Study 14

Complete Expulsion Rate for

Efficacy Evaluable Population by Gestational Age

Gestational Age Events/N Rate (%)
(days) |
< 36 117/119 98.3
36-42 447/463 96.5
43-49 570/607 93.9
50-56 12/13 92.3
.63 313 100.0
<49 1134/1189 ' 95.4
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‘Study 24

Complete Expulsion Rate for

Efficacy Evaluable Population by Gestational Age

Gestational Age Events/N Rate (%)
(days) |
< 36 15/15 100.00
36-42 163/171 95.3
43-49 293/306 95.7
50-56 358/389 92.0
(5763 196/223 87.9
<49 471/492 95.7
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Study 24: Treatment Outcome
Evaluable Patients with Gestational Age < 49 Days

n Rate
(%)
Total 210
Misoprostol not administered
Complete expulsion 19 100.0
Single dose misoprostol

Complete expulsion 189 99.0
- ilﬁcomplete expulsion ’1 "j'g 0.5
Surgery to stop bleeding 1 0.5
208/210 99.0

Complete expulsion rate
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Analysis of Success Rates for Subgroups:
Studies 14 and 24

Subgroup Study 14 | Study 24

n/N n/N

(%) (%)
If GA< 49 days 1134/1189 471/492
(95.4) (95.7)
. . and took < 1 misoprostol dose 1134/1189 208/210
95.49 (99.0)
. . and known outcome 1160/1216 227/230
s 954 - . (98.7)
. . and if unknown outcome = failure | 1160/1264 | 227/239
(91.8) (95.0)
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Success Rates:
Studies 14 and 24

Study 14 | Study 24
(N=1286) (N=1194)
Evaluable (N) 1205 1104
No. of Patients with Success 1149 1025
Rate (%) 95.4 92.8
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Adverse Evenfs with Incidence >2%:

Studies 14 and 24

Adverse Event Incidence (%)
Study 14 Study 24
Painful contraction of uterus | 78.5 85.6
Nausea 40.7 49.9|
Vomiting 16.8 29.1
Diarrhea 12.3 15.4
Headache 2.6 3.1
Dizziness 1.2 fﬁ 2.6
Metrorrhagia N/A 34
Anemia N/A 2.9

MIF 000206
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Cardiovascular Adverse Events

+ Mild to moderate
— tachycardia and palpitations
_ hypotension
— hypertension
— syncope

-4 Severe

— 1 case hypotension

MIF 000207




- Serious Adverse Events:
Studies 14 and 24

¢ Enrolled 2480

o Hospitalizations 21 (1%)

¢ Heavy bleeding 52 (2%)
— surgical intervention 15 (1%)

— blood transfusion 4 (<1%)
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Public Health Service

_inEL DEPARTMENT OF HEALTH & HUMAN SERVICES Food and Drug Administration
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~"""4m

Dats

From

Subject

To

Memorandum

.16 July 1996 (Tuesdayv)

Executive Secretary

CONFIDENTIAL MATERIAL FOR JULY MEETING
Members of the Advisory Committee for Reproductive Health Drugs

Attached is the Population Council’s safety report on the
studies they conducted with mifepristone in the United States.

Please be reminded that this is confidential information.

Finally, I haven’t heard from Lewis, Narrigan, O°Sullivan,
Daling. and Azziz concerning the dinner Thursday night at which
security. and media issues will be discussed. The discussion is
scheduled for 7:30 pm in & private dining room and the dinner
will start at B.

Please confirm vour attendance at the dinner. (Note my new
phone number!)

L.\
SR
\ e \
Philip A. Corfman, MD

Executive Secretary
Food and Drug Administration

.———-/'\\
\-—_—-—

corfman@cder. fda.gov
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SUMMARY OF SERlOUS ADVERSE EVENTS REPORTED IN PROTOCOL 166A/B

Introduction
% A

This :ntemnal Population Council report was gencrated i preparation for the upcorn-

ing Mifepristone NDA 20-687 advisory committee meeting on July 19, 1996. The goal

was (o summarize all scrious adverse events iSAEs) 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 Medwaich 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 !able#.
Table 1 lists each participating clinic by clinic number, 'princﬁipal investigator name, loca-
tion and type of clinic. Table 2 identifies, in chronological order of occurrence, each
subject for whom a SAFE was reported to the FDA on a Medwatch form. The nature of
the adverse event(s) is rccorded as well as the need for a dilatation and curettage (D&C)
or aspiraiion, intravenous fluids, transfusion or hospitalization. When available, the
subject’s duration of amenorrhea and ethnicity is provided. Finally, the lND‘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 m;m: fﬁ:m one adverse cvent reported for most subjects on the Medwatch
forms. ;l‘hc is:t—f{cqucntly reported SAE was hemorrhage (41 reports). This was fol-
lowed by fain(in.g/di;;iﬁcss (20 reports) which.includes all of the following events: faint -
ing, feeling faint or lightheaded, dizeiness, syncope. vasovagal reaction and passing out.

Other serious adverse events that were reported by uat least 4 subjects are listed in the

Summary of Table 2

d



These serious adverse events resulted in the hospitalization of 26 subjects. Four
subjects received transfusions. A total of 28 subjects received [V fluids (including 3 of
the subjects that :;‘lsg, had trénsfuxio:ns). A 1otal of 34 subjects received a D&C or aspira-
tion. All but two ln't. the subjects who had a D&C or aspiration reported hemorrhage. Fif-
teen (15) subjects received methergine or oxytocin for treatment of bleeding, although 1]

of these subjects eventually had a surgical procedure.

The Drug Surveilance 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 intcrnational 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 rrials and during post-marketing surveil-
lance. However, this has caused some confusion in identification of subjects in the U.S.
clinical trial for three rcasons: 1) one subject may be assigned more than one IDSN by
Roussel, depending upon how many adverse events occurred, since the [DSN 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 ¢ sul;mittcd to the FDA by the Council und 3) Roussel has made some
mistakes in their coding of subject’s identitication. The pucpose of Table 3 is to clanfy
the relationship bé.{wécn a subject in the U.S. trial and the IDSN(s) assigned to that sub-
ject by Roussel. In Table 3, cach subject with an SAE in the Council’s trial is identificd
and the IDSN(x). as assigned by Rousse!, that arc associated with that subject are listed.

The medical code assigned by Roussel for the SAE(s) of each subject 1s also included.

MIF 000212
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For four subjects in the U.S». trial, Roussel has nol yet assigned an IDSN or medical code
(subject 123, clinic Ol; subject 076, clinic 03: subject 070, clinic 02; and subject 159,
clinic 01). The logation in the NDA of the line listing of the SAE, as identified by the
TDSN, is also indicated on Table 3. Line listings ot 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 (Voiume 3.2, p. 10).

Comparison of U.S. trials and pivotal NDA trials

It is not possible to make a complele comparison of the serious adverse cvents
reported in the U.S. trial and the pivotal French studies in the NDA, due to different
definitions of SAEs and different adverse event reponting requirernents in the (wo 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 seri-
ous adverse events reported from these 52 U.S  subjects who had a Medwatch report,
rather than other less serious adverse events that will be uncovered duning the safety
analysis of the entire U.S. database. However, some general comparisons can be made.
The total rumber of subjects earolled in U.S. Protocol 166A/B was 2,121. This is slightly
less than the number of subjects (2480) emolled in the pivoral 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 n the pivotal trials). The number of reported
cases of hcmorrhag;-. metorrhagia or excessive bleeding was similar in the two studies.
Hemorrhage was reported by 41 subjects in the U.S. studies who required a Medwarch
report. In the NDA'}:‘iVOtaI studies. 52 subjects reported metorrhagia or excessive bleed-
ing, which was categorized as severe in 21 subjucts  However, the munner 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 werc performed on

subjects experiencing hemorrhage. In the NDA prvoral trials. a total of 15 subjects
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received surgical interventions for bleeding. The greater number of surgical interven-
tions by U.S. inve‘stigators i; not unexpected, due 1o their initial lack of experience in the
control of bleedin:g; during medical abortion. This was the first clinical trial of medical
abortion in the U.S ;. but medical abortion had been available in Francc for several years
prior to the conduct of the Fremch studies of mufcpristone and misoprostol. The U.S.
investigators have noted that as they gained experience with the bleeding that occurs dur-

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

There were S cases of hypatension reported on Medwatch forms, although blood
pressure readings were given for only 2 of these subjects. There were 7 cases of clini-
cally relevant hypotension, one rated as severc. 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 S reports, respectively).

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

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

Conclusions

The SAEs rcported 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. wials may be ¢xplained by
the initial ine{p_ciigr;ce of U.S. clinicians in providing medical abortion. [nvestigators in
the U.S. trial haye indicated that there was a leaming curve associated with the treatment
of bleeding dun’né the tial The incidence of other events such as hemorrhage. transfu-
sions, and hospitalizations were similar in the two studies. [n summary, the current com-

parisan of SAEs between our U S trial and the NDA pivoral trials indicated that medical

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



Clinfcs in Population Council US Studies Protocol 166A/B

e

.

