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

Center for Drug Evaluation and Research

Document Control Room 17B-20

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

Subject: NDA 20-687 - Mifepristone 200 mg Oral Tablets
Amendment 005 - Response to Approvable Letter

Dear

Reference is made to our above New Drug Application for mifepristone which was received
by your office on March 18, 1996. We also refer to the correspondence of September 18,
1996, signed by _————— , informing us that the application is approvable.

We appreciate your prompt review of our application and, in accord with 21 CFR 314.110,
wish to inform you of our intent to file an amendment to the application to address the
matters discussed in the approvable letter. That amendment will be submitted promptly
upon the availability of appropriate information to respond to the requests of the agency.

Sincerely yours,

i Bibe,

Arn Robbins, Ph.D.
Scientist

AR/yho APPEARS THIS WAY
ON ORIGINAL \ ST
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Date: June 18, 1996 Time: 8:00-10:00 Location: Parklawn 14-56
NDA: 20-687 | - Drug Name: Mifepristone

External Participant: The Population Council

Type of Meeting: 90 day meeting

Meeting Chair: — External Participant Lead: = Ann Robbins, Ph.D.
Meeting Recordgr: —_——

FDA Attendees:

} .
(DRUDP; HFD-580)
T o ., Medical Officer (HFD-580)

Division of Reproductive and Urologic Drug Products

e « (HED-580)
— — (HFD-820)
— " (HFD-580)
— . — . (T 580)
—_— (HEFD-580)
—_ ., Biophawmaceutics Review Gfficer (HFD-870)

External Constituaents:

Ms. Sandra Amold

Wayne C. Bardin, M.D.,
Mr. James Boynion

Ms. Margaret Catley-Carlson
Ann Robbins, Ph.D.

Meeting Objectives:
To discuss the status of the NDA review and the upcoming Advisory Committee Meeting.
Discussion Points: See below.
Decisions Reached:
L Change in Classification ﬁ:om Standard to Priority
. The Division would like to complete the review and deliver an action letter soon after
the Advisory Committee meeting (Scheduled for July 19, 1996). The target goal date
will be September 14, 1996.
. Because the target date is September, the Population Council will submit a Safety

Update at the end of June. This will include some preliminary safety data from the
U.S. trials. :
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NDA 20-687 Page 2
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® Starting Material

. The Population Council acknowledged the Agency's need for more information
regarding the starting material. They stated that they are currently attempting to
negotiate with Roussel Uclaf on this point but have not yet received any further
information. At this time they are unable to say whether they will be able to obtain
more information regarding this or not.

. The Population Council will be able to submit their new manufacturer's DMF which
would contain satisfactory information on the starting material for the bulk drug early
fourth quarter of this year, but will not have the rest of the data until the first quarter of

next year.

. The sponsor was told that if 2 new DMF were submitted by a new manufacturer, they
would be required to show that the to-be-marketed formulation was identical to the
clinically tested formulation with respect to identity, purity, and dosage (e.g.,
absorption etc.). Additionally, the sponsor would be required to show bioequivalence
between the clinically tested formulation and the to-be-marketed formulation. The
necessity of an in vivo bioequivalence study will be assessed with regard to changes in
manufacturing site, procedure and equipment, as well as formulation composition. If a
waiver of the in vivo bioequivalence study is granted, then appropriate comparative
dissolution studies will be sufficient to establish the bioequivalence of the clinically
tested formulation and to-be-marketed formulation. The sponsor noted that they would
not be able to complete the necessary studies within the next six months.

. It was suggested that if the sponsor was unable to supply the required information, an
Approvable letter may still be a possibility. . .._

L4 Status of Pending NDA issues

. The sponsor noted that the Division of Biopharmaceutics had communicated a request
for dissolution data on their drug product. They will be in France to hold discussions
with Roussel Uclaf on Thursday, and request that a formal letter from the FDA

_outlining the Biopharmaceutic request be faxed to them prior to their meeting with
Roussel, they further requested the chemistry comments also be faxed as a formal letter
at the same time.

. The sponsor noted that the U.S. trials were completed in the Fall of last year, however
the 100% audit that they have elected to do on the data is not expected to be complete
until July. They assert that the safety and efficacy data in the U.S. trials are similar to
those in the European trail.

. The sponsor was told that the Establishment Evaluation Request had been returned and
had been found acceptable.
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. . The sponsor stated that the clinical trials were scheduled to be audited by DSI on June
24, 1996. The sponsor has just completed their own audit of the clinical sites and have
left for the auditors a clear paper trail of what they have done, they have also included
English translations of all French documents. The sponsor noted that they have not had
time to see if the data from their audit might change any of the information in the NDA.

. The sponsor was told that review of the proposed labeling was not yet complete. The
sponsor noted that the Division of Biopharmaceutics had given them their labeling
" revisions, and these revisions would be submitted as new draft labeling soon.

o Advisory Committee
. A draft agenda was reviewed and the time allocations for presentations were discussed.
. The Agency told the sponsor that a venue had not yet been decided upon, however there

was one good prospect. It was suggested that the sponsor come the day before the
meeting to view the site of the meeting.

. The sponsor was told that the Division planned only to make opening introductions, and
that we would not be discussing the concomitant use of CytotecX with their product. It
was agreed that the Agency would address the fact that this NDA's safety and efficacy
rests primarily on foreign data, but that there was precedence for this, the Division will
discuss appropriate wording with CDER management, and obtain specific examples of
other NDAs approved mainly with foreign data.

. The sponsor stated that they would discuss preliminary safety data from their U.S. trials
but would not address efficacy. Further they will make clear that the U.S. data
presented have not yet been reviewed by the Agency.

. The sponsor asked if Roussel Uclaf would be named in any FOlable documents. The
Agency responded that an Approvable letter would not be FOlable, however if the
sponsor received an Approval letter Roussel Uclaf would be named in the review.

. The sponsor noted that they still have a large stock of unembossed mifepristone tablets
left after the trials. They asked if they could use these for other clinical trials. The
sponsor asked for clarification of the difference between compassionate use INDs and
Treatment IND's. The Agency will send the appropriate sections of the CFR to the
sponsor after this meeting. The sponsor noted that they do not plan to provide this drug
for patients requesting it to terminate pregnancies. '

. The discussion of Cytotec and the proposed drug label was discussed. It was noted that
Cytotec's label would not need to be amended. It was suggested that the label be for a
combined product since Cytotec was not approved for use in pregnant women. The
Division of Biopharmaceutics suggested that kinetics in pregnant women be examined
post-approval.
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. The sponso: wés zsked when they expected to be able to supply mifepristone to the
U.S. population. The sponsor replied that they expected to be able to market a this
product in about twelve months.

Unresolved Issues: None

Actiop Items: The Agency will Fax two letters to the sponsor before 3:00 pm on June 20,
1996. These will contain the chemistry information requests, and the
biopharmaceutics dissolution data request.

The sponsor will submit an updated Safety Update which will include
preliminary safety data from the U.S. trials by the end of June.

