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November 20, 1995

Dr. Suzanne T. Poppema
Aurora Medical Services, Inc.
1207 N. 200th, Suite 214
Seattle, WA 98133

Re: “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 #166A) -

Dear.Dr-Poppema:; -
To assure that all ihvestigators are kept current on safety issues and to comply with all
applicable regulations of the FDA, please find attached a copy of an adverse event
report that was recently submitted to the FDA.

Dr. Mark Nichols --patient #165
Please forward a copy of this report to your IRB and place a copy in your clinical trial

binder for this study. For those centers using RB, this submission will be
taken care of.

Should you haveany questions, please contact me directly.

Sincerely, ~——~ , | "
!
i
'i
k

—~
4
D

Suzanne T. Poppema, M.D.

Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 — C
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October 2, 1995

Dr. Suzanne T. Poppema
Aurora Medical Services, Inc.
1207 N. 200th, Suite 214
Seattle, WA 98133

Re: “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 #166A) | : B

Dear Dr. Poppema:

To assure that all investigators are kept current on safety issues and to comply with all
applicable regulations of the FDA, please find attached copies of adverse event reports
that were recently submitted to the FDA.

Dr. Creinin - patients #063, #074, #088, #104, #108, Dr. Dean - patient #147,
Dr. Malloy - patients #018, #019, Dr. Westhoff - patient #116 '

Please forward a copy of this report to your IRB and place a copy in your clinical trial
binder for this study. For those centers using IRB, this submission will be
taken care of.

Should you have aqj} questions, please contact me directly.

Sincerely, - 2

-

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/99-11/05/99
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July 25, 1995

Dr. Suzanne T. Poppema

. Aurora Medical Services, Inc.

1207 N. 200th, Suite 214
Seattle, WA 98133

Re: “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 #166A) '

Dear Dr-Poppema:
To assure that all investigators are kept current on safety issues and to comply with all
applicable regulations of the FDA, please find attached copies of adverse event reports
that were recently submitted to the FDA.

Dr. Creinin - patients #027, #033.
Please forward a copy of this report to your IRB and place a copy in your clinical trial

binder for this study. For those centers using ————— RB, this submission will be
taken care of.

Should you have any questions, please contact me directly.

Sincerely, ., - -

S Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 —
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July 18, 1995

Dr. Suzanne T. Pcppema
Aurora Medical Services, Inc.
1207 N. 200th, Suite 214
Seattle, WA 98133

Re:  “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 #166A)

Dear Dr. Poppéma:

To assure that all investigators are kept current on safety issues and to comply with all
applicable regulations of the FDA, please find attached copies of adverse event reports
that were recently submitted to the FDA.

Dr. Dean - patient #036, Dr. Sogor - patient #012, Dr. Tyson - patients #028,
#075, : . - patient #071, and Dr. Creinin - patients #004, #030.

Please forward a copy of this report to your IRB and place a copy in your clinical trial
binder for this study. For those centers using ‘RB, this submission will be
taken care of.

Should you have any questions, please contact me directly.

Sincerely, —_ o . ”

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 —_—
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June 2, 1995

Dr. Suzanne T. Poppema
Aurora Medical Services, Inc.
1207 N. 200th, Suite 214
Seattle, WA 98133

Re: Evaluatlon of the Efficacy, Safety and Acceptability of Mifepristone and
Misoprostol in inducing Abortion in pregnant Women with Amenorrhea of up to:
63 Days.

Dear Dr. Poppema:
Enclosed please find a summary sheet for the Adverse Events to date in the above
referenced study. In addition, we have enclosed a copy of all the Med Watch forms in

chronologic order with an AE number written in the top right corner.

Please let this replace your AE section in your binder. This will be updated on a
monthly basis.

if you have any questions, please feel free to contact me.

S o

Suzanne T. Poppema, M.D.

Seattle, WA CFN 3032921
El: 11/01/99-11/05/99
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SOR'TED BY DATE

ADE # EVENT |SITE# |PNT# ’ ADVERSE EVENT
1 ' 11/15/94 22 5(Bleed, went to Emergeﬁncvaoom, D&c
‘2| 11/18/94 .' 2 ; 33{Nausea, vomit, dehydration, IV fluids
- 31 11/122/94 a 2 | 36|Patient requested D&C, bleed, 1V fluids
4| 11/29/94 2 27 |Products Of Conception retained in cervical Os, D&C, 4 units Packed red cells
50 11/30/94 2 42{Heavy bieed, went to Emergency Room, D&C, IV fluids
6] 12/10/94 1 57|Dizzy,went to Emergency Room, vacuum aspiration, [V fluids, 1unit blood
T 12/114/94 1 61 ]Dizzy, vacuum aspiration, IV fluids
8| 12/16/94 1 62{Severe bleed, went to Emergency Room, D&C
.9 12/25/94 25 15|Heavy bleed, went to Emergency Réom, no treatment
10| 12/27/94 25 12|Heavy bleed, went to Emergency Room, cervical Os open, vacuum aspiration
11| 12/29/94 3 33|Heavy bleed, went to Emergency Roqm, D&C
12| 12/31/94 3 70Shooting injury - nonrelated
13 1/6/95 2|- 76 |Bleed, went to Emergency Room, no treatment
14| 1/13/95 3 50 Heavy bleed, went to Emergency Room, hypotension, D&C

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 —

Exhibit 8 Page (. of33
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SOn.cD BY DATE

15| 1/14/95 251 22{Heavy bleed, faint, went to Emergency Room, D&C, IV fluids
16| 1/26/95 1 107|Weak, dizzy, IV fluids
17 1/30/95 ! 2: 3 9]Bleed, went to Emergency Room, faint, D&C
18| 2| 1 " {14|Severe bleed, D&C, methergine
>19) 2/8/95 1 109|Severe bleed, went to Emergency Room, vacuum aspiration, IV fluids
20 2/8/95 1 109]|Fever, hospitalized, IV antibiotics
21 2/8/95 4 37|Heavy bleed, went to Emergency Room, open cervical Os,D&C, IV fluids
22 2/9/95 1 123|Dizzy, bleed, IV fluids, methergine
23| 2112/95 3 48{Heavy bleed, went to Emergency Room, hospitalized
2411  2/13/95 1 116{Chest pain_. went to Emergency Rodm. EKG normal, patient recovered
25| 2/27/95 3 ~ 76|Bleed, reported to ER bleeding had subsided, methergine
26 3/1/95 23 17[Bleed, D&C, hypotension, |V fluids,oxytocin
e
g\g?/ 3/6/95 2:1 60 wv fluids, 1 unit Packed red cells ™
28| 3/16/95 1] 159|Heavy bléed. IV fluids, methergine
29| 3/27/95 23 32{Vasovagal, 1V fluids, oxytocin

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/99-11/05/99

Exhibit 8 Page 7 of 33 Page 2
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SORTED BY DATE

MIF 000708

' Page 3

30| 3/29/95 23 35|Heavy bleed, IV fluids, oxytocin
31} 3/29/95 23 37|Shortness of breath, D&C, IV fluids, oxytocin
32| 3/31/95 ' 26 81]Heavy bleed, fell to floor, patient recovered
33 4/1/95 23 30|Heavy bleed,D&C, IV fluids
34] 4/12/95 2 158|Excess bleed, D&C, IV fluids
ADE # is the number of the Adverse event in chronological order
EVENT is the date of the Adverse event
PNT # is the patient number at the specified site
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'n- DA MEDICAL PRODUCTE REPORTING ’IOCUM P.Q! of

Patie armatic C. Suspect medication(s) )
ntidentifier | 2. Age st time 3. Sex 4. Welght 1. Name (give labeted strength & mirlabeler, i soown)

‘;,033 :m': 23 — X femae T‘, " Mifepristone 600 mg
1 confidance Eg'“m 12/16/71-. (mee igs| | © Misoprostol 400 ug
H ROV E B 0 signie RIronie 2. Dose, frequency & routa used lmmmmmmm,
1. B Adverse evert  andkor D Product problem (e.g., detectshnatuncions) o . Once PO . 12/21/94
L ot Pt aond t advarse event 1 caviny @2 Once PO 2 12/23/94
[ sam {3 congenieat anomaly 4. Dlagnosis lor use (indication) 5. Eventabateg after ues
. ] (3 required imorvention o prevert " $t9Pped or dose reduced
D ite<tvestaning permanent impsimment/damage " DYES D“" @do«n\
(0 nosotaization ~ initial oc prolonged ] other: a2 —‘a—'——\—-——
T O ol YRTTY 6. Lot & (i known) 7 - ante Wanommy | "2 LIres Uro Digeg
cvent this report . " 8. Eventreappesred aftor
5. Deccrive eventorprodblem [ 55t men::ﬂal period 11/2/94| (* *2 g
]
9. WO ¥ (lorproductproblems onky) —1 ' Ores Ore D
12/29/94: Call from patient at 10:00AM 2Oy O J Oggeem
complaining of heavy ‘bleeding for 3hrs 10. Concomiant medical products -ndu\crapydmes(uauoenmemuml
vithout signs of dizziness.or cramping.
Advised to take methergine, 0.2mg every 4hrs
and to call back if no decrease in bleedmg
lhr after methergine. Callwfrom patient's -
mother at 11:45 saying patient 12 IRYLLEGIE D Suspect medical device -
heavily. Advised to bring patient in 1. Bcand name _ K

“immediactely. Call from pt's mother at 12:00
stating pt. had syncopal episode and

2. Type ot device

emergency ambulam:e Callﬁdo Call from EHT :3. Manufacturer name & address 4, Operator of device
at 12:15 stating pt. BP of 80 and P 126 with (3 neann professiona
heavy vaginal bleeding and-pallor. EMT Dhyuscrfpn-en
decision pt. too unstable to bring to office 3 otrer:

so taken to (pt. member of
this #M0). 1 spoke with ——u  at ———

ER and advised him of the situation T - S. Expirmtion date
and of ptl!s participation in the M/M study. dol ¥
LSa - |
. i daes " i 7. Wi ;
S. Relevant tastsAsboruiory data, inciuding dates P n @*M give dx
serial & ]
Suzanne T. Poppema, M.D. 8. H explanted, give ¢
Seattle, WA  CFN 3032921 o frasira
El: 11/01/99-11/05/99 - —~——n other ¢ .
Exhibit Page 9. Device avallable toe evaluation? i (Do not send to FDA)
8 age % of33 O yes O 3 retumed 1o manutaciurer on e

ces i 10. Coacomitant medical products and tharagy dates (exciudc westnent of ever)

7. Other relevant history, including preexisting medical conditions (e.g.. allergies,
tsce, pregnancy. smoking and aicohol use, hepatichenal dystuncion, ¢ic.)