Table 1

R 415

Clinic Number Iavestigator Location --;l‘ype of Clinic* Protocol A or B
- . Nm c————— . . A
ol Mishel] Los Angeles, CA University Hospital A
02 Haskell Des Moincs, IA | Planned Parcathond A
03 Poppcma Scatile, WA Other A
04 Tyson Burlington, VT | Planned Parenthond A
0s Blumenthal Baltimore, MD University Hospital A
06 Borgotta White Plains, NY | Planned Parcnthood “TaA
F’" T Malloy Auanta, GA Other A
TTTTTOR Roxhcgéérg -Shnewsburg. NI }’:tarmcd Parenthood A
21 Poindexter | Houston. TX | Planned Parenthood B
[ 22 --—‘;x;éa:- . Denver. CO | Planned Parenthood B
— aj.-u ) ————— —_—— L--"P‘l_;lu'led Parenthood 8
 TT2a Westhoff New York. NY | University Hospital B
i 25 Nichols | Portland. OR Other B
26 Sheehan San Dicgo, CA Planned Parcnthood 8
i 27 Dean St. Lows, MO Other B
[ 28 1~ - Creinin Pittsburgh, PA | University Hospital B
25- | Sogor | Clcveland, OH Other B
—-o . - e e e

-

* Other = Clinic or Privai;f-)fﬁcc.
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Table 2

IND Safety Reports (Med Watch) Submitted to IND —~
%

MIF 000216

Patient | Clinic | Adverse Event | D&C/ | Meth/ v Trans- | Hosp. | DA | Race | IND No. and |
No. | No. ) Asp. oxy. | Fluids | fusion Date
Co1 22 Hemorrhage X X X X 63 107
(00S) . . 1121194
036 02 Bemonibage X X 44 108

Vomiting 1240194
Fainting N
033 02 Vomiting X 49 108
Diarrhea 12/01/94
] Dehydeation ~
027 n Hemorrhage X X X S3 | East 109
Cramping , o Asian 12/07/94
042 02 Hemorrhage X X X s1 | Cau- 105
Cramping casian 1207194
- Dizziness .
—— ot Hemorthage X X X a4 tiQ
(057) Dizziness 12720794
Headache ;
Hypolension
(BP BB&/5S,
pulsc 101)
8 Tachycardia
’—‘a-i b] 25 Hemorrhage p &% 46 113
! Cramping , 0L/18/95
gl2 25 Hemorrhage X 49 113
Cramping 01/18/95
061 01 Hemorthage X §7 113
Weak 01/18M5
Nausea
) Pale & Cold .
076 o2 Hemorrhage r 13
Vomiting 01/18/95
Cramping
-} Chlamydial
infection .
033 |- 03 | _Hemorrhage X X 52 113
Syacope 0171895
. -~ Pallor 3 L
022 25 Hemorrhage X P4 X 56 114
Cramping 01723/95
Fecling Faint I -
0s0 03 HemorThage X X | 30 114
Dizziness 0172395
Postural
Hypotcnsion
(BP 6O/
e - palpable) R
6
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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- e __Asp. axy. leds fusion Date
009 26 Hemarrhage X X X 57 1S

Cramping 02/07/95
L S yncope
062 14} Hemorrhage X X 57 His. 118
Cramping panic QU 1595
107 01 Vomiting X 118
Diz2iness 02/15/95
114 o1 Hemorrhage X X X | 62 | His. 118
panic 02/15/95
123 01 Hemorrhage X X 53 11%
Dizz2iness 0215/5
Headache
037 o4 Hemorrhage X X 65 118
0/15/95
109 n Hemorrhage X X X 45 119
Fever L . 02/17/35
116 01 Chest Pain X 119
. . 0217553
048 03 Hemorrhage X X 51 120
Tachycardia | N 03/03/95
076 03 Hemorrhage X 121
_ Cramping _— 03/0695
060 24 Hemorrhage X X 54 122
Hypotension 0371Qvys
Tachycardis . L
017 23 Hemorrhage X X X 57 123
Orthostatic 03/13/95
i Hypotension
070 02 Gunshot X 123
i ~ 03/13/95
030 23 Hemorrhage X X 52 124
Syncope 04/11/95
Tachycardis
o __Hypotension odo
8 032 23 Vasovagal X 124
reaction . ~ 04/11/95
035 23 Hemorrhage X X 124
- ____ 04/11/95
037 23 Hémorrhage X X X 51 124
Dizziness 04/1135
Shorlness of
Breath | e A R
081 26 Hemorrhage X+ X $1 124
Syncope/neck 04/11M95
, injury . . !
158 02 Hemorrhage X X X Sa 125
L Weakness I — 04/19/95




Table 2 (Cont’d)

Adverse Event

MIF 000218

Patient | Clinic D&C/ | Mcths/ 1v Trans- | Hasp. I Da T Race | IND No. and ]
No. No. Asp. oxy. | Fluids | fusion Date
159 01 -Hemorrhage X+ X X S0 125

- _04/19/95
036 27 Pncumonia X 132
: 06/07/95
012 29 Hemorrhage X X $3 132
Cramping DTS
Faintness
028 04 Hemorrhage X 132 |
Dizziness 06/01195
Q15 04 Nausea X 132
Dizziness . . 06/07/95
004 28 Hemorrhage X X X S5 132
- - ' 06/07/95
0z7 28 Hemorrhage X X X 50 133
Vomiting 06&/13/95
Lighthcaded L
o7 23 Hemorrhage X X X 55 | Afro- 136
Vormiting Amer 07118195
Dizziness . ]_-ican ,
030 28 - Hemonthage 136
: ' 4 - 07/18/95
033 28 Hemorrhage X X 46 138
. ] - 0772585
063 28 Anxiety attack X 50 139
Depeession 07723195
Threatened
suicide
147 27 Viral X 141
) meningits d. 08/04/95
074 28 Hemorrhage X X X X | 60 143
Passed out 1 _.08/09/95
0838 28 Hemorrhage X X X X 62 143
{2 Med Watch DR/09/95
reports) 144
. 08/10/95
018 a7 Abdominai X 42 145
ptin 1 08/15/95
019 0?7 Hemorrhage ' 145
. _ . .l _ 0871595
104 28 Hemorrhage X X X X 62 146
Cramping ke 08725/5
108 2% Cramping X X X X 147
Fcver, tender 09/01RS
| _ uterus . A .
8




Table 2 (Cont’d)
. 3 )

Patient | Clinic Adyer:e Event | D&C/ | Meth/ v Trans- | Hosp. | DA | Race | IND No, and |
No. No. | - Asp. oxy. Fluids | fusien Date
116 24 Hemorrhagia X X 61 149

Cramping 09721/95
Fever
. Endometrius s
165 25 Hemorrhage X X X 60 154
] Dizziness 11/02/95
Summary of Table 2
_- Total Number of T}catmcnts
Total Ne. Total No. Total No. of Adverse D&C/ | Meth/ v Transfusion Total No.
of Patients | of Clinics Eventy Asp. oxy. Fluids Hospitalized
s2 13 Hemorrhage 41 34 15 28 04 26
Faint/Dizziness** 20
Cramping 14
Vomiting 06
Hypotension 05
Tachycardia 04

* Listed in chronological order as reported to the FDA,

« Surgical procedure not reported on Mcd Watch form.
D&C/Asp = Dilatation and Curcniage/Aspiration.
Meth/oxy = Methergine/Oxytocin.
Hesp = Hospitalizations,

DA = Number of days of amecnorrhea

** includes fainling, fecling faint or lighthcaded. dizzincss, vasavagal reaction, syncope and passing out.

MIF 000219
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Correlation between Population C
: % . 3

Table 3

ouncil Subject and Serious Adverse Event Coded

MIF 000220

by Roussel
Paticnt No. Clinic No. IDSN* SAE** Coded by | Location in NDA
: _ Roussel Volume Paye
Col1 (005) 22 199500076RU Metrorrhagia Vol. 1.66 p.32
Anem;ja
199500439RY Mcraorrhagia Vol.3.2 p.10
Abdominal pain
036 02 199500072RU Metrohagia Vol. 1.66 p.32
Vomiting
Malaise
033 02 199500442R U Dehydration Vol. 3.2 p.10
Nausea
Vamiting
Diarthea
027 02 199500074RU Abdominal pain Vol, 1.66 p.32
Anemia
Mctrorthagia
042 02 199500075RU Abdominal pain Vol. 1.66 p.32
"Metrorrhagia
X ._Anemia }
T — 057) o1 19950007 IRU Memorthapia Vol 166 p32 |
Hypotension
Anemia
199500440RU Mctrorrhagia Vol 3.2 p.10
Hypotension
. Headache
015 25 199500066RU Metrorthagia Vol 1.66 p.32
012 25 199500067RU Metorrhagis Vol. 1.66 p.32
061 01 199500068RU Hypotension Vol. 1.66 p.32
076 ) 199S00069RU Utogenital Vol. 1.66 p.32
-] . Disorder ]
033 03 199500070RU Metrorrhopia Vol. 1.66 p.32
‘ =] Syncope
2 169500444RU Megorrhagia Vol. 3.2 p.10
) Dizziness
Hcadache
022 25 199500441RU Abdominal Pain Vol. 3.2 p.10
Hypoteasion
L 199500064RL) |  Memorrhagia | Val 1.66 p.32
9




