cLETED
June 25, 1998 e
Transmitted via Federal Express O LETTER i
1 MO

C30:NmiaLs

Consumer Safety Officer

Division of Reproductive and
Urologic Drug Products ‘

Room 17B-45, HFD-580 HFD-530

Center for Drug Evaluation and Research 7

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

DATE

JUN 25 1998}!

i

Re: NDA 20-687, Mifepristone 200 mg Oral Tablets
Amendment 015

¢ Correspondence regarding recent telephonc discussions
between and

* Request for meeting

. -,
' \

Dear . ]

e

_ has informed me that in recent telephone conversations you had discussed the
various new manufacturing 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 fflan to utilize 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 [or 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 several
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
MIF 004530 nn Arzn  Bareimila. 1717V 0AN-1710  Emall: sarnold@popcouncil.org http-//www.popcouncil.org
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@ Population Council
Ms. Christina Kish |
June 25, 1998 -
. Page 2

R

3. Furthermore, we would like to utilize the already produced GR pilot batches to produce
tablets for compassionate use only under an IND, and this would require a review of the
September submission of the GR CMC. This material would never be utilized for
commercial purposes. As you know, we have no current stock of tablets and compassionate
use requests therefore cannot be mct, leaving individuals (some with serious diseases) no
access to the drug. Since the beginning of 1998, we have received new requests for
compassionate use covering meningioma, endometriosis, infertility, uterine fibroids, prostate
cancer, cervical ripening, in-vitro fertilization, and general research. Of the 19 physicians
who received supplies for compassionate use in 1997, 8 have requested additional supplies,
and this number may increase as supplies dwindle.

We would also very much appreciate discussions with the Division 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 §r
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 5
manufacturer, including a discussion of the differences from the original process? A representative
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. ——

—

We would appreciate it if you would pledse give__ j)a copy of this letter. Thank
you.

Very truly yours,

oA andae B Avnotd ua

Sandra P. Amold z ‘

Vice Presidont
Corporate Affairs

) B APPEARS THIS WAY
Ce: — ON ORIGINAL

Frederick H. Schmidt, Ph.D.
Patricia C. Vaughan, Esq.

v

MIF 004531



ORIGINAL

The Danco Grou
' o P ona AMENDMLNT ]

June 15, 1999 ]’7V

- -

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 026 - Proposed Drug Product Manufacturing-Procedure T

Deat ) i .
- il *
During a telephone discussion on Friday, June 11 with — — )i

requested Danco to provide the FDA with the manufacluring 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 Roussel 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, n

C———— -

S s

C90 ACTION:
== OIermer [InaL [uemo

CSO NS

DATE

This document constitutes trade secret and confidential commercial information exempt from public
. disclosure under 21 C.F.R. 20.61. Shouid 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 numberis _——

MIF 004532



'L Population Counal ORI NAL

Sandra P. Arnold

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

|

s

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”

S

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/Safcty 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 Emat): sarnold@popcouncil.org http-/fwww.popcouncil.org
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&> Povulation Counci

Draft versions of the.teports for these studies were previously submitted under INDY Serial
Number 185, on May 5, 1997.

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

e ‘

Very truly yours,
/
APPEARS THIS WAY -
ON ORIGINAL
: pemppp—— |

REVEWSGWPLE\'ED
SO ACTION:
CJuermer ONAL [Imemo

R TS0 IBALS oe |

~p’

2
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The Danco Group N

June 3, 1999

RPN

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

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

1 0

Dear \
J——

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

. -
l

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 initiate 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,
[N | SRS a R :
REVIEWS COMPLETEL 5

oo o 4 s S S
e —— 7  asmamanutel .

:
: §

o \Sa g ADTVH ¢
B ; a1 INAL Fiveme

g - i

- ..—-.—--,__.—-——--—_..,.«-—-4'-..--. s
i .
CO0 AL DATE

Lun—,.“-n—m AW CTRONIIIL W [y )

Tpis document constitutes trade secret and confidential commercial information exempt from public
dgsc!osure u_nder 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 accordancs with 21 C.F.R. 20.45.
Contact telephone number is :

MIF 004535
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) - AMEND
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May 20, 1999

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

GINAL

Attention: Document Control Room 17B-20 ,.\ A
Office of Drug Evaluation || \\'\
Center for Drug Evaluation and Research \.,_"‘
Food and Drug Administration 9
5600 Fishers Lane
Rockville, MK 20857
Re: NDA 20-687, Mifepristone 200mg Oral Tablets
. Amendment 023 -  Site Details of Drug Product Manufacturer

Dear "\

We are providing site details for Danco's Drug Product Manufacturer for mifepristone:.

Site and Mailing Address: (

L

wpe

. .

"o

This document constitutes trade secret and confidential commercial in

€S0 nmmg ) E Sz t
f ] j
disclosure under 21 C.F.R. 20.61. Should FDA tentatively determine that any portion of documnent is

REVIEWS COMPLETED

CSO ACTION;
e &N.A.I. [ Imemo

disclosable in response to a request under the Freedom of information Act, Danco Laboratories, Inc.
fequests immediate notification and an opportunity for consultation in accordance with 21 C.F.R. 20.45.

Contact telephone number is —

MIF 004536
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Could you please inform !~
information has been filed.

Please let me knbw'}f you require any additional information.

Sincerely, . _ r
S

/dns
Enclosure

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

i' )

APPEARS THIS WAY
ON ORIGINAL

MIF 004537
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The Danco Group

- -

May 10, 1999

Division of Reproductwe and

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

[ ORIG AMENDMENT

ORIGINAL

IS¢

Office of Drug Evaluation i1
Center for Drug Evaluation and Research
Food and Drug Administration
5600 Fishers Lane -
Rockville, MD 20857 e
» -

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

. - Amendment 022 — Site Details for Pre-Approval Inspection (PAI) '

of First Drug Substance Manufacturer

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

CFN FCCHA499

Site Address Shanghai Hualian Pharmaceutical Co., Ltd.

Minle Road, Pudong Development Area
. Shanghai 201419
] . People’s Republic of China
Mailing Address: Shanghai Hualian Pharmaceutical Co., Ltd.
z 370 Jiang Wan Road (West)
e Shanghai 200083 | REVIEWS Compy ETED
o People’s Republic of China ' ‘
—~ CSO ACTION: ———

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

DLmER D""' 'jMEMO
CSO A

DATE

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 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 numberis —__

MIF 004538



Danco reiterates its statements in Amendment 021: “...this site will be fully ready for
inspection in July 1999....Initial communication by the inspector group should be with

————— after which will be designated
Danco's represéhtative.” ~

Please let me know if you require any additional information.

Sincerely, /)

\c.,\

/dns
Enclosure
CC: ——

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

E1 o

e ?
- A
—— APPEARS THIS WAY
ON ORIGINAL
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The Danco Group UKii i\“j;_ ]

April 26, 1999 . suBN CORRESP
—— "W
\-’DMsnon of Reproductive and |

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

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 (i) provide altemnatives with regard to the
trademark for the USAN mifepristone.

"o S

-,

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 whi
- 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 concern 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.

[ 4
——— Sincerelv. n
e —— REVIEWS COMPLETED
Sandra P. Amold — Population Council
Frederick H. Schmidt — Population Council C80 ACTION:
Patricia C. Vaughan, Esq. — Population Council M bEmer CInAu CIvemo
) ‘ 5 £S0 IMTIALS DATE
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ORIGINAL

NEW CORRESP

TheDancoGroup v [ ]

March 31, 159‘9

&\‘y
ivision of Reproductive and

Attention: Document Control Room 17B8-20
Office of Drug Evaluation li

Center for Drug Evaluation and Research
Food and Drug Administration

5600 Fishers Lane

Urologic Drug Products (HFD-580)

Rockville, MD 20857

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

g

. Amendment 020 — Confirmation and Documentation for meeting
April 9, 1999 10:00am — 11:30am

»
:

Dear )

This letter confirms our arrangements to attend the April 9, 1899 (10:00am to

11:30am) meeting you have scheduled following our March 30, 1999 telephone call with
)We appreciate the availability of the various Division staff for this meeting.

To facilitate discussion we are enclosing a brief timeline for our Drug Substance

and Drug Product manufacturing activities together with targets for submissions to the
FDA. (Exhibit 1)

MIF 004541

AGENDA

“Poptilalion Council/Danco update on Drug Substance Supply arrangements

A Statu's‘(Exhibit 2)

'B. Given the limited visits by the FDA to the country of manufacture, will the
FDA be willing to plan ahead and target the Pre-Approval Inspection (PAl) for
this site in the June/July period, following an end ApriVearly May Drug
Substance CMC submission with three months accelerated stability? (Drug
Product CMC with one month accelerated stability will be filed in early June.)

Population Council/Danco Update on Drug Substance and Drug Product testing .
arrangements in the [ — m——
REVIEWS COMPLETED

A. Facility /
CS0 ACTION:
Oee NA\. Imemo
__Z/SjJ" LA\




V.

Vi

ViL

B. Testing Program

C.

Comparisons with original manufacturer’s data.

Population Council / Danco update on Drug Product Supply arrangements

A
B.

Approvable Letter Questions

A

Stétus

Given that Danco is closely following the original manufacturer's procedures
and specifications, will the FDA accept an early June Drug Product CMC
filing with one month’s accelerated stability to start the clock? Danco
commits to submitting three and six-month accelerated stability in August
and November, as the data become available.

Will FDA agree to a PAI of the Drug Product site in July ahead of submission
of additional stability data?

Does the FDA prefer that the Drug Substance / Drug Product questions in
the Approvable Letter be responded to at the time of the Drug Substance
CMC/ Drug Product submissions or does the FDA prefer one response that 4
covers all questions?

e

Label

A.

The label will be resubmitted within the next six weeks

200mg mifepristone Dosage

A. Status

Trademark
The trademark that Danco is registering for the USAN mifepristone is MIFEPREX

Danco has been diligently preparing its Drug Substance and Drug Product
manufacluing Sites to produce mifepristone while at the same time being in compliance
with both the cGMP requirements of the FDA and the specifications of the original
manufacturer. Due to the fact that certain manufacturing aspects of the product had to
be restaﬂad_posfreceupt of the Approvable Letter, there are some manufacturing
elements that are not completely synchronized from a timing perspective. However, we
have made every effort to ensure that any gap in the timing of CMC submissions for -
Drug Substance and Drug Product is minimized.

