Electronic Mail Message

-—

-
Date:  9/11/00 9:44:00AM

From: T - ———
To: See Below

Subject: Re: URGENT Re: Mifepristone Label!

Please ignore my last message. We were able to getintc ~——— e-mail.
Sorry to have bothered you.
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Electronic Mail Message

Date: 5/.1/0C 9:41:07 A

From: g

To: —— - ————
Subject: - no subject (01JULJ79XW4S94DQQE) -
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Printed b:

Electronic Mail Message

",‘

Date: 11-Sep-2000 09:09%am

- From: -
b A /
s Dept:
- Tel No:
TO: T [ X
TO' B [

cc: T —

CC: S——

Subject: Call List

OWH was asked to prepare a telephone call list. Here is a list of key
women's groups. We are checking our names, phone and fax numbers. I will

get it to you this afternoon.

This list does not include health professicnal organizations. We will send
that list seperately.

RU486

Women's Groups

DHHS /OWH

The Feminist Majority

Planned Parenthood Federation of America
National Abortion Rights Action League
National Organization for Women

NOW Legal Defense and Education Fund
Partnership for Women and Families
National Women's Law Center

American Association of University Women
Society for Women's Health Research
National Council of Négro Women

MANA (Mexican American women)

La Raza : s

National Congress of BAmerican Indians
HADASSAH

National Council of Jewish Women
National Asia/Pacific Island Women's Health Organization
Disability Rights Education and Defense Fund
Jacobs Institute

Alan Guttmacher Institute

MIF 002103
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Business and Professional Women

Washington Business Group on Health
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National Right to Life
Laura Echeevarria, D¥rector
T:(202)626-8800 o
F:(202)347-3119 T-°

Christian Coalition of America
Pat Robertson, President
T:(202)479-6900
F:(202)479-4260

Feminists for Life
Serrin Foster, President
T:(202)737-FFLA
F:(202)737-0410

Americans United for Life
Clark Forsythe, President
T:(312) 492-7234

F:(312) 492-7235

MIF 002105
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Electronic Vil Message

—-—

- ,
" Date: 9/8/‘0‘ $.29:00 PM
From  — &— - —_——

Subject: =~ RE: Mifepristone label and durg interactions

Thanks for this labeling suggestion. I'm okay with it.

—_—
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Electronic Mail Message

-

-
Date: 9/7/00 5:16:09 PMe *

From: e ——

Subject: BCC:0OPDRA Action Item following Pop Council meeting today

A PZARS THIS WAY
ON ORIGINAL
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Electronic Mail Message

-—

Date:  9/7/00 11:17:33 A¥ ., .

From: T e s T
To: See Below - e

Subject: Inquiries on Mifepristone Application from HHS

I've been informed that all inguiries from the Department on this
application should be forwarded to the office of the commissioner,
attention Dr. Henney or ——m——m————

If you have any questions, please let me know.

—-——,/

MIF 002108
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Electronic Mail Message

Date:
From:
To:
Subject:

Another

-

r
9/5/00 3:19:41 PMy
Sl .

’—-—'/———4 :
FWD: In re: RU-486

RU-486 e mail.
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Electronic Mail Message

-

-
Date:  9/5/00 4:28:49 Pt . %

From: - _—— -~ ————
Subject: BCC:questions regarding to your survey
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Electronic Mail Message

-—

Date: 8/30/00 6:11:14 Pw

From: ——— T B - T

To: See Below -

Subject: Information létter to Population Council sent today

The Information Request Letter to Population Council was sent today. It
included our attachments of the Medication Guide and revised Exhibit E
of the proposed distribution system (Prescriber Agreement and Order
Form).

The WORD.doc is attached to this email for your information. This
letter was faxed to Pop Councii and to Nancy Buc this afternoon.

Nancy Buc indicated that sponsor intends to respond to ALL the
outstanding issues in their submission, likely on Tues. Sept. 5.

Thanks for all the prompt responses and reviews,

-—

To: AN

To:

To:
To: ! ,
To: ) K ——— )
Cc:
Cc: S
Cc: /\
Cc: / \\\
Cc: \

Cc: \
Cc: N\,
Co: \ -
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ELLECTRONTIC

Sensitivity: COMPANY GQONFIDENTIAL

»
g

MAIL MESSAGE

Date: 29-Aug-2000 05:50pm EDT
From:

ror ey 'j\/—,_/:.—}"/ i
Tel No: .

AN

Subject: Re: More on Mifeprex Medication Guide

I think health care provider since there will be a lot of non-docs.

MIF 002112
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ELECTRONIC MAIL MESSAGE

Sensitivity: COMPANY CONFIQRENTIAL

TO: NcN—
Subject: FWD: Re:
FYI

-
Pl

More on Mifeprex

MIF 002113

Date: 29-Aug-2000 06:12pm EDT

From: —_—
5“_______—-/

Dept: HFD-42 PKLN 17Bl17

Tel No: —_——

Medication Guide

R



Electronic Mail Message

-
Date: 08/28/2000 1:39:48 #M

From: - % —— -
To: See Below -

Subject: Health Daily News FYI mifepristone info

Searle Misopristol Pregnancy Reminder Issued As RU-486 Action Nears

Searle issued a reminder to doctors stating that its gastric ulcer
treatment Cytotec (misoprostol) is contraindicated for use in pregnant
women.

Searle sent its "important drug warning concerning unapproved use of
intravaginal or oral misoprostol in pregnant women for induction of
labor or abortion" to physicians Aug. 23, about one month before FDA
action is expected on a pending NDA for the abortifacient mifepristone.

The Population Council's RU-486 calls for a regimen of 600 mg
mifepristone (three 200 mg tablets) followed two days later by 400 mcg

of misoprostol. The group expects FDA action on the mifepristone NDA by
Sept. 30. )

Searle's "Dear Health Care Provider" letter states that "Cytotec
administration by any route is contraindicated in women who are pregnant
because it can caus.e abortion." Cytotec is indicated for the prevention

of nonsteroidal anti-inflammatory drug-induced gastric ulcers.

The company said it "has become aware of some instances where Cytotec,
outside of its approved indication, was used as a cervical ripening
agent prior to termination of pregnancy, or for induction of labor, in
spite of the specific contraindications to its use during pregnancy.”

The letter was drafted in collaboration with FDA, the agency indicated.
MedWatch data was used to collect information regarding adverse event
reports, FDA said.

“Serious adverse events reported following off-label use of Cytotec in
pregnant women include nrdternator fetal death; uterine
hyperstimulation, rupture or perforation requiring uterine surgical

repair, hysterectomy or salpingo~oophorectomy; amniotic fluid embolism;
severe vaginal bleeding, retained placenta, shock, fetal bradycardia and
pelvic pain," Searle's letter explains.

In the letter, Searle (now part of Pharmacia) distances itself from the
connection between Cytotec and its potential use in combination with
misoprostol, noting that although "the uterctonic effect of Cytotec is
an inherent property" of the prostaglandin product, "Cytotec is not
approved for the induction of labor or abortion.”

"Searle promotes the use of Cytotec only for its approved indication,”

the letter states. The letter also emphasizes that the company has not
and does not plan to conduct trials of Cytotec as an aid to abortion.

MIF 002114



Searle "has not conducted research conceming the use of Cytotec for
cervical ripening prior to termination of pregnancy or for induction of
labor, nor does Searle intend to study or suppert these uses. Therefore,
Searle is unable to provide compiete risk information for Cytotec when
it used for such purposes,” the lett'e_r says.

In France, where mifepristone ha;been available since 1989, the
Ministry of Health directed Searle { change Cytotec labeling, which
included a contraindication for use in pregnant women, to allow for its
administration to pregnant women in-specialized hospitals.

After a positive advisory committee review of mifepristone in July 1996,
FDA said it planned to meet with Searle to discuss a possible labeling
change. FDA indicated that a Cytotec labeling change continues to be a
possibility and will likely be discussed as part of the RU-486 review.

Searle's reminder to physicians, which emphasizes the "known and unknown
acute risks to the mother and fetus" associated with misoprostol use,
suggests the company may be opposed to changing the contraindication.

Mifepristone has been "approvable" since September 1996. The application
has suffered delays due to difficulties retaining a manufacturer. A

second "approvabie” letter issued in February addressed labeling,
manufacturing/chemistry and distribution issues, the Population Council
said.

To: T
To: s

To: g
To:
To: {

To:
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Electronic Mail Message

-
Date: 8/28/00 1:39:48 ™ *
From: — - o
Subject: Health Daily News FYI mifepristone info

Searle Misopristol Pregnancy Reminder Issued As RU-486 Action Nears

Searle issued a reminder to doctors stating that its gastric ulcer
treatment Cytotec (misoprostol) is contraindicated for use in pregnant
women.

Searle sent its "important drug warning concerning unapproved use of
intravaginal or oral misoprostal in pregnant women for induction of
labor or abortion" to physicians Aug. 23, about one month before FDA
action is expected on a pending NDA for the abortifacient mifepristone.

The Population Council's RU-486 calis for a regimen of 600 mg
mifepristone (three 200 mg tablets) followed two days later by 400 mcg

of misoprostol. The group expects FDA action on the mifepristone NDA by
Sept. 30.

Searle's "Dear Health Care Provider” letter states that "Cytotec
administration by any route is contraindicated in women who are pregnant
because it can cause abortion." Cytotec is indicated for the prevention

of nonsteroidal anti-inlammatory drug-induced gastric ulcers.

The company said it "has become aware of some instances where Cytotec,
outside of its approved indication, was used as a cervical ripening
agent prior to termination of pregnancy, or for induction of labor, in
spite of the specific contraindications to its use during pregnancy.”

The letter was drafted in collaboration with FDA, the agency indicated.
MedWatch data was used to collect information regarding adverse event
reports, FDA said.

"Serious adverse events reported following off-label use of Cytotec in
pregnant women include maternal or fetal death; uterine
hyperstimulation, rupture or perforation requiring uterine surgical

repair, hysterectomy or salpingo-cophorectomy; amniotic fluid embolism;
severe vaginal bleeding, retained placenta, shock, fetal bradycardia and
pelvic pain,” Searle's letter explains.

in the letter, Searle (now part of Pharmacia) distances itself from the
connection between Cytotec and its potential use in combination with
misoprostol, noting that although “the uterotonic effect of Cytotec is

an inherent property" of the prostaglandin product, "Cytotec is not
approved for the induction of labor or abortion.”

"Searle promotes the use of Cytotec only for its approved indication,"
the letter states. The letter also emphasizes that the company has not
and does not plan to conduct trials of Cytotec as an aid to abortion.

Searle "has not conducted research concerning the use of Cytotec for

MIF 002116
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cervical ripening prior to termination of pregnancy or for induction of
labor, nor does Searle intend to study or support these uses. Therefore,
Searle is unable to provide complete risk information for Cytotec when
it used for such purposes,” the tetter says.

In France, where mifepristone hagbegn available since 1989, the
Ministry of Health directed Searie #o'change Cytotec labeling, which
included a contraindication fof use’in pregnant women, to allow for its
administration to pregnant women in specialized hospitals.

After a positive advisory committee review of mifepristone in July 1996,
FDA said it planned to meet with Searle to discuss a possible labeling
change. FDA indicated that a Cytotec labeling change continues to be a
possibility and will likely be discussed as part of the RU-486 review.

Searle's reminder to physicians, which emphasizes the "known and unknown
acute risks to the mother and fetus" associated with misoprostol use,
suggests the company may be opposed to changing the contraindication.

Mifepristone has been "approvable" since September 1896. The application
has suffered delays due to difficulties retaining a manufacturer. A

second "approvable" letter issued in February addressed labeling,
manufacturing/chemistry and distribution issues, the Population Council
said.
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Electronic Mail Message

-
Date: 8/23/00 2:01:02 FM_ *

From: e - ——————
Subject: status of mifépristone protocol

"

I'm following up on the planned submission of the mifepristone protocol.
Any word on when OPDRA will be receiving this piece of information?
We are ready to proceed as soon as the protocol gets here.

Please keep me in the ioop.

Thanks,
———
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Electronic Mail Message

-
Date: 8/23/00 5:12:08 g’l A

From: ‘—. - - T
Subject: Re: status of mifepristone protocol

We are having a tcon with the sponsor and our Statistician on Fri. re.
our estimation of sample size for the referral vs. nonreferral study. |
know they are actively working on their proposai(s) for the Phase 4
studies. 1 will definitely keep you posted and immediately bring you
any information | have from sponsor re. these protocols.

| should have a more definite idea re. when they plan to submit from our
Fri tcon.

—_—

>

>I'm following up on the planned submission of the mifepristone
protocol. '

>

>Any word on when OPDRA will be receiving this piece of information?
>

>We are ready to proceed as soon as the protocol gets here.
>

>Please keep me in the loop.

>Thanks,
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Electronic Mail Message

-
Date: 8/21/00 8:49:01 AY =
From: ~— .’
To: PR
Subject: FWD: RU 486 Approval
S

Another RU-486 e mail.

—————_
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oo "CONSULTATION RESPONSE
= Office of Post-Marketing Drug Risk Assessment

: . . (OPDRA; HFD-400)
DATE RECEIVED:. 871/ 2000 DUE DATE: 9/5/2000 OPDRA CONSULT #: 00-0203
TO:
B Division of Reproductive and Urologic Drug Products

(HFD-580)
THROUGH:

rroject Manager

(HFD-580)
PRODUCT NAME: Mifeprex (mifepristone tablets) MANUFACTURER:

Population Council
NDA #: 20-687

SAFETY EVALUATOR: “~ou -

OPDRA RECOMMENDATION: g
OPDRA has no objections to the use of the proprietary name, Mifeprex. See the checked box below.

FOR NDA/ANDA WITH ACTION DATE BEYOND 90 DAYS OF THIS REVIEW
This name must be re-evaluated approximately 90 days prior to the expected approval of the NDA. A re-reviev of
the name prior to NDA approval will rule out any objections based upon approvals of other proprietary
names’NDA ‘s from the signature date of this document. A re-review request of the name should be submitted via e-
mail to "OPDRAREQUEST” with the NDA number, the proprietary name, and the goal date. OPDRA will respond
back via e-mail with the final recommendation.

FOR NDA/ANDA WITH ACTION DATE WITHIN 90 DAYS OF THIS REVIEW
OPDRA considers this a final review. However. if the approval of the NDA is delayed beyond 90 days from the
date of this review, the name must be re-evaluated. A re-review of the name prior to NDA approval will rule out any
objections based upon approvals of other proprietary names/NDA's from this date forward.

FOR PRIORITY 6 MONTH REVIEWS
OPDRA will menitot this name until approximately 30 days before the approval of the NDA. The reviewing
division need not submit a second consult for name review. OPDRA will notify the reviewing division of any

changes in our recommendation of the name based upon the approvals of other proprictary names/NDA's from this
date forward. -
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. L ol

for Medication Error Prevention
Office of Post-MarketingDrug Risk Assessment
Phone ~— _—"

Fax: ( N

N— ..
T —

==
/”

P

Office of Post-Marketing Drug Risk Assessment
Center for Drug Evaluation and Research
Food and Drug Administration
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Teleconference Minutes

Date: September 25, 20‘90% Time: 3:50 - 4:00 PM Location: Parﬂaﬁ; 17B-45
NDA 20-687 - Drug: Mifepristone 200 mg

Indication: induction of abortion

Sponsor: Population Council

Type of Meeting.: Labeling

Meeting Chair:

External Lead: Nancy Buc, Buc and Beardsley

Minutes Recorder:

FDA Attendees:
Office of Evaluation Il (ODEIII; HFD-103)
Project Management Staff, DRUDP (HFD-580)

Meeting Objective: To discuss the Package Insert for this product.

Discussion:

e in the last paragraph, on page 11, the sentence should be revised to read as follows * after exposure
during the first trimester period”

e itis acceptable to delete in the WARNINGS and INDICTIONS sections,

— (p.5)and’
P.-6)

Action Items: .
e Nancy Buc will discuss these recommendations w1th Population Council and respond via fax
followed by hard copy with revised labeling if acceptable

/8/ S/

Minutes Preparer - - - Concurrence, Chair

APPEARS THIS WAY
ON ORIGINAL
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APPOINTMENT DETAILED
14-Sep-2000 to 14-Sep-2000

Page

Date: Thursday, 14-Sep-2000 Time: 01:00pm Length: 01:30 Hrs:Min
Subject: NDA 20-687/T-Con Loc: #PKLN_17B43
S Attendees
g mape—— ~— com—
e — #580MEETINGS, S
. - Agenda
NDA 20-687

Mifepristone
Population Council

This meeting is to discuss the fabel, exhibit E of the distribution system, and maybe the Phase 4 protocols.
Please come prepared to discuss. | will forward the label and Phase 4 protocol suggestions we sent
9-13-00.

APPEARS THIS WAY
ON ORIGINAL

= L. Key to Attendee Status

Bold = Confirmed Underline = Rejected All Others = Pending

Calendar Manager 14-Sep-2000

MIF 002124



Teleconference Meeting Minutes

Date: September 14,2000  Time: l_:OO -2:00 PM Location: Parkl~'vn; 17B-43
NDA 20-687 ‘ . Drug: Mifepristone 200 mg

Indication: induction of abortion

Sponsor: Population Council

Type of Meeting: Status

Meeting Chair:

Minutes Preparer:

FDA Attendees:

Office of Evaluation IIl (ODEII; HFD-103)
Division of Reproductive and Urologic Drug Products

(DRUDP; HFD-580)

DRUDP (HFD-580)
~—————""__*Office of Clinical Pharmacology and Biopharmaceutics (OCPB) @ DRUDP
(HFD-580) .

, Division of Drug Review and Evaluation I (DDREII; HFD-440)
Regulatory Health Project Manager, DDREII (HFD-440)

Regulatory Management, DDREII (HFD-440)

- . DDREII (HFD-440)

Project Management Staff, DRUDP (HFD-580)

Regulatory Project Manager, DRUDP (HFD-580)

External Lead: Nancy Buc

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

Labeling

e the Agency accepts the manner in which the sponsor is using the trademark symbol and the
capitalization of the name “Mifeprex”
* a]l CAPS and ™when used for the first time in any document
e the second appearance the first letter capitalized with the trademark and an asterisk indicating the

trademark belgngs to Danco

e anytime after that {t will be first letter capitalized with the asterick

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

¢ the sponsor agrees to the removal of the section on ———————— in the WARNINGS
section of the label

APPEARS THIS WAY
ON ORIGINAL
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NDA 20-687

Me=sung Minutes

Page 2

¢ in the PRECAUTIONS section of the label, the sponsor will respond to the elimination of the phrase
~——————" and replaced with “qualified physician”

in tht PRECAUTIONS section, Information for the Patient subsection ————— ————

—_ i has been deleted

e replaced PATIENT INFORMAT]OV with Medication Guide wherever it is used throughout the
label

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

» in the PRECAUTION section, Carcinogenesis, Mutagenesis, Impairment of Fertility subsection, the
sponsor agrees to the change of the word to genotoxic and also the elimination of sentence

it

¢ inthe PRECAUTIONS section, Teratogenic Effects subsection, heading Human Data, the sponsor
will provide the Agency with the correct numbers of patients since May 2000, and agrees with the
number changes the Agency made

e the sponsor agrees with the changes made to Table 2 to update the numbers

¢ in the OVERDOSAGE section the sponsor will provide the Agency with a reponses to changing the
~— " to “acute lethal dose”

¢ inthe DOSAGE AND ADMINSTRATION section the sponsor will change the last sentence to
match bullet number 3 of the PHYSICIAN AGREEMENT

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

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

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

¢ in the HOW SUPPLIED section the sponsor agrees with the proposed changes

PATIENT AGREEMENT

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

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

PRESCRIBER AGREEMENT ‘

e the sponsor agrees with the addmon of the numeric digits following the “1-877-4 Early Option”
phone number
the sponsor agrees with the change of ——" to “administration” in the last paragraph
the sponsor will add the.distributors name, address, phone number, fax number, and website to the
end of this document

Phase 4 Commitments _

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

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

d T Te ceswesswns
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e the éﬁbns;ar will need to address adding the language from the most recent European label as a
contraindication for inherited porphyria in the label

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

¢ meeting scheduled for September 15, 2000 at 11:00 AM to discuss the remaining issues
s fax meeting minutes to the sponsor within 30 days

/S/ /S

/Kﬁiutes Prepdgér Confurrence, Chair

APPEARS THIS 'WAY
ON ORIGINAL
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Teleconference Minutes .