Table 3 (Cont’d)
Patiest No.  [¢ *ClimicNo. |  IDSN® SA** Coded by | Locabion in NDA
Roussel Volume Page
050 03 199500065R U Metrorthagia Vol. 166 p.32
Postural
‘hypotension
009 26 199500077RU Metrorrhagia Vol. 1.66 p32
“062 ol 199500102RU Meuorthagia Vol 1.66 p.32
107 01 199500443RU Vomiting Vol. 3.2 p.10
Nausea
Dizziness
114 o] 199S00104R 1) Metrorchagia Vol. 1.66 p.32
123 01 NAvs* NA Vol. 1.66 p.32
037 o4 199500106RU Mcuorhagia Vol. 1.66 p.32
109 ol 199500100RU Mctrorthagis Vol 1.66 p32
_ ~ Fever ’
16 ol 199500101RU " Chest pain Vol. 1 66 p.32
048 03 '199500140RU Metrorthagia Vol. 1.66 p.32
076 03 T NA NA Vol 1.66 p.32
060 24 199500139RU Metrorrhagia Vol. 1.66 p.32
_ . Hypotension
o017 23 19950013SRU Mevorrhagia | Vol 1.66 p.32
Postural .
Hypotension
070 02 NA NA Val. 1.66 p.32
030 23 199500175RU Metrorthagia Vol. 1.66 p.32
_ Syncope
032 23 199500446RU Syneope Vol.32 p.10
035 B 199500447RU | Mecwrorhagia Vol. 3.2 p.10
5 .
Q37 _ 23 199500176RU Merrorrhagia Vol. 1.66 p.32 |
081 26 199500172RU Metsrurthagia Vol. 1.66 p 32
- ; . _Syncope .
158 02 1995001 79RU " Meoorrhagia Yol 1.66 p.32
‘159 ot NA NA Vol. 1.66 p.32
036 27 19950024 7RU Pnecumonia Vol. 1.66 p 32
10
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Table 3 (Coat’d)
Patieat No.  §_ + Clinic No. IDSN* SAE** Coded by | Location in NDA
- ' , Roussel Volume Page
012 29 199500248R U Metrorrhagia Vol. 1.66 p.32
028 04 199500249RU Metrorrhagia Vol. 1.66 p.32
075 0a 199500448R U Dehydration Vol. 3.2 p.10
o 28 19950025(RU Metrarrhagia Vol. 1.66 p.32
027 28 199500455RU Mcrrorrhagia Vol 3.2 p.10
071 23 1995003229RU Vomiting Vol. 1.66 p.32
199500449 Mectrorrhagia Vol. 1.66 p.32
N Dizziness
030 28 199500330RU Metorrhagia Yol 1.66 p.32
033 28 19950D454R U Meworrhagia Vol. 1.66 p.32
" 063 TR [99500340RU | - Depression Vol. 1.66 p.32
147 27 199500342RU Meningilis Vol. 3.2 p.10
074 28 1995004S0RU | Memorrhagia Vol. 3.2 pl0
Hypotension
19950035SRU Metrorrhagia Vol. 3.2 p.10
Hypotension
Ancmia
088 28 199500356RU Metromhagis Vol. 3.2 p.10
[995004S1RU Metrorrhagia Val. 3.2 p.10
018 07 199500365RU Abdominal pain Vol. 3.2 p.10
019 a7 “199S00366RU Metrorthagia Vol. 3.2 p.10
04 T 28 [99500452RU Metorrhagia Vol.32 p.10
. _ _ Uterinc spasm
108 28 199500375RU | Abdominal pain Vol. 32 p.10
sl Fcver
16 - 24 199500453RU Metrorrhagia Vol. 3.2 p.10
Endometrial
) __ : disorder
165 25 [99500427RU Metrorthagia Vol. 3.2 p.10
Mailaise ]

*IDSN= Ipternational Drug Surveillance Number.
*=SAE = Serious Adverse Event,
***NA = Not avzilable, not yct assigned by Roussel

MIF 000222
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Public Health Service
DEPARTMENT OF HEALTH & HUMAN SERVICES Food and Drug Administration

i Memorandum

5
12 July 1896 (Friday;

Executive Secretary

CONFIDENTIAL

CONFIDENTIAL MATERIAL FCR JULY MEETING
Members of the Advisory Committee for Reproductive Health Drugs

Attached is material provided by the sponsor of the NDA to be
considered next Friday’ s meeting.

Included are a summary of the pivotal clinical trials upon
which evidence for safety and efficacy primarily depend, and
the draft package insert, including physician labeling, and,
starting on page 10, the text of the patient information
leaflet.

Since some of the discussion will involve recommendations for
conditions of safe use in the United States. ~——————agks
that you read the draft package insert with particular care.

Please remember that this material is CONFIDENTIAL and should
not be shared with anyone except FDA staff and other Committee
members.

The dinner for Thursday remains booked for 8 pm, but we ask
that you gather in the dining room at 7:30 in order for

- - senior FDA staff
members, to discuss media and security issues.

Philip A. corfméfﬁ' , MD
Food and Drug Administration
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Reproductive Health Drugs

Advisory Committee
FDA Technical Center
Gaithersburg MD
N ; 19 July 1004

AGENDA

Opening comments. Confirmation of subsequent meeting dates:

20-22 November 1996; 13-14 February 1997; 5-6 June 1997.

NEW DRUG APPLICATION (NDA) FOR THE USE OF MIFEPRISTONE
FOR INTERRUPTION OF EARLY PREGNANCY

Opel.ing comments
David A. Kessler, MD
Commissioner of Food and Drugs

Presentations by the Sponsor, The Population Council (PC)

Sandra P. Arnold, BA (Mathematics)
Vice-President, Corporate Affairs (PC)

Ann Robbins, PhD
Scientist, Center for Biomedical Research (PC)

[rvin M. Spitz, MD :
Senior Scientist, Center for Biomedical Research (PC)

C. Wayne Bardin, MD
Independent Consultant

Beverly Winikoff, MD, MPH
Program Director
Reproductive Health Programs Division (PC)

Elizabeth Newhall, MD
Medical Director, Downtown Women's Center
Portiand, Oregon

Presentations by the FDA Reviewing Division

Introduction

Lisa Rarick, MD

Acting Director, Division of
Reproductive and Urologic Drug Products

Review of pharmacology and toxicology findings
Alexander Jordan, PhD

Pharmacology Team Leader

Review of non-US clinical findings
Ridgely C. Bennett, MD, MPH

Medical Officer

Review of US clinical findings and considerations for us.
Lisa Rarick, MD




Reproductive Health Drugs
Advisory Committee

FIDA Technical Center
Gaithersburg MD
19 July 19

.

LT ’ QUESTIONS

The regimen proposed for the use of mifepristone for the
termination of early: pregnancy consists of the oral
administration of 600 milligrams of mifepristone within 49 davs
after the beginning of the last menstrual period, followed by
oral administration of 400 micrograms of misoprostol 48 hours

later.

1. a. Do the results of the open-label, historically controlled
studies conducted in France establish the efficacy of this
regimen for use in the United States?

b. If not, what additional efficacy information should the
applicant provide?

2. The safety database for this regimen consists of trials

conducted in France, preliminary data from U.S. trials, and
foreign post-marketing experience.
a. Do these data adequately demonstrate that the regimen is
safe for use in the United States when used for the
proposed indication?
In your discussion, please include comments on the
Jollowing issues: '
0 Whether the adverse events associated with the regimen
can be adequately managed when the regimen is
administered as labeled.

0 The acceptability of the frequency of adverse events.
b. If not, what additional safety information should the
applicant provide?
3. Taking into consideration the overail evidence for safety and

effectiveness of the regimen, do you believe the benefits
outweigh the risks for use of the regimen for the proposed
indication in the United States?

4. If the regimen were to be approved, do you consider the labeling
proposed by the applicant on how to administer the regimen and
how to monitor patients who receive it to be appropriate?

5. If the regimen were to be approved, what further information, if
any, do you-recommend be included in the written information to
be provided to the patient?

6. If the regimen-were to be approved, do you have recommendations
concerning the drug distribution system proposed by the
applicant? - .-

7. If the regimen were to be approved, what recommendations, if

any, do you have for post-marketing studies?
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DOCUMENTS CONNECTED WITH THIS MEETING MUST BE REQUESTED
IN WRITING FROM THE
FREEDOM OF INFORMATION OFFICE

Mal written request specifying date of meeting, name of committee,
and a description of the documents requested to:

Food and Drug Administration
Freedom of Information Staff
HFI-35, Room 12A-16
5600 Fisher’s Lane
Rockvilie, MD 20857

or fax to (301) 443-1726 -

Invoices are sent monthly by the Freedom of Information (FOI) Staff.
If requested, FOI will inform you of fees in advance.

TRANSCRIPTS .OF THE OPEN SESSION WILL BE AVAILABLE FROM FOI
FIFTEEN WORKING DAYS AFTER THE MEETING.

YOU MAY ALSO PURCHASE TRANSCRIPTS DIRECTLY FROM THE
TRANSCRIBING COMPANY.

SUMMARY MINUTES WILL BE AVAILABLE APPROXIMATELY NINETY DAYS
AFTER THE MEETING. PLEASE WAIT UNTIL THIS TIME PERIOD HAS
T ELAPSED BEFORE YOU PLACE YOUR ORDER.

Thxs will allow time for the minutes to be written, edited, approved, and photocopied
-for dlstnbutxon You may phone (301) 443-5455 for status of minutes.
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i am Dr. Seymour L. Romney, the current Chair of the Society of Physicians for Reproductive
'Choic‘e and Health. The Society of Physicians for Choice thanks the FDA for this opportunity to
express our unqualified support for the new drug application that the Population Council has
submitted cancerning th('; safety of the antiprogesterone drug mifepristone. The Society of
Physicians for Choice urgeis~the FDA to promptly approve this application. It is vitally important to
the reproductive heaith care of women and men that the known benefits of mifepristoﬁe and the
to be-determined, safe and effective therapeutic usages of this agent, as well as other progestin
analogues that can be synthesized, be carefully investigated and evaluated. The mission of The
Society of Physicians for Reproductive Choice and Health is to enable concerned physicians to take
a more active and visible role in support of universal reproductive health care. We are a national
organization of physicians that works to ensure that everyone has the knowledge, access to guality
services, and freedom of choice to make their own reproductive health care decisions. We educate
and advocate that every pregnancy should be a wanted, intended pregnancy. We believ; this
condition is an essential component for the physical, mental and social well-being of women, men
and children.