The Council/Danco seek the FDA's guidance on how to proceed with various filing and
PAl activities in order to minimize any delays in the review and approval process.
Specific questions have been included in the agenda.

MIF 004542



Planned- ___ -
Aftendees:  Population Council - Sandra P. Arnold - Vice President Corporate Affairs

Danco -

'\-/

—e -

Sincerelv /]

/S/

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

e ———

( B

- - &

, APPEARS THIS WAY
- A ON ORIGINAL
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'The Danco Group .z

ORIGINAL
NEW CORIES

February 22,--1599 ) /\L?D C/I} % N
- . , Yo

L

MIF 004544

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 Lo
° Amendment 019 — Response to FDA Letter of January 27, 1999 -4
J Correspondence Regarding Teleconference Call of February 1QJ\999 ’
with: .
Dear\\_’___;“_j

This letter is in response to your letter of January 27, 1999 and the above
referenced teleconference, conceming the Population’s Council's submissions of August
5 and September 24, 1997. These submissions represent the Gedeon Richter bulk
substance manufacturing CMC.

As requested, we are providing our responses to the twelve points raised in the
letter. Our responses to points number 2.4,6 and 7 reflect our understanding of the
conclusions of our conference call with FDA’s chemists on February 10, 1999. If any of
these responses indicate a misunderstanding on our part of the FDA's conclusions,
please inform us.



J

MIF 004545

. oW

|

We would like to stress that it is our intention to use the Rousssel manufactured
bulk mifepristone as the primary reference standard for our new manufacturers' drug
substance. If this is not possible, the Gedeon Richter drug substance will be used as
the reference standard.

We wish to thank you very much for your letter response concerning the
submjssion of the Gedeon Richter CMC and also appreciate the availability of your
chemists Tor the February 10 teleconference.

_ Lastly, we request a meeting with the FDA to set dates for the pre-approval
mspegttip_o_f our manufacturing sites and to discuss other issues.

RW’-EWSCWP'-;?ED Sincerely, .

sl

CC: :
Sandra P. Amold - Population Council

e




o

)

—_—

The Danco Group

By

February 8, 1999

J—

( B

Division of Reproductive and
Urologic Drug Products
Room 17B-45, HFD-580

. Center for Drug Evaluation and Research

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

RE: NDA 20-687, Mifepristone 200mg Oral Tablets
e January 27 Letter from% )
Dear )

This letter is in response tol ‘I\Ietter of January 27, which
commented on the Population Council's submissions of August 5 and September 24,
1997. These submissions represent the Gedeon Richter bulk substance manufacturing-.
CMC.

. oY
B

As discussed on the telephone on Thursday, February 4, we have certain
questions conceming the FDA response in the above-mentioned letter. You had
suggested that we hold a teleconference with the reviewing chemists and we are
providing some of our questions in advance to facilitate discussion.

The que'éﬁdi?é are:

.

- ——

MIF 004546
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MIF 004547

'\ » -

We look forward to the teleconference at 11:00am on Wednesday, February 10.

Sincerely,

| \s\

Cc: -—_ .
Sandra P. Amold — Population Council

p—

-~ APPEARS THIS WAY
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URIGINAL

@® Population Council

4

/

Sandra P. Arnold '

Vice President -
Corporate Affairs™ —

December 8, 1998

VIA FEDERAL EXPRESS

L

J

Division of Reproductive and
Urologic Drug Products
Room 17B-45, 1IFD 580
Center for Drug Evaluation and Research
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

o

Subject: NDA 20-687, Mifepristone 200 Mg Oral Tablets
Amendment 018—Correspondence Regarding Changes in Minutes of
November 2, 1998 Meeting

S —

Thank you very much for the minutes of the meeting held at your offices on November 2, 1998. I have
reviewed them with . | and we respectfully request that you make the following changes:

. Y
\

List of Attendees

e Please correct the spelling of Patricia Vaughan’s name to include the second “a”, and correct the
spelling of “counsel” following her name;

e Please correct the spelling of ~ snameto end in “y”;

e Please avd-—~ o —

Discussion Points -
¢ Status Repo poLt - Sp8nsor Presentation
We would appreclate your adding “until an IND supplement is filed” at the end of the next to 1ast bullet.

e September 1997 partial response
We would appreciate it if you could change the first bullet to read: “GR has produced for but not yet
transferred to Dancoﬁ:of bulk drug substance, pending resolution of manufacturing issues.”

* Discussion of Dose Changes - mifepristone and misoprostol

Our recollection is that the fifth bullet should read “A bioavailability study was proposed to demonstrate the
equivalence between the vaginal and oral route of administration of mlsoprostol and these data would be
bridged together with effectiveness data.”

7
One Dag Hammarskjold Plaza, New York, New York 1001
Taleabocs rmsas ann asrsn  Foaatila. 17171 OARAL2TIN  Femall. earnald@nancnancil org  http//wrew, yopa:und .org

MIF 004548
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4? Population Council

We would also apprecit;'te it if you would change the final bullet to read: “the sponsor has not yet made a
» final decision whether to pursue the use of 600 mg § lof mifepristone.” -

> -

Decisions Reached _
We believe that in the second bullet the term “deficiency letter” should read “approvable letter.”

Our recollection of the discussion concerning the review of our partial submission differs in a couple of
specifics from your comments in the third bullet. We believe that the Division committed to complete (not
attempt to complete) the review and produce a report reflecting the outcome of that review by mid
December (vs. the end of December).

Action Items
We believe that the “time frame” for the first two action items is mid December, as | have stated above.

Post Meeting Note o
The reference to NDA| } should be to NDA 20-687. —_

v

Thank you again for arranging for this meeting. We arc looking forward to your favorable response to thi

request for changes to the minutes. : )
. -""
Very truly yours, -
cc: Er—
Frederick H. Schmidt, Ph.D.
Patricia C. Vaughan, Esq.
REVIEWS COMPLETED
. ‘
- el )
- CSO ACTION;
S Owermer\ Kivat. [Jyemo
APPEARS THIS-WAY
GN 0R|G|NAL CSo leALaI ISI )
2 One Dag Hammarskjold Plaza, New York, New York 10017

Telephone: {212) 339-0500  Facsimile: (212) 795-6052  Email: pubinfo@popcouncil.org  http://www.popcouncil.org

MIF 004549
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The Danco Group C ]
' ORIG Amgzgnmsm

December 7, 1999

- -

B

—Twision 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 : :
. Amendment 038 - Chemistry, Manufacturing and Controls (CMC)_ f_
Section 2 for Drug Product. Amendment $-

Dear ) .

This Amendment #038 to the Drug Product CMC submission provides the revised
formulation, tabletting and packaging master batch sheets (See attachments 1&2).
These revisions reflect discussions with the FDA inspector during the Pre-Approval
inspection (PAI) of the Drug Product Manufacturer-and the subsequent response filed
withf _ — InNovember.

For your reference the master batch sheets appear in the original Drug Product CMC
(Amendment #032) as pages 69-87 for the formulation and tabletting operation and
pages 113-118 for the packaging operation. This Amendment #038 replaces these
specific pages.

Pleasedorrt hesitate to cont?c( me if you have any questions on the submitted material.
/

Sincerely, - /
[ 4

REVIEWS COMPLETED

. \c; - CS0 ATTION:

Olierrer Tnay [Ivero

R s

CSQ AL

DATE

Thi "

i sl; :mn:;rg ;og:héut:; trade secret and confidential commercial information exempt from public

disclosute u F.R. 20.61. Should FDA tentatively determine that any portion of this document i
in responss to a request under the Freedom of Information Act, Danco Laboratories Inc. o

requests immediate notification and
e tolapmone pmber s and an opportunity for consultation in accordance with 21 C.F.R. 20.45.

MIF 004550



spulation Council ne-

NEW CORRESP
Sandra P. Arnold
Vice President -~ ..’
Corporate Affairs ) x&
: iy ‘ho\‘
October 26, 1998 S

VIA FEDERAL EXPRESS

T

Division of Reproductive and

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

Subject: NDA 20-687, Mifepristone 200 mg Oral Tablets
' Amendment 017 - Confirmation and Documentation
for meeting November 2, 1998, 1:00 PM - 2:30 PM

Dear )

This letter confirms our arrangements to attend the November 2, 1998 (1:00 PM - 2:30 PM) meeting you

have scheduled in response to our June 25, 1998 letter. We appreciate the availability of the Division staff
for this meeting.

The broad agenda items were presented in the June 25 letter and are detailed belo;v:

c——— .

FINAL AGENDA
I Population Céuncil/Danco update on Drug Substance supply and Drug Product tableting
arrang¢Tnents:
A. Status

1L Review of the FDA’s assessment of the CMC from Gedeon Richter (GR) (submitted September

1997) and use of the GR produced pilot batches as standards, initially discussed at our meeting in
March: -~

A. What deficiencies have been noted on the written review of the CMC by the FDA reviewers?
' B. When will the letter detailing the deficiencies in the Gedeon Richter CMC be provided?

One Dag Hammarskjold Plaza, New York, New York 10037

e mammanancil Are

MIF 004551



| ,fopulation Counil

——~—

October 26, 1998

Page 2

1. Discussion b rug Substance manufacturers, of the process uscd to produce
mifepristone in laboratory scale and subsequently to be used for validation and commercial batch
production:

A. Isthe FDA comfortable with the process approach being taken?
B. Will using this process, which is almost identical (e.g., the same) to Roussel-Uclaf’s (“RU” ’s)
Process obviate any equivalence requircments? -

YA

. -l
:

V. Discussien of the FDA pre-approval inspection of the bulk Drug Substance manufacturers:

A. Can the FQA confirm that it could be willing to undertake early Drug Substance manufacturer
site insgedions, ahead of complete filing?