P N n‘ﬁ_

( sl T S

Signature, minutes preparer Concurrence, Chair

cc:
NDA Arch
HFD-
HFD-
HFD-
HFD-
HFD-

e

No Response:’

Meeting Minutes

APPEARS THIS WAY
O QRIGINAL
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Ll ) 1%
0-687 The Population Council

Mifepristone September 26, 1966

Medical Officer’s Review of Amendment 004 Dated September 16, 1996

Submission dated September 16, 1996 contains a summary report of the serious adverse
events that occurred during the United States clinical trials conducted under protocols
166A and 166B. All of these reports were previously submitted in IND "and
summarized in the United States Safety Data submitted by the sponsor July 14, 1996 to
NDA 20-687.

This report was previously reviewed and evaluated ( Please see Medical Officer’s Review
dated August 29, 1996 of the United States Safety Data dated July 14, 1996). A
comparison of the frequency of these serious adverse events reported in the United States
trials and those reported in the pivotal French studies included in the NDA is provided
below. :

COMPARISON OF SERIOUS ADVERSE EVENTS IN THE
U.S. CLINICAL TRIALS AND NDA PIVOTAL TRIALS

United States French

No. O

No. O

No. O

No. Subjects enrolled 2121 2480

Surgical intervention for bleeding 32 (2%) 15 (1%)

f hospitalizations 26 (1%) 21 (1%)
f transfusions 4 (<1%) . 4 (<1%)

f subjects with hemorrhage 41 (2%) 52 (2%)

MIF 006506

The incidence of hemorrhage, transfusions, and hospitalization was similar in the United
States studies and the French studies. The higher incidence of surgical intervention for
bleeding in the United States trials may be explained by the initial inexperience of the
United States clinicians in providing medical abortions. Investigators in the United
States trials have indicated that there was a learning curve associated with the treatment
of bleeding during the trials.



II. This submission also contains a response to FDA’s letter of August 22, 1996 to the
sponsor regarding phase IV studies.

A.

B.

The sponsor intends to monitor the distribution and credentialing system.

The sponsor proposes to investigate treatment failures among a representative
sample of providers for a mutually agreeable period of time.

The sponsor will examine data sources from central registries of Mifepristone

users in Europe to determine what can be learned about multiple use. In addition,
the sponsor will attempt in future studies in the United States to develop a cohort
of women who report more than one use of the regimen and agree to be followed.

The sponsor’s response to ascertain the frequency with which women follow the
complete treatment regimen and the outcome of those who do not is the same as
“B.” above.

The sponsor will submit analyses of the safety and efficacy data on users of the
regimen who are under age 18, over age 35, and smokers. [ Study FF/92/486/24
included 144 subjects who were over 35 years of age.] In addition, data on women
under 18 or over 35 years of age and those who smoke will be collected from a
sample of women.

The sponsor will instruct their distributor to request providers to report treatment
failures in women who decide to continue their pregnancy. The provider will
ascertain which of these women are agreeable to follow up to document the health
of children born of such pregnancies. In addition, spontaneous reports of live
births of children exposed to Mifepristone in utero will be investigated.

Comment: FDA reminded the sponsor of their commitments to perform these phase IV studies in
a letter to them dated September 18, 1996.

Y

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

Center for Drug and Evaluation 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 004

Dear —m—

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

1. A summary of the severe adverse events, (defined as any event that resuited in the
generation of a Medwatch report to the FDA), that occurred during The Population
Council's U.S. trial on the use of mifepristone and misoprostol for termination of early
pregnancy is attached in Appendix 1. A comparison of the frequency of these events
inthe U.S. trial and those reported in the French pivotal studies included in the NDA is
also provided. This information was reported at the July 19, 1896 meeting of the
Reproductive Health Drugs Advisoty Committee. When the analysis of the safety and

efficacy data from the U.S. clinical trial is complete, a full report will be submitted 1o the
NDA.

2. The lefter from ———— of August 22, 1996 lisis six Phase 4 studies
recommended by rnembers 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 006508
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. Population Council

Please contact me if there is any further information required by your division.
Sincerely,

Ann Robbins, Ph.D.
Scientist

AR/yho
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c\.../
Division of Reproductive and Urologic
Drug Producis (HFD-580)
Center for Drug and Evaluation 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 004
Dear ™S~

We 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 occurred during The Population
Council’s U.S. trial on the use of mifepristone and misoprostol for termination of early
pregnancy is attached in Appendix 1. A comparison of the frequency of these events
in the U.S. trial 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 full report will be submitted to the
NDA.

2. The letter from . of 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.
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Pleace contact me if there is any further information required by your division.

Sincerely,

O b _;

Ann Robbins, Ph.D.
Scientist

AR/yho

APPEARS THIS WAY
ON ORIGINAL
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SUMMARY OF SERIOUS ADVERSE EVENTS REPORTED IN PROTOCOL 166A/B

Intreduction

This internal Population Council report was generated in preparation for the upcom-
ing Mifepristone NDA 20-687 advisory committee meeting on July 19, 1996. The goal
was to summarize all serious adverse events (SAEs) that occurred during the conduct of
Protocol 166A/B. SAEs are defined as those events reported to the Council from the
clinics which the Council then reported to the FDA on Medwatch forms. All of these
SAE:s reports have been previously submitted to the FDA in .—" . as well as docu-
mented in NDA 20-687.

Results

The data relevant to SAEs have been summarized in the following three tables.
Table 1 lists each participating clinic by clinic number, principal investigator name, loca-
tion and type of clinic. Table 2 identifies, in chronological order of occurrence, each
subject for whom a SAE was reported to the FDA on a Medwatch form. The nature of
the adverse event(s) is recorded as well as the need for a dilatation and curettage (D&C)
or aspiration, intravenous fluids, transfusion or hospitalization. When available, the
subject’s duration of amenorrhea and ethnicity is provided. Finally, the IND submission

number and date the Medwatch form was submitted to the IND are listed.

The summary of Table 2 indicates that a total of 52 subjects had at least one SAE.
There was more than one adverse event reported for most subjects on the Medwatch
forms. The most frequently reported SAE was hemorrhage (41 reports). This was fol-
lowed by fainting/dizziness (20 reports) which includes all of the following events: faint-
ing, feeling faint or lightheaded, dizziness, syncope, vasovagal reaction and passing out.
Other serious adverse events that were reported by at least 4 subjects are listed in the

Summary of Table 2.
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These se.iouc adverse events resulted in the hospitalization of 26 subjects. Four
subjects recetved transfusions. A total of 28 subjects received IV fluids (including 3 of
the subjects that also had transfusions). A total of 34 subjects received a D&C or aspira-
tion. All but iwo of the subjects who had a D&C or aspiration reported hemorrhage. Fif-
teen (15) subjects received methergine or oxytocin for treatment of bleeding, although 11

or these subjects eventually had a surgical procedure.