I am also here as an obstetrician-gynecologist of long standing duration, who has participated
in the comprehensive heakh care of women as a clinician, a teacher and a researcher. | completed
my training at two Boston institutions, the Boston Lying-In Hospital and the Free Hospital for
Women in Brookline Massachusetts. Both no longer exist and have been fused into the now well
known Brigham and Women's Hospital. My experience in Boston has been supplemented by more
than 35 years in New York City where | was chair of the Department of Obstetrics and Gynecology
at the Albert Einstein Edlfége of Medicine and currently serve as a Professor' Emeritus. My
credentials also include memberships in the American Gynecologic and Obstetric Society, the
Society of Gynecologic Investigation, the American Association of Cancer Research, the American
Association for the Advancement of Science and the American Association of Medical Colleges.

The responsibility for teaching medical students and training residents, as well as maintaining high

MIF 000235



quality standards for the health care of women is challenging and demanding. Many young
'moti\;ated students want to know why mifepristone is not clinically available. In the past 45 years,
significant progress has been made in almost eliminating maternal deaths, that we know are
preventable. One of the;mpst dramatic changes is the elimination of maternal deaths due to
mismanaged septic abortioins, back alley abortions or abortion complications including septic shock.
Since Roe v. Wade, emergehcy rooms and hospital beds are not filled with dangerous or tragic self
induced abortions. Mifepristone can be a valuable addition to this therapeutic armamentarium. It
is one of the most important scientific advances in reproductive health care in decades.

My colleagues and | are acquainted with the details of the protocol and the implementation
of the Population Council’s multi-institutional mifepristone/misoprostol clinical trials. What we have
learned in personal communications with responsible physicians participating in the trials in the

United States, Sweden and England is that the clinical experience with mifepristone-misoprostol in

this country is comparable to the ongoing and previously reported results recorded in the mé.dical '

literature by well qualified physicians and investigators in France, Sweden, and Great Britain, where
mifepristone was approved following clinical trials documenting its safety and effectiveness. More
than 200,000 women in Europe have chosen to use mifepristone. The success rate for terminating
early intrauterine pregnancy (up to 49 days from the beginning of the last men'strual period) is 95-
97%. The side effects are equivalent to those encountered in a spontaneous miscarriage.

We have seen the informed consent form employed in the Population Council’s sponsored
clinical trials. Itis accurately detailed, and can be easily understood by any woman seeking a non-
invasive pharmécolog?c“fé?mination of pregnancy. That is her constitutional right. The exclusion
criteria which need to b; éé;e'fully evaluated in all patients is that the woman have no evidence of
heart disease; is not a heavy smoker; does not have any ectopic tubal pregnancy nor any chronic

liver or kidney disease which could complicate her care.
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In support of the application, the Society of Physicians for Choice would like to include in this
'prese}ltation, for the record, the extensive and detailed publication by the Institute of Medicine of
the National Academy of Sciences entitled "Clinical Applications of Mifepristone RU486 and Other
Antiprogestins” which is pulpli,cly available. Thisisa comprehensive report of a two day workshop
involving the deliberations '6f a 7 member committee selected for their expertise in cell biclogy,
pharmacology, epidemiology,- reproductive endocrinology, care of women with hormone dependent
clinical conditions and oncology. The workshop, convened in 1993, provided an unbiased
evaluation of the science and potential clinical uses of antiprogestins for numerous diseases and
conditions in addition to inducing abortion. The reportidentifies 20 recommendations of important
work that should have been promptly undertaken at that time to further clarify the mechanisms of
action of the antiprogestins and the potential for developing additional compounds involving the
usefulness of inhibiting progesterone receptors. The FDA approval of this new drug application will
predictably generate keen interest in possible other therapeutic uses of the antiprogestins tha{,can
be immediately pursued. |If the drug is made available, there are a spectrum of important
gynecologic problems including missed menses, term and post term labor induction, endometriosis
and uterine leiomyomas that can hypothetically benefit therapeutically. Promising preliminary data
has also been obtained in breast and endometrial cancer, meningiomas and antiglucocorticoid

dependent conditions.
| am also providing for the hearing today, a resolution on mifepristone, identified here

by its French brand name, BU 486 passed by the American Association for the Advancement of

Science in April, 1991. The sense of this resolution is equally applicable today and

comprehensively supports""_{fwe Population Council’s application. However, we now have the

opportunity to make scientific and health care progress in 1996. The resolution reads:
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"Whereas RU 486 a major new drug /s both an antiglucocortiocid and
antiprogesterone steroid that has many potential benefits for society, and
whereas RU 486 is an effective treatment for Cushing Syndrome; it has
shown effect.‘/'yg activity in the treatment of some types of breast cancer;
it has been u.s;ed in France as a safe effective method for the termination
of early pfegnéncy,' and there is suggestive activity for its value in the
treatment of endometriosis and difficult deliveries and whereas a hostile
political climate has discouraged Roussel Uclaf, the French manufacturer
of RU 486 from seeking a license to market the compound in the United
States, and whereas the US Food and Drug Administration (FDA) has
imposed an import alert on RU 486, and whereas AAAS is committed to
freedom of scientific inquiry and the advancement of modern technology;
be it resolved that the American Association of Advancement of Science
encourages pharmaceutical companies and the FDA to make RU 486 and
related agents available for further researck and use as medically
indicated.”

Essential objective mifepristone clinical data is now available in the Popul;ation Council's new
drug application that warrants FDA épproval. The difficulties in obtaining the manufacture and
distribution of RU 486 can be resolved. 'The Society of Physicians for Reproductive Choice and
Health applauds the action of the Population Council and strongly urges the FDA to expedite the
implementation of the manufacture and distribution of this important therapeutic molecule. We also
encourage the submissi-o'h-';o‘_f related therapeutic protocols to advance reproductive health care.

Thank you for your time.

SP71596
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Abortion Delivery In the United States:
Half of Ob-Gyns Would Prescribe Mifepristone if Approved by the F.D.A.

One Third of Ob-Gyns Who Don’t Currently Perform Surgical Abortions
Jay They Would Be Likely to Offer Mifepristone

A Kaiser survey found that six out of ten (59%) obstetrician-gynecologists (ob-gyns) familiar with
mifepristone (also known as RU-486) -- or five out of ten (50%) of all ob-gyns — say they would be
“likely” to prescribe the drug for abortions if approved by the U.S. Food and Drug Administration
(F.D.A). (Sixteen percent of all ob-gyns surveyed said they were “not familiar” with mifepristone and
therefore were unable to respond about their likelihood of prescribing the drug.)

Furthermore, many of the doctors who don’t perform surgical abortions indicate that they would be
likely to offer this non-surgical, or medical, method of abortion. Four out of ten (41%) ob-gyns who
don’t currently perform abortions and who are familiar with mifepristone — or a third (33%) of al] ob-
gyns who don’t perform abortions - say they would be “very” or “somewhat” likely to prescribe the
drug for abortions if approved by the F.D.A. (Nineteen percent of all ob-gyns surveyed who do not
perform abortions said they were “not familiar” with mifepristone and therefore were unable to respond
as to their likelihood of prescribing the drug.) Among ob-gyns who cite an “ethical,” “moral,” or
“religious” reason for not performing surgical abortions, 2 out of 10 say they would be “likely” to
prescribe mifepristone for abortions. Among ob-gyns who don’t currently perform abortions, those
most likely to say they would prescribe mifepristone are those who cite some reason other than
“ethical,” “moral,” or “religious,” such as community pressure, institutional barriers, or some other
reason.

Ob-Gyns familiar with mifepristone consider it a “safe” and “effective” drug regimen to end a
pregnancy. Ninety-seven percent of ob-gyns familiar with mifepristone say it is “effective,” including
three-quarters (76%) who say it is “very effective.” The remaining three percent had “no opinion.”
Physicians are similarly confident about mifepristone’s safety: more than nine out of ten ob-gyns
familiar with mifepristone (94%) say it is “safe,” including six out of ten (58%) who say it is “very safe.”
The remaining six percent had “no opinion.” (The 16 percent of ob-gyns who said they “not familiar”
with mifepristone were not asked about the effectiveness and safety of the mifepristone regimen.)

Methodology

The Kaiser Survey on Physicians’ Attitudes and Practices Regarding Contraception and Unplanned
Pregnancy was a telephone survey of 307 obstetricians/gynecologists drawn in a random-probability
sample design from the American Medical Association's Physicians Masterfile. It was conducted for the
Foundation by Fact Finders, Inc. between February 1 and March 21, 1995. The margin of sampling
error for the national sample is plus or minus 5.7 percent. The margin of sampling error may be higher
for some of the sub-sets looked at in this analysis, which have smaller populations.

The Kaiser Family Foundation, based in Menlo Park, California, is a non-profit, independent national
health care philanthropy and is not associated with Kaiser Permanente or Kaiser Industries. The
Foundation’s work is focused on four main areas: health policy, reproductive health, HIV, and health
and development in South Africa.

x ¥ %
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CHART 1

Many Ob-Gyns Say They Will Offer Medical Abortion
e e e

Likelihood to Prescribe Mifepristone (RU-486) if Approved by the F.D.A.
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Source: 1995 Kaiser Family Foundation Survey on Physicians’ Attitudes and Practices Regarding Contraception and Unplanned Pregnancy
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CHART 3

Ob-Gyns Consider Mifepristone “Safe” and “Effective”
M
) ;Vieyvs Among Ob-Gyns Familiar with Mifepristone
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Source: 1995 Kaiser Family Foundation Survey on Physicians’ Attitudes and Practices Regarding Contraception and Unplanned Pregnancy
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| am Gloria Feldt, President of the Planned Parenthood Federation of America. Each -
year, our nearly 1,000 health care centers across the country provide medical and
educational services to more than five million patients. The first birth control clinic in

the United States was opened 80 years ago by our founder, Margaret Sanger. Ever
since, family planning to enable people to prevent unintended pregnancies and plan

wanted ones has been the heart and soul of our work.