Date: August 25, 2000 Time: 3:30-4:00 PM Location: Parklawn; 17B-43
. & 3 -

NDA 20-687 "j“" Drug: Mifepristone 200 mg Tablets

Indication: induction of abortion
Sponsor: Population Council

Type of Meeting: Guidance (statistics)

Meeting Chair: - —

Meeting Recorder:
External Lead: Nancy Buc

FDA Attendees:

Office of Drug Evaluation III (ODEIII; HFD-103)
—_— , Division of Reproductive and Urologic Drug Products .
(DRUDP ; HFD-580)
— Team Leader, Division of Biometrics II (DBII) @ DRUDP (HFD-580)
Project Management Staff, DRUDP (HFD-580)

External Attendees:

Beverly Winikofi, M.D. - Population Council

Shelley Clark, Ph.D. — Population Council

Heather O’Neill — Danco Laboratories, LLC . -
Nancy Buc - Buc & Beardsley

Meeting Objective: The applicant requested this teleconference to clarify FDA-derived sample size
calculations and to confirm the study endpoints for the referring versus non-referring phyS1c1an study for
post-approval (Phase 4 commitment) protocol.

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

Discussion Items:

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

e the applicant is concerned the sample size of 120 per group is inadequate to yield a satisfactory upper
limit of a confidence interval for the rate of a serious adverse event, such as transfusion, if the rate of
a serious adverse event is approximately 1%

APPEARS THIS WAY
ON ORIGINAL
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Me=ung Minutes
Page 2

endpoints of interest to be compared between the two groups need to include the success rate.(e.g.,
apprpximatc]y 92 or 95%) and its converse, the failure rate (i.e., 1- success rate); most failures, if not
all, will likely result in surgical termination of pregnancy

other endpoints of interest include rates of complication, (such as transfusions, hospitalizations, etc. )
FDA would like to exclude an absolutc difference of greater than 5% in efficacy between the two
groups o

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

FDA requests complication rates estimated separately for each group, but these estimates are not the
ultimate goal of the Agency
DRUDP agreed with the applicant’s concern that 120 patients per arm is inadequate to yield an
acceptable upper limit of a confidence interval for an estimated complication rate witkin a group;
however, 120 patients is adequate for ruling out differences in rates of greater than 5% between
groups.
The FDA-derived estimate of 120 patients per arm was based on the following assumptions:
the endpoint is rate of complications
the referral and non-referral groups each have an underlying rate of 1%
the rates for the two groups do not differ by more than 5%
a 95% one-sided confidence interval for the differences in rates
approximately 80% power
a randomized study
no adjustments for dropouts
DRUDP indicated a sample size of 629 per group is needed to insure with 80% power that the
differences in success rates are within 5% of each other, assummg

e a95% two-sided confidence interval

e underlying success rate per group is 92%

e arandomized trial

¢ no adjustments for dropouts
for patients that are referred to a physician, the sponsor will need to obtain mformatxon through the
referral facility
the sponsor may be able to plan to have fewer sites in the non-referral arm; (e.g., if a historical
control is used)
if a historical control is used, the sponsor should demonstrate the similarities between the historical
control population (and clinical trial procedures) to the current population ( and to procedures in the
current trial); any difference in population or procedures should be evaluated for their possible
impact on the outcome of the trial; ideally, FDA would like a concurrent comparison between
referring and non-referring physicians )
the sponsor would like to remove - DECAUSE the == rate is SO lOW
the sponsor will maintain an audit of the physicians’ compliance with the Medication Guide

APPEARS THIS WAY
ON ORIGINAL
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Action Items: -

¢ the sponsor should submit a proposal for the study described earlier including a sample size,
referring physicians to get follow-up information on patients from referral facility (it built into the
protocol); if the spongor expects a lack of compliance, the sponsor can build this into the protocol

e the follow-up teleconference will be scheduled for Tuesday/Wednesday (meeting scheduled for
Tuesday, August 29,2000 @ 4:00PM if needed, for additional clarification (cancelled by sponsor)

8/ | ' /S/ _ Yufeo

Minutes Preparer Concurrence, Chair

e Note to Sponsor: These minutes are official minutes.

APPEARS THIS WAY
ON ORIGINAL
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Teleconference Minutes

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

NDA 20-687 Drug: Mifepristone 200 mg
Indication: induction of abortion
Sponsor: Population Council

Type of Meeti;lg:_ Status

Meeting Chair: —

FDA Attendees:

Office of Evaluation 111 (ODEIl; HFD-103)
Project Management Staff, DRUDP (HFD-580)

External Participant:
Nancy Buc

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

Discussion:

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

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

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

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

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

e the sponsor needs to build a protocol that would take into consideration the txmmg that a surgeon can
perform a surgicalabortion

e the sponsor needs to contact physicians that would be interested in participating in the study and
make sure that all steps are followed to ensure patient/physician confidentiality
the sponsor can collect intermediate data to locate any problems before completing the study

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

o the sponsor will propose a protocol trying to address all issues that could occur during that study
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e both the Agency and the sponsor agree that it is important for the patient to return to the physician on
Day 14 to ensure the procedure is complete

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

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

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

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

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

¢ the sponsor believes that having a Black Box Waming is not necessary ~————_____

o—————

the Agency has added this information to the patient agreement because the
Agency fecls that there “may be a risk”™; the Agency will review this information and comment
further to the sponsor

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

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

Action Items:

¢ FDA will supply the sponsor with a draft MedGuide and Exhibit E comments

e The sponsor will submit draft labeling, Phase 4 proposals, and deficiency from mspccnon
. will call Nancy Buc on 8-11-00 regarding the Black Box Waming

/S/ /S/

Minutes Preparer | Concurrence, Chair

APPEARS THIS WAY
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MIF 002132



Teleconference Meeting Minutes

Date: July 14, 2000 ‘ ., Time: 10:00-11:30 AM Location: Parklawn; 1.3-45
NDA 20-687 Drug: mifepristone (200 mg) tablets

Indication: induction of abortion

Sponsor: Population Council

FDA Attendees:

Office of Evaluation 111 (ODEIII; HFD-103)
Division of Reproductive and Urologic Drug Products

(DRUDP; HFD-580)

Project Management Staff, DRUDP (HFD-580)

FDA Consultant:

Michael Green, M.D. - Reproductive Health Advisory Committee Chair (SGE consult) and Chair of the
Pregnancy Labeling Subcommittee

Meeting Objective: Dr. Michael Green, Reproductive Health Advisory Committee Chair (SGE
consuit) and Chair of the Pregnancy Labeling Subcommittee, will be responding to the Agency questions
regarding current thoughts and recommendations regarding this product provided with background
materials.

Background: This application is in its third review cycle, and received an approvable action letter,
February 18, 2000. In that approvable letter, the Agency outlined three areas that the sponsor needed to
address: chemistry issues, the distribution system, and the labeling. -

Discussion Points: ‘

e in 1996 the Advisory Panel recommended distribution to physicians directly; the Agcncy is soliciting
the advice of Dr. Green regarding this issue

e Dr. Green acknowledged that the data presented in the US study is very similar to that in the French;
the US trial did seem to have a higher rate of surgical interventions to terminate pregnancies (8%)
comgared to the French study (5%), but he attributed this to American physicians initially not being
familiar with the treatment and more comfortable with surgery. He stated overall the safety profile is

good.

* Dr. Green concurred with the Agency in initially limiting the distribution of this drug directly to
physicians only

e Dr. Green e

e Dr. Green discussed the qualifications needed to receive this drug product could include:

L ——

e some states allow midwifes to practice independently and prescribe as physicians; there may
need to be some language that would include these practitioners
the physician has to be able to detect an ectopic pregnancy
the physician has to be able to determine the gestational age
the physician must be able to have admitting privileges for emergency facilities
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e the sponsor in previous submissions, planned to design a formal training program for the use of this
drug product, but now does not feel this is necessary

e Dr. Green concurred with the sponsor’s position because of the amount of hteraturc there is
regarding the safe use of this product that formal training or a certification training program is not
needed at this time

e Dr. Green agreed with the Agency that the patient should be informed of the options and receive
information regarding the drug product that they are about to receive; having the patient sign that
they have received all the information and have read the material prowded is adequate 7

e adverse events are not more likely if the patient returns home afier the misoprostol is administered
and Dr. Green was comfortable with home administration but stated that initially requiring return on
Day 3 is not unreasonable until more experience is gained

o Dr. Green stated that the patient should be fully informed about the drug’s risk and benefits and
agree to some type of consent process to ensure that the woman is committed to termination and
understands risks of drug (including teratogenic risk) and possible need for surgical termination. Dr.
Green answered affirmative to FDA’s question about should some physicians be audited to ensure
the consent process is happening if the drug is approved.

e Dr. Green did not object to the drug having a Black Box waming. He stated the ~—————_,
should be in the Black Box. Dr. Green agrees with the Agency that the physician should have access
to an emergency facility with no limitation on distance to that facility as was done in the clinical trial

e Dr. Green did not recommend that ultrasonography be mandated as a skill for practitioners to have to
be distributed the drug, nor should it be mandatory for dating or confirming expulsion.

Dr. Green stated that should not be in the label

e Dr. Green considers this drug to be safe and effective and should be made available to the public,
but it should not be overly burdensome to the provider

/S/ | 8/

Minutes Preparer Concurrence, Chair -

Y
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Teleconference Minutes

Date: June 19, 2000, ‘Time: 9:30-9:45am  * Location: Parklawn, 17B-45
NDA 20-687 Drug: mifepristone Indication: medical termination

of pregnancy
Sponsor: Population Council/Danco

Type of Meeting: Guidance - CMC

FDA Meeting Chair:

External Chair:

FDA Attendees:

Division of New Drug Chemistry II, ONDC @ Division of Reproducnve and
Urologic Drug Products (DRUDP; HFD-580)
Project Management Staff, DRUDP (HFD-580)

External Participant:

[ S

Meeting Objective: To discuss Danco’s proposal to submit an upcoming CMC amendment to the |
pending NDA. (Attached facsimile was sent to ——— prior to this teleconference.)

Discussion:

e Danco indicated that several changes have been implemented at the factory including the validation
process with validation; these changes will be described and included in the upcoming
amendment

racility inspection has been scheduled for July 24 - 28, 2000

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

Over a total of — batches have been made to date

was conducted to verify

Decisions made:
e None

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

/S/ /S/

Minutes Preparer Concurrénce, Chair
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Teleconference Minutes

Date: June7,2000 ¢ : Time: 4:30-4:50 pm Location: Parklawn, 13B-45
NDA 20-687 Drug: mifepristone Indication: medical termination

, of pregnancy
Sponsor: Population Council

Type of Meeting: Discussion of Press coverage

Meeting Chair: —_—_—

External Lead: —_—

Meeting Recorder: —

FDA Attendees:
- ffice of Drug Evaluation ITl, Center for Drug Evaluation and
Research (CDER), FDA
-_ Project Management Staff, Division of Reproductive and Urologic Drug Products
(HFD-580)

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

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

Discussion:

Restricted Distribution ’

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

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

Communications with thg FDA regarding review of application

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

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

e FDA proposed that sponsor request a face-to-face meeting to continue discussion in early July;
sponsor will make this meeting request through ~——u—

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

Action Items:

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

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

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

/S/ /S

Minutes Preparer Concurrence, Chair

APPEARS THIS WAY
ON ORIGINAL
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) . % A -
Date: June 1, 2000 Time: 1:00-1:30 pm Location: Parklawn, 13B-45
NDA 20-687 Drug: mifepristone Indication: medical termination
of pregnancy
Sponsor: Population Council

-

Type of Meeting: Advice

Meeting Chair:. —
External Lead: I S

Meeting Recorder:

FDA Attendees:
—_ Office of Drug Evaluation Il
— Project Management Staff, Division of Reproductive and Urologic Drug Products

External Attendees:

Sandra Amold, Population Council
Nancy Buc, Buc and Beardsley

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

Discussion:

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

Restricted Distribution -

e a Subpart H requirement for this drug product continues to be under discussion in the Center;
feedback may be available for sponsor regarding the FDA recommendation for Subpart H by the end
of June 2000; 2 Subpart H requirement gives FDA authority to ensure compliance with restricted
distribution -

e i this product is approved not under Subpart H, a voluntary restricted distribution would still be
necessary to assure adequate physical tracking and audit of the product and to assure that qualified
physicians are certified to receive the product; sponsor’s proposed distribution for physically
tracking the product was proceeding in the right direction

APPEARS THIS WAY
ON ORIGINAL .
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e the t:ollowing are additional FDA recommendations for criteria to assure the adequacy of
qualifications for physician recipients (these criteria apply whether Subpart H is a condition for
approval or whether there would be a voluntary restricted distribution system):

Proposqd_ Restricted Discribution System for NDA 20-687
Qualifications for Physician Recipients:
1. Must be licensed to practice medicine in the state to which the drug is shipped.

- acceptable documentation: .
- copy of valid physician’s license

L

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

3. Has been trained to and has the ability to assess the age of a pregnancy accurately by
ultrasound examination, to monitor abortion by ultrasound examination, and
to diagnose an ectopic pregnancy by ultrasound examination.
- acceptable documentation:
- sponsor to propose; self attestation is discouraged

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

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

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

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

. _propose other acceptabie documentation

Labeling recommendations

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

e FDA is proposing to delete the specific detailed references of the French data in the physician label
to include only the most relevant data for clinician’s to reference; inclusion of ranges that include the
French data may be acceptable
the Black Box Waming will remain in the label
FDA recommends that the label should include the criteria that the patient —

— of an emergency medical facility to receive this product
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e the WARNINGS section will include information about changes in bleeding and the need to conﬁrm
the loss of pregnancy in a followup visit
¢ FDA recommends deleting

e FDA recor.mends that the misoprostel dose be given at a Second Visit in the clinic and that the
patient must be observed for 4 hours post misoprostol as was studied in the clinical trials; once
approved, the sponsor could supplement this NDA with the data to support changing this requirement
for administering misoprostol in an in-office setting with 4 hours of post-dose monitoring

e FDA is recommending that the restricted distribution qualification requirements be listed in the
HOW SUPPLIED section of the label for who would be eligible to receive the drug product

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

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

o the labeling will refer to qualified recipients as physicians or doctors rather than “health care
providers” to assure that only qualified physicians receive the drug product and assume the
responsibilities under the distribution system; physician assistants and other health care professionals
would not be qualified to receive this drug

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

Action Items:

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

e FDA to provide labeling revisions to sponsor in mid-June
Population Council to provide responses to FDA proposed criteria for physician qualifications by
mid-June

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

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

o f
S/ /8],
Minutes Preparer K Concurrence, Chalr
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Teleconference Meeting Minutes

a.

Date: May 19, 2000 Time: 8:-45-9:00 am Location: Parklawn; 18B-09
NDA 20-687 Drug: mifepristone, 600 mg

Indication: Medical termination of pregnancy

Sponsor: Population Council

Type of Meeting: Teleconference

Meeting Chair: —
External Lead: Sandra Arnold
Meeting Recorder: ———————

FDA Attendees:

Team Leader, Division of Reproductive and Urologic Drug Products
(DRUDP, HFD-580) : ’

Regulatory Project Manager, DRUDP (HFD-580)

External Participants:
Sandra Arnoid, Population Council

Nancy Buc, Buc and Beardsley

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

Discussion:
Distribution system: =

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

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

— Patients must be assured that providers will be qualified physicians — -
- e - - - Providers must be available to

manage any emergency complications such as hemorrhage and incomplete abortions.

MIF 002141
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~ Appropriate provider qualifications must be specified in the distribution plan, and the sponsor
will be required to 3uq)it the distri*-tion system to assure that providers meet appropriate
qualifications.

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

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

Phase 4 commitments

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

Action Items:

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

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

/5! /81

Minutes Preparer Concurrence, Chair
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Teleconference Minutes

, Date: April 26, 2000 ‘ Time: -l 1:44 - 12:00 PM ) Location: Parklawn; 17B-45
NDA 20-687 Drug: mifepristone, 600 mg
Indication: induction of abortion
Sponsor: Population Council
Type of Meeting: Guidance
FDA Attendees:
—_— *  Division of New Drug Chemistry I (DNDCII) @ Division of Reproductive

and Urologic Drug Products (DRUDP; HFD-580)
- Regulatory Project Manager, DRUDP (HFD~580)

External Attendees:

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

Decisions made:

Regarding Methods Validation Package

¢ the following information should be provided in the methods vahdat:on package:
¢ the sponsor should prepare four sets of samples (two for the labs and two for back-ups)

e include the reference standard for the dmg substance from both Shanghai Hua Liau and
Rousell

a list of the composition of the drug product

specifications for both the drug product and drug substance

a description of the methods with the method vahdatxon data

material safety data sheets

Regarding Phase 4 commitments

e the sponsor should submit a summary of the proposed protocols to the Division for review

e the summary grotocols should include all the information outlined in the Febrpary 18, 2000
approvable letter and in the sponsor’s letter dated September 16, 1996 )

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

Action Items:
e fax meeting 17nutes to the sponsor within 30 days

/S/ ({2 foo

Midutes Prepu-er Concurrence, Chair
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. Date: April 25, 2000 ,' Time: 10:44-11:00 AM . Location: Parklawn; 17B-45
NDA 20-687 Drug: mifepristone, 600 mg
Indication: induction of abortion
Sponsor: Population Council
Type of Meeting: Guidance
FDA Attendees:
=~ . Division of New Drug Chemistry Il (DNDCII) @ Division of Reproductive

and Urologic Drug Products (DRUDP; HFD-580)
- Regulatory Project Manager, DRUDP (HFD-580)

External Attendees:

- i —

Meeting Objective: To communicate information to the sponsor regarding their response to three of the .
chemistry issues raised in the approvable letter. '

Decisions made:
Drug Substance:

Drug Product: -
r— W

e . 7)
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* fax meeting minutes'to the sponsor within 30 days
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Concurrence, Chair
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Date: February 11, 2000 Time: 1:15-2:00 PM Location: Parklawn; 17B-43
NDA 20-687 Drug: mifepristone 600 mg
Indication: induction of abortion
Sponsor: Population Council

Type of Meeting: Guidance

Meeting Chair:

External Lead: «_

Meeting Recorder: —

FDA Attendees:

Office of Drug Evaluation Il (ODEI; HFD-102)

Office of Drug Evaluation Il (ODEI; HFD-103) -
ODENI (HFD-103) !
Team Leader, Division of Reproductive and Urologic Drug Products

(DRUDP; HFD-580)

DRUDP (HFD-580)
Team Leader, Division of New Drug Chemistry I (DNDCII) @ DRUDP

(HFD-580)
DNDCIH @ DRUDP (HFD-580)
i Regulatory Review Officer, Division of Drug Marketing, Advertising and
Communications (DDMAC; HFD-040)
e — Project Management Staff, DRUDP (HFD-580)
~mesammmscees R egulatory Project Manager, DRUDP (HFD-5 80)

External Attendees:

Fred Schmidt - Popplation Council

Meeting Cbjective: To discuss the approaching goal date and the planned action for this application.