E. Reporter (see confidentiality sectiononback)® = -

1. Name, 2ddress & phone &

. Dr. Suzanune Poppema

) Aurora Mediecal Serviees, Inc.

1207 N. 200ch, Suite 214

Seattle, WA (206)546-8891

T 2. Hearth professional? | 3. Occupation 4, Also repocted (0
[ mantacwcet

Mail to: MEDWATCH - of FAX 10; @y 0o |Physictan ¢ tackty
l- i ’ { : 5600 Fishers Lane 1-800-FDA-0178 5. Hyou do NOT want your identlty disclosed lo O e

-\ N Rockville, N.!D 20852-3787 the manutacturer, place an = X * ip thia box, D D digtdoutor
MIF 000709

L -2 — st maceannol ar the nmduct canased or contributed to the eve
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5. Describe event or problem
(continued) °

Call to ER at 16:00 patient seen and found to have postural signs of acute
blood loss, heavy vaginal bleeding, and Bet of 24X. The patient underwent am
emergency suction and her bleeding stopped. She was discharged from the acute
care unit that evening in stable condition. Telephone follow-up om 12/30/94
found the patient stable, with no significant bleeding, and feeling fine. She
never received a blood transfusion and will return as scheduled for her 2 week
check. She was prescribed iron and Doxycyline.

SS:aZg’f'lne T. Poppema M.D
~':<:4:] R e, WA ' U,
E:; f:_1/91/99-1 1 /055:9;"‘ 3032921
MO8 Page 15 o a3
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~TE foa MEDICAL PROVUCTS REPORTING PROGRAM

Page

of event:
or
Oate
of birth:

30

8/10/64 *.°

events and product problems

For VOLU NTARY reporting

by health professionals of adverse

FOA Use Onty

ST ume

L SO STYO

See Oua nmm on reverse

Trisge unit
sequence ¢

,46/‘/

of

C. Suspect medication(s) -~
1. Name (give labeled strength & mirdabeler, it known)

1 Mifepristone600 mg

s2 Misoprostol 400 ug

————

1. [H Adverse event

antor [] Product problom (e.9. delectsimatuncions)

2 Outcomes attributed to adverse event
(check all that apply)

Doean _ . _

D hle-thveaternng

O drsabuy
D congennal anomaly

rj HCQIATCD M2IVENhon 10 prevent
pormanent /mpaement/damaga

m HhospAIhZIton — wulial Of [HolONYed L_] ottt
3 Date of . a Da‘le ol
et 1/13/95 thisrepod 1 /19/95

'/palpable, Het 35% and vaginal bleeding.

5. oescnbeeven(orproblem Last menstrual period 11/18/9%
1/13/95: Telephone call from patient
complaining of heavier bleeding than when here
in our office,>3 pads per hour, and feeling
dizzy. Advised patient to return to the clinig¢
immediately, but because of rush hour traffic,
she worried that it may take 1 1/2 - 2 hours.
Because patient was feeling faint with sitting
and standing, advised to go to — __ __——
ER close to home. ER physician advised. Patié
-rived with severe postural hypotension. BP
An
rency D&C was performed with decidua and

. removed. ©Post-operative Hct was 25Z%.
Pacient was sent home in the AM. No transfusif
was necessary. Telephone follow-up with patie
on 1/17/95 reported no significant bleeding and
feels fine currently. She will return for her
check-up in two weeks.

6. Relevant tests/aboratory data, including dates

Suzanne T. Poppema, M.D.

Seattle, WA --- CFN 3032921
El: 11/01/99-11/05/99 ——
Exhibit8 -Page \\ of 33

7. Other relevant history, including preexistiné medical conditions (e.g.. aliergies.
race, pregnancy, smoking and aicohot use, hepatic/renal dyslunction, etc.)

-

2. Dose, frequency & route used

3. Therapy dates (d unknown

1o0mA0 (0 best ¢shmacer . grve duration)
" Once T 1/11/95
:2 Once =2 1/13/95

4 Diagnosis for use (indicanon)

xi

=<

6 Lot # (il knovn)

[2]

7 Exp. date (i known)

L3}

2 "2

5. Event abated after use
stopped or dose reduced

et Dyes Dr\o &doesm
2 Dyes Dno K]ggg?y

9. NOC # (lor product problems only)

8. Eventreappeared after
reintroduction

1 [(yes [Jno Ogeszm
«2 [Jyes (Jno (Jgge =

% 8rand name

10. Concomitant medical products and therapy dates (exclude lreaiment of event)

D. Suspect medical device -« . .- .-

2. Type of device

. |3. Manautaciurer name & address

n
4

4. Opecator of device
D health professional
[ 1ay useripatient

] other:

5. Expiration date

6.
jmodel &

tmovayam)

lcatalog #

7. I impianted, give date

ot #

8. if explanted, give date

other #

9. Device available foc evaluation?

O ves O

{Do not send to FDA)
(3 retumed to manutaciurer on

(mortayey)

10. Concomitant medicai products and therapy dales (exctude treatment ol event)

E. Reporter (see confidentiality sectiononback) -+
1. Name, address & phone #

Suzanne Poppema
Aurora Medical Services,
1207 N 200th Street,
Seattle, WA 98133

Inc.
Suite 214
(206) 546-8891

2. Health professionai? | 3. Occupation

KMailto: MEDWATCH
5G00 Fishers Lane

Rockville, MO 20852-9787

or FAX to:
1-800-FOA-Q178

FOA

FOA Form 3300 (693}

MIF 000711

Physician

z]yes O ne

S. it you do NOT want your idenlily disclosed to

the manulacturer, place an * X ™ in this box.

4. Also reponrted t0
D manulacturer
D user facility
{0 oistioutor

Submission of a report does not constitute an admission that medical personnel oe the product caused or contributed 10 the eveit. .



MEDWATCH

TUE FOA MEDICAL PRODUCTS REFURTING PROCKRAM

of event:
ar

For VOLUNTARY reporting

by health professionals of adverse -
events and product problems

Page J__ of J___

Form Approved: o8 “S:“'m, EWIMIM
FOA Use Ondy ""m
Teage wenit
sequence ¢

AER3

C. Suspect medication(s) -
1. Name (give labeled strength & mirlabeler. if known)

** Mifepristone 600 mg

D congenital anomaly

D death
D required nterventon o prevent
(1 ste-trreatening permanent imparmendamage

K] hospitatization - initial or prolonged  [X] other. Recove red

{modayr

3. Date of 4. Date of
S, 2/12/95 et 2/23/95

S. Describe event or problem

Patient contacted to schedule Visit 3 without
success. On 2/12/95 patient began heavy
menses, she called the emergency number and
spoke with Dr. Poppema, since only bleeding
3 hours patient was told to take Ibuprofen
and call back PRN. Patient instead went to
ER vwhere physician did not call Dr. Poppema.
Patient had fast pulse,BP 70 mm Hg, D&C
(placenta and decidua). Dr. Poppema not
rised of D&C or hospitalization until
*/95.
ibly related to both drugs. y

6. Relevant tests/iaboratory data, including dales

1/4/95 Hce 39%
2/12/95 Het 29Z Pre Op
2/12/95 Het 227 Post-Op -

7. Other relevant history, including preexisting medical conditions (e.g.. allergies,
race. pregnancy. smoking and alcohot use, hepatic/irenat dysfunction. elc.)

Gravida 1 M.D.
e T. Poppema,
Fara 0 2:23?: WA CFN 3032921
El: 11/01/99-11/05/99 ’;53
"f Exhibit 8 Page \2- O

l
FTA v ait to:
€04 Frrm !“m

MEDWATCH
5600 Fishers Lane
Rockville, MD 20852-9787

or FAX to:
1-800-FDA-0178

000712

4§.mmme gla:)einh: .‘ 2 Misoprostol 400 ug

B. Adverse event or product problem 2 Dose, lrequency & coute used 13 e e W Give Gucation]
1. £J Adverse event  andlor [ Product problem (e.g.. defects/matiunctions) "1Once PO 174795
2. (Ou(coc::;\:t‘u;i:;:d to adverse event D disabilty 2 Once PO 2 ) /6 /95

Patient recovered without transfus:.on.

4. Diagnosis for use (indicalion) 5. Event abated affer use

stopped or dose reduced
*' Dyes Oro K)gggem
*2 Uyes (oo [x]ggesem

8. Event reappeared after
reintroduction

*1 [(Jyes [Jno @g&e,?ym
e Dyes Dno mggsfynl

10. Concomitant medical products and therapy dales (exclude treatment of event)

"'Pregnancy termination

2Pregnancy Termination
6. Lot # (il known) 7. Exp. date (if known)

"IMEZSEZ'-I:. (1} 7/97
*212/95

*24H440
9. NOC # (for product problems only)

D.- Suspect medical device A .

1. Brand name R

2. Type of device

3. Manufacturer name & address 4. Operator of device

[ neatin protessionar
D (ay user/patient

D other:
5. Expiration date
6. © o 1modaym
imodel # ;
7. if implanted, give date {
catalog # 1modayry
serial # —
8. it explanted, give date
fot # 1mo-dsyy
other
9. Device available for evaluation? (Do not send 10 FDA)
i nuiacturer on
D yes D no D relurned 16 ma ur e

10. Concomitant medical products and therapy dates (exciude treatment ol event)

E. Reporter (see confidentiality sectionon back) .- =
1. Name, address & phone #

Dr. Suzanne Poppema

Aurora Medical Service Inc.

1207 N 200th, Suite 214

Seattle, WA 98133

3. Occupation®

Pavs

4. Alsa reported l0
D manulacturer

2. Health professional?

es no Physician i
@] ¥ D Yy D user lacility 1
5. U you do NOT want your identity disclosed to o
the manutacturer, place an * X * in this box. D distributor

Submission of 2 report does not constitute an admission that medical personne| or the product caused or contributed o the evenl.



