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PROCEEDINGS (.00 a.u.}

DR. DAVIDSON: May I have your attention, please.

I would like to open this mesting of the

srocuctive Health Drugs Advisory Comsittee, considering
.e topic that is well-published of this agenda.

To begin with, in teras of just some internal
*amittee issues, ] would 1ike to note and appreciate that
this is the last meeting for three of the members who are
fith us today: Dr. Daling, Dr. Henderson and Dr. Zones.

i certainly had the professional pleasure and benefit of
their participation in this comittee.

This is also the first meeting of Dr. Richard
\zziz, and as has been customry, Richard, knowing that you
ire from the University of Alabama, 1 am sure you will take
‘his opportunity to distinguish which caspus that is.

VWelcome to the Comittee.

IR. AIITIZ: I am a professor in the Department of
lbstetrics and Gynecology and the Department of Medicine at
he University of Alabam at Birmiaghas. As ve always have
0 say, there are three caspuses, of shich Birsinghas is
‘e important one.

DR. DAVIDSOM: We have confirmed at the last
eeting, but I would please have you note the dates of the
uture mestings that are at the top of the agenda today.

The conflict of interest statement will be read

1

1 other prodct or firm not already on the agenda for which
2 the FDA participants have a fimancia) interest, the
3 participants are mare of the need to exclude themselves
4 from such imvolvement and their exclusion will be noted for
5 the record.
6 Vith respect to all other participants, we ask in
7 the interest of fairness that they disclose any current or
8 previous financial interest or professional involvement
9 with any fira whose products they may wish to coment upon.
0 DR. DAVIDSON: Thank you very much. '
1 1 should indicate before we begin that #n - -
addition to the Comsittes members_seated around the table,
there are four Agency persons: Dr. Phil Lorfman, who is
¢ the secretariat of the Comittes, who is immediately to my
5 right; and to the end of the table to my right, Mary
6 Pendergast, who is the Deputy Comissioner for the FIA;
7 Dr. Kessler, who is the Comissioner and who will speak »
8 momentarily; and Dr. Lisa Rarick, who is the Acting —
9 Director of the Division of Reproductive and Urologic
0 Drugs, a new pesition and a new title, for which she is to .
be congratulated for. : =

Ve will begin wifR opening coments by Dr. Bavid
Kessler, the Comissioner of the FDA. -
‘ :

2 N q..
day by Marina Hooten(?), who is chief of the Ethies | Agench Item: Opening Comments - David A. I
~anch Division of Ethics and Progras Integrity of the FDA. 2 Kessler, M.D., Comissioner of Food and Drugs
R. HBOTEN: Good morning. 3 IR. KESSLER: Thank you, Or. Davidson. 6ood
The following announcement addresses the issue of 4 morning.
onflict of interest with regard to the meeting, and it is 5 The purpese of this Advisory Comittee Meeting is
ade a part of the record to preclude even the appearance 6 to examine the data from clinical trials of mifepristone,
f such at this eeeting. : 7 an antiprogestin drug, for the termination of -early
Based on the submitted agenda for the mesting and B pregnancy. Antiprogestins work by blocking the effect of a
1 financial interests reported by the Comittee 9 hormone, progesterone. This hormone, progesterone, is
articipants, it has been determined that all interests in 0 necessary to maintain pregnancy.
‘irms regulated by the Center for Drug Evaluation and 1 Mifepristone acts by keeping progesterone from
esearch, which have been reported by the participants, 2 binding to its receptors, which results in the termination
resent no potential for conflict o interest at this 3 of pregnancy. Mifepristone is-also known as RU-486 and has
eeting, with the following exception: ¢ been available for this use in France since 1989, but was
Dr. Jane Zones would like to report to reflect 5 later approved in Sweden and the United Kingdom.
hat she was, within the past year, a mesber of the Board ] Since 1983, at least 150,000 women have used this
f Directors for the National bomen's Health Network, a ] drug. The U.S. rights to mifepristone were transferred in -
embership-based, non-profit, public interest health 8 1994 to The Population Council, a non-profit research
dvocacy organization. The National Women's Health Network 19 organization. On March 18, 1936, FPA received a new dny
s making a presentation today. However, she is not aware 0 application from The Population Coulicil for the use of
f what they are going to present. 1 mifepristone in cosbination with misoprostol, an oral
Dr. lones will be participating as a consumer prostaglandin.
epresentative mesber today, but she will not be voting Their ‘proposed regimen for the use of
ith respect to this product. 4 nifepristone for the termination of early pregnancy entails
In the event that the discussion involves any the oral administration of 600 milligraes of wifepristone
CASET Associates, Ltd. PAGE 2
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1 within 49 days of the begimning of the last menstrual
2 period, followed two days later by oral aduinistration of

3 400 micrograns of misoprostol.

Tre Agency formally accepted this application on

_ e Basis of foreign clinical data in the fors of two large
§ clinical trials conducted in France. FDA accepted this
7 application with the. understanding that the sponsor would,
Bd:rmﬁ:mofﬂ:lp:ysmianfﬂ!
3 application, submit safety data from 3 recently concluded
0 U.S. clinical trial.
l The FDA classified this new hg spplication as 2
) priority application because it is the first drug proposed
} for this indication. The goals set out in the Prescription
| Drug User Fee Act of 1982 is for FDA to act on priority
5 applications within six months.
H There are several parts to a new dnyg
! application. Our focus today, your focus today, is on th
} safety and effectiveness of this drug for the termination
) of early pregnancy. You will be ranuing the

) prarmacology, toxicology and clinica) findings.
{ As us;al, you will not be reviewing the chemistry
) and manufacturing controls information. Outstanding
} chemistry and mnufacturing controls issues will be

} addressed by the reviewing division.
j Your task today is to review the prarmacological,

] adeinistered as labeled and the acceptability of the

2 frequency of adverse events.

3 Question 3: Taking into consideration the

4 pverall evidence for safety and effectiveness of the

5 regimen, to you believe the benefits cutweigh the risks for

6 the use of the regimen for the proposed indication in the

7 United Statas? .

8 . Question 4: If the regimen were to be approved,

9 do you consider the labeling proposed by the applicant on

0 how to adeinister the regimen and how to monitor patients

1 who receive it to be.appropriate? -
Question 5: lfﬁemmmbbw

3 what further information, if any; do you recommend be

¢ included in the written information to be provided to the

5 patient?

8 Question 6: The sponsor and the FOA review staff -

7 will discuss a proposed distritution system. If the

8 regimen were to be approved, do you have recomendations

9 concerning the drug distribution system proposed by the ™
applicant? )

Question 7+ I the regimen were to be approved,
what recomendations, if sy o you have for postmarketing
studies? »

Those are the (p:shuns before you today. The
issue for you to consider is the safety and effectiveness

vicological and clinical data of mifepristone for its
. oroposed indication, focusing on the science. You will
} hear presentations from the applicant and then you will
| hear from FOA's Division of Reproductive and Urologic Drug
j Products. o
j Two and 3 half hours have been set aside for open
! public hearing.
} We will then seek your advu:e on the following
3 guestions:
) {fuestion 1: Do the results of the open-label,
| historically-controlled studies condicted in France
} establish the efficacy of this regimen for use in the
} United States? If not, what additional efficacy
! information should the applicant provide?
5 ~ (uestion 2: The safety database for this regimen
5 consists of trials conducted in France, preliminary data
! from U.S. trials and foreign postmarketing experience. Do
} these data adequately demonstrate that the regimen is safe
3 for use in the United States when used for the proposed
) indication? If not, what additional safety information
| should the applicant provide?

! In your discussion, we would also appreciate your
} commenting on the following issues:
§ Vhether the adverse events associated with the

jimen can be adequately managed when the regimen is

) of wifepristone for the proposed indications.’

2 To members of this advisory comittee, let me - -

3 sinply say what I have told other advisory comittees faced
4 with making recomsendations on products where there are

5 intense feelings and differing viewpoints. Wt you need
6 to do today is to focus on the science.

7 " Let me repeat that. Mhat you need to do tochy is
B to focus on the science. Exam the clinical data carefully.
9 Ask the tough questions and then give the FIA your best

0 scientific advice based on the data.

1 The FDA has convened this meeting to hear from

2 the best outside scientific advisors available. The advice
3 is not binding on the FOA, but, of course, the agency will
¢ take it very seriously.

5 It is important for everyone to know that as

6 always the FDA has been very sensitive to potential

7 conflicts of interest among its advisory comittee mesbers.

9 meeting have been reviewed by the advisors and consultant
0 staff of FDA Center for Drugs, by $DA's Division of Ethics
) and Progras Integrity, in consultation with the Office of

the Special Louncil for Ethics of the Department of Health
and Human Services and by the U.S. Office of Government
4 Ethies. -
Ve have carefully considered the issues

ot

CASET Associates, Ltd.

MIF 005208

PAGE

3




\GESAVER

wrrounding any potential conflicts of interest and these
sotential conflicts have been resolved.

The bottom-line question for you today is whether
“fepristone for its proposed indications is safe-and
afective.

- Thank you.

DR. DAVIDSON: Thank you, Dr. Kessler.

The sponsor for this new drug application is The
‘opulation Council. The morning will be devoted to their
wesentation to the Comittee.

1 wuld like to indicate that though it is not
oted on the agenda, at cur about 11:00 a.m., we will take
| 15-minute break, so that the sponsor understands that,
nd plan for our 15 minutes during this period from now
mtil 1 o’clock.

The Division presentation will be the last hour
itween 12 and ] o'clock.

The first presenter will be Sandra P. Arnold,
'ice President for Corporate Affairs of The Population
ouncil.

I would like that you would introduce in sequence
he following presenters. yourself. -

Agenda Iten: Presentations by the Sponsor, The
opulation Council

MS. ARNOLD: Thank you.

1l

1 planmning and tht unsafe abortion was a major public

2 concern worldwide.  This is also The Population Council’s

3 view.

4 Vhile abortion is safe and legal in the United

5 States, access to abortion in mny commmities is

6 disinishing. \omen seeking legal abortion face

7 increasingly difficult cbstacles, while abortion providers

8 and elinic staff frequently work under potentially violent

9 and hazardous conditions.

0 e support the use of mifepristone as a safe

1 medica) alternative to safe surgical abortion. Medical
abortion won't replace surgical abortion, but ve believe
that the availability of early meBlical abortion eventually

4§ will isprove women's access to abortion services and will
mke those services more private.

6 Vomen wil) be able to obtain medical abortion at N

7 selected doctors’ offices and clinics free of violence and -

8 harassment. L

The availability of sifepristone will also not

0 lead to an increased rumber of abortions. It hasn't done
s0 in France, where the drug has been available since 1588, -
but it will expand women’s Bptions. Medical abortion is an
important option. It can be provided as soon as 3 woman -

-R4 knows she is pregnant; whereas, surgical abortion sust wit

until later in the pregnancy.

10

Good morning. My name is Sandra Arnold. I am
ice President of Corporate Affairs at The Population
ouncil, as you know, the sponsor of this application.

The Population Council is, as Dr. Kessler said,
n international, non-profit, research institution
edicated to exploring the causes and consegquences of
opulation growth and to improving women's and men’s
eproductive health.

The Council has studied mifepristone since the
arly 1380s and became the sponsor of this application
fter it became clear that doing so was the only may this
rug would reach Aserican women. Momen in the United
tates want this drug now and the’f is no reason to wait.

If wmen in other countries, notably, France, the
nited Kingdom and Sweden, could have access to safe and
ffective early medica) abortion, we felt American women
ught to have this choice as well.

To make this happen, the Council imediately went
o work on filing the new drug application, arranging for
anufacturing and distribution and conducting clinical
rials. This work has led to today's hearing.

At the International Conference on Population and
eveloprent held in Cairo in 1994, the internatiomal
omunities strongly affirmed that unwanted pregnancies

ould be prevented through expanded and improved family

N -
1 1t avoids the use of anesthetics. It simulates s
2 natural miscarriage and women have said that it gives them
3 the feeling that they are in control of their own
4 destinies. This is a safe and effective procedure, which
5 has been used by hundreds of thousands of women cutside the
6 United States.
1 " These are the reasons_that United States women
8 want this drug and these are the reasons that The
9 Population Lounci) has sponsored it.
0 I would now 1ike to take a moment to introduce
] the people who will be presenting to you briefly.
2 Dr. Ann fobbins is a neurcendocrinologist at The
3 Population Council. She has been with us for five years
4 and she has been responsible for the mifepristone NDA.
5 Dr. Irvin Spitz is an endocrinologist, who has
6 been with The Population Council for 13 years. Dr. Spitz
7 has been involved in the clinical development of m
B mifepristone and he designed many of the stidies of
9 pregnancy termination and other ind,;utions for this

0 compound.
Dr. Vayne Bardin s an endocrinologist. He was
Vice President of The Population Council and director of
the Center for Biomedical Research for 17 years, ending in
4 1935, at the end of 1995. Dr. Bardin had responsibility
for the oversight of this NDA preparation and he has now

CASET Associates, Ltd. PAGE 4
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] turned to a career as an independent consultant.
2 Dr. Beverly Vinikoff is a public health

3 ohysician. She has been with The Population Lounci) for 18
ars. She is our progras director for reproductive

5 realth. And Dr. Vinikoff has had responsibility for the

§ acceptability evalation for mifepristone.

7 Finally, br. Elizabeth Newull is a board

8 certified obstetrician/gynecologist, who for the past eight

9 years has been an abortion provider and the wedical

10 director of the Downtown Momen's Center in Portland,

1} Oregon. Dr. Newall was 2 participant in the mifepristone

2 clinical trials.
3 1 would now like to turn the floor over to Dr.

4 Robbins, Dr. Am Robbins, who will provide some background
5 on mifepristone developent and on this application and

6 will introduce the offectiveness, safety and acceptability
. discussions.

B8 ThanX you. .

9 Dr. Robbins.

0 m ROBBINS: Thank yw, Sandy. Good morning.

1 Ve are here today to discuss the data supporting

12 the use of mifepristone and misoprosto] for medizal

3 abortion. Today's presentations will document that this is
"4 a safe and effective method of pregnancy termination, that
'S it is accepted and desired as an alternative to surgical

15

1 developments of mifepristone. As I said, the initial

2 report of pregnancy tersination occurred in 1982, following
3 a series of testings and dose-finding studies, with the

¢ selection of a single dose of 630 milligrams of

5 mifepristone for pregrancy termination:-

6 How does mifepristone work to terminate a

7 pregancy? The next slide summrizes the key horeona]

8 events that ocour during pregnancy; fertilintion, which

8 oczurs follawing owlation and the luteinizing tumm

Implantation begins and takes a few tays to
complete and this is accospanied by a concomitant rise in
¢ humn chorionic gonadotropin. Progesterone, shown here in

5 white, is essential for the mintenance of pregnancy and

6 mifepristone blocks the action of this hormone, as :h:n :

7 dramtically in the next slide.

] Nifepristone, here abbreviated "sif,” is given
orally as a tablet. It works to block the action, to block
the progesterone receptors, located here in the decidial
Yining of the uterus.” This causes decidal breakdown,
which results in a sloughing of this lining and bleeding
and causes detactwent of the blastocyst.

¢ This causes a cascade of hormonal events,
diagrameed here, shich culminate in two important

M
srtion by American women and that it can quite feasibly
« ve delivered in the U.S. health care systes.

3 If 1 can have the slides and the lights down,
4 please. o
5 I would like to begin today’s presentations with

6 a brief discussion of the key historical events that have

7 led to the use of mifepristone and misoprostol for medical

B abortion, as well as to sumarize The Population Louncil's

9 activities in bringing this method to the United States.

0 " This presents same of the key developmental

{1 milestones in the use of mifepristone for pregnancy

{2 termination. In 1570, the progesterone receptor was

13 identified. Twelve years latere in 1982, was the initial

14 report of pregnancy termination with mifepristone,

I5 demonstrated to be the f mt progesterone receptor

16 antagonist.

7 The following year, in 1983, The Population

18 Council filed an IND, investigational new drug application,

19 for clinical trials of mifepristone in the United States.

10 Following several years of testing, in 1988, marketing

U approval for mifepristone was granted in France and it

22 began being used the following year.

3 In 1991, additional approval was obtained in the

¢ Inited Xingdom and the following year, in 1952, in Sweden,
This describes some of the important clinical

16

1 activities, an increase in uterine contractility and
2 cervical softening, both of which lead to expulsion of the -
3 esbryo. Many women compared this process to that which
¢ occurs during a spontanecus aiscarriage.
S Several more years of testing showed that the
6 addition of a prostaglandin to this regime increased the
] efficacy of wifepristone in temminating pregnancy. This
8 works in the following mamner. This is the same diagras 1
9 just showed you. Now, I have added the addition of a
0 prostaglandin, abbreviated here “pg.”
1 The thick blue line shows that the action of
2 prostaglandin is to further increase uterine contractility.
3 This increase in contractions leads to a greater efficacy
4 in the expulsion of the embryo.
5 This regine has been tested in thousands of
6 women. The standard regise that is used in this
7 combination is diagrassed here. Ue have mifepristone
B delivered on visit one. Two days later on visit two, 2
8 prostaglandin is given to the women and this is followed
0 approxisately tuo weeks later by follow-up visit, i
which the confirsation of pregnancy occurs and, if not, the
woman is given a surgical abortion.
As 1 have said, this has been tested and litbly
¢ and shown to be a very safe and effective method for
pregnancy termination. However, there was a demonstration

.
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n
of very rare but serious cardiovassular effects associated
with the use of one of the prostaglandins, sulprostone,
which is delivered by injection.

This Jed to trials on alternative prostaglandins.
;hese were several large trials conducted in France that
looked at the combination of mifepristone and the orally-
available prostaglandin — orally-elivered prostaglandin,
misoprostol.

The next slide shows that these studies with
sifepristone and misoprosto] followed the same regise I
just showed you with the other prostaglandins; that is,
nifepristone delivered on day one; two days later,
misoprosto) on the second visit. The red box here
indicates the four to five hours that the remained in the
clinic following the adsinistration of misoprostol to check
for any events that occur immediately after the misoprostol
delivery.

And, finally, again, after about two weeks, there
was a follow-up visit to confira_that pregnancy tersination
had occurred.

You have seen there that there is a wide variety
of -- a large number of women have used this drug. [ would
like to now just show you same of the international
experience with mifepristons. ¥e see here that
approximately 200,000 women have used llfepristnne for all

1 willigrams. This is followed two days later by

2 misoprostol, 400 wicrograss delivered orally. Agaia, on

3 visit tuo, the women stay in the clinic for four hours,

¢ vhere they are cbserved and then they return two weeks

5 later for confirmtion that pregnancy termination has

b occurred and if it hasn’t, they receive a surgical

7 abortion.

8 These are some of the key aspects of the clinical
9 trial. The trial ms initiated in the fall of 1984, Ne

0 have enrolled 2,12] women. bomen were enrolled for o

1 gestation of up to 63 days of pregnancy, counted.from the-

The clinical trial tock place in 17 sites. These
¢ were geographically distributed acress 1S states in this
5 country and included women of 311 ethnic diversities.

] The enrolisent was concluded last fall. Vears
9 currently in the process of finishing our data smalysis of
8 the efficacy results. However, we have included the safety
1 results and they will be dis:usud later today by Dr.

22 Bardin.

23 Today, 1 wld lile to emphasize right now,

P4 though, we can tell the Comsittee and the audience that

RS this has been — there have been no adverse events,

§ Secondly, they also were conducted in & wariety of provider

18
rposes and the vast majority of these have ocourred for
une use of medical abortion.

This has been almost 190,000 of these women have
used it for this purpose. You can see, 20,000 subjects
have mifepristons alone; approximately 60,000 have used
sifepristone plus sulprostone; 40,000 have used
eifepristone plus gemeprost and an additional 70,000 have
used the combination of mifepristone and misoprostol.

This is where we stand today. This drug has been
tested in many, many countries and it has been approved, as
I have said, in four, but not yet available in the United
States.

1 would like to now sumgrize the activities of
The Population founcil to register this regize within the
United States. As Dr. Kessler mentioned, in 1994, in May
of that year, The Population Council was granted the rights
Lo the use of mifepristone in the United States. At that
time, we began simultansous work on two concurrent tracks
of activity; First, to conduct a U.S. clinical trial and,
secondly, to file a new drug application.

Of course, this is the focus of today's
sresentations and review, but I would like to give you some
sackground on the U.S. clinical trial.

In the U.S., we have used the same regiee that

3 been used in France; mifepristone given on day one, 600

) serious, unexpected adverse events, during the course of -
2 this trial and also, as you will hesr later from Dr, )
3 Vinikoff and Dr. Newhall, this drug is very acceptable to
4 United States women. Me will hear those presentations

5 later.

6 _ lNow, let's look at the activities that have

7 underlined the new drug application. In the sumer of

8 1994, we had a pre-WDA meeting with the FDA to discuss our

9 application. MDA preparations began. The following winter

10 of 193¢, we obtained the database for the French pivotal

11 trials.. We began audit and validation of this database

12 and we did a full resanalysis of the French database.

13 These are the data that will make up the bulk of the data

J4 being presented today as they form the pivotal trial

5 subsitted in our new drug application.

16 In the sumer of 1935 was our cutoff date for

§7 information to be included in the NOA. Throughout the fall

I8 and winter of 1935, final production of the KDA began and

I3 in the spring of this year, as you

R0 we submitted the new drug application to the FOA.

21 During the sumer, we subsitted an additional
safety update and the FOA has audited the French pivotal
trial sites and the data from this trial.

[ For my final slide, I would Jike to give you some _
aspects of the clinical features of the new drug

have heard, on March )4, .

n

.
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2

application. Of course, as Dr. Kessler, our new g

application contains all the sections that you need in an

MDA, but we are going to focus today on some of the
inical features.

The MDA contains efficacy and safety data on the
use of sifepristone alone or mifepristone and other
prostaglandins for pregnancy termination. The pivotal
trials included-in the DA look at the efficacy and safety
data that come from the large clinical trials of
nifepristone and wisoprostol that were conccted in France
that 1 described earlier.

These tuo French studies enroll a total of 2,480
subjects and you will hear their safety and efficacy. data
presentzd later. .

’ In addition, the KDA contains all of the
internationa) safety data for other clinical trials,
including the U.S. clinical trial and clinical trials for
uses other than abortifacients, use of sifepristone during
compassionate use and data fros gstnrl:ting surveillance.

We believe the data that you will hear that are
contained in the NOA prove that this is a safe and
effective method of pregnancy termination.

I would 1ike to now ask Dr. Irvin Spitz to begin
the discussion of the efficacy data.

Or. Spitz.

— MRS

Dhide e o 2 308
4

1 1,000 milligran, administered over one to seven days, the

2 efficacy was 70 percant with a range of 50 to 85 percent.

k| Prarmacok inetic studies conducted with

4 nifepristone showed tint it ws possible to use this agent

5 as a single dose and the dose, which ws; in fact,

§ selected, was 600 milligran a day and in the total of 1,737

7 women, you will see that the same successful termination of

8 pregrancy was 82 percent, ranging from 70 to 50 percent.

L] So, this ws better than the original regimen,

0 but, cbviously, not adequate for general clinical use. . S,

] the next min advance came with the appreciation of the

32 actions of the prostaglandins. lNow, it has been tnon

13 since 1973, that uterine activity is controlled by a

34 balance betwesn the intrinsic inhibition of progesterone

1S and stimulation by prostaglandins.

19 set the stage for the next part of the development, the bse

20 of wifepristone and prostaglandins. Now, in the usial dose

0] reginen, mifepristone is given on the first visit and the -

2 prostaglandin is given onyisit two, which is about 36 to

D3 8 hours after the mifepristone because this is the time of

¢ maximm sensitivity of the uterus to the prostaglandin,
Then there is almays a third visit after 14 days to

6 So, in an isportant study by Bygdeman & Suahn in -
|7 1885, they showed that mifepristone increases the o
I8 sensitivity of the syometrium to prostaglandins. So, this -

R. SPITZ: Thank you. Good morning.

May we have the first slide, please.

My task this morning is to review the
effectiveness of mifepristone and misoprostol for medica)
abortion. o

Next slide, please. ,

This indicates the varicus study regisens, which
have been used historically. The firstly there is
‘mifepristons alone; secondly, there were studies with
mifepristone and the prostaglandins, sulprostone or
gemeprost and, thirdly, mifepristone and misoprostol. And
the latter constitutes the basis of the clinical section of
the NDA application. - -

Now, with regard to mifepristone alone, the first
published study was by Herrmann and co-workers in 1982, and
this showed pregnancy termination in 9 of 11 women, with
duraticn of gestation of less than 56 days, following

. mifepristone administered in a dose of 200 milligram a day

' for four days.

i Now, numerous studies have been performed since
then and the results are essentially similar and these are
shown in this slide; a total of G605 women, and in this
slide and all subsequent slides, the mumber of subjects
studied will be shown on the top of these bars.

S0, using various dose schedules, from 140 to a

) determine if pregnancy tersination did ccowr.’ -

3 have been used? Basically, there are three types. It was
4 first sulprostone, a PGE2 analogue, given parentemally,

5 which requires refrigeration, is an expensive preparation
6 and is not available in this country.

7 - The second was gemeprost. This is a PSE]

B analogue. It is given as a vagina) suppository. It also
9 requires refrigeration, is an expensive compound and is not
0 available in this country.” Then, thirdly, we have

1 misoprostol, a PSEL, orally-adeinistered analogue available
2 in &5 countries, available in the United States. It does
3 not require refrigeration aod is relatively inexpensive.

[ So, this was the cospound, in fact, which has

5 been used in the U.S. studies.

] But, first; let us review the studies with

7 sulprostone or gemeprost. In fact, this slide summarizes
8 the results from the literature review in women with

9 duration of gestation of 43 days or less with these
prostaglandins. Vith sulprostone?in over 15,000 women who
have been enrolled, the suctess for medical abortion
occurred in 95.7 percent and with geaeprost in over 2,000
wonen, the successful termination of pregnancy in 5.5

{ percent. -
So, these were very acceptable results and you

2 Now, what are the types of prostaglanding which - -

A

-
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5
can contrast it in the bottom panel with the use of
aifepristone alone, where the success, as I have shown you
pefore, was only 81 percent.

Now, the use of sulprostone wms assciated in
\pproximately ] in 20,000 women with some adverse carotid
effects and this is now no longer used. The
srostaglanding, which, -in fact, are still uszd today are
yemeprost and wiloprostol.

hlmhundhfmudmhvehﬂlfr-ﬁg
‘ommissioner and from Dr. Robbins, the focus of this NDA
ipplication is sifepristone and misgprostol.  This forms
the basis of the two clinical studies conducted in France,
thich are being used to support this KDA application.

Now, wat were these two critical pivotal
itudies? 1 am calling them Study 1 and Study 2. Now,
itudy ] comprised women with a duration of gestation cf 43
hys or less and there ms a slight difference in Study 2.
fhis included women with duration_of gestation of 43 days
w less. But there was also another cohort of women with
kiration of gestation of 50 to 63 days.

So, that represents one slight difference in
hese two studies. In both studies, mifepristone was
idainistered in a dose of 600 milligram on visit one and
lisoprostol was given in a dose of 400 microgram on visit
w. And the women were then observed jn the clinic for

a

1 Firstly, just to show you some of the mumbers,

2 tota) number of wemen enrolled, 1,285 in Study 1; 1,184 in
3 Study 2, a total of 2,080 women wo sere enrolled. The

4 umber of women with gestation of 49 days or less, 1,089 in
S Study 1; 432 in Study 2, and a total of 1,681 women.

6 Then mumber of women with gestation of 50 days or
7 nove, there were 828, and the vast mjority, as I have

8 explained were in Study 2.

[] . Now, let us work out_the effect of this second

0 dose of misoprostol and, in fact, this bar graph shows the
1 outcome analysis of women, who received miscprostol with a-
duration of gestation of 43 days or less; again, Study ] or

Study 2.

Nou, thess green bars over here shos the
percent, which is on the vertical axis, the percent of
6 women, who hud medical termination of pregnancy by three
7 hours in both groups.  And it was the same in both groups;
8 36 percent or 37 percent in both groups. So, inboth __.
byﬁrefnntm'emltzumtimo!mmy
Iloflﬁpenmt .
Now, ﬁmot’zrmh)uts ﬂltlueott:rm .
in Group 2 were then given the second dose of misoprostol
and now, let us compare the results for Study 1 and Study -
4 2. In the turquoise, you see the mmber of women who had '
sbortion lftertinehanmd. agin, in the tw groups,

26
r hours.

Now, in Study No. 2, those wamen, who had not had
edical termination at three hours, were then given an
xtra dose of 200 micrograms of misoprostol, shown in the
reen, an extra dose, and they were observed for a further
wo hours in the clinic.

Then the subjects went home and there was a third
'isit conducted after two weeks to determine the results of
regnancy termination. So, basically, two fundamental
lifferences; duration of gestation, 49 days and the second
tuty 49 or second cohort, and in the Study 2, also, an
dditiona) dose if there was no gdu:al termination of
regnancy after three hours. -

So, now, | am going to review some of thess
spects. I am going to now review the effect of this extra’
bse of misoprostol. Then I am going to review the
fficacy of this regimen, considering -- and I will only
eview the efficacy in women with duration of gestation
nder 43 days, which forms the basis for this NDA

phr.atlon

And subsequently, Dr. Bardin will review the
afety data of all these studies, including women with
uration of gestatica up ¢o 63 days. So, the first
uestion which we have to resolve, what is the potential

“ect of the second dose?

v e .- .
1 the results are identical. The top blue bars shows those ..
2 women who had unsuccessful termination of pregnancy and the

3 mnbers are sinilar. »

] So, in fact, you will see that the results are

5 identical, whether the women had a single dose of

6 misoprostol or the extra dose. This is the justification.

7 This is the justification for integrating the results

8 together. In fact, this is shown in this slide over here.

9 In this tota) of 1,681 women with a duration of

0 gestation of 43 days or less, there was complete sedical

] termination of pregnancy in 95.5 percent of the women,

2 95.5. percent. Vhat were the reasons for failure of

3 medical termination of pregnancy in these ),681 women?

4 ¥ell, in 1.3 percent, there was a continuing pregnancy,

5 which was then terminated by a DL or vacuum aspiration.

6 In 2.9 percent, there was an incomplete abortion and in 0.3

7 percent, the wamen required dilatation and curettageor - -
8 vacum aspiration for bleeding. B

Wat we have also attempied to do over here is to

0 show the time of expulsion after sisoprostol in these women

) with duration of gestation of 43 days or less. On the

vertical axis, you see the percent of women with an

expulsion at different time intervals; 0 to 3 hours, 3 to d

¢ hours, ¢ to 24 hours and greater than 26 hours.

You will see that during the time of observation
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1 in the clinic, which was from 0 t0 3 and up to 4 hours, 4

2 percent of the women had terwination of pregrancy within

} the tine while they were in the clinic. In fact, a further

1 percent had termination of pregnancy wp to 24 hours,

. shich indicates that over three-guarters of the women had

b medical termination of pregnancy by — to the end of 24

7 hours and only the resaining. 8 percent on the data which we

3 have had medidl] termination of pregnancy after 24 hours.

) So, this is the effect of the time of expulsion.

) Now, we have also tried to determine the effest

| of certain patient characteristics, shich could determine

) the efficacy results. Mt did we look for? ke have

| looked at age. Ue have looked at height, weight. Ue have

| Tooked at body mass index. We have looked at gravity. ke

i have looked at parity. Ve have looked at the mumber of

i previous abortions and we have alsc looked at the duration

' of gestation. )

! Now, it turns out that there are only two basic

| characteristics, which influence the efficacy of the

| reginen. And these are the duration of gestation and the
age of the patient. Now, what about the duration of

! gestation? Uell, the predicted probability, the predicted

. probability of complete medical termination in a woman of
35 days duration of pregnancy is 87 percent and in a woman

+ with duration of gestation of 43 days. this is still high,

b

Pse of Mifepristor - 3l

1 pregnancy at 95.5 to 36.2 percent of the women.

2 fos, as ] mentioned before, 2 form) amalysis of

3 the U.S. data has aot as yet been fully cospleted and

¢ verification of the data collected at these sites has only

5 just besn completed now. But preliminary informal reports

6 sent to me each wesk by the clinics, which have not been

7 verified, indicates that in general the results of the U.S.
8 study conform to the same degree to that of the —
9 intermationa) experience.

10 So, from this, ladies 2nd gentlesen, I wuld

) really conclude that mifepristone plus misoprostol is -
12 effective for the medical termingtion of pregnancy in wmen
13 with duration of gestation of (5 days or less.

4 So, I thank you for your attention and I will

15 call upon Dr. Bardin, who will assess for you the efficacy

16 data. -
Dr. Bardia.

17 : :
18 DR. DAVIDSON: The Comittee may have questions.
39 DR. SPITZ: Certainly.

0 IR. HENDERSON: I actually have 3 question of Dr.
Arold — I am sorry — Dr. Robbins. -
You comented sBvera] times that if the
termination was not completed after the third visit, that -
D4 women were given a surgical abortion. Was that an option?
PS5 How did you make them have a surgical abortion? Wt

it it decreases to 92 percent.

. *  So, women with a shorter duration of gestation
rave 1 better response than those with the longer duration
of gestation. There is also, as I mentioned, a strong

' interaction between chronological age and gestatiomal age.

1l ons then takes women, say, at 49 days duration, a woman
of 18, has a 87 percent predictive probability of complete
termination of pregnancy; whereas, her counterpart at age
35, will only have a 52 percent predictive probability.

But I would like to stress that within the
duration of gestation of 43 days and all the ages of all
the women studied, the results were excelient with an
efficacy of 95.5 percent. =

Now, I would also now just like to put our
results in international context and to sumarize our
results together with some of the other results from the
literature. Again, 1,68l women with a duration of
gestation of 49 days or less from the French pivotal
studies, here is a literature review, all the women I could
find from the literature, a total of 1,695 women. And I
have compared this with the use of the other prostaglandin,
the vaginal suppository, gemeprost, 2,186 women.

And you will see that with all these -- with our
results, with the literature review and with gemeprost, the

sults are identical, cosplete medical termination of

1 options were they presented at that third visit?

2 OR. ROBBINS: In the trials, as part of the
3 informed consent, as part of the inclusion/exclusion
4 criteria, that described the protocol in detail and at that

5 time, before they signed the informed consent, they are

6 told that if their pregnancy is not terminated by the

7 medica) abortifacient, they will need to have 2 surgica)

8 abortion at the end of their follow-up visit at week twn,

9 So, they are counseled this prior to signing

10 their informed consent and they sign the informed consent

I understanding that. Of course, we can never force anybody

12 to have a surgical abortion, but all of the subjects knew

13 that and signed their informed consent with that full

4 knowledge.

S DR. HENDERSON: What Kind of risks did you give

1§ then if they were to continue the pregnancy after it had

17 failed in wedical termination? -
18 DR. ROBBINS: This will be discussed in detafl by

09 Or. Bardin, but I will just say hg‘efly that they have been

0 told that there are risks to theaSf they continue their
pregnancy in terms of possible effects to the developing
fetus. So, they were informed of this. These types of -
warnings are also included in our labeling and Dr. Bardin

4 will speak to some of those when he gives his presentation
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IR. HENDERSON: ] assume when women came to have
sedica) abortions in your programs, you were set up to
provide thes with surgical abortions. Uere you ever faced,

. ] would imagine would happen in your life, with
patients, who had no medical coverage and would have to
have a surgical abortion? How do you work that into your
fees? '

DR. ROBRINS: You are anticipating some of the
things that will come up during the presentations of the
next two speakers actally. Dr. Winikoff and Or. Newhall
will talk a Vittle bit about how this worked in the U.S.
clinies.

If you don’t mind, I will let them give you some
of their first hand information on that. :

DR. DAVIDSON: Dr. 0°Sullivan?

IR. O'SULLIVAN: ] have two guestions.

Vhat evidence did you present to thes reqarding
the possibility that something wewld happen to their fetus?
That is my first question. -

My second question relates to why the fina) U.S.
data wasn't obtained before this mesting. '

OR. ROBBINS: Again, I will allow Dr. Bardin to
discuss some of the information that we know about the
effects to the fetus.

6o ahead, Vayne. And then I will answer the

35
1 humans.
2 S0, -these were the data that were presented Lo
3 the women,
{ IR. O'SILLIVAN: And the three congenital
S anomalies?
6 DR. BARDIN: Beg your pardon?
7 DR. D'SULLIVAN: The three congenital anomalies
8 were what?
9 - [R. BADIN: Three congenital anomalies in the

0 children that were born were a club foot, some abnormal
1 fingernails, and an immmne disease which led to teath.
(R. O'SULLIVAX: Long-térs outcome of the

3 remaining —

] IR. BARDIN: The others are normal.

5 DR. O°SILLIVAN: Normal cevelopmentally?

§ M. BARDIR: Ve have that as of now they are

7 norml. That is all I can tell you. C .
B IR. O'SILLIVAX: One more question regarding -- -

9 tovicology. Is animal toxicology almys found or almays
translated into hman toxicology or teratology?

DR. BARDIN: Well, what you look for is a
chemical reaction in the Tetus that will lead to & marked
abnormality of a developing organ. One has to be very

4 concerned that 1f you can demonstrate this in two animl
PS species, that this would translate into a third species.

k]|
‘cond question.

DR. BARDIN: As part of the beginning evaluation
of the drug, there is an extensive toxicology that is done
on the druj, including a section called teratology.

DR. DAVIDSON: Pardon me. Is this going to be
part of your formal presentation at this time?

DR. BARDIN: Not in the detail that I think it is
being asked now. So, therefore, I thought it appropriate,
Wr. Chairman, if you don’t mind, I will answer it now.

“DR. DAVIDSON: Sure. .

DR. BARDIN: Because I don’t have a lot of slides
on it. I just was saying that there wasa't —

‘ So, in the -- we have anim] toxicology on both
of the drugs. In some of the animal toxicology on both
drugs, there is evidence for teratologic changes in
animals. There have been 21 children born to women who
changed their mind and there have been three congenital
anomalies.

Now, statistically, that is not enough to
determine what the effect is in humans. So, not knowing
the effect in humans, we advised women about what the
animal data showed and said that there was a considerable
risk to them if they changed their mind because usually
teratologic effects in animals will translate or have a

3h possibility of translating to teratologic effects in

5 do teratology studies in primates. That would be

6 extraordinarily expensive and many pesple would view that
7 to be not possible. \e woulda't get many drugs approved if
B that were required. So, we use two species and that is

9 done with virtually all drugs that come before the FDA.

ko DR. DAVIDSON: Dr. Axziz.

M IR. A2212: (Question for Dr. Spitz.

12 DR. DAVIOSON: Mait a minute. Was there a second
13 question? S

14 DR. O'SILLIVAN: My second question was related

15 to why this data s being presented without the finalized
16 U.S. data?

17 0R. BARDIN: 1If you noted the time 1ine on Dr.
I8 Robbins’ slides where she had the two arrows, the red and

19 the blue arrows, we began everythihg in 1994, The U.S.

0 clinical trial began at that time.” Preparation of the NDA

1 began with the data from the two pivotal studies. The U.S.
clinical trial vas completed and as you heard, the sites
have just beea verified and now, very soon, the analysis

4 can begin. In other words, one has to audit all the sites, -
all the data, all the case report forms, verify that, lock

\ - - ”4 .
1 So, I think — o -
2 DR. O'SULLIVAN: Has any primate work been done
3 to show this?
4 OR. BARDIN: No. I think one does not norwally
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the data and then do the amalysis.
! That process is ongoing, but in the meantise
. running simultaneously on Dr. Robbins’ two arrows. an KDA
plication was completed and submitted to the agency for
 consideration,

IR. O°'SULIVAN: [ understand that. I do raally
understand how long it takes to collect the data and db the
quality assuraike, but I still don’t know why this meeting
is held at this tine when the data is not finalized.

DR. BARDIN: \ell, because we have sufficient
data to — we have two — we have sufficient data
according —

DR. D'SULLIVAN: From the non-U.S. data.

(R. BARDIN: Frem the non-U.S. data, to allow us
to submit an application to the FDA and with the
understanding that the U.S. clinical trial would be done
and would be — as soon as it mas completed, the data was
Yocked and it is all written up, _i} will be submitted to
the FDA for their consideration._.

And that is just as the Comissioner outlined.
So, we are following exactly as he said.

OR. DAVIDSOH: Or. Rarick from the FDA.

DR. RARICK: I would point out to the Comittee
also that we have this meeting during the review process
because, as Dr. Kessler noted, our goal is to take an

Mif { stone
k]

1 the second visit and as a consequence, were not

2 adeinistered misoprostol.

3 DR. DAVIDSON: ..One qnstm about timing.

] The MDA indicates and requests the second dose at
5 — the misoprostol dose at 48 hours. Much of the clinical
b work and in your discussion, you have 3 window of 36 to 48 .
7 hours for that prostaglandin dose. bhy isn't that

8 specified in this application?

[ -R. SPTI2: In fast, basically wat happens is

0 the women get wifepristone on the first day and they come
L1 back on the third day for the misoprostol. In fact, as -
12 did sention, the mximm sensitivity of the uterus to

13 prostaglandins, there is certainly 2 window from about 35

4 to 48 hours. That is why we have really not specified, as
15 long as it is specifically mentions 48 hours later on the

J6 third day they come back for the misoprastol.

17 (R. DAVIDSON: So, you db not advise the
I8 misoprostol being given beyond 48 hours?
19 (R. SPIT2: Ve have not studied this in lhhﬂ

0 but, in fact, from a lot of the other reports in the .
literature, the best time, the best responses occur between -
36 and 48 hours.  After 48ours, there is a slight fall
off, not to a very great extent, but when it goes a lot

4 beyond 48 hours, three, four, five days, then the response
wears off. Correct.

tion on a new drug application that is submitted within
s1x months and we would like your coments and discussion
prior to that time line.

DR. DAVIDSON: Dr. Kessler.

DR. KESSLER: You should also knuthtﬂllhs
insisted that not only the foreign data be presented, but
the preliminary safety data that is available to date to be
presented to this comittes.

DR. DAVIDSON: Any further questions, Dr.
0°Sullivan?

DR. O'SULLIVAN: No. I will do it later.

OR. DAVIDSON: Dr. Azziz.

OR. AZZIZ: A guestion Or Dr. Spita.

The regimen proposed, obviously, has two drugs.
The suzcess of mifepristone alone is 80 percent. It
increases to 95 percent from the data you presented with -
the use of prostaglandin. How many patients need
sisoprostol in these studies? I mean, I assume not all of
them went on to use the second drug.

OR. SPIT2: Yes, that is quite correct. The
arotocol called for the administration, as you mentioned,
of misoprostol after 48 hours, but it turns out in this
:ohort of 2,480 subjects, there were 3.2 percent of wmen,
o, in fact, had 2 -- whom the comission believed had a

plete termination of pregnancy by the time they came to

v 0.
1 OR. DAVIDSON: So, you do not advise the dug ~  _..
2 being given after 4B hours?
3 IR. SPITZ: Mo, we do not.
‘ (R. DAVIDSON: Dr. Lewis.
5 R. LEVIS: I have a question about the
6 cardiovascular events seen with sulprostone.
1 DR. SPITZ: Yes. -
8 0R. LEMIS: Didtl'ntcwsemydnngelnﬂ!

9 qualifications of women for this protocol? Mas there any

10 predisposing factor among those women who had the

] cardiovascular events that led to your —

2 DR. SPITZ: 1 would just Vike to, you know, put

13 on record that cardiovascular events, none have been

I4 reported with the present regimen under discussion with

15 mifepristone and misoprostol. None have been reported and

I6 also there have been no cardiovascular reports with the

7 other prostaglandin, gemeprost. There were only, as 1 -

8 mentioned, these cardiovascular effects, which ccourved

19 with sulprostone, which was given terally and it is

R0 believed that probably some of it got in intravencusly and
it is also ancther type of prostaglandin. And it octurs in
1 in 20,000 women. There were three cases of hypotension, -
one case of a myocardial infarct in the forma) publication

4 and from a review of the whole literature, there have been
another two patients with ayocardial infarctions, only one
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of which was fatal.
- S0, slthough in the clinical studies, we huve

really taken cognizance really not to enrol] women with —

the pivota) studies — the exclusion criteria really ws
f they had cardiovascular risk factors, they were really
not included, hut basically we do not believe that, in
general, clinica) practices would apply because no
cardiovascular effects have been seen with any of these
other prostaglandins; other than the parenterally-
uhsinistered PSE2, sulprostone.

DR. DAVIDSON: Any other questions from the
‘omittes? :
Dr. Daling.

IR. DALING: In talking about the women, you had
)] women, who did not complete the regimen. Vhat was the
fencminator for that figure? How sany women were involved
in that trial that resulted in 2 women changing their
sind? -~ '

IR. BARDIN: The 21 wosieh that changed their
1ind, they weren’t all in the clinical studies. A lot of
those were in genera) use.

DR. DALING: So, you don't have any figure on how
nany women changed their mind?

DR. BARDIN: In-the clinical trials?

DR. SPITZ: Yes. In the French pivotal study, we

‘3 ]

] Trat is correct, that the higher the weight, the earlier

2 the expulsion, but this ws really aot consistently seen

3 right thraugh. That is why 1 elected not to sention it,

4 because this is a minor — it is of borderline

5 significance.

6 R. PETITTL: Thank you.

] DR. DAVIDSON: A routine clinical use guestion.

8 In the review of your clinical data — —

S M. SPITZ: If we could have that light off — it

0 is just very hrd. I mean, I can’t see anything. _

1 Thank you. T -

DR. DAVIDSON: You have-probably interfered with

technology at a level that will not easily be excusable.

{ IR. SPITZ: \ell, Yook, I gave you my

5 qualifications. )

6 IR. DAVIDSON: Eut I haven't forgotten my

7 question. : _

8 In your clinical data — I mean, in your research-

9 data, you excluded women with aleohol or tobaceo use and

0 also over 35. Each one of these would be practical issues -
in the American experience for the use of — why were those *
exclusions made and what woiild be the advice for people who
drink moderately or smoke?

[] IR. SPITZ: 1In fact, in the French pivotal — the
first pivotal French study was — the exclusion criteria

£2
In these -- yes, we had -- in fact there were 13 women
-, never received miscprostol, 13 women. They only
~eceived the mifepristone because some of them didn't wish
to have the misoprostol. They actually had termination of
regnancy. Out of this 2,480, there were 13, who did elect
to go on to misoprostsl. .

DR. DAVIOSON: One other -- Dr. Petitti?

0R. PETITTL: In your efficacy data, you have 2
wode], where you used various factors to predict efficacy.
das there any relationship at all, not just a statistically
significant relationship between body mass index and
effect iveness? . ‘-

DR. SPITZ: VYes. In fact, that is an interesting
uestion because this has been reported with the use of
nisoprostol, when it was given — mifepristone alone. And,
in fact, in a very careful analysis, we did not find that
this body mass index had any effect whatsoever in the
pivota) studies -- in these pivotal studies on the
officacy. There was some minor relationship possible with
the rate of expulsion, but this was really not consistent.
S0, we could not find this at all.

DR. PETITTI: \Mas it a positive or a negative
relationship, higher rates cf expulsion with higher body
rass index or the opposite?

OR. SPIT2: That is what it seemed to indicate.

v e . “- -
1 mas anyone over the age of 35. But, in fact, in the second . -
2 study, there was no exclusion criterfa and, in fact, 150
3 women were actually over the age of 35 in this. The only
¢ exclusion was if they were over the age of 35 and they
§ ssoked. This is really anecdotal. This really comes from
6 that subject with the coronary — with the problems with
7 the myocardial infarction, the hypotension, where it was
B believed that cardiovascular risk factors might be
S important. - -
0 But, you know, we do not — we have not listed
1 that as an exclusion criteria for clinical use of this
2 compound. o '
DR. DAVIDSON: Are there any further questions?