The Drug Surveillance Department of Roussel Uclaf maintains a database of all
serious adverse events associated with mifepristone for any medical use. At the request
of Roussel, the Council sends to them information on all SAEs from the U.S. clinical tri-
als that were reported to the FDA. Roussel assigns an "International Drug Surveillance
Number” (IDSN) to each SAE and then provides a medical code for the reported SAE.
These SAEs from the U.S. trial are thus captured in Roussel’s database and are included
in their quarterly reports of international SAEsa associated with mifepristone use. The
SAEs from the Council’s U.S. study have been reported in the NDA by this IDSN, in
order to correspond to the report-numbering system of other SAEs included in our NDA
from international use of mifepristone in clinical trials and during post-marketing surveil-
lance. However, this has caused some confusion in identification of subjects in the U.S.
clinical trial for three reasons: 1) one subject may be aSsigned more than one IDSN by
Roussel, dcpendingixpon how many adverse events occurred, since the IDSN is associ-
ated with an adverse event, not a subject; and 2) the medical code for the SAE assigned
by Roussel may not precisely correspond to the description of the SAE as reported on the
Medwatch form submitted to the FDA by the Council and 3) Roussel has made some
mistakes in their coding of subject’s identification. The purpose of Table 3 is to clarify
the relationship between a subject in the U.S. trial and the IDSN(s) assigned to that sub-
ject by Roussel. In Table 3, each subject with an SAE in the Council’s trial is identified
and the IDSN(s), as assigned by Roussel, that are associated with that subject are listed.

The medical code assigned by Roussel for the SAE(s) of each subject is also included.
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For four subjects in the U.S. trial, Roussel has not yet assigned an IDSN or medical code
(subject 123, clinic Q1; subject 076, clinic 03; subject 070, clinic 02; and subject 159,
clinic 01). The location in the NDA of the line listing of the SAE, as identified by the
IDSN, is also indicated on Table 3. Line listings of all of the SAEs in the U.S. clinical
trial were included in either the original NDA submission of March 14, 1996 (Volume

1.66, p. 32) or the NDA Safety Update Report of June 20, 1996 (Volume 3.2, p. 10).

Comparison of U.S. trials and pivotal NDA trials

It is not possible to make a complete comparison of the serious adverse events
reported in the U.S. trial and the pivotal French studies in the NDA, due to different
definitions of SAEs and different adverse event reporting requirements in the two coun-
tries. Also, the safety analysis of the U.S. trials has not been conducted, since the good
clinical practice audit of the clinics is currently being completed. Therefore, at this time
comparisons between the U.S. and NDA pivotal studies can only be made with the sen-
ous adverse events reported from these 52 UsS. subjects who had a Medwatch report,
rather than other less serious adverse events that will be uncovered during the safety
analysis of the entire U.S. database. However, some general comparisons can be made.
The total number of subjects enrolled in U.S. Protocol 166A/B was 2,121. This is slightly
less than the number of subjects (2480) enrolled in the pivotal French trials in the NDA.
The number of transfusions is identical (4) in both studies and the number of hospitaliza-
tions is similar (26 in the U.S. trials and 21 in the pivotal trials). The number of reported
cases of hemorrhage, metorrhagia or excessive bleeding was similar in the two studies.
Hemorrhage was reported by 41 subjects in the U.S. studies who required a Medwatch
report. In the NDA pivotal studies, 52 subjects reported metorrhagia or excessive bleed-
ing, which was categorized as severe in 21 subjects. However, the manner in which the
bleeding was treated differed in the two studies. In the U.S. trials, 32 of the 34 surgical
interventions (D&C or aspiration) reported on the Medwatch forms were performed on

subjects experiencing hemorrhage. In the NDA pivotal trials, a total of 15 subjects

MIF 006515
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received surgical interventions for bleeding. The greater number of surgical interven-
tions by U.S. investigators is not unexpected, due to their initial lack of experience in the
control of bleeding during medical abortion. This was the first clinical trial of medical
abortion in the U.S., but medical abortion had been available in France for several years
prior to the conduct of the French studies of mifepristone and misoprostol. The U.S.
investigators have noted that as they gained €xperience with the bleeding that occurs dur-

ing medical abortion, they were less likely to surgically intervene.

There were 5 cases of hypotension reported on Medwatch forms, although blood
prcssuré readings were given for only 2 of these subjects. There were 7 cases of clini-
cally relevant hypotension, one rated as severe, in the NDA pivotal trials. There were
also a similar number of reports of tachycardia on the Medwatch forms for U.S. subjects

and in the pivotal trials (4 and 5 reports, respectively).

The incidence of other adverse events reported on Medwatch forms of the U.S.
subjects, such as cramping or vomiting, cannot at this time be fairly compared to the
numbers of these adverse events reported from all subjects in the NDA pivotal studies.

This comparison must await the safety analysis of the U.S. database.

Conclusions

The SAEs reported during the U.S. trial do not appear to differ significantly from
those reported in the pivotal NDA trials, although a full comparison is not possible at this
time. The higher incidence of surgical intervention in the U.S. trials may be explained by
the initial inexperience of U.S. clinicians in providing medical abortion. Investigators in
the U.S. trial have indicated that there was a learning curve associated with the treatment
of bleeding during the trial. The incidence of other events such as hemorrhage, transfu-
sions, and hospitalizations were similar in the two studies. In summary, the current com-
parison of SAEs between our U.S. trial and the NDA pivotal trials indicated that medical

abortion can be safely delivered in a wide variety of U.S. settings.



Clinics in Population Council US. Studies Protocol 166A/B

Table 1

Clinic Number Investigator Location Type of Clinic* Protocol A or B
Name
01 Mishell Los Angeles, CA University Hospital A
02 Haskell Des Moines, 1A Planned Parenthood A
03 Poppema Seattle, WA Other A
04 Tyson Burlington, VT |* Planned Parenthood A
05 Blumenthal Baltimore, MD University Hospital A
06 Borgotta White Plains, NY Planned Parenthood A
07 Malloy Atlanta, GA Other A
08 Rothenberg Shrewsburg, NJ Planned Parenthood A
21 Poindexter Houston, TX Planned Parenthood B
22 Vargas Denver, CO Planned Parenthood B
P R —
24 Westhoff New York, NY University Hospital B
25 Nichols Portland, OR Other B
26 Sheehan San Diego, CA Planned Parenthood B
27 Dean St. Louis, MO Other B
28 Creinin Pittsburgh, PA University Hospital B
29 Sogor Cleveland, OH Other B

* Other = Clinic or Private Office.
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Table 2

IND Safety Reports (Med Watch) Submitied to———

MIF 006518

Patient | Clinic | Adverse Event | D&C/ | Meth/ v Trans- | Hosp. | DA | Race | IND No. and
No. No. Asp. oXYy. Fluids | fusion Date
22 Hemorrhage X X X X 63 107
(005) 11/21/94
036 02 Hemorrhage X X 44 108
Vormiting 12/01/94
Fainting
033 02 Vomiting X 49 108
Diarthea 12/01/94
Dehydration
027 02 Hemorrhage X X X 53 East 109
Cramping Asian 12/07/94 |
042 - 02 Hemorrhage X X X 51 Cau- 109
Cramping casian 12/07/94
Dizziness
— 01 Hemorrhage X X X 44 110
057) Dizziness 12/20/94
Headache
Hypotension
(BP 88/55,
pulse 101)
Tachycardia
015 25 Hemorrhage X+ 46 113
Cramping 01/18/95
012 25 Hemorrhage X 49 113
Cramping 01/18/95
061 01 Hemorrhage X 57 113
Weak 01/18/95
Nausea
Pale & Cold
076 02 Hemorrhage 113
Vomiting 01/18/95
Cramping
Chlamydial
infection ]
033 03 Hemorrhage X X 52 113
Syncope 01/18/95
~ Pallor B
[ 022 25 Hemorrhage X X X | 56 114
Cramping 01/23/95
Feeling Faint
050 03 Hemorrhage X X 30 114
Dizziness 01/23/95
Postural
Hypoténsion
(BP 60/ -
palpable)
6
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Table 2 (Cont’d)