For VOLUNTARY reporting T O B s e

FOA Use Oy

by health professionals of adverse e ;.,
MED c CAI CH eveats and product problems ~= AERs

':1’..--'?! MEDICAL PRODUCTS REPURTING FROUGCRAM Page ] of ]

C. Suspect medication(s) -
4. Welght 1. Name (give labeled sirength & miriabeler, ¥ known)

ws | | ' Mifepristone 600 mg

of event: -
: 25

Oate -

yrs.,

In conlidence of birth: v2 Misoprostol 400 ug
2. Dosa, frequency & route used 3. l;:e:‘ty ::m Unknown, give duration)
1. E] Adverse evenl  andlor D Product problem (e.g., defects/maltunctions) *1 Once « 2/ 22/ 95
2. (Ouicot::;;l‘(dbule)d (0 adverse evenl( D disability 2 Once . 2 3 / 24 /9 5
D death D congenital anomaly 4. Diagnosis for use (indication) S. Event abated after use
L acn i [ required intervention 1o preven " stopped or dose reduced |-
D Nle-ihweatening . permanent impairment/damage ” Dyes One [X doesn
(] nospaasization - iniial or prolonged other ER visit "
: 6. Lot # (i known) 7. Exp. date (i known) | 2 Oves 0o Igegsm
3, Date of . 4. Date ot "t : LA 8. Event ed
h . nt rea
.'-."."'."..,., 2/27/95 : w 3/2/95 - l’e‘nlrodu:(pi::f affer
[
. Describe event or problem "2 " Dyes Dm m ggep#‘ 1
9. NOC # (lor product problems only)
Patient went to — .R 2/27/95 for bleeding - - 02 [Jyes [ro [X)gosamt

and cramping (did not call service). 10, Concomilant medical products and therapy dales (exckide \reaiment of evert)
Found on exam to have initially stopped :
bleeding. Hect 32 - No postural changes -
ER physician called me per protocol: advised : -
Doxycycline 100 BID x 7 days, Methergine

0.2 mg every 6 hours for 48 hourls and sent

home. . D. Suspect medical device

1.. Brand name

. 2. Type of device

3. Msnufacturer name & iddnu 4, Operator of device
D healith prolessiof\a(_
D fay user/patient

O other:

5. Expiration date
modayy)

modet #
6. Aeievant testsAaboratory data, incmdung dates catalog # T ln_lphmed. ove date .
serial # -
Suzanne T. Poppema, M.D, fot 4 B. W explanted, give date
2531‘2'%1%% i 5§:FN 3032921 other 8 ‘ )
MOAL 99 —_— 9. Devics available for evatuation? (Do not send to FOA)
Exhibit 8 ___Page (3 of 33 3 ves Ore g mbmmmm__T_____g

10, Concomitant medical products and therapy dales (exciude treatment of event)

7. Other relevant history, including preexisting medical conditions {e.9.. altergies,
tace, pregnancy, smoking and alcohol use, hepalicirenal dysfunclion, etc.)

-——ew . e

E. Reporter (sce confidentiality section on back)
1. Name, addrass & phone &

i Dr. Suzanne Poppema ’gg

' Aurora Medical Serxvice, Inc. e
. : 1207 N. 200th, Buite 214 iﬂ
| Seattle, WA 98133 v
‘“ 2. Health protessionai? | 3. Occupation 4. Also reported lo ,

c‘D Mail to: &Eoﬁncn or FAX to: EJyes (Jm | Physician 8 :r:'.::" B
5600 Fishers Lane 1-800-FDA-0178 '

I A . Rockville, MD 20852-9787 At e A (1] O dsvibwer ?

h FOA Form 3500 (6/93) Submission of a report does not constitute an admission that medical personnel or the produtt caused or coniributed to the event.

MIF 000713 A
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April 26, 1995

Dr. Suzanne T. Poppema
Aurora Medical Services, Inc....
1207 N. 200th, Suite 214
Seattle, WA 98133 iy ?

Re: ."Evaluation of the iiﬂicacy, Safety and Acceptability of Mifepristone and Misoprostol in
Inducing Abortion in' Pregnant Women with Amenorrhea of up to 63 Days" (166A) -

. : !
. Dear Dr. Poppema:

To assure that all investigators are kept current on safety issues and to comply with all applicable
regulations of the FDA, please find attached copies of adverse event reports that were recently
submitted to the FDA. ‘

Dr. ———— . patients #30, #32, #35, and #37, Dr. Sheehan - patient #81,

Dr. Haskell - patient #158, and Dr. Mishell - patient #159.

Please forward a copy of this report to your IRB and place a copy in your clinical trial -
binder for this study. For those centers using ———— KB, this submission will be taken
care of.

Should you have any questions, please contact me directly. ' S

Sincerely, 2

, / Suzanne T. Poppema, M.D.
/ Seattle, WA CFN 3032921 N
El: 11/01/99-11/05/99 — '

. Exhibit 8 Page \4 of 33 ¥
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March 6, 1995

Re:  "Evaluation of the Efficacy, Safety and Acceptability of Mifepristone and

Misoprostol in Inducing Abortion in Pregnant Women with Amenorrhea of up to -
63 Days" (#166A/B) z

Please be advised of the Serious Adverse Events that have occurred during this study since
our last report to you (2/17/95). These events were reported to the FDA. In adhering
with the FDA regulations, all — study sites who are actively participating in this trial
have been notified. (Drs. Haskell, Poppema, Sheehan, Tyson, Vargas)

Enclosed, please find the letter sent to each investigator along with the Adverse Event
Reports. We are notifying you, as the IRB responsible for these centers of these events.
+ Dr. Poppema - patients #048 and #076.

Sincerely, ,
L j "~ Suzanne T. Poppema, M.D. y
| ' . Seattle, WA CFN 3032921

El: 11/01/99-11/05/99 —
. Exhibit 8 Page |\ of 33
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March 6, 1995

Dr. Suzanine T. Poppema

Aurora Medical Services, Inc.

1207 N. 200th, Suite 214

Seattle, WA 98133 1

Re: '~ “Evaluation of the Efficacy, Safety and Acceptability of Mifepristone and Misoprostol in
Inducing Abortion in Pregnant Women with Amenorrhea of up to 63 Days" (#166A/B)

Dear Dr. Poppema:
To assure that all investigators are kept current on safety issues and to comply with all applicable
regulations of the FDA, please find attached copies of adverse event reports that were recently

submitted to the FDA. (Dr. Poppema - patients #048 and #076)

Please forward a copy of this report to your IRB and place a copy in your clinical trial
binder for this study. For those centers using ————— [RB, this submission will be taken
care of.

- Should you have any questions, please contact me directly.

Sincerely, -— x _ -

/ f Suzanne T. Poppema, M.D.

Seattle, WA CFN 30
El: 11/01/99-11/05/99 323_1__

o Lo - Exhibit 8 Page i of 33

.
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Form Approved: OMB Mo, 0910-0291 Espires 123 ¢/

For VOLUNTARY reporting Sea OMB statemant on raver

' by health professionals of adverse ———
events and product problems _ secmnce ¢

THE FOA MEDICAL PRODUCTS REPORTING PROGRAM Page

B C. Suspect medication(s)

’ Patient information

Patient identifier | 2. Age atlime
of event:

. or

Date

FOA Use Onty

of

1. Name (give labeted strength & mirfabeler, it known)

“' Mifepristone 600 mg

in confidence of birth:

B. Adverse event or product problem
1 [z] Adverse event  and/or D Prodpcl problem {e.g.. delecis/mallunclions)

2. Oulcomes altributed to adverse event

(check af that apply) [ disabitity ‘
[ deain [ congenital anomaty
\ )  moayy) D required inlervention 10 prevent
! [] ste-tvweatening . permanent impairmentdamage
! [ nospitatizetion - iniial or prolonged [X] omer::- ER visit
3. Date ot . 4, Date of
! e, 2/27/95 thisrepor  3/2/95

! 5. Describe event or problem

‘ Patient went to —=R 2/27/95 for bleeding

, and cramping (did not call AMS service).
Found on exam to have initially stopped
bleeding. Hct 32 - No postural changes -

, ER physician called me per protocol: advised
" Doxycycline 100 BID x 7 days, Methergine

0.2 mg every 6 hours for 48 hours and sent
home.

s

PR
AN

22 Misoprostol 400 ug
2. Dose, irequency & route used 3. Therapy dates (il unknown, give duration)
iromAo (or best estmate}
*1 Once " 2/22/95
2 Once *2 2/24/95
4. Diagnosis for use (indication} 5. Event abaled after use
" ' stopped or dose reduce«
*1
" Cves Ore Hegeiy
doe:
5. Lot # (1 known) 7. Exp. date (il known) | "2 Dlves oo (x1935%
(] LAl 8. Event reappeared after
reintroduction
[7] L
nt Jyes [Jro UQ%‘%F‘
9. NOC # (for product problems only) y
‘ - - v2 [Jyes (Jro (X383

. Reievant tests/iaboratory data, including dales

Coaem

7. Other relevant history, including prn‘ilsling medical conditions (e.g.. allergies,
race, pregnancy, smoking and aicohol use, hepalic/renal dysfunction. etc.)

: Suzanne T. Poppema, M.D.
[ Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 —_—

[ ) Exhibit 8 Page \71 of 33

10. Concomitant medical products and therapy dates (exclude treatment ol event)

D. Suspect medical device

1.. Brand name

2. Type of device

3. Manufacturer name & address 4. Operator of device
] neatth profession

D lay user/patient.