VL. Discussion of commercial sources producingi/ “)and the manufacturer’s plan to test
‘and characterize this starting raw material

VIL.  Timing of CMC submissions for bulk Drug Substance and Drug Product tablet production

As previously advised, while we plan to utilize the existing RU bulk Drug Substance as the primary

reference standard, if for any reason the RU reference standard expires or otherwise becomes tnstable, we

.would plal.l to utilize GR bulk Drug Substance as the primary reference standard. This is why we are so

“ interested in the FDA’s report and comments on the CMC from GR.

MIF 004552



» Population Council
Pop LA

“October 26, 1998
Page 2

In our efforts to produce mifepristone i@ulk Drug Substance manufacturing sites, we havc endeavored
to follow the RU process as closely as pdssible with only very minor modifications. The representative
from one of our manufacturers will describe the process so that the FDA can be informed of the approach
we are taking. Based on previous comments by the FDA, and given the process as described, we do not

expect to be required to undertake any equivalence testing.

During our March meeting, we raised the issue of the potential for physicians to us¢f Jnstead of 600
mg mifepristone. We believe that we have to address this issue head-on and in a timely manner so that we

are not faced witlf ,{mifepristone tablets and using the
tablets foy i
£
*

. !
V

Frederick H. Schmidt, Ph. D.
Patricia C. Vaughan, Esq.

- B

Al

- el

APPEARS THIS WAY
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4 ¥ Population Council

» Sandra P. Arnolc!

Vice President .
Corporate Affairs

April 27,1998

Transmitted via Federal Express

I3

" Consumer Safety cer

Division of Reproductive and
Urologic Drug Products
Room 17B-45, HFD-580
Center for Drug Fvaluation and Research
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

RE: NDA 20-687, Mifepristone 200 mg Oral Tablets
Amendment 014—Correspondence regarding Minutes of
March 16, 1998 meeting

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{~ < & ~|was 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 attfndees. Additionally ~—— — ]
Ph.D., Vice-President, Manufacturing” and Patricia Vaughan’s name was misspelled and should be
corrected to “Patricia C. Vaughan, Esq.—Legal Counsel.” :

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 Hammarskjold Plaza, New York, New York 10017
Talanhnnn. (7191 2201442 Farcimile- 12121 980-3710  Emall: samold@popcouncil.org http://www.popcouncil.org
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‘ —_—
April 27, 1998

Page 2

reference standird 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.( 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, -

£/. /e« /M -
Pa - g N
& *
§
cc: T
-’ Frederick Schmidt, Ph.D.

Patricia C. Vaughan, Esq.

APPEARS THIS WAY
ON ORIGINAL

- — o B

One Dag Hammarskjold Plaza. New York, New York 10017
Telephone: (212) 339-0500  Facsimile: (212) 753-6052  Email: pubinfo@popcouncil.org  http//www.popcouncil.org
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Sandra P. Arnold™
Vice President

Corporate Affairs . - NEW CORHESP

February 19, 1998 .

VIA FEDERAL EXPRESS

a )

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

Attention: Document Control Room 17B-20 : REVIEWS COMPY ETED

Office of Drug Evaluation [I

Center for Drug Evaluation and Research -

Food and Drug Administration CS0 ACTION: B
5600 Fishers Lane DLE'TER DN-AJ- DMWO
Rockville, MD 20857 : T
c .
RE:  NDA 20-687, MIFEPRISTONE 200 MG ORAL TABLETS 20 INTALS . UATE

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 amenging-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. Discuss{pn of demonstrating comparability to Gedeon Richter bulk drug substance given the
- pewceived differences from thé Roussel process, '
C. Discussion of demonstrating comparability of the new bulk 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.

M1

One Dag Hammarskjo!d 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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— )

February 19, 1998 _
Page 2

As you may remeifiber, 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 faaterial.
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 ﬁ )
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 iy
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 S, 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 March 16th Meeting:

Sandra Amold, Populati:n Council

—_— - ' . APPEARS THIS WAY
T ON ORIGINAL

Patricia C. Vaughan, Esq. Population Council
Frederick Schmidt, Ph.D., Population Council
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J Sandra P. Arnold O R ‘ G“ N /3\ \_

Vice President -~ <
Corporate Affairs

January 30, 1993. NEW CORRESP

VIA FEDERAL EXPRESS

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 012-Authorization for NeoGen to Interact with FDA on NDA

Deay - )

‘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 existingcomsfunication 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 Councikto prevent duplication or differences.

R
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.

L O

Ym'l’a_re;_he/relgy authorized to communicate directly with the regulatory attorney for NeoGen,

I - [ 4

is an attorney experieml:ed in FDA stat;utes and
_ . In addition, you are hereby
~ who is President and Chief

regulations and was
authori:aed to communicate directly with .
. Operating Officer of The NeoGen Group,

Mr.

One Dag Hammarskjold Plaza, New York, New York 10017

Lase. thimnn nancnuncil ore

MIF 004558
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Development.

. in Marketing and Busincss

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

them.

Very truly yours,

"Sandra P. Arnold

Vice President, Corporate Affairs
The Population Council

R
v

MIF 004559

APPEARS THIS WAY
ON ORIGINAL

.y



7, ORIG
4°® Population Councl 1" A e INAL

VLO:i “‘Wo A xo\ﬂcwﬂ
! sandra P. Arnold ~ . Ccr ~ :

Vice President

Corporate Affairs - _ - ORIG AMENDMENT REVIEWS COMPLETED

W

September 24, 1997.

I, B ;;IVIS]OH of Reproductive and
Urologic Drug Products (HFD-580)

Attention: Document Control Room 17B-20
Office of Drug Evaluation {1

Center for Drug Evaluation and Research
Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

P

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

Deari \h')

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
standards 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 incjudes 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 misnumibered
or missing page numb{rs. These errors have been corrected in the enclosed Amendment 009.

- il

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

*  The following pages in thi: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.

e The following pages in this Amendment 009 replace the same pages in the August 5th submission: 8,9,
10, 12, 22, 23, 39, 41, 42, 53, 55, 56, 60, 62, 93, and 139.

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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NDA 20-687, Mifepristone 200 mg Oral Tablets

‘ ; Population Coundl Amendment 009 - Chemistry, Manufacturing and Controls
S . Page 2

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

Very truly yours, .

/éwewM

Enclosure

cc: —~~
Advances/The NeoGen Group

Dr. Ann Robbins
The Population Council

Dr. Frederick Schmidt
The Population Council

APPEARS THIS WAY
ON ORIGINAL
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Margaret Cade;“"““ - NEW CORRESP
President .

August 3, 1997 [Reviews covereren

FDA, Division of Reproductive & Urologic Drug Products c
5600 Fisher's Lane
Rockville, MD

—

CS0 INITIALS

SOACTION:
TATRI ik
[ / oaw

during the summer vacation season, and appreciate your efforts.

The meeting materials enclosed are:

Our regulatory proposal on the pending NDA.
The questions we would like to have answered by the FDA.

MIF 004562

I 7

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

-,
H

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

T
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rlotte Ellertson = . L
Chs m‘.s?,q- shat O pUan

Program Associate )‘:; ll‘ l g{l q
phone:  (212) 339:0607 819
Email: celIenson@P"Pm““‘?'l org ‘ @Y’ 2_2[ 172

July 28, 1997 %ﬂj? - pypm—
j—— 8,( 47 {

Food and Drug Administration £SO ACTION:
Park Lawn Building, HFD-510 D' Al 0
5600 Fishers Lane . - J{ 11 “MFM

ille, MD 20857 —
Rockville st \ DATE

S —

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 wr&l
reflect exactly the physical copies of the patient record forms, and will be used as the basis for our Y
regulatory submissions to you. The second version will closely match the first, particularly on safety an_a
efficacy indicators, but certain variables will be modified to create an internally consistent database thatswe
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.
Sincerely, ]
% A/ wtf o Olstitzs Sletir—
harlg lertson
Program Associate
-

This letter accurately represeats our telephone conversation.

/S/

Fi12 59
Date

One Dag Hammarskjold Plaza, New York, New York 10017
Telephone: (212) 339-0500  Facsimile: (212) 735-6052  Email: pubinfo@popcouncil.org  http://www.popeouncil.otg
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™y sofi Council | " 1230 York A
e Popula.tlon nCIl \1 Q‘)/g":g;’ \B New York. New Yot:rk lv(e)g‘ﬁl:
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- ’ one: -
o medical Research -  Pelex: 238274 POBI UR
VIA Fed Ex
March 31, 1997 o

‘ Division of t{eproductive and '(./

. .

MIF 0045

o

Urologic Drug Products (HFD-580) o\ 5
Center for Drug Evaluation and Research 0JJ ) o
Document Control Room 17B-20 " —r% P
Food and Drug Administration 4% “/J
5600 Fishers Lane mt o Ay
Rockville, MD 20857 bt ‘ G

Subject: NDA 20-687 - Mifepristone 200 mg Ora
Amendment 007 - Information Requested on Physician Labeling

in the Approvable Letter o

-~

Dear ]

In response to the NDA approvable letter dated 18 September 1996, we are submitting
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
rauonal? for, our Tresponses to requests from the FDA in the NDA approvable letter.
App.endlx I contains a copy of the revised labeling and Appendix III contains a marked
version of the .Iabeling which indicates the changes made from the version submitted in
our NDA apphcatjon on March 14, 1996. As discussed in a telephone conversation with -
ast week, an annotated version of the revised labeling is not being

submitted at this time. Howe i i i
once it is-imlfted, if o t:;xgywt; :v]{_]]l) g:ovndc a new annotated version of the labeling

{

We would 1 ' ing wi
like tg request a meeting with the FDA to discuss this revised labeling. We

Propose thesmest] . \
Council staff, :ﬁf:ﬁﬁ: p?cﬂmllivand includes 5-7 people from the Population
g ac ith specific dates, attendees and agenda.