Decisions made:
e The Division will be issuing an approvable letter on February 18, 2000
o The approvable letter will outline the outstanding issues

e Outstanding chemistry issues

o Inspection of drug substance manufacturing site

e Physician and Patient Labeling

MIF 002146



NDA 20-687
Meeting Minutes
Page 2

e Conditions related to Subpart H approval, such as distribution of the drug, if and when this
product is approved ‘

e Mifeprex is not an;acceptable tr: Jename, but the tradenéme "« was found to be acceptable by
OPDRA v

e If or when Danco issues a press release, they will provide a copy to DDMAC and DRUDP

Action Items:
e Fax meeting minutes to sponsor within 30 days

/3/ /8/

Minlited Preparer Concurrence, Chair
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DATE August 9, 1996

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

s ’ )
I 2)Do you have an updated draft label? ANS: No

B {waiting for comiments from the FDA.

!

INITIATED BY

| 3)Do you have any more (new) post-marketing data | ——— 8
from the regulatory agencies in countries in
which this drug is approved for marketing (the HFD-580
’Brltaln, Sweden and France)? ANS: No, we have
{no new data, but have yet to approach regulatory
;agencies. Please provide names and numbers of | PRODUCT NAME

| regulatory contacts if you have them. The Mifepristone-
sponsor was toid that I would try and obtain this
information for them but did not know if I would

be successful.

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

NAME AND TITLE OF PERSON
WITH WHOM CONVERSATION
WAS HELD

Ann Robbins, PH.D.

.3t

TELEPHONE
(212) 327-8748

FAX

APPEARS THIS WAY _ <
ON ORIGINAL | | .

cc:
Orig. NDA

HFD-580/
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I spoke with Maggie Carlson, Director,
Population Council and Ann Robins, Regulatory
Affairs, Population Council today regarding
their plans to submit preliminary information
re: the results of the US trial of mifepristone
as both part of their IND and as part
of the safety update to the NDA (20-687).

It was discussed that the Pop Council is
performing a 100% audit of the data and sites
(just as they did for the French data) and that
therefore, the information submitted at this
time would not be the final study report.

We agreed that they could submit a preliminary
report to the IND and/or NDA. They acknowledge
that the audit plans are there own and not a
specific FDA regquirement.

After submission of a preliminary report, the
sponsor anticipates a brief review of the US
data in their presentation to the Advisory/
Committee. ’

APPZARS THIS ‘YAY
ON ORIGINAL

DATE May 24, 1996

NDA 20-687

INITIATED BY

e e e ———"
HFD-510

PRODUCT NAME

Mifepristone

SPONSOR'S NAME

Population Council

NAME AND TITLE OF PERSON
WITH WHOM CONVERSATION
WAS HELD

Margaret Catley-Carlson
Director

TELEPHONE

(212) 339-0501

cc:
NDA 20-687
HFD-510

DIVISION HFD-510 ]
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plannmg to respond to the, list of questions
FMed to them earlxer.. She stated t:hat: Roussel

| because Rouuel did not vant, to do nnymore work.
I said that it was my understanding that several
|of the question®. were questions. that only Roussel
| could answer, but that I did.not want to get into
the middle of something that Roussel and the Pop.
Ccnmcil had to work out. ‘I stated that the

| reason I had called was to give them the name of
{ someone ‘who would help them to. dec:lde what needed
fto be put into their EA aection T then gave her
~——=""" name and phane number.

i Dr. Buvard suted that lhe d:ld not nnderstand
why they had to submit an EA- when they were not
going to ever supply drug to the ‘U.8. . I told
| her that everyone understood that Roussel vould
i not be supplying drug,. however an . NDA had to
 complete in order for it to be. reviewed and

| because they were listed in the IND as the /
manufacturer, they would have to sn.bmit all of

e aco——

Dr. Buvard said t:hat she

g:.ve the name and number of //\ to Joe.
Scheeren, who was not expected in until Friday,
f and he would get in touch with —

APPEARS THIS WAY

_"ON ORIGINAL
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DATE Februayr 12, 199§

NDA/IND NUMBER
m ———————

INITIATED BY

HFD-510

PRODUCT NAME
Mif igristone

SPONSOR'S NAME

The Population Council

NAME AND TITLE OF PERSON
WITH WHOM CONVERSATION
WAS HELD

Dr. Catherine Euvard

TELEPHONE

9-011-33-1-4991-4252
FAX $-011-33-1-4991-3119

PSR

cc:
uterine acting
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emememer——

cailed to clarify the contact made
f with Dr. Euvard on Pebruary 12, 1996.- 1 said

j that I had called to give Roussel _the name and -

‘determane what they would have td provzde, and

what they would not have to provide in their ER

jsect1op. I thes’ vae :he name of e

f again. —" i paid that he‘had hoped that

. jthéy would not have to have an ER section. I .
ftold h;m it hadﬁbeen decided in a higher level

{ would be helping tehem) -5:4q T Y
. 7351 st _e;:'g‘xffmttﬁigyzf i
— safdathat they. on1y~have ———

\\\\\

making of the dxug *:T%old him that had given
'Ithat question. to ‘and he had

f said that 4t uonld be alright.df ﬁhe drug - -~

| substance came from a’ different‘lot. Bowever.

| ——————""" wanted’ Fc remind‘them that it
| reference standards vere used in the methods pf
¢manu£acture, that we vou1d~require the’ atand#rds
Jas well. T stated that. I believed that thig

‘a routine request. "and should not be a surp ise.
agreed that this was a standard
'request and that-he would work on:it:. He also

| stated that Roussel was planning to respond to
all the questions on our list. '

I told him that I had one more concern. I noted
that Roussel very obviously wanted to work
through the Pcpulation Council to answer
guestions, and not directly with the ‘FDA, and

that they think about how they wanted to answer
any other chemistry questions that might come up
during review if the Population- Council was to be
blind to the CMC section. ‘I pointed out that the
review that the reviewing chemist Lad done had
been cursory, and meant only to cover obviodus

| deficiencies. said that Roussel was
going to have an internal meeting to discuss
these things, and. that he would br;ng up Lhat

| Discussion ended at that point.

a4

e ———

DATE February 14, 1996

NDA/IND NUMBER
IND

INITIATED BY

HFD-510

PRODUCT NAME
Mifipristone

SPONSOR'S NAME
The Population Council

said that I understood this. However I reéuestedv

NAME AND TITLE OF PERSON
WITH WHOM CONVERSATION
WAS HELD

s

TELEPHONE
9-011-33-1-4991-4252

FAX
9-011-33-1-4991-3119

cc:
Uterine Acting
HFD-510,

DIVISION HFD-510
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‘ {é’ll ‘v‘v‘fn" oy & telephone conversation with Dr.
: mvar"ﬂ:rgc 1724 — — to let her know that
L= g N * Wil
; ‘(\vouldsbe calling probably either the
e ’ "~weelq or-the following week. I
eq“t'f:'e CMC problem, and ———
¢ R oA STy o ha»:e - ‘get involved. 1I
; ’ ewé'é'ﬁ"e’ ‘that ‘if had not contacted
335 the end of next week, that she give me a

Torill ~m——— sa:ld r.hat she va's going on vacatioh

et BS oﬁ“—bﬁt 'would be in the office on Monday. She
a1 ta.ted that if she had not heard from anyone

ttvzo:h of ?ebruaz-y she vould call -me.

I
i
|
i
|

MIF 002152

DATE February 12, 1996 i

NDA/IND NUMBER

Am—————"

INITIATED BY

HFD-510

PRODUCT NAME

Mifipristone

SPONSOR'S NAME {

The Population Council

!

!
NAME AND TITLE OF PERSON }
WITH WHOM CONVERSATION
WAS HELD

T ———————

TELEPHONE . v
|
|

cc =' l
Uterine Acting v
HFD-510/ |

DIVISION HFD-510 J




//__,‘ e

. RCUTING AdD TRANSMITTAL sSuLwP 7
///a
TO: (Name, office syrnbod, 120 number, - Initials
ding, Agency/Post) -
1.
2 .
3.
4.
8.
Action File Note and Rsturn
Approval For Clearance Per Conversation
Requested Prepare Reply
Circulate For Your Infonmation——t [Ses Me
Comment n v Signature
[Coordination Justify
REMARKS

DO NOT use this form as a RECORD of spprovais, concurrences, disposals,
clearances, and similar actions

FROM: (NanTs, gF. symbol, Agency/Post) Room No.—Bidg.
/ s / Phone No.
5041-102 &~ T OPTIONAL FORM 41 (Rev. 7-76)
« U.S. GPO: 18990 - 262-0B0 FPMR (41 C“) 101-11.208
APPEARS THIS WAY

ON ORIGINAL
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Printed .by .
Electronic Mail Message

Date: 29-Aug-2000 11:14am

From: R
Dept:
N Tel No:
TO:
CC: e

Subject: Re: Hualian 483 Response

-
i
r

[\

' ve received Shanghai Hua Lian's Final Response, Aug. 25, 2000. The

esponses on the three items under Observation 5
re adegquate.

—————

Orug Group/DEIOC

vV VVVVVVYVVVYVY YV

V V.V VYV VYV YV VYV

----- Original Message-----
From: -
Sent: Monday, August 28, 2000 2:20 PM
To:
Subject: Hualian 483 Response
oy —
Today, I received Hualian's Response to our 483. 1 reviewed the responses
for my 483 observations and all appears to be adeguate.

— - o e it
-—— e e e — i -

Please let me know if you need any additional information or input from
me.

e ; Kansas Citv District Office, FDA
Phone d Voice-mail
FAX E-mail: -

APPEARS THIS WAY
ON ORIGINAL

MIF 002154




The Danco Group

November 29, 1999

-

—_’—_—_A

/\ .
Division of Reproductive and

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

Re: NDA 20-687, Mifepristone 200mg Oral Tablets
. Amendment 037 - Chemistry, Manufacturing and Controls (CMC)
Section 1 for Drug Substance: Amendment

Dear

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

Shanghai Hyalian Pharmaceutical Co., Ltd. immediately following their Pre-Approval
nspection (PAIl) on October 28, as well as other related revisions which the company
felt were also appropniate.

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

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

Sincerely.

' APPEARS THIS WAY
President and ON ORIGINAL

Chief Executive Officer

This document constitutes trade seciel and contidential commercial information exempt from public
disciosure under 21 C.F.R. 20.81 Should FDA tentatively datennina that any portion of this document is
disciosable in response 10 a reguest under the Fregdom of information Act. Danco Laboratanes, inc
requests immediate nobiication and an opportunity for consultation in accordance with 21 C.F.R. 20.45
Coitact telephone number ic —— . —-.
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Enclosures

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

cc:

—————— _FDA

APPEARS THIS WAY
ON ORIGINAL
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EIR 1 11/16-18/1999
Dr. Susan C. Haskell —_—
851 19" Street 19-34550
Des Moines, Iowa 50314

SUMMARY OF FINDINGS:

This was a FY 99 High Priority CDER User Fee NDA Pre-Approval, Study Oriented,
Clinical Investigator Data Validation Inspection issued from Good Clinical Practice
Branch I, HFD-46, Division of Scientific Investigations, and it was conducted per CP
7348.811.

This was the initial inspection of this firm, it was pre-annouﬁced and a discussion was
held relating to potential Y2K problems.

The study audited, Protocol Number 166A,B, was sponsored by
Inc.7and it was entitled “EVALUATION OF THE EFFICA( :
ACCEPTABILITY OF MIFERPRISTONE AND MISOPROSTOL IN INDUCING

ABORTION IN PREGNANT WOMEN WITH AMENORRHEA OF UP TO 63 DAYY".

During this inspection, no significant deviations were noted and no FDA-483 was issued.

Post-inspection correspondence should be mailed to:

Dr. Susan C. Haskell

Planned Parenthood of Greater Iowa
851 19" Street

Des Moines, Iowa 50314

Upon arrival at the firm, credentials and a notice of inspection were presented to Dr.
Susan C. Haskell, Principal Investigator. Dr. Haskell introduced me to
— the Study Coordinator. They were both present for the entire inspection.

Dr. Haskell was the primary person responsible for the conduct of the study. In addition
to her overall responsibilities, she gave physicals, dispensed all of the medication, signed
the informed consents, reviewed and signed the case report forms, reviewed and signed
the ultrasounds and signed and made notes in the medical files.

course was listed as a subinvestigator on the 1572 but he ended up not
participating in the study.

== was responsible for the forms, ultrasounds, and case report forms.

MIF 002157



EIR 2 11/16-18/1999

Dr. Susan C. Haskell —_
851 19" Street 19-34550
Des Moines, Iowa 50314

and — * were counselors for this study. They explained the

procedure and obtained informed consent.

were nurses for this
study. They did the ultrasounds and were with the patients during the four hour
monitoring period.

is a nurse practitioner and performed physical exams during this
study.

A copy of the study personnel signature registry is attached as Exhibit 1 and CVs for the
people listed above are attached as Exhibit 2.

A list of studies Dr. Haskell has been involved in can be found on page 1 of Exhibit 2.

The protocol that was actually used appeared to be the same as the one sent with the
background material and it is being returned.

Copies of the 1572s for this study are attached as Exhibit 3.

Copies of the patient informed consents that were used during this study are attached as
Exhibit 4. Informed consent was obtained from each patient in this study.

All raw data for this study was available and all records were legible and orderly. No
significant deviations were noted when comparing the case report forms to the medical
files.

Test article accountability records were sufficient to reconcile the amount of test article
received, dispensed, and or returned.

There appeared to be adequate follow-up of adverse reactions and a review of the records
did not reveal any indication of underreporting of adverse reactions.

The IRB that was used Was e —— + The Chairman
of the IRB is ~— The IRB’s address is:

Informed consent was obtained from the first patient enrolled in this study on 11/2/94.
The IRB approved the study on 10/12/94 and was kept informed of the progress of the

MIF 002158



EIR 3 11/16-18/1999

Dr. Susan C. Haskell —
851 19" Street 19-34550

Des Moines, Iowa 50314

study. A copy of the approval letter is attached as Exhibit 5, and a copy of the firm’s
final report to the fRB is attached as Exhibit 6. A copy of the IRB roster is attached as
Exhibit 7. -

The lab that was used was - — Certification papers for the lab were
available for review. The address for the lab is:

- was responsible for monitoring this study in
addition to providing the IRB. The monitors were

S

A copy of the ———— site visit log is attached as Exhibit 8.

According to the Dr. Haskell, all of the CRFs were compared to the original records by
the monitors and she felt the study protocol and record keeping requirements were
adequately explained.

When I completed my audit, I met with Dr. Haskell and ~~——— 1told them I had
found no significant deviations from the regulations; however, I explained that the Center
reserved the right to give the final classification of the inspection and they might have
some comments on the material collected during the inspection. I then thanked them for
their cooperation and concluded the inspection.

EXHIBITS:

1. Study Personnel Signature Register

2. CVs

3. 1572s

4. Informed Consents

5. IRB Approval Letter

6. Final Report

7. IRB Roster

8. — Site Visit Log /S /

Investigator, KAN-DO
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/ DEPARTMENT OF HEALTH AND HUMAN SERVICES /
Q@ | ~ 734550

ns.
ot Wialn,
*

Food and Drug Administration
Kansas City District
Southwest Region

P.O. Box 15905

Lenexa, Kansas 66285.5908
Telephone: ——

T February 16, 2000

Susan C. Haskell

Principal Investigator

Dr. Susan C. Haskell

Planned Parenthood of Greater Jowa
851 19th Street

Des Moines, IA 50314

Dear Madam:

We are enclosing a copy of the establishment inspection report (EIR) for the inspection conducted at
your premises at Des Moines, LA on 11/18/99 by the U.S. Food and Drug Administration (FDA). When
the agency concludes that an inspection is "closed" under 21 CFR 20.64(d)(3), it will release a copy of
the EIR to the inspected establishment. This new procedure is applicable to EIRs for inspections
completed on or after Apnil 1, 1997. For those inspections completed prior to April 1, 1997, a copy of
the EIR may still be made available through the Freedom of Information Act (FOIA).

The Agency is working to make its regulatory process and activities more transparent to the regulated
industry. Releasing this EIR to you is part of this effort. The copy being provided to you comprises the
narrative portion of the report; it reflects redactions made by the Agency in accordance with the FOIA
and Title 21, Code of Federal Regulations, Part 20. This, however, does not preclude you from
requesting, and possibly obtaining any additional information under FOILA.

[f there is any question about the released information, please feel free to contact ,at

—— or write to her at the address listed on the letterhead above.

Sincerely,

Kansas City District

Enclosure

MIF 002160
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Food and Drug Admi/nistration\
Rockville MD 20857

IAN . 10
Susan Haskell, M.D. JAN | 8 1999

Planned Parenthood of Greater Towa
851 19th Street
Des Moines, lowa 50314

Dear Dr. Haskell:

The purpose of this letter is to inform you of our conclusions concerning your conduct of the
clinical study (protocol # 166A) of mifepristone that you conducted for Population Council.

Between November 16 and November 18, 1999, — , representing the Food
and Drug Administration (Agency), inspected the study identified above. From our evaluation of
the inspection report prepared by ~————————and copies of study records obtained during
the inspection, we conclude that you conducted your study in compliance with the Federal
regulations and good clinical investigational practices governing the conduct of clinical
investigations and the protection of human subjects.

This inspection is part of the Agency's Bioresearch Monitoring Program This program includes
inspections to determine the validity of clinical drug studies that may provide the basis for drug
marketing approval and to assure that the rights and welfare of the human subjects who
participated in those studies have been protected.

We appreciate the cooperation shown Investigator ~ during the inspection. Should
you have any questions or concerns regarding this letter or the inspection, please contact me by
letter at the address given below.