O otner:
5. Expirstion date
6. 1m0 dayiyr)
modet #
7. i implanted, give d
catalog # : o dayyr)
seriat #
8. if explanted, give ©
lot # 1m0 dayiyr)
other #
9. Device availabie for evaluation? (Do not send 10 FDA)
O vyes Ono O retumed to manuacturer o0 —

10. Concomitant medical products and therapy dates (exciude ireatment ol evenl)

ction on back)

E. Reporter (see confidentiality se
1. Name, sddress & phone #

Dr. Suzanne Poppema
Aurora Medical Service, Inc,

1207 N, 200th, Suite 214 ;
Seattle, WA 98133

2. Heaith professional? | 3. Occupation i 4. Also reporied lo

Mail to:  MEDWATCH . . of FAXto:
r | ’ 5600 Fishers Lane 1.800-FDA-0178
A Rockville, MD 20852-9787

K] yes D no Physician D manulacturer

usor Incift
5. 1 you do NOT want your identity disclosed lo n Y
the manulacturer, place an * X " in this hox, I_l ‘ ] distbutor

FOA Form 3 i i
FOA Form 3500 (4/93) _Submisslcfn of a report does not constitute an admission that medical personnel or the product caused or contributed to the eve

MIF 000717



‘

For VOLUNTARY reporting

by health professionals of adverse

MEDWATCH

events and product problems

form aAporoved: QU Hq, 09190291 Expren 1y
See OWS strtement on reve
FOA Use Oniy
Telage unit =

tequence ¢

of

C. Suspect medication(s)

1. Name (give labeled sirengih & mirabeler, il known)
*! Mifepristone 600 mg .

2 Misoprostol 400 ug

THE FOA MEDICAL PRODUCTS REPORTING PROUCRAN Page
7’ - y
> < * r] *
ratient identifier | 2. Age al time 3. Sex 4. Weight
ol event:
—————— or 25 @lemale 110 lbs
or
8 Oate s, .
In confidence of birth: . [ mate 60 kgs
H ACQVeE B aye oY Drod RYOBIE
1. E Adverse event  and/or D Product problem (e.g., defects/maliunclions)

2. Outcomes attributled to adverse event
{check all that apply)

[ deain _

D disatuity
D congenmiat anomaly

(o Syt

2. Dose, frequency & route used 3. Therapy dates (if unknown, gve duration)
omao {or best estenaty)
*1Once PO- 11/4795
*20nce PO *21/6/93

5. Event abated alter use
stopped or dose reduce.

1 Oves e Wggey

4. Diagnosis for use (indication)

*'Pregnancy termination

*2Pregnancy Termination

D requwed nlerventon 1o prevent
(J we-trweaterng permanent inpairmentdamage
K hospitatization - inwtial or protonged  [X] othes, Recovered
J. Date of 4. Date of
event this report
event  2/12/95 thisveport  2/23/95

5. Describe event or problem

Patient contacted to schedule Visit 3 without
success. On 2/12/95 patient began heavy
menses, she called the emergency number and
spoke with Dr. Poppema, since only bleeding

3 hours patient was told to) take Jbuprofen
and call back PRN. Patiert. instead went to
ER where physician did not call Dr. Poppema. -
Patient had fast pulse, BP 70imm Hg, D&C
(placenta and decidua). Dr. Poppema not
-—~nprised of D&C or hospitalization until

( 21/9s.
Yrobably related to both drugs.

6. Lot # (1f known) 7 Exp.date (1 knowr) | "2 Oves (o lil‘a’&?y'
3] JMP25524-109 LA 7/91 8. Eventreappeared afier
N . 2 12/95 reintroduction
€2 L)
4H440 =1 Dyes Dno @%ﬁ)

9. NDC # {for product problems only)

*2 Dyes Dno map y

Patient recovered without transfusiop|

6. Relevant lests/laboratory data, including dales

1/4/95 Hct 397
2/12/95 Het 292 Pre Op
2/12/95 Hct 227 Post Op

"} 7. Other retevant hislory, including preexisting mé‘diéa.l conditions (e.g.. allergies,
race, pregnancy, smoking and alcohol use. hepaticirenal dysfuncihon. eic.)

Gravida 1
Para 0 Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
/'""‘ El: 11/01/99-11/05/99
_/) . Exhibit 8 Page 1% of 33

MEDWATCH
5600 Fishers Lane
Rockville, MD 20852-9787

or FAX to:
1-800-FDA-0178

=SA

FDA Form 3500 (8/93) . .

MIF 000718

10. Concomitant medical products and therapy dales (exclude treatment of event)

D. Suspect medical device

1. Brand name -

[

2. Type of device

4, Operalor of device
D health profession
D lay user/palient

3. Manufscturer name & address

D other:
5. Expiration date
6. . =g alyiyn
|moder #
7. U implanted, give d.
jcatalog # ~osayy
serial #
v 8. if explanted, give d
lot # .~o dayyn
other #
9. Device available for evaluation? (Do not send to FDA)
O yes O no O returmed 10 man on .

10. Concomitant medical products and therapy dates (exclude treatment of event)

E. Reporter (see confidentiality section on back)

1. Name, address & phone &
Dr. Suzanne Poppema
Aurora Medical Service Inc.
1207 N 200¢h, Sulte 214
Seattle, WA 98133

2. Health professional? | 3. Occupation
Kl yes [J no | Physician

5. W you do NOT want your identily disclosed lo _
the manutacturer, place an * X ™ in this box.

A, Also reporied o
[J  manviacturor
(] usertacity

r-] distnbutoe

Submission of a report does not constilute an admission that medical personnel or the product caused or contributed to the eve



q INSTITUTIONAL REVIEW BOARD

January 24, 1995

Suzanne Poppema, M.D.
.Aurora Medical Services, Inc.
1207 N. 200th, Suite 214
Seattle, WA 98133

Dear Dr. Poppema:

Please be advised that the Institutional Review Board under the auspices of

N is in receipt of the Adverse Event Reports for the study entitled, |
” “Evaluation of the Efficacy, Safety and Acceptability of Mifepristone and
Misoprostol in Inducing Abortion in Pregnant Women with Amenorrhea of Up to
63 Days (Protocol #166 A/B)”.
The IRB has received the following patients’ Medwatch Forms:
Investigator Patient#
Dr. Nichols 12
! 15
- ! 22
Dr.-Poppema 33 g
) 50
Dr. Haskell 76
Dr. Mishell 61
Patient1.D, . ——
)
: . i Suzanne T. Poppema, M.D.

Seattle, WA CFN 3032921
El: 11/01/99-11/05/99

T : Exhibit 8 Page 14 of 33
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N Suzanne Poppema, M. D
Page 2
January 24, 1995

The Mcdwatch Foxms and any available reports were sent to you by ———
While Dr. Nichols and Dr. Mishell are not utilizing

this IRB, any serious adverse events requiring notification to FDA must be
'reported to all participating investigators and their IRBs. Please insure that you
-maintain these reports in compliance with federal regulations.

The IRB is aware of these adverse events and has not determined any increased
risk to the patient or a change in the risk to benefit ratio. These side effects have
been reported in previous clinical trials of the combination of drugs and ongomg
safety evaluation is being maintained.

K ASincerely, N

N G

m Suzanne T. Poppema, M.D.

Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 —

Exhibit 8 Page 20 of 33
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January 23, 1995

Dr. Suzanne T. Poppema
Aurora Medical Services, Inc.

1207 N. 200th, Suite 214

Segt.t(le.,v WA 98133 »

Re _ | .‘ “E\}gluation of the Efficacy, Safety and Acceptability of Mifepristone and Misoprostoi in -~
o N Inducmg Abortion in Pregnant Women with Amenorrhea of up to 63 Days" (#166A/B)

De& Dr Poppema i |

To assure that all investigators are kept current on safety issues and to comply with all applicable

regulations of the FDA, please find attached copies of adverse event reports that were recently
submitted to the FDA. (Dr. Nichols - patient #022 and Dr. Poppema - patient #050)

Please forward a copy of this report to your IRB and place a copy in your clinical trial

binder for this study. For those centers using ————.RB, this submission will be taken
care of. '

Should you have any questions, please contact me directly.

Sincerely, .
E Suzanne T. Poppema, M.D.
e+ 1o ey 1 Seattle, WA CFN 3032921
_ ol e ENR11/01/99-11/05/99 v
. T - Exhibit 8 Page 2t of 33
—_— X
§ ../:—/ _’,_,7.
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NMEDWATCH

THE FDA MEDICAL PRODUCTS REPORTING l‘ﬂll(:!(l“’

Page

st identifier | 2. Age af time

of event:
u50 or
Date

ol birth:

3. Sex

3 ] @ {emale
[ maie

4. Weight

30

Ibs

tf i
i

¥ tn contdence

8/10/64°. "

.

— kgs

-
- 20 :. . ole i\ =

q
| @ Adverseevent andior . [_] Product problem (e g . defectsimatiunciions)

2 Ouicomes attnbuted 1o adverse event
{check all that apply}

D deah _ o
IR LT RO )

D Wle-itvealemng

[__] disatnhty
l_-’ r.ongermat anomaly

! J e HAVENON 10 DIeVEN
premanens imparmenidamage

m haspiahzanon - wnluil O (ot I_} oiher
J Date of A D.jlc ol
v 1/13795 s repor 1 /19/95

S Describe event or problem Last menstrual period 11/18/94%
1/13/95: Telephone call from patient
complaining of heavier bleeding than when here
in our office,>»3 pads per hour, and feeling
dizzy. Advised patient to veturn to the ‘clini¢
immediately, but because of rush hour traffic,
she worried that it may take 1 1/2 - 2 hours.
Because patient was feeling faint with sitting
and standing, advised to go to
ER close to home. ER physician advised.
rived with severe postural hypotension.
/palpable, Het 35% and vaginal bleeding.
‘gency D&C was performed with decidua and
i removed. Post-operative Hct was 25%.
tacient was sent home in the AM. No transfusi
was necessary.’ Telephone follow-up with pacieI
on 1/17/95 reported no significant bleeding and
feels fine currently. She will return for her
check~up in two weeks.

BP
An

6. Relevant tesis/laboratory data, including dates

7. Other relevant history, including preexisling—m;dicﬂ conditions {e.g.. akergies,
race. pregnancy. smoking and aicohol use, hepahcirenal dysfunction, eic.)

Suzanne T. Poppema, M.D.

Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 —
Exhibit 8 Page 22 of 33

L

mA fJail to:

FOA Form 3500 (6931

MEDWATCL
5600 Fishers Lane
Rockville, MO 20852-9787

or FAX to:
1-800-FOA-0178

MIF 000722

Patie¢n

n
4

For VOLUNTARY reporting

by health professionals of adverse
events and product problems

of

Farm Agproved OM8 Mo 971103791 (ipney 123
See QUB s1atement on revers
TDA Use Only

Triage unit
sequence ¢

C.