Thank you for consideﬁ;g th

FDA to finalize this documen ¢ revised labeling. We look forward to working with the

Sincerely
Aqn Robbins, Ph.D.
Scientijst

APRO 1 1997
9 HFD-580 2

64
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[he PopulatIOIlCOunCﬂ ﬂ 1230 York Avenue
! New York. New York 10021

er for ._ : \. 1[37& Cable: Popbiomed, New York

. * Facsimile: (212) 327-7678

. _medical Research _ Telephone: (212) 327-8731

. Telex: 238274 POBI UR

'“ ORIGINAL 77

VIA Federal Express i| / S / {7 "(7 NEW CORRESP (/ / S/ 7 7

January 30, 1997 : ,2//5

REVIEWS COMPLETED -

CSO ACTION:

(Jerer INAL [memo _
~_Division of Reproductive and ' -

Urologic Drug Products (HFD-580) CSO INITIALS DATE } LZETER FOR

Center for Drug Evaluation and Research

Document Control Room 17B-20

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

J’ Subject: NDA 20-687 - Mifepristone 200 mg Oral Tablets
Amendment 006 - information Requested on

Drug Substance in the Approvable Letter
Dealr: i

As discussed in a telephone conversation with| Consumer Safety
Officer, 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 infolnﬂiomn several aspects of the drug substance.

The Population Council 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
approyable letter, including the description of the synthesis from an appropriate starting
material, which is prior tof Jin the synthetic pathway. This starting
matenal. 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
manutacturer 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
J information to respond to all inquiries in the approvable letter.

MIF 004565
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January 30, 1997

| respectfully request a response in writing from you and/or your colleagues in t.he divisign
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 manutacturer can discuss this with the
division at a meetingorin a conference call. -

In accordance with 314.60 (c), we certify that a copy of this amendment has been sent to g

our FDA district office.
Thank you for your attention to this matter and | look forward to your response. -

-y

Sincerely yours,

(ln. b

Ann Robbins, Ph.D.

Scientist
AR/yaho
cc: Food and Drug Administration
— APPEARS THIS WAY
[ j ON ORIGINAL
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1230 York Avenue

[‘éPopulatiqu Council 'V‘:%‘\

Telex: 238274 POBI UR

e -

\ \ «\P . New York. New York 10021
. - / d le: Popbiomed, New York
er for - @ Cable: Popbiomed.
3 , .Facsimile: (212} 327-7678
yiedlcal Research s 4 gé elephone: (212) 327-8731

September 26, 1996

ivision 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

QD Deat:

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, signed by, Jinforming 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
AR/yho
//  RECD
@ : | f—"i SEP 3 01994
"".‘ *=N.580 ’é.}
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"he Population Council 1230 York Avenue
New York, New York m(z‘x‘
y ’ Cable: Popbtomed. New Y
?nter t..or -3 . Facsimile: (212) 327-7678
i~medical Research Telephone: (212) 327-8731

- ' Telex: 238274 POBI UR

VIA FEDEX

September 16, 1996
APPEARS THIS WAY
ON ORIGINAL

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

. -
'

Subject: NDA 20-687 - Mifepristone 200 mg Oral Tablets/Amendment 004

Dear ™\

Wae refer to our above New Drug Application for mifepristone which was submitted on
March 14, 1996. We wish to amend our application with the following information:

1. A summary of the severe adverse events, (defined as any event that resulted in the
generation of a Medwatch report to the FDA), that occutred during The Population
Council's U.S. trial on the use of mifepristone and misoprostol fer termination of early.
pregnancy is attached in Appendix 1. A comparison of the frequency of these events
in the U.S. tial and those reported in the French pivotal studies included in the NDA is
also provided. This information was reported at the July 19, 1996 meeting of the
Reproductive Health Drugs Advisory Committee. When the analysis of the safety and
efficacy data from the U.S. clinical trial is complete, a tull report will be submitted to the
NDA. ST

2. The letter from —__ bt August 22, 1996 lists six Phase 4 studies
recommended by members of the Reproductive Health Drugs Advisory committee at
the meeting held on July 19, 1996. The Population Council concurs with the desire to
gain additional information on the initial use of the product after approval and our
response to these proposed studies is presented in Appendix 2.

MIF 004568
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Please contact me if there is any further information required by your division. |

S em

Sincerely,
(B Db

Ann Robbins, Ph.D.
Scientist

AR/yho

- - B

MIF 004569
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New York, New York 10021

r for .- . Cable: Popbiomed, New York

Facsimile: (212) 327-7678

N : '
" Medical Research . Telephone: (212) 327-8731

K Telex: 238274 POBI UR

VIA FEDEX

A t 15, 1996
ugus APPEARS THIS WAY

ON ORIGINAL

Division of Reproductive and Urologic
Drug Products (HFD-580}) )
Center for Drug and Evaluation Research _
Document Control Room 178-20 '

Food and Drug Administration
5600 Fishers Lane

Rockville, MD 20857 3

g

Subject: NDA 20-687 - Mifepristone 200 mg Oral TabletslAmendment 003

Deaq )

We refer to our above New Drug Application for mifepristone which was submitted on

March 14, 1996. As discussed in telephone conversations with{___ we wish
to amend our application with the following information:

Appendix | contains the Certification Statement for the Generic Drug Enforcement Act
of 1992, which should have been included in our NDA Submission. | apologize for this
omission. Appendix Il contains a description of the proposed U.S. distribution system
-for the use of mifepgistone and misoprostol for termination of earty pregnancy.

Please contact me if you have any questions or need further information.
Best regards. ™~

(bl -

Ann Robbins, Ph.D.
Scientist

AR/yho

MIF 004570



New York, New York 10021

. Telephone: (212) 327-8748

Center for - Facsimile: (212) 327-7678
E-mail: robbins @popcbr.rockefeller.edu

Pfe Population Council O R ‘ G l N A L 1230 York Avenue

iomedical Research

~ -

July 25, 1996 |
ORIG AMENDMENT

Via FedEx

ision of Reproductive and
Urologic Drug Products (HFD-580)
Center for Drug Evaluation and Research
Document Control Room 17B-45
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857 | -

Deat \

This is a follow-up to your telephone call yesterday, July 24, 1996, requesting a sum- -
mary of the international post-marketing surveillance data on the use of mifepristone. -~
Enclosed please find a copy of the relevant sections of the Population Council NDA 20-687

. and NDA Safety Update. I've indicated where each of these pieces of information is located
within the NDA or NDA Safety Update. ,

-

These summaries represent all the safety information available to us from Roussel
Uclaf’s international (France, Sweden, United Kingdom) post-marketing surveillance
reports, starting from 1989, the first year mifepristone was on the market in France. You will
note that the International Safety Reports begin in January 1, 1991. Prior to this time, a writ-
ten summary report was not available from Roussel. However, the individual adverse events
that occurred starting from 1989 were given to us by Roussel on a diskette database and are
included in the listing in Table 7 of the NDA sections attached here. I am currently trying to
de}emﬁnc if at this time Roussel has a more comprehensive, all-inclusive document covering
this information, rather than the three separate, but chronologically consecutive International
Safety Reports and the information extracted from the diskette database. This was not avail-
able from-tham at the time of our NDA submission. Meanwhile, I am also attempting to con-
tact the relevant people in Sweden and the United Kingdom to determine if there are
separate post-marketing surveillance reports for each of these countries.

Yestelday,d;ring our telephone conversation] JYequested that she see a
summary of this information in the NDA and asked that I send it via you. Would you please

f:ll;W:rd a copy -of all of the information in this FedEx package to her? Thank you very
ch. —~

REVIEWS COMPLETED
CSDACTION:
. iDlEHBt DInar Ovemo
Jcsovemas oate |
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I will be on vacation from July 29 - August 5. I will call you on August 6 to obtain

feedback from the division on this issue as well as to relay any additional information I may
have by then.

Sincerely yoi.l:i';:
Ann Robbins, Ph.D.
Scientist

cci Jletter only, via fax{ )

APPEARS THIS WAY
ON ORIGINAL
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P he POPUIation COU.nCiI | 1230 York Avenue

~enter for

New York, New York 10021
Cable: Popblomed. New York

< . ’ Facsimile: (212) 327-7678
nmedical Research ~ Telephone: (212) 327-8731
Telex: 238274 POBI UR

June 20, 1996~

MIF 004573

)

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

Center for Drug Evaluation and Research
Document Control Room 14B-03
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

Subject: NDA 20-687 - Mifepristone 200 mg Oral Tablets
Safety Update Report

Dear ) | | |

Reference is made to our above New Drug Application for mifepristone which was
submitted on March 14, 1996. We also refer to your correspondence of May 7, 1996
informing us that the review priority classification for the application has been changed
to a priority (P) review.

We have been advised that as a result of the change in classification, the timing of the
submission of the Safety Update Report should be advanced and we are therefore
forwarding the enclosed report at this time.

This update report has a cut-off date of May 15, 1996 and includes new information -
received since the cut-off date of August 1, 1995 for the original submission of the
application. ]ncluded in this report are four new nonclinical and two new clinical study
reports as well as new information regarding study reports previously submitted in our
application. All new study reports have been previously submitted to IN and
the locations ofthose submissions in the IND are stated on the Index to this update

report. -

This submission includes an archival copy as well as a technical review copy for the
nonclinical pharmacology and toxicology information and a technical review copy for
the clinical information. The archival and each technical review copy contain a copy of
this cover letter, the new drug application form (Form FDA 356h), the introduction
and the index to the complete update report. In addition, appended at the end of each
technical review copy is a copy of the summary information from the other technical



T'he Population Council

Page 2

Food and Drug Admfnistr_ation

— -

review copy. This Jsummary information retains the page numbers of the individual
- volume from which it was removed.

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

submission.
Sincerely yours, REVIEWS COMPLETED
é;'u £SO ACTION: B
Ann Robbins, PhD LJwErmer Cnvas Cvemo -
Scientist _ v e
€S0 INALS DATE £
Enclosure -
APPEARS THIS WAY
ON ORIGINAL
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Population Council
Center for Biomedical Research
1230 York Avenue

New York,-NY 10021

Fax from Ann Robbins
Phone: 212-327-8748
Fax: 212-327-7G78

Number of Pages (including this sheet): 2

Send to Facsimile Number: 9-1-301-443-0072

Date: : 7 May 1996

Send to Company: FDA; Div. Metabolic & Endocrine
Drug Products ‘ 5

Send to Person: _ ) g

Subject: Request for meeting '

Dear )

T would like to request a meeting with the division to discuss a variety of issucs
regarding NDA 20-687 and activitics associated with the mifepristone project. Although
this can be considered a request for a "90 day meeting” to discuss the review of the NDA,
as you can see from the suggested agenda items (attached), there are several other issues
we would like to discuss at this meeting. Dates that ase possible for Council staff to visit
the FDA arc May 23, 28 (before 3pm), 29-31, June 3 - 7.