MIF 006519

Patient | Clinic | Adverse Event | D&C/ | Meth./ v Trans- | Hosp. | DA | Race | IND No. and
No. No. Asp. OXY. Fluids | fusion —Date
009 26 Hemorrhage X X X 57 115
Cramping 02/0795
Syncope
062 01 -Hemorrhage X X 57 His- 118
Cramping _panic 02/15/95
107 01 Vomiting X 118
Dizziness 02/15/95
114~ 0l Hemorrhage X X X 62 His- 118
_panic 02/15/95
123 01 Hemorrhage X X 53 118
Dizziness 02/15/95
Headache
037 04 Hemorrhage X X 65 118
02/15/95
109 01 Hemorrhage X X X 45 119
Fever 02/17/95
116 o1 Chest Pain X 119
01795
048 03 Hemorrhage X X 51 120
Tachycardia 03/0395 |
076 03 Hemorrhage X 121
Cramping 03/06/95
060 24 Hemorrhage X X 54 122
Hypotension 03/10/95
Tachycardia B
017 23 Hemorrhage X X X 57 123
Orthostatic 03/13/95
Hypotension
070 02 Gunshot X 123
03/13/95
030 23 Hemorrhage X X 52 124
Syncope 04/11/95
Tachycardia
Hypotension o
032 23 Vasovagal X 124
reaction 04/11/95 |
035 23 Hemorrhage X X 124
041195 |
037 23 Hemorrhage X X X 51 124
Dizziness 04/11/95
Shortness of
Breath
081 26 Hemorrhage X+ X 51 124
Syncope/neck 04/11/95
injury
158 02 Hemorthage X X X 54 125
Weakness = .04/19/95 |
7



Tatle 2 (Cent’d)

Patient | Clinic | Adverse Event | D&C/ | Meth./ v Trans- | Hosp. | DA | Race | IND No. and
No. No. Asp. oxy. | Fluids | fusion " Date
- 159 o1 Hemorrhage X+ X X 50 125
04/19/95
036 27 Pneumonia X 132
06/07/95
012 29 Hemorrhage X X 53 132
Cramping 06/07/95
Faintness
028 04 Hemorrhage X 132
Dizziness 06/07/95
075 04 Nausea X 132
B Dizziness 06/Q07/95
004 28 Hemorrhage X X X 55 132
06/07/95
027 28 Hemorrhage X X X 50 133
Vomiting 06/13/95
Lightheaded
071 23 Hemorrhage X X X 55 | Afro- 136
Vomiting Amer 07/18/95
Dizziness -ican
030 28 Hemorrhage 136
07/18/95
033 28 Hemorrhage X X | 46 138
0772595 |
063 28 Anxiety attack X S0 139
Depression 07/28/95
Threatened
suicide
147 27 Viral X 141
meningitis 08/04/95 |
074 28 Hemorrhage X X X X 60 143
' Passed out 08/09/95
088 28 Hemorrhage X X X X 62 143
(2 Med Watch 08/09/95
reports) 144
08/10/95 |
018 07 Abdominal X 42 145
pain 08/15/95
019 07 Hemorrhage 145
L _08/15/95
104 28 Hemorrhage X X X X 62 146
Cramping 08/25/95 |
108 28 Cramping X X X 63 147
Fever, tender 09/01/95
uterus

MIF 006520
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Table 2 (Cont’d)

Patient | Clinic | Adverse Event | D&C/ | Meth./ v Trans- | Hosp. {| DA | Race | IND No. and
No. | _No. | L Asp. | oxy. | Fluids | fusiom Date
116 24 Hemorrhagia X X 61 149
Cramping 09721195
Fever
Endometnitis ‘
165 25 Hemorrhage X X X 60 154
Dizziness 11/02/95
' Summary of Table 2
Total Number of Treatments
Total No. Total No. Total No. of Adverse D&C/ | Meth/ v Transfusion Total No.
of Patients | of Clinics Events Asp. oxy. Fluids Hospitalized
52 13 Hemorrhage 41 34 15 28 04 26
Faint/Dizziness** 20
Cramping 14
Vomiting 06
Hypotension 05
Tachycardia 04

MIF 006521

* Listed in chronological order as reported to the FDA.
+ Surgical procedure not reported on Med Watch form.
D&C/Asp = Dilatation and Curettage/Aspiration.
Meth/oxy = Methergine/Oxytocin.
Hosp. = Hospitalizations.

DA = Number of days of amenorrhea.

** includes fainting, feeling faint or lightheaded, dizziness, vasovagal reaction, syncope and passing out.




Table 3

Correlation between Population Council Subject and Serious Adverse Event Coded

MIF 006522

by Roussel
Patient No. Clinic No. IDSN* SAE** Coded by | Locationin NDA
_ Roussel Volume Page
01 (005) 22 199500076RU Metrorrhagia Vol. 1.66 p.32
Anemia '
199500439RU Metrorrhagia Vol. 3.2 p.10
Abdominal pain
036 02 199500072RU Metrohagia Vol. 1.66 p.32
Vomiting
Malaise
033 02 199500442RU Dehydration Vol. 3.2 p.10
Nausea
Vomiting
Diarrhea
027 02 199500074RU Abdominal pain Vol. 1.66 p.32
Anemia
Metrorrhagia
042 02 199500075RU Abdominal pain Vol. 1.66 p.32
' Metrorrhagia
Anemia
(057) o1 199500071RU Metrorrhagia Vol. 1.66 p.32
Hypotension
Anemia
199500440RU Metrorrhagia Vol. 32 p.10
Hypotension
Headache
015 25 199500066RU Metrorrhagia Vol. 1.66 p.32
012 25 199500067RU Metrorrhagia Vol. 1.66 p.32
061 01 199500068RU Hypotension Vol. 1.66 p.32
076 02 199500069RU Urogenital Vol. 1.66 p.32
Disorder
033 03 199500070RU Metrorrhagia Vol. 1.66 p.32
Syncope
199500444RU Metrorrhagia Vol. 3.2 p.10
Dizziness
Headache
022 25 199500441RU Abdominal Pain Vol. 3.2 p.10
Hypotension
199500064RU Metrorrhagia Vol. 1.66 p.32
10




Table 3 (Cont’d)