Planned Parenthood centers provide abortion services to about 130,000 women each
year. Six of our centers were part of the US mifepristone clinical trials. The women we
serve, and millions of other women, have a strong interest in the issue before you
today. Every time there is a news story about medical abortion, women call Planned
Parenthood. Often they are women who have just missed their periods — they are early
in an unintended-pregnancy.

Many women want to end their unintended pregnancies without surgery or anesthesia.
They want to have an abortion as early as possible. Mifepristone gives women the
ability to do both these things. Women ask us about medical abortion, and we have to

1120 Connecticut Avenue, N.W., Suite 461, Washington, DC 20036 (202) 785-33517 FAX (202) 293-4349
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tell them, “yes, we know it is available in Europe, but we cannot offer it to you here.”
These women are understandably frustrated.

e v
Political reasons, not:medical reasons, stood in the way of introducing mifepristone in
France at first, until the Public Health Service declared it to be “the moral property of
women” and went forward with it. It has taken us longer to overcome the political
obstacles here in the United States. We are gratified that mifepristone, which has been
used successfully by more than 200,000 women in Europe, has finally reached the
point of FDA consideration. Mifepristone should be reviewed in the same manner as

any other drug.

For many years, a small band of groups opposed to both family planning and abortion,
has limited women's access to advances in reproductive health technology. Strident
opposition, including threats of boycott, from these religious political extremists has
chilled - indeed, frozen — critical research and testing for all kinds of health advances
that would help protect the fertility and lives of women, and might also contribute to
medical treatment for other conditions. | know you must be under tremendous political
pressure from opponents of mifepristone. But | am convinced, from the experience that
women had with mifepristone at Planned Parenthood centers, that mifepristone can be

used safely and effectively in the United States as it is in Europe.

| hope this hearing today will mark the beginning of a new era for women as they strive
to plan and space their children responsibly.

The acceptability study presented today by the Population Council backs up what our
physicians, nurses; a_gd counselors all experienced. They found that most women were
quite satisfied with medical abortion. Women chose to participate in the test trial only
after a thorough consultation, during which the expectation and events of the procedure
were explained. Because of that in-depth counseling, women said they were prepared

for the mifepristone process. The side effects some experienced did not surprise or
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scare them. For most women in fact, the procedure was what they expected, or better
than they expected. Some said they felt the mifepristone procedure was more natural.
Certainly, there is ne ,_drug or medical procedure that comes without some level of risk,
which is why we hav-ethe FDA, to determine the degree of risk associated with drugs

and procedures.

Unintended pregnancy is a tremendous problem in the United States — close to 60% of
pregnancies are not intended. We at Planned Parenthood do our best to serve women
with contraceptive information and services. But when women come to us with an
unintended pregnancy, we offer them full information on all of their options, from
prenatal care and adoption, to abortion. It is imperative that American women have
access to the newest, safest methods of ending a pregnancy — and as early as
possible. Mifepristone should be an important part of that.

Making mifepristone available will also eventually increase women'’s access to abortion -
services, and make harassment and violence less effective as a weapon against

women and the health care professionals who serve them. A survey of
obstetrician/gynecologists by the Kaiser Family Foundation concluded that a third of

the OB/GYNs who do not now offer surgical abortion would be likely to administer
mifepristone. That would make a difference to women in areas with no surgical

abortion provider, and that is what the opponents of mifepristone truly fear.

in summary, our experience with mifepristone was what we at Planned Parenthood, and
the women we serve, .expected. For the overwhelming majority of women, mifepristone
proved safe and effective. The complications that arose were the ones we expected
and were manageable. -Serious ones were rare. Most women were satisfied.

We at Planned Parenthood look forward to offering medical abortion using

mifepristone. We are ready. French women have had access to mifepristone since

1988. It is time to offer American women this new, safe choice. Thank you.
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ADVISORY COMMITTEE ON REPRODUCTIVE HEALTH
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ELEANOR SMEAL, PRESIDENT
FEMINIST MAJORITY FOUNDATION

My name is Eleanor Smeal. I am President of the Feminist Majority
Foundation.

For the past eight years, French women and now women in Great Britain,
Sweden, and China have had available to them the option of medical abortion. For

eight long years, American women have fought to have this safe, effective ch01ce
available to them.

Every step of the way, rather than decisions being based on pure science and
medicine, politics instead have blocked or slowed the distribution of Mifepristone. If
the medical well-being of women were the only issue, Mifepristone would have been
approved eight years ago.

The Feminist Majority Foundation has led the nation’s largest public education
campaign to make Mifepristone available in the United States. We began our
Campaign for RU 486 and Contraceptive Research in 1988 after an exhaustive review
of scientific data on Mifepristone, extensive consultations with leading scientists and
health care providers in the United States and abroad, and visits to clinics in France
where we spoke with women who had undergone medical abortions with
Mifepristone. As women’s health advocates, we wanted to make sure Mifepristone
was as safe, effective, and acceptable to women as it appeared from news reports.

Our conclusion: Mifepristone as a method of early abortion and as a potential
treatment for diseases and conditions ranging from some forms of breast cancer to
endometriosis is a major medical breakthrough in women’s health care that must be
made available to women in the United States.

The feminist and scientific communities in the United States share this very
positive assessment of Mifepristone. Over the past seven years, we have delivered
over 700,000 petitions from women and men in this country urging the French
pharmaceutical company that developed RU 486 and its German parent company to
license the compound in the United States. We also presented petitions from 3,000
scientists and academicians who were outraged at the "medical McCarthyism" of
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allowing politics to prevail over scientific research. All major feminist and women’s organizations
and medical and scientific*tassociations in' this country have passed resolutions asking for
introduction of Mifepristone to the United States and for an expansion of trials on the compound’s
many promising indications. These associations include the American Public Health Association,
National Organization for Women, American Psychological Association, American Association for
the Advancement of Science, National Abortion and Reproductive Rights Action League,
Association of Reproductive Health Professionals, National Women’s Health Network, Endocrine
Society, and American Institute of Biological Sciences, to name a few.

The public supports Mifepristone as well. Last year, Louis Harris, the dean of pollsters,
asked a nation-wide cross-section of Americans whether or not they thought RU 486 should be made
available to women in the United States. An overwhelming 66% said yes, which is especially
significant since Mifepristone is not yet on the market here. Legislatures in states such as New
Hampshire, California, Hawaii, Colorado, and Maine have passed resolutions in support of
Mifepristone.

Physicians also are ready to incorporate Mifepristone into their practice of medicine. The
Kaiser Foundation found that one-third of obstetricians and gynecologists who do not currently
perform abortions are interested in administering Mifepristone. -

Most importantly, women want Mifepristone in the United States. The Feminist Majority
Foundation receives calls almost daily from women wanting to know where they can go to obtain
RU 486. Some of these women want access to this medication so desperately that they are willing
to travel to Great Britain to the Marie Stopes Clinic, which accepts American patients.

Women who have had access to Mifepristone greet the new procedure very positively. In
France, approximately 80% of women seeking abortion during the early stage of pregnancy (for
which Mifepristone is appropriate) choose the medical procedure over surgical abortion. In the
United States, almost 50% of abortions now take place in the first nine weeks of pregnancy and
90% of abortions are performed in the first trimester. Mifepristone will probably replace at least
one-half of surgical abortions.

Why has Mifepristone inspired such enthusiasm among women and health care providers?
Used in France up to 49 days and in Great Britain and Sweden up to 63 days, Mifepristone is a
safe, effective method-ef -early abortion. Since physicians generally do not perform vacuum
aspiration abortions until the seventh week of pregnancy or later, Mifepristone is the only method of
early abortion a women can seek as soon as she knows she is pregnant. Mifepristone gives women
greater control over the termination of their pregnancies. The Mifepristone procedure is non-
invasive, does not require anesthesia, and has no risk of infection.

A leading Mifepristone researcher, Dr. Gary Hodgen, who is President of the Jones Institute
Foundation and Professor of Reproductive Medicine at the Eastern Virginia Medical School, had
planned to testify today. Dr. Hodgen was called away for a family emergency, but he wanted me to
convey to you his conclusions about the compound’s safety. Dr. Hodgen brought the first RU 486
into the United States in 1982. He has studied Mifepristone extensively in both pre-clinical and
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clinical trials. He has published over 30 peer-reviewed articles on RU 486. In all of this research
experience, Dr. Hodgen hés found no scientific evidence of safety problems from Mifepristone.
Even embryonic and fetal development progressed normally, despite early exposure to RU 486
either in vitro or in utero. Dr. Hodgen concludes, "I believe that this drug is safe for women!"

The Feminist Majority Foundation has fought long and hard to protect women’s access to
abortion and other medical services. In addition to our work to bring Mifepristone to this country,
we lead a nationwide National Clinic Access Project to help protect clinics from anti-abortion
violence and to help keep clinics open and accessible. We work closely with all types of clinics:
for-profit and non-profit, independent and those affiliated with large organizations, and individual
doctors that perform abortions. We also conduct an annual clinic violence survey. Our 1995
Survey found that violence at clinics declined overall, but 38.7% of clinics still faced one or more
of the most severe forms of violence, including death threats, stalking, bomb threats and bombings,
chemical attacks, blockades, invasions, arson and arson threats. Availability of Mifepristone could
significantly curb anti-abortion violence. As more physicians begin to administer Mifepristone,
abortion services will become more decentralized, significantly undermining anti-abortion violence at
clinics.

The time for approval of Mifepristone is now -- and long overdue. Every day that -
Mifepristone is not available to American women is another ddy that some woman will suffer !
needlessly. Equally important, every day Mifepristone is not available is another day that scientific
development of anti-progestins for a number of serious diseases and conditions primarily affecting
women will be delayed.