Please let me know at your carliest convenience if this meeting can be arranged.
Thank you in advance.

Best regards,

/T

Ann Robbin.s, Ph.D.

Scientist . APPEARS THIS WAY
- ON ORIGINAL
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SUGGESTED AGENDA

1. Change of review status from “S" to "pP"

2. Safety Update
- liming
-content .

3.CMC
- starting material
- FDA inspection of manufacturer

- r————

- status of ncw manufacturer of active ingredicnt and dosage form
4. Advisory Committec Meeting
5. FDA Audit of the French Clinics
6. Data from the U.S. Trials

. -
'

APPEARS THIS WAY
ON ORIGINAL
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ne Population Council

1230 York Avenue

. New York. New York 10021

nter for . ] Cable: Popbiomed. New York
. Facsimile: (212) 327.7678
dical Research : Telephone: (212) 327.873)
Telex: 238274 POBI UR

April 19, 1996
VT T — TN

| — -+ 21vision of Metabolism and

- “Endocrine Drug Products, HFD-510
Center for Drug Evaluation and Research
Document Control Room 14B-03
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

Subject: NDA 20-687 - Mifepristone 200 mg Oral Tablets/Amendment 001 ) % -

Dear’ ) ’
We refer to our above New Dr;Jg Application for mifepristone which was submitted on
March 14, 1996. With this amendment to the application, we wish to provide additional

information for the samples, methods validation and labeling section and the clinical section
of the application as follows:

NDA Item 4 - Samples, Methods Validation and Labeling

As noted in Appendix I (Volume 2/Page 156) of the methods validation informa-
ion in the origina submissi_on of the application, a tabular ]isting.of'a}l samples

NDA Item 8- Clinical Data Section

As-netedon the title page (Volume 87/Page 289) of the clinical expert report
entitled “Rapport d 'Expert Clinique - Expulsion du Contenu Utérin dans la Mort
Foetale in Utero” in the original submission, the report was available only in
French at whe time of the submission. An English translation of the report has

now<been obtained and s included as Attachment II.

This submission includes an archival copy containing all information described above.
In addition, included are three technical review copies of the amendment to the methods
validation information and one technical review copy of the amendment to the clinical sec-
tion. Each archival and technical review copy includes a copy of the cover letter, new drug
application form (Form FDA 356h) and index to the amendment.

MIF 004577
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Food and Drug Administration . Page 2
April 19, 1996 -

Please contact me should there pe any questions or comments regarding the above
information. =

Sincerely yours,

(ir. Poddor.

Ann Robbins, Ph.D.
Scientist

Attachments: Described above.

APPEARS THIS WAY
ON ORIGINAL
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1230 York Avenue

T'he Population Council
' New York. New York 10021

, ,ter for T ’ Cable: Popbiomed. New York

. Research _ . _]’ Facsimile: (212) 327-7678
rpat - : k Telephone: (212) 327-8731
: : Telex: 238274 POBI UR

March 14, 1996 . -

Food and Drug Administration

Center for Drug Evaluation and Researc
Central Document Room :
Park Building, Room 2-14

12420 Parkiawn Drive

Rockville, MD 20857

Subject: NDA 20-687 Mifepristone Tablets, 200mg
Dear Madam/Sir:

~—

We submit herewith a New Drug Application to provide for use of the drug
in the induction of abortion.

The application has -been compiled in accordance with appropriate guidelines issued by
the Food and Drug Administration. In addition, the submission includes in Volume 1.1 a
section entitled "Introduction to the New Drug Application.” This section contains a
‘brief overview of the development history of the product and of major contacts with the
agency regarding the application. The section also includes a description of the general
procedures followed in assembling the application and provides information on the con-
tents of each section of the application.

As described in the application and discussed previously with the reviewing division, to

- preserve confidentiality, information for Item 3 (Chemistry, Manufacturing and Control
of this application has been submitted separately by the manufacturer to
(Submission No. 135) on behalf of the Population Council. The methods validation por-
tion of Item 4 (Information on Samples, Methods Validation, and Labeling} was compiled
by the manufacturer and provided to the Population-Council for inclusion in this applica-
tion.

A check for $102,000.00. which is 50% of the application fee, has been sent via Federal
Express to the Food and Drug Administration at the lockbox address of Mellon Bank,
Pittsburgh, PA. User Fee [.D. #2972 has been assigned to the Mifepristone NDA. User
Fee Form #33971s appended to this letter.

- If there are any questjons regarding this application. please contact the undersigned at
(212) 327-8748. -
- il

-~

Sincerely yours,

(oo bl =

Ann Robbins. Ph.D.

" Scientist

ﬂﬁ‘ - Attachment: User fee coversheet form 3397
oo NDA 20-687
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¢? Population Council

Sandra P. Amnold

Vice President  -_ .~
Corporate Affairs =

September 15,2000, L
6 j ORIG AMENDMENT

“—Office of Drug Evaluation III
Division of Reproductive and
Urologic Drug Products (HFD-580) _ 5530
Attention: Document Control Room 17B-20
Center for Drug Evaluation and Research
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

[82P 15 2000

Re: NDA 20-687, Mifepristone 200 mg Oral Tablets;
Amendment 060; Further response regarding

open issues -

Dear \

I am enclosing the prescribing information (package insert), Prescriber’s Agreement,
Order Form, Medication Guide, and Patient Agreement, as revised in accordance with
discussions this week.

Also, although we do not belicve that the application of 21 CFR Sections 314.500-560 is
appropriate, we agree to its application as part of the approval of this NDA.

We commit to conduct post-approval the following studies:

L. A cohort-based study on safety outcomes of patients having medical abortion under the
care of physicians with surgical intervention skills as compared to physicians who refer their
patients for surgjcal ifitervention. Previous study questions about age, smoking, follow up on
day 14 (compliance with return), as well as an audit of signed Patient Agreement forms, will be
incorporated into this study.

I A sutveillance study on outcomes of ongoing prcgnancies{ REVIEWS COMPLETED

Sincerely,

/M / SO ACTION:
‘ M ' /b Meermer Datial CIMEMD

Sandra P. Amold

CATE

(42

CSU INITIAL

. One Dag Hammarskjold Plaza, New York, New York 10017
ratenhane: 12121 339-0663  Facsimile: (212) 980-3710  Email: sarnold@popcouncil.org hitp/terww.popcouncil.org
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Teleconference Meeting Minutes

Date: Scptember;ié'lf 2000 Time: 1:00 - 2:00 PM Location: Parklawn; 17B-43
NDA 20-687 - | Drug: Mifepristone 200 mg

Indication: induction of abortion

Sponsor: Population Council

Type of Meetingi Status

Meeting Chair{™ ¥ |
Minutes Preparer{ ° j
FDA Attendees: :
- ,Qffice ation I1I (ODEIII; HFD-103) R
- Division of Reproductive and Urologic Drug Products 3 -
DRUDP;
——v————-— ) DRUDP (HFD-580) 1.
\ , Office of Clinical Pharmacology and Biopharmaceutics (OCPB) @ DRUDP
_(111-1)-580) i
— &~ | Diuision of Drug Review and Evaluation Il (DDREII; HFD-440)
DDREII (HFD-440)
REII (HFD-440)
. §, DDREII (HFD-440)
i Project Management Staff, DRUDP (HFD-580)
| — —¥ Regulatory Project Manager, DRUDP (HFD-580) ’

External Lead: Nancy Buc

Meeting Objective: To discuss the Information Request Letters sent September 13 and 14, 2000.

Discussion: )

Labeling

e the Agency accepts 4hie manner in which the sponsor is using the trademark symbol and the
capitalizatio &thc name “Mifeprex”
e all CAPS and ™when used for the first time in any document
 the second appearance the first letter capitalized with the trademark and an asterisk indicating the

trademark belongs to Danco

* anytime after that it will be first letter capitalized with the asterick

¢ the sponsor is reviewing the addition of the phrase “with a terminal half-life of 18 hours™ and the
addition of acid in the first sentence in the Distribution section of the label

o the sponsor agrees to the removal of the section on }in the WARNINGS
section of the label
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NDA 20-687
Meeting Minutes

Page 2
e inthe PRE%%UTIONS section of the label, the sponsor will respond to the elimination of the phrase
and replaced with “qualified physician”
¢ “inthe PRECAUTIONS section, Information for the Patient subsection_ ]
L . 7 has been deleted
e replaced) - Jwith Medication Guide wherever it is used throughout the
label

¢ inthe PRECAUTIONS section, Drug Interaction subscction, the sponsor agrees with the deletion of
the first paragraph and the replacement wording provided for by the biopharmaceutics reviewer

¢ inthe PRECAUTION section, Carcinogenesis, Mutagenesis, Impairment of Fertility subsection, the

-Sponsor agrees to the change of the word \to genotoxic and also the elimination of sentence

-
e inthe PRECAUTIONS section, Teratogenic Effects subsection, heading Human Data, the sponsor
will provide the Agency with the correct numbers of patients smcc May 2000, and agrees with the
number changes the Agency made
the sponsor agrees with the changes made to Table 2 to update the numbers
in the OVERDOSAGE section the sponsor will provide the Agency with a reponses to changing the .

p “acute lethal dose”

¢ 1 the DOSAGE AND ADMINSTRATION section the sponsor will change the last sentcnce to —
match bullet number 3 of the PHYSICIAN AGREEMENT '

¢ inthe DOSAGE AND ADMINSTRATION section, Day One: Mifeprex Administration subsection
should read as follows: *Patient must read the Medication Guide and read and sign the PATIENT
AGREEMENT” i

¢ inthe DOSAGE AND ADMINSTRATION section, Day 3 : Misoprostot Administration .-
subsection, the sponsor agrees to the suggested changes in both paragraphs -

® in the DOSAGE AND ADMINSTRATION section, Day 14: Post-Treatment Examination
subsection, the sponsor agrees with the proposed changes

e inthe HOW SUPPLIED section the sponsor agrees with the proposed changes

.
*

PATIENT AGREEMENT

* the sponsor was not prepared to discuss the changes faxed to them in the September 14, 2000
Information Request letter

ORDER FORM
e the sponsor agrees to the addition of a date line for the date of signature

PRESCRIBER AGREEMENT

¢ the sponsoragsecs with the addition of the numeric digits following the “1-877-4 Early Option”
phone number

the sponsor agrees with the change of(::\; “administration” in the last paragraph

the sponsor will ad&the distributors name, address, phone number, fax number, and website to the
end of this d0¢ument .