3

[ [No response.}

5 Okay. You may proceed with the rest of your

6 formal presentation.

7 DR. BARDIN: Thank you. B e
] My name is Dr. Bardin and I am going to review

9 the safety of mifepristone plus misdprostol. And I thinka -
0 rumber of the questions that have been asked will be —
saybe will sove toward a better resolution as we look at
these data.
I would Vike to bagin by reviewing the ratjonale
4 for reporting the adverse events for the combination of
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1 rather than separately in this presentation.

2 First, as you have heard, there is evidence for
1 synergy between mifepristone and misoprostol; that is, the
" tion of these drugs together is greater than additive.

> S0, they are viewed then as sort of one regisen.

] . Secondly, women come in with lots of sysptoss of
7 pregrancy, nausea, voaiting, crasps, and then the drugs

8 that are given increase mny of these symptoms. So, we are
9 talking about a regimen on 2 reginen of pregnancy.

] Then, finally, there sre no multicentered studies
1 of oral-wisoprosto] slone during a prayw:y at the dose we

2 are recomending here.
k] How are these side effects or adverse events, as

4 1 am going to call thes, collected? Uell, at each visit, a
S form was filled cut that in the first visit recorded the

45

6 syaptoms of pregnancy, in visit two, all the adverse events

7 that had pccurred since the first visit, and then there was
8 a focus on this short four to five hour observation period
9 after the prostaglandin, where advem gvents were recorded
0 and then there mas visit three, where a1l the events since
1 visit two were recorded.

2 Then any other urgen:y room visit, any other

3 visit to the doctor for any sorts of problems, that those

{ events were included and some patients were even followed
5 out as long as 70 days to evaluate bleeding in women who

Use O

Mifepriscon:
a

] were related to the pmreacologic actions of the regimen

2 and, indeed, some of these are essential for efficacy, such
3 as cranping and bleeding.

4 The next slide shows the average mumber of

5 adverse events in three different groups of women that were
b distinguished by the mmber of doses of wisoprostol that

7 they received. As you have just heard, there isasmall

8 group of subjects that have their abortion prior to the

9 second visit. So, they receive no sisoprostol. And in

)0 these individials, shoawn by the red bar, they have less

1] than one adverse event per patient.

12 By contrast, if you add one dose of -lsqnstnl
Uﬂznﬂerof&wmtsﬁphmtnwtnwudl
I second dose of misoprostol, the average adverse events per
15 patient rises to three. As you have heard from Dr. Spitz,
16 two doses of misoprostol do not improve efficacy. So,

7 since there is an increase in number of adverse events in

)8 this growp, we wuld certainly not recomend that a second

19 dose of prostaglandin be given. And, certainly, this has
0 been dropped from the U.S. clinical trial and it is not
recomended in cur Tabeling.
Now, what percentage of patients actually
complain of one or more adverse events? Uell, this is -
4 shown here with percent of patients that complain of - :
RS adverse events. Here are the thres groups that 1 have

4 had a successful abortion. A1) thess were put together
+ +.d each woman was asked to classify each adverse event as
3 minor, moderate or severe.
‘ Throughout this presentation, I will be referring
5 to severe events. The two ways we think of severe evens
5 are shown on the next slide. First, there is the severe
! events as judged by the women theeselves. These are the
3 most common events that were seen in the clinical trial,
) bleeding, uterine contractions, nausea and vomiting, al)
) predicted outcomes of the mifepristone and the misoprostol.
| So, the women decided what'percentage of these
! were severe. But we will also be referring to another kind
} of severe event and these are severe as judged by medical
} outcome. And these would be a severe cardiovascular event,
) any hospitalization, a surgery that was required, say, for
5 blesding or a blood transfusion.

! I will try to distinguish which of the two kinds
} of severe I am talking about, as we proceed through this.
) The next slide shows sort of the good news, the

] overview of what I am going to talk about. The animal

. studies show that there were no toxic effects in animls

! that would be reflected in the women. In humans, there

| were no deaths or no serious cardiovascular cutcomes in any

| of the two pivotal studies. In humans, there were no
sected adverse events. Virtually, all the adverse events

46

@®
1 shown you from the previous slide. So, we see that in
2 women who receive no misoprostol, 18 percent of thes
3 complained of one or more adverse events.
{ By contrast, a single dose of misoprostol
5 increases the percentage of women that complain of one or
6 more events to 90 and a second dose of misoprostol
7 increases the percentage to 86. Above each bar are the
8 number of women in each of these thres groups.
] The blue portion of each bar represents the
00 proportion of each group that indicated that their adverse
|1 events were severe, so that you can see that in each of the
12 three groups, thers were somewhere between 20 and 30
3 percent of the adverse events were judged by the women
14 themselves to be severe. :
i1 Now, the next point is when do the majority of
16 adverse events occur. Here we have the total adverse
§7 events shown on this ordinate on the left and on the right
I8 ordinate, we show the adverse events expressed as a
9 percent. So that a 100 percent is equal to the total. If
P0 you look at the musber of adverse kvents that ocowr
01 immediately after the misoprostol, during the visit to the
p2 clinic in visit two, you see that 65 percent of all the

adverse events. Untmnportedmnbservedlttht
4 period of time.

The blue portion of each bar, as on the previous
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slide, represents the proportion of the adverse events that
were judged to be severe by the women themselves.

This slide puts into persa=ctive what | have just

oun you on the last slide; that s, here we fave the
entire tine frame of observation for adverse events and
there is a four to Five hour period on the third day during
which 65 percent of the adverse events were reported. This
tells you severd] things, but most jportantly 1t says that
most of the adverse events were of short duration. And, in
fact, except for bleeding, which can occur over severa)
days, mtmhhtmwbh_mm
over a very short time frame.

The next slide shows you what the adverse-events
actually are. Here we see the percentage of women that
complained of each of the adverse events that are shom
here. The blue bar shows you that the most comonly
recorded adverse event were painful uterine contractions
pceurring in 82 percent and the red bar shows you the
cambined 6] complaints, including aausea in 45 percent,
vomiting in 20 percent and diarrhea in 1S percent.

The orange bars that you can just barely see here
are the next most common group of events cczurring in l to
) percent; headaches, 3 percent; fainting, dizziness and
eetrorrhagia or increased bleeding, 2 percent; anemia,
asthenia and chills and fever in ] percent.

1 So, 1 have shown you the most comeon adverse

2 events. but let's now go back and look at the most comon

3 and ast how sericus were they as judged by a wariety of

4 criteria. _

5 On the next slide, we look at painful uterine

§ contractions. For these three bars on this szale right

7 here is percent of patients and the top of each bar is a

8 hundred percent. So, f you look at the central bar here

9 of above painful uterine contractions, the 100 percent here

0 s the tota) women in the study. So, B2 perzent of these

1 women, shown by the green part of the bar, experience

2 painful uterine contractions, ulhnénnwarul

3 previous slide.

¢ Now, of this 82 percent, shat portion sere really
judged to be severe by the women? Uell, if we set that B2

6 percent to a hundred percent, as shown by this bar on the

7 Teft and then say what are severe, then the blue portion of -

9 contractions said they were severe.
0 That is one measure of how many could have been |
severe.  Another measure would be how many needed treatwent -
of some kind. So, if you &y what percentage of 82 percent
needed treataent, if you set that to a hundred percent -
¢ again, as we have done on the right, and now look at that '
bar, 20 percent, as indicated by the yellow portion of the

Note here the metrorriagia or the increased
. eeding and the anemia. Ve will return to these when we
talk a little bit more about bleeding in general. But
these -- when you ask about what women think are the
agverse events, these turn out to be 2 and | pereent, even
though as you will see, almost al) women bleed.

Now, in order to show you: the adverse events that
oscur below ] percent, which | aa going to do now, we have
to expand this part of the scale down here so you can even
see it, and that is shown on this slide, where now the top
oart of the scale, rather than being a hundred percent, is
| pereent. This is the incidence of adverse events with )
sercent at the top of the scale.

So you see that hot flashes ocour in slightly
wre than half 3 percent, then skin conditions, anxiety,
111 breast conditions, including discharge, pain, itching
ind everything are less than half of a percent;
nlpitations -- this represent five subjects - so, you see
ve are getting down to small groups -- tachycardia, five
subjects, and toothache is out on the far end of the scale.

There were a total of 77 different Kinds of
1dverse events reported. 1 have shown you 18 of those and
they are the most common. So, all the rest of the adverse
svents occurred in something less than five patients,

ually one or two subjects only.

A
1 bar, nezded treatment. .
2 Vhat treatments did this 20 percent get? Trat is
3 shown on this yellow bar on the far right. Now, the
{ percentage here refers to the percentage of this 20 percent
5 and you can see that S5 percent got antispasmodics, 3l
b percent, narcotics, 11 percent, non-narcotics and 3 percent
7 all others.
8 People have said, ahy. you have Jl percent here.
9 Does that mean 3] percent of the women got marcotics? The
0 answer to that is “no.” It is 3] percent of 20 percent and
1 20 percent of 81 percent and if you quickly figure that
2 out, that means that 5 percent of all women in the study
3 received 3 marcotic for a painful uterine contraction.
4 So, this is the kind of analysis that we have
5 done on each one of these to figure cut what percentage of
6 the women were actually treated and with what for their
7 treatment. e
8 “On the next slide I will show you a sisilar but
8 not so complex amalysis of the EI cpnditions. This is the
0 percentage of all 61 conditions regorted by women that
| might have reported one or more conditions, which nuld
include nausea, vomiting or diarrhea.

Regardless of which one of these conditions were
{ reported by the women, about 20 percent of women under each
5 of these categories said that this was a severe adverse
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] event. However, only & percent of the women who had 6l
2 conditions of any type requested or received same type of
1 medication for that event. .

The next slide returns to hlgﬂmg This revies
> something that my be obvious to mny of you. First, that
§ any patient that is going to lave 2 suceessful outcome with
] this medication is going to blesd. So, most of the women
} that got the sidication, 36.6 bled; 33 percent bled prior

9 to misoprostol.. The mean duration of bleeding ms 3.1 days
3 and the longest duration ws 69 days, with the next most
| lengthy, 45 days and rapidly falling off after that.
! This wasn't bleeding. This was spotting and
} this sas 3 women who had had a successful abortion. But it
| gives you an upper Vimit of what could ocar.
) Now, this doesn’t tell you anything about
i severity. The next slide shows you severity of bleeding as
! judged by four separate eriteria.
3 The first criteria, the women, while they were in
) the clinic, did they get any medication that could have
) been used to treat bleeding, saline or something that
| contracts the blood vessels? That Kind of medication was
! given to 13 percent of the wamen. This is the upper part
| of the scale, this 15 percent, percent of patients who had
| one of these events. .
) Drug treateent, 13 percent. This shows the

' 55
1 when all patients have their blood measured and
2 you say how mny patients hmd & decline in blood pressure

3 of greater then 20 percent, either systolic or diastolic,

4 it is 420. That is 17 percent of women. However, when you
S ask of that 17 percent how many really had what you would
6 call clinically significant low blood pressure or

7 clinically significant hypertension, that is only seven

8 women in this study and only one of those was judged to be
8 severe.

10 " Interestingly, there was an increase in blood

1 pressure of greater thwn 20 percent and almost an eqal
2 mumber, 16 percent, and 8 percent of women still had
hypertension when they were discliurged from the clinic.
¢ Tachycardia, as | have said, was in five; one of
S those was severe, and even those with these who were judged
§ to be severe, there mas not a lasting serious outcome fra
7 either of these individals.
] lmldnullketohntolmrimofth
severe adverse events reported to the FOA in the U.S.
clinical trials, shich are shom here. These are the
events. These are the mmbers of patients and the
percentage of women out of <the study that had those events
and they are cospared in the right hand column with similar -
{ events from the French study. .
So that ] percent of the women in both trials had -

5

reentage of women that had 3 decline in hemoglobin of
. yreater than 20 percent by the third visit. This is 3
| percent. Ihnalmdytnldywtht!pm:mtnfm
| complained of metrorriagia. VYirtually all women bled. -
) The women that bled said that their hleedmg in
i BO percent of the time was heavier than their heaviest
" menstrual period, but only 2 percent of those women said
| that it was truly severe or excessive; therefore, we
| elassified it as metrorrhagia or severe bleeding as judged
| by the individual.

1.4 percent of individuals had a bleeding event,
! which could be termed severe, based on sedical outcome and
| that is shown on this slide. Thid is treateents for
| medically severe bleeding, as judged by the fact that a
1 woman went to the hospital. That was 21 women out of
1 2,480. Two received a surgical intervention to stop
' bleeding and there were four transfusions.
! Now, in the studies that you have heard about in
! the past, there has been great concern about cardiovascular
| events. So, one of the purposes of this clinizal study,
these two pivotal trials, was to carefully look at

! cardiovascular events after the prostaglandin. So, every
| individual that received prostaglandin had blood pressure
| measured and here are thres measures of that examination

at oscurred in the clinic.

5. .
1 tospitalizations. Far less than ) percent had transfusion.
2 That is one-sixth of 1 percent and one-fifth of ] percent
3 in these calculations. Two percent had severe heworriuge
¢ in both studies. Two percent of women in the United States
S had a surgical intervention and 1 percent in France.
6 So, these data look like that these studies are
7 certainly similar.
8 In conclusion, the risk of adverse events has
9 been determined in two pivotal studies. As a result,
10 labeling has been written that informs women about the risk
i1 of this regimen.
12 The sost frequent adverse events, painful uterine
13 contractions and 61 sysptoms; sere expected outcomes of the
J4 regimen.  Sixty-five percent of events were imediately
IS after the misoprostol at the time of the second visit.
16 Eighty percent of womén reguired no pain medication
7 whatsoever to use this reginen. o
18 Bleeding occurred in all women with a successful

19 outcome. Rarely, excessive bleeding requiring
0 hospitalization or transfusion or durettage occurred.
Cardiovascular events, including clinical hypertension,
hypotension and tachycardia were rare. (Only two were
considered severs and these were resolved without long ters
4 consequences. -
So, I have reviewed for you the general data that

MIF 005221
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ts to the clinicians and to the scientists that have
evaluated these data that this drug reginen can be judged
to be safe, as w1l as effective.
' DR. DAVIDSON: bould you stay there just for one
scment, please.

Dr. Rarick, would you explain to the Lomsittee,
since this word is being used often, wat “pivotal” means?

OR. RRRICK: I don’t think “pivotal” hes a
regulatory definition. “Pivotal® is sisply a ters that is
constantly thrown around as the large, well-controlled
trials upon which the safety and effectiveness information
is being based. The terwination of “pivotal” does not have
any standard definition. It is something that can be used
by the sponsor or we, but it is not a regulatory def ined
tern.

DR. DAVIDSON: Okay.

Any other questions?

DR. HENDERSON: For the ireatment of symptoms,
what antispasmodics were used? -.

DR. BARDIN: Many different ones. I can give you
the list. Ve have them listed in the m all the kinds
that were used.

DR. HENDERSON: For example?

DR. BARDIN: I will have to get the list.

1 very isportant. ] am happy that you brought that up.

2 The wmy misoprosts] is formulated, if you have

3 ever touched it when your finger is wet, literally before

4 you can get it off the end of your finger or just as soon

5 as you can mallow it, the pill dissolves and there is very

6 rapid absorption. Most of the sysptoms arcse slowly and

7 peaked sort of around one hour and it is in accordance with

8 the blood levels of the prostaglandin.

S .So, it is the prostaglandin that brings on these

0 sysptoms, as I have suggested by the slide in shich alsost

1 all of the side effects occurved at the observation period-
and the ones that occurved by far_and amy the most
frequently were contractions of the uterus and of the 61

4 tract.

5 OR. DAVIDSON: So, in that regard, patients did

6 not require a second dose of the prostaglandin due to —

7 (R. BARDIN: Almost never. :
] bR, PETITTL: lingimthtywhlveluiedat_‘

your data in many says and pertaps you have looked at this

0 vay. I would be interested in the percentage of all

patients, who had at Teast one severe 61 symptom, where the -
dencminator is everyone W' walked in the door and the
mmerator is severe sywptom of either nausea, mttirgor -

- P4 diarrhea, if you have that.

OR. DAVIDSON: Dr. Azziz. 05 DR. BARDIN: I do have that and I neglected to
S8 N 60.. .
OR. AZ2IZ: You had a few patients, Dr. Bardin, 1 make 3 slide of it. Idon't recall it because it is —
.nat required surgery for excessive bleeding, most of 2 IR. PETITTI: Pertaps you can -
those, | assume, are curettage, all of them. Were tfer: 3 DR. BARDIN: 1 did the same kind of amlysis tht

other surgical interventions required?

DR. BARDIN: The surgical interventions actua"y
defines the -- those were the — yes, the answer to your
guestion is those were the only kimds of surgical
interventions and the surgical intervention is really how
we define failure. Dr. Spitz showed the three categories
of women that had a surgical intervention, those that had a
continuing pregnancy, those that needed one for bleeding,
which have been repeated up here, and those that were
needed to remove products of conception that were mot
passed.

DR. AZ712: In your study, none of the women then
required a hysterectomy for control of bleeding?

DR. BARDIN: Mo.

DR. DAVIDSON: Do you have any vomiting — and

4 1 did for the painful uterine contractions, but I didn't
S think 1 could get away with showing that kind of comsplex
6 slide too often.

l DR. PETITTL: \Mell, perhaps you could —

] DR. BARDIN: I will be happy to share that with
9 you. It is written up, yes. It is actually — it is

10 written up in that way in the report to the FOA. So, I
1] will share that for you. I will look it up.

12 DR. DAVIOSOM: Dr. 0'Sullivan.

13 DR. O'SULLIVAN: ' Can- just make sure ]

J¢ understand this. The data that you just presented is the
5 European data. It is mot the U.S. data.

16 OR. BARDIN: 1 did present the —

17 DR. O'SWLLIVA: The medical situation you .
I8 presented was the U.S., but the side effect data of the

even severe vomiting occurred in about 20 to 25 percent of 19 patient — 7 _
the cases. C[an you comment on whether or not vomiting 0 DR. BARDIN: Yes. .The patient assessment of what
occurred early enough after the misoprostol that you the patient told the doctor when they said, you know, what
thought it interfered with absorption? Or can you comment have you —
about that relationship betwesn drug effectivensss and IR. O°SULLIVAN: That is all European.
vomiting? — [} DR. BARDIN: That is all Eurcpean. That is

. IN: Thank you for that question. It is : right.
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1 F. O'SILLIVAN: So, we don't have any of the

2 hmerican as yet.

1 DR. BARDIN: Mot yet. That will be available
ound the end of the year.

5 DR. KDSASA: Mhat was the oldest patient that

§ received this medication?

! R. BARDIN: - Do you remember the oldest patient?

8 SPONSIR: 45 —

) DR. BARDIN: Ve will look that up. Ve will tell

} you in just a minute.
| DR. KOSASA: And then you don’t have an
! indication for age on your application, so we can p wp -
| there is no age limit?
I OR. BARDIN: Mo, there is not an age liamit.
i There wasn't an age limit in the second trial and we have
i patients above 35 days — 35 years. o, w2 have no firm
' date of when there should be a cutoff. e know that the
| prostaglandin has been used across all age groups.
) DR. DAVIDSON: Or. Henderson.
i DR. HEXDERSON: You obtained CBLs on all of the
women who enrolled in the trial before they received the

' medication. Correct?

DR. BARDIN: Yes.

IR. HENDERSON: 1Is that part of your labeling?
+ Are you going to suggest that all women have a (BC, a

tles_e_o.f_nir_e.nr_ife&Qn'

1 presentation. And you will be interested in it, yes.

2 DR. DAVIDSON: Dr. Kessler.

3 R. KESSLER: Or. Bardin, you presented the

4 serious adverse events in the U.S. clinical trial and ym
5 had a slide that compared thes to the French. In your

6 further analysis, do you believe that it is likely that

7 those would change or is that, do you think, a relatively
8 complete picture?

S . DR. BARDIN: I don't believe the transfusions
30 will change. I think we know those. I don’t believe the

12 that any of those mmbers are going to change to really
13 make a substantial change in percentage.

14 R. KESSLER: You believe that is a complete
15 picture.
16 DR. BARDIN: I believe that it is certainly

17 close. The mumbers — the musber of people in those -

19 percentages of overall women will totally change because 1

0 think there can always be a physician who didn't report
something that another physician wuld have said was 2
severe henorriage. The physician says, oh, I see this — I
see worse than this in all the miscarriages 1 mmage. So,

¢ they don’t judge it to be serious and they don't report it
to the FDA.

1] nusber of hospitalizations will change and 1 don't-believe-

18 columns will change, but I do not believe that the .

cent [BL before they receive the medication?

, IR. BARDIN: I don't think that is a reguirement
of the labeling.. I think that every physician who cares
for an individal -- the labeling says something, you .-

+ should do all of the things that are required for good

 obstetrical practice and we focused particularly on things
1ike RH immunizations and the precaution that one needs to

' take there or the precaution that one needs to take if

' there has been a previous endocarditis.

l Then we say that any other thing that needs to be
done consistent with good obstetrical practice, and, so, we
didn’t say get a white count, get a red count, but I think
that would be included under good practice.

0R. HENDERSON: I ask only because of the

< incidence of anemia that you listed and if that is a
concern, then might not one want to make sure that women
are not anemic before they receive the medication?

DR. BARDIN: 1 think it is always a concern and

that is -- and the percent of anemia was really judged as a
fall in hemoglabin of greater than 3 grams. I think the
lowsst patient in the study was 10 grass, if ] remesber
correctly. So, in many women, many women are anemic during
pregnancy, but I think we will -- w2 are going to have a
=linician, who has dealt with this talk about this, and she

going to address some of these issues of bleeding in her

1 Ve will see this in our reports, but I don't
2 think that is going to change the percentage.

3 DR. DAVIDSON: Yes, Dr. Narrigan.

¢ MS. NARRIGAN: Could you just recapitulate the

5 comparison of the Aserican and the French data for those

6 four events? I don’t think we have that —

1 DR. BARDIN: If we could show the third from the

B last slide. So, let's see — do you still have — one more

9 fonard. .

10 So, here are the serious adverse events as

1] reported to the FDA for the U.S. trial. And here are those

12 — here is the mumber of women in the U.S. trial. Here are

13 the mumber of adverse events — the mumber of women who had

J4 these serious adverse events. In parentheses are their

IS percentage of this total. And here are the same kinds of

16 comparisons for the French data. This is the total in the

17 French data. These are the aumber of women who had these

1B adverse events and these are the percentage.

19 Dr. Kessler's point was §p the fact that we Know

0 these numbers are absolutely with éertainty and they will
not change. His question was how many of these mumbers do
we believe might change. So, to the comparison, it i8] -
percent of the patients in each trial had hospitalization.

4 Far less than 1 percent, only 4, and in this tria) If takes
24 patients - as you can see, 24 patients, 24.8 patients
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65
to make ] percent. So, this is far less than ) percent and
here is 2 pereent and 2 percent for severe hemorrage or
~etrorrhagia, as w2 have called it, as it ws called in the

ench study, and 2 percent with surgical intervention for
pleeding and 1 percent in the French study.

D. DAVIDSON: Dr. O'Sullivan.

0R. DSULIVAN: I do have a question.

‘Let’s go back to surgical intervention. Vhat
exactly do you sean by “surgical interventions,® before I
ask »y question? )

OR..BARDIN: DOkay. Can we turn the lights again
s0 we can see the slide?

Okay. This is surgical intervention for
bleeding. You recall, on Dr. Spitz’s slide, there are
three reasons for failure. A failure is when the medical
abortion does not occur and 3 surgical procedure is
required. There are three reasons for that.

Number one, if the patibht comes in and they are
bleeding a lot and the physician or the patient decides
that is too much bleeding, a O is done.

Secondly, after a certain period of time it is
decided that there are still products of conception in the
uterus, but there is not a lot of bleeding, the surgery is
not for bleeding, it is for just to remove products of

concept ion. .

1 (R. O°'SULIVAN: Mo, mo. Wt I am really

2 interested in is how tolerant the American woman is as

3 contrasted to the European woman for blesding and how much
4 she is willing to put wp with. -

s IR. BARDIN: That sas the flip side of what 1 was
6 alluding to. I would say —

1 IR. 0'SULLIVAY: The physician’s indication for
8 doing it my be altogether different.

9 DR, BARDIN: Ve are well mare of that and that
0 is clearly — you are right on. That is just correct

1 because, clearly, there sre some wmen who said, °I have
had encugh; I think I will terwimte this,” and there are
3 sose of these and that could be because she is continuing
¢ to have bleeding which is the same as a menstral period.

6 had had 3 successful termination that continued to spot,
7 and they elected not to have @ surgical procedmre — A
8 DR. O'SLLIVAN: That is the European data. -
9 DR. BARDIN: OXay, but — well, those data will
0 be available. ~ ’ , -
DR. DAVIDSON: Dr. Kessler?
OR. KESSLER: Can you, the best you can — you
have “hesorriage” on this slide. You used “setrorriugia®
4 on a previous — can you give us some sense generally of
that definition for these data?

S That could be. But you saw that there were some women that

—
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Third, there is clearly a continuing pregnancy,
as defined by ultrasound.

DR. O°SULLIVAN: Okay. But this is clearly for
bleeding. ' T

0R. BARDIK: This is clearly for bleeding.

OR. O'SULLIVAN: And by "surgical intervention,®
are you including aspiration, as well as DEC?

DR. BARDIK: Aspiration and DLC, whatever the
physician used.

DR. O°SULLIVAN: It will be-interesting to see
how the numbers actually play out because not unexpected,
in my mind anysay, is the fact that you have more
interventions -- sure, it is only 1 to 2 pereent, I agree,
but that dossn’t seem to be a big change, but there '
certainly is wore in the U.S:

DR. BARDIN: OCkay. But remember — you have to
remember that this can be either the patient or the
physician.

DR. O'SULLIVAN: I understand. Yes.

OR. BARDIN: So --

DR. D°SULLIVAN: That is exactly why I am making
the point.

IR. BAJDIN: What you are really interested in is
-f the women who had interventions for bleeding, how many

them even had a change in their hematocrit, right?

2 pointed out, a1l women bieed, and then you ask the women

3 vt was that bleeding 1ike and 80 to S0 percent over 2

4 series of severa] studies that were done in France said

5 that my bleeding at the time I took this drug regimen was
6 80 — B0 to 90 percent of them said the bleeding is heavier
7 than my heaviest menstrual period. Okay?

] So, this is a regimen that produces in most women
9 more bleeding than their heaviest menstrual period. But

10 then at the end of the study, all women were asked did you
1] have excessive bleeding, and 2 percent said, yes, I had too
12 much bleeding. That is what the 2 percent in the French

13 study is from. It is fron the women's judgment at the end
14 of the study.

35 So, it allows you to kind of look at this

16 perspective from several points of view. Nomen are

17 bleeding more than their heaviest menstral period, but

18 only — they have to bleed a lot before they will say it is

19 too much. g

20 DR. KESSLER: And the U.S. definition? ‘
Rl DR. BAROIN: The U.S. definition, it will be
P2 similar. )

p3 OR. DAVIDSON: Dr. Henderson. -

pd DR. HENDERSON: In part of the material sent to

DS us, there was a mention of someone who had meningitis. Do
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. you have any details on that?

! OR. BARDIR: Meningitis?

| IR. RARICK: There was one viral meningitis in

e U.S. study.

' (R. BARDIN: Dh, is that right?

i "[R. RARICX: A hospitalized patient.

' 0R. BARDIN: A hospitalized patient. Dkay.

| 0R. MRICX: Causality has mot obviously been
| determined. There is a couple of those. 4

| In our presentations, we will break down some of
these particular events for the U.S. If you don't lave

that readily available, we will.
IR. BARDIN: I don't think we have it broken down

by individal patient.

DR. DAVIDSON: Are there any further tp:stlms’

8. ROSBINS: Just to get back to sowe data that
ws asked for, so you can have it right now.

Here is the list of the gdifferent types of
antispasmodics that we used for the uterine contractions.
So, if you want to see that.

DR. BARDIN: It is such a long list.
going to -- here they are.

(Or. Bardin hands Dr. Henderson the list.)

DR. ROBBINS: Here are some numbers in terms of
the mumber of people in terms of nausea for vomiting and

1.am not

i

1 history. Medical abortion represents a new advance in the
2 abflity to of fer women options for solution of this
3 problem.
[ It is important for us to know whether this is sn
5 option that women feel they would like and whether the
6 providers of health care for women will find it-a
7 reasonable and feasible option to offer women.
8 Medizal abortion wes originally developed outside
9 of this country, as you've heard. Since it was origimally
0 offered outside of this contry, the first assessments of
1 its acceptability to women involved patients from other -
contries, .
The published Jiteratufe shows 12 reports about
¢ the reactions of women to early medical abortion. These
S reports were done in six countries, all on experisental

§ reginens, virtually all, and all on small groups of women.

7 Yet despite the scattered nature of this

8 literature, the findings of these reports are consistent :

9 and strongly support a very high preference of women for
0 medical methods of tersinating pregnancy.

In general, these reports suggest the following
reactions of women: medical abortion sesms to be the
preferred cption as a choice over surgery in about

¢ percent or slightly sore of women in most studies.
There are very high levels of satisfaction with

10
1 the severity here.

DR. BARDIN: I am going to study this and tell it
to thes. 1 am not going to try to do it up here.

OR. DAVIOSOK: You want to continue with your-
formal presentation?

OR. BARDIN: Yes. Are we going to have a break?

DR. DAVIDSON: Will it take longer than 10
minutes? It will? Well, let’s take a break for 1S
minutes.

[Brief recess.)

DR. DAVIDSON: Could we reassemble, please.

Would The Population Lzm:ll continue with its
presentation, please. -

OR. VINIKOFF: Bood mmg Yeah, it's still
morning? My name is Beverly Winikoff. I as from The
Population Council. I am a public health physician and
program director for reproductive health at The Population
Council.

This morning I would 1ike to address the issue of
the acceptability of wifepristone/eisoprosto) for medical
abortion to women and to the providers of health care for
women.

Unwanted pregnancy is a serious and stressful
nroblem for women. Safe, effective, and humane remedies

r this probles have been sought since earliest human

n

] medica) abortion procedures recorded in all studies, and

2 women express a great willingness to use the method ajain ~

3 and to recomend it to others.

] 1 would Vike to focus specifically now on the

S acceptability of mifepristone/misoprostol for early medical

6 abortion in the United States. Ve are just beginning to

7 see how American women react to this new type of therapy,

8 and for our conclusions, we have looked to the U.S.

8 clinical trial, interviews with patients from that trial,

0 and focus groups of providers who participated in the

1 trial.

2 Ve have seen through all of this inforsation four

3 very strong trends: one, women in the United States like

¢ this method overwhelaingly. For them and their providers,

5 it is a very different therapy from the alternatives

6 available to them. -

1 Third, U.S. women seem not to differ in their

B reactions to this medication from women in-other places.

9 And, fourth, U.S. providers want t!,oﬂ’:r this option to

0 women.

1 The first source of infumtinn that we have
about the acceptability of mifepristone/aisoprostol to U.S.
patients come from The Population Council’s U.S. clinical

4 trial and includes almost 800 women seeking abortion-who
are 49 days or less since their last menstrual peried.
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hese women were a1l study volunteers in the 17
articipating clinics in 15 states.
Approximately one third of these women cane from
=ial or ethnic minorities. \e don’t have exact rumbers
n these data, since the data are prelininary and may
hange slightly. But we have very close to clear
references heree.

. The following questions were asked. These were
11 asked at the final visit to assess acceptability to the
atients. Patients were asked if the experience mas what
hey expected it to be, how it compared to any previous
xperiences they had with abortion, if they would use the
ethod again, and if they would recomend it to others.

Half of the patients thought the experience was
ust what they had believed would happen. One third of the
atients said that their experience was actually better
han what they had thought would happen, and one in eight
hought that the experience was wotie than what they had
aticipated. -

We asked specifically about issues relating to
leeding, pain, and the place where the abortion took
lace. A1l of these issues have been cited as potentially
roblematic for patients, and we wanted specifically to
wow more sbout them.
Vith respect to bleeding, which was in almost all

] the procedre. .
2 Momen were asked to predict 1f they wuld choose

3 this sethod again, and wore than nine in ten said yes, they
¢ would choose this sethod of abortion agaia. Hore then

5 three gquarters of the women for whos the methad did not

6 work aiso said they would try the method again. :
7 For women who could make the comparison, we asked
8 how this sethod compsred to their previous experience.

9 More than nine in ten of such women rated medical abortion
0 as more satisfactory then surgical abortion. Even two

15

1 thirds of these vomen who had experienced faflure said the ™

2 wedical abortion was a more satisfactory method for them.

Finally, we asked women if they would recommend
¢ this method to a friend or relative. Almost everyone in
5 the study said yes, they would recomend this method,

6 including more than four of five of those women for whom it -

7 did not work.

8 Since the United States has a diverse population;

we wondered if different Kinds of women would have

0 different reactions to sedical abortion. But there weremo - -

differences by race or ethajcity or method of payment in
D2 response to guestions about satisfaction and reactions to
P3 other methods of medical abortion.

R4 We plan to co sore extensive amalysis on these
DS issues in the future. But we have also had a chance to

n
ses not clinically problematic, the single most comon
aswers were that both the length and amount of bleeding
ere as expected. -

The next most comon answers were that bleeding:
nd pain were longer and more than had been expected. Not
urprisingly, women for whom the method failed to work
snded to report wore and longer bleeding than women for
nom the method did work.

We asked patients how painful the experience had
een relative to expectations. More than half of the women
eported the experience to be less painful than they had
rpected, and the next most common FESponSe was that the
rperience was as expected.

Ve asked women, also, if there was a problem with
he time or place at which the abortion took place. Less
han onz in 25 patients indicated that there was any type -
f probiem with either timing or place of abortion.

Women were asked to rate how satisfactory the
atire procedure was for them overall. More than nine in
sn of the women were very satisfied or satisfied with the
xperience, and fewer than three in 100 were unsatisfied.

Half of these unsatisfied women had experienced
reatment failure. Tven among thz women for whom the
ethod did not succeed overall, however, two thirds

ressed that they were very satisfied or satisfied with

1 learn something sbout why patients may have valued the

2 medical abortion experience so highly.

3 These are the reasons that emerge most commonly.
§ Vomen are particularly enthusfastic about the ability to

5 avoid surgery and anesthesia. They mention that the

§ experience is more natural in their minds than a surgical

7 abortion, and they value this. ~

8 Vomen who choose this method often coment on the
9 sense of control or autonomy that it gives them, and they
10 value this as compared to surgery. These themes were

|1 expressed by women interviewed in one of the clinics:

12 *I didn't 1ike the idea of a surgical abortion,”
13 said one. "I don’t like any type of surgery at all,” said
04 another. “I don't like anything that involves anesthesia.”
1S Many women compare their experience with medical

17 It's just Vike having a miscarriage.”

18 Some compare it to other mly known and

19 natural events. "!t felt like wy @riod, so it felt like 2
20 natural process.”

21 ~ Women clearly value the control and autonamy

02 offered by the method. "It offers a lot wore control,”

P) said one explicitly. “Your body does it itself,” said

D4 another. “This was more wy body discharging it than -

DS someone going in.”
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1 Patients clearly like this method, and it appears

2 that American providers do, too. According to a survey

* ~pnducted by the Kaiser Family Foundation, currently only

percent of all U.S. 0B-6VAs provide abortion services.

) Yet when these providers were asked if they would provide

§ mifepristone/aisoprostol were it available, the survey

Ipredl:tzdaﬁipaunt increase in the number of 0B-6Yiis

} who were offer medical abortion if it were available.

) There are logistical issues with this therapy

) that have made some providers wonder whether they would

. indeed like the method. Among these isgues are the fact

! that the counseling involved can be time-consuming; that

i there may need to be extra time given in speaking to

. patients; that providers my find it difficult to wmit for

i the- results of medical abortion when they are used to a

i quicker surgical procedure; that patients and providers are

" not used to observing the bleeding that is involved in an

i abortion where surgical abortion_ sxtracts the blood quickly
in one procedure, but in medical-abortion the blood
out over time.

Also, some providers are worried about the
logistics of serving medical and surgical abortion patients
simutanecusly, fearing that it could overwhels the
services that they have, and they also may fear that they
need extra space and extra bathrooms, which could be

. i: . :
_h’ln n

1 "I desperately mant 1t here,” said one doctor. T wwld

2 offer the option.” “T iud spent the previous 22 years

3 working for an abortion clinic doing surgical abortions and

4 listened to women ask, ‘Isn‘t there some other wmy?""

5 Providers were particularly interested in

6 providing this sethod in part because they perceived it as

7 being 5o well received by women. Most providers felt that

8 women preferved medical abortion in general. Some —

9 providers said things such as,- “Even the ones that failed,

10 and even the ones that I thought had a terrible experience

11 in terms of the physical sysptoms, for the wost part said,

12 '] would do it again. I like this method.’®

13 Interestingly, even with the relatively few

14 patients that each provider was able to see during the

15 clinical trial, the providers felt strongly that they got

16 better at providing this method with practice. The: -
{7 learning curve just in desling with this from the clinic's
18 point of view and from the doctor’s point of view. "I -

19 learned a lot,” said one.

0 A health worker said, “¥e weren’t very efficient . .
at the begiming. At the end it was beautiful because we'd -
hardly done as well at the-beginning as we did at the end.”

Providers also liked the fact that they could use

{ the women’s waiting time in the clinic for counseling about

pregnancy prevention in the future.

J

18
oblematic.

Ve wanted to assess whether these issues in
practice would indesd create sbstacles to provider
enthusiasm for the sethod. So we interviewed all the ..
providers who of fered medical abortion in the U.S. clinical
trials. To do this we conducted focus groups in each
clinic. Ve interviewed 7B providers of all types,
inzluding physicians and nurses and other Kinds of
clinicians such as midwives or nurse practitioners.

Ve also interviewed all of the counselors and
adrinistrators who had to deal with the drug. Ve
interviewed people in all 17 clinics in the 15 states.

Four outstanding attituges were apparent at all
sites. DOne, providers want to offer this method to women,
and indeed, in all the clinics, we were told that they
would like to be able to offer this method on a continuing
basis.

Providers think women like this sethod very much.
Providers feel that they get better at giving this method
to women with some practice. And providers become even
rore positive in their attitudes toward the method with
some experience with it.

I want to share with you some of the things that
~roviders said. It was clear that providers were

thusiastic about being able to offer a choice to women.

v 80- -
1 Not only did providers feel that they got better = _..
2 at offering the method; they also seemed to feel more
3 comfortable with the method and actually 1iked it better as
4 they gained experience with it. “1 really didn't expect to
5 like this,” said one doctor. “I thought it would be very
b tise-consuming, and I wmas mlly amazed at Iu easy it mas
7 and how such wosen liked it.”
8 Another doctor said, “Most of us nid we'd never
8 do it. And then I realized, no, I'd take mifepristone.
0 I'd rather do it instead of taking my chances with who
i1 knows who out there for a surgical procedure.”
12 These first experiences with :
13 mifepristone/misoprostol suggest that it will be well
I4 received and well managed by American physicians. e need
15 to realize, however, as we go fonard that the systes of
16 distribution of this drug in Europe, where it's now used,
I7 is quite different from our usual distribution mechanisa -
18 for pharmaceuticals in the United States.

19 As a result, we intend to begin distribution of -
0 this drug quite cautiously in a mofe similar to the my
that international experience with this drug has occurred
so far.
Because this therapy will be new for American
4 physicians, there will be extensive provider education in
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Use of Mifepristone

(1]

Mifepristone wil) be supplied directly to
roviders by the distributors, and it will not be sold in
sgreacies. It will be provided to physicians wio have

aining in the dating of pregnancy, the diagnosis of
=topic pregnancy and surgical abortion, and wo fave
ceess to facilities for surgical abortion and for
mergency treatuent of complications in order to make sure
that physicians can provide this drug in the future as
afely as it has been provided in the clinical trial and as
iafely as it is being provided elsewhere.

The aduinistration of the drug will also be
abject to some limitations. Stocks of the drug will need
0 be kept in a secure location. Providers will have to
‘e2p a record of each dose adainistered, and patient
information will be included in each package of the drug.

The aduinistration of the medication will be on
iite and under supervision of the physician. There will be
1150 extensive informed consent @.a’mts in each package.

In conclusion, regarding acceptability and
‘sasibility of this sethod, mifepristone/aiscprostol for
urly nedical abortion is a safe, effective, and highly
icceptable therapy; U.S. physicians will offer it, thereby
increasing access to services; and wonen will have 2 new
shoice that will make abortions earlier and therefore safer

‘or them. -

13 DR. DAVIDSON: Or. Henderson? Or Dr. Kosasa?

D4 DR. KOSASA: I just wondered, is it available in

IS parmacies in Europe right now? .

15 DR. VINIXOFF: To wy knowledge, not. To my
" 17 knowledge, it is distributed directly to the clinics that

B8 provide it. -

19 IR. HEONDERSON: I actually have a couple of

4] I
1 DR. VINIXOFF: I think it was work — within an
9 hour of work or home, & place shere they could get

3 mergency treataent. .

4 R. ZMES: Right. Do you thiak that’s adequate,
5 and o you think that should be on the Tabel?

6 R. VINIKDFF: As we’ve said before, this dg

7 essentially nduces a wiscarriage. If women can have

8 miscarriages in any given place with safety, they can have
9 wedica) abortion. The U.S. health care system is adequate
10 to dea) with the kinds of emergencies that we have seen in '
1] this trial and that the French have seen. 1 think that —
12 that's more than adequate. s

0 questions. The first, at the begimning of your
presentation, you said that 60 percent of the patients
actually preferred the sedical termination of pregnancy. i
Vas this the general population or was this the population
¢ who had already had a medical and 1 surgical termination?
IR. VIKIXOFF: This is a meta-analysis of studies -

)

Thank you very much.

DR. DAVIDSON: Are there any questions? DOr.
2ziz? .
DR. AZ112: In regards to your data concerning
the satisfaction of women who actually failed therapy, how
d0 you potentially measure that in regards to the
reliability of your data? One would assume that most women
o failed the therapy would probably not be very satisfied
with the therapy as a whole. Yet about half of your women
who failed appear to be satisfied. Does that in any way
question the reliability of the positive data?

DR. VINIKOFF: 1 don't think so. I think women
were rating an overall experience with a clinical
situation, and they were trested with respect and given a
Tot of information and tried the best they could to avoid
surgery, and when they couldn’t avoid it, they had it and
they felt they had been given a fair shake. So I thin
they were satisfied with their experience. It was an
experiential question.

DR. DAVIDSON: Dr. Zones?

DR. IDNES: As I recall in the protocol, women
had to live or work within an hour of the provider’s site?

0R. VINIXDFF: VYes.

DR. 20NES: That may be in the French studies.

- BS much excluding family practitioners and other primary care

3 - - ”« -
1 that were done in other countries in which women were e
2 offered a choice.
3 DR. HENDERSON: Had they had a termination?
] DR. VINIXOFF: Mo, this is the whole population.
S It's all takers. This is just a generic — it's all
6 takers, and the actual range is pretty muxch 60 to 70
7 percent. ) '
8 OR. HENDERSON: Okay. You mentioned that during
9 the time that women saited to bleed or their bleeding was
10 observed by the providers, they had contraceptive
1] counseling. Do you have any indication of how effective
2 that was, how many women before they had this medical
13 termination used contraception and if that changed after
14 they had the procedure?
Y DR. VINIKOFF: We will be able to look at some of
I6 those issues more clearly from the individual patient data
17 when the data are available to us. Now I.have the focus
I8 groups from the providers, who said that the providers
19 thought it was a good experience #nd that they were able to
D0 give zore information to woken. But we don’t have the
D1 patient data on that yet.
D2 OR. HENDERSON: Okay. And you mentioned that —
D3 all the things thit have to be required in order to_have a
D¢ practitioner use it. It seems to me that you're pretty
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1 providers who are not 0B-EMis. Is that not a market that

2 would need to be addressed, and if people heve to be able

1 tp do al} these things that family practitioners and
Jiatricians may not be able to do, how o you get them

5 access to 08-6Viis, essentially?

B IR. VINIKDFF:. I's not an 0B-6YN, and I can o

7 al) those things. Most American physicians are trained to

8 do al} those things.

) DR. HENDERSON: Doing surgical suction?

) IR. VIKIKOFF: Training in surgical — tt doesn't

| mean they currently do it.

! DR. HENDERSON: Suction in termination?

t R. VINIKOFF: Training, because DIL, after all,

| most medical students know how to do that.

i OR. HEMDERSOM: Mma, okay.

i The last thing —

‘ DR. VINIXDFF: Mot necessarily for abortion, but

the surgical procedure is the same.

DR. HENDERSON: The other thing is, you sant
physicians to essentially manage the pharsaceutical, and
how -- if that’s going to be your prisary mode of
distribution, I wonder how you're going to train physicians
who are just now dealing with managing medical records more
aczurately and appropriately, to now have thes held
accountable for managing prarmaceutical drugs that have to

. - ' 8

1 think are wise to start with. It doesn’t mean to say that
2 with greater experience in the American context, we can’t
3 mve 2 wore tailored distribution system as it evolves.

¢ Lertainly we don’t intend for any of the usage to be set in
5 stone. As the scientific data are not set in stone and as
6 nore inforsation becomes available, all Kinds of things can
7 be inserted into the inforsation and changed.

8 - OR. DAVIDSON: Dr. Kessler?
S . IR, KESSUER: Severa) guestions, Mr. Chmirman.
10 In your proposed labeling the agency has

] received, you have that the patient must be able to reach -
12 emergency medical facilities equjpped to provide surgical
13 termination of pregnancy, blood transfusions, and emergency
I4 resuscitation 1f necessary within one hour of home or work
IS during the treatment procedure until discharged by her
16 physician. L
17 Did I understand you to say that that was not any -
18 longer going to be a requiresent, or is that in facta _
19 requirement?
0 . VINIKDFF: As I understand it, everything
that you have in the Tabeling stil) stands.
R, KESSLER: S&ithat requirement stands.
The second question. In just looking at. in yor -
4 presentation, on the focus groups — I assuse that is in ’
the interviews — you list a lot of positive coments about

recorded and accounted for.

DR. VINIKOFF: Actually, this is very parallel to
how the 1UD is provided, and physicians do that.
Physicians now manage marcotics shich actually have lega)
restrictions on them that are more stringeat. So I don't
see why it should be 2 problea. But, obviously, it is
something that one has to consider.as one goes, and if
there are problems, we would have to solve them. But |
don’t anticipate that that would be a problem.

OR. DAVIDSON: Are you finished?

OR. WINIKOFF: I understand in Europe it was
distributed that way. Why have you consciously elected to
eliminate the pharmacy as a means=of controlling and
distributing it to a variety of people and not just people
who seek out a distributor?

OR. VINIKDFF: Do you mean the pharmacy on the -
street or the pharmacy in a hospital?

DR. HENDERSON: Any pharmacy. The prarmacy
system that we have in the states.

OR. VINIKDFF: Well, it seems to me more
efficient to control the distribution through the provider
who has to provide it, because if it is in a pharmacy, then
the woman would go get a prescription and bring it back.
Tt didn’t make kind of logistic sense. But this is not to

- that these guidelines -- these are guidelines that we

1 control, matural, avoidance of surgery. Those were your .
2 headings, )
3 OR. VINIKOFF: The patient.

] [R. KESSLUER: Those were the patient coments.