1. Name (grve labeled sirength & mirflabeter, if known}

Suspect medication(s) -

&t

Mifepristone600 mg

¢2  Misoprostol 400 ug

2. Dose, (requency & route used

J. Therapy dates (1 ynknown i
o (0w best eviemaret . gve duration)

1/11/95
1/13/95

£ LA

Once

=z Once £

4 Diagnosis lor use (indeahon)

bR

5 Event abated after use
stopped or dose reduced

#1 [Jyes Dno E]goef.m *

pply

il
22 H

6

02 [Jyes Ore E%’B}’,ﬁ,""

8. Eventreappeared after

Lot # (if knywny) 7 €xp. date (il known)

&1

%2

reintroduction
"2

8.

" [Jyes [Jno DQSSF;.""
02 [Jyes Oee Dgoe yn'l

NDC # (for product problems only)

10. Concomitant medical products and therapy dales (exclude treatment of event)
¢

D. Suspect medical device - - - - .

. Brand name

2

. Type of device

3

Manufacturer name & address 4. Operator of device
D healih professional

D lay user/patient

D other:

S. Expiration date

6. (modayy
jmodel &
7. It imptanied, give dale
L ' (modayyt
serial #
8. If explanted, give date
tot & t Ll
other #
9. Device available for evaluation? (Do not send to FDA)

O ves 0 ro

D retumed 10 manulacturer on

{mordayyr)

10. Concomitant medical products and therapy dates {exciude treaiment of event)

E. Reporter (see confidentiality sectiononback) -~ -
1.

Name, address & phone #

Suzanne Poppema

Aurora Medicdal Services, Inc.

1207 N 200th Screet, Sulte 214
Seattle, WA 98133 (206) 546-8891

2. Heaith prolessional?

4. Also reporiad to
D manulacluror

3. Occupstion

Oyes [ no Physician

5.

D usor 1aciilty

it you do HOT wanl your idenlily disclosed to E_]
distilsulor

the manulacturer, place an * X “ in lhis box.

Submission of a report does nol constitule an admission that medical personnel or thé product caused or contribuled o the event.




e WA CFN 3032021

MIF 000723 T

!

January 18, 1995

Dr. Suzanne T. Poppema -
Aurora Medical Services, Inc.
1207 N. 200th, Suite 214
Seattle, WA 98133

Re::  “Evaluation of the Efficacy, Safety and Acceptability of Mifepristone and Misoprostol in
. Inducing Abortion in Pregnant Women with Amenorrhea of up to 63 Days" (¥166A/B)

Dear Dr. Popp_gﬁﬁa: .

To assure that all investigators are kept current on safety issues and to comply with all applicable
regulations of the FDA, please find attached copies of adverse event reports that were recently
submitted to the FDA. (Dr. Nichols - patients #012 & 015, Dr. Mishell - patient #061,

Dr. Haskell - patient #076 and Dr. Poppema - patient #033)

Please forward a copy of this report to your IRB and place a copy in your clinical trial

binder for this study. For those centers using ———. B, this submission will be taken
care of. ' : ' '

Should you have any quésiions, please contact me directly.'

Sincerely, - = .

"\\\“ ‘ |

Suzanne T. Poppema, M.D.

Seattle,
El: 11/01/99-11/05/99

Exhibits  Page 23 of33
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travdaypn tequired irtorvention to prevent
[ ste-shrentaning O permanent Impsinmenvdamage

Dhosahinlm-ﬁﬁdu.pmlonged [ other:

3. Date of 4, Dute of
ovent this report
(mewitoyyr) oyl

5. Descrive everd or prodlem [ 35t menstrual period 11/2/94

12/29/94: Call from patient at 10:00AM
complaining of heavy bleeding for 3hrs
without signs of dizziness or cramping.
Advised to take methergine, 0.2mg every 4hrs
and to call back if no decrease in bleeding
lhr after methergine. Call from patient's
mother at 11:45 saying patient still bleedin
heavily. Advised to bring patient in
mmediately. Call from pt's mother ar 12:00
tating pt. had syncopal episode and
emergency ambulance called. Call from EMT
at 12:15 stating pt. BP of"80 and P 126 with
heavy vaginal bleeding and pallor. EMT
decision pt. too unstable to bring to office
so taken to (pt. member of
this EMO). 1 spoke with —
T iR and advised him of the situation
and of ptls participationA}g;the M/M study.

§. Relevant tastaaboratory dsta, inchuding dates  *

:

7. Other relevam history, including pruﬂsﬂng medical tonditions (e.g.. llhrgles.
18Ce, pregnancy, smoking and aiconol use, hepaticrenal dysfuncton, e

Suzanne T. Poppema, M.D.

Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 ;
l’ Exhibit 8 Page 24 of 3

Mailto: MEDWATCH - ,
5600 Fishers Lane
* Rockviils, MD 20852*9787

of FAX 10:
1-800-FDA- 0170

FDA

FOA Form 2500 (431)

MIF 000724

by heaith professionals of adverse =
events and product problems r——rca ¢
THE FDA MEDICAL PRODUCTS REPORTING PROCRAM i P.gQ —_— ot - )
3 ormatic C. Suspect medication(s) '
ntidentifler | 2. :'9: :n'!’:“" 3. Sex 4. Weight 1. Name (give labsled strength & mfrflabaler, if lmawn)
1033 or 23 Etemate] ——ms| | ™ Mifepristone 600 mg
Date .« 3 - o
o confidence of bhth: 12/16/ 71 [ mete o] L% Misoprostol 400 ug
2 Adverse e nt nroduct nroble 2. Dosa, frequency & routs used le;‘:*“(""ﬂmmdmml
1. [ Adverseevest anor [ ] Product problem (e.g., defectsAmattunctons) " Once PO *12/21794
2 m:gl:r&n;;d to adverse event D dsapiny ° Once PO w2 12/23/94 .
ongenital anomal 4, Disgnosis for use (indication) 5. Event abaled sty
D doath D © Y stopped :r eo.see:'u:-d

"

v Dye, D"" Qt.h'

#2 [Jyes [(Jmo m."gg'

8. Event reappeared sfter
reintroduction

6. Lot e ( known)
'Y

7. Exp. date {if known)
(3

L] - L]

# Dm One D%ﬂ

9. NOC ¢ {for product problems onty)

22 Jyes (o ng

10, Concomitant medical products and theragy dates (axciude treatment of evert)

D. Suspect medical device
1. MM name

2. Type of device

3. Manufactyrer name & address 4, QOperstor of device
(O teann protession:

[ sy usecpatiers

3 ower
5. Expirstion date
8. rovepy
model #
‘ oo ¢ 7. Wimplamted, give &
seriel #
ot e 8. Hexplanted, give &

8
9. Device avalisbie tor evalustion? (Do not send o FDA)

O yes O a retumed 1o manufaciurer on —
10. Concomitant medieat products and therapy dates (axchude \reatment of ever)

E. Reporter (see caontidentiality section on back)
1, Name, addvess & phone &

Dr. Suzanne Poppema

Aurora Medical Services, Inc.
1207 N. 200th, Suite 214
Seattle, WA (206)546-8891

2. Heanh professionaf? | 3. Oecupation 4, Also teportsd (@
" actur
yo [Jro |Physician 8 mm;dm;
user
5. ¥ you do NOT want your Idanmy disclosed \o
the manutaclurer, place on ™ X " in thia hm. (1 rboiwane

Submission of a report does not constitute an sdmission that medical personnel or the product caused or contributed to the av



5. Describe event or problem
(continued)

Call to ER at 16:00 patient seen and found to have postural signs of acute
blood loss, heavy vaginal bleeding, and Het of 24Z. The patient underwent an
emergency fuction and her bleeding stopped. She was discharged from the acute
care unit that evening in stable conditjon. Telephone follow-up on 12/30/94
found the patient stable, with no significant bleeding, and feeling fine. She
never received a blood transfusion and will return as scheduled for her 2 week
check. She was prescribed iron and Doxycyline.

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 —_—

Exhibit 8 Page 2S of 33
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JAN-85~ :
N-B5-1955  16:27 POPULATION COUNCIL - CER +1 212 327 7678 P.gS

. . . L T T P R T L Y Y AL LT IV U SN PO
. . . . . R R e gt e, LR R L O e et M Sl AR
Lot . . JERIR . . L. . . ARt A e AeF DR e T R e

- Jahuary 3,1995

1 Atsror.\ \wing Spitz, M.D. | | Co e
blca " ‘The Population Council . :
SR S . "1230 York Avenue
L ‘m},c . New York, New York, 10021
B _.Deat Dr Spltz
orNpsth w1

‘ C. _ ‘Adversa evant report: Pt initials —J33
wothStret - pod: 15/16/71

Csutenh. . - LMPr112/94 Final assessmant of amennorhea: 52 days. Group 2
N . Het on 12/21/94: 39% ; »
W .-, - mifepristone admin: 12/21/94 @ 10:456 600mg.. ' : S
B ..' :5““.,‘. .= T - Misoprostol admin: 12/23/4 @ 09:00 400 mg. LT
e S p4drs fo sac seen.but blood and tissue St in tterus. : '

'.12129!94 Cail trom pt“@10:00 AM clo heavy bleeding. for 3 fis without' sx. of

: “ ;nm dlzzlness or cramping, Advised 1o take methergine, 0.2mg q 4hrs and 10 ¢all back. if
. o 'n0.decreass-ln bleeding thr after methergine. Call-from’ p's mother @11:45 . .
e (m) m,,m - saying- pt- sl bleeding heavily: advised to bring pt.In Immediately. Call from pl'

, .+ - mothef @12:00 stating pt had syncopal episode and emergency-ambuldnce calied,
fAX e o Call from EMT @12:15 stating pt BP of 80 and P 126 with heavy vaginal b&eedlng

B .. and pallor, -EMT decislon pt 100 unstable 10 bnng to otﬂce 50 taken to ) o -
‘.ER(pt mamberofth:s HMO). _ . . L o

: _'|smmmmenandmmmmotmeszmanmmot
R ,pt‘s pmwlpatlon in the MIM study. . .

i Call 10 ER @ 16:00 | seen and found to have postufal signs ot acute plood loss,
“heéavy vaginal bleeding, and Het of 24%. The patient underwent an emergency
- suction and her bieeding stopped. She was discharged trom tha acute care unit that -
-~ —gvening in stable condition. Telephone follow/up, an 12/30/84 found. the ‘patient
.- Slabls, with no significant bieeding, and feelirig fine, :She never. received a biood.
transtusion and wlill retum as scheduled for. her2 week ctieck. She was: prescnbod
Iron and Doxycycline .