Phase 4 Commitments —_
* the sponsor needed clarification of the term “Emergency intervention”; the Agency defined it as
medically necessary intervention (i.e. heavy bleeding)

» the sponsor will need to respond with the commitment to perform the Phase 4 studies in a submission
to the NDA

 the sponsor has reservations regarding educating the patient about reporting an ongoing pregnancy
after the medical abortion fails; the Agency would like the sponsor to consider some type of method

MIF 004582



for the patient-to report an ongoing pregnancy in event that the physician does not report the
pregnancy :

o the sponsor will need to address adding the language from the most recent European label as a
contraindication for inherited porphyria in the label

-

Action Items: )
e the sponsor must to submit the revised label, agreement to Subpart H, and the commitment to perform
studies

* meeting scheduled for Scptember 15, 2000 at 11:00 AM to discuss the remaining issucs
e fax meeting minutes to the sponsor within 30 days

f /ST )| /ST )

~~/Mirates Prepqtéi Concurrence, Chair =~ T
APPEARS THIS WAY
ON ORIGINAL
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- . Teleconference Minutes

Date: August 25, 2600 Time: 3:30 - 4:00 PM Location: Parklawn; 17B-43
NDA 20-687 . i Drug: Mifepristone 200 mg Tablets
Indication: induction of abortion
Sponsor: Population Council
Type of Meeting: Guidance (statistics)
Meeting‘ Chairy{ ‘3
)

Meeting Recorderx

External Lead: Nancy Buc , -

FDA Attendees:

"] 5 A

-~ {Office of Drug Evaluation I (ODEII; HFD-103)
~— Division of Reproductive and Urologic Drug Products

ODP; HFD-380) "
— 'leam Leader, Division of Biometrics I (DBII) @ DRUDP (HFD-580)
~/ Project Management Staff, DRUDP (HFD-580)

External Attendees:

Beverly Winikofi, M.D. - Population Council
Shelley Clark, Ph.D. - Population Council
Heather O’Neill - Danco Laboratories, LLC
Nancy Buc - Buc & Beardsley

Meeting Objective: The applicant requested this teleconference to clarify FDA-derived sample size
calculations and to confirm the study endpoints for the referring versus non-referring physician study for
post-approval (Phase 4 commitment) protocol.

Background : In tc]ec_onferenccs before August 23, 2000, FDA conveyed suggestions for study designs,
endpoints and sample size estimates. The applicant’s interpretation of the sample size calculations and
endpoints are contained in their August 23 letter.

Discussion Itemgs ¢

*  Success rates of 92% and 95% were demonstrated in the clinical trials; rates of transfusions and
hospitalizations were less than 1%

¢ the applicant is concerned the sample size of 120 per group is inadequate to yield a satisfactory upper
limit of a confidence interval for the rate of a serious adverse event, such as transfusion, if the rate of
a serious adverse event is approximately 1%
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* endpoints of interest to be compared between the two groups need to include the success rate.(e.g.,
approximately 92 or 95%) and its converse, the failure rate (i.e., 1- Success rate); most failures, if not
all, will likely result in surgical termination of pregnancy ’
other endpoints oF interest include rates of complication, (such as transfusions, hospitalizations, etc.)

* FDA would like to exclude an absolute difference of greater than 5% in efficacy between the two
groups . ,

* FDA also would like o exclude an absolute difference of greater than 5% in complication rates
between the two groups

* FDA requests complication rates estimated separately for each group, but these estimates arc not the
ultimate goal of the Agency

* DRUDP agreed with the applicant’s concern that 120 patients per arm is inadequate to yield an
acceptable upper limit of a contidence interval for an estimated complication rate within a group;
however, 120 patients is adequate for ruling out differences in rates of greater than 5% between
groups. .

* The FDA-derived estimate of 120 patients per arm was based on the following assumptions:

* the endpoint is rate of complications

* the referral and non-referral groups each have an underlying rate of 1%
* the rates for the two groups do not differ by more than 5%

* 495% one-sided confidence interval for the differences in rates

¢ approximately 80% power

[ ]

a randomized study

® no adjustments for dropouts

* DRUDP indicated a sample size of 629 per group is needed to insure with 80% power that the
differences in success rates are within 5% of each other, assuming

* a95% two-sided confidence intcrval

* underlying success rate per group is 92%
* arandomized trial

* no adjustments for dropouts

* for patients that are referred to a physician, the sponsor will need to obtain information through the
referral facility

* the sponsor may be able to Plan to have fewer sites in the non-referral arm; (e.g., if a historical
control is used) _

* ifahistorical control js used, the sponsor should demonstrate the similarities between the historical
control population (and clinical tria] procedures) to the current population ( and to procedures in the
current trial); any difference in population or procedures should be evaluated for their possible
impact on the outcome of the trial; ideally, FDA would like a concurrent comparison between
referring and non-referring physicians
the sponsor-wemld #ike to remove the teratogenicity study because the teratogenicity rate is so low

* the sponsor will maintain an audit of the physicians’ compliance with the Medication Guide

-

B

APPEARS THIS WAY
ON ORIGINAL

MIF 004585
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Action Items: .

¢ the sponsor should submit a proposal for the study described earlier including a sample size,

referring physicians to get follow-up information on patients from referral facility (it built into the
protocol); if the sponsor expects a lack of compliance, the sponsor can build this into the protocol
the follow-up teleconference will be scheduled for Tuesday/Wednesday (meeting scheduled for
Tuesday, August 29, 2000 @ 4:00

PM if needed, for additional clarification (cancelled by sponsor)
|

L /S/ # j /S7 ‘j Yefo0

Minutes Preparer — Concurrence, Chair

* Note to Sponsor: These minutes are official minutes.

L1 L A

. -
H

APPEARS THIS WAY
ON ORIGINAL
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- . Teleconference Minutes .

Date: August LE, 2000 Time: 3:30 - 4:.00 PM Location: Parklawn; 13B-45
NDA 20-687 ) Drug: mifepristone 200 mg

Indication: induction of abortion

Sponsor: Population Council

Type of Meeting: Status

FDA Attendees: .
' Office of Evaluation I1II (ODEII; HFD-103)
Project Management Staff, DRUDP (HFD-580)
External Participant: 7 -
Nancy Buc

wte

Meeting Objective: To discuss the status of pending review issues pertaining to this drug product.

-’
H

Discussion: -

e the Black Box Warning should contain important safety or prescribing information that is not
reflected elsewhere in the label. Contraindications, precautions, and teratogenic data are represented
elsewhere, ’

* the Agency continues to stress the need for the patient to return to the physician’s office on Day 3;
this would help to establish the pattem for follow-up visits as recommended

* Medication Guide is not meant to stigmatize the drug product, but to fully inform the patient to
allow her to participate knowledgeably in her own care.

* the MedGuide would be part of the approval and will be reviewed by the Center and the Agency.
FDA will be sending the draft MedGuide to the sponsor the week of 8/28/00

* the Agency will be sending the sponsor comments to the distribution system and Exhibit E the week
of 8/28/00 ,

* the sponsor should propose Phase 4 protocols including the audit process to assess physician
compliance with the physician qualification requirements (diagnosis ectopic pregnancy, date a
pregnanoy; end skills to perform surgical termination of pregnancy or referral to facility with those
skills) in order for the Agency to review and comment

e the distribution sygtem would allow for physicians to obtain the drug product after meeting all
qualifications, but®Mifeprex could be administered by someone who is under the supervision of that
physician SUeh as midwives or nurse practitioners

 the Agency accepts the proposed qualification requirements the physician must meet before
obtaining the drug product—

* the sponsor agrees to restrict the distribution to qualified physicians
the sponsor does not agree that the product should be approved under Subpart H; the Agency
considers the drug is for a serious condition, unwanted pregnancy, for which this product provides a
meaningful therapeutic benefit over existing therapies, avoidance of surgery.

» the Agency would like to have an agreement from the sponsor for the approval under the restricted
distribution under Subpart H

MIF 004587



NDA 20-687
Meeting Minutcs
Page 2

~ - .
—

the sponsor plans to use the old production lot for first marketed product
the sponsor would like to request that DDMAC waive pre-clearance requirements of promotional
materials thatare a condition of Subpart H approval

* the Agency requests the outstanding chemistry information be submitted by 8-31-00; included in that
response are the responsc to the 483 and the stability data

* the Agency would request the sponsor send in Phase 4 commitment proposals for review

Action Items:

e FDA to send sponsor draft MedGuide and comments regarding the distribution system and Exhibit E
the week of 8-28-00

* Sponsor to submit revised label and Phase 4 protocols by the end of August. Ms. Buc will discuss
with her clients Subpart I approval and respond. (The sponsor revised submission date to 9-5-00, to

d to all outstanding issues, including MedGuide and revised Exhibit E.)

gl

APPEARS THIS WAY
—— . ON ORIGINAL

‘|'
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Teleconference Minutes

Date: August9,2000  Time: 2:00 - 2:30 PM Location: Parklawn; 17B-45

NDA 20-687 Drug: Mifepristone 200 mg

Indication: induction of abortion

Sponsor: Population Council

Type of Meeting: Status

Meeting Chair:/ J)

__FDA Attendees:

ffice of Evaluation Il (ODEII; HFD-103) -
Project Management Staff, DRUDP (HFD-580) ’

External Participant:
Nancy Buc

wpiy

. -
'

Meeting Objective: To discuss the status of pending issues pertaining to this drug product.