Today’s hearing is on the safety and efficacy of Mifepristone as a method of pregnancy
termination. But your actions today and the FDA’s ongoing review process of The Population
Council’s New Drug Application for Mifepristone as an abortifacient have even broader implications
for women'’s health care.

In 1989, under the Bush Administration, the FDA issued an "import alert" on RU 486 that
sent the message that the United States was hostile towards the research and development of
Mifepristone. The import alert, as scientific researchers testified before Congress, effectively
brought to a halt even non-abortion research on Mifepristone. It is time for the FDA to reverse this
negative symbolism. With-its approval of Mifepristone, the FDA will signal scientists and
manufacturers that research on the compound’s many indications for improving women’s health can
move forward at long last.

Here are just some of the promising uses of Mifepristone that result from the compound’s
properties as both as anti-progestin and an anti-glucocorticoid:

* Mifepristone shows promise as a treatment for progesterone-dependent breast

cancers,? which account for some 40% of all breast cancer tumors. New research has
found Mifepristone may inhibit the proliferation of ovarian cancer cells.?
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* Other trials have found that Mifepristone may be used to treat endometriosis and
fibroid tumors.*
% 3
* Meningiomés, brain tumors which can be fatal if inoperable, have shown some
response to Mifepristone in clinical trials. Meningiomas occur two times more
frequently in women than men.’

* Some forms of Cushing’s Syndrome, an adrenal disorder that results from the over-
production of cortisol and that primarily affects women in their twenties through
forties, can be treated with Mifepristone.® Two survivors of Cushing Syndrome
testified before Congress in 1990 that Mifepristone saved their lives.’

* Labor induction® and post-coital contraception’ are two of the many other serious
conditions for which Mifepristone may be an effective treatment.

* Mifepristone’s anti-glucocorticoid action may have profound indications for the
treatment of HIV virus, Alzheimer’s, depression and other diseases and conditions
related to elevated levels of cortisol.'®

Scientists want to do this research. Two prominent researchers who have studied non- -
abortion indications of Mifepristone asked me to submit their testimony today and to convey to this-
Committee how much your recommendation and FDA approval of Mifepristone will mean to
women’s health research. Dr. Kathryn Horwitz is a breast cancer researcher at the University of
Colorado who testified before Congress that the FDA’s import alert had impeded her ability to
secure supplies of RU 486. Dr. Ana Murphy and her colleagues conducted pioneering research on
the use of Mifepristone as a treatment for endometriosis and fibroid tumors. This research, too, has
been stalled by limits on the supply of Mifepristone available for U.S. trials in the absence of an
American distributor for the compound. Approval of leepnstone by the FDA w111 finally open the
doors to much-needed medical research.

The women of this nation have already waited far too long for access to the same medical
treatment available to women in Europe. Over 200,000 women from around the world have used
Mifepristone as a method of early abortion. It is safe. It is effective. Mifepristone has met and
exceeded all FDA reguirements for licensing. The Population Council has submitted 163 volumes
of data to the FDA. We urge this Advisory Committee and the FDA to act expeditiously to allow
this medical advance to-finally be available to American women.

Thank you. = ::~
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Good afternoon. I am Lisa Kaeser, representing The Alan Guttmacher Institute
(AGI), an independent, not-for-profit corporation for research, policy analysis and public
education on isSues relating to ~reproductive health. We appreciate the opportunity to
make a stateme‘r;t._regarding the committee’s consideration of the use of mifepristone for
the interruption of early pregnancy.

As you may know, six in 10 pregnancies in the United States are unintended.
Nearly half of these end in abortion. Currently, abortion is a legal procedure used by
almost half of all women in this country at some point in their lives. Any new method of
abortion, including medical abortion such as mifepristone, should be judged and made
available based on the scientific evidence of its safety and eﬁ'ectiveneés, according to the
criteria and processes applicable to other medical treatments. Thus, if the Food and Drug
Administration (FDA) determines, based on the evidence presented and its own best
judgement, that mifepristone is safe and effective, it should be approved, and a new
option can be made available to women in the U.S.

Once the decision to have an abortion is made, time is of the essence. The risk of
complications increases with the length of gestation, and most women who have made
the decision to terminate prégnancy want to do so as soon as possible. Even though
currently available sur_gical methods of abortion are very safe, medical methods of

abortion, such asmifepristone, could be extremely useful to women who prefer not to

have surgery.
Moreover, while 98% of abortion facilities will provide services at eight weeks’

gestation, most providers of surgical abortion set minimum gestation limits before which
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they will not perform thé procedure. According to AGI’s most recent abortion provider
survey, conducted in 1993, the most common gestation requirement is six weeks since a
woman’s last rnens;m!al period (LMP), the criterion used by 43% of nonhospital facilities.
In fact, only 26% of Surgical abortion providers offer care to women at four or five weeks
LMP. Some 24% of facilities do not providér surgical abortion until women are at least
seven weeks (19%) or eight weeks (five percent) from LMP, that is, at least five weeks
since conception.

Many of these limitations continue to exist, despite the fact that the newest
pregnancy tests are highly sensitive, some accurately predicting pregnancy as soon as ten -
days after conception, and allowing women who ultimately choose abortion to make their
decisions earlier. For those who do not want to wait until later in the pregnancy to obtain
surgical abortion, a medical method that can be used earlier could be highly beneficial.

While the availability of medical abortion has the potential to reduce some of the
barriers to abortion services, at this time we do not know what kind of eventual impact
the approval of mifepristone will have. It would be unrealistic to expect this new method
to solve all problems of access. As it is, few providers are available to perform surgical
abortions — particularly in some areas of the country. Cur;ently, 66% of private fee-for-
service and 77% of HMOs in the U.S. cover surgical abortion. If mifepristone is deemed
by the FDA to i:e sa.d-’e' and effective for the termination of early pregnancy, and is

approved, coverage for this new option should be at least the same as that for surgical

abortion.
Clearly, the political pressures brought to bear against surgical abortion and its

providers have already affected the development of medical abortion. Unfortunately,
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these pressures have also served to slow research on mifepristone and related drugs for
other purposes, including their possible use for contraception. Should the FDA approve

mifepristone, we hope that these other avenues can be pursued.
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DOCUMENTED OR SUSPECTED PHARMACOLOGICAL ACTIONS OF RU486

Appendix A
.
References

l. 1Interference with pinocpod function. 1
2. Stimulation of sterolidogenesis. -2
3. Disruption of felliculogenesis, 3
4. Inhibition of ovulation. 3
S. Decreased intracellular calciunm. 4
6. Decreased penetration of cocytes by spermatazoa. 4
7. Interference with progesterone receptor function. 5
8. 1Inhibltion of aldcsterone effect. I3
9. Altered ratios of LH:FSH. . 9
10. Altered ratios of testosterone:estradiol. 7
l11. Increased serum prolactin. vl
12, Altered release of androgen. -
13. Increased testostercne. -
14. Relative deficiency of FSH. 14
15. Decreased ovulatory LH release. 15
186. Increased LH during follicular growth. 15
17. Altered serum estrogen profiles. 16
18. Suppressed progesterone levels. 8
19. Inhibition of E2 secretion. : 8
20. Induction of cervical ripening during pregnancy. )
21. Delayed emergence of the periovulatory progestercne 10

rise.
22, Induced dllatation and softening of the uterus. 17
23. Disruption of sexual development in rat embryos. 11
24. Inhidbition of in vitro development of mouse 2 celled 18

embryos, morulae, and early blastocytes. ,
¢5. Interference with egg transport. 19
26. Reduced perivascular decidual cell hemostasis. 12
27. Degradation of endometrial extracellular matrix 12
28. Inhibition of normal secretory transformation of the 13

endometrium.
29. Inhibition of steroidogenesis. 2

CHARLES M. CARGILLE ™MD
2486 i\, man Plage
New Orleans Louisiang 70131
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My name is Paul Blumenthal. Iam a Board-Certified Obstetrician-Gynecologist
practicing at Johns Hopkins’ Bayview Medical Center. I am an Associate Professor of
Gynecology and Obstetrics at The Johns Hopkins University School of Medicine and am the
Medical Director of Planned Parenthood of Maryland. I am also a specialist in epidemiology and
reproductive health care and am a Fellow of the American College of Obstetricians and
Gynecologists (ACOG). In addition, I am an advisor to the World Health Organization and the
United States Agency for International Development on issues relating to safe motherhood,
contraception, reproductive health care and quality assurance. I am here today speaking for the

National Abortion Federation, the national organization of abortion providers, and to share with

you our experiences with mifepristone.

The National Abortion Federation (NAF) was established in 1977 as a professional

association of abortion providers committed to ensuring that abortion services remain legal, safe,

"The opinions expressed here are those of Dr. Blumenthal and not necessarily those of the
Johns Hopkins University, the Johns Hopkins Health System or the Johns Hopkins Bayview
Medical Center. "

Executive Director: Vicki A Saporta  President: Joon 5. Coombs  Past President: Lynne Randall
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Advisory Board: Janet Benshoof, Esq. Terry Beresford Glenna Halvorson-Boyd, Ph.D. Michaei S. Burnhill, M 0., DMSc. Rachei Benson Gold David A. Grimes, M.D. Warren M Hern, M0, Ph.D, M.PH. Kaye Mcintosh, RN. William F . Peterscn, M.O.

1436 UStreet, NW Suite 103 Washington, DC 200079 Telephone: 202.667.588) Fax:202.667.5890
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and accessible for all women. NAF’s members provide about half of all abortions in the United

States each year: Several NAF members, including me, participated in the Population Council’s
PRER ’

clinical trial of mifepristone. Our experience matched that reported in other countries:

mifepristone is a safe and effective form of early abortion which should be an option for women

wishing to terminate a pregnancy.