Sincerely,

s/

R

Division of Scientific Investigations
Office of Medical Policy

Center for Drug Evaluation and Research
7520 Standish Place, Suite ~—
Rockville, MD 20855
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EDUCATION
Medicine @
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-

PHYSICIAN - Iowa License —

- Nebraska License —

e PLANNED PARENTHOOD OF GREATER IOWA, Des Moines, lowa

-- Medical Director - 1991 to present

-- Physician Director of Surgical Services - 1991 to present
-- First and early mid-trimester abortions - 1990 to present

PRIMARY INVESTIGATOR

-- Population Council Study: "Refining The Yuzpe Method of Emergency
Contraception” - 1997 to present

Pharmacia-Upjohn Research Project: "A Comparative Study of the Efficacy, Safety,

and Patient Acceptability of CYCLO-PROVERA™ Sterile Aqueous Suspension and

ORTHO-NOVUM® 7/7/7, 28 Tablets" - 1997 - present

-- Planned Parenthood Federation of America study: "A Project to Study the Safety and
Efficacy of Methotrexate and Misoprostol for Early Induced Abortions" 1996 - present

-- Population Council Study: "Evaluation of the Efficacy, Safety, and Acceptability of

Mifepristone and Misoprostol in Inducing Abortion in Pregnant Women with
Amenorrhea of Up to 63 Days" -- 1994 to 1995

GUEST LECTURER
-- Starting Medical Abortion Services; PPFA conference, 1996
-- Options for Early Abortion; Planned Parenthood of East Central Illinois, 1996

-- Clinic Trials of M & M-Contraceptive Update; St. Paul, Minnesota, 1995
-- Abortion; University of Northern Iowa, 1993-1994

PARTNER AND PHYSICIAN - Altoona Family Practice Center, PC,
Altoona, Iowa -- 1982 to 1991

PHYSICIAN - Iowa Correctional Institution for Women, Mitchellville, lowa
-- 1982 to 1983

American Osteopathic Board of Family Physicians - Board Certification in Family Practice,
1988

e Rotating Internship - Des Moines General Hospital, 1981
e University of Osteopathic Medicine and Surgery, Des Moines, LA - Doctor of Osteopathy,

1980

Drake University, Des Moines, IA - Pre-med courses, 1974-1977

—

i

National Abortion Federation

Association of Reproductive Health Professionals
American Osteopathic Association

American College of Osteopathic Family Physicians



DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

Foem Approved: OMB No.0910-0014_ o
Expiration Date: November 30, 199S.
See OMSB Statement on Reverse.

| OO0 AND DRUG ADMINISTRATION
© STATEMENT OF INVESTIGATOR
(TITLE 21, CODE OF FEDERAL REGULATIONS (CFR) Part 312)

NOTE: No invesﬂ?atot may pamapate inan

< id ) m;f.sug mcg‘x t:neg grovu
eef i side. with a comple tatem
(Seeinstructions on reverse e o A T sy ater &magszs(d

1. NAME AND ADORESS OF INVESTIGATOR.

o -

Dr. Sue Haskell, D.O.
851 19th Street
Des Moines, Iowa 50314

2. EDUCATION, TRAINING, AND EXPERIENCE THAT QUALIFIES THE INVESTIGATOR AS AN EXPERT IN THE CLINICAL INVESTIGATION OF THE
DRUG FOR THE USE UNDER INVESTIGATION. ONE OF THE FOLLOWING IS ATTACHED:

A quRRICULUM vITAE (] OTHER STATEMENT OF QUALIFICATIONS

3. leAgioE AND&E{?RESS OF ANY MEDICAL SCHOOL, HOSPITAL, OR OTHER RESEARCH FACILITY WHERE THE CLINICAL INV'ESTIGATIOQ(S) WiLL
NOU: .

i Planned Parenthood of Greater Iowa
851 19th Street
Des Moines, Iowa 50314

4. NAME AND ADORESS OF ANY CLINICAL LABORATORY FACILITIES TO BE USED IN THE STUDY.

on site lab for preg tests, Hct, and Rh typing

for tissue examination

5. NAME ANO ADORESS QF THE INSTITUTIONAL REVIEW BOARD (IR8) THAT (S RESPONSIBLE FOR REVIEW AND APPROVAL OF THE STUDY(IES).

6. NAMES OF THE SUBINVESTIGATORS (e.g., research fellows, residents, associates) WHO WILL BE ASSISTING THE INVESTIGATOR |k THE
CONDUCT OF THE INVESTIGATION(S).

EIR — 11/16=18/99

Dr. Susan C. Haskell CFN 19-34350

Des Moines. Iowa 30314

- Exhibit _s_ Page . of 3

7. NAME AND COOE NUMBER, IF ANY, OF THE PROTOCOL(S) IN THE IND FOR THE STUDY(IES) TO BE CONDUCTED BY THE INVESTKEATOR.

Evaluation of che Efflcacy, Safety and.- Accepcablllr.y of leeprlstone aud
Misoprostol i : ) ‘ ; i
to 63 Days

Protocol #166A

FORNATINA 1572 {12%7) PREVION S $ 000 ORLOITY PLACE L OF2
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approvedf OMB No.0910-0012.
) PUBLIC HEALTH SERVICE Expication Date: November 30, 1995
] . FOOO ANO.DRUG ADMINISTRATION See OMB Statement o Reverse.
STATEMENT OF INVESTIGATOR

(TITLE 21, CODE OF FEDERALREGULATIONS (CFR) Part 312)

NOTE: Noinvestigator may particdipate in an
(Seeinstructions on reverse side.)

investigation uatil he/she provides the sponso
with a completed, signed Statement of  ~=-

. tnvestigator, Form FOA 1572 21 COFr312.53 (<
1. NAME AND ADORESS OF INVESTIGATOR. '

-

Dr. Sue Haskell, D.O.
851 19th Street
Des Moines, Iowa 50314

2. EDUCATION, TRAINING, AND EXPERIENCE THAT QUALIFIES THE INVESTIGATOR AS AN EXPERT IN THE CLINICAL INVESTIGATION OF THE
DRUG FOR THE USE UNDER INVESTIGATION, ONE OF THE FOLLOWING IS ATTACHED:

jzﬂguamcuwm VITAE O OTHERSTATEMENT OF QUALIFICATIONS

3. NAME AND ADDRESS OF ANY MEDICAL SCHOOL, HOSPITAL, OR OTHER RESEARCH FACILITY WHERE THE CLINICAL INVESTIGATIONKS) WILL
BE CONDUCTED.

Planned Parenthood of Greater Iowa
851 19th Street

Des Moines, Iowa 50314

4. NAME AND ADORESS OF ANY CLINICAL LABORATORY FACILITIES TO BE USED IN THE STUOY.

on site lab for preg tests, Hct, and Rh typing
: ~
.

\ — { for tissue examination
L

S. NAME ANO ADOKESS OF THE INSTITUTIONAL REVIEW BOKDI(IRB) THAT IS RESPONSIBLE FOR REVIEW AND APPROVAL OF THE STUODY(IES).

6. NAMES OF THE SUBINVESTIGATORS (e.g., research fellows, resident, associates) WHO WILL BE ASSISTING THE INVESTIGATOR IN THE
CONDUCT OF THE INVESTIGATION(S).

EIR — 11/16=18/99
Dr. Susan C. Haskell CFN 19-34550
Des Moine§. Towa 50314

_ Exhibit _J Page 2 ofi 3

7. NAME AND CODE NUMBER. If ANY, OF THE PROTOCOL(S) IN THE IND FOR THE STUDY(IES) TO BE CONDUCTED BY THE INVESTIGATOR
Evaluation of the Efficacy, Safety and Acceptability of Mifepristone and
Misopros:zol

1a Inducing Abortion in Pregnant Women wich Amenorrhea of upf
te &3 Bays ’

Protoco! #16ua

FORMN EDA 1572 (3282}

PROVIO I, U0 S ORI T
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(TACH THE FOLLOWING CUNICAL PROTOCOL INFORMATION:

jg{:_gk PHASE 1 INVESTIGATIONS, A GENERAL QUTLINE OF THE PLANNED INVESTIGATION INCLUDING THE ESTIMATED DURATION OF
ESTUDY AND THE MAXIMUM NUMBER OF SUBJECTS THAT WILL BE INVOLVED. '

(O FOR PHASE 2 OR 3 INVESTIGATIONS, AN OUTLINE OF THE STUDY PROTOCOL INCLUDING AN APPROXIMATION OF THE NUMBER OF
SUBJECTS TO BE TREATED WITH THE DRUG ANO THE NUMBER TO BE EMPLOYED AS CONTROLS, IF ANY; THE CLINICAL USES TO BE
INVESTIGATED; CHARACTERISTICS Of SUBJECTS BY AGE, SEX, AND CONDITION; THE KIND OF CLINICAL OBSERVATIONS AND

LABORATORY TESTS TO BE CONDUCTED; THE ESTIMATED DURATION OF THE STUDY; AND COPIES OR A DESCRIPTION OF CASE
REPORT FORMS TO BE USED. '

- e

IMMITMENTS:

agree 10 conduct the study(ies) in accordance with the relevant, current protocol(s) and will only make changes in a protocol afrer
1otifying the sponsor, except when necessary to protect the safety, rights, or welfare of subjecs.

agree to personally conduct or supervise the described investigation(s).

agree to inform any patients, or any persons used as controls, that the drugs ace being used foc invénigational purposes and | will ensure

hat the requirements refating to obtaining informed consentin 21 CFR Part SO and institutional review board (IRB) review and approval
n 21 CFR Part S6 are met

agree to report to the sponsor adverse experiences that occur in the course of the investigation(s) in accordance with 21 CFR312.6<.
have read and understand the information in the investigator’s brochure, including the potential risks and side effects of the drug.

agree to ensure that all associates, colleagues, and employees assisting in the conduct of the study(ies) are informed about their
bligations in meeting the above commitments.

agree to maintain adequate and accurate records in accordance with 21 CFR 312.62 and 10 make those records available for inspection in
wccordance with 21 CFR312.68.

will ensure that an {RB that complies with the requirements of 21 CFR Part 56 will be respaasible for the initial and coantiauing review and

spproval of the dlinical investigation. | also agsge to promptly report to the IR8 ail changes in the reseacch activity and all unanticipated
»oblems involving risks to human subjects or gthers. Additionally, | will not make any changes in the research without IRB appraval,
mcept where necessary to eliminate apparent immediate hazards t¢ human subjects.

agree to comply with ail other requirements regarding the obligations of dlinical investigators and all other pertinent requirements in 21
FRPart312.

-

INSTRUCTIONS FOR COMPLETING FORM FDA 1572
STATEMENT OF INVESTIGATOR:

wmplete all sections. Attach a separate page if additional space is needed.

. . el ot » 11/16:18/?9
ttach curriculum vitae or other statement of qualifications as IR P 11 CFN 19_34530
san C. Haskell ©5°
itach protocol outline as described in Section 8. Dr. Sus <. lowa 30314 3
Des Moines 1VE T of 2
an and date below. Exhibit = *7%

IRWARD THE COMPLETED FORM AND ATTACHMENTS TO THE SPONSOR.The sponsor will incorporate this
iformation along with other technical data into an lnvestigational New Deug Application (IND).
IVESTIGATORS SHOULD NOT SENDITHIS FORM DIRECTLY TO THE FOOD AND DRUG ADMINISTRATION.

Hop 90 Do -6~ 7Y

11, OATE

IGNATURE OF INVESTIGATOR )
é’ Ho a2 DO 7 16-77

ic reporting burden for this collection of information is estimated to average 84 hours per response, including

ime for reviewing instructions, searching existing data sources, gathering and maintaining the data needesﬂ,
completmfg reviewing the collection of information. Send comments regarding this burden estimate or 20y
t

r aspect of this collection of information, including suggestions for reducing this burden to:
rts Clearance Officer, PHS and to: Office of Management and Budga: _
art H. Humphrey Building, Room 721-8 paperwork Reduction Project (091.2-20% =
ndependence Avenue, STW washington, 0C 20503

aington, DC 2020+
:P?%A

Please DO NOT RETURN this application (o either of these addrasses

EDA 1572 (12/92) PAGL 2 OF 2

MIF 002165
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S — Ll lo=l3/99
or. Susan C. Haskell CFN 19-34330

Des Moines. Iowa 50314 G
of ﬁ

P . APPROVED BY
Exhibit _¢_ Page _/

e ettt

IRB

. - (T
- , T P
/ LA [

EVALUATION OF »mE EFFICACY, SAFETY AND ACCEPTABIUTY OF
MIFEPRISTONE AND MISOPROSTOL.IN INDUCING ABORTION IN PREGNANT
WOMEN WITH AMENORRHEA OF UP TO 63 DAYS

October (3, 1994

PROTOCOL NUMBER: 166 A

1. Purpose and aim the stud

It is possible to induce abortion in women with unwanted pregnancies by taking
mifepristone in combination with a prostaglandin (misoprostol). Mifepristone is a drug
which blocks the action of progesterone, a hormone needed to maintain pregnancy. One
of mifepristone’s actions is to interrupt pregnancy in its early stages. Prostaglandins are
natural substances made by the lining of the womb during menstruation and cause
contraction of the womb. During the early stages of pregnancy, mifepristone plus
misoprostol cause abortion in approximately 95 per cent of women. Major advantages
of this method of pregnancy termination are that no surgical instruments are pushed into
the womb. Approximately 250,000 women in 20 countries have used mifepristone and
a prostaglandin as a medical method of pregnancy interruption. Mifepristone and
misoprostol have been used by over 50,000 women at the dose to be used in this study.
The dosage to be studied has been approved for routine use in France for women who
have been pregnant for seven weeks or less. Mifepristone in combination with a
prostaglandin has also been approved for use in China, Britain and Sweden. In the latter
two countries, it is used in women who are pregnant for nine weeks or less.

The aims of the present study are to determine the safety, efficacy and acceptability of
mifepristone plus misoprostol for pregnancy termination in women who are 63 days or
less from the first day of the last menstrual period. Three groups of women who are less
than 50 days; S0 through 56 days and 57 through 63 days from the first day of the last
menstrual period will be included in the study. This study is being performed as a
requirement for registration of mifepristone plus misoprostol with the U.S. Food and

Drug Administration (FDA) so that these products can be used for pregnancy termination
in the U.S.

2. Clinic visits

I understand that at my initial visit (visit 1) I will receive counseling about the method,
and a urine and blood sample will be collected to make sure I am pregnant. I will be
given a physical, and a pelvic exam and my medical history will be taken, Using a
vaginal ultrasound, which is a small probe that is placed in the vagina, the duration of
my pregnancy will be determined. Also I will be given a blood test for the Rh factor in
my blood. IfI have an Rh negative blood type, I will be given an injection at the second
visit to prevent the development of antibodies that could endanger any future pregnancy.
In order to terminate my pregnancy, I will take three tablets of mifepristone (first
medication) orally in the presence of study personnel.
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Two days later, I will return to the clinic (visit 2) even if I believe I have aborted and
will take two misoprostol tablets (second medication) by mouth if I have not aborted.
If I take the second medication, the duration of my stay at the clinic at the second visit
will be approximately four hours, during which time I will be closely monitored by the
study team. During this time, there is an 60-80% chance that abortion will occur. IfI
come to the clinic in a car, I will be sure to arrange for someone else to drive me home
from this visit, and understand that I will not drive myself home. I understand that if
the abortion does not occur at the clinic, it is likely to occur at home and I may continue
to have uterine bleeding similar to a heavy menstrual period for several days. I should
use sanitary napkins until the uterine bleeding or spotting ends and not use tampons. As
with surgical abortion, I cannot resume douching until the bleeding stops (about 10-12
days). I should not resume sexual intercourse for eight to ten days after taking the
prostaglandin, by which time most abortions would have been completed.

I understand that I may see the product of conception on my sanitary napkin or in the
toilet. This may happen at the clinic, at home or work. Through the seventh week after
conception, this product is called an embryo; it is smaller than a quarter and is usually
embedded in a blood clot. Even if I see the products of conception, I will not be able
to tell whether the method has been effective as part of the placenta may still remain in
the uterus. This is why it is important to return to the clinic for a follow-up, visit 3, so
that the clinic staff can determine if the abortion is complete.

A further appointment will be made for me to return to the clinic two weeks after taking
the first tablet (visit 3), to ensure that the treatment has been effective. If the treatment
has not been effective, then a surgical procedure called vacuum aspiration or dilatation
and curettage will be carried out at that time to complete the abortion. This is the same
surgical procedure that would have been used had I elected to undergo surgical abortion
in the first instance. I will be sure to have arranged for someone else to drive me home
from this visit, and understand that I will not drive myself home. If I notice a vaginal
discharge with odor after treatment, this may indicate an infection. I will contact my
physician for an appointment.

I understand that bleeding may continue beyond my third visit. If this occurs the clinic

will contact me by telephone to determine if it has stopped or if I need additional
treatment.

w
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I understand that there are no indications at present that use of an antiprogestin to end
a pregnancy has prevented or harmed a woman’s ability to have a baby in the future.
Women who have taken mifepristone have been able to conceive and subsequently bear

a healthy child. Since it is possible to become pregnant again after the abortion, I will
be asked to select and use a contraceptive method.

3, Benefits

I understand that an advantage of the mifepristone/misoprostol medical method for
pregnancy termination is that it avoids a surgical procedure. There is no anesthesia-
related risks or risk of uterine perforation or cervical canal injury which may rarely be
observed after surgical termination of pregnancy. Another benefit is the satisfaction of

participating in the study that may make mifepristone/misoprostol available to women in
the U.S. ’

4. Risks and discomforts . )

I understand that drawing blood for the tests at the first visit may be associated with
discomfort, bruising, and possibly infection at the site of withdrawal. I understand that
experience gained so far with the combination of drugs and the termination of early
pregnancy indicates that this therapy has few side effects. The frequency of short-term
complications are comparable to that observed after surgical abortion performed by
vacuum aspiration. The most common complaint during treatment (particularly following
administration of the second medication) is lower abdominal pain or cramps which are
similar to those associated with a very heavy menstrual period. I will receive appropriate
medication for pain when required. I understand that I should not take aspirin, Motrin®,
ibuprofen (Advil®) or any other drug known to block the action of prostaglandins.
However, I may take Tylenol® and I may receive stronger medications for pain from my
doctor. I understand that cramps and abdominal pains are usual and an expected part of
the abortive process. Nausea, vomiting, and diarrhea have been observed following
administration of the second medication. Therefore, at the second visit it is necessary
to remain at the clinic under appropriate medical supervision for approximately four
hours before returning home. Uterine bleeding, similar to a heavy period and lasting at
least one week, may be expected. In rare instances very heavy uterine bleeding may
occur requiring surgical abortion and/or blood transfusion.
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I understand that it is not advisable to allow a pregnancy to continue after taking
mifepristone and/or misoprostol, since the full effects of mifepristone on the fetus
are not known and misoprostol administration in early pregnancy has been
associated with abnormal development of the fetus. Iunderstand that abortion after
mifepristone/misoprostol is successful in termination of pregnancy in approximately
95% of treated women. When abortion is incomplete, vacuum aspiration or
dilatation and curettage are recommended to terminate bleeding and prevent
anemia. When abortion does not occur, surgical termination of pregnancy is

recommended because of the possible risk to the fetus. I have previously agreed to this
procedure.

There have been no serious heart conditions in the 52,000 women using the combination
of drugs in the study for pregnancy termination. However, serious cardiovascular
complications, including one fatal heart attack occurred during medical abortion using
a different drug combination. These heart conditions have occurred usually in women
who are heavy smokers or have increased blood fats, diabetes, high blood pressure, or
family history of heart disease. This risk also increased in women who are over 35 years
of age. These complications have been seen only following an injected prostaglandin and
are rare (one in 20,000 cases). To date there is no evidence that the oral prostaglandin
(misoprostol) that I will be taking in this study and which has been used widely for

prolonged periods of time in the prevention of stomach ulcers, is associated with such
cardiovascular side effects.

5. Alternative Statement

I know that my pregnancy could be terminated by a surgically performed abortion
procedure (dilatation and curettage or vacuum aspiration). The possible advantages and
disadvantages of a surgical rather than a medical termination have been explained to me.
The advantages of surgical termination of pregnancy is that this is a one day procedure.
The risks associated with surgical abortion are minimal. These include the risk of an
anesthetic procedure. In the U.S., less than 1% of patients who undergo a surgical
abortion experience a major complication associated with the procedure such as a serious
pelvic infection, cervical tear, bleeding requiring a blood transfusion or unintended major
surgery (for a uterine perforation).
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6. Physical Inju tatement

If I require medical treatment as a result of physical injury arising from my participation
in this study, immediate, essential, short-term medical care and treatment as determined
by the doctors in this study will be made available without charge to me. There will be
no monetary compensation for any other care, but medical consultation and appropriate
referral services are available. Further information on the availability of medical care
and treatment for any physical injury resulting from my participation in this study may

be obtained from the Investigator, Dr. Susan Haskell (telephone: (515) 280-7000) or (1-
800) 568-2404.