Discussion:

the Population Council is in the process of writing a letter responding to the pharmacology,
MedGuide, and the home-se issue )

the sponsor needs FDA clarification regarding Phase 4 study proposal comparing the results of the
referring physiciang versus the non-referring physicians to evaluate patients outcome

the purpose of this study is to assure that the information gained from this study would be
comparable to the clinical trial, it is necessary to measure the following items: medical abortion
failure rate, Day 14 return rate, and complication rate (i.e., transfusion, hospitalization, surgery for
bleeding, surgery for abortion, infection rate); with a low complication rate (1%), sponsor should
calculate sample size based on change 5% for example (120 patients approximately) to give
reassuring data; the sponsor and the Agency have not yet agreed on a percentage

the sponsor iscaacerned that surgeons would do the surgical abortion quicker than a non-surgeon
and would make the results of the study change

the sponsor has planned intervention plans if the study results find problems between referral and
non-referral physisans (education, seminars)

the sponsorffeeds to build a protocol that would take into consideration the timing that a surgeon can
perform a surgical abortion

the sponsor needs to contact physicians that would be interested in participating in the study and
make sure that all steps are followed to ensure patient/physician confidentiality

the sponsor can collect intermediate data to locate any problems before completing the study

the sponsor believes that there will be more complete data from the non-referral physicians because
they will have patient information; this can be built into the protocol

the sponsor will propose a protocol trying to address all issues that could occur during that study
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Meeting Minutes
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—~—

* both the Agency and the sponsor agree that it is important for the paticnt to return to the physician on
Day 14 to ensure the procedure is complete

e the sponsor wiltpropose a plan to study the pregnancy outcomes of the referral versus the non-
referral physicians; the sponsor agrees to supply information rcgarding the patients who remain
pregnant after the medical abortion fails, but the sponsor would like to ensure patient confidentiality
and will propose a way to keep patient information confidential

* the tradename review is not complete, but the Office finds the name is acceptable due to direct
distribution

* thc FDA is still discussing the need to audit the patient agreement for compliance; the sponsor would
like to avoid any public uproar regarding privacy; the sponsor needs to propose a way to audit the
patient agreement without having a public uproar regarding this matter

* the FDA would propose a Day 3 return with a 4 hour observation in order to retumn homg; the
sponsor does not agree with this but understands the FDA’s position

* the sponsor needs to add information regarding the chance of malformation with the use of
misoprostol; the sponsor does not agree because in their study they had no incidence of malformation

*» the sponsor believes that having a Black Box Warning is not necessary because of opposition of this —
drug and adding the risk of malformation may push patients to receive a surgical abortion when it
may not be necessary; the Agency has added this information to the patient agreement because the”
Agency feels that there “may be a risk”; the Agency will review this information and comment
further to the sponsor : L

e the sponsor is concerned with what would happen if the study results are not what they expected; the -
Agency would review the information accordingly and determine the cause of the differences, if any

* the Agency wants this information studied to ensure the safety of the patients versus numbers

. ,..".“. .

Action Items:
* FDA will supply the sponsor with a draft MedGuide and Exhibit E comments

* The sponsor will submit draft labeling, Phase 4 proposals, and deficiency from inspection
o { will call Nancy Buc on 8-11-00 regarding the Black Box Waming

( [S] ) s )
Minutes Prepargr . N Concurrence, Chair
APPEARS THIS WAY

ON ORIGINAL
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Teleconference Minutes

Date: June 23, 2000 Time: 11:20-11:30 am Location: Parklawn, 17B-45
NDA 20-687 - Drug: mifepristone Indication: medical termination -
. of pregnancy
Sponsor: Population Council/Danco
Type of Meeting: Guidance — meeting package contents

External Participant:

FDA Participant and Meeting Recorder: (~ ——————— Pivision of Reproductive and
rologic Drug Products (HFD-580)

Meeting Objective: To request a timeframe for the submission of the background document from the
sponsor for the upcoming July 19, 2000 meeting with FDA.

Discussion:

¢ — _» on behalf of Population Council, was informed that the following information was_
left in a voice-mail to Sandra Amold, Population Council

¢ the following information should be included in the meeting package: .
¢ Update on status of CMC issues !

Revised distribution system for this product

Revised labeling for this product

Update on status of the Phase 4 commitments

. ~— . indicated that this would be a burden since they were planning to only prepare
comment for discussion at the upcoming meeting

s - _ was reminded and confirmed that FDA has not had a sponsor update or revision of the
distribution system since the January 2000 submission

¢ FDA has sincc then provided the sponsor with comments in the February 18, 2000 letter, as well as
more recent recommendations for physician qualifications in the facsimile sent on June 1, 2000
following our teleconference on that date outlining those recommendations; comments regarding the
proposed label have been provided to sponsor in the June 19, 2000 Information Request letter

¢ accordingly, to ensure progress with the review of this application and for the purposes of the
upcoming meeting, revisions for both the distribution system and the labeling are required in the
meeting packagg; only then will FDA be able to make substantial comments and provide feedback to
the sponsor during the upcoming meeting

e itiscritical to get this meeting package as soon as possible

Decisions madcs-_;-
¢ None

Action Items:
* Danco to inform FDA of timing for submission of meeting package for July 19, 2000 meeting

L

| ST )

Minutes Preparer and Chair
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- Teleconference Minutes

Date: June .1:9.,‘2000 Time: 9:30-9:45 am Location: Parklawn, 17B-45
NDA 20-687 - Drug: mifepristone Indication: medical termination

of pregnancy
Sponsor: Population Council/Danco

Type of Meeting: Guidance - CMC

FDA Meeting Chair: ( |

External Chair: S

A Attendees: ‘ :
—JONDC @ Division of Reproductive and —
rologic Drug Products (DRUDP; HFD-580) ’
- )Project Management Staff, DRUDP (HFD-580)
External Participant:

-, Danco . -
', Manufacturing, Danco

L]\

Meeting Objective: To discuss Danco’s proposal to submit an upcoming CMC amendment to the
pending NDA. (Attached facsimile was sent t§ brior to this teleconference.)

Discussion:
* Danco indicated that several changes have been implemented at the factory including the validation
process with 10-batch validation; these changes will be described and included in the upcoming
amendment :
The Chinese facility inspection has been scheduled for July 24 - 28, 2000

ill discuss the outstanding issues with the inspector prior to the inspection; one issue to
verify is assurance that the process validation allows for the changes in the method; Danco confirmed
that the additional 10 batches were run for validation in July and August 1999, prior to the last

inspection in October 1999
e Over atotal o atches have been made to date
° . jwas conducted to verify Form |

* Decisions madez
e None

—

Action Items:
¢ Danco to submit CMC amendment by June 23, 2000

e -

/S/ ) 57 )

Minutes Preparer 4 Concurrénce, Chair

MIF 004592



"~ Teleconference Minutes

Date: June 7, 2000 - Time: 4:30-4:50 pm Location: Parklawn, 13B-45
NDA 20-687 - Drug: mifepristone Indication: medical termination

of pregnancy
Sponsor: Population Council

Type of Meeting: Discussion of Press coverage

Meeting Chair:

External Lead: -

Meeting Recorder: ) &

KEDA-_A_M “Dffice of Drug Evaluation III, Center for Drug Evaluation and

Research (CDER), FDA

\__—————————)Project Management Staff, Division of Reproductive and Urologic Drug Products
-330) .

.
*

-
;

External Attendees:

, The Danco Group
Population Council
Nancy Buc, Buc and Beardsley

—

Meeting Objective: To clarify FDA comments and recommendations from the June 1, 2000
teleconference, to discuss the misrepresentations by the Press regarding the proposed distribution system,
and to agree on the need for serious, candid, and confidential discussions to resolve deficiencies of the
application.

Discussion:

Restricted Distribution '

* FDA clarified With Population Council, Danco and Ms. Buc that the sponsor understood that a public
registry of physicians was not proposed by FDA; rather, the FDA has proposed qualifications for
physicians to ensure #hat recipients of the drug product are adequately trained for the safe use of this
drug product; the spdhsor’s proposal for a distribution system, submitted in response to the
approvable letters, only provided for the physical handling of the drug product; thus, in keeping with
the recommendations of the July 1996 Advisory Committee and in order to advance the review of this
application FDA provided recommendations for sponsor’s consideration; sponsor concurred that this
was also their understanding of the FDA proposals

* today’s Press coverage described a “public registry” implying that qualified physicians could be
readily identified and the list of those physicians could be publicly available; Population Council and
Danco stated that their public statements only described the FDA recommendations as “more
restrictive than expected” and that they did not provide any information about a public registry
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* FDA asked spensor to consider addressing the misinformation in the Press regarding this produtt;
sponsor stated they were willing to consider correcting these misstatements and would get back to
FDA Thursday, June 8 or Friday, June 9, 2000 '

Communications with the FDA regarding review of application

* public communication of the negotiation processes related to this drug application review can hamper
the collaborative efforts put forth thus far between FDA and sponsor; FDA has not provided any
information regarding the review of this application to the public or Press

* open, confidential communication between the FDA and the sponsor is necessary to continue making
progress on the review and approval of this application as there are many areas remaining on which to
reach agreement; the sponsor agreed that these were their goals as well; labeling recommendations
will be provided by mid-June; sponsor will respond to FDA recommendations for qualifications of
physicians by June 23

* FDA proposed that sponsor request a face-to-face meeting to continue discussion in early July;
sponsor will make this meeting request through| ]

Decisions made:
¢ continue discussions of review issues in face-to-face in early July

Action Items:

¢ Population Council to inform FDA by June 9 of its intention to correct the misrepresentation
regarding a public physician registry
FDA to provide labeling revisions to sponsor in mid-June
Population Council to provide responses to FDA proposed criteria for physician qualifications by
June 23

¢ Population Council will request a meeting witPin carly July and provide a package with a
proposed agenda, questions and any relevant information for FDA consideration prior to this meeting

s FDA to provide copy of teleconference minutes to sponsor within 30 days

Y 757\

Minutes Preparer Concurrence, Chair

- — e B

APPEARS THIS WAY
0 CRIGINAL
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Teleconference Minutes

Date: June1,2000  Time: 1:00-1:30 pm Location: Parklawn, 13B-45
NDA 20-687 ) Drug: mifepristone Indication: medical termination

of pregnancy
Sponsor: Population Council

- -

Type of Meeting: Advice

Meeting Chair: C )

External Lead: mmemn e : ‘

Meeting Recorder: | \ —

FDA Attendees: . . g .
’ ffice of Drug Evaluation IlI *
- ____ groject Management Staff, Division of Reproductive and Urologic Drug Products -

External Attendees:
Sandra Arnold, Population Council
Nancy Buc, Buc and Beardsley

Meeting Objective: To convey FDA comments and recommenaations regarding the proposed restricted
distribution, revised labeling and requested Phase 4 protocols for this application.