As you are aware from this morning’s presentations, mifepristone blocks the action of
progesterone, a hormone needed to sustain a pregnancy and in trials to date, has been proven safe
and effective in terminating early pregnancy. Our experience during the clinical trials was
consistent with the experience in Europe -- the drug was quite safe and effective, and women
who participated were generally very positive about this method. I believe one of the reasons —
medical abortion with mifepristone is successful is the thorough counseling that both providers
and women receive. As a provider, I knew what to expect and how to treat women who were
going through this process. There were no unexpected side effects and at no time did I feel that
my patients were in danger. Equally as important, my patients knew what to anticipate and as a
result, felt confident using the drug. Many of the women in the clinical trial at my site expressed

their strong support for this drug because it allowed them to participate in and have a sense of

control over this experience.

As a doctor, 1 believe that not only is mifepristone safe and effective, but for some
women, it may be the most appropriate method of pregnancy termination. In some settings,

especially in resource poor settings such as the developing world, legal access to mifepristone

2
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may result in improved health care for millions of women who are exposed to and die from
unsafe and ineffective abottions. Approval by the FDA of mifepristone, would undoubtedly

improve access to a safe and effective abortion method worldwide.

As you know, mifepristone is the culmination of many years of research. It has been
tested in both developing and industrialized countries by the Population Council and the World
Health Organization. The governments of France, England and Sweden have all approved the
use of mifepristone after their own rigorous clinical trials, and worldwide, over 200,000 women
have used this non-surgical abortion method. Moreover, mifepristone has many other potential
uses besides that of an abortifacient. It has been tested as an emergency/postcoital contraceptive
with promising resﬁlts. Mifepristone could also be used in tréating several other conditions
related to pregnancy (induction of labor and cervical dilation); gynecological disorders
(infertility, endometriosis, and uterine fibroids); and other medical problems such as breast
cancer. With so many potential uses and an impressive and efficacious record, we hope that
mifepristone will be favorably reviewed by the Food and Drug Administration (F DA)
Mifepristone is an important option for women faced with unwanted pregnancies, and I urge you

to approve it for use in the United States.
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. ;19 7th Street, N.W. Suite 500 ViCtimS Of

Washington, D.C. 20004

o Abortion

202/737-9189 (FAX)

STATEMENT OF OLIVIA L. GANS
TO THE FDA REPRODUCTIVE HEALTH DRUGS ADVISORY COMMITTEE
JULY 19, 1996

My name is Olivia Gans. I am the director of American Victims of Abortion, a national
organization developed by women who have suffered from the aftermath of an abortion decision.
I have held this position for over ten years and have addressed this issue in all fifty states. In
addition to my work here in the USA, 1 have worked with women and professionals to establish
similar programs in fifteen other countries.

I had a surgical abortion in 1981. I know all too well the grief, anger and pain which
defined my personal experience with abortion. I am also accustomed to having those feelings
and memories ignored by those who have supported legal abortion. However, after twelve years -
of involvement with women throughout our own country and abroad, I have learned that my 3
experience is not unique.

Emotional difficulties following abortion are well-documented. Several long-term
studies of women who have had abortions indicate that there are a wide range of emotional
repercussions that affect women often as long as five to seven years following their abortions
(Reardon, 1986; Speckhard, 1987; Speckhard & Rue, 1990). These emotional repercussions
include intense grief, pain and guilt.

Abortions performed using RU 486 have already produced evidence of having effects on
women similar to those of surgical abortions, although good long-term studies are not yet
available. However, the particular method associated with this chemical abortion technique
provides a different set of experiences that may create a different and possibly more troubling
pattern of negative reactions.

When women are aware that the abortion causes them to participate in the deaths of their
children, they often feel more guilt and pain. Any patient who sees the results of the abortion,
that is, the developing child, is more apt to suffer than others. This is one reason why women
who have late abortions are traumatized, since they will see a fully developed baby.

With RU 486 abortions, it is important that the woman identify the results of the abortion.
She must look at these results. Seeing her dead baby can be traumatic. Even abortionists like
Dr. Judy Tyson of Planned Parenthood of New England have reported that patients are
"somewhat shocked at the tissue they passed" (New York Times, 1/30/95). Thus, the "privacy
and control" which is used to sell RU 486 may actually lead to greater trauma.
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In a surgical abortion, the woman generally does not see the baby. Women taking RU
486 see their aborted babies. Newsweek magazine spoke of "Sarah" who saw her baby swirling
around in the shower drain; and "Becky", who kept talking about her baby's little fists. There
have been similar accounts in Tine, the Boston Globe, Health magazine and the Des Moines City
View magazine. There is little doubt among those of us who work with post-abortion peer )
support groups that a woman who takes, by her own hand, the RU 486 drug cocktail which will
kill her child could experience an emotional backlash of devastating proportions.

Women in peer support groups around the world share stories of nightmares and
flashbacks to surgical abortion experiences which they cannot erase. Given the horrible dreams
that are commonly experienced by women who have survived surgical abortions, one can only
shudder to think what nightmares will someday visit those who actually see the tiny, emaciated
bodies of their aborted children. Women who have surgical abortions speak of physical pain
during the operation as well as after. They complain of humiliating treatment from facility
personnel and degrading responses to their needs and requests for more information. We are
afraid that the already careless treatment women receive in abortion facilities will only worsen
with the approval of RU 486.

Common themes of alienation and isolation are reported in peer groups of post-abortive
women. There has been little encouragement for women to share publicly any negative feelings
they believe are related to their abortions. In order to cope with these feelings, many of us have
denied that what we have aborted is our unborn children. In fact, most of us have felt silenced
for years. Will RU 486 only serve to close the circle of isolation and silence all the more?

My sincere request to this committee today, on behalf of the thousands of women across
the country struggling with complications and grief from abortion, is that we do not recklessly
disregard their pain. It is imperative that the locomotive of the pro-abortion agenda not be
allowed to supersede the rights of American women to have safety and honesty in their medical
treatment. We are not guinea pigs. Women deserve truly life-affirming answers for themselves
and their children. Please halt the approval of RU 486 in the USA.

References
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July 16, 1996

Center for Drug Research and Evaluation

__\_/_/:_‘———————/ »

Meg Parsons
Post Office Box 10
Nebraska City, Ne 68410

Dear Advisory Committee,

I have grave concerns about using the French abortion pill, RU 486, in the United States.
This drug kills unborn children and endangers the lives of the women who take this drug. Also,
the time for clinical trials does not scem adequatc and is bricf compared to other drugs.

Tt would seem wise to have a minimum of five (S) years of published trials before a
decision is made to approve RU 486 which has resulted in maternal deaths due to cardiac

involvement.

Thar_nk You,

Meg Parsons .
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@:{ University of Colorado Health Scicnces Center

Departinent of Medicine .
Division of Endocrinology, Mclubholivm and Diabetes

L

Campus Box B151

42001 East Ninth Avenue
Denver, Colorado #0262
(303) 270 g443

FAX: (103) 270-4525

July 11, 1996

The FDA Advisory Committee on
Reproductive Health Drugs

RE: Hearing on Mifepristone (RU486)
Friday, July 19, 1996

Ladies and Gentlemen:

I am a Professor of Medicine at the University of Colorado School of Mecdicine, engaged in basic
research on the role of progesterone and antiprogestins on the growth of breast cancers. )

1 have two comments about the impact of current federal policies on my ability to conduct basic
research on breast cancer using RU486:

1). Despite many years of discussions, THERE 1S STILL NO AMERICAN SOURCE FOR THIS
DRUG. Research scientists either have to network with foreign colleagues and institutions in order to
obtain paltry supplies of RU486, or they can not get it at all. I urge the FDA to rectify this problem
expeditiously. , ‘

2). Some Members of Congress continue to request detailed information from Natﬁmal Institutes of
Health (NTH) administrators about 1) individual scientists who are using RU486 for research; 2) the
type of research being done with RU486; 3) dollar amounts of grants, etc. I doubt that these
individuals are reguesting similar information from NIH about funding of Testosterone research.

I find these congressional inquisitions frightening, and needless to say, such tactics have a chilling effect
on the progress of research into the uses of antiprogestins to improve the reproductive health of
American women. -

Thank you for the opportunity to air my views.

Sincerely yours, .

L5 B

Kathryn B. Horwitz, Ph.D.
Professor of Medicine and Pathology
University of Colorado 1liealth Sciences Center
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_Health Drugs” "‘r:. g

‘ . Date, ﬁme. and place. ]nly 19. 1996 -
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S - 0572 in the Washington, DC ares), "+
SUMMARY: This notice announces n “ia-¥t Advisory Committee far Reproductive < -
forthcoming meetingof a public - “ Health Drugs, code 12537, Pleaso call -
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Thereafter, on December 6, 1993 (58 F‘R
64121), the expiration date of the
musculoskeletal ‘system listings in both
parts A and B'was extended, as wer
atio
:;Stlerm {stings. That rule provjded that
the misculoskeletal system Hstings
would no longer be effe ¢ on June 6,

i€suing this regulation as a final rule.

In'addition, wé find good cause for.
€ dispensing with the 30-day delay in

explained above, we are
substantive changes i

proposed rulemakin (NPRM) on system list]
December 2 993 (58 F R0:7;507:1})1;l::t guidelipes for assessing musculoskeletal
included prOposed revisions systerfi impairments at the third step of

listings. We will publish any changes to
the listings based on that NPRM in a
subsequent final rule.