5 Can you give us a sense of the negative statements, if any,
b that you have reczived?

1 "~ [R. VINIKOFF: Some people commented on the

8 amount of blood they saw, that they hadn't expected — the

9 ones who saw sore blood than they expected. Some pesple

30 commented on the length of staying afterwards, after the

Il misoprostol. They didn't feel they needed to stay that

12 long, and they felt that sas an encumbrance.

13 Some people wished they could have taken it at

14 home. There, ] mean, that wmas sort of the general range.

15 Some people comented on whatever side effects they may

J6 have experienced that they didn't like. Basically, there

I7 were a lot of positive comments and not as nny negative

I8 coments, I have to say.

19 DR. DAVIDSON: What about, the time and .
R0 inconvenience of these multiple visits?
) 0R. VINIKOFF: Yeah, the time was comented upon

in a couple of ways. The length of the second visit vas -
the main obstacle. The second — people didn't — I mean,
4 this is a self-selected group. It vas offered the method
knowing that they would have to come. So for the pesple
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wo were of [ered the method, that wasn’t sush 3 big
problen, but after experiencing the miting in the clinic,
~me people felt that it was too Tong. :

[R. DAVIDSON: Did you have any — o

R, XESSUER: Dne last guestion. If you look at
— going back to Dr. Bardin’s slide on the serious averse
events both in the French trials and the U.S. trial, if you
look at hospitalizations or transfusions, is there any may
imym\d-atﬁmbmthhymldh
prevented, how any of these — does the distribution scheme
help prevent any of those serious adverse events?

OR. VINIKOFF: I think counseling women on the
amount of bleeding and helping thes to assess when they
should come back is very important. The sore we leamn
about this drug, probably the better we’11 be able to
commnicate with women about those issues.

People need to come back to the providers who
provide the method so that people¥re fasiliar with when to
advise them to have a surgical tefmination or when they
need further treateent and when they can wait, and 2s we
said, as people gain experience with the method, it becomes
very important that these issves, as you'll hear from
Dr. Newall, are very striking to the providers of the
eethod.

So we need to comunicate these issues about what

Use of Mifepristone 5

1 respond that wy. Ve feel people need to know when 2 -

2 person needs surgical intervention and to be able to get

3 it. Ve don't mean to faply that pecple al) fave to be able
§ or be ongoing providers of-surgical methods.

5 R. A212: Thank you.
b [R. DAVIDSOM: Yes, Dr. Narrigan?
1 IR. KARIGM: I just have a question about the

8 800 people in your sample. Did that include any of the ™
9 women who had adverse effects that were in the table of
80 severe adverse —

1) 8. VINIKOFF: Yes.
12 0R. MARRIGAN: It did™ :
13 0R. VINIKOFF: It inchudes all the women equa) to

)4 or under 49 days LWP for which this approval is being
15 sought in the American study. :

15 R, RSRIGA: T thought the heerican study was .
47 2,121 o
18 tR. VINIKOFF: Yes. Yes, but this is all the- ..

19 women — that study goes to 63 days. So this is all the
0 women — it's a subset of the women within that study, the.
wonen who had 49 days or less U from that 2,121, which is°
about 800, 797 to be exact. ,
IR. RARRIGAN: Okay, thanks.
(] R. DAVIOSON: Any further questions? Dr. Zomes?
IR. 20MES: You mentioned that there was no

90
expect to the patients so that they know how to manage
the situation in conjunction with the providers.

DR. DALING: I have one question.

OR. DAVIDSON: Dr. Daling? .

DR. DALING: Did 100 percent of the patients come
back for the second and the third visit?

MR. VINIKOFF: Yes.

DR. DALING: Amazing.

DR. DAVIDSON: Dr. Azziz?

M. AIZ212: Dr. Vinikoff, just to come back to
the coment that Dr. Henderson brought up in regards to the
use by physicians who are not surgeons -~ and 1 disagree
strongly; there is no training in D&Cs other than surgical
specialties. But in your recomended labeling, it simply
states that patients should Vive within an hour of a
surgical facility that does not have to be the same
facility that they had the eedications.

DR. VINIKOFF: Right.

IR. AI2I2: Is that correct?

DR. VINIKDFF: That's correct.

DR. AIZI2: So there is no exclusion of family
practitioners and internal medicine? There was that
impression when you responded earlier.

DR. VIKIKOFF: No, no, I didn't mean to. It was

» question that implied that. 1 certainly didn't mean to

v e . g. .
] difference between racial and ethnic groups on e
2 satisfaction? :
3 IR. VIKIKOFF: Yes.
] (R. 2MES: This may be jusping the gun, but were
5 differences found in these various social status-type
6 groups on other variables?
7 8. VINIKOFF: I only looked at the acceptability

18 data. That's all that was available to me now. Ue'll have

9 to look at the other things later. But with regard to all
10 these acceptability questions, there were no differences
11 found.

12 (. DAVIDSON: Any further questions?
I3 Dr. Henderson? -
4 OR. HENDERSON: Before we're done, is there any

5 plan to give us demographics on the 2,121 patients who were

6 in the States, the ractal, the smoking histories, or the

17 method of paysent of any of these women? Just the =
18 demographics. 1 understand that you don’t have the

19 results, but — 7 |
R0 DR. VINIKOFF: It's aboit a third, as I

91 mentioned, (R. HONDERSON: Right. You said —

02 " R. VINIKOFF: Other than Caucasian, as recorded
23 as other than Caucasian. _

D4 IR, HENDERSON: Right, but Asian, African-

RS Americans —

MIF 005230
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1 0. VINIKDFF: That third is split, and ] have
2 the data. I can — but it is all preliminary data and
e - N
DR. HENDERSOK: And method of payment or any
5 saoking history?
6 * DR. VINIXDFF: Saoking history I don't tave. The
7. method of payment is — it's sethod of unal payment for
8 medical care,“and many people had sultiple anmers. So
9 it's going to be hard to disaggremate that data well.
0 Me'1) have to look at it a little bit better.
| DR. DAVIDSON: In the world of acronyes and few
2 syllables, these two drugs are quite 2 repetitive mouthful.

3 [Laughter.]

4 I wonder, have you some abbreviated means of
5 referring to this?

] 0R. VINIKDFF: HKo.

? {Laughter.)

] IR. DAVIDSON: Your anper is —

§ IR. VINIKDFF: My ansseer is no. e would love

0 it. But the ones that we’ve come up with or that other

1 people have tried out haven't worked for various reasons.
2 But we look forward to having an actual-trade name at some
3 point that will be simpler.

Use of Mifepristor =

] the Oregon portion of the mifepristone trials.

2 Beginning as a premed birth control counselor in
3 the early 1870s, I have been a participant in women's

¢ halth aare for 2 yasrs.

5 My experience with aifepristone is solely as an
6 abortifacient. However, like my colleagues, | am excited.
7 about its other clinical uses in gynecology.

8 Simply put, mifepristone is an effective, safe,
9 well-tolerated sedical abortifacient. Moreover, American
J0 women very much want the option of sedical abortion

11 available to thea. Already familiar with the moathly -
12 process of uterine emptying, wopen who choose mifepristone
13 perceive the process as wore matural and mxch less scary
I4 than a surgical procedure which in no Wy aligns so closely
IS with their endogencus physiology.

6 Clinically, a mifepristone-induced abortion is

17 identical to a spontanecus aiscarriage, except that it is -
I8 quicker. Biochemically, 1t is mot dissimilar, in that __
19 placental support is withdrawn and then the misoprostol

0 engages the sensitized uterus in expelling the products of

conception.
Me conducted o trials at the Downtown Vomen's

Center. which is on the ninth floor of 2 downtown office -

4 building in Portland. Ve serve women of broad ethnic
PS variety there. \omen began calling for this option as soon

( DR. DAVIDSON: Okay.
5 OR. VINIKOFF: But you saw Dr. Robbins’ slide hd
94

I-F. Some people say "mif™ sometimes.

¢ DR. DAVIDSON: Okay. Thank you very much. I

3 will not lean to my temptation.

( [Laughter.)

5 Okay, could you continue your furnl

5 presentation?

! DR. VINIKDFF: Sure, thank you. I would Dike to

3 introduce to the panel Dr. Elizabeth Kewtall from Oregon.

3 Dr. Newhall is one of the investigators of the clinical

) trial, and she will discuss her experlem:e with this

| regimen.

2 DR. NEVHALL: Good morning. And yes, we did call

3 it MEM. =

! {Laughter.]

5 I'n happy to have the opportunity to share with

3 you my experiences with mifepristone in Oregon.

! 1 am a board-certified obstetrician-gynecologist.

3} I am 3 1879 graduate of the University of Lalifornia at
} Davis, and I began my career as an emergency room physician
) prior to turning to gynecology in 1984. 1 served on the
| faculty at Oregon Health Sciences University before
! beginning my private practice in 1990.
| CLoncurrently, for the past eight years, I have
! heen 3 provider of abortion services and the medical
rector of the Downtown Women's Center, where we conducted

1 as RU-485 was in the news and in huge mumbers as soon as it
2 became known it would be available in Oregon. )
k| They still call regularly, even though the
4 studies have been over for a year, because so many women
5 seek the option of early pregnancy termination.
6 tomen who met the screening parameters presented
7 on Monday afternoons for counseling, consent, dating,
B ultrasound exasination, and then met privately with the
9 physicians for examination and discussion.
10 Following this, they took the mifepristone and
1] went home. (On Wednesday mornings, they returned for the
)2 misoprostol dosing, where, in our erstwhile recovery room,
13 we had folding cots set up in two facing rows, sort of
D4 W'R°S*H style, where anywhere from six to twelve women
15 began their expulsions together.
16 1 had predicted that women would reject the
I7 notion of having an abortion as a group experience.
18 However, it turned out to be completely the opposite.
19 There mas a lot of group support,  lot of camaraderie, and
D0 a lot of conversation between the’women really helping
2] themselves through this process, Mﬂ:mhrmdwt
22 to be [an) unanticipated advantage to the method.
The usual experience was, about an hour or two

4 after taking the misoprostol, sometices imediately,”

cranping and bleeding began, both a bit more intense than a

s
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regular senstrual period. This lasted about one to two
hours. Both let up noticeably. With a somehow distinct
episade of bleeding. alacst 2}l the women knew when their

pulsions were cosplete, although none were able to
giscern any difference betueen the blood — or see any
tissue. They all just saw blood and bload clots.

The wgmen read books, they played cards, they
talked about politics, they laid quietly and looked out the
window 3t downtown Portland. Some were sad, some were
pensive. They drank tea and made frequent trips to the tw
bathrooms, shich, incredibly enough, were adequate for all

Less than half the women took a pain pill or two
and very rarely — you know, maybe every three weeks or 50
—- there was 3 woman who ms 5o uncomfortable that she
required an injection for either pain or nausea.

Tre difference in an afterncon spent in surgical
abortion as opposed to an afternofh or morning spent in
sedical abortion was really very hoticeable in the amount
of adrenaline generated both asong the patients and the
staff who cared for these women.

After completion of the expulsion and ultrasound
dozumentation, many women just had to sit around and wait
for the four-hour chservation time to pass. I can remesber
only one woman who remained after the four-hour time period

____Use of Mifepristone = ;

1 &rlmgdwin_glchinmslightu~

2 miniml. Ve ahays chect hematocrits prior to an abortion
3 of any kind, but we never deny abortion to women with

¢ anemia becauss birth poses 3 mxch greater risk of blood

5 loss.

] Any facility or physician that currently provides
7 care to women having miscarriages is quite adequately

8 prepared to handle women undergoing medical abortion. The
9 women themselves were gemerally guite comfortable with the
10 smcunt of bleeding, needing st most reassurance that it ws
)] as expected. -

12 Ve had no infections, we'had no uterine damage,.
13 we had no ectopic pregnancies, and ve had no transfusions.
¢ There were 3 few women who became intolerant of
S the sometines prolonged light bleeding. Abortion providers
45 again are facile with the ultrasound at detecting even

17 smal) anounts of uterine debris and are used to offering
I8 women with surgical sbortions resuctions for the same -

19 symptons following a surgical abortion, where aain mo
0 bleeding is what we prefer. -

Because of the political atmosphere being s0
scrutinizing around abortipn sedicine and berause everyone
is very interested in having satisfied patients, women are

4 very coddled in cur clinic and are encouraged to
DS participate fully in their decisions and are given all

98
wcause she was so uncomfortable, and we ended up doing 2
suction on her by the end of the day simply to end her
cramping, not because of any bleeding or medical necessity.

The nurses who tended these women, while -
completely capable of handling all aspects of surgical
abortion independently, had rarely if ever witnessed the
amount of bleeding that attends a spontaneous miscarriage
or even a heavy renstrual flow.

In the surgical abortion setting, that amount of
bleeding is not long tolerated. And so, initially, it was
hard for thes to stand by and watch, much less be
reassuring, as they knew that thejr standard process would
end it in about a minute. -

The learning curve was very rapid, however, and
the flow dropped very quickly to a sore familiar level.
They relaxed and were educated. )

Those of us with wider experience in reproductive
medicine who deal regularly with births, miscarriages,
spontaneous loss and even fibroids were much more
comfortable from the beginning.

Physicians who already work in these areas will
have such less of a learning curve in this sense. They
know that women regularly bleed hesvily for siort periods
and aleost never incur significant anemia or other i1l

fects.

" 19 ¥hile mifepristone has been delayid, wore and more women -

N |
1 options at all times about anything that they want. R
2 This and the safety and success of our surgical -
3 approach mde us sore quick, 1 am sure, than our European
¢ colleagues to offer suction for provider and patient
5 convenience rather than out of overt medical necessity,
§ especially since, in Europe, most D&Ls are done under
7 general anesthesia, shereas here, at least in our clinic,
8 the vast mjority are done with the patient awake. 1 m
9 certain, as our experience grows, the musber of suctions
10 will lessen.
31 ~ The women who did come to surgical intervention
2 despite having preferred initially to avoid it were very
)3 accepting when it became obvitusly the right thing to do.
4 Accepting surgery as an indicated backup procedure was mch
IS more palatable than choosing it as a primry procedure. Mo
16 women refused, and most did not have an ongoing pregnancy.
17 Which brings us to why women want mifepristone =
I8 and, indeed, the option of medical abortion in general.

D0 are calling, seeking and obtaining medical abortions with
] an alternative drug which is such less preferable than
sifepristone. '
The reasons women have for choosing medical
¢ abortions are as varied as women are. Sowe reasons are

5 conscious, some not. They include a general fear of
PAGE 26
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1
] surgery, toth of the pain attending and complications. A
2 wosen's prior medical or surgical history is isportant, and
1 pven her friend's stories of her experiences affect her
decision.
5 Momen with a history of sexal or physical abuse
& are profoundly affected. It profoundly affects the cosfort
7 and trust around gynecologic procedures. And almost all
8 women who chose this option approached it feeling less
9 fearfu) and that it sas more matural.
0 How women tolerate early pregnancy sysptoms is
] also at issue. Some women are s0 nauseated at four weeks
2 of pregnancy thet waiting two or three more weeks for 2
3 surgical option is really a significant burden, anil
4 bleeding is infinitely preferable. Even women who are
S physically well sisply prefer not to wait. The bulk of our
6 current calls are from women very early in pregmaacy who
7 seek a method available to thes at 3 time when surgery is
8 not. -
§ . Providers and patients all felt that this wmas a
0 method safe encugh to be done at home with adequate
1 counseling and a good backup process. I regularly advise
my patients who are miscarrying to stay at hose unless they
are too uncomfortable or bleeding too heavily, in shich
4 case they are welcome to come in.
Many women will still prefer the group setting or

I isto: .
- {1
11t is sisply the first option to surgery women have ever
2 had the Juxury of choosing. A woman’s choice will depend
3 on all the issues | have discussed, as well as who she aan
¢ get to wtch the Kids and what her work schedule looks like
5 for the upcoming week.
6 A great topic of conversation among the women -
7 tending the women undergoing medical abortion in our clinic
8 wms w0 wuld choose whut route and why, and some certain
8 a1l along that they would choose one method or the others,
10 and others who vacillated back and forth thpendmg upon ti'e
j1 ciramstance.
12 I have two favorite sagings when I teach
13 residents. The sisplest, sost basic is that women bleed,
§4 and the second is that nothing can bleed as mch as 2
IS pregnant uterus. Whether a pregnant woman chooses birth,
6 abortion, or suffers a miscarriage, her risk of bleeding is
17 higher than if she were not pregrant; the risk of bleeding -
18 with pregnancy and birth, at least an order of magnitude .

19 higher than with any first trimester loss.

0 It is a sad sequela of the political conflict
around reproductive sedicine that women believe birth
control and abortion arewore dingerous than birth, and it
is a testimonial to women's comaitsent to sutonomy in this

4 profoundly personal arena that they sesk services despite
this misconception. '

‘ ){1+]
1 more closely monitored setting, and both options seem
£ reasonable to me. Momen liked initiating the procedure
3 themselves, and they appreciated how it involved their
4 natural physiology. ,
5 Clinic staff noted that because women were
16 relieved of the angst many have around surgery, they were
7 able to be present, more intellectually and emotionally
8 present to their abortion decision and process.
9 Of the patients who came to surgical evacuation,
10 only a fraction had ongoing pregnancies, and these were
1] essentially all in the later gestational ages. Only one or
12 two of our suctions were for worrisome blesding, many less
13 than would be expected in a sim]lar number of obstetrical
14 patients.
15 Because of the way abortion medicine is practiced
16 in America, again by providers who are very conscientious
17 about bleeding and very confortable with surgical approach,
18 I know we were quicker to offer suction than were our
19 European providers.
20 I also know that women across America regularly
2l drive one to two to eight hours to access abortion
2 services. Even S0 percent odds of avoiding a long drive
23 and receiving services in a familiar setting will look good
* to many.
Mifepristone will not replace surgical abortion.

104 .

2 mternal sortality is drastically lower than it has. ever

3 been historieally, the final plumet directly attributable
4 to the legalization of abortion services in the early

5 1970s.

6 This drug will not increase the risk of mterna)
1 hemorrhage. Improved access and earlier treatment will

8 lessen it. A woman's bleeding is a simple fact of our

9 reproductive physiology, incredibly wel) tolerated and, at
)0 some level, irreducible.

1l Meerican medicine stands in first in so many

12 arenas. American women fave long suffered by the

13 separation of abortion services from their routine health
J4 care setting and by not having access to the state of the
15 art in reproductive medicine.

13 They drive far from home, have surgery, and drive

)8 option, one that has been used safely by hundreds of

19 thousands of women worldwide, unetht works in concert

0 with our own bodies. .

1 Abortion is not on trill here. A drug that fas
among -its many uses a safe, effective alternative is.

I an confident that scientific truth and the

4 wishes of American women will be honored here, and 1 an

grateful for your assistance in bringing American women the
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wmproved standard of health care that they deserve. e
¢i11 all be healthier as a conseguence.
- [Applause. )

0R. DAVIDSON: Are there any questions?

[R. NARRIGAN: Could I just ask how many clients
fu're talking about treating during your study?

IR. KOMALL: Ve had 176 in Oregon.

DR. WARRIGAN: Thank you. ’

[R. KESSLER: The four-hour period of observation
‘hat 1 believe is in the labeling, can you comment on that?

R. NHALL: Yeah. The bulk of women in our
linic were completed with their — had had their abortions
.cmpleted by the tine that they left the clinic. 1 wuld
ay. you know, again guesstimting because I don't have
wecise numbers, about half.

There were 3 number of women who had ongoing
regnancies by ultrasound at the time they left that
:ompleted it in the next 24 hours] is Dr. Bardin showed.

Ve, I think, didh't have any ongoing — you Know,
[ think it is going to be really important to Jook at the
umber of women who have ongoing pregnancies as opposed to
‘hose who have uterine debris, if you will. I consider a
‘ailure those wamen who have ongoing pregnancies, and we
wd very few of those, and the ones we did havg were in the
later gestational ages. - A

0
105
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] how rarely sonen becose profoundly anemic, with all of the
2 bleeding that they to. 1 mean, they describe huge mants
3 of blesding, and you check their creatinine and it's 38.

¢ You know, it’s astonishing, and I've come to, you Xnow,

5 depend upon that. It's true.

6 DR. HENDERSON: Dr. Newall, can you describe for

7 me your patient population? I mean, who are the women who

8 come to see you?

9 0R. MDHALL: My private practice name is Every

§0 Voman's Health, and we have a very broad selection of

] women. My practice is in inner-city Portland, suchas’it -

12 is, and 1 have a broad etinic variety. I have & broad

33 social-cconomic wariety. Me got the sard from the 0B-6TK

4 departuent for the most languages spoken in our clinic. I

S would say 1t's as broad as you can find in, you know,

16 Aeerica.

§7 DR. DAVIDSON: Wt is your experience with |

18 contraception related either before or after these --

19 procedures?

0 DR. NOWALL:. Ve ahways discuss contraception
with absolutely every wosan, and we of fer her a method, and
on our fors for discharge (it) includes the method chosen
by the woman, so that we either provide the method or we

‘B4 make sure that she has a follow-up to a clinic that does

provide the sethod. Ve provide birth control methods in

106

R. KESSLER: But based on your clinical
jdgment, is the four hours in the labeling too long, too
short, or is it appropriate? _ ‘

(R. NEVHALL: 1 think it is variable. I think~
some women will -- I think there’s a lot of women who could
wsolutely take this drug at home, and I think there's a
lot of women who will only feel comfortable with it if
they're observed. And I think it will vary.

I think what will happen in the American setting
is that women will come in the morning, take the
risoprostol, and they'1] go home whenever they feel
:omfortable about it. I -think thad it will range widely,
and I think a lot will have to do with the coafort of the
vomen themselves, both physically and mentally, around the
rocess. :

DR. KESSLER: And the physician? When does the
shysician become comfortable?

DR. NEWHALL: Again, ocur physicians were really
ite okay about it. You know, as I say, I regularly
nanage women with miscarriages at home, and so I'm really
very comfortable with it.

Women vary a lot in what they're comfortable
vith, but I think a lot of times when you're comforteble,
*hey're comfortable. You know, they just want to know that

is is okay. And, really, I am impressed in my experience

2 she chooses birth control pills, for exasple; or if she
3 chooses a diaphraga, we'1l arrange for her to have an

4 appointeent.

5 DR. DAVIDSON: Any further questions?

6 - DR. NOWHALL: Thank you.

1 DR. DAVIDSON: If not, are there any other

8 concluding remarks, observations from The Population
9 Council? ’

10 DR. NOWHALL: Ann Robbins is going to summarize
8] our presentation.

2 OR. ROBBINS: Thank you.

13 This concludes the forma) presentations by The

4 Population Council. As I stated at the onset, the data

15 that you've heard today desonstrate the following: mmber
6 one, mifepristone and misoprostol is an effective method

)7 for pregnancy termination. As Dr. Spitz presented, 95.5

18 percent efficacy rate was shown in the pivota) trials that
19 were conducted in France. This isRimilar to the published
D0 international data, and cur preliminary unaudited

D] assessment of the U.S. data indicates the efficacy from our
2 trial will be within a similar range.

p3 Nugber two. Mifepristons and misoprostol is a

D¢ safe method for pregnancy termination. As you've heard

DS from Dr. Bardin, there were no unexpected serious adverse
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1 events in the pivotal trials in France, and this is the
|2 same for the trials that were contusted in the Uniteg
‘1 States.
' Secondly, the vast majority of adverse events are
.5 those that are actially required for the method to work and
' are a consequence of the parmacological action of the
T, -~

[} .- Thi¥dly, aifepristone and wisoprostol is an

9 azceptable sethod to U.S. women. As you've heard, the

10 overshelning majority of users are satisfied with the

] method, they would use it again or recomend it to a

2 friend, and they prefer it over surgical abortion. They

3 like it because it allows them to avoid surgery, they find
4 it's more natural, and it allows them more autonomy and

5 control. _

B And finally, this is a sethod that is feasible to
7 deliver within the U.S. health care systes. Although the

B primary source of the data you gaw were condicted in

9 France, the trial that ws conducted in the United States
0-used this exact same regime. It was able to be conducted

1 here in a very similar fashion.

2 ¥e've heard a very positive but yet a very

3 typical description of an abortion clinic, one that was a

4 family planning clinic here. This has been provided in a

5 variety of other types of clinical ssttings.

Use of Mjfepriston e

pl i)

| IR. RARICK: First I santed to thank the Pop

2 Lounci) for letting me first say good morning, I ms

3 debating which ] was going to be able to say, and I do

4 appreciate your keeping within your tise, and I hope we can
5 do as wel] from the division.

6 As mentioned, I am Dr. Rarick, the acting .
7 director of the Division of Reproductive and Urologic Drug
8 Products, the reviewing division for this application. 1
9 thought we might go through just a couple of minutes of how
B0 an KDA is reviewed.

1] As mentioned, this submission was received in

12 March. When it comes to the reviewing division, it is

3 distributed to several types of disciplines that review the
B4 application. There is a clinical review, a phare-tox

15 review, 8 review of the chesistry and mnufacturing control
16 section. A review §s set for a statistical amlysis and

17 review, and biopharmaceutics does 2 revies of ~

B9 A filing decision for a new drug application has
0 to be made. Just becauyse something is submitted to us does
not mean that we decide we can review it. A filing

decision is made within 65 days of a submission, and during

those 60 days it is decided what Kind of inspections are
4 needed to be completed. In this case chemistry and
25 manufacturing sites were inspected, as well as clinical

8 pharmacokinetics in humans. .

110

While some aspects of the manazesent of medical
« abortion are going to be different from those of surgical
3 abortion, particularly in the management of bleeding, the
{ learning curve for health care providers is rapid, women
5 tolerate this, and the vast majority of providers support
§ this usz and welcome it.
1 Trerefore, we conclude that mifepristone and
3 misoprostol is a safe, effective, and acceptable method of
3 medical abortion that can be delivered in the United
1 States.
I We request approval for the use of mifepristone
! and misoprostol for pregnancy termination in women with
} pregnancies of 49 days or less. ™
| Thank you for your attention today.
5 DR. DAVIOSON: Thank you.
) Are there any final questions that the comittes
"' might have at this point?
| [No response.}
] If not, thank you very such.
! The Reproductive and Urologic Drug Products
. Division is the reviewing division for this new drug
! applicaticn, and Dr. Rarick will introduce these
| presentations.
‘ Agenda Item: Presentations by the FDA Reviewing

vision

1 sites in France.

3 during the review time, and as mentioned previously, the

4 goal for the Center of Drug Evaluation and Research is to
5 act upon priority applications within six sonths.

6 °_ Sowmt are we doing here today? How does the

7 advisory comittee fit 1t? Ve consider the advisory

8 comittee part of our review process. That is why we are
9 here before our six-month time slot. Ve want thes to

10 evaluate and consider the safety and effectiveness of this
I} regimen. Ve consider this an opportunity for expert advice
12 on this application. Ue also consider it an opportunity
13 for public comment and for the discussion to be in the

B4 public arema.

5 Our FOA presentation this afterncon will First be
)6 a2 review of pharmacology and toxicology by Dr. Alex Jordan,
)7 our tesn leader for pharmacology in the review division.

18 The clinical review will be split between Br. Ridgely

19 Bennett, the medical officer for this application — he

20 will review the non-U.S. studies. You will see some of the
1 same information but a slightly different analysis — and 1
will be reviewing the U.S. preliminary findings.
Considerations for safe use will also be
¢ discussed. 1 will do that as part of my review.
You will see that biopharmaceutics and the
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statistical reviews and chemistry reviews are not up there.
in terms of the biopmarmaceutics review, the
pharmacokineticist's review did not reveal any significant

sforsation relevant to the discussion here today about
humn safety and effectiveness. The statistical review is
a descriptive analysis of the findings, and 1t is
incorporated in-the clinical revies. And, as Or. Kessler
already noted, any outstanding chemistry issues will be
addressed directly with the sponsor.

' So let's start by hearing from Dr. Jordan.

IR JRDAN: Thank you, Lisa.-

The members of the comittes, I would just Yike
to have a briefl overview of the parmacology and toxicology
data for wifepristone.

Basically, as everyone knows, the activity of
sifepristone specifically is as an antiprogestogen. But it
also has strong glucocorticoid antagonise and even some
slight androgen antagonist uti@}y.

1t has little or no activity asa
mineralocorticoid, either agonist or antagonist, and has
little or no antagonist or agonist activity as an estrogen
and very little, if any, agonist activity as a
progesterons.

The sponsors have looked at special pharmacology

, studies. These are studies specifically looking at

| Mifepristone
Use of e

1 possibly by the intestines. In fact, in the sonkey, the

2 bicavailability.mas s0 Yow that the drug blood levels were

3 probably very low in the-toxicology studies.

[ The metabolite profile ms very similar between

5 rats, wonkeys, and humans. Tre ieportant aspect of this is

§ that mifepristone is guite extensively metabolized, and

7 some of the metabolites have biological activity, and al)

8 those metabolites that were preseat in the humn were also

9 present in rats and monkeys, and this is isportant because

0 those metabolites then were tested in the toxicology

1 studies in rats and sonkeys. i T

2 Just go to the toxicology studies. These were

13 single-Gose studies in rats, wice, and dogs at a dose of

34 1,000 willigrams per kilogran. To put this into some

15 perspective, the 500-milligras dose for women for a typical -

|6 50-kilogran woman, that would be 12 silligrass per kilogras-

J7 for most women, small women, anpay. ' .

18 There was a single death in mle rats. There ws

19 some, cbviously, toxicity in the rodents, usially a hunched

0 back, ambulatory difficulties, distension of the stomach. -
As far as the dog goes, the toxicities actually were
linited mainly just to vomiting and diarrhes. »

Longer term studies were also done. In this case

¢ there was a one-sonth rat study with doses up to 200

nilligrass per kilogran. There was no mortality. There

)]
ifferent organ systems and the effect of the drug on these
. systems,
i In general, the effects were very mild. In the
| nervous systes, there was a potentiation of hexharbital
) sleeping time in mice. The cardiovascular/respiratory
i system, there was no effects, although the doses used were
! somewhat low in that study. No effects were seen in the
} gastrointestinal studies. In the genitourinary studies,
) there was a decreased excretion of sodium and potassium in
) the animals. | :
! Endocrine system, there was only 2 slight
) hypoglycemia in fasted animals, and there were no effects
} in the hematology or analgesic and anti-inflasmatory
| effects. And most of the effects that we did see here were
5 probably due to the antiglutocorticoid effects of
5 mifepristons.
! Pharmacok inetics. Basically, mifepristone is
3 well absorbed in both rats and monkeys. Rats and monkeys
3 were the two species used in the toxicology studies, by the
§ way, up to 75 percent.
I The bicavailability, however, the systemic
2 circulation levels of the drug, was only 39 percent in rats
3 and even smaller, 15 percent, in monkeys, and this
* indicates that the drug, although absorbed is probably or
s metabolized quite extensively, probably by the liver,

NI | |
} were certain changes in clinical chemistry parameters, - -~
2 some, as you can see, fatty degeneration of liver only in -
3 the high-dose females, and almost all the changes or the
4 toxicities attributable to the drug were due to the
5 antiglucocorticoid and/or the antiprogestogen effects of
6 nifepristone.
1 In the sonkey, this ws a one-wonth monkey study
8 in cynomolgus monkeys. The high dose here was 100
9 milligrams per kilogran. And as you can see, the wonkeys
0 are mxch wore sensitive to this drug than are rats. In
] fact in the high dose, two high-dose and one mid-dose
2 monkey were sacrificed moribund or very sick. - They had
3 suffered from reduced appetite, body weight loss, vomiting,
¢ and diarrhea. Again, I think sany of these effects were
S due to the antiglucocorticoid properties of the drug.
6 There was no real histopathology in these monkeys.
1 ~ The company also did two studies, two six-sonth T
8 studies in rats — well, a six-sonth study in rats and a
9 six-month study in sonkeys. The Fix-sonth study in sonkeys -
0 utilized a high dose of 45 milligrass per kilogram, and
| there were no deaths in that study. '
Getting on to the reproductive toxicology
studies, in the return-to-fertility studies that were
¢ conducted in rats, there were two doses, up to 3 willigrams -
per kilogram used, and the estrous cycle in these rats was
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disrupted during the 2)-cay treatsent. Aztually, it was
_ disrupted probably within the first 10 days.
Drug was withdrawn, and then, over the next five
ks, the anisals gradally resumed cycling estrous

. cycles. They were then mated to normal males, and
gestation, parturition, litter size, the sorphology of the
of fspring, body weight, and survival were not affected by
this treatsent. So, basically, mifepristons doesn't seem
to have any effect on fertility.

Getting into the effects of lifqustnre directly

on the sbryo or fetus, the company did studies in mice,
rats, and rabbits. The protocol for these studies, the
drug was given from time of implantation, which is around
day 6 of pregnancy, until late in pregnancy, not too late,
in day 17 — it was given until day 17 in rats and mice;
day 1B in rabbits. There were no teratogenic effects in
mice or rat.

In rabbits it wasn’t quite as clear cut. 1 can
just Yead you through this slide—if 1 my. The number of
fetuses examined, you can see the top, the doses were zero,
.25, .5, and | milligram per kilogras. I am focusing now
on malformations of basically the head, then cranium,
because these were the most prevalent.

Acephaly or sort of lack of head development
occurred in one sort of wid-tose anim}. Exencéphaly,

. .
Use of Mifepristone T

1 There were 10 per grap. o there were §0

2 rabbits. Tuenty-two of them had abortions. ECightzen had

3 norma) or partial pregrancies. In those 1B, three rabbits

¢ in the .75ailligras-per—kilograa dose group ad similar

5 malformations as was shown in the previcus studies, and one

6 rabbit in the high-dose group also had these miformations, .

7 exencephaly, acephaly, those types of malformations.

] So the data together from all three studies

9 indicate that there is highly — well, 1 wouldn’t say

R0 highly, but a probability that wifepristone is tentngemc i

81 in rabbits. -

12 They aiso did & battery of genetic taxicology

13 studies looking at the ability of mifepristone to cause

j4 sutations or chromosomal aberrations. These studies, seven

IS total, six of them in vitro studies and the last one, the

16 micronucleus test in vivo, were iniforaly negative. So

|7 there doesn‘t seem to be any ability of mifepristone to :

I8 cause any genetic or DNA damage. -

1S So, basically, my conclision is in the

0 pharsacology that mifepristone: does give the expected

E: antiprogestin/antiglucocorticoid effects. The general
toxicology, there is no unexpected toxicity. The

P reproductive toxicology, there is no effect on return of

" P4 fertility. There is a possible teratogenic effect in -

RS rabbits, and it is negative in seven tests.

v 118
ere you had a failure of the cranim to close,

essentially, happened in a control animal; that is, an
animal that did not receive the drug at all. And then
ancther exenzephaly also occurred in a low-dose animal.. .

The company then went ahead and did 3
supplementa) rabbit study with higher doses. In this case
the doses went up to 4 milligrams per kilogram, and as you
can see, since there was the same number, there were, I
think, 20 rabbits per group here; in the 4-milligram-per-
Kilogram there were only 54 fetuses, indicating there were
many abortions in this dose group. In fact, there were
many abortions, or a few abortions, also, in the 2-
nilligram-per-kilogram. =

Nevertheless, there mas another exencephaly and
other malforsations in one mid-dose and a cleft palate in
another mid-dose without any malforsations in any of the
controls. These data alone, which were submitted by the
sponsor in the NOA, for us reviewers this would not really
raise too much of an alare because you have no dose
respnns: here; you have effects in the controls.

Howsver, there was a published report by Jost in
1986 using a different strain of rabbit, 10 per group, with
the doses sesn there. HNow, those doses are actually fairly
low; they only go up to | milligram per rabbit, which is

sproximately .33 milligrams per kilogras.

1 My conclusion is that mifepristone has been R
2 adequately tested in a wide variety of pharmacologic and |
3 toricologic studies. The results demonstrate that

§ nifepristone has the expected prarmacologic activity and no

5 unusua] or unexpected toxicity — has the expected

6 parmacological activity and no unusual or unexpected

1 toricity. g :

8 The non-clinical testing program wore than

9 satisfies the regulatory requirements for a drug to be

10 administered as a single dose.

11 Thank you.

12 OR. DAVIDSON: Are there any questions from the

I3 comittee? Yes, Dr. Petitti? -

4 OR. PETITTL: Did you review studies of the

IS embryotorxicity of misoprostol as part of your review?

16 DR. JORDAN: Yes, I did. I might have a slide.

17 Vell, basically, 1f you look at just the PIR for

I8 wisopristol, esbryotoricity is negative. It says in the

I3 labeling that there are no teratogesic effects of the drug.

0 However, we do know that prostaglandin E-1 from

1 other studies has had teratogenic effects in rats. So
there is that; also, the possibility misoprostol also has
some adverse effects on fetuses.

[ And, also, obviously, there are effects on ~
fertility and decreasing mmber of live pups and stuff like

% .

-
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that, pretty much the expected prarmacology of that drug.

DR. DAVIDSON: Are there any other questions?

[No response.) :

Thank you very much.

The next presentation by Or. Bennett, review of
non-U.S. clinical findings.

IR. BEMNETT: Good afternoon.

N I would like to review the clinical findings from
the pivotal studies of mifepristone and misoprostol to
support an indication for the medical termination of
intrauterine pregnancy through 49 days’ pestational age.

The proposed dosage recomended is three 200-
willigran tablets of wifepristone taken ina single oral
dose. Unless abortion has occurred and is confirmed by
tlinica) examination or ultrasonographic scan, the patient
sust also take two 200-microgras tablets of missprostol two
days after ingesting mifepristone. She must remain under
medica) monitoring and supervisian for a period of four
hours after adeinistration of the misoprostol.

" The efficacy and safety of mifepristone and
nisoprosto) were evahated in two historically controlled,
open-label, multicenter clinical trials in France, which I
will designate as studies 14 and 24. Teelve hundred
eighty-six subjects were enrolled in study 14 and 1,134
subjects were enrolled in study 2.

_pse of Mifepristone 7

) incomplete expulsion of products of conception ocaurred, if

2 pregnancy contioued, or if 2 surgical procedure was

3 required for hemostatic purposes. ... .. - -

] A1) patients were included in_the safety

5 analyses, but some were not included in the sponsor's

§ efficacy analysis because neither an ultrasound nor a beta

7 subunit HCG pregnancy test ws performed to confirs

8 pregnancy. Ninety two point five to 53.7 percent of ~
9 patients enrolled were evaluated for efficacy. Eighty-one

)0 subjects in stody 14 and 50 subjects in study 24 were

1) excluded from the efficacy analyses for this reastn. -

§2 Unless otherwise notedy the following results

3 discussed will be based on this efficacy evaluable

14 population. In study 14, where the gestationa] age s wp

15 to 49 days and where the adeinistration of sifepristone was
§6 (o11owed by no more than one dose of misoprostol, complete -
17 abortion cccurred in 95.4 percent of patients. Incomplete
I8 expulsion occurred in 2.8 percent of subjects, and the -

19 pregnancy continued in 1.5 percent of subjects.
Surgery to stop bleeding was performed in 0.3
percent of subjests. A
A few subjects Fad pregnancies greater than &9
days’ gestational age, in violation of the protocol. In
¢ those women with longer gestational times, the success nate
generally declined with increasing gestatiomal age,

12

Subjects with pregnancies through 49 days’
gestational age were included in study )4 and through 6
days’ gestational age in study 20. _

Subjects in both studies received 600 milligrams
of mifepristone followed in two days by misoprostol, 400
micrograms, if abortion had not already occurred.

Subjects in study 2¢ received on® additional dose
of 200 micrograms of misoprostol three hours after the
first dose if abortion had not cccurred.

\omen studied were generally 18 to 35 years of
age, and a fina) assessment of the pregnancy termination
procedure occurred 8 to 18 days after the adwinistration of
nifepristone. B

Vomen were excluded from the study if they smoked
10 or more cigarettes per day, had cardiovascular disease,
asthma, glaucoma, or high intrascular pressure, diabetes, -
hyper lipidemia, or a history of remal, adremal, or hepatic
insufficiency. Also, women were excluded if they had been
treated with corticosteroids during the previous six
months, were anemic, had a hemostatic abnormality, were
using anticoagulants, or lived far amay from the clinic.

The outcome of treatment was classified as
suscessful if complete expulsion of the products of
conzeption occurred without the need for surgical

itervention. The outcome was classified as failure if

Co. 12¢ -

1 yielding a statistically significant inverse relationship = . -

2 as shown on this slide.

k| Subjects with pregnancies through 83 days’

4 gestationa) age were included in study 24. If we Jook only

5 at subjects with pregnancies up to 49 days’ gestatioma]

6 age, we see that the regimen was 95.7 percent successful.

7 Ve see also that the success rate generally teclined with

8 increasing gestational age, as-was seen in study 14. This

9 inverse relationship between gestational age and success

10 rate was also statistically significant.

11 However, in contrast to study 14, the protocol

)2 for study 20 provided for one additional tablet of 200

13 micrograns of misoprostol to be given if complete expulsion

14 had not occurred during the first three hours of the four-

A5 hour observation period.

16 Consegquently, the treatment regimen for subjects

17 who received the additional 200 micrograms of wisoprostol =

)8 in study 24 differed from that of study 14, where the

19 subject received only one dose of=400 micrograss of .

0 misoprostol. : b

1 Ve were interested in comparing the success rate
between similar patient populations in the two studies.
Therefore, in this amalysis, we focused only on subjects in

4 study 24 whose gestational age did not exceed 49 days and
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) misoprosto). - We found that 210 subjects satisfied these

2 criteria.

? Two hundred eight of these subjects experienced a
aplete expulsion for 8 99 percent success rate, which mas

s similar to the corresponding 5.4 percent success rate

6 found in study 14,

7 The sponsor excluded from the efficacy amaiyses

B subjects wose pregnarcies had not been confirmed either by

9 a sonogram or beta subunit HCE. The sponsor excluded 27

0 subjects whose cutcome was known from its efficacy amalysis

1 of study 14 and 20 subjects whose outcome was known from

2 its efficacy analysis of study 24 whose gestational ages

3 did not exceed 45 days and who took no more than one dose

¢ of 400 wicrograss of misoprostol.

5 If we include these subjects in our efficacy

B analysis, the success rates remain unchanged in both

! studies. That is the 85.4 percent in study 14 and the 99

§ percent change to 98.7 percent invstudy 2.

) The sponsor also apprepriately excluded subjects

) from the efficacy analysis because the outcome was unknown

| and pregnancy had not been confirmed by sonography or

! testing for the beta subunit of HCE. Forty-eight subjects

} from study 14 were excluded from the efficacy analysis for

) that reason, as were nine subjects from study 24.

) If we were to classify as failures all of these

Use Of Mifepriston 5

1 of the uterus and/or cramps similar to labor or menstnal

2 cranps. In study 24, these occurred in 85 percent of

3 women, some of whom were treated with analgesics. About 35
4 percent of women who had this complaint_judyed the pain to
5 be severe.

] Ninety-five percent of all complaints were

7 reported during the three to four hours following

8 aduinistration of misoprostol. Fifty percent of women ——
9 reported-nausea, 29 percent reported vomiting, and over 15
10 percent of women reported diarvhea. )
11 The only cardiovascular adverse events reported -
02 in study J4 were three cases of fachycardia, one judged by
13 the investigator and sponsor to be related to mifepristone,
}4 one judged by thes to be related to wiscprostol, and one

15 judged by thes to be unrelated to either drug.

6 The cardiovascular adversz events reported in

17 study 24 were seven cases of hypotension, three cases of
18 palpitations, two cases of tachycardia, two cases of -

19 syncope, and one case of thoracic pain. All of these
0 adverse events were of aild or moderate severity except fw
one case of hypotumm. ]
Hypertension, defined as systolic pressure _
greater than 140 millimeters of mercury and/or diastolic
¢ pressure greater than 90 millimeters of mercury, was
reported during the four-hour observation period following

126
bjects with an unknown outcome whose gestational age did

. not exceed 43 days and who took no more than one dose of

} 400 micrograms of misoprostol, a worst-case amlysis yields

I a success rate of 51.8 percent in study 14 and 35 percent

i in study 24. The data from these two pivatal studies

i provide support for the effectiveness of mifepristons plus

" misoprostol for the medical termination of intrauterine

| pregnancy through 49 days' gestational age.

! To recap, a total of 2,480 subjects were enrolled

| in the two pivotal studies. The overall success rate was
95.4 percent in study 14, where gestational age did not

. exceed 49 days and the subjects received no more than one
dose of misoprostol; and 92.8 pergent in study 24, where
gestational age did not exceed 63 days and the subjects

- received one additional dose of misoprostol if complete
expulsion had not occurred during the first three hours of
3 four-hour observation period.

Adverse events, regardless of the causality
assessment, were reported. The incidence rate of adverse
events was higher for each event reported in study 24 than
in study 14, It is very tempting to speculate that this
higher incidence seen in study 24 might be due to the

2cond dose of misoprostol given in that study.

It is not surprising that by far the most

monly reported adverse reaction was painful contractions

. - m"‘ - ’
1 misoprosto) adwinistration in 2.6 percent of patients in . —..
2 study 14 and 2.5 percent of patients in study 24. At the
3 end of the four-hour chservation period, the hypertension

| 4 had resolved spontanesusly in most cases.

5 During the four-hour observation period, 17

b percent of patients Rd'a decrease of more than 20 percent

7 from base line in either their systolic or diastolic blood

8 pressure.

9 Turning now to serious adverse events, we found

B0 no patients who were discontinued from studies because of

i1 an adverse event, and there were no deaths.

12 Fifty-two subjects experienced heavy bleeding.

13 To control uterine bleeding, 6 percent of patients in study

4 14 and 19 percent of patients in study 24 received oxytocin

15 or methyl ergometrine. Five patients in study 14 and 10

16 patients in study 24 had uterine evacuation procedures

17 performed to control bleeding. -
18 One patient in study 14 and three patients in

19 study 24, mofinhdmectopnmnmy.rmmd -
R0 blood transfusions.

Pl The median duration of uterine bleeding in both
studies was eight days. [One woman in study 24 reported 69
days of bleeding, and it was noted that bleeding

¢ occasionally lasts for 45 days or longer.

Two point three percent of patients in study )4
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and 5.4 percent of patients in study 2¢ had hesoglcbin
values that declined by more than 20 percent from their
~re-aifepristone adwinistration levels. Thirteen point
‘g2 pereent of patients ad a decrease in their
nesoglobin of at least 2 grams per deciliter. The maximm
decrease in any patient was 6.4 grams per deciliter.

Treatsent for ansmia cbviously may be regquired.
Ore patient's follorup hesoglobin 6 to 12 days after
transfusion was 5.5 grass per deciliter.

Bleeding is an expected consequence of the action
of mifepristone as used in this treatment regisen.
Vithdrawa) of the influence of progesterone in the uterus
due to its competitive inhibition by sifepristone at the
receptor site results in bleeding, disruption of placental
function, and disruption of the inhibitory effects of
progesterone on the myometrial-stimlating action of
prostaglandins.

Mifepristone for the tériination of pregnancy has
been used in China since 1988, in France since 1988, in the
United Kingdom since 1981, and in Sweden since 1962. Over
150,000 women have been treated using the specific dosage
reginen of 600 willigrams of mifepristone and 400
sicrograms of misoprostol.