MIF 006523

Patient No. Clinic No. IDSN* SA** Coded by | Locationin NDA
Roussel Volume Page
050 03 199500065RU Metrorrhagia Vol. 1.66 p.32
Postural
hypotension
009 26 199500077RU . Metrorrhagia Vol. 1.66 p32
062 01 199500102RU Metrorrhagia Vol. 1.66 p.32
107 01 199500443RU Vomiting Vol. 3.2 p.10
Nausea
Dizziness
114 01 199500104RU Metrorrhagia Vol. 1.66 p.32
123 01 NA*** NA Vol. 1.66 p.32
037 04 199500106RU Metrorrhagia Vol. 1.66 p.32
109 o1 199500100RU Metrorrhagia Vol. 1.66 p32
Fever
116 01 199500101RU Chest pain Vol. 1.66 p.32
048 03 199500140RU Metrorrhagia Vol. 1.66 p.32
076 03 NA NA Vol. 1.66 p.32
060 24 199500139RU Metrorrhagia Vol. 1.66 p.32
Hypotension
017 23 199500135RU .Metrorrhagia Vol. 1.66 p.32
Postural
Hypotension
070 02 NA NA Vol. 1.66 p.32
030 23 199500175RU Metrorrhagia Vol. 1.66 p.32
Syncope
032 23 199500446RU Syncope Vol. 3.2 p.10
035 23 199500447RU Metrorrhagia Vol. 3.2 p.10
037 23 199500176RU Metrorrhagia Vol. 1.66 p.32
081 26 199500172RU Metrorrhagia Vol. 1.66 p.32
Syncope
158 02 199500179RU Metrorrhagia Vol. 1.66 p.32
159 o1 NA NA Vol. 1.66 p.32
036 - 27 199500247RU Pneumonia Vol. 1.66 p.32
11




Table 3 (Cont’d)

Patient No. Clinic No. IDSN* SAE** Coded by | Location in NDA
Roussel Volume Page
012 29 199500248RU Metrorrhagia Vol. 1.66 p.32
028 04 199500249RU Metrorrhagia Vol. 1.66 p.32
075 04 199500448RU Dehydration Vol. 3.2 p.10
004 28 199500251RU Metrorrhagia Vol. 1.66 p.32
027 28 199500455RU Metrorrhagia Vol.32 p.10
071 23 199500329RU Vomiting Vol. 1.66 p.32
199500449 Metrorrhagia Vol. 1.66 p.32
Dizziness
030 28 199500330RU Metrorrhagia Vol. 1.66 p.32
033 28 199500454RU Metrorrhagia Vol. 1.66 p.32
063 28 199500340RU Depression Vol. 1.66 p.32
147 27 199500342RU Meningitis Vol. 3.2 p.10
074 28 199500450RU Metrorrhagia Vol. 3.2 pl0
Hypotension
199500355RU Metrorrhagia Vol. 3.2 p.10
Hypotension
_ Anemia
088 28 199500356RU Metrorrhagia Vol. 3.2 p.10
199500451RU Metrorrhagia Vol. 3.2 p.10
018 07 199500365RU Abdominal pain Vol. 3.2 p.10
019 07 199500366RU Metrorrhagia Vol. 3.2 p.10
104 28 199500452RU Metrorrhagia Vol.32 p.10
. Uterine spasm
108 28 199500375RU Abdominal pain Vol. 3.2 p.10
. Fever
116 24 199500453RU Metrorrhagia Vol.3.2 p.10
Endometrial
disorder
165 25 199500427RU Metrorrhagia Vol.3.2 p.10
Malaise

MIF 006524

*IDSN= International Drug Surveillance Number.
**SAE = Serious Adversé Event.
***NA = Not available, not yet assigned by Roussel.

12




3
°
.,
s,
,
~,

__/C DEPARTMENT OF HEALTH & HUMAN StRVICES Public Health Servin-

o NDA 20-687 rood aad Jrug Administration
o Rorkvill~ MD 20827

AUG 22 19%
The Population Council
Attention: Ann Robbins, Ph.D.
1230 York Avenue .
NEW YORK NY 10021 L =

Dear Dr. Robbins:

Please refer to your pending March 18, 1996, New Drug Application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for Mifepristone 200 mg tablets.

As your are aware, during the meeting on July 19, 1996, members of the Reproductive Health Drugs
Advisory Committee made several recommendations for additional studies of the regimen containing
mifepristone and misoprostol to be conducted during Phase 4. The purpose of this letter is to reiterate
these recommendations and to obtain your commitment to pursue these investigations as Phase 4
studies. :

Please acknowledge the commitment to perform Phase 4 studies with the following objectives:

L. to monitor the adequacy of the distribution and credentialing system by determining,
among other endpoints, the frequency of post-surgical complications;

2. to follow-up on the outcome of all women who have surgical abortion because of
method failure;

3. to determine the long-term effects of multiple use of the regimen;

4. to ascertain the frequency with which women follow the complete treatment regimen
and the outcome of those who do riot;

5. to study the safety and efficacy of the regimen in women under age 18, over age 35,
and in smokers; '

6. to ascertain the effect of the regimen on children born after treatment failure.
We look forward to discussing your proposals for these studies and are available to provide assistance in

their design. For your information, the final protocols need not necessarily be submitted prior to our
regulatory action on your application.

16
MIF 006525



NDA 20-687 Puge 2

If you have any questions concerning these commitments, please coptact ——&—mm———— , CSO at

Sincerely yours,

/S/

e

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

APPEARS THIS WAY
ON ORIGINAL

MIF 006526 17



MIF 006527

Population Council @
Cen[t)er for Biomedical Research w
Now York NY 106 '
New York, 21 2

Fod B 1Sukly T

Fax from Ann Robbins, Ph.D
Phone: 212-327-8748
Fax: 212-327-7678

Number of Pages (including this sheet): 12

Send to Facsimile Number: “—
Date: 14 July 1996
Send to Company: FDA,

Division of Reproductive
and Urologic Drug Products

Send to Person: —
Subject: U.S. Safety Data
Dear —

As requested during our teleconference call of 10 July 1996, attached please find a
summary report of the serious adverse events (SAE) from Population Council Protocol
166A/B that have been reported to the FDA. The tables provide a listing of all subjects
who experienced a serious adverse event during the U.S. trial, as well as the location of
each reported SAE in the Population Council’s IND "and NDA 20-687. This sum-
mary was generated solely for Council use in preparation for the upcoming July 19
advisory committee meeting. There is no new information in this summary that the
agency has not received from us previously in the IND, NDA or NDA safety update--it is
Jjust presented in a different format and organization here. However, if you would like me
to officially amend our IND and/or NDA with this summary, please inforn me of this and
I will do so. :

I hope this information is helpful for you and other members of your division.
Please contact me if you have further questions.

Best regards,

-

Ann Robbins, Ph.D.
Scientist

. APPEARS THIS WAY
cc:S. Arnold ON ORIGINAL



MEMO OF TELEPHONE CONVERSATION 3

[rhe sponsor was contacted on August 9, 1996, and DATE BAugust 9, 1996

ithc followiny questions were asked:

1)When will their proposed distribution system NDA/IND NUMBER
be submnitted? ANS: Expect to send in next NDA 20-687
week.