P.rinc\pal l.nvesugalor.

* Suzanne Poppema, MD
: . Suzanne T. Poppema M.
D.
Lt sl . Seattle, WA CFN 3032921
| o o r : El: 11/01/99-11/05/99 J—
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. | :’ : Y Y by health professionals of adverse S
D ) ¢ : events and product problems x4
_n«: FOA MEDICAL PRODUCTS REPORTING PROCRAM Page

Patient information
rent identifler | 2. Age sttme
: svant; 2 3

‘Date ’
ofbitn: 12/16/71

C. Suspect medication(s)

1. Name (give labeted strength & mirfabeler, i saowm)
®s . Mifepristone 600 mg

#033

in coafidence

« Misoprostol 400 ug

. Dose, & routs used 3. Therspy dates (il un e —
B. Adverse event or product problem 2. Dove. frequency Y Therapy dates (i unkrown. give duraion)
1 [F adverse event  andior [} Product probiam (e.g., detectsmartunctions) o Once PO 1 12/21/94
Ot
¢ :dgr::fnﬂﬁﬁd b adverse evert [[] disavuwy 2 Once PO x2 12/23/94
(] ssam () congenaat anomaly 2. Dlagnosis for use (indication) 5. e:m 3batc o afier use
’ | trorten D required intervention 1o pravent n §70Ppd of dase reduced
D tle<hreataning permanent Impainnenycamage . G"es (Jre E]‘.’SEF’"
D nasorakzaton — inital or prolonged ] other: s2 Y
TY Y 6. Lot & ( known) 7 Exp. date (i known) | 2 Ores Oro Rgem
3. Date . (]
cvent this report # n 5. E{vnt reappeared aftar
(e o) i A 2 reintroduction
5. Descrite event ) : %2 *
ccrite eventor prodlem [ast menstrual period 11/2/94 " yes Clro Ogegim
9. NDC # (for product groblems only) M apo
12/29/94: Call from patient at 10:00AM - - 2 [Tyes (Jro Dg%%?{“

10, Concomiant medical products and tharapy dates {sxciurle lresiment of ¢vert)

complaining of heavy bleeding for 3nrs
without signs of dlzziness or cramping.
Advised to take methergine, 0.2mg every &4hrs
and to call back if no decrease in bleeding
lbr after methergine. Call. from patient's
mother at 11:45 saying patient still bleedinf 1 X Suspect medical device
heavily. Advised to bring patieat in 1. 8Brand nime )
(/“‘,mediacely. Call from pt's mother at 12:00
itating pt. had syncopal episode and

2. Type of device

zergency ambulance called. Call from EMT 3 Wanufacturer name & addresa <. Operator of device
at 12:15 stating pt. BP of 80 and P 126 wich T reann protessionsd
heavy vaginal bleeding and pallor. EMT [ 1ay usarisetiens
decision pt. too unstable to bring to office T cwner:

so taken to ~————————— pt. member of

this ©0). I spoke with i :
2 and advised him of the situatiom T 5. Epirstion date

and of pt's participation in the M/M study. | | el
AR 7. U implamed, give date

S. Relevant tostssboratory data, including dates

catpiog ¢ | sery s
serial i
Suzanne T. Poppema, M.D. ‘oi . e o:g:l::md. give dxte
Seattle, WA . . CFN 3032921 -
El: 11/01/29-11/05/99 —_— other ¢ —
ihi 3. Device avaltable tor evaluation? (Do nat serd o FDAY
Exhibit 8 __Page 277 of 33 0 ves (] re [ retumed 1o mantaciorer o= —_—

- 10, Cancomilant medical products und therapy dates (exciude reamment O! evem)

T Other relevar history, including preexisting meqncal conditions {e¢.g.. allergies,
t3ce. pregnancy. smoking dnd aiconol use, hepaticfrenat dysfunciion. etc.)

.

'E.- Reporter (see confidentiality section

Name, aadress & phone &

on )‘Q»:;_'

Dr. Suzanne Poppema

Y Aurota Medieal Serviees, Inc:
1207 N. 200ch, Svite 21%
Seattle, WA (206)546-88%. S
! 2. Heanh professionat? | 2. Qccupation ‘4 Alse repariad 10
L 7 manatactaest

(A yes [Jmo |Physician

]
sitto: MEDWATCH - ¢ FAX t0: . [ useraciiy
r ‘ ) / S 7600 Fishers Lono 1-800-FDA-2178 4 1 you do NOT want your identlty disclosed 1o} .77 ’
Rockville, M0 20852-5787 1ne manutacturne, placs an " X Minthithow Lo et

oo 1N 05 Submission of # report does not cunsituie an admixsion that medical personned or he product caused 9r conttituted to the avent.
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5. Describe event or problem
(continued)

Call to ER at 16:00 patient seen and found to have postural signs of acute
blood loss, heavy vaginal bleeding, and Hct of 24Z. The patient uunderwent an
emergency suction and her bleeding stopped. She was discharged from the acute
care unit that evening in stable condition. Telephone follow-up on 12/30/94
found the patient stable, with no significant bleeding, and feeling fine. She
never received a blood transfusion and will return as scheduled for her 2 week
check. She was prescribed iron and Doxycyline.

4 ) Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921

Ei: 11/01/99-11/05/99 —_—
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December 23, 1994

Dr. Suzanne T. Poppema
Aurora Medical Services, Inc.
1207 N. 200th, Suite 214
Seattle, WA 98133

Re:  “Evaluation of the Eﬁicacy Safety and Acceptability of Mifepristone and Misoprostol irl
Inducing Abomon in Pregnant Women with Amenorrhea of up to 63 Days" (#166A/B) -

‘ Dear Dr. Poppema:
To assure that all mvestlgators are kept current on safety issues and to comply with all applicable

regulations of the FDA, please find attached a copy of an adverse event report that was recently
submitted to the FDA. :

Please forward a copy of this report to your IRB and place a copy in your clinical trial

- binder for this study. For those centers using IRB, this submission will be taken
care of:

Should you have any questidhs, please contact me directly.

Sincerely, e
Suz
T eaben Seatatl?en?NT a OPP%I;!:a M.D.
o . E: 11/01/99~11/05/ 5 3°3§§31
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INSTITUTIONAL REVIEW BOARD

I
—

L

December 14, 1994

Suzanne Poppema, M.D.
Aurora Medical Services, Inc.
1207 N. 200th, Suite 214
Seattle, WA 98133

Dear Dr. Poppema:

Please be advised that the Institutional Review Board under the auspices of ————— s

f\ 3 in receipt of the five (5) Adverse Event Reports for the study entitled, "Evaluation of the
Efficacy, Safety and Acceptability of Mifepristone and Misoprostol in Inducing Abortion in
Pregnant Women with Amenorrhea of Up to 63 Days (Protocol #166 A/B)".

The IRB has the following patients’ Medwatch Forms:

Investigator Patient #
Dr. Vargas #005
Dr. Haskell #027
‘ #033
— #036
’ #042

The Medwatch Forms and any available reports were sent to you by ——— _————

- 6n November 23, 1994 (for patient #005) and on December 6, 1994 (the four

patients from Dr. Haskell's site). Please insure that you maintain these reports in compliance
with federal regulations.

) Suzanne T. Poppema, M.D.
4 ! Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 S
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Suzanne Poppema, M.D.

Page 2

December 14, 1994

The IRB is aware
patient or a change

. 3

of these adverse events and has not determined any increased risk to the
in the risk to benefit ratio. These side effects have been reported in previous

clinical trials of the combination of drugs and ongoing safety evaluation is being maintained.

MIF 000731

Sincerelv.

N

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 S

Exhibit & Page 3\ of 33



December 5, 1994
Dr. Suzanne T. Poppema
Aurora Medical Services, Inc.
1207 N. 200th, Suite 214
Seattle, WA 98133
Re: Protocol 166A/B
Dear Dr. Poppema:
To assure that all investigators are kept current on safety issues and to comply with all
applicable regulations of the FDA, please find attached copies of adverse event reports
that were recently submmed to the FDA.
Please forward a copy of this report to your IRB and place a copy in your clinical trial
binder for this study.
For those centers using —<—— IRB, this submission will be taken care of.
Should you have any questions, please contact me directly.
o Sincerely,
— guzg:me T. Poppema, M.D.
eattle, WA CFN
L :B El: 11/01/29-11/05/99 3032?3.1
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November, 23, 1994

Dr. Suzanne T. Poppema
Aurora Medical Services, Inc.
1207 N. 200th, Suite 214

- Seattle, WA 98133

Re:  “Evaluation of the Efficacy, Safety and Acceptability of Mifepristone and Misoprostol
in Inducing Abortion in Pregnant Women with Amenorrhea of up to 63 Days"

Dear Dr. Pbppema:

On November 15, 1994 a patient enrolled in the Mifepristone/Misoprostol study experienced a

serious adverse event which required hospitalization of the patient.

The paﬁent is 26 years of age, Gravida IV, para III with three living children. She has a history '

post-partum hemorrhage with the second pregnancy. She was at 63 days gestation upon study
enroliment.

On November 12, 1994 the patient received the study dose of misoprostol. She was stable
throughout the four hour observation period. On the moming of the 15th the subject
experienced an episode of very heavy bleeding. She was transported to a local hospital.
Examination revealed that the cervical os’was open and POC were visible at the os, detached
and lodged in the lower uterine segment. Suction curettage was performed and the bleeding
stabifized. Post-operative Hgb was 5.6 Gm% and the patient was admitted for overnight

.observation. On the moming of the 16th the patient's Hgb remained at 5.6 Gm% and she was

symptomatic. Two units of packed red cells were infused over a six hour period. The patient
was discharged late on the 16th.

Please forward arivc.opy of this report to your IRB and place a copy in your Clinical Trial Binder
for the above referenced study. Centers utilizing the IRB under the auspices of
— wilkhave a copy submitted to the IRB for them.