The experience to date in France, the United
Kingdom, and Sweden has been under controlled conditions

Mif =
1l 1

1 Are there any questions from the comeittee?

2 You again noted that the protocol excluded

3 patients with seoking or alcohol consumption. Meither of
§ these are mentioned in the labeling or the patient
5 information leaflet. Mt implications do these two habits
6 have for clinical use of this drug?
7 DR. BEWETT: Unless it is specifically listed in
8 the labeling as 3 contraindication or as a wrning, then it
9 could be issed in all patients. - ‘
10 R. DAVIDSON: \hat was the ratiomale for
A1 excluding these conditions in the protacol?
¥ DR. BEMETT: There wag no rationale actially
13 given in the protocol per se for excluding the patients.
4 But I think the presumption was that after the wyocardial
IS infarction and one patient who died from one, that one_ :
16 would try to lisit patients who might be at higher risk for-
17 myocardial infarction. o o
1] OR. DAVIDSON: Or. Henderson?
19 OR. HENDERSON: A general question. Since this
0 reginen is not without any side effects and ve know that
spontanecus abortion is nal an infrequent occurrence, is it
appropriate to use historical controls in trying to
evaliate the efficacy of this regisen and not a randomized
4 placebo trial? '
RS DR. BENMETT:

Vell, T think it wuld be difficult -

130
‘h mifepristone available to patients only in registered
ur approved facilities.

Surgical abortion utilizing the vacuum
aspiration-suction-curettage method for the termination of
pregnancy has been in widespread use for over 25 years.
During this time its safety has been extensively studied
and the rates of complications of the procedure reported to
increase with increasing gestational age.

The failure rate of the procedure -- that is, the
inability to terminate the pregnancy effectively —
increases with decreasing gestational age. For this latter
reason, many abortion clinics have elected not to perform
surgical abortion procedures before six weeks® gestationa)
age, even though pregnancy can be reliably diagnosed pricr
to the expected day of the menstrual period.

There are very few studies comparing medical
methods and vacuum aspiration for termination of early
pregnancy. To date, no large randomized controlled trials
have compared mifepristone plus misoprostol with suction
curettage abortion. However, large published series have
demonstrated morbidity rates asscciated with mifepristone
plus prostaglandin to be similar to those of suction-
curettage.

ThanX you.

DR. DAVIDSON: Thank you, Dr. Bennett.

e

3

) really to do a randosized trial of this mature. But 1
2 thisk it is fair to use a historical control for efficacy.
3 1 think one has a pretty good handle on —

] OR. HENDERSON: The rate of synchronous —

5 DR. BENNETT: Yes.

6 OR. DAVIDSON: Dr. Daling?

1 DR. DALINS: 1Is theré any information on repeated

8 procedures and the length of time between repeated
9 procedures by any one woman?

10 DR. BENNETT: I know of none.
il DR. DAVIDSON: Are there any further questions?
12 OR. LEVIS: My question is similar to Dr. Daling.

)3 You mentioned that certainly surgical abortion is more
¢ difficult to do in this early gestational group and that
15 the failure rate is higher. Could you give us some

6 ballpark of what that would be? Obviously, it is not 3
I7 true control. .

I8 "DR. BENNETT: Actwmlly, the failure rates for
19 both procedures are fairly cospargble for this stage of
R0 gestation. '
1

DR. LEWIS: Yes.

DR. DAVIDSON: Are there any further questions?
[No response.]

If not, thank you very much.
DR. RARICK: Again, we will be sumarizing the

]
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| prelisinary safety data from the U.S. clinica) studies and
) reminding the committes of the proposed considerations for
! nge,
These are preliminary safety findings. These are
y ased on reporting to the sponsor. These have not been
§ completely analyzed, and we do not have a fima) report. be
Ihnmlyﬁzurlusmmtrwtsbmlu

} today.
) As you have already heard, there were 52 serious

) adverse events, there were no deaths, and these types of
. adverse events were consistent with the foreign trials.
' To look at them a little bit wore closely, the
| mumbers here you have already seen. There were 16 patients
| that were hospitalized in these adverse events, and again,
i I remind the audience that these are reported regardiess of
i the determined causality.
' In the umber of hospitalized patients, you will
| see that 20 were hospitalized forewhat 1 have reclassified
| as heavy bleeding, but 1 will wit for their further
| analysis for how they decide to call it hemorrtmge or
menorrhagia or metrorrhagia or all the various words that
can be used for this definition.
Al of these patients who were hospitalized with
bleeding did have suction curettages. Two of these :
patients had blood transfusions.

: 135
1 Special conditions for use. The comittee s
2 for their revies draft labeling that has been proposed by
3 the sponsor, but 1 wanted to point out again the issues
4 tiat we consider from the division to be someshat unusial
5 although not completely unigue to this product. There are
6 other systems with siailar things, but it is uumal. -
7 These are in three areas: the delivery systes
8 proposed, the provider requirsments necessary, and what |
9 am calling patient attributes that are required for this
0 proposal. i
1 In terns of delivery system, -hvellrudy -
heard that it is going to be distributed directly to
3 providers and not to pmrmacies, that records would be kept
¢ for each dose, and that administration would be given under
5 supervision,
6 In terss of provider requirements, the current
7 labeling and the current proposal of it is for physicians
8 only for distribution. These are providers that must be.
9 trained in dating of pregnancy, the diagnosis of ectopic
0 pregnancy, and how to do a surgical abortion, and they must .
have access to all these fumtias fur surgical abortion
and emergency treatment.

Vatlam nl!ing patient attributes, and I
4 not going to run through the whole labeling of
contraindications, warnings, et cetera, but some of the

134

The other hospitalizations are listed, one
patient each: gunshot; pneusonia; 8 psychiatric disorder
which inzluded anxisty, depression, and a suicide attempt;
viral meningitis; and what | am calling from the ‘
prelininary review of the data a questionable pelvic
inf lamatory disease process a patlent was hospitalized
for.

There were then 26 that were not hospitalized.
Ajain, heavy bleeding was the majority of these cases. In
these patients, about half of these patients who were not
hospitalized did have a suction curettage, and again, two
of these patients underwent blood transfusion.

Three of the patients that were not hospitalized
were considered to have serious events as sequelae of
nausea, vomiting, and diarrhea. 1 put them together. The
reports include nausea/vomiting dizziness, nausea and
vomiting dehydration, diarrhea dehydration, and I lumped
thoss together for today.

There was one vasovagal reaction that was
considered a serious adverse event and one case of
abdominal pain.

As Or. Bardin has already shown you, this next
slide compares the serious adverse events reported for the
I.S. study versus the French studies, the same ones you

e already seen.

- 6.
1 specific ones for consideration. Obviously, within S days ..
2 of last menstrual period. Also noted that ultrasound can
J be used as needed to confire length of gestation. Living
4 requires residing and working within one hour of
5 appropriate medical facilities. They be able to comply
6 with a multiple-visit regime and, of course, comply with
7 the four-hour wait that is currently listed in the draft
B labeling. N
S They sust also have a written and signed informed
10 consent or decision document. As the comittee will
i1 probably suggest, we need to work with the sponsor
12 regarding need for multiple language issves and
I3 consideration for the 111iterate population.
1] Patients must understand the potential side
15 effects when they sign this informed decision dociment, and
16 they are also signing the information that they know they
17 may need a surgical intervention. -
8 Dr. Kessler has already reviewed for you the
13 questions that you are going to beasked today at the end -
0 of the day. As you can see, numbet 1 deals with the
1 effectiveness of the regimen. MNumber 2 relates to the
sifety of the regimen, Mmber 3 is an overall risk-benefit
guestion.
4 Number ¢ asks you to consider the labeling for
the physician, whether it is too restrictive, whether it is
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wt restrictive enough. Question number 5 asks you to
onsider the labeling to the consumers.

Question nusber § asks you to consider the draft

wasal for distribution. And question nusber 7 asks you
.0 consider postmarketing issues and if there are issues
that you feel have not been adequately addressed that would
wezd to be addregsed postmarketing.

AN of those last questions, ¢ to 7, are all
nsed on the concept that {f the regimen were to be
ipproved in this country, what does the comittee consider?

I would like to conclude my remarks by again
hanking you, the comittee, for your careful
onsideration. I would like to thank in advance those who
111 be speaking during the open public session. Ve look
‘orward to your coments and your voice.

Finally, we look forward to the committee’s
liscussion and recomendations concerning the safety and
iffectiveness of wifepristone and-wisoprostol for this
indication. Thank you. i

Any gquestions?

DR. DAVIDSON: Dr. Petitti, then Dr. Kessler.

DR. PETITTI: A few weeks ago we saw adverse
went reports on emergency contraception from the British
omittee on Safety of Medicines. Has that information
ieen reviewed for this --

i}
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1 informtion with serious adverse events.

2 DR. NARRIGAN: But that's for women who are up to

3 63 days.

‘ IR. RARICK: Yes. —

5 DR. NARRIGAN: So w2 really —

] IR. RARICK: Because we are looking at the U.S.

7 information to give us a safety profile.

8 DR. KARRIBAN: But is mot the request by the

9 sponsor for only up to 49 days?

0 IR. RRRICKX: Corvect. ;

1 DR. NARRIGAN: Mhy are we then considering the -

extra days in these numbers? These are important musbers.
IR. RARICK: Yes, they are very important

3
§ rumbers.
S DR. NARRIGAM: Wt is the differencs? )
6 IR. RARICK: You will notice that the French
7 second study also went to 63 days, and we are looking'at
8 the whole safety profile of women that are using this ---
9 reginen for abortion; what Kinds of adverse events have we
0 seen? You are absolutely right; if they would like to
1 present the information on_pnly up to 48, if they have that -
serious adverse event numbers, unless this is only about wp
to 49 days. Mo, this is everybody here.

bhen we look at safety, we like to evaluate
PS everybody who has taken the product even if it is —
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DR. RARICK: From the United Kingdom and from
«her countries?

DR. PETITTI: Right; yes.

DR. RARICK: 1 don‘t know if Ridgely has this -
mformation on him, but we did discover there was
iostmarketing surveillance information submitted to the
ND, I think, in November of 1995 from the bnited Kingdom.
. don’t know if they brought it with them; 1 don’t know if
e did, either,

DR. PETITTI: Was there anything different from
Hat we've gotten in terms of the overall adverse effects
rom these trials? . -

DR. RARICK: As far as I-know from that data, we
lidn't find anything unusual that wouldn't be similar to
dat has been found in the foreign and U.S. studies.

DR. DAVIOSON: Dr. Kessler?

DR. XESSLER: I will go, please, after you.

DR. DAVIDSON: Dr. Narrigan?

OR. NARRIGAN: This is just a point of
:larification that I need. Again, 1 am looking at the
'.200-and-some women that you're telling us about and
ecalling that only 800 of them are in the gestational age
f 43 days or less. A 1 correct on that?

DR. RARICK: We don't have the data, but they're

iding yes. A1l we have is their data on the safety

v 140 -
) DR. NARRIGAN: [ see. -
2 DR. RARICKX: Even as you heard, there was data
3 presented with sulprostone. When you look at safety, we
4 like you to look at the big picture.
5 OR. DAVIDSON: Dr. Kessler?
6 - DR. KESSLER: We just wanted to make sure you had
7 & complete safety database as of this time certainly for
B serious adverse reactions. That is what we insisted upon.
9 DR. NARREGAN: But it may overestimate — I mean,
10 if half of the people that were hospitalized fell into the
1) group 49 to 63 days, then that is an overestimation.
12 DR. KESSLER: Your point is well taken.
13 Can I just ask Dr. Rarick one question? There
J4 was one case that did get reported, I believe, in the loa
15 press, and there were some gquestions about whether that
16 case was appropriately reported to the FDA. Is there
17 anything you can tell us about that case? B
18 OR. RARICK: Yes. That was a case that was
19 definitely reported to us by all odv standard procedures of -
0 a three-day report, a written report, and follow-up
Pl reports. Ve received that case of a patient who was
P2 hospitalized, had a DAC and a transfusion, and she is
D3 included in this amalysis. _
R4 DR. DAVIOSON: Dr. Rarick, I am familiar in
DS general with some congruency between the clinical protocol
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and the labeling. Mould you coment on the question I have
raised about alcohol and smoking?

IR. RARILX: - Again, I thiak the protecs]

lusion criteria called for leaving those out because of
this concept of is this a cardiovascular event risk issue,
and ntil the informtion could be gathered back to say
that maybe with lmpnstn\ it is not as muxch of an issue,
I think those were appropriate inclusion criteria.

In terms of the labeling and whether it is going
to record you shouldh't smoke more than — I think the
inclusion criteria mas less than 10 cigarettes a day — ff
that is something that you feel is still an issue, yuu need
to raise that during your deliberations.

OR. DAVIDSON: Dr. Kessier?

DR. XESSLER: There was one case of chest pain,
just because trying to separate the cardiovascular risk —
is there any more information whether that was cardiac in
prigin, do you remember? -

R. RARICK: I don°t remember. If the sponsor
renembers for me = and | don’t fave the actial Medwatch
forms here today, but I can look into that. _

DR. KESSLER: It just may be helpful in trying to
sort out Dr. Davidson's concern about smoking.

DR. RRRICK: Certainly.

OR. DAVIDSON: It wasn't so much a concern as

_Use of Mifepristonm Te

| PARTICIPANT: How do we know?

2 PARTICIPANT: e don't have data. |

3 (R. AZII2: Do we know that if somebody ms Q
4 and takes this drug, is that an issue?

5 R. ARICX: I think the French data can be

6 looked at over ages, and ] think they have done that. e
7 don't have that information yet for the United States, and
8 I think that is something that if you feel is an issue to
8 be raised during the discussion, you should let us know

1402 -
t a technical question about the congruency.

DR. RARICK: I would point out that that chest
pain case was not also asssciated with any Kind of
tachycardia, hypertension or hypotension, or any other, -
cardiovascular-type adverse events. The only code on that
form just was chest pain.

OR. DAVIDSON: Okay. Or: Ioles?

DR. 20NES: I don’t recall alcohol being
mentioned, any exclusion criteria.

OR. RARICK: I don't think that it was, but I
heard somebody say that earlier, and 1 don't want to
disagree with thea without noting it myself. 1 am hearing
that it was not an exclusion. I Tnow it wasn't —

PARTICIPANT: Liver disease. Hepatic, liver
disease. :
OR. RARICK: Right. I heard them say that. 1
don’t we said that, that if they want to confira whether
alcoho] was or wasn’t an exclusion criteria —

DR. DAVIDSON: Any further questions? Yes, Dr.
Az2iz2?

DR. AZZIZ: Just a question about age. Most of
these studies have obviously included patients under the
age of 35. There is no -~ is that an issue that has been
=>iszd and simply we don't think that age is a major issue

10 your thoughts on that. _
3 IR. DAVIDSON: Any further questions? .- - -
12 [Mo response. ) -
13 If not, we will ranr lunch until prosptly
)4 at 2 o'clock.
15 [Vhereupon, at 12:50 p.»., 3 recess mas taken
16 until! 2:00 p.». the same day.]
17 :
18 o
19
n -
]
- .
)| AFTERNOON SESSION (2:00 p.u.) .
2 Agenda Item: * Open Public Hearing )
3 DR. DAVIOSON: %ould the comittee reconvene?
4 [Pause.]
5 Ve are now prepared to begin the open public

6 hearing, and as is customary the speakers will please come
7 to the podium here in front. Ue ask that each speaker give
B their name, their organization they represent, if any, and
9 any financial interest they may have in the meeting

10 involving payment of travel or other expenses in disclosing
)] any possible conflict of interest, including travel.

12 We are requesting, due to the length of the

13 presentation list, that each presentation is no longer than
J4 four minutes. The timer is on the podium in that regard
IS with three minutes, green; one minute yellow; and then red.
16 It would be most appreciated if you confined yourself to

}7 those times. .

18 The list will be announced by Dr. Corfsan who
19 will also keep the time. I do not,kmu what his penalties
0 are for not conforming. s

[Laughter.]

- DR. CORFMAN: Vell, we have 34 speakers who are

on the list. Ve do not know if all the speakers have
4 arrived 30 we will just go down the list as printed ta the
agenda and if you know of anyone who comes in after their
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ase has been called please let me know bezause we mant to
et everyone -- 50 everyone has 3 chance to speak.

¥e would Vike you to keep to the four minutes but

the other hand we really want to hear whut you have to

ay. In my view this is really one of the sost important
arts of the meeting.

The figst speaker would be Nichael Schartz, who
s speaking on behalf of Congressman Tom Coburn of the U.S.

ouse of Representatives.
Office of Congresswan Tom Coburn, Mesber, U.S.

suse of Representatives, Michael Schartz

M. SCNART2: Thank you very mch. “Wr.
wirsan, comittes members, I oppose licensing RU 486
rstaglandin for abortion because it takes the 1ife of an
wocent unborn baby and can injure and possibly even kill
xmen.

“Speaking to you as a practicing obstetrician and
sber of Congress | am concerned that the health and
assibly even the lives of tens of thousands of American
men will be jeopardized because the RU 486 prostaglandin
sortion technique is being rushed onto the market without
ifficient testing of an cbjective scientific and medical
valuation by the FOA.

* "The citizen petition filed in February 1935 by
} members of [ongress raised many extremely important and

14

1 the woman in jeopardy of having to mave surgery.” This is

2 citizen petition pages D 0 27. -

3 “Another haznardous situation occurs with ectopic

4 pregrancy. AU 486 could induce bleeding gnd give 2 woman

5 with ectopic pregnancy the ervonecus impression that she

6 vas no longer pregnant. If the woman fails to retumn to

7 the abortion facility to verify that she is no longer

8 pregnant the ectopic pregnancy would continue to grow and

9 possibly endanger her 1ife when- it ruptures the fallopian

0 tube. -

1 “The lack of an effective means to ensure an

2 adequate level of patient compliance is a serious draw back

3 and, as the citizen petition noted, ‘Even under the

4 carefully controlled conditions of a clinical trial patient

5 non-compliance has been a problen.’ For exasple, ina .

6 trial in the United Kingtom published in 1990, 9 women were -

7 lost to follow-up before the abortionists could confire .

B that the abortion was complete, .35 percent of the women- -

9 in the study failed to return for follow-up after

0 administration of the prostaglandin and 21.77 percent did

not return 9 days after receiving RU 486 and prostaglandin. -
“More over, in thé U.S. there is no reason to

expect that the prospects for patient compliance would be

¢ any better than overseas. For example, Dr. Suzamne Pupema,

owner of a Seattle abortion facility, participated in the

)
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id issues that must be addressed prior to approval. I
wild like just to highlight here two particularly
~oubling ones.™ '

The first point 1 understand has been - there -
1s been a change in the proposal so that this drug is
roposed for licensing not through the ninth week but
wough the seventh week of pregnancy, that was a concern
wat Dr. Coburn addressed in his statement. I will simply
auzh on the highlights there.

He pointed cut that efficacy of the drug drops of
warply after 7 weeks, that the reported complete abortion
sek up to 49 days. is 57.5 percent but the tests show that
"e rate drops to 89.] percent in women 50 to 56 days
regnant and 84.4 percent in women 57 to 63 days pregnant.
3, while this change has been made since Dr. Coburn ’
rafted this testimony I am sure I want to convey to you '
is gratitude and support for that change in proposal.

“Second, as discussed in the citizen petition, an
:zceptable leve) of safety for RU 486 is contingent on
trict patient compliance, including the follow-up visits.
o example, failure to return to the abortion facility
ignificantly increases the risks that surgical
stervention will be requirad or other complications will
-ise and if the prostaglandin is not taken precisely on

2 the abortion techniques effectiveness declines placing

R | R
1 RU 486 prostaglandin trials, she explained in the April 12, . . —-
2 1993 American Medical News that even though U1.S. abortion

3 facilities routinely include follow-up visits in the price

4 of an abortion, ‘Ve're lucky if 30 to 40 percent of these

S patients ever return.’

] - "My question is given the current lack of follow-

7 up by U.S. surgical abortion providers and the probless

8 that many non-english speaking, “uneducated women would have

9 understanding the instructions how will the FDA ensure that

0 women will comply with the complicated 3 visit RU 486

1 procedure?

2 “If 1 had more time I could address the hazards

3 that RU 486 poses to women with comon pre-existing medical

4 conditions, the dangers to unborn children from exposure to

5 RU 486 and prostaglandin and the lack of studies on the

6 impact of women's future facility of taking these 2

7 powerful synthetic hormones. - T
(] “Please keep me informed of the status of the

09 FDA’s review of these issues. Thadk you." -

0 OR. DAVIOSON: Thank you very much.
1 OR. CORFMAN: The next speaker is Lisa Kaeser for
the Alan Guttmacher Institute.
Alan Guttescher Institute - Lisa Kaeser, J.D.
] MS. KAESER: Good sfternoon. [ am Lisa Kaeser,

S representing the Alan Gutteacher Institute, an independent,
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non-prof it corporation for research, policy amalysis, and
public education on issues relating to reproductive health.
T~ my knowledge we have no conflict of interest with

hybs reeting.

¥e appreciate the opportunity to make a statesent
regarding the comittee’s use of mifepristone for the
termination of 5:rly'pregﬂ:}.

As you know, 6 in 10 pregrancies 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
abortions such as mifepristone, should be judged and made
available based on the scientific evidence of the safety
and effectiveness according to the criteria and processes
applicable to other medical treatsents.

Thus, if the Food and Drug Adsinistrations
determines, based on the evidencs gresented and its o
best judgement that mifepristone-is safe and effective, it
should be approved and a new option can be made available
to women in the L.S.

Dace the decision to have an abortion is made
time is of the essence. The risk of complications, as you
know, increases with the length of gestation and most women
who have made the decision to terminate-pregnancy want to

18
1 dhile the availability of medical abortion has
2 the potential to reduce some of the barriers to abortion
3 services in this country at this tise we do not know wrat
4 kind of eventwal impact the approwa) of mifepristone will
5 have. It would be unrealistic to expect this new method to
§ solve all problems of access. As it is, few providers are-
7 available to perform surgical abortions, particularly in
B some sreas of the country.
L] - One of the barriers to health care in the U.S. is
0 insurance coverage. Lurrently 66 percent of private fee
1 for service and 77 percent of Hs in the U.S. cover -~ -
2 surgical abortion. If mifepristoné is deemed by the FDA to
3 be safe and effective for the termination of pregnancy and
4 is approved coverage for this new option should be at least
5 the same as that for surpical abortion. ]
§ In addition, the political pressures brought to
7 bear against surgical sbortion and its providers have - _
8 clearly affected the development of medical abortion. -
9 Unfortunately, these pressures have also served to slow
0 research on mifepristone and related drugs for other
purposes, including their possible uses for contraception. -
Should the FOA approve mifepristone we hope these
other avenues can be pursued as well. Thank you.
DR. CORFMAN: The next speaker will be
Dr. Carolyn Vestoff with the American College of

4
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s0 as soon as possible.

Even though currently available surgical methods
of abortion are very safe medical methods of abortion could
be extremely useful to women who prefer not to have ..
surgery. Moreover, while 98 percent of abortion facilities
will provide services at B weeks gestation most providers
or surgical abortions set minimum gestation limits before
which they will not perfora the procedure.

According to AGI's most recent abortion providers
survey, condusted in 1993, the most common gestational
requirement is 6 weeks since a woman's last menstrual
period, the criterion used by 43 percent of non-hospital
facilities. In fact, only 26 percent of surgica) abortion
providers offer care to wamen at 4 or 5 weeks LWP. Some 2
percent of facilities do not provide surgical abortion
until women are at least 7 or 8 weeks from L, that is at
Jeast 5 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
10 days after conception and allowing women who ultimately
choose abortion to make their decisions earlier. For those
wo do not want to weit until later in the pregnancy to
-htain surgical abortion a medical method that can be used

lier could be highly beneficial.

-
1 Obstetricians and Gynecologists. T
2 Anerican College of Obstetricians and

3 Gynecologists - Carolyn L. Vestoff, M.D.

4 DR. MESTOFF: Good afterncon. 1 aa Carolyn

5 Westoff. I am an associate professor of 08-5YN and public

6 health at Colmbia University. I am also Medical Director

7 of Columbia Presbyterian’s Fanily Planning Clinics and 1

B also served as one of the investigators in the Population

9 Council’s trials of mifepristone.

0 Today 1 am here to represent the American College

1 of Obstetrics and Gynecology which is an organization of

2 wore than 37,000 physicians who are dedicated to improving

3 women's health. Ve support the approval by the FOA of

4 nifepristone and misoprostol as a non-surgical method for

S termination of pregnancy up to 49 days from the woman's ~

6 LP.

1 Let me convey ACDG's appreciation to the -
8 Population Council for its efforts in conducting the United

9 State’s trials and for submitting the New Drug Applicatiom. -
0 The ACOG Executive Board went on rétord in 1381 supporting

1 such an undertaking and it has not been an easy process and

we applaud the courage of the Population Council as well as

all of the individuals who have been involved in this

4 difficult and important work. B

5 The research on mifepristone will in the longer
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run touzh the lives of women in many different wmys, sany 1 The protocol for the use of lifept"lslnne: i
different medical situations not connected to abortion as 2 including the three visits with an observation period, :
w!) as connected to abortion. : 3 provides a unique opportunity for patient education and
ACDG believes there has been adequate testing of 4 counseling. At our clinic at Colmmbia Bresbyterian during
nifepristone with sisoprosto) to establish both its S the trial women patients were re:gptin ?n.this @mh‘q.
efficacy and safety for FDA approval. This is 2 well 6 Most of the patients left their final clinic during the
tested widely uaed reginen in many other contries. Over 7 trial with a highly effective long tern nethod of
150,000 nomen have used this technique for medical 8 contraception they intended to use. I believe the
termination of pregaancy. : 9 availability of mifepristone may help prevent subsequent
The data on the efficacy of this method for 0 abortions in women who choose to utilize this technique.
pregnancy termination that were reported-to the advisory 1 Mifepristone clearly may have other uses that '
comittes this sorning are convincing. The recently 2 will be beneficial to the health-of women and to men and it
published studies from France indicate that this is close is important these potential benefits be explored. The
to 87 percent successful in terminating a pregnancy up to ¢ approval of the drug will hasten investigation of its
19 days and the failures, as you have heard, include 5 potential use for other health probless including cancer, :
ongoing pregnancy in less than | percent, incasplete 6 endoeetriosis, labor induction — -
abortion in Jess than 2 percent of subjects. 7 [Besper sounding.) ,
This method is safe and ¥ell tolerated by women. 8 Okay. -
You have heard the data regarding the rates of adverse 8 [Laughter.)
svents and the complications. It is important to 0 Let me finish by saying United States women
understand that the rates of severe complications, 1 should not be denied safe and effective options for
sarticularly prolonged bleeding or hemorriage, is very low. reproductive health care, particularly the ones that are
Also, I think that we combined adverse events with symptoms now available in at least four other countries. It is
ind 1 want people to be clear that those are not always the ¢ vita) the important decisions about women’s health be mde
identical thing although they tend to be presented between women and their doctors and on the basis of safety,
154 U | 2
wltanecusly in this setting. 1 efficacy and what is the best for each individia) woman. - -
The primary side effects of cramps and bleeding, 2 Thank you.
vhich are most related to the prostaglandin part of the 3 OR. CORFMAN: The next speaker is Rebecca
treatment, are similar to the symptoms of spontaneus * - 4 Lindstedt for the Aaerican Life League.
tbortion or miscarriage and tend to be brief in duration 5 Azerican Life League, Inc. - Rebecca Lindstedt
for most of the subjects. The nausea and vomiting that is 6 - MS. LINDSTEDT: Good afternoon. My name is
1lso reported as an adverse event is usually very brief and 7 Rebecca Lindstedt and I am the Director of Commmications
sasily tolerated. B for American Life League. ALL has no conflicting financial
During the trial we were measuring the duration 9 interests in today's mesting.
of these symptoms in minutes with patients reporting 0 American Life League is an educatiomal pro-life
symptoms that might last 10 or 15 minutes and I think that 1 organization representing over 300,000 Americans committed
night be missed when we are a1l worried about making sure 2 to the sanctity of human 1ife. Ve actively oppose
that we adequately account for these sorts of symptoms. 3 abortion, infanticide and euthamasia, as well as other
The approval of mifepristone in the U.S. will ¢ threats to innocent human 1ife, threats which reduce human
inzrease the ability of safe and legal early abortion and 5 beings to problems to be solved rather than recognize all
provide more options for women. The regimen will be used 6 human beings as people to be loved.
in physician's offices and provide women with a more 7 On behalf of Aserican Life League I would today
orivate option than outpatient surgical abortion. B urge this panel to seriously consider the effects of
The availability of mifepristone also has the 8 recommending wifepristone to the FA as a safe and
potential, because of its privacy, to provide greater 0 effective drug. I would then urge this panel to reject
safety from violence and harassment for both patients and 1 such a recommendation.
providers. heerican Life League’s first and foremost
ACOS looks forward to working with advances in objection to the approval of RU 486 is the fact that it
health technology as they make the drug available to 4 kills an innocent human being. The abortifacient(?)
ssicians. S “effectivensss” of RU 486 is strictly limited to the babies
CASET Associates, Ltd. PAGE 40
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gestational age. At 7 weeks, the latest age at which RU
485 can be used to cause an abortion, we sre looking at 2
tiny pre-born child who is doing smazing things. The

jld's heart has been beating since the third week of
gevelopsent. The face, forehead, eyes, nostrils and mauth
are al) evident, if not distinct, as are the babies tiny
ears. The head is stil] very large in proportion to the
body but if thi¥ baby continued to grow at the same rate it
is growing right now for the rest of the pregnancy it would
weight two tons. at birth.

Despite the familiar churacteristics I have just -
mentioned 1 would point out that it is techmically
irrelevant. Even at fertilization or at two weeks
gestation the pre-born child looks exactly as a human being
is supposed to look at that particular point of
development. RU 485 is a human pesticide and yet the FOA
is considering its approval.

Certainly this drug vigiates the mandate of the
Food and Drug Adwinistration to uphold the health and
welfare of Americans through safe drugs. The FDA should
not approve a drug that is deadly to babies and damaging to
wanen's health,

After only 10 months of clinical trials with RU
486 in.lowa the principle investigating gynecologist of
Planned Parenthood of Ereater Iom remarked lively of the

_Use of

Mifepriston S

1 hand as wel) as any other dnyg that purports to advance
2 women's health by Killing their babies. Thank you.

3 [Singie Applause.)

{ DR. CORFMAN: The next speater is Dr. Paul Jung
S of the Meerican Medical Student Association.

b American Medical Student Association, Paul Jung, .
7 K.D.

8 DR. JNG: Good Afternoon. I am Dr. Paul Jung,

9 Legislative Affairs Director for the American Medical
10 Student Association. The American Medical Student
Il Association or AMA is the nation’s largest, oldest.--
12 independent medical student organjzation, representing
13 nearly 30,000 mesbers fros medical schools across the
)¢ country. Ve represent the attitudes of medical students
15 and physicians-in-training. As future physicians, we have
16 a strong interest in the emerging health care enviroment
I7 in which we will practice. _
8 Our organization’s goals include improving mlth
tﬁ care and sedical ecucation. Ue believe that the issue of
0 mifepristone as & method of medical pregnancy termination
Pl is significant. Ve comeend the FDA for taking the -
22 initiative in studying the Jssue.
p3 The American Medical Student Association believes -
P4 strongly that voluntary abortion be legal and fully )
RS accessible to al) women. Ve believe that this decision is
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wtion pill, "It is just so easy and so safe. 1t is
wruly 2 miracle.” | doubt that the woman from Materloo,
Iowa, who lost nearly half of her blood and almost died
would say that RU 486 was easy or safe, in fact the only.
miracle for her is that she is alive at all and yet this
complication was never made public by Planned Parenthood of
Ereater Jowa.

Linette Dumbel is co-author with two other pro-
abortion feminists of a book called RU 486, Misconceptions,
Myths, and Morals. In the book the author has challenged
the uncritical promotion of RU 486 prostaglandin by women's
groups. I quote, "We do not understand why a feeling of
embattlement over abortion has tufed so quickly into
acsepting the claims for RU 486 and why the need for
feminist coalition has translated in joining with many
population groups that have had a history of promoting
dangerous and debilitating drugs, devices, and public
policies for women. We believe there is pressing meed for
independent feminist research, analysis, and discussion of
iU 486 that does not uncritically accept the conclusion of
thedrug company's research.”

It seems that women's health is being side-
stepped to promote abortion at any cost. Pregnancy is not
* diszase and a baby is not a tumor. If the FOA is truly

zerned about women they will reject this drug out of

160 . .

2 physician. And, we believe that voluntary abortion must
3 be provided by sound medical or surgical methods. AMA

4 believes that mifepristone qualifies as a safe and

5 effective means of pregnancy termination.

b Hifepristone has been used by thousands of wamen
7 worldwide. This method of pregnancy termination has been
8 found to be both safe and effective during the first mesks
8 of pregmancy. -

)0 ¥hen compared to surgiul abortions, which can
A1 only be performed after the first seven weeks of pregnancy,
12 nifepristone is non-invasive, has a decreased risk of

3 infection, and does not require anesthesia. In addition,
J4 mifepristone has fewer side effects and is easier to use
15 when compared to the current “sorning-after” pill.

16 Because mifepristone can only be used, and will

I8 pregnancy, we recognize that this drug will not replace the

" 19 need for surgical abortion. Surgical methods of pregnancy .

0 termination sust remain an option for women.

1 However, women may prefer mifepristone over
surgica] procedures because it is adsinistered in a pill
fora. It is more private, has less side effects, and

4 allows greater control over the termination of pregnarcy.
In addition, preliminary studies show that this drug may

1 a medical decision to be made between & patient and ber

i7 only be effective, during the very early stages of -
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rave other therapeutic uses, for exasple, as a treatment
for breast cancer, meningioma, endometriosis, Cushing's
Syndrome, and uterine fibroma.

Based on the scientific evidence it is clear that
pifepristone is 2 safe and effective drug which should be
sade available in the United States. The American Medical
Student Association believes that for these reasons
aifepristone should be legally available to a1l women
jmsediately. Restricting wifepristone infringes on our
future ability as physicians to provide the best care for
11 of our patients. 3

Policy regarding medical services should be made
% sound medical evidence and not by political pressure. .
[, and the 30,000 medical students I represent, urge the
‘DA to make mifepristone available to American women.

Mhank you for allowing me to discuss the safety and
officacy of this drug.

DR. CORFMAN: The next speaker is Dr. Diana Dell
from the American Medical Vomen's fssociation.

Arerican Medical Women's Association - Diam
1], K.D.

OR. DELL: Good afterncon. I am Diana Dell. I
speak on benalf of the American Medical Women's Association
nd my own department at Duke University Medical Center.
ie strongly favor mifepristone being available to the women

I8
] conceived each year are mistimed or unintended. \omen wo

2 carry these pregancies begin prenatal care later and

3 receive less adequate prenstal care than women with wanted

¢ pregrancies. The fetuses are sore likely to be exposed to

S harsfu] substances like tobacco and alcohol. The child

6 produced by an unanted pregnancy is at greater risk of

7 being born low birth weight and of dying within its first

8 year. The mother is at greater risk for depression and

9 physical atuse, the relationship with her partner is at

0 greater risk for break-up. Both parents my suffer i
] economic hardship and may fail to achieve their edeational”
2 and career potentials. - .

3 Evropean studies of children born to mothers who

¢ had been denied abortion found children who were less well

S adjusted socially, received psychiatric care sore

§ frequently and were sore likely to be listed in the

7 crimina) registers. The difference between these children
8 and carefully mtched controls mas still measurable by age-
9 30.

0 Recent studies in New York are similarly
disturbing. Before two years of age these children
exhibited higher levels of fearfulness and lower levels of
positive affect. In pre-school they had lower vertal:

4 developmental scores than controls.

Umanted or mistimed pregnancies have higher

182
" America. Ve endorse its use as an abortifacient and we
support continued research into other applications for this
frug. :
My printed testimony details several reasons- -
‘avoring introduction because of time restrictions however
| will address only one, the issue of wanted pregnancy.

Ongoing abortion related violence and terrorisa
us affected the availability of qualified abortion
soviders. With limited access to abortion services the
wmber of children being born unwantzd or mistimed is
increasing. Forty-four percent of the births in Aeerica
vere unintended at the time of congeption.

American women and families need access to
improved contraceptive technology in order to avoid
swanted pregnancy. They need access to medical as well as
surgical options for pregnancy termination and we as a
ntion must begin to address the fact that the level of
vantedness of a particular pregnancy can directly predict
the physical and emotional well being of the child produced
Jy that pregnancy.

You have already heard testimony implying that
tvery conception has a right to be born. With training in
Joth obstetrics and psychiatry 1 would testify to the
sontrary.

More than half of the 6 million pregnancies

v - - l“ -
1 rates of physical abuse and neglect, they are more likely _ . -
2 to be impoverished, they are more likely to be raised by a
3 single parent, usually female, they are wore likely to drop
4 out of school. All of which seans these children absorb a
5 disproportionate share of the financial resources allocated
6 for physical and mental health as well as resources
7 allocated for social interventions, '
8 Mifepristone would allow women a measure of
9 privacy, personal dignity, and bodily integrity not
0 arrently available in this country because it can be used
1 earlier in pregnancy and does not require surgical
2 intervention. It should reduce violence between both
3 patients and personnel in reprithctive health centers.
{ In many comunities, especially under served
S ones, mifepristone would allow citizens carrying umanted,
b mistimed or abnormal pregnancy access to abortion services
7 that are not currently available to them. Ve strongly urge -~ -
B approval for this drug now. Politics must not be allowed
9 to take precedent over public health on this vital issve. -
0 Thank you. : N
1 DR. CORFMAN: Dur next speaker is Dean Allan
Rosenfield for the American Public Health Association.
heerican Public Health Association - Allan_
4 Rosenfield, M.D.

MIF 005248
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] comsittes. It is a pleasure to be here. 1 sa Allan
2 Rosenfield, Dean of the Columbia School of Public lealth,
* Sypfessor of Public Health in Dbstetrics and bynecology, a
1low of the Merican College of 0B-6YN, former chair of
§ the Executive Board of the Aserican Public Health
§ Association and President-glect of the Association of
7 Schools of Public Health. 1 appear today on behalf of the
B Aserican Publit Health Association.
] 1 appreciate the opportunity to testify in favor
) of the approval of the anti-progestin mifepristone. Based
| on the evidence of its safety and effectiveness and on its
! potential to contribute to the health and well being of
) women,
] This review is particularly important because if
:mfepnstone is approved for use by the FOA it will be the
i first approved medical abortifacient to become available to
' Aserican women,
! I will not review the sgientific evidence in
) support of this drug since this was so well covered during
| the morning session, rather, I will focus on some of the
implications for American women if there is indeed FDA
. approval.
Mifepristone will provide 2 welcome option for
those women who discover their pregnancies early and do not
wish to be pregnant for whatever their personal reason.

_Use of Mifepriston _ T3

1 abortion is compounded by a dearth of provider sites.

2 hpproxisately 80 percent of U.S. counties do not have an

3 abortion provider or facility and many women in the United
{ States have to trave] over 50 miles to have an abortion

§ procedure.  This difficulty sitiation may be alleviated

6 somewhat by the availability of a medical means of i
7 terminating the early pregnancy in which there may not be

8 the need to restrict the drug's use to selected clinics.

9 . 1 believe that with careful and complete

10 counseling about expected side effects and potential i
il complications mifepristone can be made available safely in -
12 a private doctor’s office, assming that there is ready

13 aceess for treatment of surgical complications when

34 necessary.

15 Third, as in most medical interventions a non-

16 invesive procedure is preferable to many pesple to an

- §7 invasive one. Use of this drug represents a lesser

I8 physical and emotiona] undertaking for a woman than the _

19 surgical procedure, at least for some women.

0 Vith mifepristone the risk of post-abortion
infection is decreased as are other potential
complications. On the othék hand, there are sysptoms,
including nausea, crasping, and bleeding over a longer

¢ period of time with wifepristone as compared to early -

PS surgical procedures but a woman, once educated about the

166
2 data are clear that mifepristons used in conjunction
with an oral or vaginal prostaglandin is 96 percent
effective in terminating pregnancy during the first 7 weeks
of pregnancy.

Many women who have experienced both lifepnstore
and conventional first trimester section abortions prefer
this method. In ] study 77 percent would choose
nifepristone again il faced with the need.

Based on small studies it is felt that many

hnerican women view aceess to a sedical abortifacient taken
privately as a dramatic advance for several reasons.
First, harassment of patients outside abortion facilities
continues and is of consequent idMibiting factor making a
woman's visit to many of these facilities an emotionally
trying experience at best.

In addition, fewer numbers of physicians are
willing to provide surgical termination of pregnancy,
primarily in view of the harassment and some times violent
protests by anti-abortion groups and individuals.

Mifepristone will allow physicians wore privacy
in the sense that they may be able to provide the drug in
their offices rather than in specially equipped clinics or
hospitals, making it sore difficult for those opposed to
~hortion to find and harass them and their patients.

Second, the difficulty of cbtaining conventional

1 alternatives, is then able to make the cloice of the best
2 procedure for her.

3 In Great Britain, Sweden, Chima, France, and

4 elsewhere, sore than 150,000 women have used this method of
5 pregnancy termination since it first becase available. One
6 can assume in the United States many women will also choose
7 this method.

8 Pregnancy diagnosis hs become progressmly

9 early, rapid, and reliable, allowing women to make an

10 informed choice at this time. I appreciate the opportunity
i1 to express my view on betalf of APHA in recomsending the
12 approval of mifepristone for genenl use in this country.

13 Thank you.

4 DR. CORFMAM: The next speaker is Olivia Gans

I5 from the Aserican Victims of Abortion.

16 heerican Victims of Abortion - Olivia L. Gans

17 MS. GANS: Thank you and good afternoon, ladies
18 and gentlemen. My name is Olivia Gans. 1 am the director

9 of American Victias of Abortion, a_gational organization

0 developed by women like myself who ave suffered the
aftermath of surgical abortion decisions. I have held this
position for over 10 years in the United States and have
addressed this issue in all 50 states. In addition to my

¢ work here in Aserica I have worked with women and -
professionals to establish similar support prograss in 15

168 . .
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other countries.

1 did have & surgical abortion in 1581 and 1 know
11 too wel) the grief, anger, and pain which defined sy

rsona) experience with abortion. I e also actustosed to
maving those feelings and memories ignored by those wo
support legal abortion. However, after 12 years of
involvement with women throughout cur own country and
abroad I have learned that my experience is not unigue.

Abortions performed using RU 486 have already
procuced evidence of having effects similar to those of
surgical abortions, although good long-tere studies are not
yet available. Emotional difficulties following abortion
are well-tocumented. Several long-ters studies of women
who have had abortions indicate that there are a wide range
of esotional repercussions that effect women often as long
as 5 or 10 years following their abortions. These
emotiona] repercussions include intense grief, guilt, and
pain. -

However, the particular-sethod of this particular
abortion, RU 486, associated with chemical technigue
abortions provides a different set of experiences that my
create a different and possibly wore troubling pattern of
negative reactions. Ahen women are aware that the abortion
they are having causes thes to participate in the deaths of
their own children they often fee] sore pain and guilt.

B 1m
1 share stories of nightmares and flashbacks to surgical

2 abortion experiences shich they cannot erase. Given the

3 horrible dreass that-are comonly experienced by wmen like
¢ myself who have experienced surgical abortions, one can

5 only shudder to think what nightmres will soseday visit

6 those of us who actally see the tiny emaciated bodies of
7 our aborted children.

B Vomen who have surgical abortions speak of

9 physical pain during the abortion as well as after. They

0 cosplain of hmiliating treatment from facility personnel
1 and degrading responses to our request for need for wore -
informtion. Ve are afraid o;that the already careless
treatnent women receive in abortion facilities across

4 hmerica will only worsen with the approval of RU 486.

5 Common theses of alienation and isolation are

9 bhy any sore so with RU 4857 Ia fact, most of us have felt
0 silenced for years following our abortions. will RU 486
only serve to close the circle of isclation and silence
that surrounds so many women, particularly I suppose the
wozen in these trials?

L]
of the thousands of women who have already struggled with

Therefore, 1 today urge this comittes, on belulf

170

Any patient, therefore, who sees the results of
the abortion, that is the developing child, is wore apt to
suffer than others. This is one reason why women sho have
late term abortions are tramatized wore significantly- -
since they will see a fully developed baby.

Vith RU 486 abortions it is important the woman
identify the results of the abortion. She must look at
these results. Seeing her dead child could be and can be
traumatic. Even abortionists like Dr. Judy Tyson of
Planned Parenthood of New England have reported that
patients are “somewtut shocked at the tissue they passed.”
Trus, the very “privacy and contro]” which is used to sell
RU 486 may actually lead to greater trauma.

In 2 surgical abortion the woman genzrally does
not see the baby. \omen taking RU 486 see our aborted
children. Newsweek 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 Time, the Boston Globe, the Des Moines
City View, and Health 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 ki1l her child could axperience an
~otional backlash of enormous proportions.

Women in peer support groups around the world

1 complications from sbortion, to reject this drug, to

2 disapprove it, and to make sure that American women are

3 granted safety and security in their medical treatment. e

¢ are not guines pigs and we and our children deserve truly

5 life giving alternatives to abortion. Thank you very muxch.

6 . DR. CORFMAX: The next speaker is Dr. Joel Brind

1 of Baruch College. :

8 Joel Brind, Ph.D. - Baruch College

9 DR. BRIND: Good afterncon. First I wish to make

0 clesr that this is not a policy statement on behalf of

1 Baruch College but rather a sumary of wy research findings

2 as a member of its permanent full-time faculty, and I

3 here at my own expense.

] In the three and 2 half years since I sent

5 Comissioner Kessler a detailed letter sumarizing the

6 research literature on abortion and breast cancer

7 considerable additional data have been gathered, bringing

8 the issue into such sharper focus. To date a total of 30

9 published reports describe 24 sepamte epidemiologica)

0 studies which give specific data on’ induced abortion and

1 breast cancer incidence. Nineteen of the 24 report overall

increased breast cancer risk, 12 with statistical '

significance. - _
Several important conclusions can be clearly

drawn based on this substantial body of worldwide knowledge

Lo . I
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| which dates back to 1957 Dne, only induced abortion, not

) spontansous abortion, is consistently linked to the '

| incidence of breast cancer. Tre biological basis of this
*ference is also clear. Most spontaneous abortions are

) craracterized by subnorma) ovarian estradiol secretion. It

i is the surge of estradiol early in a norm) pregnancy which

! provides an estrogen over-exposure by which most known risk

! factors increale breast cancer risk.
| Two, incuced abortion increases breast cancer

I'risk independently of its effect in delaying first full-
ters pregnancy and early full-ters pregancy decreases

' breast cancer risk since induced abortion also abrogates
this protective effect it raises breast cancer risk in two
ways for young nulliparous women.

. Three, the increased breast cancer risk

) attributable to induced abortion cannot not be explained by

' response bias in case controlled studies. The only study

. claiming to provide direct evidenge of response bias relies

' on the specious conclusion that breast cancer patients
report having had abortions that never took place and the
only other study using prospective data found 2
statistically significant 80 percent risk increase.

Four, there is now evidence of a particularly

strong interaction between induced abortion and family
history of breast cancer, shown by 2 studies published in

' 175
1 by law in Lovisiana, Montana, and Mississippi, with more
2 such laws in the pipeline.

3 Fimally, we are not speaking here abaut any

¢ concern about the 1ife of any fetuses, only about the life
5 and health of the women who may be able to take these

6 abortifacient drugs. However safe this drug regisen my
7 appear in short ters testing there is too such herd

8 evidence that in the long terw mny thousands of women will-
9 get breast cancer because they took these drugs.

0 If this agency can simply approve, as the

1 Population Council has requested, the legitimate use of -
2 such drugs by healthy women in orger to achieve elective
sedical results then we will have witnessed in effect the

¢ end of the FDA as we know it, for this agency will have

5 abandoned its function to protect Meerican wosen from

6 purveyors of haraful medicine. Thank you.

] DR. CORPMAN: The next speaker is Randy 0°Bannon

8 who is speaking on betalf of Dr. Clarles Cargille as 2

9 private citizen.