7. Whom 1i Emergenc

I understand that if severe uterine bleeding, or abdominal pain, or any other medical
emergency arises in association with this method, I will report immediately to Planned
Parenthood of Greater Iowa, 851 19th Street, Des Moines, IA 50314. In addition, I will
contact Dr. Haskell (telephone:(515) 280-7000). If he or she cannot be reached in a

medical emergency related to the study, I may contact at (515) 280-7000
or (1-800) 568-2404.

ffer nswer Question _ Wi w
I have been told that I may withdraw from the study at any time without jeopardy to my
present or future medical care from the hospital or clinic. If I withdraw I will be offered
a surgical abortion. I have been told to contact Dr. Haskell Telephone: (515) 280-7000
or - Telephone: (515) 280-7000 if I have any questions about the
research. These physicians may appoint their associates to answer my questions.

I also understand that the Principal Investxgator may réquire me to withdraw from the
study, if in his/her medical judgement it is in the best interest of my health or if it
becomes impossible for me to follow the experimental procedure of this study.

I understand that, if my treatment under the study does not result in an abortion, and if
I refuse surgical abortion and continue with my pregnancy, I risk and the infant may
risk, complications, including fetal or infant malformation.

APPROVED BY
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9. Confidentiality

I understand that information obtained in this study will be transmitted only in a form
that cannot be identified with me, and that all records will be kept in a locked cabinet.
I understand that the Population Council or their designated monitors, as well as the U.S.
Food and Drug Administration may request access to my medical records.

10, Subject's Statement

I, the undersigned, have had the risks and benefits of this study explained to me in a
language that I understand. I agree to participate in this study as a volunteer subject.

Date

11. Investigator’ temen

Signature of Volunteer

I, the undersigned, have explained to the volunteer in the language which she speaks the
procedures to be followed in this study and the risks and benefits involved.

Date

Date
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Amendment 3 ' ' 1
May 5, 1995

EVALUATION OF THE EFFICACY, SAFETY AND ACCEPTABILITY OF
MIFEPRISTONE AND MISOPROSTOL IN INDUCING ABORTION IN PREGNANT
WOMEN WITH AMENORRHEA OF UP TO 63 DAYS

PROTOCOL-MUMBER: 166 A

1. Purpose and aims of the study

It is possible to induce abortion in women with unwanted pregnancies by taking
mifepristone in combination with a prostaglandin (misoprostol). Mifepristone is a
drug which blocks the action of progesterone, a hormone needed to maintain
pregnancy. One of mifepristone's actions is to interrupt pregnancy in its early
stages. Prostaglandins are natural substances made by the lining of the womb
during menstruation and cause contraction of the womb. Recently obtained
information supports the statement that mifepristone plus misoprostol cause
abortion in approximately 95 percent of women whose first day of their last
menstrual period occurred no more than 49 days before administration of
mifepristone. In women whose first day of their last menstrual period
occurred from 50 to 63 days before they received mifepristone, this new
information suggests that as many as one in four may require some form of
surgical procedure. There are a number of reasons for such a surgical
procedure including continued pregnancy, incomplete abortion, or excess
bleeding. The possibility of experiencing excess bleeding increases with
increasing duration of amenorthea™ ' Major advantages of this method of
pregnancy termination are that no surgical instruments are pushed into the womb.
Over 150,000 women in 20 countries have used mifepristone and a prostaglandin as
a medical method of pregnancy interruption. Mifepristone and misoprostol have
been used by over 50,000 women at the dose to be used in this study. The dosage
to be studied has been approved for routine use in France for women who have
been pregnant for seven weeks or less. Mifepristone in combination with a
prostaglandin has also been approved for use in China, Britain and Sweden. In the
latter two countries, it is used in women who are pregnant for nine weeks or less.
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MIFEPRISTONE AND MISOPROSTOL IN INDUCING ABORTION IN PREGNANT
WOMEN WITH AMENORRHEA OF UP TO 63 DAYS '
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The aims of the present study are to determine the safety, efficacy and acceptability
of mifepristone plus misoprostol for pregnancy termination in women who are 63
days or less from the first day of the last menstrual period. Three groups of women
who are less than 50 days; 50 through 56 days and 57 through 63 days from the first
day of the last menstrual period will be included in the study. This study is being
performed as a requirement for registration of mifepristone plus misoprostol with the
U.S. Food and Drug Administration (FDA) so that these products can be used for
pregnancy termination in the U.S.

2. Clinic visits

| understand that at my initial visit (visit 1) | will receive counseling about the method,
and a urine and blood sample will be collected to make sure | am pregnant. | will be
given a physical, and a pelvic exam and my medical history will be taken. Using a
vaginal ultrasound, which is a small probe that is placed in the vagina, the duration
of my pregnancy will be determined. Also | will be given a blood test for the Rh
factor in my blood. If | have an Rh negative blood type, | will be given an injection at
the second visit to prevent the develapment of antibodies that could endanger any
future pregnancy. | understand that | may be asked for additional blood
samples (about 2 teaspoons) to be collected to measure the levels of different
substances normally in my blood, as well as determine the normal
characteristics of my blood. If | decide not to have additional blood samples
taken, | may still continue to participate in the study* 2. In order to terminate my
pregnancy, | will take three tablets of mifepristone (first medication) orally in the
presence of study personnel. Two days later, | will return to the clinic (visit 2) even if
| believe | have aborted and will take two misoprostol tablets (second medication) by
mouth if | have not aborted. If | take the second medication, the duration of my stay
at the clinic at the second visit will be approximately four hours, during which time |
will be closely monitored by the study team. During this time, there is an 60-80%
chance that abortion will occur. If | come. to the clinic in a car, | will be sure to
arrange for someone else to drive me home from this visit, and understand that | will
not drive myself home.

EIR — 11/16=18/?9
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Amendment 3 ) ' 3
May 5, 1995

EVALUATION OF THE EFFICACY, SAFETY AND ACCEPTABILITY OF
MIFEPRISTONE AND MISOPROSTOL IN INDUCING ABORTION IN
PREGNANT WOMEN WITH AMENORRHEA OF UP TO 63 DAYS '

PROTOCOL"/\TUMBER: 166 A

| understand that if the abortion does not occur at the clinic, it is likely to occur at
home and | may continue to have uterine bleeding for several days. | understand
that the amount of bleeding may be similar to that which occurs during a
spontaneous miscarriage (i.e. more than a heavy menstrual period). The risk
of heavy bleeding increases after 49 days since the first day of my last
menstrual period*™*®. | should use sanitary napkins until the uterine bleeding or
spotting ends and not use tampons. As with surgical abortion, | cannot resume
douching until the bleeding stops (about 10-12 days). | should not resume sexual
intercourse for eight to ten days after taking the prostaglandin, by which time most
abortions would have been completed.

| understand that | may see the product of conception on my sanitary napkin or in
the toilet. This may happen at the clinic, at home or work. Through the seventh
week after conception, this product is called an embryo; it is smaller than a quarter
and is usually embedded in a blood clot. Even if | see the products of conceptior:, |
will not be able to tell whether the method has been effective as part of the placenta
may still remain in the uterus. This is why it is important to return to the clinic for a
follow-up, visit 3, so that the clinic staff can determine if the abortion is complete.

A further appointment will be made for me to retum to the clinic two weeks after
taking the first tablet (visit 3), to ensure that the treatment has been effective. |
understand that | may again be asked for additional blood samples (about 2
teaspoons) to be collected to measure the levels of different substances
normmally in my blood, and to determine the characteristics of my blood. If |
decide not to have additional blood samples taken, | may still continue to
participate in the study.* * If the treatment has not been effective, then a surgical
procedure called vacuum aspiration or dilatation and curettage will be carried out at
that time to complete the abortion. This is the same
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surgical procedure that would have been used had | elected to undergo
surgical abortion in the first instance. | will be sure to have arranged for
someone else to drive me home from this visit, and understand that | will not
drive myself home. If | notice a vaginal discharge with odor after treatment,
this may indicate an infection. | will contact my physician for an appointment.

| understand that bleeding may continue beyond my third visit. If this occurs the
clinic will contact me by telephone to determine if it has stopped or if | need

additional treatment.

| understand that there are no indications at present that use of an antiprogestin to
end a pregnancy has prevented or harmed a woman's ability to have a baby in the
future. Women who have taken mifepristone have been able to conceive and
subsequently bear a healthy child. Since it is possible to become pregnant again
after the abortion, | will be asked to select and use a contraceptive method.

3. Benefits .

I understand that an advantage of the mifepristone/misoprostol medical method for
pregnancy termination is that it avoids a surgical procedure. There is no
anesthesia-related risks or risk of uterine perforation or cervical canal injury which
may rarely be observed after surgical termination of pregnancy. Another benefit is
the satisfaction of participating in the study that will make mifepristone/misoprostol
-available to women in the U.S.

4. Risks and discomforts-
| understand that drawing blood for the tests at the first and third visits may
be associated with discomfort, bruising, and possibly infection at the site of
withdrawal. | understand that experience gained so far with the combination
of drugs and the termination of early pregnancy indicates that this therapy
has few side effects. The frequency of short-term complications are
comparable to that observed after surgical abortion performed by vacuum
aspiration. The most common complaint during treatment (particularly
following administration of the second medication) is lower abdominal pain or

MIF 002176
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cramps which are similar to those associated with a very heavy menstrual period. |
will receive appropriate medication for pain when required.

| understand that | should not take aspirin, Motrin®, ibuprofen (Advil®) or any
other drug known to block the action of prostaglandins. However, | may take
Tylenol® and | may receive stronger medications for pain from my doctor. |
understand that cramps and abdominal pains are usual and an expected part
of the abortive process. Nausea, vomiting, and diarrhea have been observed
following administration of the second medication. Therefore, at the second
visit it is necessary to remain at the clinic under appropriate medical
supervision for approximately four hours before retuming home. |
understand that uterine bleeding, similar to that which occurs during a
spontaneous miscarriage (i.e. more than a heavy menstrual period) and
lasting at least one week, may be expected. The risk of heavy bleeding
increases after 49 days since the first day of my last menstrual period*"5
In rare instances very heavy uterine bleeding may occur requiring surgical
abortion and/or blood transfusion.

| understand that it is not advisable to allow a pregnancy to continue after
taking mifepristone and/or misoprostol, since the full effects of mifepristone
on the fetus are not known and misoprostol administration in early pregnancy
has been associated with abnormal development of the fetus. | understand
that based on prior studies and recently obtained information, abortion after
mifepristone/misoprostol is successful in termination of pregnancy in
approximately 95% of treated women whose first day of their last menstrual
period occurred no more than 49 days before administration of mifepristone.
in women whose first day of their last menstrual period occurred from 50 to 63
days before they received mifepristone, this new information suggests that as
many as one in four may require some form of surgical procedure.*
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EVALUATION OF. THE EFFICACY, SAFETY AND ACCEPTABILITY OF
MIFEPRISTONE AND MISOPROSTOL IN INDUCING ABORTION IN PREGNANT
WOMEN WITH AMENORRHEA OF UP TO 63 DAYS |

PROTOCOL NUMBER: 166 A

When abortion is incomplete, vacuum aspiration or dilatation and curettage
are recommended to terminate bleeding and prevent anemia. When abortion
does not occur, surgical termination of pregnancy is recommended because
of the possible risk to the fetus. | have previously agreed to this procedure.

There have been no serious heart conditions in the 52,000 women using the
combination of drugs in the study for pregnancy termination. However, serious
cardiovascular complications, including one fatal heart attack occurred during
medical abortion using a different drug combination. These heart conditions have
occurred usually in women who are heavy smokers or have increased blood fats,
diabetes, high blood pressure, or family history of heart disease. This risk also
increased in women who are over 35 years of age. These complications have been
seen only following an injected prostaglandin and are rare (one in 20,000 cases).
To date there is no evidence that the oral prostaglandin (misoprostol) that | will be
taking in this study and which has been used widely for prolonged periods of time in
the prevention of stomach ulcers, is associated with such cardiovascular side
effects. '

5. Alternative Statement
| know that my pregnancy could be terminated by a surgically performed abortion
procedure (dilatation and curettage or vacuum aspiration). The possible
advantages and disadvantages of a surgical rather than a medical termination have
been explainedto me.
The advantages of surgical termination of pregnancy is that this is a one day
procedure.
The risks associated with surgical abortion are minimal. These include the risk of an
anesthetic procedure. In the U.S., less than 1% of patients who undergo a surgical
abortion experience a major complication asscciated with the procedure such as a
serious pelvic infection, cervical tear, bleeding requiring a blood transfusion or
unintended major surgery (for a uterine perforation).

EIR — 11/16=18/99
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Amendment 3 ‘ . 7
May 5, 1995

EVALUATION OF THE EFFICACY, SAFETY AND ACCEPTABILITY OF
MIFEPRISTONE AND MISOPROSTOL IN INDUCING ABORTION IN PREGNANT
WOMEN WITH AMENORRHEA OF UP TO 63DAYS

PROTOCOL-NUMBER: 166 A

6. Physical Injury Statement

If | require medical treatment as a result of physical injury arising from my
participation in this study, immediate, essential, short-term medical care and
treatment as determined by the doctors in this study will be made availabie without
charge to me. There will be no monetary compensation for any other care, but
medical consultation and appropriate referral services are available. Further
information on the availability of medical care and treatment for any physical injury
resulting from my participation in this study may be obtained from the Investigator,
Dr. Sue Haskell at 515-280-7000 or 1-800-568-2404.

7. Whom to Cali in an Emergency
| understand that if severe uterine bleeding, or abdominal pain, or any other medical
emergency arises in association with this method, | will report immediately to
Planned Parenthood of Greater lowa, 851 18th Street, Des Moines, lowa 50314. In
addition, | will contact Dr. Haskell at 515-280-7000. If he or she cannot be reached
in a medical emergency related to the study, | may contact at 515-
280-7000 or 1-800-568-2404.

8. Offer to Answer Questions and Freedom to Withdraw from the Study
| have been told that | may withdraw from the study at any time without jeopardy to
my present or future medical care from the hospital or clinic. If I withdraw | will be
offered a surgical abortion. | have been told to contact Dr. Haskell or ———w-——
— at 515-280-7000 if | have any questions about the research. These physicians
may appoint their associates to answer my questions.

| also understand that the Principal Investigator may require me to withdraw from the
study, if in his/fher medical judgement it is in the best interest of my health or if it
becomes impossible for me to follow the experimental procedure of this study.

| understand that, if my tre+atment under the study does not result in an abortion,
and | refuse surgical abortion and continue with my pregnancy, | risk, and the infant
may risk, complications, including fetal or infant maiformation.

EIR —_ 11/16=18/99
Dr. Susan C. Haskell CFN 19-34550
Des Moines. Iowa 50314
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Amendment 3 ‘ ‘ 8
May 5, 1995

EVALUATION OF THE EFFICACY, SAFETY AND ACCEPTABILITY OF
MIFEPRISTONE AND MISOPROSTOL IN INDUCING ABORTION IN PREGNANT
WOMEN WITH AMENORRHEA OF UP TO 63 DAYS

PROTOCOLNUMBER: 166 A

9. Confidentiality
| understand that information obtained in this study will be transmitted only in a form
hat cannot be identified with me, and that all records will be kept in a locked cabinet.
understand that the Population Council or their designated monitors, as well as the -
U.S. Food and Drug Administration may request access to my medical records.

| understand that | may be asked to be interviewed by a representative of the
ponsor. The interview will be conducted in the language that | speak and will verify
hat | understand the risks, benefits, procedures, and the experimental nature of the
tudy. If I do not agree to be interviewed, this will not affect my present or future
edical care from the hospital or the clinic, or my participation in the study. |
nderstand that | can change my mind at any time. All information will be kept
onfidential.

10. Subject's Statement

[, the undersigned, have had the risks and benefits of this study explained to me in a
language that | understand. | agree to participate in this study as a volunteer
subject.

Date Signature of Volunteer

11. Investigator's Statement
I, the undersigned, have explained to the volunteer in the language which she
speaks the procedures to be followed in this study and the risks and benefits

involved.
Date Signature of Investigator
Date Signature of Witness to the
EIR —_ 11/16=13/99 Above Signatures and Explanation
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EVALUACION DE LA EFICACIA, SEGURIDAD Y ACEPTABILIDAD DE LA _
MIFEPRISTONA Y EL MISOPROSTOL PARA INDUCIR EL ABORTO EN LA MUJERES EN
ESTADO DE EMBARAZO CON AMENORREA HASTA 63 DIAS DE DURACION

PROTOCOLO NUMERQ 166 A

1. Progésiéo 24 objetivb del estudio
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Es posible 'inducir el aborto en las mujeres que estin embarazadas
sin desearlo si toman mifepristona en combinacién con una
prostaglandina (misoprostol). La mifepristona es una droga que
bloquea la accién de la progesterona, una hormona necesaria para
mantener el embarazo. Una de las acciones de la mifepristona es
la de interrumpir el embarazo en sus primeras etapas. Las
prostaglandinas son substancias naturales creadas por el
recubrimiento interior de la matriz durante la menstruacién y que
causan la contraccién de la matriz. Durante las primeras etapas
del embarazo, la mifepristona con misoprostol causan el aborto
en, aproximadamente, el 95 por ciento de las mujeres. -Las ventaja
principal de este método de terminar el embarazo es Qque no se
introducen instrumentos quirGrgicos en la matriz. Alrededor de
250,000 mujeres en 20 paises han usado la mifepristona y una
prostaglandina como un método médico para interrumpir el
embarazo. La mifepristona y el misoprostol han sido utilizados
por m&s de 50,000 mujeres en la dosis que se utilizari en este
estudio. La dosificacién que se va a estudiar ha sido aprobada en
Francia para su uso de rutina por mujeres que tienen seis semanas
o menos de embarazo. La mifepristona combinada con una
prostaglandina también ha recibido aprobacién para el uso en
China, Gran Bretafia y Suecia. En los Gltimos dos palses, la
utilizan mujeres que tienen nueve semanas o menos de embarazo.

El objetivo del presente estudio es determinar la seguridad,
eficacia y aceptabilidad de la mifepristona con misoprostol para
terminar el embarazo en mujeres que hayan tenido el primer dia de
su Gltimo periodo mensual hace 63 dias o menos. Tres grupos de
mujeres con menos de 50 dlas; de 50 a 56 dias y de 57 a 63 dias
desde el primer dia del Gltimo perfiodo mensual se incluirén en el
estudio. Este estudio se estd llevando a cabo como un requisito
para la registracién de la mifepristona con misoprostol en la
Administracién de Alimentos y Medicinas de los Estados Unidos
(Food and Drug Administration -~ FDA) para que estos productos se
puedan usar para terminar embarazos en los Estados Unidos.