If you have any questions please contact . the Population Council or me.

Sincerely,
A _
, Suzanne T. Poppema, M.D.
) \ Seattle, WA CFN 3032921

El: 11/01/99-11/05/88  ——
Exhibit & Page33 of 33
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October .13, 1994

CONFIDENTIAL *

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

SPONSOR: The Population Council, Inc. ‘
1230 York Avenue :
New York, New York 10021 -

CONFIDENTIAL AND PROPRIETARY

The information contained in this document is privileged and confidential, and is the property
of The Population Council. Nothing herein is to be reproduced, published, or disclosed to
others in any way without the prior express written authorization of The Population Council.
Persons to whom any information is to be disclosed must be informed that the information is
privileged and confidential and may not be further disclosed by them.

v

- . Signature, Principal Investigator

APPROVED BY
\RB

GOT 27 1934

Suzanne T. Poppema. M.D

Seattle, WA
' CF
El: 11/01/99.1 1/05/99N 3032021
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October 13, 1994

1.  INTRODUCTION

Mifepristone. is a synthetic steroid currently used for medical abortion in France,
Sweden, United Kingdom and China. It acts as a competitive blocker of progesterone
and cortisol through binding to their receptors. Because of its antiprogesterore activity,
mifepristone has been developed primarily as a medical abortifacient. When used alone
in different regimens with total doses ranging from 140 to 1600 mg administered over
one to ten days, the success rate of abortion in women with amenorrhea of less than 50
days duration usually varied between 64-85%".

Subsequent studies demonstrated that when mifepristone (600 mg) was fallowed two days
later by a prostaglandin analog administered either by the intramuscular route
(sulprostone, a prostaglandin E, analog), or as a vaginal pessary (gemeprost, a
prostaglandin E, analog), the efficacy rate for complete abortion increased to 95% and
above. Based on these observations, mifepristone has been marketed in France since
September 1989 as a medical alternative to surgical abortion for the termination of
pregnancies in women with amenorrhea of 49 days or less. Recently, this mifepristong -
prostaglandin regimen was approved in the United Kingdom, and in Sweden. In fhe
latter two countries, this combination is used in women with amenorrhea of up to 63
days. ‘

In Europe there is now an accumulated experience with over 150,000 subjects who have
received mifepristone together with various prostaglandins. Clinical trials have been
conducted in several countries and have confirmed the initial experience. Unlike
treatment with mifepristone alone where the success rate decreased with advancing
duration of amenorrhea, the combination was effective up to 63 days of amenorrhea and
in various published studies, the incidence of abortion induction ranged from 92.7% to
99%!.

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 ~—
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The most comprehensive study published to date comprises 16,369 subjects from over
450 clinics®. In this study 0.8% of the cases experienced uterine bleeding significant
enough to necessitate vacuum aspiration or dilatation and curettage and in 0.07% (11
women), a blobd transfusion was required. Significant cardiovascular side effects were
reported in four cases following sulprostone administration. In three of these subjects,
there was severe hypotension necessitating infusion of macromolecular soluted-and in the
final subject, a 38 year-old smoker, there was an acute myocardial infarction. In these
four subjects, symptoms commenced within one hour of sulprostone administration and
all recovered uneventfully. However, in general use, there was a fatal myocardial
infarction in one woman, who was a 31-year-old heavy smoker, following sulprostone®.
No cardiovascular complications have been reported following gemeprost, but this may
be related to the fact that this analog.has been used less often than sulprostone.
Sulprostone is rapidly absorbed into the circulation following intramuscular injection,
therefore, it is not unreasonable to assume that this prostaglandin carries a higher risk
of cardiovascular problems than preparations that are administered orally or vaginally and
are absorbed more gradually. Moreover, gemeprost, unlike sulprostone, is an E, analog.

As a consequence, parenteral prostaglandins should be used cautiously in women with
heart disease, those over 35 years of age or in heavy smokers. The French health
authorities have in fact withdrawn sulprostone as one of the prostaglandin preparations
which can be given with mifepristone.

APPEARS THIS WAY
) ON ORIGINAL

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
Ef: 11/01/99-11/05/99 -_
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Because of the cardiovascular side effects reported with sulprostone as well as the
inconvenience of both sulprostone and gemeprost which both require refrigeration,
alternate prostaglandm preparations are now being used. Misoprostol, (methyl 11, 16-
dihydroxy- 16—mcthyl—9-oxoprost—l3 E-en-1-oate) is a prostaglandin E, analog that has
been safely used for the prevention of nonsteroidal anti-inflammatory drug-induced
gastric ulcers in patients at high risk for complications from gastric ulcers*for many
years; for this indication, it is given in an oral dose of 200 ug four times daily. Its
effects on uterine tone are similar to those of other prostaglandins. Misoprostol is
inexpensive, orally active and stable. In a recently published French study in women
with amenorrhea of 49 days or less, one group comprising 505 women received 400 ug
misoprostol 48 hours after mifepristone; the success rate for termination of pregnancy
was 96.9%*. A second group of 390 women initially followed the same protocol, but
if pregnancy was not terminated within four hours after misoprostol, the women were
offered an additional 200 pg dose of misoprostol. In this second group, the overall
success rate was 98.7%. These results indicate that the combination of mifepristone and
misoprostol is of equal or greater effectiveness than the combination of mifepristone and
either parenteral or vaginal prostaglandin for the termination of early pregnancy. No
serious cardiovascular side effects have been observed. Other side effects were neither
more frequent nor more severe than after parenteral or vaginal prostaglandm

preparations®.

A study from Britain reported complete abortion in 92 out of 99 women with amenorrhea
of less than 57 days who were given 200 mg mifepristone followed 48 hours later by 600
pg misoprostol. There were three on-going pregnancies and four incomplete abortions.
Vomiting was exhibited in 24% and diarrhea in 7% of the women. No analgesia was
needed in 62% of the women?’.

In the two studies reported above, approximately 60-80% of women aborted during the
four hours following prostaglandin administration. A number of side effects have been
observed during this four hour period. These include: uterine pain, nausea, vomiting and
diarrhed.” In one of these studies the incidence of nausea, vomiting and diarrhea were
43%, 17% and 14% respectively. It is for these reasons that it is recommended that
women be monitored in the clinic for four hours following prostaglandin administration.

In Europe, over 52,000 women have received mifepristone followed 48 hours later by
misoprostol without serious heart complications.

zanne T. Poppema, M.D.
gzattle WA CFN 3032921

El- 11/01/99-11/05/98 _—
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SUMMARY OF STUDY

The aim of the study is to determine the safety, efficacy, acceptability and feasibility of
mifepristone ‘plus misoprostol in inducing abortion, within the U.S. health care system
setting, when administered to women exhibiting amenorrhea of varying duration (up to
63 days). The duration of amenorrhea will be defined throughout this décument as
the number of days from the first day of the last menstrual period. In addition to the
large pivotal studies, a small initial pilot study will be conducted to enable the
investigators to gain first hand experience with the proposed dosing regimen.

A total of 1,050 pregnant subjects will be enrolled in this and an identical sister protocol,
to be conducted simultaneously. Thus a total of 2,100 subjects will be enrolled in the two
trials. Three groubs of subjects will be examined:

Group 1: Amenorrhea of < 49 days

Group 2: Amenorrhea of 50 through 56 days

Group 3: Amenorrhea of 57 through 63 days

Analysis will also be conducted on safety, efficacy and acceptability of all subjects taken
as a single group, regardless of the duration of amenorrhea. This will be a multicenter
trial utilizing a minimum of six centers in each of the two studies. The centers will all
perform pregnancy interruption on a regular basis. The centers will have access to
facilities for blood transfusion and routine emergency resuscitation techniques. In all the
trial centers, the recruitment of subjects will be such that, as closely as possible, equal
numbers of subjects will be enrolled into each of the three groups defined above.

Subjects shall visit the study center three times, unless state law requires an additional,
initial informational visit with a mandatory waiting period before the process can begin.
At the initial visit (Day 1; after any required statutory waiting period), a full history and
physical examination will be performed and the duration of amenorrhea will be
determined and the reasons for selecting a medical abortion will all be recorded. At this
visit, 600 mg of mifepristone (three 200 mg tablets) will be administered. The subject
will return to the study center for the second visit on'Day 3 to receive oral misoprostol
(400 yg;s— two 200 pg tablets). The subject will be monitored at the center for at least
four houts pest the administration of the prostaglandin. The third visit will occur on Day
15. At this visit the completeness of the medical pregnancy termination will be assessed.
In the event that the pregnancy is on-going at this time, or if the abortion has been
incomplete, either vacuum aspiration or dilation and curettage will be performed.
Subjects who undergo a surgical abortion at any time during their enrollment in the study
will return to the center two weeks post the surgical procedure for a follow-up

assessment.

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 _—
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3. OBJECTIVE

The objective ‘of this trial is to evaluate the effectiveness, safety, acceptability and
feasibility of-mifepristone plus misoprostol in inducing abortion when given to women,
who have experienced up to 63 days of amenorrhea, within the U.S. health cire system
setting. Prior to initiation of the pivotal studies, a pilot study comprising 15 women will
be performed at each of the selected study centers. The purpose of this pilot trial is to
give the investigators eprsure to the proposed dosing regimen so they will have first
hand experience prior to the initiation of the pivotal studies. The results of the pilot trial
will be included in the safety analysis for the product, but the efficacy data will be
treated as a subgroup analysis relative to the pivotal trials.

Investigators selected to conduct the trials will be experienced abortion providers and
medical investigators. They should have access to an IRB able to review the protocol,
" and will have malpractice insurance as well as general liability insurance for the clinic,
hospital or office where the study will be performed. The investigators should be able
to complete the study in six months at a maximum. "

-

The investigators will operate in an appropriate study center; the study center will:

a) Provide routine emergency resuscitation such as Q,, Ambu bag and will
be staffed with personnel trained in routine emergency care.
i
b) Have access on a 24 hour a day basis to blood transfusion, D & C and
more elaborate resuscitation procedures.

c) Have space to conduct the study including a room where a woman can be
monitored for at least four hours after the prostaglandin administration.