0 Randy 0'Bannon, speaking for Clurles Cargille,

M.D. - .
M. 0'Bannon: Myinase is Randall K. 0°Bannon. 1

an the Director of Research for the National Right to Life -
¢ Educational Trustfund. I have been asked by Dr. Charles
Cargille to read his statement reqarding "RU 486 Long Tera

1
.

Five, there is no basis for assuming that the
somewhat younger average gestational age of medically
induced abortions will confer any less of a breast cancer
risk increase than surgical abortion. Neither of the two
studies which looked at the timing of first trimester
induced abortions found a significant difference between
abortions before versus after nine weeks, endocrinological

“evidenze backs this up, estradiol begins to surge
neasurably within a few days after conception.

Unfortunately, the time allotted today does not
permit reporting specific data but I have cosplete, along
with colleagues it Penn State HerShey Medical Lenter, a
comprehensive review and meta-analysis on this subject,
although it is subject to embargo until its publication in
Cztober. I can make copies Tor the FDA if they would like
to look at them.’

ltbnngsustot}! issue at hand today. Ina
drug approval process to date for mifepristone misoprostol
has breast cancer even as a potential risk factor ever come
up? Indeed, the overall highly significant positive
association between induced abortion and breast cancer,
which we have documented in the meta-analysis, desands that
women be warned at the very least. Such warnings are

‘eady mandated to be given to women considering abortion

1%
1 Health Risks for Mother and Child.” '
2 "I wish to greet the Advisory Lomittee and my
3 former colleagues, Dr. Corfman and Dr. Bardin.
{ It was my privilege to serve at the NIH and at
S the FOA. Currently I am Assistant Professor of Clinical
6 Family Practice in New Orleans and President of the
7 International Population and Family Assaciation.
] My statement concerns:
S 1. Long term health risks for mothers taking RU
0 486.
i 2. Risk of mlformation and injury to babies who
2 survive chemical abortions.
3 3. Risk to mothers’:pocytes fmlIHBG
] Concerning health risks to mothers:
H Long term safety studies are lacking.
6 There are over 29 potent pharmacological
7 effects of RU 485 upon mammalian reproduction. (That is
8 available in the appendix passed out to the comittes and
9 is available to anyone else that is_interested.)
0 Foreign data derives populations not
| characteristic of the U.S. '
Post-abortion Syndrome has not been studied
following RU 485.
Surgical abortion has been linked to child
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Breast cancer has been linked to surgical
J aburtm These studies are lacking for Ru 485.
[ Psychosocia) consequences of divorce and
iplence are linked to surgical abertion. These studies
) are Tacking for RU 486.
Deficiencies in matermal behavior follow
' surgical abortion. These have not been studied for RU 486,
[ Facilitating abortion will reinforce the
| mentality which encourages promiscuity, teen pregnancy, and
| infidelity, undermining fasily structure and predisposing
to violence and injury.
Infectious complications ny result in tubal
pregnancy and sterility.
Repeated use of RU 486 in serial abortions my
increase the risks in every successive abortion.
Loncerning risk of malforsation of babies who
survive RU 486: ’
Mumerous mlformed iafants are reported
following prostaglandins. -
Prematurity may result from cervical softening
and dilation. Such data are lacking. :
Information about neurological, I0, and
psychosacial characteristics of RU 486 abortion survivors
is lacking.

CXS effects in animal studies are pruven

In
) The hazards may be disastrous.
2 The Hippocratic cath on abortion should be
3 upheld.
4 The Nex an Ag:liatm should be denied.
5 Thank you.” Charles M. Cargille, K.D."
6 He listed in appendix 23 documented or suspected

7 prarmacological actions of QU 485. I mention just a fex:
1. Interference with pinopod function.
. 3. Disruption of folliculogenesis.
5. Decreased intracellular ;aleiwm.
12. Altered release of androgen.
17. Altered serum estrogen profiles.
. Disruption of sexal development in rat

a
2. Reduced perivascular decidal cell

21. Degradation of endometrial extracellular
8 matrix. -

29. Inhibition of steroidogenesis.

Thank you. -

0. CORFMAN: &rmtspukerls.hmtladuf
speaking for the [enter for Reproductive Law and Policy.

Center for Reproductive Law and Policy - Jmet -
4 Benshoof, J.0. '
MS. BENSHOOF: Good afterncon. My name is Janet

17’
1=h eritizal data for humans is lacking.
Data about any carcinogenic effects of RU 486
in abortion survivors are lacking. (Is RU 486 another
0ES?) .
The same for reproductive effects, and
behavioral effects. ([Will RU 486 babies resemblé cocaine
babies?) N -
Concerning risk to the mother’s entire population
of cozytes:
High concentrations of RU 486 are measurable
in follicular fluid.
Could the mother’s fertility be damaged along
with her oocytes?
Could later babies sh'n genetic damage?
Shouldn’t clinical trials answer these
critical questions?
Shouldn't the informed consent mention these
long term risks?
In conzlusion:
Pregnancy is not a dissase.
Chemical abortion is not therapeutic for the
nother.
RU 486 is not therapeutic for the child. ([The
roztor’s second patient.)
The benefits are unproven.

e 180 .
] Benshoor, and I = an attorney and the president of the = .
2 Center for Reproductive Law and Policy. The [enter's
3 primary goal is the preservation and advancesent of the
4 Constitutional right to privacy.
5 Though a bit overdue, the approval of
6 mifepristons will be an historic moment for American women.
7 Vith approval of mifepristone American women stand to make
8 immeasurable gains in reproductive choice and protection of
9 their privacy. The approval of mifepristone will give
10 Averican women access to the same medical advancement that
] has already been used by women in other countries.
12 Vomen with limited access to abortion providers
13 should gain increased ability to exercise their
14 Constitutional right and the non-invasive proceture by
15 which mifepristone is adeinistered heralds inmerable
16 advances in the protection of the right of privacy. :
17 The approval of mifepristone has the potential to - -
18 provide greater privacy in severa) wmays. First, many women
19 encounter aggressive anti-abortiow protestors when they go
D0 to known abortion providers. The“unnerving quality of that
D1 experience, coupled with undergoing a profoundly pemul
D2 experience is a disruption of privacy that can be -
23 ciramvented when mifepristons becomes an altermative to
24 surgica) abortion. -
4] The approval of mifepristone hopefully will give
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] many physicians who presently do not perfora abortions, be
2 it for lack of training in the proceture or fesr of
2 heerming a target of activists, the ability to sake

srtion available to their patients by learning the new
5 protocols and follow-ups.
6 This new avenve for ending a pregnancy offers
7 women the opportunity to go through this personal process
3 with a physichn with whos they have established 2
9 relationship, allow women and guard their privacy sore
0 effectively than before.
| The administration of lifepris_tnne by local
2 physicians also holds forth the promise of resoving a
} significant obstacle for many women who decide to end their
| pregnancies. .
H In many states having an abortion means traveling
3 at least an entire day to the closest licensed provider in
! the state or regional area. This could help eradicate this
3 burden by creating more providers, Furthersore, the
} absences necessitated by having | tn travel lengthy distances
) may compe] many women to diwulge the reason for their
| absence. .
! The approva) of mifepristone and its consequent
| administration by lacal physicians would eliminate the
| burdens hindering many American wamen's exercise of their
i Constitutional right to choose by protecting privacy more

18

1 any other medical procedure or sNowing this procedure to
2 be hijecked by political posturing would do sericus

3 contravention of neutrality as well as to the United States
¢ Lonstitution. Thank you.

5 DR. CORFMAN: The next speaker is Helen Donovan,
b speaking as a private citizen.

7 Helen K. Donovan, J.D., speaking as a private

B eitizen.

5 _ MS. DONOVAN: Good afternoon. I am Helen

0 Donovan. I do not have a conflict of interest nor a

1 financial interest.

As an attorney who represents women in are

3 injured and killed by abortion I"aa concerned that the

4 health of women in this country will be compromised by the
5 premture approval and mrketing of RU 486 for non-

6 therapeutis use,

7 It is incumbent on you to ensure that the very
8 best testing and research occurs before a drug is approved.
9 Reliance on foreign data is inappropriate, see our o
experience with thalidomide.

has not yet been reported4s reckless. The devastating

¢ devices, the Dalcon Shield, breast implants, and Norplant,
for example, should be a warning that more care is cue, not -

Reliance o a study of 21,000 Aeerican women that .

experience of sany women with FOA approved drugs and -

){.v)
surely.

The abortion debate in this country has strayed
L far too often from the fact that abortion is an established
| protected Constitutional right as pronounced in Roe v.
i ¥ade. As a court recently observed in a case in bhio,
i “Since the Civil Var American society has not been faced
' with an issue so polarizing and at the same time so totally
| incapable of either rational discussion or compromise as
) abortion.”
) In spite of, though in some ways because of, the
. bitterness of the debate this forum in which we speak
! today, this FDA hearing necessitates that the highest
| standards of neutrality-be esployed.
| Medical ethics and science stand at the forefront
i of the drug approval process. The procedures by which a
i drug is researched, investigated, and ultimately approved
" as safe for distribution to the American public must at all
| times be governed by the unwavering principles of
! neutrality.
! The political and bureaucratic timidity that has

become emblematic of the treatment accord to the abortion

" issuz will Teave as its victim millions of Aserican women
i if this comittee doss not reaffirm its comitment to a
- arinciple of neutrality.

Differentiating abortion and mifepristone from

3 -

1 less.

3 an intolerance for injuring a percentage of women.

¢ Effective termination does not equal safe termination. The
S injured women who are able to come forvard will have a

6 difficult time recovering legally. The health care

] provider will claia that the woman was negligent and

8 alternatively that the manufacturer is liable. The unknown
8 manufacturer of unknown quality control is overseas and the
00 newly invented distributor will conveniently disappear or
1] be free of assets.

12 "~ 1 raise these issues because of my experience
13 with injured women and the families of women who have died
14 as 2 result of induced abortions. The same dynaaic that

15 operates in the provision of surgical abortions will occur
16 with RU 486. The paramount operating principle of time

17 equals money will be there as well. Shortcuts, that is

I8 negligence, will have to pay off. There will be no

19 physician/patient relationship, ﬂ%re wil) be inadequate

20 counseling, lack of informed consent, no opportunity for

2] the woman to read and understand the warnings and product
P2 Yabeling which for Norplant is seven single spaced pages.
23 " A negligent assessment for contraindications will
24 also be common. There will be poor follow-up and the al)
RS too comon mistake of misdiagnosis of gestational age,

.

2 While complications do occur we should not build =~
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which, as you knou, is the key to the effectiveness of RU 1 Honever, the d_lcrtim drug, ll'! 486, does mot ceet

486. Ninety-five percent effective in &5 days, 85 percent 2 these high standards. First of all, this has been an

in B3 days. 3 approval process which has compromised its standards.

Vat happens after 63 days or at 10 weeks? 4 Srortening the time frame for the clinical trials to a mere
Eleven weeks? Tuelve weeks? Is it safe? If not, how will 5 six months with a follow-up of only two weeks when blesding
accurate dating be ensured? Will the physician rely on the 6 can last for over a month is not only inadequate and
menstrial data alan:’ As-physicians yu realize that that 7 insufficient to warrant approval 1t7is a travesty that mech
wuld be ﬂlﬂ"ﬂ" B so-called evidence would be held up as proof that this ——

Nould an 0B/6YN be required? Dr will any 9 abortion drug is safe and effective encugh to be thrust on
physician o, including those that are not skilled in 0 the general population of U.S. women. ]
pelvic examinations and estimations of gestatiomal age or 1 Furthermore, it is troubling that the U.S. data -
who do not have access to ultrasound? 2 has not been presented in an adequate mamer. It has not

Vhen one confines their reliance on foreign data, 3 undergone thorough analysis by the FOA and I think that we
the short cuts of negligence, and the wulnerable population § — and the fact that the U.S. data has not been looked at
of women who will be persuaded to try RU 486 the poor, 5 is probimmatic because U.S. mtbdiffefm&rqnn
tdolescents, persons for whom English is a second language, 5 ween. First of all, the U.S. population is not R
ind the uninsured, women will lose. Seldom will they be 7 hosogeneous as in these different contries stated. Also,
tble to recover through litigations . 8 we cannot ensure compliance. -

¥ill it be their fault that they did not 9 Even the clinical trials where compliance ms
understand the product labeling or that the date they 0 necessary here in the U.S. is-not necessarily a realistic
recorded as an P was in fact first trimester bleeding? reflection of the U.S. population as a whole where
A1 it be a teenager's fault that she can not make a compliance is a problen. A1) American women use RU 485
Jistinction between a range of side effects and and suffer these effects of non-compliance? Vhat other -
:omplications that require immediate medical attention? ¢ types of things will cause women to be put in danger?

Is it possible to recommend approval when all of S Furthersore, the FDA has an ethical duty not to

186 - 188 .
2 known dangers and those that could be discovered with 1 approve a drug that will be harmful to the mothers. & -
~easonable care have not been reported? 2 already know that at least one woman in Ima lost so much -

If you do recomend approva) will you ensure that 3 blood as a result of taking RU 486 that she almost died and -
the labeling protects women and not the manufacturer and. 4 there are other issues regarding the abortion drug’s safety
roviders? S and efficacy. For example, if the drug fails to result in

Let's not wait until thousands of women have been 6 a complete abortion, whether due to drug inefficacy or
injured and scores have filed lawsults before we demand 2 7 failure of the woman to comply to the protocol, the medical
:omitment to accountability. It is your duty to ensure B complications could be severe, infection, sterility, or
that this drug is in fact, not opinion, safe encugh for the 9 giving birth to a deformed baby.
vomen of America. Thank you. 10 There is also a dangerous void of research about

OR. CORFMAN: The next speaker is Grace Hsu, 1] the long ters effects of RU 486. France has only used this
speaking for the Family Research Council. 12 since 1389 so we do not know what long term effects there

Fanily Research Council = 6racie S. Hsu, M.H.S. 1) are. Also, we do not know the-future fertility of women,

MS. HSU: Hello. My name is Gracie Hsu. [ am J4 how that will be affected, the possible link with breast
vith the Family Research Council, a nonprofit research and - 15 cancer, and the medical complications resulting from the
rducational organization. My background is in public 16 drug’s accumulation in the body.
walth and a policy analyst there. )7 Now, this last point is especially interesting -

The first principle of the Hippocratic Qath is to 8 because in the U.S. 40 percent of the 1.5 million abortions
Ib no hare. This is the cath that physicians take in 19 that take place every year are repest abortions so we do
-ecognition of the fact that the high call of the physician 20 not know what effects this accumulition will have.
is to heal and not to hare. In the same way the FDA as an 1 You have heard today that you should place
1gency has a responsibility, a moral duty if you will, to women’s health over politics, ] wholeheartedly agree. The
:nsure that any drug that comes out on the market for U.S. rush to push RU 486 now without adequate data, without the
‘onsumption has met every possible standard to ensure 4 analysis on presentation of U.S. data shows that there are

fety and efficacy. more questions to be answered and the FOA should not
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| approve RU 486 at this tise. Thank you.
H IR. CORPMAN: The next spesker is Eleanor Saml,
{ speaking for the Feminist Majority Foundation.
Feminist Majority Foundation - Eleanor Smeal
) S, SEAL: Thenk you. 1 aa Ellie Saeal,
; President of the Feminist Majority Foundation. For some 26
! years now ] have been working for women’s rights and
} women's equality. I feel that these hearings today are the
) end for this particular episode of a long long journey.
) The Feainist Majority Foundation, some B years
. ago, began its study and then campaign for the introduction
! of RU 486 into our country. Before we came out for RU 485
anlmmtme:tmmsndy As many of you know, the
| feminist commmity has never been knee jerk and just
) automatically giving a rubber stasp to the medical
i community.
' Ve have many mny tises guestioned what the
| medical comwmity and various phr-ceutlals were doing
lfurmstulthormmtthmgfwmstulth
| In fact, this is a very unusual occurrence, what is
happening here today ~—
[Laughter.} -
-- that the fesinist community and every major
woman's rights organization is united in asking you please
to license and to approve RU 486 or sifepristone. It is

181

1 Tocay the Feminist Majority, because we have been

2 in the \eadership, receives calls almost daily from women

3 who want access to sedical abortion and same of thes when

¢ we te]] them it simply is not awsilable in the United

5 States are willing to trave] to Grest Britain at their omn

6 expense today to obtain it from the Marie Stopes Clinic

7 which accepts American patients.

B Several of the scientists asked me to subsit some

9 short statements for thes. Dr. Gary Hodgen who is the

0 president of the Jones Institute Foundation and a professor

} of reproductive medicine at the Eastern Virginia Medical _
School had planned to testify today. Or. Hodgen was called

3 amy for fanily emergency but he-wanted me to convey to you

¢ his conclusions about the compound's safety.

5 He first brought RU 486 into the United States in

6 1982. He has studied mifepristone extensively in both pre- -

7 clinical and clinical trials. He just sisply concluded

B that this drug is safe for women.

8 Two other women, Dr. Amna Murphy and Or.

0 Katherine Horowitz manted to underscore, and I aa

subaitting their testimony, that the FDA alert was a t

22 negative sysboliss for thedr research in breast cancer and

D3 the use of this as well as endometriosis and fibroid tumors -

. R4 and want desperately for you to reverse that negative

DS symbolism becauss they believe it is necessary for this to

150
ry unusual but it is as a result of a conscientious

study.

Vhen we heard about this in the news reports we
though it was really too good to be true and we are
basically very very suspicious people. Me feel like we are
on the outside of the comunity and that women are not in
the leadership of it and so we embarked on a study. Me
studied all of the scientific data. Me interviewed
scientists and doctors all over this country and we were
not satisfied with doing just that. We went to Europe. Ve
went to the clinics there. Ve interviewed the women who
were taking this medization.

~ After an extensive study we were satisfied that
not only was this a break through but frankly it showed
promise that it could be even greater than a treatsent just
for abortion and that this research should be expedited.
Let there be no mistake that our study has included not
just the abortifacient effects but also the promise of
treating very serious illnesses for women such as progestin
dependent breast cancer, meningioma, endometriosis.

Ve believe that the public support of RU 485 or
rifepristone today is overwhelming. In fact, polls have

1%
1 be studied and for their research to go forth in an
2 expeditious manner. Thank you very muxch. -
k| DR. CORFMAN: Thank you. The next speaker is
4 Marie Head, speaking for the Feminist Women's Health
5 Lenter.
6 Feminist Women’s Health Center - Marie Head
] © M5, HEAD: Good afternoon. My name is Marie Head

8 and the Population Council paid my expenses to come here
9 and speak to you today.

10 1 came here from Atlanta to share with you sy
1] successful experience with mifepristone for a medical

12 abortion and because I believe that women want and should
13 have access to another option for abortion.

14 As | am sure you can understand today this is a
|5 very private experience I have to share but I felt that it
16 was important for we to do so.

17 My experience with the medical abortion was a

I8 year ago at the Feminist Momen's Health (enter in Atlanta.
19 I choose this method because it cnuld be done earlier than
20 surgical abortion. I was 38 yurgold at the time. ] mas
D] six weeks pregnant from the dite of my last monthly period.
P2 I also have had a surgical procedure abortion about 10

shown that 66 percent of American women want it. P3 years ago. . -
Legislators in varicus states have passed it and have o] The medical abortion was safer and much less
1led for its introduction. 5 traumatic for me. I suffered minimal cramping an no nausea
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s diarrhea. 1 felt Vike I ms having 3 heavy senstral
Mow with expulsion in about three hours.

I also have 2 son, an adult son, 30 I have

rienced labor pains also. The contractions with the
edical abortion cannot compare with the maturally
wperienced contractions women endure during labor.

The medica) abortion felt sore natural and less
nasive than surgical procedure. The abortion experience
in itself can be traumatic for women and it can be
wspecially trumatic for women who have chosen abortion
recause of other tramatic experiences such as rape. 1
hink that the medical abortion would certainly lessen this
ramatic experience.

During my procedure | shared mtteupmm
ith another woman. She had almost identical experience to
iine that day and she and 1 provided eich other cxotiomal
upport during the four hour period. During that period my
ita) signs were closely sonitored and also a complete
nforsed consent was completed before the abortion.

1 have shared this experience with many other
omen, with my friends, my sisters, sy sother, and other
anily members. 1 know that those women want this method.
hey want to have a choice for this method.

.1 am here today because I am pro-choice and |
rge you to weigh the scientific evidence and to approve

—QUse of mifepristons 155

0 incidence of serious complications, requires wore visits,

-

] MDA has been proposed, requires both of those drugs. -

2 Currently Cytotec is contraindicated for pregnant women and
3 the packaging carries very large and clear specific

4 mrnings about that.

5 The mnufacturer of Cytotes, 6. .0, Searle, hus

6 publicly opposed using their drug for abortion in a letter

7 in a March 19, 1833, ¥al) Street Jourmal.

| I The record of safety and efficacy presented here

9 is incomplete. e hesrd and saw a lot about RU 485.

0 Shouldn’t 6.D. Searle, the manufacturer of the other drug

1 in the abortion procedure be at this hearing to present

2 scientific and medical data about_the effects of RU 486 on

3 wosen and their of fspring? )

] The citizen petition presented to the Agency in

5 February 1985 raised medical issues about Cytotec's effects
6 but we have seen next to nothing about that todsy, in fact, .
7 there has been one slide, period, end of paragraph.

8 Cytotec has its own dangers. .
] Second, Cytotec or RU CSGItytotec abortion hs ]

1 will probably be more expensive. So, what's the big deal?

Vhy are we trying to put this on the mrket? Why the big

push? -
¥ell, it goes back to the issue that doctors do '

not 1ike to do abortions. There is a stigm to being an

(]
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+ use of this method so that other women may have the

gportunity to have the same choice. 1 welcome any
pportunity to share my experience and answer any
vestions. Thank you for allowing me to speak today. .-

DR. CORFMAN: Dr. Gary Hodgen, ! understand, is
ot here. \We heard a brief statmnt on his behalf by
s. Smeal.

The next speaker is Dr. Richard Glasow for the
ife Issues Institute.

Life Issues Institute - Richard 0. Glasow, Ph.D.

OR. GLASON: Mr. Chairman, comittee members, I
» Richard D. Elasow, Ph.D., a consultant for Life Issues
nstitute, a pro-life education crganization based in
incinnati, Chio.

I have researched and written extensively about
J 486 for over 10 years and have no financial interest in
J 486.

I have three points to make. First, I want to
Idress a key issue that has received little notice. I
i1l refer to mifepristone as RU 486 and misoprostol as its
xmon nase which is Cytotec.

Cytotec is licensed in the United States to
-event gastric ulcers and carries its own set cof risks for
men and their unborn babies, including the risk of

ormities. The RU 4B6 abortion has, as I understand the

N | P

1 abortionist. That matiomal survey that was flashedupon .
2 the screen earlier today showed that about 13 percent of
3 obstetricians and gynecologists currently perfors abortions
4 and only 3 percent of family practitioners currently
S perfora abortions.
6 _ Dver the last decade fewer and fewer doctors are
1 performing abortions and that worries the abortion lobby.
B They hope, as we have seen today, several people have
9 referred to it, including the sponsor, that wore doctors
10 will do abortions who currently do not perform abortions
] because they will use RU 486 and the national survey bears
12 that out. Among family practitioners the number of
13 abortionists could go from 3 percent to 28 percent if WU
R4 486 were to be put on the market but 1 point that they do
15 not mention and is frequently overlooked is all we have to
16 do is look back on our history in this comntry to Roe v.
17 Vade and what happened after that. -
18 It is as clear as the nosz on your face, when the
19 number of abortionists goes up the-pumber of abortions will -
PO increase too. It will just happen.® It will not just
1 displace some surgical abortions, we will have more than

the 1.5 aillion abortions that we have now. '

Finally, wy third point, is I urge you to

4 consider whether the approval of RU 486 has to be rushed
5 through so rapidly. RU 486 is the first abortion drug to
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| be considered by the Agency in over 20 years. They are
) asking you 1o put the reputation of this comsittee and your
| cersona) professional reputation and base your approval on
omplete U.S. efficacy and safety data.
) There are many unresolved issues. For example,
; women will be taking two powerful synthetic hormones in
' this abortion procedure and we know virtually nothing about
} the long ters offects. Shouldn’t we try to avoid another
| BES, thalidomide, Dalcon Shield? Please vote against
| approval of RU 486 for abortion and protect the lives and
health of women and their offspring. Thank you very much.
OR. CORFMAN: Next speaker is Marcy Wilder,
speaking for the Nationa) Abortion and Reproductive Rights
League.
National Abortion and Reproductive Rights
League - Marcy J. Wilder, J.D.
MS. VILDER: Good afternoon. My name islhrcy
Vilder, and | an the legal director of the National
Abortion and Reproductive Rights | Lug.: MARRL is a
national non-profit advocacy nrgmmtim that has worked
through the political process for 27 years to keep abortion
safe, legal, and accessible for all women. MARRL has 35
state affiliates and represents 500,000 members. ’
Sixtesn years ago mifepristone was synthesized by
a French pharmaceutical company. Today it has been

—_— use o1

MareprisLor
188

1 inport ban. A United States district court concluded, and
2 | quote, ~The decision to ban the dnyg ws based not from
mefiﬁmfwﬂ:ufetynfmofﬁchq
¢ but on political considerations having o place in FA

5 decisions on health and safety.”

] Mifepristone provides one of many examples of how
7 anti-choice forces have intruded into the practice of

8 science and medicine. That interference did not start, and
9 I suspect 1t will not end, with mifepristone.

30 " For more than a decade abortion opponents have
L] blocked promising research in contraceptive technology, in_
2 fertility treataents, human esbryo.research, and fetal

13 tissue transplant research. They have ispeded medical

I4 advances that could benefit the health of millions of

IS Mericans suffering from diabetes, Alzheimer's Disease,

36 Parkinson's Disease, and other serious conditions.

17 Today women's heslth advocates are asking that

I8 the FDA apply the same rigorous review process to

9 mifepristone that is applied to other new drugs. The Taw

0 requires that the decision be based on wamen's health and
safety, not abortionpolitics. The evidence strongly
suggests that sifepristone<is safe and effective and should
be made available. .

[} Delays in the approval process, resulting from

PS anti-choice politics, will undermine women's health and

198
woved for use in three European countries. It has been
-sed by more than 200,000 women and clinical trials in the
U.S. have been campleted, yet, it remains unavailable to
Mrerican women. bhy?

The answer is anti-choice politics, pure and
simple. Recognizing that mifepristone would expand
reproductive choices and make it mgre difficult to target
woren's health clinics for violence and harassment anti-
choice forces worked first to keep the drug out of the U.S.
for clinical trials and then to block FDA approval.

Their opposition, from the time the drug was
first introduced, has been fierce, political, and firmly
rooted in an absolute and xdeologml opposition to
abortion.

In 1988, almost immediately upon learning that
mifepristone had become available in France, anti-abortion
forees called for a worldwide boycott of the manufacturer.
Suzzumbing to enormous political pressure and the boyeott
threat the company suspended marketing of the drug. Two
days later, however, the French Minister of Health ordered
the drug back on the market calling it the “soral property
of women ™

Women in the United States did not fair quite so
well. In 1989 facing pressure from anti-choice Members of

yress and the Bush Aduinistration the FOA issued an

200
1 deny them access to what is perhaps the most important

3 control pill.

] Meerican women urgently need better access to

5 better contraceptive methods to prevent unintended

b pregnancy but when a woman does face a crisis pregnancy she
7 nust have access to all medically safe options.

8 DR. CORFMAN: Next speaker is Dr. Paul

9 Blumenthal, National Abortion Federation.

10 Nationa) Abortion Federation - Pau) Blumenthal,
1] M.D. -

12 DR. BLUMENTHAL: Good afterncon. My name is Paul

13 Blumenthal. 1 am speaking on behalf of the National

J4 Abortion Federation, which has, to my knowledge, no

IS financial interest in these proceedings.

16 1 am 2 board certified obstetrician/gynecologist
i7 and assaciate professor of gynecology and obstetrics at the
18 Johns Hopkins University School of Medicine and I as the

19 medical director of Planned Pamtbod of Maryland. In

0 addition, 1 am an advisor to the Hutld Health Drganization,

1 the United States Agency for International Development on
issues relating to safe motherhood, contraception,
reproductive health care and quality assurance.

{] I a» here todsy speaking on behalf of the -
National Abortion Federation, the national organization of

CASET Associates, Ltd.

MIF 005257

.

2 advance in reproductive health technology since the birth ~ =

PAGE 51




AGESAVER -

abortion providers and to share with you our experiences
with mifepristone.

Tre Nationa) Abortion Federation was established

1977 as a professional association of abortion providers
comitted to ensuring that abortion services remin safe,
Jegal, and accessible to all women. NAF's members provide
about half of a}l abortions in the United States each year.

Several WAF members, including myself,
participated in the Population Council's clinical trial of -
sifepristone. Our experience matched that reported in
other conntries. Mifepristone is a safe and effective
forum of early abortion which should be an option for women
wishing to terminate a pregnancy.

As you are amare from this morning's
presentations, mifepristone blocks the action of
progesterone, 3 horsone needed to sustain a pregnancy, and
in trials to date has been proven safe and effective in
terminating early pregnancy.  -*

Qur experience during the clinical trials was
consistent with the experience in Eurcpe. 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
vith mifepristone has been and can be successful relates to
the thorough counseling that both providers and women

2@
] developing and industrial countries by the Population
2 Counci) and the World Health Organization. The goverrnments
3 of France, England and Sueden have all approved the use of
¢ nifepristone after their own rigorous clinical trials and
5 worldwide over 200,000 women have used this aon-surpical
6 method.
7 Nifepristone could also be used in treating
8 several other conditions related to pregnancy and other
9 medical problems such as breast cancer. Vith 5o many
0 potential uses and impressive and efficacious record ve
1 hope that mifepristone will be favorably reviewed by the ~
2 Food and Drug Adeinistration. Thank you.
3 DR. CORFMAN: The mext speaker is Susan MysoeXi,
¢ speaking for the Mationa) Association of Murse
S Practitioners in Reproductive Health. .
6 Kationa] Asscciation of Murse Practitioners in
7 Reproductive Health, Susan Wysocki, R.N.C., K.P. ,
8 MS. WSOCKI: Members of the Advisory Committee- -
9 on Reproductive Health Drugs, good afterncon. 1 am Susan
0 Wysocki, President of the National Association of urse
Practitioners in Reproductjve Health and I as a certified
women's health nurse practitioner.

NANPRH is a matiomal organization representing
¢ nurse practitionsrs in chbstetrics, gynecology, and women's
health. Ve have no conflict or financial interest in this

w

seive. As a provider | knew what to expect and how to
tare for 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 importantly,
ry patients knew what to anticipate and as a result felt
confident using the drugs.

Many of the women in the clinical trial at my
site expressed their strong support for the drug because it
allowed them to participate in and have a sense of control
over this experience. It is worthy to note that, in my
spinion, my patients did not feel themselves to be pioneers
or advocates, rather, they were wogen who had requested a
pregnancy termination and who, after thorough counseling,
simply felt that this method best met their needs.

As a doctor I believe that not only is
nifepristone safe and effective but for some women it may
22 the most appropriate means of terminating a pregnancy.
In some settings, especially in resource poor settings such
1s the developing world, legal access to mifepristone may
result in improved health care for women who are exposed to
ind some times die from unsafe and insffective abortions.
ipproval by the FDA of mifepristone would undoubtedly
improve access to safe and 2ffective abortion worldeide.

As you know, mifepristone is the culaination of

1y years of research. It has been tested in both

. - - m~ -
1 product. -
2 You have heard testizony about the medical safety
3 of mifepristone. 1 would like to talk to you today about
¢ the use of mifepristone from a nurse’s perspective.
5 Nursing's tradition is to care for patients from
6 a holistic perspective, taking in consideration a patient’s
7 physical, emotional, and spiritual needs. Mifepristone,
8 while not an ideal method of abortion for every woman, does
9 have some distinct advantages and go beyond its medical
10 safety.
11 In contrast to some who argue that medical
2 abortion is too easy in most respects medical abortion is
13 wuch less easy. There are three or more visits toa
14 physician and two or three days during which a woman
S experiences the termination of her pregnancy versus one
16 visit for a surgical abortion which lasts a matter of
17 minutes and one visit for the follow-up exaa.
18 One might ask shy a woman would choose a sedical
19 abortion over surgical abortion. Fhe difference iswho is -
0 in control.” Vith medical abortion the woman ssallows the
pills from her own hand, it is her body that is doing the
work of aborting a pregnancy, she is a more active
participant of the process, she experiences the abortion,
{ she (eels her body respond.
My colleagues who have provided nursing care to
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] these women report that even shen wamen experience side

2 effects the control they gain from being part of the

3 nroesss greatly outeeighs other considerations. My
Vieagues report that these women seem 1o integrate the

» enotiona] and spiritual aspects of abortion during the few

6 days after they have taken mifepristone. The patient's

7 reactions seem to be evidence of a greater ownership of the

8 process. ™~

8§ Medical abortion is not for every woman seeking

0 abortion. Regardiess of the method of abortion chosen,

| surgical or medical, the vast mjority of women process the

2 exotiona) and spiritual aspects in a very short period of

} time, there are exceptions of course. Abortion does not

| solve the grief of a failed or abusive relationship, it

i won't make the time a woman had intercourse in a forced or

} compromised situation away, it does not solve a

! dysfunctional family environment or a partner’s drinking

} problem. .

] As nurse practitioners in the field of

| reproductive health we help to prevent unintended

. pregnancy, whether it is helping an individual to practice

! abstinense or providing effective contraception. Ve

| provide women centered care in order to help promote self-

| estesn, to say "no” when she wants to, insist on the use of

| condoms, and let her make her own choice if she becomes

1 supports the enhancement of reproductive health options for
2 a1) women. Mifepristone has been proven worldwide to be a2
3 safe, early and effective non-surgical sethod of abortion.
4 Clinica) trials conducted over the last decade in France,

5 Swegen, and the United Kingdom, along with additional

6 clinical trials in the United States, have consistently

7 shown that aifepristone is a visble non-surgical early

8 abortion method.

5 s evidenced by the nearly 200,000 women in

10 Europe who have chosen to use mifepristons, women trust

1] this proceture, and sany sant to use this method as an
12 alternative to surgical abortion when termimating a

13 pregnancy. Don't women in the United States deserve the

J4 same reprodictive health options as women in these

IS countries?

16 Ve believe that FOA licensing of mifepristone

17 will result in a significant step towerds improving

19 introduction of mifepristone would have a profound effect
20 on women’s health in the United States. Mot only would it

D2 pregrancies early on, but-mifepristone could also be used
23 in treating a wide range of medical conditions affecting
R4 women including breast cancer, endometriosis, and uterine
PS fibroids.

_Use ol Mjfeprascor
< < 207

18 reproductive health options for women in this country. The

1 provide women with a~safe, non-surgical sethod to termimate .

206
;gnant unexpectedly.
There is no perfect wethod of contraception for

» the over 30 years that a woman can conceive, not one. Over
. 50 percent of women who become pregnant unintentionally are
i using contraception. Nomen's motivation, together with the
i care provided by health care providers across this country
" contributes to the miracie that there are not millions more
' of abortions. The odds are overwhelming.
‘ Based on mifepristone’s effectiveness and safety
| RANPRH regquests that this committee approve its use.

American women should have this option for terminating

their own pregnancies. Thank you.

DR. CORFMAK: -The next-speaker is Donma Gary for
the National Council of Jewish Women.

Kational Council of Jewish Women - Donna Gary

MS. GARY: Good afterncon. My name is Donna
Gary. I am a Kationa) Vice President of the Kational
Council of Jewish Women. There is no financial connection
and no one has paid my expenses. I am a volunteer.

The Naticnal Council of Jewish Women is a non-
profit volunteer organization with 90,000 senbers in over
500 comunities nationwide. I have come before you today
to urge swift approval of the New Drug Application to the
FDOR for mifepristone to be used for medical abortion.

The National Council of Jewish Women strongly

208
1 Tre availability of mifepristons in the United
2 States would likely improve access for women sesking
3 abortions. Often women must travel long distances to
¢ obtain an abortion and often endure harassment and violence
S when seeking clinic services. Making mifepristone
6 available in this country would give women the option of
7 locating practitionsrs closer to their homes who are wiling
8 to provide medical abortions.
9 The Kational Council of Jewish Momen strongly
10 supports “every female’s right to reproductive choice, to
11 safe and lega) abortion, and to the elimination of
12 obstacles that limit reproductive freedom.” On behalf of
13 the Nationa) Council of Jewish Women, 1 strongly recommend
J4 approval of aifepristone for licensing in the United
15 States. Thank you for this opportunity to testify today.
16 " IR. CORFMAN: The next speaker is Janice Erickson
}7 for the National Organization for Momen,
18 Kational Organization for Momen, Inc. - Janice E.

19 Erickson S

0 MS. CRICKSON: Thank yod very mch. Iam

1 Director of Government Relations and Public Policy for the
Nationa] Organization for komen. I am speaking here today
for the NOW Foundation. We have no financial interest in

4 this drug. -

NOV is the largest feminist organization in the
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country, with pver 275,000 members in 700 chapters
throughout a1l states. be have a long history of advocacy
Sar keeping abortion safe and legal and accessible.

NV believes that mifepristone should be found
safe and effective by this advisory comittes and should
ultimtely be approved by the Food and Drug Adeinistration
for general use in the United States. Sixtzen years of
testing and clinical experience with sifepristone in Europe
and Meerica have provided abundant evidence that the drug
is effective in terminating in early pregnancy with very
few side effects.

Mifepristone has been safely ud suceessfully
used by nearly 200,000 European women, approved by the
goverments of France, Sweden and the United Kingdom, the
RU 485 story is one of sound eedical technology responding
effectively to meet vital patient needs.

Ve are fortunate in the United States to be able
to benefit from the European expseience. It is our
understanding that the U.S. clinical trial findings are
very comparable to those from France as regards safety and
efficacy.

We expect that this advisory comittee’s
conclusions will be based on a rigorous examination of the
available French and U.S. data and the fina] decision by
the Food and Drug Administration will be based exclusively

209

all
1 razial or ethmic groups. This would indicate that there
2 would be wide acceptance in use of this mrhnt gry
3 worldeide.
] As an arganintmn mn::md M t}e iulth of
5 a1l women w2 are eager to see this country sove fonard.
6 Such critical health problems as endmetriosis, breast
7 cancer, uterine fibroid condition, which effect millions of
8 women could potentially benefit from further research on
9 mifepristone. An aging U.S. population could also benefit
0 from the other research and applications that :wld h .
1 found on this drug. -
2 Finally, it should not-bé overlooked that
sifepristone, through expanded research and development in
¢ the United States could make a tremendous contribution to
5 international contraception and fertility treateents,
b especially in the developing world.
7 Meerica’s incomparable medical research
8 infrastructure and financial resources, coupled with FDA's -
9 rigorous and independent regulatory function can help
0 ensure for the world 3 safe and effective drug through
nifepristone. Thank you. _

DR. CORFMAN: The next speaker is Cynthia
Pearson, speaking for the National Women's Health Network.

Mationa] ¥omen's Health Network - Cynthia A,

2S Pearson

0
strong scientific evidenze in favor of approval for
sifepristone for general use.

Advances in the medical research of reproductive
health have been tragically slowed and even stopped in- this
country. Women and the general public have suffered
immeasurably as a result. Ve sust wove forward. A
majority of the American public doss not want to see safe
and effective improvements denied to anyone, as private
surveys show.

Even a substance proportion .of the abortion
rights opponents surveyed are supportive of early medical
abortions. A safe, effective, early abortion drug may
begin to heal the wounding divide that has been created in
the public over this procedure.

The problem of accessibility to abortion services
has been a vexing onz for reproductive rights advocates.
Mifepristons offers the best solution yet to expanding the
pool of providers and ultimately to bringing the cost of
the treatment well within the means of most women.

Suzcessful trials on mifepristone as a method for
tarly abortion in Vietnan, Cuba, China, and India by the
*opulation Council as well as trials by the World Health
Jrganization in Chile, Eermany, Hungary, and other parts of
*he world show that there are no differences in the rates

safety, efficacy, and acceptability when comparing

2 Pearson, Executive Director of the National Women's Health-

3 Metwork.

] The Retwork is a nonprofit women's health

5 advocacy group, supported by over 14,000 and 400

b organizational mesbers. The network does not accept

7 financial support from pharmaceutical companies or

8 manufacturers of medical devices and has no financial

9 interest in this. -

10 Ellie Smeal aptly described the feminist

) comunity's some times critical view of the medical

12 profession and commonly used drugs, devices, and

13 procedures. As many of you keigw all too well, if there is

J4 any one organization that exemplifies that attitude it is ~

IS the National Women's Health Network.

16 [Laughter.}

17 lumto!enywtuhythtnbelimtt

I8 has been well demonstrated that mifepristone used with

19 misoprostol for early abortion is ‘!ff:chve and its short

20 term s;fety in the women's study is well documented.

¥e also believe that abortion is a woman's rid\t

and the medical profession has a duty to provide abortion
in a safe and acceptable manner. Ve would like to foas

4 our remarks in this short time today on the safety
allegations made by groups which, unlike the Network,

Ve - m~»
1 MS. PEARSON: Good afternoon. Hynmistiuiy B
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a
oppose abortion.
The Network is a diverse organization. More than
ralf of the sembers of our board of directors are women of
‘or. The FOA in the past tas heard from anti-abortion
yroups asking that the FOA not approve aifepristone and
misoprostol because it is unsafe for women of color.

It is true that wosen of color were not
rzpr:sented in the pivotal French trials and the Network
previously raised questions about the unknown effect of
these medications in women of color but we were happy to
hear, presented today, data which demonstrated that women
of color, who made up approximately one-third of the women
in U.S. trials, describe their experience in exactly the
same way as did white women. -

’ While we understand that these are not medical
reports we are willing to trust women’s own description of
their experience and are reassured by these data. e
believe that there is no reason at this tise to oppose
approval because of concerns abwt women of color's safety.

Anti-abortion groups have also asked that the FDA
not approve mifepristone plus misoprostol because it will
increase the likelihood of developing breast cancer.
Breast cancer is an issue on which the Network is expert.
In January of 1994 we were the first women’s group to
release a physician paper on the possible link between

' : aus
1 about the long tera safety of drugs given to women. Our
2 typica) concerns are muxch disinished in this situation.

k| Nifepristone is intended to be used once, or at
4 most a few times, and has a short half life. Long ters

S effects are most often caused by drugs which are used long
6 term, for example, Cytotec shich we have just heard so -r.h‘
7 about typically is used on a long ters basis.

] Nisoprosto) ms — given this reassuring

9 inforsation we believe that approval should not be delayed

0 while we search for the fina) answers about long ters

1 safety. The Metwork believes that it would be prudest for -
2 the FDA to require post-approval studies with long ters
follorup but we want to esphasize thought that our

{ recomencation is made on general principles, not because

S of specific concerns based on any biologically plausible

6 mechanisas.

-3 Ve also want to re-eaphasize that we believe

8 there are adequate safety data to approve mifepristone and -
nisoprostol now. Mifepristone is an effective sethod of
abortion which expands the options of women desiring
pregnancy termination: e applaud its consideration by
this comittee and recomend its approval.

DR. CORFMAN: Next speaker is Susan Hill furth -
¢ National Women's Health Organization. .
National Women's Health Organization - Susan Hill

. a
rtion and breast cancer.

We reviewed the evidence and found that the link
between abortion and breast cancer had not been
established. In contrast to Or. Brind’s description .
earlier this afternoon that the preponderance of the ~
evidence demonstrates an increased risk of breast cancer
our review found that there are over 70 studies which have
data on abortion and breast cancer. Fewer than 30 of these
studies have been published to date and of those published
about half found an increased risk -m]: half found no
increase at all.

Also in contrast to Dr. Brind's claim it is our
understanding that another meta-amlysis, one which will
include all data, both published and unpublished, is being
conduzted and that it appurs to be finding no increased
risk.

To claim that abortion increases the risk of
breast cancer is to misrepresent data in an effort to
frighten women and we believe that the FDA need not even
consider this issue when deciding whether or not to approve
nifepristons.

Finally, anti-abortion groups have also claimed
that mifepristone plus misoprostol should not be approved
because there are or maybe long term risks assaciated with

use. The Network has consistently raised questions

26
1 MS. HILL: Good afternoon. I came to you today
2 as an abortion provider from the trenches. 1 aa the -
3 President of National Vomen's lealth Organization, a
¢ private cospany that manages eight abortion clinics in
5 eight states. The mission of our company since 1576 has
6 been to provide abortion services in under-served areas of
7 the Uiited States. ) .
8 Ve were the first abortion provider in rural
8 Indiana in 1978. Ve were the first abortion clinic in
0 Delaware in 1978 and the only clinic in that state for 10
1 years. Ve were the first abortion clinic in North Dakota
2 in 1981 and we are still the enly clinic in the state. In
3 1995 we opened an abortion.clinic in Jackson, Mississippi.
4 Ve are one of the two remaining clinics in the state of
5 Mississippi.
b In January 1973, when I started working in the
7 abortion service field, I believed that by 1996 American
8 women would be able to receive abortion services in their
9 private physician's office with all the privacy and
0 confidentiality that that would prov.uh 1 could not have
guessed or dreant that instead of more providers there
would be less and that their very lives would be threatened
everyday by providing -abortion services.

Today, American women obtaining the lega) medical
service of abortion are put through a test that no Aeerican

4
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could believe until they, their wives, daughters, or 1 wifepristone could stop this ghettoization of ahnrth
friends are in need. Uomen in Mississippi and North Dakota 2 providers. Women would finally have the option of privacy
obtain services under restrictions that no other medical 3 in their choice. Staff and physicians would no longer be
rvice would ever be required to have. 4 targets but once again medical professionals providing

In Mississippi, the poorest state in the country, S medical services. '
women are required to have 3 state produced consent read to 6 Vhen 1 first heard about AU 486, I went to France
her face to face 24 hours before the procedure by 2 7 to observe its use. The French physicians asked our
physician only.” The state requires color pictures of B reactions after tao days of observations. Qur first
fetuses along with a script, produced by politicians not 9 response mas, “It’s so quiet and peaceful. This is the my
physicians, to be read to the woman. 0 medical services should be done.” _

Momen come from the Mississippi delta, the 1 On betmlf of the 600,000 women our clinics mve -
poorest region in the state, which is four hours aay from served from North Dakota to Missigsippi to Morth Carolim,
Jackson. They slesp overnight in their cars because they 3 I beseech this comsittes to give to women the privacy and
have no woney for a hotel. I have persomally counseled 2 4 respect that this drug would ensure thes. I have observed
fanily from the delta whose 1) year old had been raped and S many times that women having 11legal abortions in this _
was in the clinic for a procedure. Ve found that family § country were afforded more privacy than women have had with =
the next morning at 5 o'clock sleeping with that daughter 7 legal abortion. ' . A
and 2 other daughters in their caraaiting to comply with- 8 Please give women back the dignity that they sa .
the 24 hour waiting period. Certainly no American woman 9 deserve in this country. Thank you.
should be forced to obtain legal medical services in sucha 0 Deplase.] . - _ )
punitive manner. 0R. CORFMAN: Next speaker is Amn Kolker for the

¥omen in North Dakota drive 10 and 12 hours from National Women's Law Center
the most distant parts of the state to get to our clinic in Nationa) Vomen's Law Center - Ann Kolker -
Fargo. They pass many cities and towns where there are MS. XKOLXER: Good afterncon. 1 am Ann Kolker, '
doctors but no abortion services. They face the same Public Policy Director at the National Vomen's Law Center,

U8 S > | JS
strictions and hardships that women in Mississippi face. 1 a legal and public policy organization that for over 20

In the 23 years that 1 have provided services | 2 yaars, has been working to secure equality and equal :
have watched women between the ages of 10 years old to 50 3 opportunity for women in the work place, in educational and
go through hell to obtain abortion services. They have . ¢ family settings, and in their access to health care, income
been screamed at, threatened, pushed, evacuated from S and fanily support services. I appreciate the opportunity
tlinics right after surgery because of bomb threats, 6 to appear before you today.
followed home, harassed at work, and still they have made 2 1 Central to women's equality is access to safe and
choice that is given to them by the law of the land. 8 legal abortion but as we have just heard, so eloguently,

More importantly, I believe I am the only person 9 over the years a vocal minority has waged a relentiess
testifying today that has worked personally with a ] 0 battle to make abortion i1legal again, to intimidate women
physician who was killed for providing abortion services. ] seeking services, and to drive providers out of practice,

Or. David funn was a physician at our Georgia, Southwest 2 through harasszent, violence, and threats to their

beorgia rural clinic, for eight and a half years. He wmas 3 families. C

forzed to drive 1,000 miles a week to § clinies in the 4 The submission by the Population Council of an
South because no other doctors would provide the service. S NDA for mifepristone and the approval process now underway

Our Columbus, Georgia clinic, open since 1974, - 6 here at the FDA have a chance to change this landscape
nas never had a local physician. Our Fargo clinic, open 7 dramatically. The Center strongly supports FDA's efforts - . -
since 1981, has also never had a local physician. Our 8 to review carefully and thoroughly this NUA and determine
Indiana clinic has not had a local doctor since 1986. Gur 9 whether mifepristone, in combinatign with misoprostol, is -
Mississippi clinic has no loca) physician. Surprisingly, 0 safe and effective. Ve fully hope“that the FOA will come
aur Orlando clinic in 3 large metropolitan area, has not 1 to the same conclusion that has been reached by experts in
wd a local physician since last year. France, Great Britain, and Sweden where the drug has been

Doctors are willing to provide abortisns but they available for several years, if not wore.
sre not willing to become targets. May I just finish one ‘ Ve cannot overstate the value to women of fhe

it thing please? 1 believe with all my heart that S availability of safe medical abortion as an altermative to
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1 surgical abortion. Use of an abortifacient drug can take
12 place in 2 physician’s office rather than at a clinic.
' Thus, women will be spared the Rinds of tramas that we
ve just heard so eloguently described, blockades and

5 taunts.