2. Visitas a la ¢

MIF 002181

Tengo entendido que en mi primera visita (visita 1) seré
asesorada sobre este método y se obtendri una muestra de mi orina
y sangre para asegurarse que estoy embarazada. Se me hari un
examen médico, se examinard mi pelvis y tomar&n mi historia
clinica. Se determinard la duracidén de mi embarazo utilizando un
ultrasonido vaginal, que es una sonda pequefia que se coloca
dentro de la vagina. También, se me hari un andlisis de sangre
para ver si tengo el factor Rh en mi sangre. Si tengo el tipo de
sangre Rh negativo, me pondr&n una inyeccién durante la segunda
visita para evitar que se desarrollen anticuerpos que pudie§en
poner en peligro cualquier embarazo futuro. Para poder terminar
mi embarazo, tomaré por via oral tres tabletas de mifepristona
(el primer medicamento) en presencia del personal del estudio.
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EVALUACION DE LA 'EFICACIA, SEGURIDAD Y ACEPTABILIDAD DE LA
MIFEPRISTONA Y EL MISOPROSTOL PARA INDUCIR EL ABORTO EN LA MUJERES EN
ESTADO DE EMBARAZO CON AMENORREA HASTA 63 DIAS DE DURACION

PROTOCOLO NUMERO 166 A

Dos dias después regresaré a la clinica (visita 2) aunque yo
piense que he abortado y me tomaré por via oral dos tabletas de
misoprostol (segundo medicamento) si no he abortado. Si me tomo
el segundo medicamento, la duracién de mi estancia en la clinica
durante la segunda visita serid de aproximadamente cuatro horas.
Durante ese tiempo seré cuidadosamente vigilada por el equipo del
estudio. Durante este tiempo hay una oportunidad de un 60%-80% de
que ocurra el abortoc. Si vengo a la clinica en carro, me
aseguraré de tener a alguien gue me regrese a la casa después de
esta visita. Entiendo que yo no puedo ir guiando hasta mi casa.
Entiendo que si el aborto no ocurre en la clinica, ese muy _
probable gue ocurra en la casa y puede que siga sangrando por el
Gtero durante varios dias, parecido a una regla mensual fuerte.
Debo usas almohadillas sanitarias hasta que deje de sangrar del
Gtero o que las manchas terminen y no debo usar tampones. Al
igual que con un aborto quirtGrgico, no puedo volver a hacerme
lavados vaginales ("douching") hasta que deje de sangrar (de 10-
12 dias). No debo volver a tener relaciones sexuales hasta
después de ocho a diez dias de haber tomado la prostaglandina,

pues después de ese tiempo la mayoria de los abortos han
terminado.

Yo entiendo que es posible que vea el producto de la concepcién
en la almohadilla sanitaria o en el excusado. Esto puede suceder
en la clinica, en la casa o en el trabajo. Hasta la séptima
semana después de la concepcién este producto se llama un
embrién; es mé&s pequefio que . una moneda de veinticinco centaves y
generalmente estd incrustado dentro de un co&gulo de sangre.
Aunque yo vea el producto de la concepcién, no podré darme cuenta
si el método ha tenido éxito ya que puede quedarse parte de la
placenta en el Gtero. Por esto es importante regresar a la
clinica para el seguimiento, la visita 3, para que los empleados
de la clinica puedan determinar si el aborto ha sido completo.

AN

Se me dard una cita para que regrese a la clinica dos semanas
después de haber tomado la primera tableta (visita 3) para estar
seguros que el tratamiento ha tenido efectividad. Si el
tratamiento no ha tenido efectividad, entonces en ese momento se
llevar&d a cabo un procedimiento quirtirgico llamado aspiracién al
vacio o dilatacién y curetaje para terminar el aborto. Este es el
mismo procedimiento quirdrgico que hubiese recibido si hubiese
decidido hacerme un aborto quirGrgico desde el principio. Estaré
segura de tener a alguien que me lleve para la casa en carro
después de esta visita y entiendo que yo misma no puedo manejar.
Si me doy cuenta que después del tratamiento tengo un flujo
vaginal que tiene olor, puede indicar una infeccién. Me pondré en
contacto con mi médico para hacer una cita.

Entiendo que la sangre puede continuar después de mi tercera
visita. Si esto sucede, la clinica se pondréd en contacto

telefdnico conmigo para determinar si ya ha parado o si necesito
tratamiento adicional.
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EVALUACION DE 'LA EFICACIA, SEGURIDAD Y ACEPTABILIDAD DE LA
MIFEPRISTONA Y EL MISOPROSTOL PARA INDUCIR EL ABORTO EN LA MUJERES EN
ESTADO DE EMBARAZO CON AMENORREA HASTA 63 DIAS DE DURACION

PROTOCOLO NUMERO 166 A

-4 N
Yo entiendo que hasta ahora no ha habido indicaciones que el uso
una antiprogestina para terminar un embarazo no ha evitado ni ha
dafiado la capacidad de una mujer de tener un bebé& en el futuro.
La mujeres que han tomado mifepristona han podido concebir
después y han tenido hijos saludables. Ya que es posible volver a
quedar embarazada después del aborto, se me pedird@ que seleccione
un método para evitar los hijos.

3. Beneficios

Entiendo que la ventaja del método para terminar un embarazo
utilizando mifepristona/misoprostol es que evita un procedimiento
quir@rgico. No hay riesgos relacionados con la anestesia no
riesgo de perforaciédn del Gtero o de lesiones al .conducto
cervical que ocurre raras veces después de terminar un embarazo
de forma quirGrgica. Otro beneficio es la satisfaccién de
participar en el estudio que hari que las mujeres de los Estado
Unidos tengan disponibles la mifepristona/misoprostol.

4. Riesgos v molestias

Entiendo que cuando me saguen la sangre para los andlisis en la
primera visita puedo sentir molestia, tener moretones y puede
ocurrir una infeccién en el sitio de donde se sacé la sangre.
Entiendo que la experiencia que existe hasta ahora con la
combinacién de drogas y el terminar un embarazo de poco tiempo
indica que esta terapia tiene pocas reacciones secundarias. La
frecuencia de complicaciones de corta duracion se puede comparar
con la que se observa después de un aborto quir@Grgico hecho con
aspiracién al vacio. La queja mds com(n durante el tratamiento
(en particular después de la administracidn del segundo
medicamento) es dolor en el bajo vientre o retorcijones parecidos
a los que se relacionan con un periodo mensual fuerte. Recibiré
el medicamento apropiado contra el dolor cuando sea necesario.
Entiendo que no debo tomar aspirina, Motrin®, ibuprofen (Advil®)
o cualquier otra droga que se sabe bloque la accidn de las
prostaglandinas. Sin embargo, puedo tomar Tylenol® y mi médico
me puedo recetar medicamentos mas fuertes contra el dolor.
Entiendo que los retorcijones y los dolores abdominales es una
parte del proceso del aborto normal y esperada. Se ha observado
la existencia de nauseas, vémitos y diarrea después de la
administracién del segundo medicamento. Por lo tanto, es
necesario quedarse en la clinica bajo la supervisién apropiada en
la segunda visita durante alrededor de cuatro horas antes de
regresar a la casa. Se puede esperar sangre del Gtero, parecida a
una menstruacién fuerte y de una semana de duracidn. En raras
ocasiones, puede haber mucha sangre del Gtero que cause la
necesidad de hacer un aborto quirlrgico y/o una transfusidén de

sangre.
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EVALUACION DE LA EFICACIA, SEGURIDAD Y ACEPTABILIDAD DE LA
MIFEPRISTONA Y EL MISOPROSTOL PARA INDUCIR EL ABORTO EN LA MUJERES EN
ESTADO DE EMBARAZO CON AMENORREA HASTA 63 DIAS DE DURACION

PROTOCOLO NUMERO 166 A

Entlendo que no es aconsejable dejar que siga un embarazo ‘después
de haber tomado mifepristona y/o mlsoprostol, ya que se
desconocen. los efectos completos de la mifepristona en el feto Y
la administracién del misoprostol al principio del embarazo se ha
asociade -l desarrollo anormal del feto. Entiendo que el aborto
despues de la mifepristona/misoprostol tiene éxito en terminar el
embarazo en aproximadamente el 95% de las mujeres tratadas.
Cuando el aborto no es completo, se recomienda la aspiracidén al
vacié o la dilatacidén y curetaje para dejar de sangrar y evitar
la anemia. Cuando no ocurre el aborto, se recomienda terminar el
embarazo de forma quirirgica debido al riesgo posible para el
feto. Yo he estado de acuerdo de antemano con este procedimiento.

No han habido problemas cardiacos graves en las 52,000 mujeres
que han utilizado la combinacién de drogas en el estudio sobre la
terminacién del embarazo. Sin embargo, ocurrieron complicaciones
cardiovasculares graves, incluyendo un ataque al corazén mortal,
durante abortos médicos utilizando una combinacidén de drogas
diferente. Estos problemas cardiacos han ocurrido generalmente en
mujeres que fuman mucho o que tienen gran cantidad de lipidos
(grasas) en la sangre, diabetes, presidn arterial alta o historia
familiar de enfermedades del corazén. Este riesgo también aumentd
en las mujeres mayores de 35 afios de edad. Estas complicaciones
sdélo se han cbservado después de una prostaglandina inyectada y
son raras (una en 20,000 casos). Hasta la fecha no hay pruebas
que la prostaglandina oral (misoprostol) que yo tomaré en este

- estudio y que ha sido de amplio uso durante largos pericdos de
tiempo para el tratamiento de las Glceras estomacales, esté
relacionada con esas reacciones cardiovasculares secundarias.

S. Declaracién alterna

Se que se puede terminar mi embarazo pode medio de un aborto
hecho por medio de cirugia (dilatacidén y curetaje o aspiracién al
vacio). Las posibles ventajas y desventajas de terminar el
embarazo de forma quirGrgica en lugar de con medicamentos se me
ha explicade. Las ventajas de terminar el embarazo de forma
quirdrgica es que es un procedimiento de un dia. Los riesgos
relacionados con un aborto quirGrgico son minimos. Esto incluye
el riesgo del procedimiento anestésico. En los Estados Unidos,
nenos del 1% de las pacientes que se hacen un aborto quirGrgico
tienen complicaciones graves relacionadas con el procedimiento
tales como infeccién grave de la pelvis, cuello del Gtero rajado,
sangre excesiva que necesite una transfusién o cirugia 1nesperada
de mayor importancia (para una perforacién del Gtero).

11/16=18/99
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EVALUACION DE LA EFICACIA, SEGURIDAD Y ACEPTABILIDAD DE LA
MIFEPRISTONA Y EL MISOPROSTOL PARA INDUCIR EL ABORTO EN LA MUJERES EN
ESTADC DE EMBARAZO CON AMENORREA HASTA 63 DIAS DE DURACION

PROTOCOLO NUMERO 166 A

6. Declaracién sobre lesiones fisicas
Si necesito recibir tratamiento mé&dico como resultado de una
lesién fisica que ocurriera debido a mi participacién en este
estudio, se me ofrecerd la asistencia mé&dica y tratamiento
esenc;al a corto plazo de inmediato seglGn lo determinen los
médicos de este estudio sin cargo adicional ninguno para mi. No
recibiré ninguna otra compensaclén monetaria para nlnguna otra
a51stenc1a, pero tendré a mis disposicién asesoramiento médico y
servicios de referencia. Puedo obtener m&s informacidén sobre la
disponibilidad de la asistencia médica y tratamiento para
cualquier lesién fisica que haya resultado de mi participacién en
este estudio del Investigador, Dr. Susan Haskell (tel&fono: (515)
280-7000 or 1-(800) 568-2402).

7. A guién llamar en caso de emergencia
Comprendo que si sangro por el Gtero de forma excesiva o tengo
dolores abdominales o si se me presenta cualquier otra emergencia
médica, se lo informaré inmediatamente a (instituto, direccién,
no. de teléfono). Ademds, me pondré en contacto con el Dr.
Haskell (teléfono:(515) 280-7000). Si no me puedo ponar en
contacto con €1 o ella cuando exista una emergencia relacxonada
con el estudio, puedo ponerme en contacto con el
(teléfono: (515) 280-7000 or 1-(800) 568-2402).

8. Ofrecimiento de responder preguntas vy libertad de retirarse del
estudio.

Se me ha dicho que me puedo retirar del estudio en cualquier
momento sin peoner en peligro la asistencia médica que yo recibo o
vaya a recibir en el futuro del hospital o la clinica. Si me
retiro, se me ofrecerd un aborto quirGrgico. Se me ha dicho que
me puedo poner en contacto con el Dr. Haskell (teléfono: (515)
280-7000) o el (teléfono: (515) 280-7000) si

9

bl tengo alguna pregunta scbre la investigacién. Estos médicos
< pueden nombrar a sus asociados para que respondan mis preguntas.
!

EVJ También comprendo que el Investigador Principal me puede pgdir
5‘4 que me retire del estudio si en su juicio clinico es'de mejor
) interés para mi salud o si se me hace imgosible sequir el
§:§ procedimien;o experimental de este estudio.
_-\j Yo comprendc que si mi tratamiento bajo el estudio no da como
27 resultado un aborto, y si rehuso recibir un aborto quirtrgico y
Z . sigo con el embarazo, yo me arriesgo y la criatura puede tener el
2= riesgo de complicaciones incluyendo deformidades del feto o de la
5 = criatura.
& &

. Confidencialidad .
Entiendo que la informacidn obtenida en este estudio seré

transmitida de forma que no se pueda relacionar conmigo y que
todos los récords se mantendrin en un gabinete con cierre.
Comprendo que el Consejo sobre la Poblacién (Population Council)
o0 los observadores nombrados por ellos asi como la Administracién
de Alimentos y Drogas de los Estados Unidos pueden solicitar el

acceso a mis récords médicos. ,_APPROVEDBY  {iiT o 7 1am;
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Comprendo que se me puede solicitar que un representante del
patrocinador me entreviste. Esta entrevista se llevarid a cabo en
el idioma que yo hablo y verificarid que yo comprendo los riesgos,
beneficios, procedimientos y naturaleza experimental del estudio.
Si no . estoy de acuerdo en ser entrevistada, esto no afectars mi
asistencia médica actual o futura en el hospital o la clinica o
mi participacién en el estudio. Yo comprendo que puedo cambiar mi
decisién en cualguier momento. Toda la informacién se mantendrs

confidencial.

10. Declaracién del suijeto

A mi, la infrascrita,

se me han explicado los riesgos y

beneficios de este estudio en un idioma que yo entiendo. Estoy de
acuerdo en participar en este estudio como voluntaria.

Fecha

Firma de la voluntaria

11. Declaracién del investigador
Yo, el infrascrito (la infrascrita) le explicado a la voluntaria
en el idioma que ella habla, los procedimientos a segquir en este
estudio y los riesgos y beneficios relacionados con é&ste.

Fecha Firma del(a) investigador(a)
Fecha Firma del testigo de las
firmas anteriores y
explicacién
APPROVED BY
~ IRB
0CT 27 199
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MIFEPRISTONA Y EL MISOPROSTOL PARA INDUCIR EL ABORTO EN LA MUJERES EN
ESTADO DE EMBARAZO CON AMENORREA HASTA 63 DIAsS DE DURACION

PROTOCOLO NUMERO 166 A

1. Propésito v objetivo del estudio

Es posible inducir el aborto en las mujeres que estin embarazadas
sin desearlo si toman mifepristona en combinacién con una
prostaglandina (misoprostol). La mifepristona es una droga que
bloquea la accidén de la progesterona, una hormona necesaria para
mantener el embarazo. Una de las acciones de la mifepristona es
la de interrumpir el embarazo en sus primeras etapas. Las
prostaglandinas son substancias naturales creadas por el
recubrimiento interior de la matriz durante la menstruacién y que
causan la contraccién de la matriz. Durante las primeras etapas
del embarazo, la mifepristona con misoprostol causan el aborto
en, aproximadamente, el 95 por ciento de las mujeres. Las ventaja
principal de este método de terminar el embarazo es que no se
introducen instrumentos quirirgicos en la matriz. Alrededor de
250,000 mujeres en 20 paises han usado la mifepristona y una
prostaglandina como un método médico para interrunmpir el
embarazo. La mifepristona y el misoprostol han sido utilizados
por mds de 50,000 mujeres en la dosis que se utilizaréd en este
estudio. La dosificacidén que se va a estudiar ha sido aprobada en
Francia para su uso de rutina por mujeres que tienen seis semanas
o menos de embarazo. La mifepristona combinada con una
prostaglandina también ha recibido aprobacién para el uso en
China, Gran Bretafia y Suecia. En los Gltimos dos paises, 1la
utilizan mujeres que tienen nueve semanas o menos de embarazo.

El objetivo del presente estudio es determinar la seguridad,
eficacia y aceptabilidad de la mifepristona con misoprostol para
terminar el embarazo en mujeres que hayan tenido el primer dia de
su Gltimo periodo mensual hace 63 dias o menos. Tres grupos de
mujeres con menos de 50 dias; de 50 a 56 dias y de 57 a 63 dias
desde el primer dia del Gltimo periodo mensual se incluirédn en el
estudio. Este estudio se estad llevando a cabo como un requisito
para la registracién de la mifepristona con misoprostol en la
Administracién de Alimentos y Medicinas de los Estados Unidos
(Food and Drug Administration - FDA) para que estos productos se
puedan usar para terminar embarazos en los Estados Unidos.

Susan ¢,

Exhibit Y Page 2, of 19

Des Moines,

2. Visitas a la clinica

Tengo entendido que en mi primera visita (visita 1) seré
asesorada sobre este método y se obtendri una muestra de mi orina
Yy sangre para asegurarse que estoy embarazada. Se me hard un
examen médico, se examinari mi pelvis y tomaran mi historia
clinica. Se determinari la duracién de mi embarazo utilizando un
ultrasonido vaglnal que es una sonda pequefia que se coloca
dentro de la vagina. También, se me hari un andlisis de sangre
para ver si tengoc el factor Rh en mi sangre. Si tengo el tipo de
sangre Rh negativo, me pondré&n una 1nyecc1on durante la segunda
visita para evitar que se desarrollen anticuerpos que pudlesen
poner en peligro cualquier embarazo futuro. Para poder terminar
mi embarazo, tomaré por via oral tres tabletas de mifepristona
(el primer medlcamento) en presencia del personal del estudio.
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EVALUACION DE LA EFJCACIA, SEGURIDAD Y ACEPTABILIDAD DE LA
MIFEPRISTONA Y EL MISOPROSTOL PARA INDUCIR EL ABORTO EN LA MUJERES EN
ESTADO DE EMBARAZO CON AMENORREA HASTA 63 DIAS DE DURACION

PROTOCOLO NUMERO 166 A

Dos dlas después regresaré a la clinica (visita 2) aunque yo
piense que he abortado y me tomaré por via oral dos tabletas de
misoprostol (segundo medicamento) si no he abortado. Si me tomo
el segundo medicamento, la duracidén de mi estancia en la clinica
durante la segunda visita seri de aproximadamente cuatro horas.
Durante ese tiempo seré cuidadosamente vigilada por el equipo del
estudio. Durante este tiempo hay una oportunidad de un 60%-80% de
que ocurra el aborto. Si vengo a la clinica en carro, me
aseguraré de tener a alguien que me regrese a la casa después de
esta visita. Entiendo que yo no puedo ir guiando hasta mi casa.
Entiendo que si el abortoc no ocurre en la clinica, ese muy
probable que ocurra en la casa y puede que siga sangrando por el
dtero durante varios dias, parecido a una regla mensual fuerte.
Debo usas almchadillas sanitarias hasta que deje de sangrar del
Gtero o gque las manchas terminen y no debo usar tampones. Al
igual que con un aborto quirdrgico, no puedo volver a hacerme
lavados vaginales ("douching") hasta que deje de sangrar (de 10-
12 dias). No debo volver a tener relaciones sexuales hasta
después de ocho a diez dias de haber tomado la prostaglandina,
pues después de ese tiempo la mayoria de los abortos han

terminado.