2)Do ynu have an updated draft label? ANS: No
waiting for comments from the FDA.

INITIATED BY

3)Do you have any more (new) post-marketing data | e—
from the regulatory agencies in countries in
which this drug is approved for marketing (the HFD-580
IBritain, Sweden and France)? ANS: No, we have
no new data, but have yet to approach regulatory
agencies. Please provide names and numbers of PRODUCT NAME
regulatory contacts if you have them. The Mifepristone
sponsor was told that I would try and obtain this
information for them but did not know if I would
be successful.

The sponsor was also told that a letter SPONSOR'S NAME
requesting commitments to a variety of Phase IV The Population Council
studies would be sent within a week.

NAME AND TITLE OF PERSON
WITH WHOM CONVERSATION
WAS HELD

Ann Robbins, PH.D.

TELEPHONE
(212) 327-8748

FAX

/—_\ :n/

" IDIVISION HFD-580 "

MIF 006528




The Population Council

Center for
medical Resea.rc_h

VIA FEDEX

August 15, 1996

Division of Reproduciive and Uralogic

Drug Products (HFD-530)

_ CSO INITIALS -
Center for Drug and Evaluation Research E— /
$
J

“ G‘:JRPEZ 1230 York Avenue

by New Yo_k. MNew Y.ork 0021

. Cable: Fupbiomed, ew Yorh
e Facsimile: {212) 327-7673
' Telephone: (212 32/-873!
_— _ Yelex: 238274 PUB; LT

URiCigai
R -

n [

\AO'&&' /: ‘/0

3]

Y’
/‘V\\

REVIEWS COMPLETED

CSOACTION. _ o
Odiemrer §ia, [Imem

Document Control Rooim 178-20

Food and Drug Administration

5600 Fishers Lane
Rockville, MD 20857

Subject: NDA 20-687 - Mifepristone 200 mg Oral Tablets/Amendment 003

Dear ~—

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 mifepristone and misoprostol for termination of early pregnancy.

Please contact me if you have any questions or need further information.

Best regards.

(o b

Ann Robbins, Ph.D.
Scientist

AR/yho

MIF 006529




™ ,e Population Council O R ' G ‘ N A L

1230 York Avenue

‘New York. New York 10021

. B . Telephone: (212) 327-8748
C.enter f.or Facsimile: (212) 327-7678
‘iomedical Research E-mail: robbins @popcbr.rockefeller.edu
July 25, 1996
ORIG AMENDMENT

Via FedEx VS
A\
l‘\

Division 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

Dear

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
determine 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 them 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.

Yesterday during our telephone conversation, requested that she see a
summary of this information in the NDA and asked that I send it via'you. Would you please
forward a copy of all of the information in this FedEx package to her? Thank you very
much.

MIF 006530



The Population Council

I will be on vacation from July 29 - August 5. 1 will call vou 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 yours,

line -

Ann Robbins, Ph.D.
Scientist

cC: ————— (letter only, via fax: ~————)

APPEARS THIS WAY
ON ORIGINAL

MIF 006531
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NM VB{ ?q \W IOOC: ’OQ New Drug Applicaticit

Mifepristone
1¥5 - 3% __ The Population Council

8.9.8

SEC8_9.DOC
January 2, 1996

-

)

Worldwide Sa ati ure

Serious adverse events were reported in drug surveillance quarterly reports
from June 1993 to June 1995.

The listing of all serious adverse events is presented in 7able 6.1. The
protocol number, case identification number, patient age and sex, outcome and
causality assessment are listed in this table. A separate listing of serious
adverse events where the outcome was reported as death, disabling, not
recovered or sequelae is presented in Table 6.2. The incidence of these
reported serious adverse events is presented in Table 6.3. The most frequently
reported serious adverse events which were coded were fetal and neonatal
adverse events in protocols employing mifepristone in late pregnancy for

induction of labor. Copies of all available individual patients records of
serious adverse events are presented in Appendix H (H3).

Nine patient deaths were reported. Seven of these patients received
mifepristone under compassionate use protocols. The patient case numbers
are listed in Table 6.2. Two of the patients were males, one of these patients
was being treated for cushing syndrome (199400320RU) and the other for
meningioma (199400138RU). Three female patients were also being treated
for meningioma (199500055RU, 199500081RU, and 199500170RU). One
female patient was being treated for breast carcinoma (199400250RU) and
another for recurrent leiomyosarcoma (199500219RU). A female patient
being treated for primary pulmonary hypertension while she awaited heart and
lung transplantation died before transplant of progression of disease
(199500055RU). The causality of these deaths was assessed as improbable or
unlikely to be related to treatment with mifepristone by both the investigator
and the sponsor’s medical officer. One fetal death that occurred in an ongoing
clinical study (FF/91/486/10) is also included in these listings
(199400508RU)).

28 106



- New Drug Application
Mifepristone
- The Population Council

Nine patients were reported as having disabling outcomes (Table 6.2). Five of
these patients were treated with mifepristone in protocols for induction of
labor in late pregnancy (FF/91/486/10). One reported adverse outcome in this
study was uterine perforation (199300495RU). Other disabling outcomes
reported in this study were axial hypotony (199300480RU), uterine atony
(199300484RU), maternal-fetal infection (199400019RU), and fetal distress
(199400164RU) A second occurrence of uterine perforation was reported in a
patient in protocol FFR/89/486/05 (199400314RU). A case of disabling
aphasia was reported in a patient receiving mifepristone for treatment of
meningioma (199400389RU). One patient had disabling dyspnea
(199400115RU) and one patient had a disabling ovarian cyst (199400114RU).
The causality of these events was assessed as unrelated or improbable as to
relationship to treatment with mifepristone with the exception of one case of
ruptured uterus (199400314RU) and the ovarian cyst patient. These cases
were considered to be possibly related to treatment with mifepristone by the
investigator and improbably related by the sponsor’s medical officer. In this
listing an outcome reported as not recovered is interpreted as meaning not
recovered at the time the event was reported. Sequelae was interpreted as
ongoing treatment at the time of reporting.

Spontaneous notifications of suspected adverse events reported in post-
marketing surveillance of mifepristone from June 1989 to June 1995 are

T(LbQQ 3 __  presented in Table 7. B btw ™ MM

One patient died MIF/PG0011.91FR) as a result of coronary spasm and
myocardial infarction considered unlikely to be related to mifepristone. The
coded outcome for one patient with increased transaminase values and
jaundice for which there was insufficient data to assess causality was not
recovered (MIF/PG0020.92FR). Another patient (MIF/PG0023.93FR) with
reported hypotension, galactorrhea and fever considered unlikely to be related
to mifepristone was coded as unrecovered for hypotension and fever. All
other patients had unknown outcomes or recovered without sequelae.

Worldwide safety information from all sources received during the period of
review has been introduced in two safety reports prepared by Roussel. The
first, Mifepristone Safety Report (June 1993) covered the period from
01/01/1991 to 12/31/1992. The other, International Safety Report (July 1995),
summarizes all the safety data available on mifepristone - whatever the
indication - either approved or under investigation, between 01/01/1993 and
05/31/1995. Both reports are available in Appendix H (H4).