6 " The statistics are very very chilling. Indeed,
7 in recent years nearly 40 percent of clinics experienced
8 some fors of Yevere violence and nearly 20 percent of

9 clinic staff reported death threats and home picketing.
[ Assuming that the FDA determines that

{1 mifepristone is safe this method of non-surgical abortion
2 has important and favorable implications for the health of
3 women seeking early termination. Many women, as we have
4 already heard, seeking early termination my fear the

5 invasive nature of surgery along with the prospect of

6 anesthesia. Taking several pills induces the abortion

7 vhich then occurs in the same way as a siscarriage.

8 The fact that mifeprisione works early in

9 pregnancy, when abortion is safest, is also advantageous.
0 The availability of the drug for use during the first seven
1 wasks of pregnancy, or nine weeks at most, will act as an
2 incentive for women seeking to end an umanted or unsafe
3 pregnancy to seek medica) help in the early weeks.

¢ The approval of mifepristone stands to have a

5 beneficial effect on the mumber of providers willing to

Dse of Mifepristor =

1 related materials and not on ideslogically motivated claiss
2 that are without scientific merit.

3 beerican women eagerly amit your recomendation

4 and hope that before the year is over the FDA will render 2
5 favorable decision on this important medical hrukt}rn#\.

6 Thank you.

7 DR. CORFMAN: MNext speaker is Dr. Louviere fm
B Northeast Vaterloo Family Practice. —
8 . MNortheast Vaterloo Family Practice - Mark

40 Lawviere, K.D. _
3 DR. LOWIERE: Thank you. 1 hope Bod or whoever

I2 we believe in isn‘t telling us soaething with that thunder

13 out there.

4 [Laughter.]

5 My name i3 Mark Louviere. I am a board-certified

16 fanily practice physician who does quite a bit of 0B, about =

I7 150 deliveries a year, in Materloo, Ioa. [ am on the _

I8 clinical teaching staff at the University of lowa College .

19 of Medicine.

0 1 have been told, and I hope it is true, that my .
expenses will be paid for by the Life Issues Institute,
even though I am pro-choize I find it very interesting that
they are willing to do that. I am ethically and morally -

4 opposed to abortion, have not done or will ever do '
abortions but for reasons I do not want to go into here, |

2
rfora abortions in this country, a change that has
¢ positive implications for women's health as well.
} A recent survey by the Kaiser Family Foundation
¢ found that at least one-third of 0B/6YNs would add abgrtion
5 to their practice if involved prescribing medication such
3 as mifepristone rather than surgery.
! Ultimately, the availability of sore physlcuns
3 willing to provide abortions will reduce travel time and
) arrangements, particularly for women in rural areas, thus,
] enabling these women to undergo the procedure at an earlier
| point in the pregnancy when it is safest.
! the Mational Women's Law [enter, which has worked
| with FOA over the yearson newlyYeveloped methods of
| contraception, know that product approval decisions are
) based on careful review of clinical trials, scientific data
i and research articles by physicians and other experts.
' Some who have appeared before this advisory
| comittee earlier today presented claims and charges about
' mifepristone that are not supported by clinic trials and
| the experiences of both women in this country and overseas
who have suzcessfully and safely used this non-surgical
abortion eethod for many years.
Thus, we urge this comittes to be guided in its
“decision making about mifepristons by the scientific
idence presented by the Population Council’s NDA and

- ..
1 believe that it should be safe and leml. R
2 I an the infancus Iva connection that has been
J referred to many, many times today. I will tell you that
4 story. In November of 1994 I was called to the Alan
5 Hospital Emergency Room in Vaterloo, Iowa, for a woman who
6 was bleeding due to a miscarriage and was in obvious shock.
7 A blood test showed that she had lost between
B one-half to two-thirds of her blood volume. For those of
9 you who understand this, her hemoglobin was 5.8 and her
10 hematocrit was 17.3. Her blood pressure was 90/68, her
11 pulse was 120, she was in obvicus shock.
12 I had thought she was having an incomplete
13 miscarriage, but her husband took me into the hall and told
J4 me that she had taken RU 4B6 approximately 2 weeks before.
15 It was my clinical opinion that she would die soon if she
16 did not have an immediate DIC.
17 Vithout even doing the routine preparation we -
)8 norsally do for surgery, I realized that I'had to take her
15 imediately to surgery to save herjlife. I took her to the .

R0 operating rom and resoved the contents of her uterus
surgically. 1 gave her two units of packed red blood cells
intracperatively,

Even-later that evening, 2 hours post-transfusion

4 of those 2 units, her hemoglobin was still 6.8 and her
hematocrit was 20 something. She required two more units
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of blood because she was still orthostatic and sysptomatic.
. Because 1 aware of the clinic trial, the

following day 1 called Planned Parenthood of -Greater 1om

n Des Noines and notified thes of what happened. I sent a
complete copy of her medical chart to Des Moines. I wuld
have thaught nothing more about it and would not be here
today if it wasa’t until about 10 sonths later I read an
article in the Des Moines Register that Planned Parenthood
of Greater Ioa had reported, and 1 quote, “The clinic test
of the abortion pill has ended in Iow with no .
conplications reported among 238 women who ended umanted
pregnancies without surgery,” end of quote. They did not
say anything about unsuspected complications or
complications with the trial, they said there were, “no
complications asong 238 women.” This was a lie to the
people of Ioa.

I had two concerns. One was that Planned
Parenthood was obviously lying tothe media and, therefore,
the people of Iowa. My second concern was that 1 had idea
if Planned Parenthood was lying to the Population Council
and, therefore, to the FDA. '

This became a news story because I wrote an
editorial, as I often do, to the Des Moines Register.
Instead of printing it as a guest editorial they mde it
into a news story regarding my findings which was picked vp

27
1 surgical approach to sbortion, due to poor patient
2 compliance, for a mumber of reasons will lead to wore
3 complications than actml. surgical abortion. ,
‘ I thank the comittee for this opportunity to
S appear and report my findings. Thank you very much.
b 0. CORAMAN: 1 have been told that if we db lose
7 power because of the storm there will be emergency lights.
8 It will be dis but we will be able to see what is going on.
5 -The next speaker is Mary Jasinski (aldel] for
0 Prarmcists for Life, International.
1 Prarmcists for Life, International - Mary -
2 Jasinski Caldeell - ‘
3 MS. CALDMELL: Good afternocon. On behalf of the
¢ officers, board of directors and thousands of supporters
5 for the Prarmacists for Life, International, I wish to
§ thank the advisory panel for consideration of our oral
7 testinony. ‘ S
] PFLI is a professional pharmacy assocciation whose.
9 unigue scope and mission is exclusively set out to defend
and stand for the integrity, dignity, and sanctity of all
human 1ife from the moment of fertilization to matura)
death. S

Ve differ from almost all other professional
4 pharmacy associations in that we have no econamic motive
for existence.

26
y the Associated Press and reported across the country.

The response by Planned Parenthood in this news
story was rather disingenuous. They said that what they
meant was that there were no unsuspected complications: -1
mean, 1 wonder if she would have died, I mean we know that
that may be 2 complication so that would not have been
unsuspected but they also said that there were no
complications to the carrying out of the trial and I do not
know what that means, whether people dropped their pill or
they did not get hit by a car walking across the street.

1 did call The Population Council and informed
them of my findings and they had bpen told. They told me
that Planned Parenthood of Greater I had informed them.

Because of my concerns about Planned Parenthood
of Greater Iowa lying to the media and perhaps lying to the'
Population Council, I have concerns about the use of RU 4B6
by physicians without appropriate follow-up. My concern is
that when RU 486 is used some patients may experience the
same yntoward complications because it is used in an
outpatient setting. There is no guarantee that once
patients receive RU 4B6 they will follow-up appropriately
il there is a complication.

In sumary, 1 an concerned that all of the
romplication of RU 486 were not reported to either the

:dia or to the FOA. I am also concerned that the non-

B |
] The presusptive reason for today's hearing is to = . ..
2 inguire into the petition for approval by the full Food and

3 Drug Adninistration for use of mifepristone as an

¢ abortifacient in the United States. 1 am here to express

S the complete and tota] opposition and protestation by our

6 members and supporters to any such approval for it is

7 totally contrary to all pharmacy codes of ethics and

B standards from the time of Hippocrates to the present day.

9 Prarmacy is a life saving profession and nearly

0 year after year we are rated as the wost trusted profession-

1 by the public in an annual Gallop poll. It is difficult to

2 comprehend that we would preserve that place of pride for

3 very long should it become well known that we did little,

¢ if anything, to prevent introduction of mifepristone into

5 the Aserican health care system.

] The literature on mifepristone, rightly called a

7 “human pesticide,” by the late world-renowned geneticist =
B Or. Jerome Lejeune clesrly shows that it is tardly anything

9 sinple, effective, or safe, quite o the contrary. The -

0 extensive testing of mifepristone abroad, as well as the

1 cryptic like secretive trials that were run here in the

United States with most funding coming from the agenda

driven Buffet Foundation, shows mifepristone is rather

¢ ineffective. The recent secretive trials in the United

S States yielded one subject who lost four pints of blood and
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1 nearly bled to death.

2 Dn the question of privacy, sifepristone requires

1 thyee to five office visits by the woman to a licensed
srtion clinic, 3 mmber of invasive examinations and

5 tests and the taking of up to 3 five drug chemical

§ cocktail. Mifepristone tas a failure rate to 20 to 40

] percent alone, necessitating use of 3 second drug, the

3 prostaglandin Eytotec, shich still results in a 5 percent

3 abortion failure rate requiring 1 in 20 women to undergo

) yet another abortion procedure.
| The many short tera adverse effects ul:'lut

! bleeding of up to 42 days, cardiovascular mladies,

) fatigue, abdominal pain, nausea, dizziness, and syncope.

| There are unknown long term side effects due to these drugs
} and the use on the womb, ovaries, adremal glands, c:ntnl

i nervous systes, and the developing embryo.

! Dr. Renee Kline summarized her position on

) nfepnstone this wy, and I quote, “Although 1 support a

) woman’s right to a safe and Iegﬂ abortion with good

| counseling, 1 am emphatic that this dangerous szcond rate

. drug is not a positive decision to a woman’s decision

! making.”

i It is odd that the FDA consider the application

. for this chemical from an organization whose own non-prof it
i status is the current subject of scrutiny by assorted

. .
- Use OI Mifepristol A

] years fanily plamning services to enable people to prevent
2 unintended pregnancies and plan unt:d ones has been the
3 heart and soul of our work.

4 Planned Parenthood centers provide abortion

S services to about 130,000 wowmen each yeir. Six of aur

6 centers were part of the mifepristone clinical trials.

7 Every time there is 3 nows story about medical
B abortion women call Planned Parenthood, the name they

9 trust. Women ask us about medical abortion and we hmve to
00 tell them, “Yes, we know it's available in Europe but we
1] can’t offer it to you here.” These women are

)2 understandably frustrated. .

13 Political reasons, not-medical reasons, stood in
34 the way of introducing mifepristone in France at first

1S until their public health service declared it to be the,
16 “sora) property of women,” and went fonard with it.

7 Ve are gratified that sifepristone, which has

18 been used successfully by more than 200,000 women in _
19 Europe, has finally reached the point of FDA consideration
D0 and mifepristons slm!d be reviewed in the same manner as

~ 1 any other drug. -

02 Strident opposition from those

23 religicus/political extremists has chilled and deep frozen -
R4 critical research and testing for all Xinds of health

RS services that could help protect the fertility and lives of

20
‘ties and which itself is not a pharmaceutical
sanufacturer but rather a funded are of the Rockefeller
Foundation whose scope and vision includes negative
population growth. Would mifepristone be the great wonder
. drug and marketing home run as its promoters say it is drug
manufacturers would be fighting to introduce it.

Vith all of the foregoing in mind as well as the
awesome grave and moral and ethical responsibility the FDA

" has for the approval of safe and effective drugs which are
meant to heal and preserve life it would be a black letter
day in the United States should this panel recomend
approval of mifepristone to the full DEA.

Ve emphatically and categorically petition you to
rejezt any approval of mifepristone for use in the United
States of America. Thank you very much.

DR. CORFMAN: The next speaker is Gloria Feldt,
speaking for the Planned Parenthood Federation of Meerica.

Planned Parenthood Federation of Azerica, Inc. -
loria Feldt.

MS. FELDT: Good afternoon. Thank you for
allowing me to speak. I am 6loria Feldt, President of
Planned Parenthood Federation of Azerica.

fach year our nearly 1,000 health care centers
nationwide provide reproductive health care, education, and

inseling services to over 5 million individuals. For 80

a2
1 women and wight also contribute to medical treatment for ’
2 other conditions. I know you must be under tremendous  —
3 pressure from the opponents of mifepristone and I hope that
4 this hearing today will mark the beginning of a new ers for
S women as they strive to plan and space their children
6 responsibly.
7 © The acceptability study presented today by the
8 Population Council backs up what Planned Parenthood’s
9 physicians, nurses, and counselors have observed. Most
10 wozen were quite satisfied with medical abortion. Because
] of the in depth counseling that they received women said
12 they were prepared for the mifepristone process.
13 The side effects some women experienced did not
14 surprise or scare then. For most women, in fact, the
IS procedure was what they expected or better than they
16 expected. | might add that the patient in Iowa whose
§7 situation was not exactly accurately described reported
18 that she herself was satisfied with the procedure.

- 19 Certainly there is no drug or medical procedure without

0 some level nfristmich)sdvyughvet}:mtnm
those things for us.
_ Unintended pregnancy itself is a tremendous
problem in the United States and carries with it health
4 risks far greater than mifepristone. Ve at Planned -
Parenthood do our best to serve women with contraceptive
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information and services bwt it is imperative that Aeerica

urmen faced with unintended pregnancy have access to the

newest and safest methods of ending a pregnancy as early as
ssible.

Kaking mifepristone available will also
eventually increase women's access to abortion services and
wake harassment and violence -less effective as a weapon
against women aid health care professionals who serve thes.
That is exactly what the opponents of mifepristone are most
afraid of. )

In summry, our experience with mifepristone was
what we at Planned Parenthood and the women we serve
expected. For the overwhelming majority of women
nifepristone proves safe and effective. The complications
that arose were the ones that were expected and were
manageable. Serious compiications were rare. Most women
were satisfied.

We at Planned Parenthoad. look forard to offering
redical abortion using mifepristone. Ve are ready.
American women are ready for this safe and effective
eethod. Thank you.

0. CORFMAN: MNext speaker -

OR. AZ2I2: If I could have a question for a

sezond.
MS. FELDT: Certainly.

: 245

1 MS. FELDI: Let me look. 1 actually have a time

2 table of events which I wuld be happy to leave with you

3 shich would probably be better than my trying to anmer it

4 for you. _

5 OR. AZZIZ: My only concern and we con't have to

6 is whether the bleeding episode, which is not uncommon

7 severe bleeding, with incosplete abortions that occur and

8 this may be the case as opposed to a complication related—

9 to the medication and for the comittee that is an

0 important issue.

1 MS. FELOT: I understand. The bleeding — -

2 OR. LOUVIERE: Approximgtely two weeks later she

3 was not able to get to her appointment. If she ad been

4 able to get to her appointment 1 believe she would have

5 been managed appropriately. 1 had no problem with that.

6 My feeling was that the article in the paper said that -

7 there were no complications — 7

] [Or. Louviers is speaking from the ludlm -

9 without a microphone, unable to hear all of coment.)

0 MS. FELOT: And it was at that approximately two .

week point. I do not know if that snswers it. I would be -

happy to provide you with Ehe exact time line of ho thmgs

occurred if you would Yike to have it. -
0R. AZZI7: Thank you. ‘
DR. CORFMAN: The next speaker is Dr. Lymn

4

a4

. A2212: Could you clarify for 3 second what
«ind of problems that you encountered in lowa perhaps?
Clearly that was a problem either in reporting or in access
to the patient’s follow-up so perhaps if you could give us
a little more enlightenment.

MS. FELDT: Yes. The exact situation was. this,
the patient was unable to return for her second follow-up
exam, the third visit, due to weather conditions. She
experienced this problem. Had she been able to return for
the appointment that she had it is probable that a surgical
abortion would have been provided for her at that time and
it is highly probable that that would have eliminated the
problen or she would not have had The probles that she had.

The complication was in fact, immediately in fact
the same day, reported to the Population Council which the
next day reported it to the FOA.

DR. AI7I2: 1 guess what | am unclear as is was
the hemorrhage event related to RU 4B6 treateent 2 weeks
prior or was it related to a spontansous miscarriage that
ozcurred after 3 failed termination?

MS. FELDT: Mo, she had taken mifepristone and
she had not been able to return for the third exam in the
series of thres,

OR. AZZIZ: The bleeding episode occurred how

on after the RU 485 was administered? Two weeks? Three?

1 Borgatta for Plamned Parenthood of Westchester and L
2 Rockland.

3 Plamed Parenthood of Vestchester and Rockiand,
¢ Inc. - Lymn Borgatta, N.D., M.P.H.
5 DR. BORGATTA: 6ood afternoon, members of the

6 comittee. It has been a long afterncon, we are almost at

7 the end. - .

8 I am a board-certified obstetrician/gynecologist

9 and a public health physician. 1 am also a dues-paying

)0 mesber of some of the mainstream organizations that have

1] presented earlier such as the American College of 0B-6YN,

12 Aerican Public Health Association, and American Medical

)3 Women's Association. I am a clinical associate professor

J4 of DB-6YN at Mew York Medical College.

15 1 am here today representing Planned Parenthood

16 of Westchester, Rockland and Putnam Counties, a large

17 Planned Parenthood affiliate in suburban New York where I -

1B an medical director. I am also representing the

19 Association of Reproductive Health-Professionals.

R0 Our Planned Parenthood wés one of the 17 sites

21 for the mifepristone trials in this country and I would

P2 1ike to present some of our experience. Ve were honored to
participate in this very important research and v mpport

4 the approval of mifepristone.

5 Many of my feelings are very similar to those of
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1 Dr. Newiali wfo presented her experience so beautifully

2 this sorning. As experienced providers of surgical

3 abortion services, and ] have 20 years of experience

" yself, Planned Parenthood knows the safety of their

- surgical procedures and the high level of satisfaction of
6 our patients who undergo surgical abortions.

7 - Early surgical abortion is so safe that it is

8 really hard to isprove on such a good record.

9 Mifepristone, however, provides an important altermative.
10 Since mifepristone has been used by so many women before we
1] were able to draw on the experience of others in setting uwp -
12 our own progras. (Our program did not reguire any

13 additional facilities other than those that we already had
Ll as provider of many women's medical services including pre-
15 natal care and family planning.

16 ¥e found that the mifepristone abortion process
17 is, of course, very different from a surgical abertion and
18 we found that it was effective for almost all of the women
19 and that there were no mexpected side effects.

0 Our clientele was diverse in ethnic, socio-

2l economic, and age distribution but all of the women found
12 the side effects tolerable and most of thes found them to
13 be relatively minor and of short duration. Women said

W things like, “Well, yes, | have pretty strong cramps but |
!5 have had cramps before. I have bleediog but I-have

Use of
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] their care in consultation. They decide based on the '
2 risks, benefits and acceptability and treatments are
3 indivicualized.
4 Mifepristone provides a safe and effective wy
5 and it increases the number of choices and the natural
6 choice is to have a dhoice.

7 DR. CORFMAN: The next speaker is Marie Bass,

8 speaking for the Reprocuctive Health Technologies Project.
[ . Reproductive Health Technologies Project - Marie
R0 Bass

1] DR. BASS: Thank you very much. I am Marie Bass.

N2 1 am here today on betalf of the Reproductive Health

13 Technologies Project. This project came into being almost
04 10 years ago because of this very product. A group of
15 people from a very, very diverse set of backgrounds and
16 affiliations including leaders from international
}7 population groups, faaily plaming organizations in this
18 contry, women's health groups, feminist groups, women of
19 color groups, there was almost nothing that everybody could
0 agres on except that this product and the wole class of
drugs to which it belongs were not progressing in this
country not betause of sctence or medicine but because of
politics. This translated into fear on the part of the -
4 scientific comumity, comardice on the part of industry, :

RS and at bottom a fundamental disregard for women and their

238 -

:perienced bleeding before.” When they were all done they
.« said, "] did it.”
3 The events and possible complications which may
¢ oezur during and after a medical abortion a similar ta -
5 those that may oceur during and after a miscarriage. The
6 doctor and the medical professionals who are competent at
7 managing the events during a miscarriage have the skills
8 necessary to manage mifepristone abortions. Since many
9 physicians, besides just OB/6YNs, are trained to assist
0 women who have miscarriages the availability of medical
1 abortion can improve access to early abortion and, as you
¢ know, early abortion is the safest.
3 Ectopic pregnancy has deen mentioned and the most
¢ suzcessful treatment of ectopic pregnancy occurs when early -
5 diagnosis has been made and anything that brings women in
6 earlier will assist in the diagnosis of early ectopic
7 pregnancy.
8 Mifepristons was very acceptable to our patients
9 and our staff. Those who choose it were grateful to have
0 this non-surgical alternative and we must continue to
| disappoint women who want to use the method and are unable
2 to.
3 * In many other areas of medicine we have
¢ situations where there are several possible treatments and
the United States women participate in decisions about

o a0
1 health needs. .
2 The project over these past nine or 10 years has ™
3 worked very hard to serve as a bridge between scientists
4 and women's advocates, health care providers,
5 practitioners, policy-makers and others to bring sany
6 voices and viewpoints to all of the deliberations, all the
7 questions of safety, all of the questions abput whether a
B product like this could really be adapted practically and
9 safely in our health systes in this country which is very
0 different from the European systen. Ve have taken on many,
1 many, many of the questions that have been brought up
12 today. I think that, as many people have said already
13 before me, this kind of process that we have been through
i4 has given people the comfort and security that it is time,
15 it is well past time that this product should be made
16 available to American Women.
17 ¥e believe that it is very important that you -
I8 consider this drug in the sase way that you would other
19 drugs. We think you are doing tha}. Ve also think that it

0 is very important that you not delay and not be subjected

I to any special considerations because of the politics of
abortion. We remind ourselves that abortion is a legal
medical procedure in this country that some women choose.

¢ As long as that is true, any potential new method should be

5 considered in the context of medicine and a waman's good
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121th and rot politics. So we depend on you to evaluate

is product with the sase careful, strict standards w2

ww you will and wove very guickly. Thank you.

R. CRPUA: The next speaker is
. \iendy Simonds speaking as 3 private citizen.

Agenda Item: Private Citizen Mendy Simonds,

0. '

© [R. SIMMDS: Good afternoon, Crairman and
mbers of the Advisory Panel. I am Wendy Simonds, 3
ciology professor at Georgia State University. The
pulation Council paid for my trip today..

One of my academic specialties is women’s health.
r the past six years my research has focused on.abortion.
recently completed an ethnography of an abortion clinic
ich was published as a book entitled Abortion At Mork
iis year. Over the course of my research, I spent 2 graat
a) of tise talking with health care workers and the women
ey serve. My work leads me to believe that mifepristone
1) change the face of abortion in-the United States. I
1 de)ighted that we have reached the point in this country
ere the FOA can consider approving mifepristone.

I would Vike to offer two points in support of
iis approval. First; it is my professiona] opinion that
men seeking to terminate umanted pregnancies will
rceive mifepristons as a completely new option, wholly

FLA]

) because it allows more privacy. It can be offered ina =
2 variety of medical settings, not only in abortion clinics.
3 Many health care providers who do not now provide
4 abortion would be willing to offer this new method.

5 In short, 1 believe mifepristone offers a

6 ground-breaking and welcome abortion sethod to women and

7 health care providers with important sociological

8 implications for the United States. 1 urge the FDA to

9 approve the drug swiftly if it deems it safe and effective.
0 Thank you. ‘

1 DR. CORFMAN: The next speaker is -

2 Or. Seymour Romney, speaking for thp-Society of Physicians
3 for Reproductive Choice and Health.

4 Agenca Item: Society of Physicians for

5 Reproductive Choice and Health - Seysour L. Romney, M.D.

b DR. ROMEEY: I am Dr. Seysour Romney. I as
7 Professor Emeritus and the former Chair of 0B-EYN at the

B Albert Einstein College of Medicine and have spent more _
9 than 45 years between comprehensive experience in Boston

RO and New York in obstetrics and gynecology. 1 have seen a

Tot of things that we have talked about before and after
Roe v. Made. : : ’

The Society is an organization of physicians.
4 They are a mixture of all disciplines. Ve are very much
D5 concerned about reproductive health care and the freedom of

202
“ferent from surgical abortion. Many women who use
fepristone fee) that they are active participants in
eir own abortions as others have testified. The provider
ves a woman the pills, but she feels that it is her body
1es the work. Such an internal locus of control is
1althy and helps women feel they are taking charge of 2
ituation that may be upsetting.  ~ .

Mifepristone abortion is less frightening to many
men than surgical abortion because it involves no
mgical instruments. It is far less invasive and affords
men more dignity than surgical abortion does.

As others have testified, mifepristone would
12ble women to have abortions earlier than we could if
mgical abortion were the only option. Unlike most other
'thods of abortion, mifepristons cin work as early in the
‘egnancy as a woman wants. There is no need to wait once’
1 unwanted pregnancy has been confirmed.

Secondly, my research has convinced me that
ifepristone offers an entirely new option to abortion
‘oviders and other medical professionals.

In the field of abortion major technological
‘eakthroughs have been rare and providers are keen to
are this new choice with their clients. Mifepristone
i11 also help dostors and their clients to avoid the

-assment and terrorist tactics of anti-abortionists

] inguiry in American medicine.

2 The Society urges the FOA to promptly approve

3 this application. The clinical benefits of wifepristone
¢ should be made prarmacologically available to the Aeerican
5 public as an established safe and effective drug. Our

6 organization has an ethical and moral responsibility to

7 ensure that everyone has the knowledge, access-to quality
8 services and freedom of choice to make their omn

8 reproductive health care decisions. Ve believe that every
10 pregnancy should be an intended, wanted pregmancy.

11 _ Concerning wifepristone within the patient-doctor
12 relationship, the medical profession has the ultimate

03 responsibility to determine its safety and effectiveness.
14 Ve have seen the informed consent form employed in the

IS Population Council's clinical trials. It is accurately

15 detailed and readily understood by any wamen seeking a

17 noninvasive pharmacologic termination of early pregnancy.
18 That is her constitutiomal right. o

19 For physicians the exclusisn clinicil criteria in
D0 mifepristone protocols is the need td carefully evaluate

D] whether patients are heavy swokers or have any evidence of
D2 heart disease, ectopic pregnancy, chronic liver or Kidney
D3 disease that could complicate her care.

o] The Society of Physicians for Choice supports

DS approving mifepristone. It is actually based on the
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extensive clinical reports of safety and effectiveness in
more than or approximately 200,000 nomen in France, Sweden,
and freat Britain, as well as promising preliminary data
werning the therapeutic value of mifepristone in a
spectrum of gynecologic problems including missed menses,
tern and post-ters labor induction, endometricsis,
fibroids, and very significant promise of therapeutic
benefits obtained by sifepristone’s inhibiting progesterone
receptor activity in patients with breast and endometrial
cancer, meningiomas, and other sntiglwtmid
condit jons.

In further support of the application, and to
additionally document the safety and effectiveness of this
mifepristone application, the Society of Physicians for
Choice respectfully requests that this detailed document,
which is a report by the Institute of Medicine of the -
Nationa) Academy of Sciences published in April of 1933
entitled “Clinica) Applications of Mifepristone, RU 485,
and Other Antiprogestins,” again, 1 would point to this
document which s a public instrument be included as an

important reference of this hearing.

This is a comprehensive report of a comittee
having expertise in cell biclogy, pharmacology,
epidemiology, or reproductive endocrinology and care of
women with hormone-dependent clinical conditions. It is an

FlICPris kwiiy
1 Advisory Panel, good afterncon. 1 am Or. Donna Harrison.

24

" 121 an a board-certified cbstetrician-gynecologist in private

3 practice in Michigan. I have been invited here by Mational
§ Right to Life. 1 have no financial interest in RU 485.

5 As a physician and as 2 woman T"am concerned

6 about the premature approval of RU 485 without requiring

7 norma) safety and efficacy testing. I have followed the RU
8 4B5-approval process for several years. Along with many

9 other physicians, scientists, and sembers of Congress, I

)0 participated in the citizens’ petition filed with the Food
11 and Drug Adeinistration last year. B
12 This petition sumsarized the world's literature
3 on RU 485 and clearly outlines the following main concerns:
14 Number one, the up to 10 percent hesorriage rate

IS necessitating hospitalizations and emergency surgery, of

16 which ] percent will be severe enough to require blood -

7 transfusion. If only one-third of the 1.5 sillion

18 abortions annually in the U.S. are converted to chemical

19 abortions, that would still result in 5,000 Aserican women
D0 hospitalized each year for hemorrhaging, 500 of these each
D1 year mssive enough to require blood transfusion. This
D2 excess morbidity is completqly unnecessary in light of the
23 already available surgical abortion which has a fraction of
R4 this risk.

25 Nusber two, the S to 10 percent rate of pelvic

25
riased evaluation of the science and the therapeutic
potential of antiprogestins for numerous diseases and
recomends clinical studies to further document the value
of mifepristone.

The Society of Physicians for Choice believes
that your comittee has a commitment to the freedom of
scientific inquiry and to the FDA and that the FDA in turn
has a responsibility to the American public to approve the
application that will permit mifepristone to be
manulactured, distributed, and made available for indicated
therapeutic purposes because of the overwhelsingly credible
objective data that establishes it as a safe and effective
drug. - -
In conclusion, ] just wanted to say how pleased 1
wis that Cynthia Person was able to introduce into your
discussions the fact that mifepristone has a half life
which is very short. In all of the discussions about the
long-term complications that might come out of
mifepristone’s administration half life takes care of that
problem.

DR. CORFMAN: The next speaker is
Dr. Donna Harrison of the Southwestern Medical (linic.

) infection requiring antibiotic treatment after’chemical

3 infection in a third of the women with incomplete

¢ abortions. In the U.S. if only one-third of the mean

S abortions annually were chemical, this would mean 25,000
6 American women with pelvic infections each year and a

1 dramatic increase in subsequent sterility.

8 Nusber three, the ] to 4 percent continuing

9 pregnancy rate. There is also additional risk of severely
10 deformed fetuses if the woman does not complete the entire
1] procedure. In the U.S. experience documents poor

12 compliance with 13 to 30 percent of surgical abortion

3 patients failing to show for follow-up. In terms of RU 486
04 in real Anerican women, this would sean 650 to 6,000

|5 undetected pregnancies each year from failed RU 486

16 abortions. Who is going to assume the 1iability and cost
I7 of caring for these deformed children?

18 Note that the best results are from the French
19 experience conducted under very hght governental control
R0 with use only at or less than sevzn_mks from the last

2] menstrual period as documented by ultrasound. :
02 ~ The Population Council has set up the popular

D3 expectation that RU 486 will be available with minimal

Agenda Item: Southwestern Medical Clinic - Donna
3. Harrison, M.D.
DR. HARRISON: Dr. Davidson and members of the

4 medical supervision. That irresponsible comunication
5 undermines the need for tight medical contro) and clearly
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increases the risk of hemorrhage, infection, and undetected
pregnancies in Aeerican women.

If we ignore the documented imediate risks, we

» still left with the unknown and unstudied but

predictable effects of RU 485 on other
progesterone-sensitive tissues. Relying on six months of
trials with follow-up of two weeks is inadequate to answer
our concerns of the effects of RU 486 on the brain, the
endocrine systes, the breast, the ovary, and developing
tggs and the immne systen. All of these can be profoundly
1ffected by progesterone and a1l of these contain
srogesterone receptors which could be bound by RU 486.

Mt of the plnmcnkmetlc data? Vhat about the
alf life of AU 485 plus misoprostol? Where does RU 486
icculate and with what effect? What is the coabined
offect of AU 486 and misoprostol? Wt is the effect of
-epeat usage. Note that 42 percent of abortions in the
1.S. are repeat. Are we going to.sonfine the use of RU 486
to once only? What are the effects of RU 486 with comon
wedica) problems. Testing and use has been confined to
walth wamen, but the Population Council has set up the
sopular expectation that this will be used by teenagers and
omen with poor access to medical care, many of whom are my
iatients. I deal with a 30 percent Medicaid populatien,
ind 20 percent of my patients have no private insurance.

. .
_Use of Mifepristone ]

] women and their fasilies improving access to quality,

2 affordable health care including full reproductive choice

3 which is one of our key program areas. Ve appreciate the

¢ opportunity to present coments today. Me have mo

S financial interest in this product or any other conflict of
6 interest that would have any bearing on cur coments.

7 Ve urge the Advisory (omittee to recomsend

8 approval of mifepristone as a means for the interruption of
9 early pregnancy. The record on its safety and

10 effectivensss is clear and compelling. It offers women an )
1] essentia) alternative to surgical abortion for which - -
12 providers are increasingly scarce.and simple access

13 increasingly burdensome and traumatic. Moreover, it my

04 have important applications in other areas as well.

15 This breakthrough drug has been trapped in 2 )
16 politica) debate that has nothing to do with science, with .
17 medicine or with the rea) needs of women and their '
18 families. Ve are asking you to set mifepristone free and .
19 to confirm the rational scientific basis of the American

20 drug approval process. . :

Rl This drug cosbination would give women an -
22 essential altermative to-surgical abortion. A woman eould
D3 actually choose between significantly different medically

" R4 proven methods to find the approach that was sost

DS appropriate for her. Making this drug combination

250
:se are women with poor access to eedical care who do not
jet appropriate medical screening.

Wrat are the reasons for the discrepant results
in minority populations, for example, Asian women with .-
ncreased risk of hemorrhage? That will be the effect of a
wrogesterons-mediated depression of the immune system on 2
rowing HIV-positive population and the effect of RU 486 on
. woman's chances of acquiring HIV?

The American public and the medical community do
rust you to critically and impartially review RU 486 alone
ind in combination as an abortifacient. As a physician and
s a woman | would urge you to prevent Assrican women from
iwing used as guinea pigs to satisfy a particular political
genda. Thank you for considering and addressing these
rave concerns. o

OR. CORFMAN: The next speaker is Joanne Hustead,
he Women's Legal Defense Fund.

Agenda Item: Women's Legal Defense Fund - Joanne
. Hustead

DR. HUSTEAD: Congratulations on making it
hrough the afternoon. My name is Joanne Hustead. [ am an
ttorney and the Deputy Director of the Women's Health
rogram at the Women's Legal Defense Fund. Established 25
=ars ago, the Women's Legal Defense Fund is a national

profit advocacy organization that works on behalf of

... ]
] available would expand and improve women's reproductive . ...
2 health options in unique ways. One notable feature which
3 has been mentioned by other speakers is that it enables
¢ women to terminate a pregnancy earlier than is sometimes
S the case with surgical abortion. Because it could
6 potentially be administered in any doctor’s office, it
7 could significantly ease some of the barriers: that now
8 impede women's access to abortion in this country.
9 A stunning B4 percent of counties in the U.S.
10 have no abortion provider and the number of doctors trained
11 to perform surgical abortion continues to decline. The
12 medical education comunity's efforts to ensure that
13 doctors are trained in providing abortion services have
14 been stymied by [ongress. Among trained doctors,
IS disincentives to providing surgical abortion include
15 threats to their personal safety and the safety of their
17 families. Those opposed to women's constitytional rigt to -
I8 choose are easily able to identify and target doctors who
IS perform surgical abortions. = -

0 Although there will always be 2 need for

1 providers of surgical abortion, training to induce abortion
with nifepristone would be different and easier. It is
reasonable to conclude that many doctors who do not now

4 provide surgical abortion services would include this drug
in their practices.
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Mouen seeking surgical abortion services face not
only the challenge of simply locating a provider but also
the likelihood of aggressive public harassment and the
eat of violence at reproductive health clinics and
medical offices. Approving mifepristone would help allow a
very private and persona] decision to remain as one.

This is a medical milestone with broad-ranging
implications fof~women’s health and ultismately men’s health
as well. Unfortunately, politics have artificially limited
treatment options for all Americans. Denying or further
delaying access to such important medical advances puts
Merican scmen and men at an unnecessary and potentially
tragic disadvantage.

In closing, you heard overshelming testimony
today that this drug combination is safe and effective. It
is an appropriate and urgently needed 2ltermative for
women. Let us not deny women this safe and significant
option. Ue urge you to recommend its approval. The women
of America deserve no less. -

DR. DAVIDSON: MNow, that concludes the open
wblic hearing. On behalf of the Comittee, I certainly
would like to thank all of the presenters who provided
soments, opinions, and data in the consideration of the
issues today. I am especially grateful that the time
limitations that were set out in the beginning were 5o well

Mifepraston.
Use o M =

1 separate exclusions in the French studies. 1 understand

2 that Dr. Robbins may have a response to that and some other

3 coments before we go further into the discussion.

4 DR. ROBBINS: Thank you, Or. Davidson. I would

5 just like to clarify a couple of things about the

6 inclusion/exclusion, as you have already alluded to. In

7 both the U.S. tria) as well as the two pivotal French

8 trials, the exclusion criteria mas a combination of the

9 following. Women could not — women were excluded if they

0 were 35 years or older and they seoked more than 10

1) cigarettes a day. It was a combination of the two in both _°

2 protocols from France as well as the U.S. In one of those:

I3 protocols the English translationas we have provided it

14 had two separate bullet points for smoking and for 35.

IS That has caused some of the confusion from the first

16 protocol. In both of them when you read thes in French the
17 way they are written in French it is the combination as in :
18 our U.S. combination 35 years or older or smoking 10

IS cigarettes or more 2 day. And —

R0 {Laughter.]

Pl Thoﬂzrtlﬂngluntedbspuktons

P2 question that came up and Dt Rarick siid that the sponsor

P3 might have something to say about it. When Dr. Bardin had -
P4 presented the cases of serious adverse events, 3s we alays

DS do, we presented that from the entire group that we had out

254
pezted and conformed to.

¥e will recess and reconvens in 15 minutes to
:ontinue the comittee’s deliberations.

[Brief recess.]

Agends Item: Commsittee Discussion and
onsideration of the Questions

DR. DAVIDSON: I want to do a couple of things
refore approaching the guestions. The first has to do with
‘esolving maybe this technical issue that has been raised
ibout aleohol and smoking. First, my concern about aleshol
as not that it was included as an exclusion in the
:linical trials; but the patients were informed that they
should neither swoke nor drink aleshol during the 48 hours
‘ollowing mifepristone adninistration and on the day of
visoprostol, and that that was not a consideration in the
iatient information or the labeling. There are also some .
nstructions about avoiding aspirin or any of its
lerivatives, steroida] or nonsteroidal anti-inflamsatory
frugs. prostaglandin synthesis inhibiting drugs, enzyme
nducing drugs, oxytocic or prostaglandin, other than the
ne in the protocol. These were outside of the exclusions
ut were advisories to the patient.

Vith regard to smoking -- and Dr. Robbins, I
nderstand, is prepared to respond to this -- as listed in

protocol, 35 years of age and smoking seem to be

256
1 to 63 days or less. However, of those 52 patients who were
2 reported with the serious adverse events nine of those were -
3 49 days or less of gestation — s0 nine of the 2. Of
4 those one of those of the four that had a transfusion wms
5 less than 49 days, and three of the 26 hospitalizations
b occurred in subjects that were less than 438 days just to
1 give you that breakdown of the safety data. |
] Finally, the third point I would just like to
9 clarily. The question came up about the issue of taking
10 misoprosto] specifically 36 to 48 hours later. As
] Dr. Spitz has said, from a pharmacokinstic point of view,
12 that is the time when it is most sensitive. However, as
13 the protocol states, you take-mifepristone on day one and
4 on day three you take the wisoprostol. So you have the
IS whole time on day three to take it. It is not strictly to
16 the 48 hours in terms of the way the protocol as well as
I7 the labeling is stated. Thanks for lgttlm us clear that

18 up

19 DR. DAVIDSON: Okay. Dce% the comittee have any
00 questions? _ % '
4| DR. LEVIS: Actually, I would like to raise one

02 question. Ve heard from one of the speakers, I guess it

was Dr. Harrison about a World Health Organization study
¢ and some safety points that seemed to be different than
5 what was found in the French pivotal study. 1 wonder if
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anymeh:ﬁmchh for our review or sumary?

[R. DAVIDSOX: I do not know if this answers this
~gestion, but this will be one shot at it.

_Paul Van Loek, from the Vorld Health Organization, was
invited here by the Food and Drug Adninistration — by the
Population Council, I am sorry. Thank you for correcting
ge on that. He, as I understand it, has had considerable
experience with the international use of this drug. 1
would like to give hin just 3 few minutes to provide some
background in terms of his relationship to this drug
experience and whether or not he has any particular
coments that would be of benefit to the comittee in view
of some of the issues that have been raised today. If you
eould, if you could use the podium?

DR. VAN LOEX: Thank you very much for giving me
the opportunity to talk. 1 am Paul Van Loek. Iam the
Associate Director of the Human Reproduction Prograa at the
¥or1d Health Organization. This is a progras that conducts
research in reproductive health. -4t is a prograa that has
been involved with research in mifepristone since 1982. We
have conducted with this drug close to 50 different studies
including several large sulti-center trials on the use of
this compound for induction of first trimester abortion,
renstrual regulation, second trimester abortion, and
:ervical ripening. Ve have in these trials used different

__Use of Mifepristo
S

1 six weeks smenorrhea, the efficacy is 95.5 percent. Those
2 between tup and three wesks it is 93.2 percent. Similarly,
3 in the case of sericus side effects in this particular

¢ study, the incidence of esergency DIC because of heavy

5 bleeding was 1.4 percent which puts it sort of malf wmy

§ between the one percent reported from France and the tw

7 percent fros the U.S. experience. Similarly for blood

8 transfusion. We find similar dats as reported from France
9 in the sense that the incidence is 0.2 percent. 1 mas

J0 confused earlier when a mention was made that heavy )
1 bleeding cccurred in 10 percent of the women. Ido not -
12 quite understand how that was delified. _

13 These are some of the main observations that 1
14 wanted to make, but 1 am open for any questions that the
1S comittee my have. '

I8 countries, I gather that there really was not perceived by.
19 the investigators to be any problem with the three-visit

20 requirement? _
D2 that it is also being dome now in China. China, of course,
23 as you may know, or as I am sure you know, is the only

D4 developing country at the moment where the drug was being
DS sanufactured as well as being used on 2 wide scale in 3

A6 DR. DAVIDSON: Dr. Herderson? L
17 0R. HENDERSON: In the WD studies in developing

Rl IR. VAN Uﬂ:. No. And certainly that is the may -

258

ostaglandins. We have used different treatment regimens
of mifepristone, and we have done, as we always do,
sonducted these trials in a variety of developed and
jeveloping country settings. 1 should say right at the .
J2ginning that in the course of this experience we did not
find any difference in efficacy or safety between different
jopulation groups. There was a gquestion raised about that
rarlier whether data from the European women might be
ipplicable to the different minorities here in the United
itates or of Azerican Women in general. Certainly from the
sxperience of doing trials in five continents we would not
sxpect such a difference to occur.

During the course of the-proceedings I have been
"lipping to the final data analysis of a most recent study
‘hat we have conducted in WHD with a protocol that is very
iimilar to the French studies in terms of the timing of the
risoprostol and the dose of the misoprostsl. It is
‘emarkable how similar the findings are to the data from
:he French studies as well as the preliminary data form the
1.S. trial.

For example, if we look at efficacy -- and I have
fata -~ the way that we did it was that the women were
mrolled in the trial depending cn the delay afier the
'tpected menstrual period. So. if we look at women with a

lay of up to two weeks that would basically correspond to

¢ Dne is a single 200 willigram dose. The other regimen is
S repeated doses of 25 milligrams given at 12 hour interals.

b . DR, HENDERSON: What happens with a single 200-
1 milligram dose? - :

8 OR. VAN LOEX: The same efficacy.

9 - DR. HENDERSOM: And they do not get followed up
10 for a second visit?

1] OR. VAN LOEK: Yes. Of course, they have the

)2 similar routine scheme of three visits because they also
13 have to come back for their prostaglandin.

4 DR. HENDERSON: And they do come back? In the
IS developing countries they come back for that?
16 DR. VAN LOEK: That does not seem to be a

)7 problem. It certainly has not been a problem in our

I8 studies either. But, of course, we are talking here about
19 women who make the choice to have $his particular approach
D0 to pregnancy termination. So theyXnow beforehand that

D1 this is what is going to be required. I guess, if someone
22 has a difficulty in coming back for a second visit to get
D3 prostaglandin in & follow-up visit, then they may not opt

P4 for this regimen.

25 DR. HENDERSON: Do you have any data on the

. \ - M" -
1 slightly different regimen and is being — )
2 OR. HENDERSON: What is the regimen?
3 OR. VAN LOEX: There are two regimens being used.
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mmbers that are lost to follow-up in developing countries?
- DR. VAX LDEX: In general, but again, these are

Vinical trials so one should not consider these hard and

st data. In fact, it may be larger. But our followup
rates or loss to follow-up rates rather have been less than
two to three percent. Now, that means pesple not coming
pack for their visit mmber three. They generally come
back for the prostaglandin.

The fact that they do not come back is generally
taken that probably it was successful. It has been very
different from center to center. In this particular trial,
for example,. two-thirds of the people who did not come back
for follow-up came from tuo centers, Tunis, and the other
one was Ho Chi Minh City. .