Yo entiendo que es posible que vea el producto de la concepcidn
en la almohadilla sanitaria o en el excusado. Esto puede suceder
en la clinica, en la casa o en el trabajo. Hasta la séptima
semana después de la concepcidén este producto se llama un
embridén; es mas pequefio que una moneda de veinticinco centavos y
generalmente estd incrustado dentro de un codgulo de sangre.
Aungue yo vea el producto de la concepcidén, no podré darme cuenta
si el método ha tenido éxito ya que puede quedarse parte de la
placenta en el Gtero. Por esto es importante regresar a la
clinica para el seguimiento, la visita 3, para que los empleados
de la clinica puedan determinar si el aborto ha sido completo.
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Se me dari una cita para que regrese a la clinica dos semanas
después de haber tomado la primera tableta (visita 3) para estar
seguros que el tratamiento ha tenido efectividad. Si el
tratamiento no ha tenido efectividad, entonces en ese momento se
llevard a cabo un procedimiento quirGrgico llamado aspiracidn al
vacio o dilatacién y curetaje para terminar el aborto. Este es el
mismo procedimiento qulrurglco que hubiese recibido si hubiese
decidido hacerme un aborto quirdrgico desde el principio. Estaré
segura de tener a alguien gque me lleve para la casa en carro
después de esta visita y entiendo que yo misma no puedo manejar.
Si me doy cuenta que después del tratamiento tengo un flujo
vaginal que tiene olor, puede indicar una infeccidn. Me pondré en

contacto con mi médico para hacer una cita.

i

Des Moines

Fxhibit

Entiendo que la sangre puede continuar después de mi tercera
visita. Si esto sucede, la clinica se pondra en contacto
telefénico conmigo para determinar si ya ha parado o si necesito

tratamiento adicional.
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MIFEPRISTONA Y EL MISOPROSTOL PARA INDUCIR EL ABORTO EN LA MUJERES EN
ESTADO DE EMBARAZO CON AMENORREA HASTA 63 DIAS DE DURACION

PROTOCOLO NUMERO 166 A

Yo entiendo que hasta ahora no ha habido indicaciones que el uso
una antiprogestina para terminar un embarazo no ha evitado ni ha
dafiado la gapacidad de una mujer de tener un bebé en el futuro.
La mujeres que han tomado mifepristona han podido concebir
después y han tenido hijos saludables. Ya que es posible volver a
quedar embarazada después del aborto, se me pediri que seleccione
un método para evitar los hijos.

3. Beneficios

Entiendo que la ventaja del método para terminar un embarazo
utilizando mifepristona/misoprostol es que evita un procedimiento
quirdrgico. No hay riesgos relacionados con la anestesia no
riesgo de perforacidén del Gtero o de lesiones al conducto
cervical que ocurre raras veces después de terminar un embarazo
de forma quirdrgica. Otro beneficio es la satisfaccién de
participar en el estudio que harid que las mujeres de los Estado
Unidos tengan disponibles la mifepristona/misoprostol.

4. Riesqos y molestias

Entiendo que cuando me saquen la sangre para los an&lisis en la
primera visita puedo sentir molestia, tener moretones y puede
ocurrir una infeccién en el sitio de donde se sacd la sangre.
Entiendo que la experiencia que existe hasta ahora con la
combinacién de drogas y el terminar un embarazo de poco tiempo
indica que esta terapia tiene pocas reacciones secundarias. La
frecuencia de complicaciones de corta duracion se puede comparar
con la que se observa después de un aborto quirGrgico hecho con
aspiracidén al vacio. La queja mds comin durante el tratamiento
(en particular después de la administracién del segundo
medicamento) es dolor en el bajo vientre o retorcijones parecidos
a los que se relacionan con un periodo mensual fuerte. Recibiré
el medicamento apropiado contra el dolor cuando sea necesario.
Entiendo que no debo tomar aspirina, Motrin®, ibuprofen (Advil®)
o cualquier otra droga que se sabe bloque la accidn de las
prostaglandinas. Sin embargo, puedo tomar Tylenol® y mi médico
me puedo recetar medicamentos mds fuertes contra el dolor.
Entiendo que:los retorcijones y los dolores abdominales es una
parte del proceso del aborto normal y esperada. Se ha observado
la existencia de nauseas, vdmitos y diarrea después de la
administracién del segundo medicamento. Por lo tanto, es
necesario quedarse en la clinica bajo la supervisidn apropiada en
la segunda visita durante alrededor de cuatro horas antes de
regresar a la casa. Se puede esperar sangre del Gtero, parecida a
una menstruacién fuerte y de una semana de duracién. En raras
ocasiones, puede haber mucha sangre del Gtero gque cause la
necesidad de hacer un aborto quirdrgico y/o una transfusién de
sangre.

EIR 11/16:18/?9
Dr. Susan C. Haskell CFN 19-34530
Des Moines. Iowa 5031}
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EVALUACION DE LA EFICACIA, SEGURIDAD Y ACEPTABILIDAD DE LA
MIFEPRISTONA Y EL MISOPROSTOL PARA INDUCIR EL ABORTO EN LA MUJERES EN
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PROTOCOLO NUMERO 166-A

Entiendo que no es aconsejable dejar que siga un embarazo después
de haber tomado mifepristona y/o misoprostol, ya que se
desconocen los efectos completos de la mifepristona en el feto y
la administracién del misoprostol al principio del embarazo se ha
asociado al desarrollo anormal del feto. Entiendo que el aborto
después de la mifepristona/misoprostol tiene éxito en terminar el
embarazo en aproximadamente el 95% de las mujeres tratadas.
Cuando el aborto no es completo, se recomienda la aspiracién al
vacid o la dilatacién y curetaje para dejar de sangrar y evitar
la anemia. Cuando no ocurre el aborto, se recomienda terminar el
embarazo de forma quirdrgica debido al riesgo posible para el
feto. Yo he estado de acuerdo de antemano con este procedimiento.

No han habido problemas cardiacos graves en las 52,000 mujeres
gue han utilizado la combinacién de drogas en el estudio sobre 1la
terminacién del embarazo. Sin embargo, ocurrieron complicaciones
cardiovasculares graves, incluyendo un ataque al corazén mortal,
durante abortos médicos utilizando una combinacidén de drogas
diferente. Estos problemas cardiacos han ocurrido generalmente en
mujeres que fuman mucho o que tienen gran cantidad de lipidos
(grasas) en la sangre, diabetes, presién arterial alta o historia
familiar de enfermedades del corazén. Este riesgo también aumentd
en las mujeres mayores de 35 afios de edad. Estas complicaciones
sblo se han observado después de una prostaglandina inyectada y
son raras (una en 20,000 casos). Hasta la fecha no hay pruebas
gue la prostaglandina oral (misoprostol) que yo tomaré en este
estudio y que ha sido de amplio uso durante largos periodos de
tiempo para el tratamiento de las dlceras estomacales, esté
relacionada con esas reacciones cardiovasculares secundarias.

5. Declaracién alterna

Se que se puede terminar mi embarazo pode medio de un aborto
hecho por medio de cirugia (dilatacién y curetaje o aspiracién al
vacio). Las posibles ventajas y desventajas de terminar el
embarazo de forma quirdrgica en lugar de con medicamentos se me
ha explicado. Las ventajas de terminar el embarazo de forma
quirGrgica es que es un procedimiento de un dia. Los riesgos
relacionados. con un aborto quirGrgico son minimos. Esto incluye
el riesgo del procedimiento anestésico. En los Estados Unidos,
menos del 1% de las pacientes que se hacen un aborto quirdrgico
tienen complicaciones graves relacionadas con el procedimiento
tales como infeccidén grave de la pelvis, cuello del Gtero rajado,
sangre excesiva que necesite una transfusidn o cirugia inesperada
de mayor importancia (para una perforacidén del Gtero).

EIR 11/[6=l8{?g
pr. Susan C. Haskell CFN 19-3432
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MIFEPRISTONA Y EL MISOPROSTOL PARA INDUCIR EL ABORTO EN LA MUJERES EN
ESTADO DE EMBARAZO CON AMENORREA HASTA 63 DIAS DE DURACION

PROTOCOLO NUMERO 166 A

6. Declaracidén sobre lesiones fisicas
Si necesito recibir tratamiento médico como resultado de una
lesién fisica que ocurriera debido a mi participacién en este
estudio, se me ofrecerd la asistencia médica y tratamiento
esencial a corto plazo de inmediato segln lo determinen los
médicos de este estudio sin cargo adicional ninguno para mi. No
recibiré ninguna otra compensacién monetaria para ninguna otra
asistencia, pero tendré a mis disposicién asesoramiento médico y
servicios de referencia. Puedo obtener mis informacién sobre la
disponibilidad de la asistencia médica y tratamiento para
cualquier lesién fisica que haya resultado de mi participacién en
este estudio del Investigador, Dr. Susan Haskell (telé&fono: (515)
280-7000 or 1-(800) 568-2402).

7. A gquién llamar en caso de emergencia

Comprendo que si sangro por el Gtero de forma excesiva o tengo
dolores abdominales o si se me presenta cualquier otra emergencia
médica, se lo informaré inmediatamente a (instituto, direcciédn,
no. de teléfono). Ademds, me pondré en contacto con el Dr.
Haskell (teléfono:(515) 280-7000). Si no me puedo poner en
contacto con &l o ella cuando exista una emergencia relacionada
con el estudio, puedo ponerme en contacto con el
(teléfono: (515) 280-7000 or 1-(800) 568-2402).

2 _QOfrecimiento de responder pregquntas vy libertad de retirarse del
cudio.

Se me ha dicho que me puedo retirar del estudio en cualquier

momento sin poner en peligro la asistencia médica que yo recibo o
, vaya a recibir en el futuro del hospital o la clinica. Si me
retiro, se me ofrecerd un aborto quirdrgico. Se me ha dicho que
i me puedo poner en contacto con el Dr. Haskell (teléfono: (515)
280-7000) o el ‘teléfono: (515) 280-7000) si
tengo alguna pregunta sobre la investigacién. Estos médicos
pueden nombrar a sus asociados para que respondan mis preguntas.

18/99
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También comprendo que el Investigador Principal me puede pedir
que me retire del estudio si en su juicio clinico es de mejor
interés para mi salud o si se me hace imposible sequir el
procedimiento experimental de este estudio.

Yo comprendo que si mi tratamiento bajo el estudio no da como
resultado un aborto, y si rehuso recibir un aborto quirdrgico y
sigo con el embarazo, yo me arriesgo y la criatura puede tener el
riesgo de complicaciones incluyendo deformidades del feto o de la
criatura.

Susan .,
Exhiibit J¥'_ Page

Des Moines,

FTR
(DT

9. Confidencialidad
Entiendo que la informacién obtenida en este estudio sera
transmitida de forma que no se pueda relacionar conmigo y que
todos los récords se mantendrd&n en un gabinete con cierre.
Comprendo que el Consejo sobre la Poblacién (Population Council)
o los observadores nombrados por ellos asi como la Administracién
de Alimentos y Drogas de los Estados Unidos pueden solicitar el
accesoc a mis récords médicos.
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Comprendo Que se me puede solicitar que un representante del
patrocinador  me entreviste. Esta entrevista se llevari a cabo en
el idioma que yo hablo y verificard que yo comprendo los riesgos,
beneficios; procedimientos y naturaleza experimental del estudio.
Si no estoy de acuerdo en ser entrevistada, esto no afectard mi
asistencia médica actual o futura en el hospital o la clinica o
mi participacién en el estudioc. Yo comprendo que puedo cambiar mi
decisién en cualquier momento. Toda la informacidn se mantendré&
confidencial.

10. Declaracidén del sujeto
A mi, la infrascrita, se me han explicado los riesgos y
beneficios de este estudio en un idioma que yo entiendo. Estoy de
acuerdo en participar en este estudio como voluntaria.

Fecha Firma de la voluntaria

11. Declaracién del investigador
Yo, el infrascrito (la infrascrita) le explicado a la voluntaria

en el idioma que ella habla, los procedimientos a seguir en este
estudio y los riesgos y beneficios relacionados con éste.

Fecha s Firma del(a) investigador(a)

Fecha Firma del testigo de las
' firmas anteriores y
explicacidn

MIF 002192



LUQONG GIA VE CONG HIEU, AN TOAN, VA TINH CHAP NHAN bUQC CUA
MIFEPRISTONE VA MISOPRQSTOL TRONG VIEC GAY PHA THAI NOI PHU NU MANG
THAI DA TAT KINH TOI 63 NGAY

KE HOACH THI NGHIEM CHI TIET $O: 166 A

Hai ngay sau, t6i s& trd lai bénh vién (khdm bénh 2) ca khi ti tin ring toi 43 ph4 thai roi va t6i s&
udng hai vién misoprostol (cho udng thudc [4n thi hai) néu tdi chua ph4 thai. N&u t6i udng
thudc [4n thit hai, thdi gian toi & lai bénh vién 4n thit hai s& dai chirng khoadng bén gi¥, trong
khi d6 t6i s& dugc theo ddi that sdt bdi nhém nghién citu. Trong thdi gian nay, cb chu'ng 60-
80% co may phd thai s& x3y ra. Neu t6i d&n bénh vién bing xe, tbi s& chic chin sip xép d€ cho
mot ngudi ndo khdc 14i xe cho téi vé nha tit fin kh4m bénh ndy, va tdi hiéu ring t6i s& khéng iy -
minh 14i xe vé nhd. Tbi hiéu ring néu sy ph4 thai khong x3y ra tai bénh vién, thi rdt c6 thé né s&
xay ra tai nha va toi c6 thé bj ti€p tyc chdy m4u tit cung giéng nhu thdi ki' kinh nguyét ning
trong nhiéu ngdy. Tdi s& diing bing kinh nguyét cho d€n khi m4u chdy tit tif cung hay mé4u chdy
nh¢ tit &m dao chdm dut vh khéng dung mit bong kinh nguyct Ciing nhu v&i viéc phé thai qua
gidi phiu, t3i khdng thé x&i nuéc lai cho d&n khi m4u ngung ri (véo khodng tit 10-12 ngay). Téi
s& khong 1am tinh lai trong khoang tit 8 dé€n 10 ngdy sau khi udng protaglandin ma vio thdi gian
hau hét cdc vy ph4 thai déu 43 dwgc hoin thanh.

Tbi hiéu ring t6i c6 thé thdy sin phim ciia syt thai nghén trén bang v¢ sinh hay trong ciu v¢ sinh.
Diéu ndy c6 thé xa}' ra tai bénh vién, tai nh3, hay tai s& 1am. Cho dén hét tuin thit by sau khi
thai nghén, sdn phim ndy dugc goi 12 bio thai; né nhd hdn déng 25 xu va thudng thubng dugce
I6ng trong c4c cuc mér. D cho tdi ¢6 nhin thiy sin phim thai nghén, toi s& khbng thé n2o néi
dugc ring phuong phép nay ¢6 hiéu qua hay khong vi mét phin cla nhau c6 thé cbn & lai trong
ttt cung. Vi vay ma2 t6i cin phai trd lai bénh vién d€ duoc theo ddi, khdm bénh 3, 4€ nhén vién
bénh vién c6 thé x4c dinh 12 phd thai 43 hoan thanh hay chua.

Mot budi hen sau nay sé dugce dy tris € cho tdi trd lai bénh vién hai tuiu sau khi uéng vién diu
tién (khdm bénh 3), d€ bio ddm ring viéc chi?a tri ¢6 hiéu qud. N&u viéc chita trj khéng c6 hiéu
qua, thi mét tht tuc gei 12 hit chdn khéng hay viéc 1am din nd v nao t cung s& duoc thyc
hién d€ hoan thﬁnh viéc phd thai vao lic 6. Diy ciing giSng nhu thu tyc g1a1 phau déng I€ da
dugc thv,rc hlen niéu ngay lic diu t6i 43 chon di theo cdch ph4 thai bing g1a1 phiu. Téi s& chic
chin sdp xep cho ngudl n30 46 14i xe cho t6i vé nha tit [an khdm ndy, v hiéu ring t3i s& khong
tw 14i xe vé nhd. N&u tdi thé’y mi hay huyét trang tit am dao cé mdi hoi sau khi chi?a trj, diéu
ndy c6 th€ chi ra mot st nhiém tring. Téi s& ti€p xic v&i y si dé 1am hen khdm.

T6i hidu ring mdu chiy cé thé ti&p tuc qua c fin khdm thi ba cla téi. Néu didu ndy xdy ra,
b¢nh vién s& tiép xtdc véi toi bing dién thoai d€ x4c dinh xem m4u da ngitng chdy chua hay t6i
cin phai dugc chita trj thém.
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Dr. Susan C.
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LUONG GIA VE CONG HIEU, AN TOAN, VA TINH CHAP NHAN DUQC CUA
MIFEPRISTQNE VA MISOPROSTOL TRONG VIEC GAY PHA THAI NOI PHU NU MANG
THAI DA TAT KINH TO1 63 NGAY

KE HOACH THI NGHIEM CHI TIET SO: 166 A

1. Muc dich va cc muc tiéu ciia viéc nghién citu

Rit c6 thé gay phd thai noi phy nit ¢6 thai ma khéng mudn c6 con bing cich cho dung
mifepristone két hgp véi mot prostaglandin (misoprostol). Mifepristone 12 mét loai thuée
ngin chin hoat ddng cla kich thich t& tiét ra bdi nodn sdo, mdt loai kich thich t§ cin ¢
d€ duy tri syt thai nghén. Mot trong nhilng hoat ddng clia Mifepristone 12 1am gi4n doan
sy thai nghén trong céc thdi ki dau. Prostaglandins 12 cdc chat ty nhién do 16p 16t ca tit
cung sdn xuit ra trong lic 6 kinh va giy ra sy co nit clia t& cung. Trong c4c th¥i ky dau
cla sy thai nghén, mifepristone cdrrg v&i misoprostol. giy ra ph4 thai trong khoang 95
phin trém phu ni?. Cic lgi ich chinh cua phuong phép chdm dit thai nghén nay 13
khéng cin phai ¢é dung cy gidi phiu ddy vio trong tit cung. Khoing 250,000 phy m'r
trong 20 nudc da dung mifepristone va mét prostaglandin nhu mét phuong phép y hoc 48
chdm ditt thai nghén. Mifepristone vA misoprostol 43 dugc trén 50,000 phy ni? st dung &
liu lvgng dugc ding trong cude nghién cttu ndy. Liéu lugng dugc nghién citu di dugc
ch#p thuin tai Phdp d€ ding theo thng 1& cho phy ni? c6 thai trong bay tuin 1€ hay it
hon. Mifepristone ph6i hgp cling véi prostaglandin ciing 43 dugc chap thuidn cho ding
tai Trung quéc, Anh quéc, va Thuy dién. Tai hai nuéc sau niy, né dugc ding cho phyu
ni? ¢6 thai trong chin tudn hay it hon.

C4c myc tiéu cua cudc nghién citu hién nay 12 xdc dmh tinh an todn, cong hiéu, va chip
nhén dugc cia mifepristone cfng vdi mlsoprostol d€ chdm dutt thai nghén noi phy ni? da
dugc tit kinh t&i 63 ngdy hay it hon ke tit ngly ddu ctia k¥ kinh nguyét tntéc. Ba nhém
phu ni? c6 thai, mét nhém it hon 50 ngdy; mdt nhém tit SO d€n 56 ngdy; va tit 57 dén 63
ngly k& tit ngdy d4u clia k¥ kinh nguyét trudc dugc dua vio nghién citu ndy. Cude
nghién citu dang dugc hoin thanh niy 12 mét diéu kién dé ding ky thuoc mifepristone
cong mlsoprostol véi Co quan Quan Trj Thyc phim va Thudc(FDA) d€ cho cdc sin
phim niy c6 thé dugc ding d€ chdm dit thai nghén tai Hoa k¥.