Discussion:

Phase 4 protocols
* the proposed protocols to address the Phase 4 commitments described in previous regulatory letters
are to be submitted to FDA by August 1; sponsor expects to submit these protocols before August 1

Restricted Distribution -

o a Subpart H requirefhent for this drug product continues to be under discussion in the Center;
feedback may be available for sponsor regarding the FDA recommendation for Subpart H by the end
of June 2000; a Subpart H requirement gives FDA authority to ensure compliance with restricted
distribution -

s if this product. is approved not under Subpart H, a voluntary restricted distribution would still be
necessary to assure adequate physical tracking and audit of the product and to assure that qualified
physicians are certified to receive the product; sponsor’s proposed distribution for physically
tracking the product was proceeding in the right direction
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the following-are additional FDA recommendations for criteria to assure the adequacy of
qualifications for physician recipients (these criteria apply whether Subpart H is a condition for
approval or whethier there would be a voluntary restricted distribution system):

Proposed Restricted Distribution System for NDA 20-687
Qualifications for Physician Recipients:

1. Must be licensed to practice medicine in the state to which the drug is shipped.
- acceptable documentation: N
- copy of valid physician’s license -
2. Has been trained to and is authorized by law to perform instrumental pregnancy termination
(vacuum aspiration and D&C) '
- acceptable documentation:
- Sponsor to propose; self-attestation is discouraged

3. Has been trained to and has the ability to assess the age of a pregnancy accurately by
ultrasound examination, to monitor abortion by ultrasound examination, and '
to diagnose an ectopic pregnancy by ultrasound examination.

- acceptable documentation:
- Sponsor to propose; self attestation is discouraged

e

. -
H

4. Has satisfactorily completed training certified by the distributor in the mifcpristone
treatment procedure, including mechanism of action, appropriate use, proper
administration, follow-up, efficacy, adverse events, adverse event reporting,
complications, and surgical indications.

- acceptable documentation: .
= sponsor to propose curricula for review by FDA; sponsor to propose
certification tracking system linked to the distribution system

5. Has continuing access (e.g., admitting privileges) to a medical facility equipped for
instrumental pregnancy termination, resuscitation procedures, and blood transfusion
at the facility or within one hour drive from the treatment facility.

- acceptable documentation:
- a signed letter by the Chief Medical Officer on the medical facility’s
stationary stating that the facility is properly equipped; sponsor to
propose other acceptable documentation

~ ——

Labeling recpmgga-fions

revisions are being made to simplify the label and make it more effective for the clinician to use;
revised labeling should be available to sponsor by mid-June ,

FDA is proposing to delete the specific detailed references of the French data in the physician label
to include only the most relevant data for clinician’s to reference; inclusion of ranges that include the
French data may be acceptable

the Black Box Warning will remain in the label

FDA recommends that the label should include the criteria that the patient must remain within one
hour of an emergency medical facility to receive this product
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* the WARNING:S section will include information about changes in bleeding and the need to confirm
the loss of pregnancy in a followup visit , '
* FDA recommends deleting the _*", WARNING regarding the use of mifpristone with
__ since this product is not available for use in the United States
* FDA recommends that the misoprostol dose be given at a Second Visit in the clinic and that the
patient must be observed for 4 hours post misoprostol as was studied in the clinical trial

] '
R - e

'FDA is recommending that the restricted distribution qualification requirements be listed in tﬁ:

HOW SUPPLIED section of the labe! for who would be eligible to receive the drug product

* although not a scheduled drug product, the label should emphasize the need to keep this product
locked in a cabinet to assure the physical security and tracking of this product

* FDA will propose several revisions to the Patient Agreement Form; the patients will be required to
initial each statement to assure an understanding and agreement of the information discussed;
duplicate copies should be made s0 that the patient, medical record and distribution system are all
assured to receive a separate copy of the Patient Agreement Form

* the labeling will refer to qualified recipients as physicians or doctors rather than “health care - -

providers” to assure that only qualified physicians receive the drug product and assume the —

responsibilities under the distribution system; physician assistants and other health care professionals -

would not be qualified to receive this drug -

W

Decisions made:
* further discussions between FDA and sponsor is needed before the action date for this application -

Actjon Items:

* FDA to fax the list of Proposed Restricted Distribution System for NDA 20-687 (Qualifications for
Physician Recipients) to sponsor (NOTE: fax was sent by 2:00 pm June 1, 2000)
FDA to provide labeling revisions to sponsor in mid-June

* Population Council to provide responses to FDA proposed criteria for physician qualifications by
mid-June

* Following reciept of FDA proposed labeling, Population Council will provide a request for a meeting
and provide a package with proposed agenda, questions and any relevant information for FDA
consideration prior to a meeting

* FDA to provide copy of teleconference minutes to sponsor within 30 days

/s 3

- Minutes Flﬂ)arer ! _ | Concurrence, Chair

APPEARS THIS WAY
ON ORIGINAL

———— e e rm—— - ——
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~ Teleconference Meeting Minutes

Date: May 19, 2000~ Time: 8:45-9:00 am Location: Parklawn; isB-o9
NDA 20-687 : Drug: mifepristone, 600 mg

Indication: Medical termination of pregnancy

Sponsor: Population Council

Type of Meeting: Teleconference

Meeting Chair:{ ‘ j

External Lead: Sandra Amold

Meeting Recorder( ' )

FDA Attendees:

fbivision of Reproductive and Urologic Drug Products

(DRUDP, HFD-580)

~ _# Regulatory Project Manager, DRUDP (HFD-580)

External Participants:
Sandra Arnold, Population Council

——

Na;ncy Buc, Buc and Beardsley

Meeting Objective: To discuss proposed distribution system with the sponsor and request that sponsor
present a proposal regarding provider qualifications that addresses safety concerns of patients receiving
the drug product. To request Phase 4 Commitment summary protocols for review during this review
cycle. '

Discussion: __ __
Distribution system:

We are actively reviewing the proposed labeling and the distribution system; final comments or decisions
are pending, howewes, there are several issues to be addressed:

* The proposed distribution system as submitted primarily addresses security for the manufacturer and
distributor; it must also include safeguards for the patient.

~  Patients must be assured that providers will be qualified physicians who are trained in the
surgical abortion procedure and currently providing that service. Providers must be available to
manage any emergency complications such as hemorrhage and incomplete abortions. Referral to
a hospital emergency department by ambulance is not acceptable.

MIF 004598
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Page 2

- .-

~ Appropriate provider qualifications must be specified in the distribution plan, and the Sponsor
will be required to audit the distribution system to assure that providers meet appropriate
qualificatioas,, - '

— Provide us with acceptable, auditable criteria, e.g., that they be licensed physicians. Other
criteria may include Board certification (OB/GYN or FP?), certification of training &/or
experience, hospital credentials/privileges, facility certification, documentation of number of
procedures performed, etc.; designate how you will audit the designated criteria.

= Indicate how you will assess.compliance by providers and include a provision to discontinue
from the distribution plan any provider who does not comply with the requirements.

Phase 4 commitments

The requested Phase 4 commitments are not optional and are requirements for approval. Summary - -
protocols for these commitments, need to be submitted by August 1 to allow for review prior to approval. o

Action Items:

*  Sponsor to provide proposal for appropriate provider qualifications to ensure safety and appropriate
follow-up care for patients

® Sponsor to submit Phase 4 summary protocols for review by August 2000

s/ LY

1
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Teleconference Minutes

. Date: April26,2000  Time: 11:44-12:00PM * Location: Parklawn; 17B-45

—

NDA 20-687 Drug: mifepristone, 600 mg
Indication: induction of abortion

Sponsor: Population Coﬁncil

Type of Meeting: Guidance

FDA Attcndees:

and Urologic Drug Products (DRUDP; HFD-580) )
{ gkegulatory Project Manager, DRUDP (HFD-580) _

ivision of New Drug Chemistry II (DNDCII) @ Division of Reproductive

External Attendees:
«—— _.-DANCO Group (CRO for Population Council)

T ] L

Meeting Objective: To communicate information to the sponsor regarding the methods validation '
package and clarification on the Phase 4 commitment in the February 18, 2000 approvable letter.

Decisions made:
Regarding Methods Validation Package :
o the following information should be provided in the methods validation package:
e the sponsor should prepare four sets of samples (two for the labs and two for back-ups)
e include the reference standard for the drug substance from both Shanghai Hua Liau and
Rousell
e alist of the composition of the drug product -
e specifications for both the drug product and drug substance
e adescription of the methods with the method validation data
¢ material safety data sheets ‘
Regarding Phase 4 commitments
e the sponsor-sheuld submit a summary of the proposed protocols to the Division for review
e the summary protocols should include all the information outlined in the Febrypary 18, 2000
approvable letter and in the sponsor’s letter dated September 16, 1996 .

o these summary protocols must be reviewed and approved by the Division prior to approval of this
product o~

Action Items:

(

o fax meeting minutes to the sponsogﬁm 30 days

/S/ C/SF | e

“~Mitutes Préphier Concurrence, Chair
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