DR. DAVIDSON: Dr. Lewis?

IR. LEVIS: Do you have any information about
fetal effects in women who carried the pregnancy after
failure? .

DR. VAN LOEK: Ve have-s- none of the women that
we know carried the pregnancy to tera. They all had their
pregnancies terminated. :

DR. DAVIDSON: Thank you very mxch.

DR. XOSASA: I have one gquestion.

DA. DAVIDSON: Ch, I am sorry.

DR. KOSASA: We had heard aboot pelvic

1 aillion of those are done under unsafe conditions. Our

2 post recent estimates indicate that about 85,000 women die
3 as a result of unsafe abortions, and 50 — all of those are
4 in developing countries. _

5 There are a number of large developing countries

§ where abortion is being provided on fairly broad liberal

7 ground o to speak. The two that spring to mind are Chin
8 and India. Together they account, of course, for something
9 like 2.2 billion people. Both of these countries, Chim

0 less than India, have some difficulty in providing safe

1 surgical abortion services partly because of the need to -
2 have skilled people able to do it, - If ywu can ve a

3 sethod that will remove some of the strain on surgical

4 abortion services that would be an advantage. We saw

S this — we mean the Vorld Health Organization — we saw

7 That is why the World Health Organization became involved
8 in studies of this kind. Clearly, these two countries
9 themselves have taken the decision that this is indeed
0 something that will be of benefit to them because China is
producing it and using it and India I understand is sbout
to start producing it as well.
DR. O'SULLIVAX: T have one last question.
¢ Xnowing full well how studies are conducted in terms of
follow-up and so on, can you tell me if in the studies

28

§ this sethod as a potential benefit in those circumstances.

28
lamatory disease with the WD studies. Could you
coment on that?

DR. VAN LOEX: I do not quite exactly know which
study was being referred to. My recollection of what was
said was that 30 percent of women with incomplete abortion
had pelvic inflammatory disease. Now that is a slight
twist I think of what the actual paper may have said in the
sense that, first of all, incomplete abortions will only
represent two or three percent of the women in total. So
30 percent of those two or three percent is less than one
percent. Without exactly knowing the paper my guess is
from our experience that women who have an incomplete
abortion and if there is some suggestion that maybe there
is a degree of endometritis, they may get antibiotics
perhaps just as a primary prevention. In fact I am quite
sure that these were not confirmed clinical pelvic
inflammatory diseases.

DR. DAVIDSON: Did I miss anybody else's
quastion?

DR. NARRIGAN: I would like to ask for your
overall view of this regimen. Do you think the benefits
from the World Health Organization’s perspective, outweigh
the risks or problems?

DR. VAN LOEK: As I am sure you are aware, there

about 30 million abortions in the world. Twenty

] conduzted by the Vorld Health Organization there were

3 in or whether they are just given the medication with an

4 appointeent to come back in and relied upon to come back

5 in?

6 DR, VAN LOEK: No. Generally speaking in all of
7 our studies, if people do not turn up for the. follow-up

8 visit, then the staff will go out and try to find thes.

9 With abortion it is sometimes a bit difficult because, for
0 all sorts of social reasons, people may not always live at
| the address that they give to the staff.

2 DR, O'SULLIVAN: Oh, yes. We know that.

3 DR. DAVIDSON: Any other guestions?

¢ [No response.) '

5 Thank you.

6 Before addressing the questions, do any of the

1 mazbers of the comittee have any other general questions,
B concerns or cbservations to make before? -

9 DR. AZZIZ: 1 have a quegtion that maybe somebody
0 from the Population Council can answer. It may be obtuse.
1 ¥e are really essentially considering a regimen not just a
single drug at this particular point, which is a little
vnusual. The recomendation right now is 48 hours later

¢ for the delivery of misoprostol. The question is whal if
that drug were delivered four days later or five days
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later? Mould it be totally ineffective? Do we have any
fta in that regard? The reason I am asking that is sost
if the side effects of this regimen, if not-all:of them,

» really related to the prostaglandin which is not being
nder consideration for approval and not to the
rifepristone shich is.” So pertaps somebody from the
‘opulation Council could anseer that.

0R. MXDIN: That is an isportant qoestion
lecause, as you already heard, the effectiveness or the
jynergise between the two drugs begins to be lost beginning
bout 48 hours after the first drug, the mifepristons. The
rotoco] that was done in the U.S. study said that the
atients should receive the dose on the third day, which is
he second visit, anytime during that day. It allowed the
linician, however, to administer the drug if the patient
lid not come back but they came back the next day or the
ext. That allowed the physician the option to adwinister
he drug that day if the patient cage in because any mmber
f things could delay the patient coming in. So we will
ave the opportunity in the U.S. study to examine that
ossibility. So that will be available to the FA and to
he prescribing physicians.

DR. DAVIDSON: Someone for the agency might be
ble to clear this up. My understanding, however, would be
hat we would have to stick to the recommended protocol.

1 patients. The effectivensss — what?
2 R. HENDERSON: But the non-faucasian — there
3 are Asian, there are Hispanics, there are African-
4 Americans. _
5 R. VINIXOFF: They are all represented. I do
6 not remember, but the proportions are approximately emal,
7 but they are not far from that. They are all represented.
8 As a result, no one group is very large. They are & little
9 less than a third of the total.
0 OR. MENDERSON: So that is about a thousand
1 patients who were divided in many ethnic groups? .- . -
DR. VINIKOFF: Yes. But some people claim more
than one ethnicity, also. .
] OR. HENDERSOM: Okay.
5 DR. VINIKDFF: Me have a really diverse .
5 population. Even with 2,000 people you do not get very big
7 cells if you start dividing it up a lot. Me certainly have
B to give it — o
9 OR. HENDERSON: And insurance coverage or
0 sccioeconomic status? -
0R. VINIXOFF: The only indicator of :
sociceconmic status was piyment. Me have 3 small subgrowp
that only covered their medica) care with Medicaid paysent, -
¢ but that was under a hundred patients. )
OR. HENDERSON: And adolescents?

: 266
Are there any other general — yes?

OR. HENDERSON: I am very concerned that we are
snsidering this regimen for a highly-selected and
otivated population. I asked earlier in the U.S. study,
he elinical trials, was there any demographic information
® could look at understanding that the amalysis is not
ampleted, but at least to give a sense as to at some point
n the near future we would be able to look at the
reakdown of the patients who were being followed sho have
eceived this regimen? ‘

DR. DAVIDSON: 1Is that a question, a coment or a
ope? :
OR. HENDERSON: Vell, if was & coment of a
sestion that I had asked earlier.

OR. DAVIDSON: Sure.

DR. HENDERSON: 1 was told that we could see the -
mographic data with the understanding that it is not
wulyzed but just to see the racial, the economic breakdown
* the patients who were in the U.S. trial. I was told
at was available.

DR. VINIKOFF: One of the issues is that the drug
i so effective that there is very little difference
tiween any subgroups that we have looked at. It is
ctremely effective in all of the subgroups. But, if you

k at it, we have approximately one-third non-Caucasian

)| OR. VINIKOFF: No one under 18 was admitted to L
2 the trial because of informed consent issues. )

3 "~ DR, O°SULLIVAN: How about totally non-paying

¢ ingredients — non-insured, non-paying?

5 DR. VINIKOFF: There were non-insured. There

6 were some non-insured.

] DR. O°SULLIVAN: What approximately?

8 OR. VINIKDFF: They are listed as self-pay

9 because we do not know whether they could afford to self-

0 pay or they could not afford to self-pay. But if they

| needed to pay they would have to self-pay.

2 “OR. O'SULLIVAN: Well, what I o= talking about is

3 to make it very easy. Illegal aliens, migrant workers,

4 that group of patients that —

5 OR. VINIXOFF: Ve did not, as far as we know, did

6 not have any illega) aliens, but we did not ask peple

7 whether they were illegal aliens. I,
8 DR. O°SULLIVAN: So you do not know?

9 OR. VINIKOFF: Of coursepe also have age and -
0 parity issues which are part of the“desographic profile

that you might want to look at. The geography is spread

out across the United States. So in terms of '
representation by region we have that as well.

[ OR. HENDERSON: Well, actually, I amnot 50

S concerned about age and parity. I am concerned about
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1 patients wx cannot afford — access. That is wut 1 as

2 really interested in.

1 R. VINIKDFF: In teras of the effectiveness of

: drug?

5 DR. HENDERSON: No. In terms of following up for

B three visits, and ethnic issues, access to care,

7 transportation, child care issues that will prevent thes

3 from being folowed up for the second and third visit.

) That is what I as interested in.

H OR. DAVIDSON: Does it help if they know up-front

| that those visits are required?

! DR. HENDERSOM: I do mot think so. Because I

| think if women desperately want it then they will figure

| out that they will do something when they are faced with

i that issue. But right now they want the drug. What

i bappens when they cannot show up for the second and third

' visit or when they cannot afford to have the termination

| because it has failed, the surgical procedure? I mean,

| what do we do with those populations of adolescents, of

| minority wosen who are already Tacking access to pregnancy
termination?

DR. DAVIDSON: Let me ask — I understand. What
general assurance do you have in listing patients for these
protocols that they will follow through with any scenario
whether it is surgical termination or otherwise?

b))
1 another and dealt with is what do you do for the patient

2 who completes her course but cannot afford the surgical

3 tersination. How do you follow-up a patient or patients

4 who start out the therapy and, for reasons which women will
5 change their minds about many things inlife, suddenly

6 decide it did not work to quote what I often here, this was

7 6od's will, I as going to keep on with the pregnancy? tow

8 do we follow those up? I mean, this is probably —
9 post-marketing surveillance. But I think that it is

0 essential that if we were to approve this that

1 post-sarketing surveillance of this type has to be done. _
DR. VINIKOFF: I agree that we in all medical

3 care have issues 1ike this. There is no reason to suppose

4 that the surgical abortion would not be part of the package

S the wy the cesarian is part of the package of obstetrical

6 care. If you run into a cosplication that requires a more
7 complicated delivery, it is part of the service. If yw
8 run into 3 complication that requires a curettage, it is -
9 part of the service. So surgical patients also need

0 reaspiration sometimes and they also get it as part of the
service. So I think-that these things are medical care
issues that our systes is-glready dealing with. I agree

that they are very important. .
] 1 think a lot of the issues are not so far into

RS providers of -abortion. Surgical abortion patients also

270

DR. VINIKOFF: Let me say something first about
studies in general. The most important thing in the study
is to find out whether the drug is safe and effective. So
our highest priority is to get complete records on all
patients. So, in that sense, you may say that the °
situation is somewhat artificial, irrespective of
ethnicity. Dr. Van Losk mentioned that in the WD studies
people go out to find patients because it is extremely
important to know what happened. What we found out is that
with complete follow-up there are very few patients who

eed extra care or who do not complete the abortion. So we
are at least assured that problematic outcomes are
relatively rare. . - -

Now, how the drug operates when it is offered in
real life as it were is always different and it ahays
needs to be looked at after it is offered in real life.

You cannot get answers to real life questions in study
circumstances. So 1 think that your conzern is valid but
it is one that needs to be addressed as a product is used
and as it is available. It cannot be addressed in a study
situation. But we have some reassurance because we have
suzh 2 safe and effective drug.

DR. O'SULLIVAN: I think you have to address one
~art of it, and that is that, if this were to be approved,

n what is going to have to be looked at somehow or

m
1 sometimes cannot afford care and run into complicitions and
2 need to come back at a later point. And the systealms - -
3 accomodated that and can continue to accomodate that. It
¢ obviously is something —
5 DR. DAVIDSON: Dr. Daling?
6 DR. NEWHALL:—May I respond to that? I just have
7 a couple of issues. The women that we generally serve in
8 our downtown women's center clinic generally are of lower
9 econamic status. Women with good health insurance much
10 more often will avail themselves of services in a private
I1 offices. So we already serve the lower sociveconomic women
12 prisarily. .
13 Number two, as Beverly said, the price includes
14 vhatever surgical back-up is necessary. You pay ome price,
15 and you end your pregnancy. I think that it is iwportant
16 to remesber that women are motivated to have a complete,
17 and safe, and effective abortion. They come to us because
I8 they want to have their pregnancies terminated. They are

19 motivated to complete the process and they are motivated to

0 have their hezlth care adequately Erota:ted. Ve put

] Laminaria in women for surgical abortion and they alwys
come back. Ve have a very high follow-up rate in our
clinic. Vomen are interested in preserving their good

4 health. They do come back. Now, there are occasional
circumstances when they cannot. They call up, they say how
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m
ey are doing, and they come back at a later tise. But
e women oo did this trial with us understood that there
nmmhtmledtngzﬁzrmmtﬁcfintsup
pened on Monday, and the second step tappened on

dnestay, mlitnsmhmtnpsbppim—thtﬂgy
solutzlyhu&dtonhdhdaﬁywtfuzm ,
solutely no guasantee that their abortion sould be in
fect. So al) of the women came back for the second visit
dtrﬂtmveryfudndidmtmhad'fu'thmrd
sit. In fact, wat we did was we saw 2 lot of women
ur, five, and-six times just because we were all in the
arning process, Ve encouraged women to come back more
ten rather than less often. Me sawa lot of our women.
an very confortable that they all received good, adequate
alth care and were very comfortable coming back as often
they needed to for the guestions they had and the
rvice that they needed.

IR. DALING: In this trigTdid the women pay for
eir abortions? -

R. ROBBINS: Ho, they did not.

DR. DALING: Vere they given financial
mpensat ion?

OR. ROBBINS: MNo.

DR. DALING: I heard this morning -- I asked the

"27 of wy question. Since you have specifically 48 hours =

a5 1
] reginen proposed for the use of mifepristone for the

3 termination of early pregnancy consists of the eral

3 adninistration of 600 milligrans of sifepristone within &8

{ days after the beginning of the last senstrual period,

5 followed by oral adeinistration of 400 micrograms of

6 misoprosto) 48 hours later.

L I have one guestion about that 48 hours that 1

8 would like to ask both the agency or the Population

8 Louncil. A1) of the clinical data in general relates toa

00 window of 36 to 48 hours rather than this specific 48 )
)1 hours. Is this an issue that should be modified nowor- -
12 should it be left as it is? -

13 DR. RARICK: Are you proposing to say 36 to 48

4 hours or are you proposing to say tuo days? Uhich one are

15 you talking about? : )

16 OR. DAVIDSON: I am asking — that is the nature

] DR. RARICK: No. Me say the regimen proposed. - ..

19 And that is draft labeling proposed by the Population

0 Council. If you fee) that we meed to recomend a different .
36 to 48 or two days, as it is stated in the patient
labeling, we could certainly:take that under advisement and
you could change that section to what you are comfortable

¢ with.

DR. DAVIDSON: Well, let me ask, in regards to

estion about follow-up and I heard that there was a
24 o - 2 -
dred percent follow-up for all three visits. Aad | 1 two days versus 36 to 48 hours, people who are fasiliar I
ke to you a little while ago and you said, well, that 2 with the trials, is that — which one of those would be
i not trus that for the third visit you had three women 3 more accurate in terws of what is clinically being
© did not return. You just had 172 in your group or ° { requested?
mething to that effect. I guess that I ama little 5 OR. ROBBINS: Two days.
mzerned that these numbers -- the hundred percent follow- 6 - [DR. DAVIDSON: Two days. And that falls within
y is not really an accurate figure. ' 7 the window of effectiveness and synergy that is true?
OR. NEWHALL: There were some women who ] think 8 PARTICIPANT: Two days later.
id not aztually physically come back to the clinic but S DR. DAVIDSON: What is your guestion?
wy were contacted by phone and they were not bleeding, 0 DR. RARICK: I think that is what the patient
wl they had had nonviable pregnancies before they left, so 1] Yabeling says, anyay. So I am sure you are coafortable
! was not really a question of — Lhere were no ongoing 12 with that. .
-egnancies or any ongoing health pFobless. 3 OR. DAVIOSON: DOkay. “So we are changing this to
DR. DAVIOSON: Dr. 2enes, did you have 2 4 two days. s that acceptable to the comittee?
sestion? , i PARTICIPANT: _ That is better.
DR. ZONES: It was just answered. 16 DR. DAVIDSON: That is better I hear. Okay. Al
OR. DAVIDSON: Oh, okay. These are isportant 17 right. 1 think that we will have less probless if it is -
s=stions, howsver, in bits and pieces we are drifting into 8 stated that way. So you understand the proposed regimen
ame gquestions that are already on our list. So, if the 19 and it has been modified so that thZ misoprostol will be -
amittee is confortable, why don’t we start with the D0 agministered two days later rather than 48 hours.
Jsestions? Are there any objections to that? Pl Question JA. Do the results of the open label
[No response.} historically controlled studies conducted in France
Agenda Item: . Discussion and Response to 3 establish the efficacy of this regizen for use in the
estions 4 United States? Any discussion or questions on question
OR. DAVIDSON: Let's read the first one. The S one?
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a
] {No response.]
2 Are you ready to vote on question one without any
3 further discussion?
IR. O'SULLIVAN: No.
. (Laughter .}
6 ] an just thinking about it. I think that I

7 wuld like to say that with a caveat that it would have

8 been preferable to have U.S. data. In fact, e are talking
9 ahoist the fact that everybody is quoting that this has been
0 used in 150,000 women throughout the world and yet the data
] presented is something 1ike one to two percent who were :
2 ever studied at least that we have data on and that data is
3 not even American data.

[ OR. DAVIDSON: But the guestion restricts this in
5 3 way that you can either respond or object to. Tr:

b question limits it to the French.

? DR. O°SULLIVAN: Day.

8 DR. DAVIDSON: Any further discussion of this
3 question? =

0 [No response.)

1 Do the results of the open label

2 historically-controlled studies conducted in France

} establish the efficacy of this reginen for use in the
¢ United States? Are there any further queshons"

3 [No response.] .

a8
1 data is sufficient for efficacy. The second was an if not
2 question; but since there were two people objecting what 1

3 an hoping to provide at least for the record as to what

4 those objections sre. So it would be helpful if you aould
5 clarify if that fits into this scheme Mere what those

6 objections or further conditions should be in regrd to the
7 French data.

8 IR. 0°SULLIVAN: In regards to the French data?

9 0R. DAVIDSON: \ell, that is what the question

0 is. -~ :

1 TR. O°SULLIVAN: WVhat additiomal efficagy? -
2 DR. DAVIDSON: Yes. .

DR. O'SULLIVAN: ltthesmtnytht it has to

4 be from the French data.

5 DR. DAVIDSON: Vell, either wy you would like to
6 respond.

7 OR. O'SULLIVAN: 1 would like to see the fimal ;
B American data. I agree with Cassandra that it is very muxch -
9 of a study situation. 1 think it would be wise if we could
0 see what would happen in what I would call the main streas
of Aesricans who would be going to do this I think like she .
did. -

4 a coment — are familiar with the fact that study

tR. DAVIOSON: rusurtththothnfyw—)mt -

s
Let's take the voting members. All in favor of
. wnat statement, raise your hands.

} PARTICIPANT: You mean yes to that statement?

J DR. DAVIDSON: Yes. Yes to that statement, raise
3 your hand. o

i [Show of hands.)

! One, two, three, four, five, su

} Opposed?

) (Show of hands.]

) Six to two. Yes, I have counted myself.

. PARTICIPANT: So it is six-to two?
! OR. DAVIDSON: Yes. If not, what additional
| efficacy information should the. applicant provide? Yes?
| OR. HENDERSON: I think a less-selective patient -
1 population. These are highly-sotivated women who were
i selected and had their terminations paid for by the .
"clinical trials. 1 think that it should be women who are
| suzh more likely to avail themselves of the services in the
I states.
[ DR. DAVIDSOM: I am going to --
PARTICIPANT: 1 am going to use the formal
' minority report and put it on the table so that —
DR. DAVIDSON: Well, let me tell you -~ let we
- explain where I think I am here. The comittee by a
jority vote supports the first question that the French

DS populations are always somewhat special and that

b -

1 translation from that to a non —

2 DR. HENDERSON: VYes, but the patients who were - -
3 not going to come back are a patient population that is

¢ very, very different. If necessary, then they need to be
5 studied separately in a separate study. I comend the

b Population Council for bringing this to the FOA. I think
7 it i8 a very valuable tool for taking care of women and
8 increasing reproductive rights and options, but I also .
9 believe that there is a great risk for harming a very

10 large, wulnerable population if we do not study them and
1 make sure that once this is available that they are not
12 irreparably harmed.

33 DR. DAVIOSON: Is -that sufficient?
1] DR. O'SULLIVAN: 1 agree.
3 DR. DAVIDSON: Those are two points. Yes?
16 M. AZ212: - 1 am not a voting member right now.
17 1 just wanted to add & comment.
i8 DR. DAVIDSON: But you have no restrictions to
- 19 speak. ,
0 . AZZIZ: And 1 will Gke that. 1 have the ’

1 same concerns as far as requiring — | sa not as concerned
about the population data. I mean, populations that are
noncompliant will be noncompliant with everything from

4 surgical terminations to ectopic precautions. But I-am
concerned that in a fairly sensitive enviromment that we
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| are in we do not have the complete U.S. effizacy data which
? is promptly available but not today. 1 would like to make
* 3 coment that perhaps for this type of situation that

sould be very ideal.
5 _DR. DAVIDSON: Nould it be acceptable to advise

5 the agency that when the us. data is available, if there
1 is any signifigant difference than the French data that we
3 wowld at least like to mave an opportunity to review that?
) Mould that be an urreasonable — I understand what you are.
) saying because, if the U.S. data comes in and there is

| essentially no significant difference in any respect than

) at least to the point that data is available to answer that
| question it would be reviewed. And, if there are

| differences, then since the comsittee has been invited to
i avice up to this point, then perhaps we would be

i interested in seeing it. What does the comittee feel

' about that?

; R. LEVIS: Agreed. -

1 [R. HENDERSON: I am 8ff the comittes.
l [Laughter.]
DR. DAVIDSON: The committee is an institution
! that goes on. S
) [Laughter.]
! DR. HENDERSON: Okay.

] DR. DAVIDSON: So whatever the concern is it is a

1 desonstrate that the regizen is sale for use in the United
2 States when use for the proposed indication? I do mot
3 think — okay, Dr. Sullivan?

‘ (R. O'SULLIVAN: Wt foreign postmarketing
5 experience did we see?
] R. PETITTI: This was a question that I asked

7 actually Br. Rarick about the postmarketing surveillance

8 experience and adverse stress experience from the British

9 Comittee on Safety of Medicines and other drug regulatory

0 agencies, and I was reassured by her that that information,

1 had been reviewed and that it did not present an adverse ~

2 event profile different from wht ve saw from the trials
from France and the United States. Is that a correct

¢ sumary of your and Or. Bennett’s summaries?

5 DR. RARICK: What I said was that the Population

6 Counci) had subaitted a report about post-marketing :

7 surveillance to their IZD and asked thes if they wanted to .

8 coment on it. In my recollection there was not anything -

9 of startling or unexpected findings in that report.

0 OR. PETITII:- Ve did hear coments on cases of -
acute myocardial infarctign and other Kinds of adverse
cardiovascular events associated with the regimen of
wilepristone and misoprostol, and it was my understanding

¢ that that was part of the international adverse drug
experience. Aa | correct?

biv}

omittee concern that is institutionalized. A1l right.

v The comittee — you may want to -~ the comittee
has reservations about final efficacy questions without the
U.S. data and recommends to the agency that if this data

 when completed is significantly different than the French

i data that the comittes would 1ike an opportunity to review
it. A1) in favor of that, raise your hand.

[There was a show of hands and the motion was

 approved unanimously.]

| That is unanimous. .

DR. NARRIGAN: Mr. Chairman? You mean worse
than? If it is better than, it is moot.

[Laughter.] -

, If it is better than --

| OR. DAVIDSON: Do you want — what would you —

if it is worse than? Is that acceptable, if it is worse
than? (Okay. Thank you very much. Worse than. We might

-want to see it if it is better.

PARTICIPANT: VYes.

DR. DAVIDSON: Okay. Is that all right?

PARTICIPANT: Sure.

DR. DAVIDSON: The second question. The safety
database for this regimen consists of trials conducted in
Franze, preliminary data from U.S. trials, and foreign

ost-marketing experience. A, do these data adequately

CY - - . m— -
] OR. AARICK: Correct. - -

2 DR. DAVIDSON: Okay. Do you have all of the

3 information available that you would 1ike? Let we vead it

¢ again. The safety database for the regimen consists of

5 trials conducted in France, preliminary data from U.S.

b trials, and foreign post-marketing experience. (Questions.

7 Do these data adequately demonstrate that the regimen is

B safe for use in the United States when used for the

9 proposed indication? In your discussion please include

0 comments on the following issues whether the adverse events

] associated with the regimen can be adequately managed when

2 the regimen is aduinistered as labeled, the acceptability

3 of the frequency of adverse events? Any discussion on this

§ question? Yes?

5 BR. PETITTI: I would like to coment that safety

6 is a relative term and that although this may be safe for

7 this indication, I think that some of the information that

8 I have seen in the popular press and some of the rhetoric

9 surrounding this regimen and this“drug leads peple to

0 think that safe is equivalent to free of adverse effects.

1 1 am impressed in the data that have been presented here
that although the frequency of adverse effects is low that
there is a significant and important mmber and freguency

4 of adverse effects and that this needs to be carefully

S understood by the consumer and by providers who might seek
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1 to deliver this service. So I want to worry that the ters
2 safe not be misinterpreted as free of adverse effects and
s free of actially serious adverse effects.
OR. DAVIDSON: Good. But then are you remarking
5 in the vein that that is a labeling and a patient
6 information leaflet problen?

? IR. PETITTI: But an important one.
8 DR.~DAVIDSON: Yes. Okay. A1l right.
[ DR. DALIRS: Ezra, I would like to see some

0 collection of multiple procedures for an individial women,
1 I mean, not in regard to our decision here, but 1 think

2 that that is something that information needs to be

3 collected on.

{ OR. DAVIDSON: Could that be done in number 77
5 DR. DALINE: VYes.

b PARTICIPANT: Musber 7.

? DR. DAVIDSON: Okay. Then we have a rich

B opportunity to raise all of thosg kinds of questions.

9 Okay. Let's read it again and spe where we are and how you
0 feel about it. The safety database for this regimen

| consists of trials conducted in France, prelisimry data

2 from U.S. trials and foreign post-marketing experience. Do
) these data adequately demonstrate that the regimen is safe
| for use in the United States when used for the proposed

5 indication? You have discussed the adverse enphasis and

_Use of Mifepriston 5

| IR. KESSLER: One way to think about that

2 question is what & rational person and a rational physician
3 talking together, knowing all of the adverse events both

4 known and unknown would be acceptable — would that risk be
5 acceptable for a rational person? Would they mant knowing
6 those adverse events to possibly avail themselves of the
7 drug? That is 2 way to think about that.

g - DR. DAVIDSON: Dkay.

L] . DR. LEVIS: Vell, it is not so much the may of

0 thinking about it 1 suppose as 3 way of answering the

] question or — I mean, to just say flat out yes sounds a -
B2 little ridiculous because it is pot that simple a question.
13 But 1 think if you say, sell, it compares favorably with

4 surgical methods of pregnancy termination then that seems
5 to be —~

16 DR. KESSLER: It certainly is ancther ny to
17 answer that question.
18 OR. LEVIS: Something 1ike that.
19 OR. DAVIDSON: So your interest would be to the
extent that it is possible —
DR. LEVIS:™ Un-huh.

DR. DAVIDSON:. = that the method be compared
with alternatives in terms of adverse effects and events? -
' W. LEVIS: Yes. “ '
RS DR. DAVIDSON: And you would like to include that

286
« that needs to be taken as a high and clear priority in
! terms of labeling and patient information leaflet. Are you
| ready to answer that question? Any unreadiness?
] [No response.]
) A1l in favor or who support that raise ynur \
i hands.
' (Show of hands.} -
} Seven.
! Any opposition? Abstention?
! DR. O'SULLIVAN: Abstain.

PARTICIPANT: She is abstaining.

OR. DAVIDSON: Abstain. Seven for and one
abstention. : -

Vould the second bullet, the acceptability of
frequency of adverse events, do you have anymore to say
about that other than points that may ultisately be raised
as labeling or patient information leaflets?

DR. LEWIS: 1 think acceptability should be
perhaps locked at compared to what, cospared to other
methods of pregnancy termination, compared to carrying a
pregnancy? Acceptable depends on — it is a relative term,
I think that it should be couched as such.

DR. DAVIOSON: Is it -- this is a question to the
*taff, to the agency -- is it possible, or are there data

I guess we do have data on alternative --

.. b2
1 as a coment to the agency in the labeling to the extent
2 that that is possible?

3 R. LEWIS: Yes.

] OR. DAVIDSON: 1 think that is a very good point
5 and may be very helpful in terms of perspective.

6 OR. LEWIS: Yes.

7 DR. DAVIDSOM: Since you have answered A in the

8 affirmative, 1 guess there is no necessity for B if not,
9 but I will give you an opportunity anyway, knowing this —

10 DR. LEVIS: Ve are never at a loss for words.
11 DR. DAVIDSON: Or. Azziz?
2 OR. A2212: I will take the opportunity again to

1) echo the same thing. 1 would:like to see the finalized

04 U.S. data on safety. In fact, ] am not sure that I would

IS favor it being sent only if it is different. I would

16 rather 1 think have it sent --

17 DR. DAVIDSON: You mean only if it is worse. -
I8 OR. AZZI2: But no, in this case; I think that

19 the safety issue should be mimdul':n it is finalized

20 period as opposed to — ES

21 DR. O'SULLIVAN: Better or worse?

02 OR. AZZIZ: Better or worse.

3 OR. O'SULLIVAN: For richer or poorer.

[ OR. AZ2IZ: That is right. I would apprectate
5 seeing the data either way is what I guess I am saying.
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frat is my coment.

DR. DAVIDSON: Well, we could change the — we
wiginally said that and then e modified it to be worse.

R. AZZIZ: 1 am not sure. There are only eight
omittes members. I think it perfaps would not be that
nxch of a task to send the data anymay once it is finished
regardiess of what — because you see it is a very
whjective issuetas to whether it is worse or better than
‘rance. It will not be identical. So I think that the
wmbers my find it useful to get that data.

DR. DAVIDSON: Do you want to comment on that —
interpret that sovement?

BR. RARICK: 1 said, no, I do not want to -
comeent . :
[Laughter.) |
But, no, but I think w2 have heard you that you
ire very interested in seeing the results of the U.S. study
robably either way. You are sisply very — you are

ppropriately curious as to the fisal result.

DR. CORFMAN: I think it would be good for the
omittes to know whether we are likely to bring data back
00.

OR. RARICK: As a group in a public setting?

DR. CORFMAN: Uh-huh. ,

DR. RARICX: I think we would have to think about

0 it sodif fed?

. 281
1 DR. DAVIDSON: Okay. Let's read it agin to mase
2 sure. Taking into consideration the overall evidence for
3 safety and effectiveness of the regimen, do you believe the
4 benefits outweigh the risks for use of the regimen for the
5 proposed indication in the United States shich is to
6 complete an abortion?
7 DR. HONDERSON: I would like to add to it a
8 select population of well-motivated, highly-sotivated
9 wowen. 1 think that you cannot — I cannot comsent on the
0 whole population across all sociceconomic statuses and the
avatlability of access to health care. I think that 1sa
very liniting part of our scciety. -

DR. DAVIOSON: Mell, are you saying that it
4 should read informed and well-motivated or other than that?
5 You mant to add informed and well-sotivated?
] OR. HONDERSON: Yes. That may be difficult. -
7 Just leave it and I will just add my coment. You can.
8 leave it. _
9 DR. DAVIDSON: Leave it as it is or do you vant

OR. HOOERSOR: Mo. I will just coment. ‘Leave
it. S
DR. DAVIDSON: Any other comments? Are there any -
Dé other comments as to how this question is worded? ‘

250
1t depending on the results. If they are the same or
<tter they may get to receive them simply in the mail with
n opportunity to coment. If they are appreciably worse,
hen maybe they will -- I cannot really answer that
uestion.

DR. DAVIDSON: Okay. All right.

Are we ready to go to three? Taking into
onsideration the overall evidence for safety and
ffectiveness of the regizen, do you believe that the
enefits outweigh the risks for the use of the regimen for
he proposed indication in the United States?

DR. O'SULLIVAX: Can I ask a guestion?

OR. DAVIDSON: Sure. =

DR. O'SULLIVAN: Benefit to whom?

DR. DAVIDSON: Do you want to answer that
uestion? » ’
DR. RARICK: The regimen is proposed for use for

woman for the termination of pregnancy for a woman to
ake.

OR. O'SULLIVAN: Because, if you are talking
bout 2 woman, it may be a benefit to her, but it is
ertainly of no benefit to her baby whatscever.

DR. DAVIDSCN: Well, the benefit is to the woman.

OR. RARICX: It is proposed to be taken by the

un to terminate the pregnancy.

RS OR. O'SULLIVAN: I want to know what the exact
- 2 .
{1 wording of this is going to be. .
2 DR. DAVIDSON: Ve will do that. )
3 DR. NARRIGAN: 1 just wanted to respond to

4 Cassandra's concerns. | am much more reassured having

5 heard even informal comments from the WO representative

6 concerning it seems to me the safety in very, very complex

1 situations. It is not the United States I understand.

B DR. HENDERSON: The WHO went and got patients,

9 and they went and visited them. They called them if they

10 did not come. Most of the women that I am concerned about,

i1 no one is going to go and get thes. No one is going to

12 call them because a ot of them do not have phones. Those

3 are the women that 1 am concernied about.

4 DR. LEVIS: That is always the case in a clinical”

15 tria) though. 1 mean, anybody conducting a clinical trial

16 has a responsibility to follow up with their patients.

17 DR. HENDERSON: Right. That is why 1 — ' -

I8 DR. LEVIS: And you are not going to get data

19 until after it is approved in a nonyideal population. 1 .

0 just think that it is not going to happen.
DR. DAVIDSON: We are generating a fair amount of

response to this. :

DR. DALING: Maybe we can work on this in

4 question seven, post-labeling surveillance.

5 DR. LEWIS: You could qualify it.
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1 DR. DAVIDSON: Mould that satisfy you? Look at

2 seven? .

- DR. HENDERSON: I looked at seven. It is
sstsarketing.

5 OR. DAVIDSON: I mean, would your concerns be

6 accamodated if there were appropriate conditions raised in

rd to question seven? -

am' ;Bmsm I will think about that.

L DR. DAVIDSON: Okay. Dr..Zones?

0 DR. ZOMES: I have 2 couple of thoughts. One is

1 that this is an additiona] option for women seeking to

2 terminate pregnancy. Therefore, they can weigh the cost

3 and benefits of each of the methods and which was best for
4 thes through the advice of their physician. But also it

5 seems to me that there are other medical procedures where
6 we face the same difficulty. The one that comes to my mind
7 is cervical dysplasia where, if the physician thinks that
8 the woman will not continue to seek care, they will do a

9 much wore invasive procedure than if they think the person
0 is likely to come back. It seems to me in this situation
1 that physicians or providers will have to make judgments

? about what is the most appropriate procedure in

} consultation with the patient.

‘ DR. DAVIDSON: Yes.

5 DR. DALINS: One other comment. A lot of these

Use of Mifepriston -

PR—

1 echo the fact that most of these patients were actually

2 indigent patients who do attend planned parenthood and

3 other clinics and, thus, represent a wore difficult sector

4 of the population. So I am not guite sure that I agree

5 with Dr. Henderson's coments that this represents a

6 significant bias.

1 OR. DAVIDSON: htgu:ncubsemtimﬁn#\in

B clinical research regardiess of what the issue is, there is

9 almys a concern that once you move from clinical trials

10 which has a selective focus on it, what is going to be the

1] compliance and other questions when it is put in general? -

12 DR. HENDERSON: I understand that. The thing

13 that concerns me is that at the second visit, if they do

14 not show up, what happens? They then come bacX with a

15 pregnancy that has not been aborted that has been exposed

16 to a new medication? It is mot just simply that they are .  ~

17 different, but the consequences are so dire that theymy -

18 have a fetus that they are forced with having to decide to.

19 terminate because they have been exposed to this

0 medication. They may be coerced into having a suction
because they delayed the prostaglandin. I understand that -
all clinica) trials when you put them into practice are -
going to be different.

4 I just think the consequences of this particular
trial if women do not follow-up are so severe that it just

254
.udies were carried out in Planned Parenthood. I think
! that they see a population, a broad population, and one —
| a population that has a high concentration of the type of
| people whom I think Cassandra is concerned about. .
) DR. DAVIDSON: Any further comments? Did you
j have one?
' DR. AZ2IZ: No. Actually, that exactly was my
} point. 1 think that it is true that there is some bias
) because they have been paid to come back.
) PARTICIPANT: Well, they are not paid.
‘ (Discussion of f record.]
! DR. AZIIZ: Vell, let me rephrase that. Their
| expenses have been covered. Okay. Mait a minute.
[ PARTICIPANT: Free care? They are provided free
y care? - :
i DR. AIZI2: Veren't there termination —
’ PARTICIPANT: Their procedures were paid for.
; DR. A2212: The procedure was paid for.
| PARTICIPANT: It was free.
! DR. AZZIZ: VWell, let's not get into semantics.
The procedure -- let me just finish a comment here.
PARTICIPANT: They had access.
[R. AZ2I2: There is some bias because obvicusly
‘hese people were highly sought for and their termination
penses were covered; however, I just sisply wanted to

- 296- .

1 requires extra caution besides just knowing that it is ..
2 going to be different in practice. Because I think that
3 the potential for coercion, the potential for adverse
¢ perinata) outcome I think is great. I just think that that
5 needs to be addressed because it is not just simply putting
6 a clinical trial. If it was one drug and they did not show
7 up and you deal with the conseguences, that is fine; but
B there are two drugs, and you need to confimm that the
9 pregnancy has been avoided. And there are all Kinds of
10 consequences -~ there is a mechanisa that just sets off a
I1 cascade that if they do not follow through is so severe
12 that I think it is different than just any clinical trial.
13 DR. KOSASA: Dr. Davidson? Me have kind of run
)4 into the same probles with Laminaria. Ve put a Lamimaria
IS in and then if the patient does not come back we get quite
6 nervous and try to find thes,
7 OR. HENDERSOM: I understand. But then you do -
I8 not have -- you have this concern that maybe she is going
18 to have a pretern delivery. You heve the concern that -
0 maybe she is going to have an infe2tion. But you then do
} not have the concern that she carries a fetus that may have

soe malformations. And while we have the data that

suggests that it is highly unlikely, if she does, it will
4 be highly unlikely and difficult to prove that it was not

MIF 005281
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very different. I wean, 1 agree with you. Lamiraria is 2
prnhlnimymwndpatmtstmandukuntnm
‘back. But I think the consequences are 50 vastly different

rat it concerns me.
DR. DAVIDSON: Ve have been told by some of the

people who are working with the populations that include at
Jeast some’ patients in the category that you are concerned
about that comfliance seems to be reasonable. I guess that
is not enough to satisfly what your reservations are.

liowever, o you accept — this is really a question — that
some of your concern and reservation is also hypothetical?

DR. HENDERSON: Absolutely.

OR. DAVIDSON: Okay. Let's read the gquestion
again and see where we are.

Taking into consideration the overall evizhm:
for safety and effectiveness of the regimen, do you believe
the bensfits outweigh the risks for use of the regimen for
the proposed indication in the United States? Is there any
further discussion or comment on_readiness about voting on
that question?

[No response.)

IT not, may we vote?

If yes, raise your hands.

[Show of hands.]}

That is six, as I right?

1 PARTICIPANT: Mo is voting?
2 PARTICIPANT: Deborah and Mary Jo.

3 DR. DAVIDSON: There are eight votes.

4 PARTICIPANT: I think it is 2 yen:ru: question as
5 to who is voting at this table.

6 R. RARICK: The voting members include

7 Dr. Daling, Dr. Henderson —

8 DR. DAVIDSON: There are eight voting members.

9 0. RARICK: — Dr. Petitti, Dr. Davidsom,

0 br. 0'Sullivan, Dr. Marvigan, Dr. Lewis, and Dr. Kosasa.

1 There are eight. .
2 DR. DAVIDSON: Right. Dkay? Mext mtim. If
the regimen were to be approved, do you consider the

¢ Tabeling proposed by the applicant on how to administer the
Sragmm“ubmitsrpatmtstnmmittnh

6 appropriate?

g Y DR. DALINS: I think they need to add to the

8 labeling that the studies done to date do not apply to
uomen who are over 35 and are saokers or szoke nore than 10
0 cigarettes per day since the data was not collected on
those people. -
0. RARICX: Doyou have any specific concerns
about that age group or swoking-specific concerns that yw -
¢ think they are at higher risk for some reason? I just
wanted to —

PARTICIPANT: Are you voting?

DR. DAVIDSON: Yes, I am voting. Raise your
hands. Six. All right.

Opposed?

(Show of hands.]

Abstentions?

(Show of hands.]

Six yes, two abstentions.

PARTICIPANT: Mo, one -~ which are you doing the
voting no or abstaining?

The voting, yes.

PRATICIPANT: Let's do it again, please.

PARTICIPANT: T am sorty.

DR. DAVIDSON: Okay. All yzs. raise your hands.

[Show of hands.])

One, two, three, four, five six. There are two
abstentions.

PARTICIPANT: I thought it was seven.

DR. DAVIDSON: No. Only eight people voted.

PARTICIPANT: Why don't you let us finish, Cindy?

PARTICIPANT: It is six.

DR. DAVIDSOM: It is six.

PARTICIPANT: Six. And how many are against?

OR. DAVIOSON: Two abstentions.

PARTICIPAKT: Two abstentions. Thank you.

Co.o. e
) OR. DALINS: They may be. I mean, they certainly
2 must have been thought to be because they were eliminated =~
3 fros this study to begin with.
(] DR. DAVIDSON: The group that was eliminated, if
5 I understand this, are the ones who are over 35 and smoke?
6 DR. DALING: That is right.
7 " DR. DAVIDSON: That is what you are saying?
] DR. DALINS: That is what I am saying.
9 DR. DAVIOSON: Over 35 and smoke. And what is
0 your question now?
1 DR. RARICK: Some of the medical conditions such
2 as prior cardiovascular disease were not included in the
3 proposed labeling, yet again they were eliminated from the
4 studies. :
5 DR. DALING: They were included in the provider
6 labeling but not in the patient labeling.
7 DR. J0NES: Vere there contraindications? .
8 DR. DAVIDSON: Your interest is that the
9 conditions that were excluded in the trial should also be |
0 identified as exclusions in the patient — at least thet
1 the trials did not include patients with those conditions?
-~ DR. DALING: That is right. Just that

information. Ve do not — .

DR. DAVIDSON: Just provide that inforsation.

DR. DALING: We cannot really address that issue.

]
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i OR. DAVIDSON: Dkay. Do you understand that? In
2 regard to labeling the concern is thit the conditions and
3 cautions in the clinical trial protocols should be provided

s inforsation in the patient information leaflet, such as
. chronic conditions and over 15 and smoking — those have

6 not been tested. )

7 DR, HENDERSON: I think adolescents also have not
8 been tested., '

9 - DR. O'SULLIVAN: There are a couple of other

00 things that I would like to bring up. Some of them are
1] wording issues and labeling that I had some difficulty with
12 or the way it should perhaps — may o peculiarities.

13 DR. DAVIDSON: This is the time to bring them up.
N4 DR. O'SULLIVAN: Yes, well, there are guite a

15 few. I do not know if you want to go through all of thes.

16 0R. RAICX: Are you suggesting specific wording?
b IR. D'SULLIVAN: Yes.

18 IR. RARICK: If you have 3 general concept that

19 you would like us to work on or“if you could give us a
20 draft of your — I mean, if it71s a general —

2 OR. O'SULLIVAN: [ could give you the draft, yes.
)] DR. RARICK: Are there any specific issues you
23 would want the comittee to agres or not agree on?

u ‘OR. D'SULLIVAN: Well, two things. I think that

15 under contraindications I have some concerns about things

o
) wording even in terms of the patient's part of that — are

2 we dealing with that too now?

3 DR. DAVIDSOM: Yes. '
4 DR. O'SULLIVAN: Even in terms of the patient's :
5 part of that, 1 was trying to read this- both as a patient ;
6 and as a physician. I think that there are things mlu-t i
7 that ought to be worded differently.

B IR. DAVIDSON: Well, actually, the patient part
9 is mumber five.

A0 © [R. O'SULLIVAX: I could leave my coments with
i1 Phil.

12 OR. DAVIDSON: But, if you have any other | gnmc
13 ones that are more than just editing, then I think they

4 ought to be raised.

S DR. O'SWLLIVAN: Yes, there is one other one.

16 Under — this is page 10. It says visit day three, the :
17 third paragraph under that. It says because of the risk of -
18 walformation of the esbryo as a result of the trestment

19 procedure patients who have an ongoing pregnancy at visit -

0 three must be prepared to have it terminated. luttl!nh
no information whatsoever about what the risk of .
malformation would be. [ think that in order for somebody -
to be able to make a decision here about must be
¢ terwinated, they ought to have some ides of what
information, if any, is available. It should be in there.

ko]
‘ike cardiac disease and insulin-dependent diabetics. 1
aean, there is no information regarding those entities.
3 Obviously, these are entities that women might consider
4 this procedure for.
5 DR. DAVIDSON: I think that is close to the
6 objection -- the question that is being raised already.
1 That should be included in the patient information.
8 DR. RARICK: Those of you with specific editing
-3 or wording suggestions, we would appreciate simply letting
10 us have those suggestions so that we could take that under
\l advisement. In this meeting, we would like you to think of
.2 expressing just sort of the general concept as Mary Jo and
3 others have that you are concerngd that the exclusion
4 criteria somehow be reflected. Ve could then take that
.5 under advisement.

b DR. DAVIDSON: At least the front part of her
7 question is similar to the first advisory. You had others?
B8 DR. O'SULLIVAN: Under the section where it talks

9 about drug interactions and it says that in addition, drugs

‘0 known to cause enzyme induction -- ] am not quite sure 1

'] understand what that means. 1 think that that needs to be

2 a little bit more specific.

3 DR. DAVIDSON: Okay.

4 OR. O'SULLIVAN: I have a lot ihat I would like
3 leave with Phil. But 1 guess I think that some of the

304
1 IR. PETITIL: 1 had a similar coment on page 2 -
2 where there is a discussion of the teratogenicity studies.. - —
3 In fact, I think it should probably be made a little
4 stronger in relationship to the esbryo toricity studies.
5 It seems to me that the data from misoprostol strongly
6 support the conclusion that it is a teratogen and that that
1 is the reason for recomending that a pregnancy that
B continues after exposure to both mifepristone, misoprostol
9 be terminated based on a probabilistic assessment that you
10 cannot rule cut the possibility of a congenital defect
I] after that exposure. 1 think that it is a 1ittle weak the
12 way it is written now and that is a generic comeent both
I3 for the patient and the physician labeling.

] . O'SULLIVAN: [ do not think that we have the
IS information to say that it is a teratogen.
{3 DR. PETITTI: 1 think the anima] data supports

17 the conclusion that it is a teratogen. It is a pregnancy
I8 class D drug when given — class X drug when given for its
19 other indication.

0 DR. RARICK: It is X, right? -
. PETITTL: X. - -
DR. O'SULLIVAN: But it is an X because there is
absolutely not enough information. The only animal data we
4 have is in rabbits — the rats and rabbits. The monkeys —
I mean, there is very little of anything really except in
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some vabbits.
. PETITTI: 1 think there is data from hmans

to suggest that it is also teratogenic in humans.

IR. AARILX: Excuse me. 1 think the misoprostol
jabeling that you are referring to — is that wat you are
referring to?