In this final regulatmn. we are
extending for one year, to June 6,4997,
the date on which the musculetkeletal
system listings will no longer be
effective. We believe thgtthe
requirements in thesgistings are still
valid for our prograifi purposes.
Specifically, if wé find that an
individual hag/én impairment that
meets the gidtutory duration _
Jequiregaent and-also meetsoris |
equwa ent in severity to an impairment

~the current expiration date of the
listings. In order to ensure that we
continue to have regulatory criteri

interest to make t}us rul
publication. :

Executlve Order -

sequential evaluation processes aﬂer _

. 8s follows -

02, 205(a), (b), and (d)—

of the Social Secumy Act (42

, 405(a), (b}, and (d)—(h), 416(3),

421(&)( x)1)d (1) 422(c), 423, 425, and
5

mtroductory text before p:

Appendnr*l to S .
Impairments’.

IFR Doc '96-13882 Filed 6-3-96; 8:45 am]
BII.IJNG OODE 4190-29-5’

in the hstmgs, we will find that the -
individual is disabled without

completing the remaining steps of the,””
sequential evaluation process. We
not use the listings to find that a
" individual is not disabled. Indi
whose impairments do not
equal the criteria of the Jj
nts at the

“"Thus, it was not subjec_i to OMB review

Hegulatory Flexibi]ity Act

# . This regulaiion impdses n
recordkeepmg requiremen

as ame' ed by section 102 of Public /
Law 103-296, SSA follows the
Admxmstmnve Procedure Act (AP#

96. 002, Social Secunty-
rce; 96. 004 Social

1d-Age, Survivors and stabﬂlty
Insurance, Reporting and recor
requirements, Sacial Security.

Dated: May 20, 1996.
Shiriey S. Chater,’

cause exists because this regulatio
extends the date on which the
musculoskeletal system listings

preamble, part 4
Il of title 20 ©
Regulations j
below.

, subpart P, chapter
e Code of Federal -
amended as set forth

current regulations expresgly provide
that the listings may be eytended, &
well as revised and prordulgated again.
Therefore, opportunity for prior
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‘| that the n

DEPARTMENT OF HEALTH AND ‘
- HUMAN SERVICES ,

Food and Drug Adminlstratlon
21 CFR Part 14

Advisory COmmittee, Change of Name

L “and Functlon

AGENCY: Food and Drug Admmlstranon,
"HHS. :

ACTION Final rule.

SUMMARY: The Food and Drug

1 Administration (FDA) is amendlng ﬂ1e -

- standing advisory committees’

| regulations to change the name and ihe e

.function of the Fertility and Maternal ™
“Health Drugs ‘Advisory Committee: Thls
action is being taken to more accurately -
describe this committee.

EFFECTIVE DATE: June 4, 1996.

-FOR FURTHER INFORMATION CONTACT: &%

: .1 Donna M. Combs, Committee R

-1 Management Office (HFA-306), Food
1 and Drug Administration, 5600 Fishers
-{ Lane, Rockvxlle,MDZOBS? 301-443- .
12765, A
SUPPLEMENTARY INFORMATION FDA 1s r.f,, B
"'y announcing that the name of the o

Fertility and Maternal Health Drugs

' { Advisory Committee has been changed.

After reestablishment of this committee, =,
on March 23, 1978, the agency decided .

e “Advisory Committee for -
Reproductzve Health Drugs” wotld "~ ~

{more accurately describe the subject’

areas for which the committee is -
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N Drugs Advisory Committee’s name was -
" changed in the charter renewal dated .
' ‘March 23, 1996; In this'document, FDA
-"" is hereby formally chenging the name *
. ‘and the function of the committee by
" revising 21 CFR 14.100(c)(9).

' -constitutes a final action on this change. ;

- Act. Under 5'U.S.C. 553(b)(3)(B) and (d)

. :and 21 CFR 10:40(d) and (e), the" agency
"~ finds good cause to dispense with notice]
" " and public procedure and to proceed to
- . an immediately effective regulahon =

*-, 'unnecessary and are not in the pubhc ‘

“a clarxfymg -amendment to existing - .

i LxstofSub;ects in 21 CFR Part 14

} - procedure, Advisory comnuttees, Color

: Dmg, and Cosmetic Act and under :- -

- authority delegated to the Commissioner
. - of Food and Drugs, 21 GFRpart 14 is B
R amended 8s fol]cws : :

- PART 14-PUBLIC HEARING BEFORE
2 A PUBLIC ADVISORY COMMITTEE

Qo 'part 14 continues to read as follows:

S Food Drug, and Cosmetic Act (21 U.S.C.
- - 321-394; 21 U.S. C. 41-50, 141-149, 4671,
678,821, 1034; secs. 2, 351, 354, 361 of tha
" Public Health Service Act (42 U.S.C. 201,
- 262, 263b, 264); secs. 2—12 of the Fair

. 1461} 5 U.S.C. App. 2; 28 U.S.C. 2112,

- and paragraph (c)(g)[u) to read’as -
g follows .

»

-

. Federal Register / Vol. 61, No. 108 /:',Tuesday, June 4, 1996 / Rules and Regulations

. responsxble The mandate ofthe < ~ ...
.~ committee has expanded mgmﬁcantly in
" " recent years to.include drugs for. -
- " menopausal women and drugs used in
. the.practice of andrology. The changeis - . .
"+ ! consistent with the growing use of tlns
- . "-4erm by specialists in the field of -
¢ " reproductive health, which- includes .
"':~ gobstetrics, gynecology, endocrinology, -
* andrology, epidemiology, and related
* .- specialties. The committee reviews and
evaluates data on the safety and -
. effectiveness of marketed and -
. - investigational human drugs for 1 use in’
.. -the practice of.obstetrics, gynecology. L
’ Land related specialties. - :

..The Fertility and Maternal Healt.h

:Michael A, Friedman,"-

. [FR Doc. 96—13978 Fﬂad 6—3—86 8 45 am]
. 'su.um CooE 41»-01-& .

(c)* . 2"~ - .the Generig, Drugs Adwsory Comnuttee
(9) Advzsory Commxttee for had beeg¢hanged in the er renewal
Reproductive Health Drugs ) dated Jénuery 22, 1996, }f this .
LI I I I R ! ent, FDA is heréby formally
(ii) Punction: Reviews and evaluates | gfenging the name-nd function of the
‘data on the safety and effectiveness of ~ | committee by smg 21 CFR
marketed and investigational human = “].14.100(c)(16
.drugs for use in the practice of 1. Publicgtfon of this ﬁnal rule
.obstetrics, 8Yn°°°1°8}' : and mlated “- .} constitutes a final action on this ch;
<" specialties. = . . | undgf'the Administrative Proced
Aowo TR e K Aol Under 5 U.S.C. 553(b)(3)(
‘;.’;’-; " Dated: May za, 1996.; " .and under 21 CFR 10.40(d) #fid (e), the

- '} agency finds good cause 3¢'dispense
«4 with notice and publigfrocedure, and
to proceed to an |
‘| regulation. Sud]

Deput)lCommxssxanerfofbpemhons L

otice and procadures_
and are not in the _~

' Publication of this final rule . -
under the Administrative Procedure

Such notice and procedures are’
interest, because the final nile is merely

lations and when effective will _
reflgct the current committee: charter

- - Administrative practice and

additives, Drugs, Radiation protection. ::
Therefore, under the Federal Food,”

1. The authonty cnanon for 21 CFR

. Autherity: Secs. 201—903 ‘of the Federal

Packaging and Labeling Act {15 U.S.C. 1451 -

2. Section 14.100 is amended by -
revising the heading of paragraph (c)(g)

{21 csh'Pa'n'jﬁ Li

| science mcludmg testing, res
‘| biopharmaceutics, pharma

| gives advice on scienti

-| effectiveness of hupfan generic drug
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, 141~148, 467,

679, 821, 1034; 8 ‘
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262, 263b, 2643}
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"~ as follows : S
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Therefore, th#'agency feels the name :
change will more accurately. describ ‘effectiveness
this Committee to the public. In the” -~ of human generic dpu§ products for use
Federal Register of February 21‘?&5 . in the trentment ofa broad spectrum of
(61 FR 6644 at 6645), FDA pub#fsheda  human diseasgs’ : _

notice that indicated that the name of =~ * b »
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concerning the safety
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COMMUNICATION CONCERNING SPEAKERS
FOR THE OPEN PUBLIC HEARING

DURING THE 19 JULY ADVISORY COMMITTEE MEETING
(as of 96.07.09.)

* CALLER
P Richard Glaso
714-586-3091
F Seymour Romney, MD
212-873-1118
E Elizabeth Arndorfer
202-667-5881
E Jennifer Jackman. PhD
703-522-2219
E Anne Pritchett
703-838-0500,/3312
F Marcy Wilder
202-973-3096
F Gary Hodgen, PhD
B804-446-5268
F Ann Kolker
. 202-588-5180
F - Janet Benshoof
212-514-5534
F Cynthia A. Peason
202-347-1140
E Allan Rosenfield., MD
212-305-3929
¥ Marie Bass
202-328-2200
F M. Louviere, MD
319-235-3568
P = phone
F = fax
E = email
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ORGANIZATION

-~ Life Issues Institute

Society for Physicians fﬁr-
Reproductive Choice and Health

SPEAKER

Same

same

National Abortion Federation same

Feminist Majority Foundation

American Medical Women s
Association

National Abortion and
Reproductive Rights League

Technology Development. Center
National Women 's Law Center

The Center for Reproductive

Law and Policy

National Women s Health
Network

American Public Health
Association

Reproductive Health
Technologies Project

Northwest Waterloo Family
Practice

Eleanor Smeal

Diana Dell.

MD

Same

same

NA

. Same

same

Same

same

same
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NDA 20-687
Mifepristone 200 mg
Population Council

Federal Register Notice
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