%aﬂ- are ik
Tanaary 2, 1996 ek ed_ hol -
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New Drug Application
Mifepristone
The Pepulation Cowcil

8.9.9

8.9.10

8.9.11

89.12

SEC8_9.DCC
January 2, 1996

Animal Data

Mifepristone proved to have little if any toxicity in a single dose of 100 mg/kg
in the mouse, rat or dog. Treatment lasting 1 month or 6 months in the rat and
monkey revealed no genuine toxicity. The observed effects found expression
in the form of biochemical variations and modifications in body weight aud
histopathological findings in the organs targeted by the antiglucocorticoid,
antiprogestrone and anti-androgenic activities of mifepristone. The monkey,
in this case, proved more sensitive than the rat to these endocrine disorders. In
view of the proposed treatment conditions whereby mifepristone is to be
administered in a single dose only, long-term studies in animals were not
considered appropriate.

In conclusion, mifepristone is a product which has little toxicity and which in
these studies clearly demonstrates the antihormonal properties revealed by
pharmacological research. To this expected combination of effects, enhanced
by the treatment design inherent in toxicology studies, should be added a
probable indirect activity by mifepristone on the foetus in the rabbit but not in
the rat and mouse. By way of precaution, in women this will necessitate the
implementation of the appropriate steps to ensure the therapeutic purpose is
fully achieved.

Analysi dverse ect e-Re eln ation

Since all patients in the pivital trials received the same dose of mifepristone,
no information is available on the effect of dose in the incidence of adverse
events.

Drug-Drug Interactions

There is no information on drug-drug interactions available from these clinical
trials.

- raphic and Disea

The probability of occurrence of the principal adverse effects of treatment
with mifepristone in combination with misoprostol is related to certain
demographic characteristics of the population which was treated. These
probabilities were calculated using a stepwise logistic regression analysis.
The probability of painful contractions of the uterus decreased with increasing
patient age up to 33 years (Figure 1) and decreased with increasing numbers
of prior pregnancies up to 4 previous pregnancies (Figure 2).
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New Drug Application

Mifepristone
The Population Council

8.9.13

89.14

8.9.15

The probability of occurrence of nausea and vomiting after treatment
increased at higher gestational ages (Figure 4) and increased in patients with
more prior abortions (Figure 5). The probability of occurrence of nausea and
vomiting decreased with increased number of prior pregnancies (Figure 6).
The probability of occurrence of diarrhea increased with increasing patient age
(Figure 7) and decreased with the number of prior pregnancies (Figure 8).

The probability of hemoglobin decreases of at least 20% following treatment
increased in patients with gestational ages up to 49 days and decreased at
gestational ages above about 50 days.

Mifepristone has antiglucocorticoid activity which, in animal studies, is
manifest at higher dose than required to obtain antiprogestin activity. The
antiglucocorticoid activity of mifepristone has not been extensively studied in
humans (see Clinical Pharmacology, Section 8.3).

on € Ve

In studies of mifepristone for termination of first trimester pregnancy, only
one dose of mifepristone is administered. The long term effects of this smgle
dose have not been studledr

, _
Reference List - Reports located in NDA Volumes as indicated in the table
that follows.

-

SEC8_9.DOC
January 2, 1996

L
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Sandra P. Arnold ' C /
Vice President . K
Corporate Aftairs ORIG AMENDMENT REVIEWS CuMPLETED

V' .

September 24, 1997 C_:S:yﬂ
70 gﬂlsmo
— LE&U'N”NS / /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

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

Dear ~—————_

During your August 11, 1997 meeting with the Population Council and our licensee, we mentioned that we
anticipated receiving additional CMC information from Gedeon Rich:>r in September, and that we would
provide that information to you promptly. The willingness you expressed during that meeting to review tnis
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 includes all the new information we recently received from Gedeon Richser, integrated into

our August 5, 1997 amendment. Please be advised that our August 5, 1997 Amendment was incorrectly

numbered “006” when it should have been “008” and also there were a few pages which were misnumbered
. or missing page numbers. These errors have been corrected in the enclosed Amendment 009.

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

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

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 IADOl7
Telephone: (212) 339-0663  Facsimile: (212) 980-3710  Email: sarnold@popcouncil.org  http://www.popcouncil.org

MIF 006536



. . ] NDA 20-687, Mifepristone 200 mg Oral Tablets
‘ Y POp“latlon Counal Amendment 009 - Chemistry, Manufacturing and Controls

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,

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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Charlotte Ellertson
Program Associate

212-339-0607
cellertson‘a’popcouncil.org

Phone:
Email:

November 26. 1997

e ————————
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Attention: Document Control Room 17B-20

Office of Drug Evaluation 11

Center for Drug Evaluation and Research

Food and Drug Administration
5600 Fishers Lane
Rockville. MD 20857

RE:

Dear

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

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

REVIEWS COMPLETED

CS0 ACTION:
[CJieTTeR

fon

CSO INITIALS

g/ T,

Enclosed please find our suggested additions to the proposed mifepristone label currently being
considered by the Food and Drug Administration (FDA). These additions incorporate the data from
the U.S. trials, as has been requested by the FDA. In addition to the description of the additions. a
copy of the document is provided on diskette.

Thank you for vour assistance in this matter.

Best regards.

CG\&-&«"TVW? 26l <

Charlotte Ellertson. M.P.A.. Ph.D.
Program Associate

Telephone: (212) 339-0500

MIF 006538

Facsimile: (212) 755-6052

APPEARS THIS WAY
ON ORIGINAL

One Dag Hammarskjold Plaza, New York. New York 10017

Email: pubinfo@popcouncil.org
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

FOOD AND DRUG ADMINISTRATION

Form Approved: OMB No. (8915-3338
Expiration Date: April 30, 20600
See OMB Statement on pagJ 2.

PPLICATION TO MARKET A NEW DRUG, BIOLOGIC, OR AN FOR FDA USC ONLY
ANTIBIOTIC DRUG FOR HUMAN USE - PrTTryCT—
(Title 21, Code of Federal Regulations, 314 & 601) .
APPLICANT INFORMATION -
NAME OF APPLICANT DATE OF SUBMISSION
Population Council November 26, 1997

TELEPHONE NO. (include Ares Code
{212) 339-0607

RGP FO BR (T oo

1230 York Avenue

New York, NY 10021

APPUICANT ADDRESS (Number, Street, City, State, Country, ZIP Code or Maif Code,
and U.S. License number if previously issued):

AUTHORIZED U.S. AGENT NAME & ADORESS (Number, Si.eet, City, State,
ZIP Coode, telephone & FAX number) IF APPLICABLE

mmmméﬁmn

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPUCATION NUMBER (I previously issued)

NDA 20,687

Mifevoristone

ESTABUSHED NAME (e.g., Proper name, USP/USAN name)

Not available

PROPRIETARY NAME (trade name) IF ANY

CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (¥ any)

CODE NAME (/f any)

RU 486

DOSAGE FORM:
Tahiet

STRENGTHS:
200 mg

ROUTE OF ADMINISTRATION:

Oral

{(PROPOSED) INDICATION(S) FOR USE:

Induction of abortion

APPLICATION INFORMATION

APPLICATION TYPE

(check one) B3 NEW DRUG APPLICATION (21 CFR 314.50)
[J BIOLOGICS LICENSE APPLICATION {21 CFR pan 601)

[0 ABBREVIATED APPLICATION (ANDA,

AADA, 21 CFR 314.94)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE

08 505 (b) (1)

{J 505 (b) (2) 0 so7

Name of Drug

older of Approved Application

IF AN ANDA, OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION

TYPE OF SUBMISSION

[ eFFICACY SUPPLEMENT

(check one) O ORIGINAL APPLICATION

3 PRESUBMISSION ] ANNUAL REPORT

X AMENDMENT TO A PENDING APPLICATION

7 ESTABUSHMENT DESCRIPTION SUPPLEMENT
[J CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT

[0 LABELING SUPPLEMENT

O ReSUBMISSION

3 SUPAC SUPPLEMENT

O oTHER

REASON FOR SUBMISSION

PROPOSED MARKETING STATUS (check one)

) PRESCRIPTION PRODUCT (Rx)

[0 OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED

1

THIS APPUCATION IS [ PAPER B0 PAPER AND ELECTRONIC _[] ELECTRONIC

ESTABLISHMENT INFORMATION

Provide locations of ali manufacturing, packaging and control sites for drug substance and drug product (continuation sheets may be used if necessary). indude name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g. Final dosage form, Stability testing)
conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready.

~nplication)

Cross References (list related License Appllcatlom. INDs, NDAs, PMAs, 510(K)s, IDEs, BMFs, and DMFs rdmncod in the current

FORM FDA 356h (7/97)

MIF 006539

Coestnd by Elocovmic Docerwaet Services/USDHHS: (301) 40-2454 EF

PAGE 1



This application contains the following items: (Check all that apply)

11

mw but not limited to the following:

1. Index
y | 2. Labeling (check one) [3 Dratt Labeling [ Final Printed Labeling

3. Summary {21 CFR 314.50 (c))

4. Chemistry section
A. Chemistry, manufacturing, and controls information (e.g. 21 CFR 314.50 (d) (1), 21 CFR 601.2) —
B. Sampiles (21 CFR 314.50 (e) (1), 21 CFR 601.2 (a)) (Submit only upon FDA’s request) J
C. Methods validation package (e.g. 21 CFR 314.50 (e) (2) (i), 21 CFR 601.2) H

5. Nonclinical pharmacology and toxicology section (e.g. 21 CFR 314.50 (d) (2), 21 CFR 601.2)

6. Human pharmacokinetics and bioavailability section (e.g. 21 CFR 314.50 (d) (3), 21 CFR 601.2)

7. Clinical Microbioblogy (e.g. 21 CFR 314.50 (d) (4))

8. Clinical data section (e.g. 21 CFR 314.50 (d) (5), 21 CFR 601.2)

9. Safety update report (e.g. 21 CFR 314.50 (d) (5) (vi) (b), 21 CFR 601.2)

10. Statistical section (e.g. 21 CFR 314.50 (d) (6), 21 CFR 601.2)

11. Case report tabulations (e.g. 21 CFR 314.50 (f) (1), 21 CFR 601.2)

12. Case reports forms (e.g. 21 CFR 314.50 (f) (2), 21 CFR 601.2)

13. Patent information on any patent which claims the drug (21 U.S.C. 355 (b) or (c})

14. A patent certification with respect to any patent which claims the drug (21 U.S.C 355 (b) (2) or (j) (2) (A))

15. Establishment description (21 CFR Part 600, if applicable)

16. Debarment cerlmcabon (FD&C Act 306 (k)(1))

17. Field copy certification (21 CFR 314.50 (k) (3))

18. User Fee Cover Sheet (Form FDA 3397)

19. OTHER (Specify)

CERTIFICATION

! agree to update this application with new salety information about the product that may reasonably affect the statement of contraindications,
wamings, precautions, or adverse reactions in the draft labeling. | agree to submit safety update repol
by FDA. If this tion is approved, | agree to comply with all applicable laws and regulabone that apply to approved applications,

ood manufacturing practice regulations in 21 CFR 210 and 211, 606, and/or 820

2. Bnol ical establishment standarda in 21 CFR Part 600.
3’ In the ca mgl?b“m ‘“SJ CT 2 300‘609610| wuaos lations in 21 CFR 202
. In the case of a prescription or ica Erescngbmm? i ulations in X
5. Regulations on making ch rug %21 CFR 314,70, 314.71, 314, 72"31 7, 314.99, and 601.12.
6. Regulations on in21 FR 314.80, 314 81 600 .80 and 600.8
7. Local, state and Federal environmental im
If this apphcabon applies o a drug that F A has for scheduling under the Controlied Substances Act | agree not to market the

%?duct until the Drug Enforcement Administration makes a final schedulmg decusion
e data and information in this submission have been reviewed and, to the best of my knowledge are certified to be true and accurate.
Waming: a willfully false statement is a criminal offense, U.S. Code, tile 18, section 1001.

rts as provided for by regulation or as

SIGNATURE OF RESPONSIBLE OFFICIAL OR AGENT

(ha (et £ b

TYPED NAME AND TITLE
Charlotte Ellertson, Program Associate

DATE
11/26/99

ADDRESS (Street, City, State, and ZIP Code)

One Dag Hammarskjold Plaza, New York, NY 10017

Telephone Number

(212) 339-0607

reducing this burden to:

DHHS, Reports Clearance Officer
Paperwork Reduction Project (0910-0338)
Hubert H. Humphrey Building, Room 531-H
200 Independence Avenue, S.W.
Washington, DC 20201

Please DO NOT RETURN this form to this address.

Public reporting burden for this collection of information is estimated to average 40 hours per response, inc!uding the time for reviewing
instructions, searching existing data sourcese, gathering and maintaining the data needed, and completing and reviewing the collection of
information. Send comments regarding this burden estimate or any other aspect of this coliection of information, including suggeabona for

An agency may not conduct or sponsor, and a
person is not required to respond to, a collection of
information unless it displays a currently valid OMB
control number.

FORM FDA 358h (7197)
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URITGINAL
EH!G AMENDMERT
The Danco Group R -

e

May 10, 1999

-
—————
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 022 — Site Details for Pre-Approval Inspection (PALl)
of First Drug Substance Manufacturer

Dear ———
L 2

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

CFN : FCCH499

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

Mailing Address: Shanghai HuaLian Pharmaceutical Co., Ltd.

370 Jiang Wan Road (West) .
Shanghai 200083 REVIZwS COMPLET
People’'s Republic of China ED j '
CS0ACTIoR T
DLETTER fais
CSOmnmers %%
L2 [

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 docurment 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 apportunitv for
consultation in accordance with 21 C.F.R. § 20.45. Contact telephone number s . ...—rmrrer

MIF 006541



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

" - after which _— will be desiynated
Danco’s representative.”

Please let me know if you require any additional information.

Sincerelv.
=l

President and
Chief Execu