R. PETITTL: Yes, I am referring to misoprostol.

DR. KRRICX: It has a boxed warning not to be
used in pregnant women, but it is because it causes
abortion, not because it is a teratogen. It is not a clus

X drug.

0R. PETITTI: That is a good clarification. I
think T tried to ask that question.

0. ARICK: And the data from Brazil on its use
is.not — support the teratogenic.

DR. KESSLER: Mhy con't ae — and I know it is
late — Dr. Jordan, why don’t you just go to the
wicrophone, if you would? It is j.very important point.
The teratogenicity of misoprostol.in laboratory animals —
what is on the labeling and what is known?

DR. JORDAN: Okay. On the labeling it says that
it is not a teratogen for miscprostol; however, there are
other data for other PGEl’s that show that there isa
possibility that it .is a teratogen in rats, but 1 have not
reviewed specifically that data. It is Kind of new data.

k1)
1 concerns about four and/or five?
2 IR. AZZIZ: 1 mave a concern with the section on
3 dosage and adeinistration. Under visit two day three of
4 misoprostol adninistration there should be a coment there
5 stating that, again, for informtion to  the physician, the
b provider that the effectiveness of the misoprostol
7 administration my decrease with a greater delay in its
8 adwinistration or its timing. Ve do not really know
9 whether given three cays later or four days later it is
0 stil) or not effective. I think we should sisply mote
1 there that the effectiveness of that may decrease. =
DR. DAVIDSON: That qhnm that point of the
3 two-day dose.
[} R. AZZIZ: Correct. But for the practitioner I
§ think it is isportant to understand why that issue needs to
6 be given that wy. Because there is nothing here to
7 indicate that that may become less effective.
DR. D'SULLIVAN: bhy even select two cays?
OR. AZ2I2: Yes. Vhy two days? I mean —
DR. DAVIDSON: Well, they said some of the
synergy — ]
IR. AZZI2: 1 unerstand that, but there is
nothing in the physician label. -
DR. DAVIDSON: Okay. It should be ncluded fn '
the labeling as to why there is that two-day limitation.

e o

306
t for misoprostol itself it says that it is not a
«eratogen.

DR. DAVIDSON: Unless you have captured this
otherwise I think, and I want to repeat this for the .- -
comittee, that regarding labeling for the physician and
patient is that the committee is concerned that the
cautions, and the conditions, and exclusions that were in
the clinical trial protoco) for information should also be
included in the labeling and the patient information
leaflet saying that there is no data as to what the effects
would be with these associated conditions. Okay? And the
recomendation for pregnancy termination should be worded
in a way that it is an unknown specific risk but there is a
risk. Since it is unknown, it is advisable that pregnancy -
termination occur if there is failure. I am restating that -
to see if that is what the comittee is concerned about.

OR. O'SULLIVAN: I would say that it should it be
considered, but would not say advisable.

DR. DAVIDSON: Well, say to be considered.

DR. HENDERSON: Or offered.

DR. DAVIDSON: Offered. In other words, they are
seen as to be less desanding. Okay.

Are there any other concerns about quzshnns
four? Since we have talked about five these are labeling

1 inforred consent guestions. Are there any additional

N S
1 Okay. Anything else? .
2 OR. IOMES: I alluded to this before, but I =
3 wanted clarification. In the provider labeling it Vists
4 chronic conditions about which there is very little
5 information. I think that those should be itemized in the
5 patient packaging.

OR. DAVIDSON: Yes, we said that.
8 DR. ZONES: VYes. Also, it says tht you should
3 report to your physician any drugs that you are taking. 1
10 think that you should list drugs, particularly aspirin and
1] other comon OTCs.
32 DR. DAVIDSON: Well, that is also included in the
13 cautions and instructions that were in the clinical trial
14 protocol.
15 DR. 2ONES: I just want the patients to have the
16 specific details because sometimes they catch stuff.
17 DR. DAVIDSON: Ve have r:quested that that be .
18 placed in both. Any other? Yes.
19 BR. PETITTI: I was myse}f on page six modevately .
D0 confused about what one would do with the nursing mother.
D1 1 think that this arises from the use of the regimen where
D2 misoprostol is not recomended for use by lactating women;
23 but for mifepristone you have to decide whether or not to
D4 discontinue nursing or discontinue the drug. I think there
DS is a contradiction there and it needs to be resolved.
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1 IE. DAVIDSON: So, in essence, the advice would
2 be that the regimen would not be cosmended for nursing

} nothers rather than dividing it this wy?
DR. HEMDERSON: Do we know whether it is stored?

» » nean, vhy can't they discard that milk for the two or
5 three days and continve nursing? bhy do they have to stop

! nursing? .

3 IR. $CTITTL: 1 am only saying that

) misoprostol —

) OR. HENDERSON: bt‘lftf:y(hmtmuhﬂe

| they are taking — if they do not give the baby the milk
) while they are taking the medication, why could they not
| resume nursing after the termination if they are still
i producing milk? I do not know. I mean, I am just asking
v if that is —
i OR. PETITTI: I am only saying that given that
' misoprostol is not recomsended and it does not explain why
! it is not recommended for nursmg wmen that the advice
| should be the same.
i DR. DAVIDSON: Can you mt on this,
Dr. Rarick? )
IR. AARICK: ] think we hear you that potentially
we could work with the sponsor on that section of the '
Tabeling to either have it be consistent not to use it ia

a

1 efficacy, which is a success of what 81 to 82 percent if it
2 is near 49 days versus 97 percent of so if it is mech
3 aarlier? ls that difference significant encugh that it

| 4 should hmve higher exphasis in the patient informtion

5 Jeaflet? Vrat about the people who condcted these
b studies?
1 (R. 0'SWLIVAX: According to the data the
8 drop-off is after 49 days.
8 IR. DAVIDSOM: So Ult is not significant enough
0 to be of any concern?
1 R. BARDIN: It is a highly statistically  _
significant observation; however, it does not mke a lot of
clinical difference as long as ysu stay below 49 days.

DR. DAVIDSON: Okay. All right.

4

5 DR. BARDIN: So I think that both statesents are
6 correct.

7 DR. DAVIDSON: Vell, then we do not need to

8 bother.

9 Are there any other coments or concerns in

0 regard to four and five having to do with labeling and ﬂ!
patient information?-
0R. KARRIGAN: I-jave just an unfortumate
procedural — I did not receive this document s0 1 am going .
4 to abstain because ] have not ad a chance to review it.

RS DR. DAVIDSOM: But this — we are not going to

Tactating women or to tell lactating women to stop’
k)] m
tating during its use. 1 vote on these two. Ue are just raising issues. ~ o
[Laughter.) 2 DR. NARRIGAN: The labeling? -
PARTICIPANT: Turn on and turn of ? 3 DR. DAVIDSON: Right.
DR. RARICK: Do you understand what I mean? Stup 4 DR. NARRIGAN: Oh, I am sorry. Dkay. Thak you.
breast-feeding. 5 1 misunderstood.
DR. DAVIDSON: Either way would work. 6 0R. DAVIDSON: Well, let me vead the question and

[Laughter.]
DR. RARICK: To add to Dr. Petitti, I think the
-warning in the misoprostol is an actual label because it is
a chronic-use labeling. So we will have to work with this
sponsor with how we work on that section. Thanks for
pointing that out.
» DR. O'SULLIVAN: While you are on that page,
too -- and I wrote a note about this -- pediatric use. It
says safety and effectiveness in pediatric patients. Well,
what is a pediatric patient? I mean, if pediatricians —
the adolescents and the pediatricians will tell you up to
age 23. So somehow we are going to have to deal with that.
OR. RARICK: Right. The sponsors probably are
trying to conform to our pediatric use guideline document,
and so we will have to work with them again on that.
OR. DAVIDSON: Let me ask a gquestion about
another issue. Are you through with the lactation?
Efficacy diminishes with gestation age. Is there
ppropriate emphasis as written that the decreasing

7 see if we are responding. If the regimen were to be

8 approved do you consider the labeling proposed by the

9 applicant on how to adwinister the regimen and how to

10 monitor patients who are receiving it to be appropriate? Ve
31 are providing 3 Tot of comments that have taken — so we

12 did not vote on it being approved. Is it necessary since

I3 we are giving you a1l of this other advice? So whatever — -
14 but if you have any -- even in your present reading, if you
35 have any gquestions or concerns, this would be the

16 opportunity to raise them. (OKay.

j7 DR. RARICK: I think you are safe to answer the

I8 rest of the questions as commentary probably. Instead of T
19 voting and then comenting you mght as wel just give us

0 the actual —

1 DR. DAVIDSON: Well, we were Kind of going in
that — we tried to as such as possible do what we are
instructed and requested.

‘ [Laughter.) i

Does someone have — yes?
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. PETITTI: I fave just two other relatively
rinor coments — well, one minor, and one major. I think
that physician or the labeling should say written informed

nsent rather than informed consent. 1 think that most

nysicians are used to informed consent, but this is
ictually a specific requirement for written informed
mnsent. -
On the“actal patient consent form where there is
tl'e:part shere people are going to be asked to sign, I
ould 1ike to have something perhaps added that the
hysician has discussed alternatives — just maybe a
entence: "My physician has discussed with se alternatives
o medica) abortion, including surgical abortion,
ontinuation of the pregnancy.” I wonder if pertaps since
metines patients actually read these things and pay a lot
f attention to them that there sight be 2 statement that
ould say my doctor has confirmed that I am pregnant and
hat the pregnancy has not lasted fgr more than 49 days, or
omething that affires that that patient sort of
nderstands what the doctor told her.

DR. DAVIOSOA: Dkay. I think that that is a good
pint.

Any others in regard to four and five?

[No response.]

If not, are you ready to move to the next mmber

15
1 information, ] mean, those rurses have to have physician
2 supervision at some level.

3 . 0'SULLIVAN: I believe they are supposed to,
{ yes. _

5 R. AZI7: So that would cover that.

6 . 0'SULLIVAN: Vell, 1 just wanted to make

7 sure.

: - IR. DAVIDSON: Dkay. ANl right. Are there any

9 other questions about the proposed distribution system?
0 DR. O°SULLIVAN: The other guestion ] hmve is how
1 — this recordkesping that the physician is going to teve -
to do — that is exactly the same_as the IUD record systew?
3 Is that exactly what you are proposing? It would be no

- B4 different from the IUD recordkeeping systen? -

5 IR. VINIKDFF: It is precisely modeled on the IUD

6 systen. ] think that in all of the largest elements 1t is

7 the same. 1 cannot tell you that the actual fores are the

8 same. -

9 DR. O'SILLIVAN: My point is that it should be a

0 simple as possible because in today's world with all of

this stuff that doctors have to do in the office plus how

fast they have to do it and"how quickly they have to turn

it over, and the amount of paperwork that they have to do -
¢ it is getting to the point where you do more paperwork than ’
you do patient work. It has got to be simplistic. '

u
x? If the regimen were to be approved do you have
ecamendat ions concerning the drug distribution systes
roposed by the applicant? Now, that has to do with only a
hysician, the training involving pregnancy, dating,
ctopic pregnancy identification and surgical evacuation of
he uterus and the dispensation would be in the doctor’s
ffice or clinic. The drug would be provided directly to

he provider.
DR. D'SULLIVAR: Again, I have a question.
DR. DAVIDSON: Yes?

DR. O'SULLIVAN: There are nurses who do
bortions who are recognized to be able to do that. Are
hey countermanded from the opporfunity to do this as part
f the abortion services that they provide?

DR. DAVIDSON: Vould someons from the Council
ike to answer that in terms of what intentions are?

DR. VINIKOFF: Use of the drug the wy it is
roposed has to be under the supervision of a qualified
Tysician.

DR. O'SULLIVAN: So under the supervision? That
s fine.

DR. DAVIDSON: That is what I thought. Yes.

DR. O°SULLIVAN: That is fine.

OR. DAVIDSON: Okay.

DR. AZZI1: A point of interest, I think, for

N | (e
1 DR. VINIKOFF: I certainly appreciate that. I am  _.
2 sure that we do not want to encumber the physicians who are.
J using the drug.
{ DR. O'SULLIVAN: It will stymie thes from using
5 it at all.
b DR, DAVIDSON: Al right. Are there any other
7 suggestions or comments about six? .
8 DR. RARICK: I would like some clarification. I
9 am assuming that this would be distributed to any provider
10 who requested it. But would there be some way of
) validating it?

2 OR. DAVIDSON: There were training and skill —
13 DR. RARICK: That was-what I was wondering. How
14 is that being evaluated?
15 DR. HENDERSON: Well, it would be like the
16 Norplant system, I assume.
Y DR. RARICK: I have not heard that. ' -
i\ DR. DAVIDSON: MHow would physician and provider
18 selection be operationalized? _ .
] DR. HENDERSON: Thank you That is much better
wording.
[Laughter.) :

OR. VINIKOFF: The distributor will be the entity
¢ responsible for operationalizing the actual training of the
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. HENDERSON: Who would?
. VINIXOFF:  The distributor of the drug.
. HEXDERSOK: Meaning you?
. VIKIKDFF: No. Ve sre not the distributor.
. HENDERSON: Dh, I see.
. RMIX: Vo is? s far as the wlidation
that the phplcuns have appropriate training, the
physicians will Juve to certify that they do. But there is
proposed to have an examination of the #qsu:im

OR. ALLEN: ‘My name is Dr. Susan Allen. 1 am the
President of Advances in Health Technology. I am very
pleased to be here todsy. My responsibility and the
responsibilities of my organization will be to ensure that
yroviders are trained and that the qualifications that you
wuve heard discussed earlier today are met. Only
shysicians who have had training in how to adeinister the
frug, how it works, what the side effects are, what the
:omplications are, and how to manage those side effects and
:omplications will be able to order”and receive the drug.

© DR. D'SULLIVAN: And hoi'will you supervise that

they have had experience in giving it?

DR. ALLEN: We will basically ensure that they
ave received that training. Ve are not going to go in and
supervise every physician and watch them do it.

SN Ay e S b e s N Jls

1 . RRICK: Mot just the training program,- but
2 they self-identify that they have training in surgical

3 technique, that they have training in diagnosing an ectopic
4 pregrancy, that they have training in the diagnosis of

5 gestation. Those are some of the — theprovider

6 requirements will be self-identified.

7 DR. ALLEN: Yes. Ne will ask them those

8 questions. If you also recall when you go through medical
Ssdmlymlamiuto&telprmmy You learn how to

0 diagnose ~
| DR, O'SULLIVAN: Mo, no, no. That does not work

3 OR. ALLEN: I disagres, dut okay.

{ DR. DAVIDSON: I just want to caution you that

S you are Tooking at a table full of professors here.

b OR. ALLEN: I know. I do respect that.

? [Laughter. ]

8 OR. KESSLER: Can I just ask on one point? In
9 the slide that the Population Council showed it took -
0 careful introduction and distribution requirements. One of
these things is physicians who have had training and then
it listed three things. Is_that only your training or does
a board — let's start witha board-certified ohstetrician -
4 who has — '

DR. O'SULLIVAN: "That is what I am trying to DR. ALLEN: Right
s 320
‘srstand. You are going to bring physicians in to see 1 DR. KESSLER: They do not have to take your .
ot they know how to give the patient a pill? 2 training. N
OR. ALLEN: Ko. We are going to provide training ] DR. ALLEN: That is right.
‘or physicians throughout the country to ensure that they { 0. XESSLER: They have to be able to c:rtify

fo know how the drug works, what it is about, how well it:
works, what the side effects are, and what the
womplications are, et cetera. But we are not going into
wery physician's of fice and watching thes administer pills
0 women.

DR. D'SULLIVAN: Let me try it another way. Are
rou going to have meetings and seminars?

OR. ALLEN: Yes. Ve will be doing seminars
:hroughout the United States.

DR. D'SULLIVAN: Well, now I have another
westion. If you are going to do these seminars, are you
1aying the physician to come to the seminar?

DR. ALLEN: Ho. Ve are not going to be paying
he physician to come. .

DR, O'SULLIVAN: I just wanted to make sure.

DR. RARICK: Dr. Allen, I think the guestion also
is, okay, now you are going to be providing to those
thysicians only? Do you have to have records on them that
ey self-identify that they arz trained?

DR. ALLEN: Yes. Ve will know which physicians

* indeed been through the training program, yes.

5 that they have met this. But you will also offer training

6 and then physicians can-certify?

7 - DR. ALLEN: The way that the training will be

8 done ~- it will be done in two phases. The first phase

9 will be in providers who currently make surgical abortion

0 services available so they already have those skills.

1 The second phase of training will be done in

2 clinicians who do not currently make surgical abortion

3 services available. And that will include training in

4 manual vacum aspiration. So there will be a component

S ensuring that physicians who do not right now provide

6 surgical abortion services have some training in manual

] vacuum aspiration.

B DR. AZ212: I have a cooment. I think we are e
9 treading on very dangerous ground. One, we are trying to

0 dictate medical practice which is gt what we can do. -
Secondly, I think that it is an ervor and probably needs to

be addressed now to train nonsurgeons to do a procedure

which is a D& on 2 pregmnt uterus which is extrenly

4 risky.

5 Now, early on I asked the question whether tl! .
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same physician wo administered mifepristons had to do the
QL if there was a failure? The answer mas no. He or she
agd to have backup for that. So before you all get into

p water by training family practitioners who have never
gore surgical procetures to do a procedure that is
complicated, T would sisply readdress the issue. Do these
physicians sisply need to identify a backup surgeon in the
event of a fivepercent failure rate in which case then the
issue is resolved? I would Vike you to address that :
clearly because ve are getting conflicting information.

. ALLEN: Mell, first of all, I do think that
it would be important for physicians who do not right now
aake surgical abortion services available to indeed
identify clinicians who could provide backup services for
them. 1 am not an O86YN physician. 1 provided thousands
»f abortions in the United States and was trained in
wpproxisately two weeks time to perfors instrumental
wacuation of the uterus. I do ngf think it is necessarily
ppropriate to say that family practitioners,
ssdiatricians, internists, et cetera, will not be able to
nake evacuation of the uterus a safe procedure. 1 think
that it can be done.

0R. AZ2I2: My concern is that I would not tie
this drug shich we are considering to the training which is
-ather radical. 1 mean, you are a highly-motivated, very

R VX|
1 that and who has only attended a seminar is the worst '
2 possible choice of person to do that. Trey should have 2

3 surgeon available as backup.

4 IR. ALLEN: Agin, point well-taken. I think the

5 other thing shen I mentioned that there would be tao phases

6 of training, the two phases will also be very different.

7 The first phase of training in which you have providers who

8 currently make surgical abortion available will have to be

9 much less intensive because they already have the skills.

0 Vhen you talk about the second phase of training, and you

1 are taking on not just a didactic session but a practicm -
session as well, it is not something that will probably be
able to be done in a cay. It may take a few days. It my

4 take observation and participation by those particular

5 clinicians in a clinic that right now mkes those surgical

§ abortion services available. T
7 IR. AZI2: Agin, I am confused. Your training = -
8 of nonsurgeons to do procedures surgically in two wesks’

9 time is a radical and I think very interesting approach.

0 Is this what the comittee is being asked to look at or

not? Because originally we never thought this ws. I

22 think this is why I am congerned that this is getting

23 involved. Ve are simply going to ask physicians to -

© ¢ identify a backup if they do not do the procedures at this

RS point.

» 22
e1ligent person who wants to do this. That cannot be
sranslated to a largs population of physicians. So I would
vt tie what you just recommended to this drug approval
wrozess because I think that is wrong to do so. .

DR. ALLEN: Point well taken. But I also do not
hink that -- every physician in this country is not going
.0 want to make this drug available-to women; but there
1111 be many who do and they will sant to acquire the
Xills that are appropriate to manage the side effects and
:omplications.

DR. LEVIS: I have to agree with Or. Azziz. 1do
wt think you can teach somebody to do a surgical
wacuation of the uterus in a simple seminar with a
annequin or samething.

OR. HENDERSON: I think you can. You just cannot
andle the complications.

DR. LEWIS: MNo. And you are talking about
iomething that you would have to do in only five percent so
ou would do this actually infrequently in contrast to
ourself. It is not that the person is a family
ractitioner or an intern, it is also the frequency with
hich they do those procedures. So, if you are talking
bout in an emergency situation having the skill to be able
~ do this deftly, appropriately, and with minimal

plication, such a person who has never been trained in

N - | U
1 OR. ALLER: This is not to my understandinga .
2 part of the labeling that you will be reviewing. I do not
3 think that you are being asked to approve that.

] DR. DAVIDSON: But we are being asked to coment
5 on the distribution syste. This is part of what is being
6 proposed.

7 DR. KESSLER: And it -is our understanding that
8 the distribution system will be a part of the labeling.

L] DR. RARICK: Essentially.

10 DR. DAVIOSON: Right. I think what you are

11 hearing from the comittee as the issue of skills being
12 discussed, there is considerable unease about how that

13 certification and documentation is going to be done to

14 ensure safe delivery of this regimen and management of its
IS complications.

16 DR. ALLEN: Point taken.

17 DR. DAVIDSON: I think that it is a comment that .
I8 the comittee is just — .

19 DR. RARICK: Let me ask-jhe question a different -

0 way, Dr. Davidson. Does the committee agree with the

] concept that the distribution system of provider
certification providing only to providers who are certified
and that they have training in blzh-blah, and blah, is that

¢ something that you can live with as the restricted ~
distribution system — that we will work further as to how
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5
tral is goig to be verified, confirmed, or is there
anything else you wuld want to add?

IR. DAVIDSON: \e may mant to take a vote on that

whether or not that we agree in concept with the

proposed distribution but we have some serious reservations
about how it is curvently described in terss of assuring
safe and adegate credentialling.

R. ARIZ: But just to bring it back agin. The
Jabeling currently proposed does not bring in any of these

concerns that we have just been sprung on.
DR. DAVIDSON: That is the reason why -~ so would

ywnntbvdtzmhtlhvzjwtuidthtnagrein
concept with the proposed distribution but we have serious
soncerns about how certification of the skills is presently
tescribed?

ﬁ RARICK: Ilbmtthln! ﬂltymmdtuvute
n that, 7. Bavidson.

7
1 following this medical procedure.
2 R. KESSUER: For every physician wo
3 participates?
] [R. HENDERSON: Should report surgu:ll
S complications.
|6 IR. O'SULLIVA: Could ancther way of asking that

7 or ancther way of dealing with that be that those
8 physicians who are already credentialed to do this either
9 in hospital facilities, smbulatory care facilities, or by
0 the departsental chairman would not have to do that, but
1 those who are not credentialed in that manner would have to -
do that? -

OR. DAVIDSON: That is ene way. There are
¢ various wys to look at that distribution. Because in
5 instances where there are already clinical privileges being
§ monitored in this regard, there my be less of a need in
7 terns of loahng at the skill question.

8 . AIZIZ2: VYes, just a coment again. lthil*“"

DR. DAVIDSON: Ve do not?
OR. RARICX: 1 think wehear that coment. 9 you are right, Dr. Kessler. You db not sant to make it ~
OR. DAVIDSON: Oh, okay. 0 over-burdening, but you to need some information. 1 think
DR. RARICX: If everybody agrees? that segregating out as to whether it is a university doc
OR. DAVIDSON: So you just took a vote. or an 0BSYN-certified would-be unfair to our family
R. RRICK: 1 anm sorry. practice intermal medicine wllugzs who we wmnt to -
[Laughter] 4 encourage to use the drug if it is approved.
[R. RARICK: You can go right ahead and vote. RS 1 think a tise-limited survey of six sonths, a
12 -

(Laughter.]

OR. DAVIDSON: Mell, since we voted, anpay, all
in favor of that, raise your hands.

[T?zrenslsl'uof}an:kudthnhmm
ipproved unanimously.] '

_DR. DAVIDSON: Unanimous.

Finally, postmarketing. _

DR. HENDERSON: I think the distribution system
thould be monitored postmarket — in the postmarket study.

OR. DAVIDSON: The first suggestion is that the
listribution system should be monitored postmarket.

(Laughter. ]

DR. KESSLER: -But, Or. Henderson, you have a
ittle conflicting recommendation. ~ You want to keep
ecords simple. Now, are you saying that every physician
tho administers this should be involved in postmarket
wrveillance and that is a requirement of participating?

DR. HENDERSON: I think we should monitor
omplications in the postmarket survey, that is surgical
omplications ~- complications from failed terminations
rom the medical therapy. That is what I am most concerned
bout.

IR, KESSLER: Survey or 100 percent of every
hysician. uknpartmpatzs?

0R. HENDERSOK: Reporting surgical complications

1 year, two years, across-the-board, everybody using would be

3 fanily practice with a good DBSYN backup may cb better than
¢ some 0B5VNs who think that they can take care of

5 everything. So these are issues that 1 think would be

b better just on a timeline survey, a year, six months, or

1 vhatever, i

8 OR. O'SULLIVAN: You have also got to recognize
9 one thing when you do that — that the guy who is the

10 backup will be also taking care of the complication of the
i1 other one. So this is smmething that I can tell you for

12 board exams. So you know you examine candidates for boards
3 and then you look at this big, huge Tist of complications,
14 and you find cut that this is the backup to two or three
)5 other people and he has the complications.

16 DR. KESSLER:  Dr. Davidson, may I just ask — we
17 appreciate your advice. The sponsor is here. I was

I8 wondering whether the sponsor would be willing to comit

‘B9 generally to this Kind of advice?

0 DR. ARNOLD: Yes. Ue are’ vnllmg to discuss it.
1 OR. DAVIDSON: Oh.
DR. KESSLER: Ve take that as a yes.
[Laughter.)
(] DR. DAVIDSON: Are there any other post-marketing

5 suggestlnns or concerns?

CASET Associates, Ltd.
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{No response.]

A couple 1 have heard before and that is some Wy
f looking at long-ter probably following some

spopulation to look at long-term effects of both single

nd multiple use wuld be helpful.

DR. DALING: 1 think we need to document how many
omen actially come back for all three visits.

. HEMDERSON:  Incomplete treatment.

DR. DALING: - For the three treatments, especially
he second.

DR. DAVIDSON: All right. ]

DR. DALING: And what the loss to follow-up
stually is. -

OR. DAVIDSON: Okay. The other is, as possible,
he experience over age 35 —

“IR. HENDERSON: who smoke.

IR. DALINS: And under 20.

DR. DAVIDSON: — who szple.

PARTICIPANT: Under 207-.

IR. DAVIDSON: Because although there are
wtions here, there clearly are people who both the
hysician and the patient may accept this on certain risk
» these categories. To the extent that it could be
smumented it would be helpful. Some of the clinics or et
stera may have that. Okay. :

330

DR. AZ2I2: I think it will be very important to
sep a record and maintain 3 record of pregnancies who have
eceived mifepristone, for example, and continued it.
ecause, clearly, we do need -- that will be a major
uestion -in three or four years and we need that.

[R. DAVIDSON: Dkay. Anything else?

[No response.] -

I do not have any other gquestions. So, if there
s nothing else, are there any final comments or anything
Ise we need?

Oh, one thing. Ve have some comittee mesbers
ho are departing. That was over the microphone.

[Laughter.] ~ =

¥e can do this quickly. DOr. Corfman has provided
s with some certificates documenting your participation on
he comittee for Drs. Henderson, Daling, and Dr. 2ones.

. Z0NES: Thank you.

[Applause.] ,

OR. DAVIDSON: DOn that note, we will adjourn.

] [Whereupon, the mesting was adjourned at 6:38

n.

L
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Date Assigned: 01/24/2000 Inspection Start Date: 12/09/1999 Inspection End Date: 12/14/1999
Firm Name & Address:  Mishell, Daniel R Md, 1240 N Mission Rd Rm 2k1, Los AngeleS,CA 90033 US

FEI: 2080597 JD/TA: 11 County:LOS ANGELES Est Size: ——
Phone: (213)226-3104 District: LOS-DO Profiled: No
Conveyance Type: % Interstate: Inspectional Responsibility:

Endorsement

This inspection of a clinical investigator was conducted in response to a written assignment from HFD-46. This inspection requested a
Clinical Investigator Data Audit Inspection of Dr. Daniel R. Mishell for Population Council NDA #20-687 for Mifepristone &
Misoprostal Protocol #166A.

The previous inspection was conducted 6/96 and revealed minor record keeping errors and some deficiencies in the informed consent
form.

This inspection revealed no major deficiencies. Records were much improved from the previous inspection although there were a few
very minor deficiencies encountered. No FDA-483, Inspectional Observations, was issued to Dr. Mishell. This inspection of a clinical
investigator was conducted in response to a written assignment from HFD-46. This inspection requested a Clinical Investigator Data
Audit Inspection of Dr. Daniel R. Mishell for Population Council NDA #20-687 for Mifepristone & Misoprostal Protocol #166A.

The previous inspection was conducted 6/96 and revealed minor record keeping errors and some deficiencies in the informed consent
form.

This inspection revealed no major deficiencies. Records were much improved from the previous inspection although there were a few
very minor deficiencies encountered. No FDA-483, Inspectional Observations, was issued to Dr. Mishell.

CLASSIFICATION: NAI-N/N
FOLLOW-UP: Upon Center Assignment
O: Los-Do

cc:HFD-46

cc:FMD-145
¢s:Bimo Monitor - e

Endorsement Location: See below (FACTS)

Inspector Name Date & Time of Signature  Supervisor Name Date & Time of Signature
— 01/24/2000 03:22PM E E

N ,
o * APPEARS THIS WAY

Y ON ORIGINAL

Date: 01/24:2000 Page: 1 of 5
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FEI:2080597 Inspection Start Date:  12/09/1999 Inspection End Date: 12/14/1999
Firm Name & Address:  Mishell, Daniel R Md, 1240 N Mission Rd Rm 2k1, Los Angeles,CA 90033 US

Related Firm FEI Name & Addrress of Related Firm:

Registration Type Registration Dates

There are no Registration Types

Establishment Type , Industry Code

7 Clinical Investigator/Animal Clinical Investigator 60 Human Drugs

District Use Code:

0 zero
C TO BE EDITED
U TO BE EDITED
APPEARS THIS WAY
ON ORIGINAL
Date: 01/24 2000 Page:2 of 5

MIF 005292
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FEI: 2080597 lnspectlon Start Date 12/09/1999 lnspectlon End Date: 12/14/1999

Firm Name & Address: Mishell, Daniel R Md, 1240 N Mission Rd Rm 2k1, Los Angeles,CA 90033 US

Inspection Basis: Compliance

Inspected Processes & District Decisions

Reschedule Re-Inspection Inspection
PAC  Establishment Type Products/Process Inspection Date Priority Conclusions
48811  Clinical Investigator/Animal 60 No Action Indicated (NAI)

Clinical Investigator
Final District District Decision
Decision? Decision Date District Decision Type Made By Org Name
01/24/2000 No Action Indicated (NAI) ' — LOS-PREAPP
Remarks:
APFEARS THIS WAY
Ok ORIGINAL
Date: 01/24/2000 Page:3 of 5

MIF 005293



FEL: 2080597 Inspection Start Date: 12/09/1999

Firm Name & Address: Mishell, Daniel R Md ,

Inspection End Date: 12/14/1999

1240 N Mission Rd Rm 2k1, Los Angeles,CA 90033 US

Products Covered

Product Code  Est Type Description

Assignees Accomplishment Hours

Employee Name Position Class

Date: 01,24/2000

MIF 005294

Additional Product

Description
Hours Credited To PA Establishment Typ Process Hours
LOS-DO 48811 Clinical Investigator/Ani 60 52
otal Hours: 52
APPEARS THIS WAY
ON CRIGINAL
Page:4 of 5
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nt.lnspection:Repog
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FE}: 2080597 Inspection Start Date 12/09/1999

Inspection End Date: 12/14/1999

Firm Name & Address: Mishell, Daniel R Md, 1240 N Mission Rd Rm 2k1, Los Angeles,CA 90033 US

Inspection Result

EIR Location
Central Files

Inspection Summar

Trips Nu

This inspection of a clinical investigator was conducted in response to a written assignment from HFD-46. This inspection
requested a Clinical Investigator Data Audit Inspection of Dr. Daniel R. Mishell for Population Council NDA #20-687 for

Mifepristone & Misoprostal Protocol #166A.

The previous inspection was conducted 6/96 and revealed minor record keeping errors and some deficiencies in the informed

consent form.

This inspection revealed no major deficiencies. Records were much improved from the previous inspection although there were a
few very minor deficiencies encountered. No FDA-483, Inspectional Observations, was issued to Dr. Mishell.

IB Suggested Actions

Action Remarks

Referrals

Org Name Mail Code Remarks
Refusals

Inspection Refusals: No refusal

Samples Collected Recall Numbers

Sample Number Recall Number

FDA 483 Responses

483 Issued?: 483 Location:
Response Response
Response Type Mode Date esponse Summary
Date: 01/24/2000 Page:5 of 5

MIF 005295

APPEARS THIS WAY
ON ORIGINAL

Related Complaints

Consumer Complaint Number

APPEARS THIS WAY
ON ORIGINAL



ESTABLISHMENT INSPECTION REPORT PAGE 1
Dr. Daniel R. Mishell

1240 North Mission Road. #2K1

Los Angeles, CA 90033

12/9-12/14/99

CFN' 20 80597

SUMMARY OF FINDINGS:

This inspection of a clinical investigator was conducted in response to a written assignment from
HFD-46. This inspection requested a Clinical Investigator Data Audit Inspection of Dr. Daniel R.
Mishell for Population Council NDA #20-687 for Mifepristone & Misoprostal Protocol #166A.

The previous inspection was conducted 6/96 and revealed minor record keeping errors and some
deficiencies in the informed consent form.

This inspection revealed no major deficiencies. Records were much improved from the previous
inspection although there were a few very minor deficiencies encountered. No FDA-483.
Inspectional Observations, was issued to Dr. Mishell.

HISTORY OF BUSINESS:

Dr Mishell is a practicing physician at Los Angeles County/University of Southern Califormia
Medical Center Women's and Children’s Hospital located at 1240 North Mission Road, Room
2K1. Los Angeles, CA 90033,

The title of the study under investigation is “Evaluation of the Efficacy, Safety and Acceptability

of Mifepristone and Misoprostol In Inducing Abortion in Pregnant Women With Amenorrhea of
Up To 63 Days ” Dr Mishell enrolled 204 patients, completed 192, terminated 2 and had 10 lost
to follow-up.

There were a number of sub-investigators associated with this site:

Credentials were shown and an FDA-482, Notice of Inspectlon was issued 10— ———
Nurse Manager Contraceptive Research. was present throughout the inspection and
provided the majority of information for this report. was the coordinator for this
study. Dr. Mishell was present briefly each day of the inspection and involved in the exit
discussion. Dr. Mishell is the most responsible individual for this site and maintained control of all
records associated with the study. '

MIF 005296



ESTABLISHMENT INSPECTION REPORT PAGE 2
Dr. Daniel R. Mishell

1240 North Mission Road, #2K1
Los Angeles, CA 90033
12/9-12/14/99

CFN: 20 80597

INFORMATION REQUIRED BY THE PROGRAM:
SPECIAL INSTRUCTIONS:

This clinical investigator is not performing any studies for government agencies.

AUTHORITY AND ADMINISTRATION:

The investigator was informed of the status of the drug, nature of the protocol and obligations via
the protocol, memos and meetings Dr Mishell retained control over and knowledge of the study.

PROTOCOL:

Copies of the protocol were available and provided. IRB approval was granted on 8-18-94. A
revised informed consent was approved on 8-30-94 this is the informed consent that was used
throughout the study although the IRB stamp still has the original date stamp of 8-18-94.

SUBJECTS RECORDS:

The investigators files were organized, complete and legible. There was adequate information in
the files to assure that all subjects did exist during their participation in the study. 15 subjects files
were reviewed There did not appear to be any major discrepancies between the clinical
investigators raw data and the case report forms completed for the sponsor. There were 10
patients who were lost to follow-up, but there were numerous documented attempts to contact
these patients  Additionally, there were two patients who were terminated from the study. There
were some minor deficiencies noted during review: Patient #073 was two weeks late for Visit #3
and her gestational age appears that it should be 41 days not 32 days. Patient #111 her gestational
age was calculated wrong, Patient =142 her gestational age was calculated wrong, and Patient
#168 one hour blood pressure and heart rate were not done on Visit 2. Dr. Mishell stated that
he did understand the importance of clear and accurate records and that he would attempt to
further improve their record keeping skills.

CONSENT OF HUMAN SUBJECTS:

The IRB approved consent forms were found in each of the subjects files. All consent forms
appeared to have been signed prior to the subjects entry into the study. There were two consent
forms approved for use in this studv: One English language and one Spanish language. There was
conditional approval granted on 8-18-94 with revised approval being granted on 8-30-94. The
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ESTABLISHMENT INSPECTION REPORT PAGE 3
Dr. Daniel R. Mishell

1240 North Mission Road, #2K1

Los Angeles, CA 90033

12/9-12/14/99 —

CFN: 20 80597

IRB stamped all consent forms with a date of 8-18-94. Attached as Exhibit #1 are copies of
both informed consent.

INSTITUTIONAL REVIEW BOARD:

The IRB is:

w‘ - = -
——  The Chairman of the IRB IS “~aaeem

—_— Dr. Mishell obtained approval_ for the study prior to enrolling any patients. There was a
single advertisement which was approved for this study. The ad was approved on 9-13-94. A
copy of the advertisement and approval are attached as Exhibit #2.

SPONSOR:

The investigator did provide copies of the IRB approved consent form to the sponsor. The
sponsor contracted with a— -

~—— = conducted numerous on-site visits as well as extensive correspondence with
the investigator. Attached as Exhibit #3 is a copy of monitoring log.

TEST ARTICLE ACCOUNTABILITY:

Test article accountability was accurate. Receipt dates and quantities matched what was used.
Dr Mishell received 612 tablets and used all 612 tablets, there was no product to retumn.

RECORD RETENTION:

Dr. Mishell maintains custody of the study records and was made aware of his responsibility with
respect to record retention

COMPUTER/ELECTRONIC DATA SYSTEMS:

Not applicable

DISCUSSION WITH MANAGEMENT:

At the conclusion of the inspection a brief discussion was held with Dr. Mishell and —___
~— but no FDA-483, Inspectional Observations, was issued The need to maintain records
which are accurate and legible was again discussed. It was explained that the records did appear
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ESTABLISHMENT INSPECTION REPORT PAGE 4
Dr. Daniel R. Mishell

1240 North Mission Road, #2K1

Los Angeles, CA 90033

12/9-12/14/99 —m

CFN: 20 80597

better than during the previous inspection. Dr. Mishell stated that he was aware of the
importance of keeping accurate and legible records and that they would make every attempt to
keep better records for future studies.

QUESTIONS IN THE ASSIGNMENT:

1. Attached as Exhibit # is a copy of the momtoring log.

N

All CRF’s were compared with source documents at the site for accuracy by —

3 The investigator felt that the study protocol and record keeping requirements had been
adequately explained to him and was reinforced during the monthly visits to the site.

4 There did not appear to be anything left behind by the monitors after their visits to the site nor
was there anvthing subsequently sent that was in the files. .Dr. Mishell did not recall receiving any

such document.

ATTACHMENTS:

1 FDA-482, Notice of Inspection. dated 12-9-99

EXHIBITS:

English and Spanish Informed Consents
Copv of IRB Approval for Advertisement and Ad Copy
Copv of Momtoring Log

/S/

Investigator
Los Angeles District

W) 1) —

APPEARS THIS WAY
ON ORIGINAL
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1. DISTRICT ADDRESS & PHONE NO. Y
DEPARTMENT OF HEALTH AND HUMAN SERVICES 1 G 70Q 21 s — 2
PUBLIC HEALTH SERVICE | L,; P N R S e 2D
- B P ’ L4l -
FOOD AND DRUG ADMINISTRATION . L o~
~ - ~ 17 - A b
»/'///’ e 7 oL L
2. NAME AND TITLE OF !NDIVIDUAI ; 3 D%TE s
e . H - ’ -
—— Niuric larr ¢ 1« | /X =777
2. FIRM NAME o y. = «
R A L e ] : -
6. NUMBER AND STREET - . I
AR : e / L
2 S0 / ; !
/)‘L/C:/ /{/ A P I :Q/(/ | 14.)Q pm.
7.CITY ANDSTATE & 2ZIP CODE . J N - A U)H-’phE ggmaxz
e "\ O {aN ’ : Sy ‘ L~
Al VAR Zf s, 77 /(. OJ\) 7~ 5/(“1/

Notice of Inspection is hereﬁ/y given pursuant to Section 704(a)(1) of the Federal Food, Drug, and Cosmetic Act (21
u.s.C. 324(5)]1 and/or Part F or G, Title 111 of the Public Health Service Act (42 U.S.C. 262-264} 2

9. SIGCNATURE (Food and Druq Administration Employee(s))

/S/

10 LYPE QR PRINT-NAME AND TITLE (FDA Empioyee(s])

B

Applicable portions of Section 704 and other Sections of the Federal
Food, Drug, and Cosmetic Act {21 U.S.C. 374] are guoted below:

1Sec. 704. (a){1) For purposes of enforcement of this Chapter, officers
or employees duly designated by the Secretary, upon presenting approp-
rate cregentials and a wr-tte~ not ¢ce 2 the owner, operator, Or agent
-~ charge, are authornized 'A} 10 enter at reasonable imes, any factory,
sarehouse, or estabnshment ~n wr:cn focod, drugs, devices, or cosmet-
s ar- manutfactured, procsssec, 5ac<ea, or heid, for intragduction into
! -0Zuci.on, Cr tc 2nter any vehicle
ca, u'rugs, avicey, Or coesmetics 1n

< &t regsonabie imes and within

nspo
ra

Yoottt and m 3 atte r-ar such fas-cry, aerehouse,
astzbushment, or veh clz 2nc 3 persomant acyipmert, finished and
L~firihac materals containers, and iagehing therain in the case

ot anv factorv, warehouse, establishment, or consuit:ng laboratory in
which prescription drugs or restricted devices are manufactured, pro-
cessed, packed, or held, the inspection shall extend to all things therein
Unclud ns records. fiiez, papers, processcs, controls. and facilities)
Cearing ~hethar prescrinoi.on drugs or resiricted devices which ars
kit - mishrandas visbis ez —eanias of this Chapter, or which
mzv nrt hDe marufactured, introdiced into interstate ccmmerce or
sold, or ofterrd for sale by re2scn 0f any arnvision of thic Chapter, have
been or are beinc manufactured, processed, packed, transported, or
heid 1n any such piace, or othenvise bearnngy on violation of this Chapter.
No¢ oinspection authorizea Sy the preceuny sentence or by paragraph
13 shail extend to finzncizl data, caies data other than shipment data,
sricing data, personnei data (cther thar data &s to quai:fications of
sachmical and professicnal personnei performirg functions subject to
this Act!, and research data ‘other than date, relating o new drugs,
antbiotc drugs and devices anc, subiect to reporting and inspection
under reguiations lawfully issued pursuant to section 5C5(i) or (k).
section 507(d) or (gi, section 519, or 520(g). and data relating to
other drugs or devices which n the case of a new drug would be sub-
sect to reporting or inspection unaer lawful regquiations issued pursuant
¢ section 5050k} of the titie. A separate notice shall be given for each
such inspection, but a notice shall not be required for each entry made
during the period covered by the inspection. Each such inspection
shall be commenced and completed with reasonable promptness.

W

2c. 704iej Every person reguired uncer section 519 or S20¢g) to main-
air records anc every perscn who s in charge or custocdy of such
ecords shali, upon reguest ot an officer or employee des:gnated by the
Secretary, permit such officer or empioyee at al' reasonable umes to
rave acces: 10 and to ccpy and venfy, such reccrds.

e
2

Section 5312 (1M1} In the case of any new amimal drug for which an
acproval of an apslicztion fiied sursuant to subsection (b} 1sn effect,
the appiicant shail establish and maintain such records, and make such
reports to the Secretary, of data relating 10 experience and other data
nr iniormation, received or otherwise obtained by such applicant with
respect to such drug, or with respect to ammal feeds bearing or con-
taining such drug, as the Secretary may by generai regulation, or by
orcer with respect to such applicat:on, prescn{:e on the basis of a finding
that such records and reporis are necessary in order to enable the
Secretary to determine, or tacilitate @ determination, whether there is
or may be ground for invoking subsection {e) or subsection (m)(4} of
this section. Such requlation or order shall provide, where the Secretary
deems 1t to be appropnate, for the examinaton, upon request, by the
persons to whom such regulauien or order is applicable, of similar in-
formation receivel or otherwise obtained by the Secretary.

{2) Every person required under this subsection to maintain
records, and every person in charge or custody therecf, shall, upon
request of an officer or employee designated by the Secretary, permit
such officer or employee at all reasonable times to have access to and
copy ang ventfy such records.

2Applicable sections of Parts F and G of Title )11 Public Health Service
Act {42 U.S.C. 262-264] are quoted below:

Psrt ¢ - Licensing — Biclogical Products and Clinicai Laboreiaries

and*®°*°**"*

Sec. 351(c} "Any officer, agent, or employee of the Decarmmen: of
Health & Human Services, authorized by the Secrewary {o- “he pupose,
may during all reasonable hours enter and inspect ary 2ctabirghiment
for the propagation or manufacture and preparzticn of anw wes,

ative, allergenic product or other product aforessic *
exchange in the District of Columinig, or 10 be sent, carmed, &7 &7ous™
from.any State Or possession (Ntc any gther Siate Or PosSsess:SH o7 ihls

any foreign country, or from any foreign country inic 3~y §3t2 o
possession.”

Part F — ******Cecntroi of Radiatior. X

Sec. 360 Ala) It the Secretary finus idi GOOG Seusé & 18l "o T21% 52
tests, or programs related (0 electrc:iC Product (aG el 3721
particular factory, warehouse, or establishmeant ir swhecr =2 Tm?
products are manufactured or held, may not he 2decuziz o r2-2
officers or employees duly designated by *=e Secr
appropriate credentials and a writien notice (¢ the Svir: , 2 .
agent in charge, are thereafter authorized {1} tc enier, & r2=scramis
times any area in such factory, warenouse, or estadlisnme2rl & e
the manufacturer’s tests {or testing programs; reQuired by tection 335
(h} are carried out, and (2) to inspect, at reasonatle times and wrthin
reasonable limits and in a reasonable manner, the facilities a~d orore-
dures within such area which are related to electronic procuc: =<aticn
safety. Each such inspection shall be commenced and compietad with
reasonable promptness. !n addition 10 other grounds upas whach good
cause may be found for purposes of this subsection, good 2use mil: be
considered to exist in any case where the manufacturer has introcuced
into commerce any electronic product which does not comply with 2n
applicable standard prescribed under this subpart and with —=spact ic
which no exemption from the notification requiremenss has been
granted by the Secretary under section 359{a)(2} or 353(ej.”

{b) “Every manufacturer of electronic products shall estabish ano
maintain such records (including testing records), make such rapcts,
and provide such information, as the Secretary may reasonabiy require
to enable him to determine whether such manufacturer has acle o7 s
acting in compliance with this subpart and standards prescribas purse-
ant to this subpart and shail, upon request of an officer or empicy=e duy
designated by the Secretary, permit such officer or employee to 'nspect
appropniate books, papers, records, and documents relevan: o deter-
mining whether such manufacturer has acted or is acting \n compiiance
with standards prescribed pursuant to section 359(a).””

s0essse

(f) “The Secretary may by regulation (1} require daalers and
distributors of electronic products, to which there are applicablie stan-
dards prescribed under this subpart and the retail prices of which is not
less than $50, to furnish manufacturers of such products such infor-
mation as may be necessary to identify and locate, for purposes of
section 359, the first purchasers of such products for purposes other
than resale, and (2) require manufacturers to preserve such infonmnation.
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