2. Khdm bcnh aé quan sét.

Téi hiéu rang vio [in khim benh dau t1en (khdm bénh 1) toi s& nhan dugc céc 1o
khuyén vé phuong phép, va mét miu nudc ti€u va miu s& dugc 14y d€ chin chin ring toi
dang mang thai. T6i s& dugc khdm sitc khde, va khdm xuong chéu, va bénh sit cla toi
dugc ghi lai. Nh& ding mét mdy dd siéu dm dit véo im dao, thdi gian toi mang thai sé&
duge xéc dinh. Tai ciing s& dwoc thit méu d€ fim y&u t8 Rh trong médu cua t6i. Néu t01
c6 loai mdu véi Rh am, t6i s& dugc chxch mdt mu1 thudc vio [an khdm bénh thi hai aé
phong ngita su phét sinh nhizng khéng thé c6 thé Am nguy hai dén sy thai nghén trong
tu'dng lai. D& chdm ditt sy thai nghén cla t6i, tdi s& ubng ba vién mifepristone ({in cho
udng thudc dau tién) tredc mit cdc nhan vién cla cudc nghién citu.
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LUQNG GIA VE CONG HIEU, AN TOAN, VA TINH CHAP NHAN DUQC CUA
MIFEPRISTONE VA MISOPROSTOL TRONG VIEC GAY PHA THAI NOI PHU NU MANG
THAI DA TAT KINH TOT 63 NGAY

KE HOACH THI NGHIEM CHI TIET SO- 166 A

Hai ngdy sau, toi s& trd lai bénh vién (khdm bénh 2) cd khi tbi tin rdng t6i 42 ph4 thai roi va toi s&
udng hai vién misoprostol (cho udng thudc [an thit hai) néu tdi chva ph4 thai. Néu tdi udng
thudc fan thit hai, thdi gian t6i & lai bénh vién [n th hai s& dai chitng khodng bdn gid¥, trong
khi d6 toi s& dugc theo ddi thit sit bdi nhém nghlen citu. Trong thoi glan ndy, c6 chu'n 60-
80% co may ph4 thai s& x3y ra. Néu tdi dén bénh vién bing xe, t6i s& chac chin sdp xé&p dé cho
mét ngudi nao khic 14i xe cho téi vé nha tit 3n khdm benh ndy, va téi hiéu ring téi s& khéng tt -
minh 14i xe vé nhd. Téi h1eu rang néu sy ph4 thai khéng xay ra tai bénh vién, thi rit c6 thé né s&
xay ra tai nha va toi ¢6 thé bi tiép tuc chdy méu tit cung giéng nhu thdi ky kinh nguyét n3ng
trong nhiéu ngly. Tdi s& diing bing kinh nguyét cho dén khi m4u chdy tit t& cung hay m4u chdy
nhe ti* 4m dao chdm ditt va khdng dung nit bdng kinh nguyét. Ciling nhut v§i viéc phd thai qua
giai phiu, t6i khong thé x81 nudc lai cho d&n khi m4u ngung o (vio khodng tit 10-12 ngay). Tbi
s& khéng 1am tinh lai trong khoang tit 8 dén 10 ngdy sau khi udng protaglandin ma vao thdi gian
hiu hét cdc vu ph4 thai déu d3 dugc hoan thanh.

Tbi hi€u ring t6i c6 thé thdy sin phim cla sy thai nghén trén bing vé sinh hay trong cdu vé sinh.
Diéu nay c6 th€ xAy ra tai bénh vién, tai nha, hay tai s& lam. Cho dén hét tuin thit bdy sau khi
thai nghén, sin pham nay dugc goi 12 blo thai; né nhd hom ddng 25 xu va thudng thubng duge
l6ng trong cdc cuc méu. D cho t6i ¢ nhin thdy san phdm thai nghen to1 s& khong thé ndo néi
dugc ring phvong phép nay ¢ hiéu qué hay kh6ng vi mét phan clia nhau c6 thé cbn & lai trong
tit cung. Vi vay ma2 t8i CAn phai trd lai bénh vién d€ dugc theo ddi, khdm bénh 3, ¢ nhan vién
bénh vién c6 thé xé4c dinh 12 phd thai 43 hoan thanh hay chua.

Mt budi hen sau néy s& duoc du trit d€ cho tdi trd lai bénh vién hai tudu sau khi udng vién dau
tién (khim bénh 3), d€ bio ¢im ring viéc chi?a trj c6 hiéu qua. N&u viéc chita trj khéng c6 hiéu
qua, thi mdt thh tuc goi 12 hit chian khdng hay viéc 1am dan nd va nao tut cung s& duoc thyee
hién d€ hoan thinh viéc phd thai vdo lic d6. Ddy cling gidng nhu thd tuc g1a1 pnau ding le di
dugc thuc hxen ri€u ngay ldc dau tdi 3 chon di theo c4ch ph4 thai bing gm phau Tbi s& chic
chin sdp xep cho ngudi ndo 46 14i xe cho tdi vé nha tit [4n khdm ndy, va hiéu ring tdi s& khong
ty 14i xe vé nha. Néu tdi thay mu hay huyét tring tt 4m dao cé miii hdi sau khi chi?a trj, diéu
ndy c6 thé chi ra mdt sy nhiém tring. Téi s& ti€p xtc véi y si dé 1am hen khém.

Ti hifu ring m4u chiy cé thé ti&p tuc qua cé [an khdm th ba cla tdi. Né&u diéu ndy xay ra,
benh vién sé ti€p xiic véi tdi bing dién thoai d€ x4c dinh xem mdu d3 ngitng chdy chua hay t6i
cin phm duoc chita tri thém.
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T6i hiéu ring khong c6 mot ddu chi n2o hién thdi cho thdy ring viéc dung mét chit
antlprogesnn d& chdm dit sy mang thai da ngin ngua hay lam phuong ha1 dé€n kha ning c6
con cua ngu'fn phu n@ trong tuvong lai. Phu n uong mifepristone di c¢6 thé c6 kha ning thy
thai va réi sau d6 c6 con khde manh. Vi rdt c6 thé cé thai lai sau khi ph4 thai, t6i dugc yéu
ciu phéi chon va ding mét phirong phép ngira thai nao d6.

3. Céc Ldi fch.
T5i hi€u ring mot 1¢i ich clia phuong phép Y hoc diing mlfepnstone/rmsoprostol d€ cham ditt
thai nghén 12 né trdnh dugc thi tuc g1a1 phau Khong ¢6 rii ro lién hé dén thudc mé hay ri
ro ti cung bj 1ung hay thuong tich & viing 8 tit cung hiém hoi quan s4t thiy sau khi chim
dat thai nghén bang phdu thuit. Mot 1¢i fch khéc 12 sy hai lbng dugc tham gia vao cudc
nghién citu cé th€ Iam cho mifepristone/misoprostol sin sang d€ sit dung cho phu ni tai
Hoa k.

4. C4c nii ro va khé chiu

T5i hidu ring 14y mdu d€ thit nghiém vio fan khédm bénh d4u tién c6 th€ giy ra khé chju, bim
tim, va ciing c6 th€ nhiém tring tai noi 14y méu. T6i hi€u ring kinh nghiém thu lvgm dugc
cho dén biy gid trong viéc phSi hgp thudc va chdm dit thai nghén sém cho thdy phép trj
liéu ndy c6 rdt it bién chitng. Tinh thudng x3y ra cla c4c bién chitng ngin han nay c6 thé so
sdnh dugc vdi tinh thudng xdy ra cla céc bién chitng quan sdt dugc sau khi ph4 thai bing
phau thuit qua viéc dt‘mg hit chidn khong. Diéu than phfén théng thudng nhit trong khi chita
tri (nhat 12 sau khi cho uéng thudc I4n thit hai) 13 dau & byng duéi hay co quip bip thit cing
giéng nhu co quip lién hé v6i mot thdi ky kinh nguyét ning. Toi s& nhin dugc thudc men
thich hg'p d€ chéng dau khi cin. T3i hiéu ring t6i s& khong ué’ng thudc as-pi-rin, Mo-trin*, I-
bu-pro-fen ( Advﬂ*) hay bt cit mét th thudc gi khéc dugc biét c6 tic dung lém tdc nghén
hoat ddng cla cdc prostaglandins. Tuy nhién, t8i s uéng T y-le~nol* va téx ¢6 thé nhan dugc
tit bac sT mot lidu lugng manh hon d€ ch6ng dau. Téi hidu ring co quap bap thit va dau
bung duéi 12 théng thudng va 12 mét phin cla ti€n trinh ph4 thai. Budn ndn, mita, vaia
chdy 43 dugc quan sit thdy ti€p theo [4n cho udng thudc thit hai. Vi vay, vdo [4n khdm bénh
thi? hai, toi cAn phai & lai bénh vién du6i sy gidm sét y t&€ vao khodng bén gid trede khi trd
vé nha. Chay méu 4m dao, ciing gidng nhu trong k¥ kinh nguyét ngng va dai it nhat mét
tun, c6 thé xay ra. Trong nhitng trudmg hop hi€m hoi, chiy mdu 4m dao ning cé thé xdy ra
ddi hoi phai ph4 thai bing phiu thuit vd/hay truyén miu.
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T6i hidu ring khong nén cho € cho viéc thai nghén ti€p tuc sau khi diing mifepristone
vd/hay misoprostol, vi hiéu qua ddy dd clia mifepristone trén thai nhi khéng dugc biét va viéc
cho thudc misoprostol vao lic mdi thai nghén d dugc lién két vdi viéc phét trién céc thai
nhi b4t binh thuedng. Tbéi hiéu ring ph4 thai sau khi udng mifepristone/misoprostol da thanh
cbng trong viéc chdm dut thai nghén trong 95% s6 phy nit dugc chita tri. Khi ph4 thai khéng
hoan t4t, hiit chdn khdng hay 1am din nd va nao tit cung dugc khuyén cdo d& chdm ditt chiy
méu vA ngin ngilta thiéu mdu. Khi phd thai khéng xdy ra, chdm ditt thai nghén bdng phdu
thudt dugc khuyén cdo bdi vi c6 su rii ro cho thai nhi. Toi da ddng ¥ trudc ddy veé thi tuc
nay.

Khéng cé tinh trang tim nghiém trong ndo trong s 52,000 phu ni ding sy phéi hyp thudce
trong thf nghiém nay d€ chm dit thai nghén. Tuy nhién, c6 bién chitng nghiém trong vé tim
mach, k€ ci mdt tntémg ho'p chét vi dau tim trong khi ph4 thai theo c4ch y hoc ding phéi hgp
thudc. Cic tinh trang vé tim ndy thuong xay ra noi phu ni? huit thuc ning hay di ting lugng
md trong mdu, tidu dudng, 4p huyét cao, hay cé truyen théng bénh tim trong gia dinh. Riiro
nay ciing ting 1€n v&i phu nit trén 35 tudi. Cdc bién chitng ndy &4 chi thdy sau khi chich
prostaglandin va rat hi€m xay ra (mét trong 20,000 tnedng hop). Cho dén nay khéng ¢6 bing
chitng nio ring udng prostaglandin (misoprostol) durgc lién két voi bién chitng vé tim mach
ma tbi s& udng trong cudc nghién citu ndy- va 43 dugc st dung rdng rdi trong nhitng thoi
gian dai trong d€ phong ngira bao tit bj ung loét.

5. Phit biéu ve Céch khic

Tbi biét ring thai nghén cla tdi c¢6 thé chdm diit bing thi tuc ph4 thai theo phiu thuat (1am
din nd vi va nao vét ti cung hay hit chén khéng). Nhﬁng 1¢i fch va bit 1oi c6 thé ¢ cia
viéc cham dit thai nghen bing phu thuit thay vi chdm dit bing y hec 43 dvge cdt nghia cho
t6i hiéu. Ldl fch ca viéc chdm ditt thai nghén bing phau thuat 1a thu tuc chi kéo dm trong 1
ngay. Céc rii ro lién két v4i ph4 thai bing phiu thuit 13 t6i thi€u. Céc rli ro ndy gém ca rii
ro dung thuéc mé. Tai Hoa ky, chi c6 duéi 1% céc bénh nhin dung thd tyc phé thai bing
phiu thuit trai qua mét bién chdng quan trong lién két vé!l thl tuc nhy nhut nhiém ddc
nghiém trong viing xuong chiu, cd ti cung bi rdch, chdy m4u cin phdi truyén méu hay phiu
thuit ma khdng c6 ¥ dinh trvdc (vi tit cung bi ling).
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6. Phit bidu v& Thuong tich gy cho than thé

NEéu tdi ¢an phai chiza trj bing thudc men vi hiu qua ctia thuong tich vé than thé phét sinh tit
viée tox tham gia vao viéc nghién citu ndy, viéc chim séc thudc men va chita tri ngan han,
thiét yé&u, titc thoi nhu dugc xdc dinh bdi céc y sT trong cuéc nghién citu nhy s& c6 sin cho
t6i ma khong giy tén phi. S& khong cé mot sy dén bl tién bac ndo cho bit cit sy chim séc
n2o khdc, nhung viéc tham khdo vé y t& va cdc dich vy gidi thigu thich hgp vin ¢6 sin.
Muén biét thém chi tiét vé cdc sy chim séc vé y t&€ va ch?a tri ¢6 sin cho thuong tich do hiu
qua cta viéc tbi tham gia vao cudc nghién citu ndy, xin ti€p xuc v&i chuyén vién nghién
cttu, B4c s7 Susan Haskell (dién thoai (515) 280-700) hay (1-800) 568-2404.

7. Goi Ai trong anbmg hop_Khin cip

Téi hleu rang néu tif cung chdy mdu nghiém trong, hay dau bung duéi, hay céc trudng hop y
t& khén cdp khic phét sinh tit sy lién két v6i phwong phép ndy, tdi s& bdo cdo ngay lép titc
cho Chuong trinh Planned Parenthood of Greater [owa, 851 19th Street, Des Moines, 1A
50314. Thém ni?a, tdi s& ti€p xic v&i Bic si Haskell (dién thoai s& (515) 280-7000. Néu
khong thé tigp xic duge véi dng hay ba ta trong trrdng hop khin cip lién quan ¢én cude
nghién ctu ndy, téi s& ti€p xic vé* tai s8 (515) 280-7000 hay (1-800) 568-
2404. :

8. Dé nghi Tra 1&i Cau hdi va Ty do Riit Iui khoi cude Nghién citu.
T6i 43 duwgc cho biét ring t3i c6 thé nit lui khdi cude nghién citu ndy bat cit ldc no ma
khéng 1am nguy hai d&n sy chdm séc y t& cla bénh v1¢n trong hién tai hay twong lai cho toi.
N&u t8i nit lui t6i s& dvgc dé nghi ph4 thai bing phiu thuit. Téi 43 dugc cho biét aé ti€p
xuc véi Béc si Haskell Dién theai: (515) 280-7000 hay Dién thoai : (515)
280-7000 n&u tdi c6 ciu hdi vé cube nghién citu. Cic y si ndy c6 thé chi dinh cdc cong sut
vién d€ trd 18 nhitng ciu hdi clia téi.

Tbi ciing hifu ring chuyén vién nghién citu chinh c6 th€ doi hdi tai nit lui khdi cudc nghién
cltu ndy, néu theo ¥ ki€n vé y khoa cla dng hay ba ta viéc ndy t8t nhét cho sitc khde cia t6i
hay néu t6i khdng thé theo cdc thii tuc thi¥ nghiém ctia cude nghién citu ndy niza.

Téi, hleu rang, néu viéc chita tri cho tdi trong cude nghxen citu ndy khong dem lai két qua phd
thai, va néu téi tit khudc phd thai bang phau thudt va ti€p tuc véi viéc thai nghen téi phai
chju rii ro va dita tré phai chju ri ro, vé cic bién chitng k€ ca thai nhi hay tré so sinh dj

dang.
EIR 11/16=18/99 APPROVED BY
Dr. Susan (. Haskell CFN [06~34530
Des Moines. Iowa 50314 IRB

Exhibit Y Page 3¢ of 45

A‘{'\s‘;i\
MIF 002198 we



LUONG GIA VE CONG HIEU, AN TOAN, VA TINH CHAP NHAN PUQC CUA
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. Kin ddo

Tbi hi€u ring cdc chi tiét c6 dugc trong cuge nghxen citu nay s& dugc chuyén di dudi mot
hinh thitc khong thé nhin d1¢n ra tdi, va rdng tit cd cdc hb so s& dugc giit trong ti khéa. Toi
hiéu ring Hgi déng Din s hay nhitng ng\rdl duqc chi dinh theo dai, cung nhy S& Quan trj
Thyc phim va Ti:udc men cla Hoa k¥ c6 thé yéu ciu im d&n hd so y ba cua tdi.

10. Phdt bidu vé Déi tirong

T4, ky tén dudi ddy , 43 43 dugc cit nghia vé nhing rii ro va l¢i ich trong cudc nghién citu
ndy bing mét ngdn ngit ma tdi hi€u dugc. Tdi dong ¥ tham gia vio cude nghién citu ndy nhy
mdt 481 tugng tinh nguyén.

Ngiy thing Chi? ky cla ngudi tinh nguyén

11. Phét bidu clia Chuyén vién Nehién citu

MIF 002199 Go

Toi, ky tén dudi ddy, d3 giai thich cho ngudi tinh nguyén bing ngdn ngit ma ho néi vé thi
tuc phai theo trong cudc nghién citu ndy cling cdc rii ro va 1¢i ich lién quan.

Ngay thing Chi ky cla chuyén vién nghién citu

Ngay thdng Ch@ 1y cta chitng nhin cho cdc ch?t ky va
gidi thich trén
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EVALUACION DE LA EFICACIA, SEGURIDAD Y ACEPTABILIDAD DE LA
MIFEPRISTONA Y EL MISOPROSTOL PARA INDUCIR EL ABORTO EN LA
MUJERES EN ESTADO DE EMBARAZO CON AMENORREA HASTA 63 DIAS DE
DURACION

PROTOCOLO NUMERO 166 A

1. Propésito y objetivg del estudio
Es posible inducir el aborto en las mujeres que estan embarazadas sin desearlo
si toman mifepristona en combinacidn con una prostaglandina (misoprostol). La
mifepristona es una droga que bloquea la accién de la progesterona, una
hormona necesaria para mantener el embarazo. Una de las acciones de la
mifepristona es la de interrumpir el embarazo en sus primeras etapas. Las
prostaglandinas son substancias naturales creadas por el recubrimiento interior
de la matriz durante la menstruacion y que causan la contraccion de la matriz.
La informacion obtenida recientmente apoya las declaraciones que la
mifepristona mas misoprostol pueden causar el aborto en aproximadamente el
95 por ciento de las mujeres que tuvieron el primer dia de su ultima
menstruacion no mas de 49 dias antes de recibir la mifepristona. Entre las
mujeres que tuvieron el primer dia de su ultima menstruacion de 50 a 63 dias
antes de recibir la mifepristona, tantas como una de cada cuatro pueden
necesitar algun tipo de intervencidn quirurgica segun sugiere esta nueva
informacion. hay una serie de razones por las cuales puede ser necesaria dicha
intervencién quirurgica incluyendo la continuacion del embarazo, aborto
incompleto 0 exceso de sangramiento. La posibilidad del exceso de
sangramiento aumenta con el aumento en la duracidén de la amenorrea.* Las
ventaja principal de este método de terminar el embarazo es que no se
introducen instrumentos quirurgicos en la matriz. Alrededor de 150,000 mujeres
en 20 paises han usado la mifepristona y una prostaglandina como un método
médico para interrumpir el embarazo. La mifepristona y el misoprostol han sido
utilizados por mas de 50,000 mujeres en la dosis que se utilizara en este
estudio. La dosificacion que se va a estudiar ha sido aprobada en Francia para
su uso de rutina por mujeres que tienen seis semanas 0 menos de embarazo.
La mifepristona combinada con una prostaglandina también ha recibido
aprobacidn para el uso en China, Gran Bretafia y Suecia. En los ultimos dos
paises, la utilizan mujeres que tienen nueve semanas o menos de embarazo.

**Enmienda 3 de fecha 2 de mayo de 1995
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