-d) - Have the physician responsible for the study on call on a 24 hour a day
- basis, or his/her delegate of equal qualification. :
e) . .- Have adequate and sufficient trained personnel for counselling of subjects
~ ‘and conduct of the study.

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 —
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f)

g)

6

Have transvaginal ultrasound available and personnel trained in the use
of the equipment as well as the interpretation of the sonograms for the

assessment of gestational age in relation to the reported duration of
dmenorrhea.

Investigators and staff will answer a provided questionnaife at the
completion of the study.

PATIENT SELECTION

4.1

4.2

Patient

4.1.1

4.1.2
4.1.3

Sample:

Number of patients: A total of 1,050 patients per each of the
identical trials for a total of 2,100 subjects will be enrolled at
multiple centers.

Age range: 18 years or older.
Residents of the United States.

Inclusion Criteria:

4.2.1
4.2.2
4.2.3
4.2.4

4.2.5

4.2.6

42.7.:

4.2.8
4.2.9

Good general health,

Age 18 years or older.

Request termination of pregnancy.

Agree to undergo surgical pregnancy termination in case of failure

of the medical abortion method being evaluated.

Have an intrauterine pregnancy of known duration which is less

than or equal to 63 days of amenorrhea period. The final

determined estimated duration of pregnancy should be less than 64
" days of amenorrhea, and as confirmed by uterine size on pelvic

examination and ultrasonographic examination.

Have a positive urine pregnancy test.

Willing and able to participate in the study after its precise nature

and duration have been explained.

Able and willing to sign an informed consent form.

Resident of the United States.

>

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
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Exclusion Criteria:

4.3.1

-

4.3.2
4.3.3

4.3.4

4.3.5

4.3.6
4.3.7
4.3.8
4.3.9

4.3.10
4.3.11

4.3.12
4.3.13

-4.3.14
4.3.15

A,

Evidence of the presence of any disorder which represents a
contraindication to the use of mifepristone (e.g., chronic
corticosteroid administration, adrenal disease) or misoprostol (e.g.,
asthma, glaucoma, mitral stenosis, arterial hypotension, sickle cell
anemia, or known allergy to prostaglandin).

History of severe liver, respiratory, or renal disease or
thromboembolism.

Cardiovascular disease (e.g., angina, valve disease, arrythmia,
cardiac failure).

Hypertension being treated on a chronic basis or untreated patients
who present with: a blood pressure of > 140 (systolic) or > 90
(diastolic).

Anemia (hemoglobin level below 10 g/dL or hematocrit below
30%) at the Day 1 visit.

A known clotting defect or receiving anticoagulants.

Subjects with an IUD in place. :
Insulin dependent diabetes mellitus. -
More than 63 days of amenorrhea or results of bimanual peli}ic
examination or vaginal ultrasound which are inconsistent with 63
days or less of amenorrhea.

Breast-feeding.

Adnexal masses or adnexal tenderness on pelvic examination
suggesting pelvic inflammatory disease.

Ectopic pregnancy or threatened abortion.

Women 35 years of age or older who smoke more than 10
cigarettes per day and have another risk factor for cardiovascular
disease (e.g., diabetes mellitus, hyperlipidemia, hypertension or
family history of ischemic heart diseases).

Unlikely to understand or comply with the protocol requirements.
Women who cannot reach the-source of emergency medical care
that serves the abortion center within one (1) Hour from (a) their
home or place of work and (b) the abortion center.

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 —

Exhibit 11 Page q of 38
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S. STUDY MEDICATION

5.1  Assigiment of Study Medication

This is a multicenter trial evaluating the effectiveness, safety and acceﬁiability of
mifepristone plus misoprostol in inducing abortion when given to women in one

of three groups depending upon the duration of amenorrhea. The three groups
are:

Group 1 - Amenorrhea of < 49 days
Group 2 - Amenorrhea of 50 through 56 days
Group 3 - Amenorrhea of 57 through 63 days

As closely as is possible, equal numbers of subjects will be enrolled into each of
the three groups. There may be differing numbers of patients enrolled from
center to center, but the number per group per center should be approximately
one third into each of the groups. '

)

5.2  Dosage and Administration

There will be three visits to the study center. At the initial visit (Day 1), a full history
and physical examination will be performed and the duration of amenorrhea will be
determined and the reasons for selecting a medical abortion will all be recorded. At this
visit, 600 mg of mifepristone (three 200 mg tablets) will be administered orally. The
subject will return to the study center for the second visit on Day 3 to receive oral
misoprostol (400 ug as two 200 ug tablets). The subject will be monitored at the center
for at least four hours post the administration of the prostaglandin. The third visit will
occur on Day 15. At this visit the completeness of the medical pregnancy termination
will be-assessed and an acceptability questionnaire administered. In the event that the
pregnancy is 6n-going at this time, or if the abortion has been incomplete, either vacuum
aspiration or dilation and curettage will be performed. Subjects who undergo a surgical
abortion at any time during their enroliment in the study will return to the center two
weeks post the surgical procedure for a follow-up assessment.

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 —

Exhibit 11 Page |© of 38
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5.3  Packaging

A) - Mifepristone Mifepristone will be provided as 200 mg tablets of

P ' micronized mifepristone.

B)  Misoprostol Misoprostol will be obtained locally by each
investigator as 200 ug tablets of commercially
available misoprostol.

All study supplies will be kept in a locked, dry cabinet.

5.4 Labeling

A) Mifepristone Mifepristone will have a label which will include
product identification, expiration date, and drug
dose. In addition the following will be printed on
the labels: CAUTION: New drug. Limited by
Federal Law to Investigational Use. All medication
packets will be labelled with the protocol number.

B) Misoprostol Misoprostol will be obtained locally by each
investigator as 200 ug tablets of commercially
available misoprostol and dispensed from the center
pharmacy.

5.5 Concomitant Medications

No salicylates, indomethacin, or any other drug which inhibits prostaglandin
synthesis should be taken. If necessary, analgesics belonging to other
--pharmacologic classes or spasmolytic drugs may be used. Drugs such as
triﬂubperazine and related phenothiazines (for treatment of nausea and vomiting)
“that could increase the risk of hypotension must be avoided as should oxytocin
and any other prostaglandin preparation.

The use of concomitant medications during the course of this study will be
recorded in the Case Report Form, and these data will be analyzed.

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 —_—
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6. STUDY PROCEDURES

Each participating study center will record on a daily basis the number of subjects
recruited in each of the three groups. All women approached to participate in the study
will be recorded in the study data. Those who refuse to participate in the trial 'will have
a special form completed for the database. These data will be communicated to the
sponsor on a weekly basis. At each center, the number of subjects recruited into each
of the groups will be equal to one-third the total assigned to the center if possible. When
any of the groups has been filled, no further recruitment into that particular group will
be conducted. Under no circumstances will any member of the study center staff suggest
that a subject appearing at the center, with a duration of. amenorrhea consistent with a
completed group, be deferred in her request for pregnancy termination to allow for
enrollment into an open group at a later time.

6.1  VISIT 1 (Admission, i)ay 1 of Study)

At the time of the subjects enrollment (Day 1), all the following should be done:

-
T

- Counseling.

- Medical, obstetrical and gynecological history.

- Medical examination, including: height, weight, blood pressure, and pulse.
- Bimanual pelvic examination.

- Urine pregnancy test. Suzanne T. Poppema, M.D.
pregnaney Seattle, WA CFN 3032921
EI: 11/01/99-11/05/99 —_—

- Quantitative Serum BhCG. Exhibit 11 Page 2. of 38

A

- Vaginal ultrasound.

-

- Determination of Rh status and where routinely collected, the blood group.

- Hemoglobin or hematocrit determination.

Food should be withheld for one hour prior to and one hour post administration
of the study drug. At admission to the study, the three tablets of mifepristone
(600 mg total) will be swallowed by the subject with no more than 240 mL of

water in the presence of a member of the center’s study staff who will record the
date and time of the administration.
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6.2

Subjects who smoke will be instructed to refrain from smoking until after the
administration of misoprostol at Visit 2, and an appointment will be made for
Visit 2.

Subjects will be given a copy of the informed consent and patient diary card
describing symptoms which require emergency treatment. These incllide: heavy
bleeding; .fever, and severe abdominal pain. The subjects will be given the
address and 24 hour telephone number of a medical center (including the name
of physicians) which cares for patients on a 24 hour a day basis.

A diary will be provided to each of the subjects for recording medications and
symptoms, such as pain, nausea, vomiting and diarrhea. The diary will also be -
used to record the occurrence of vaginal bleeding on each day. The subject will
be instructed to record the bleeding relative to their normal menstrual flow (e.g.,
lighter, the same as or heavier than normal). If the expulsion takes place before
Visit 2, the date and time should be recorded on the subjects diary.

VISIT 2 (Prostaglandin Administration, Day 3 of Study)

Visit 2 will be conducted on Day three (3) of the study. The following wilt 'be
performed:

- Clinical examination.

- If the patient believes that expulsion occurred prior to Visit 2, the date and
time will be recorded on the case report form as they were noted in the subjects
diary. Since it is difficult to confirm that an abortion at thi$ time is complete,
nearly all subjects will require misoprostol. If however, the physician can verify
unequivocally that complete abortion has occurred, the misoprostol will not be
administered. If the abortion is incomplete or if there is any uncertainty about

- the completeness of the abortion, the misoprostol will be administered.

~="Brief interview and review of the diary. i’

- .
PR

- Any adverse events which occurred since Visit 1 will be recorded on the case
report form.

- Subject will receive an injection of anti-D globulin if the subject is Rh negative,
if indicated,

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 —_—
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- Food should be withheld for one hour prior to and one hour post the
administration of misoprostol. The two tablets of misoprostol (400 ug total) will
be swallowed by the subject with no more than 240 mL of water in the presence
of a member of the center’s study staff who will record the date and time of the
administration. v

- The subject will be observed at the study center for the four hour period post
the administration of misoprostol at a minimum. The facility should be capable
of surgical termination of pregnancy (by vacuum aspiration or dilation and
curettage) and have access to blood transfusion and emergency resuscitation.

- During the observation period, the following should be recorded at least
hourly:

- Qccurrence of nausea, vomiting, or diarrhea. Intensity should be
recorded as:

none

mild _ -
: moderate ’
. severe

W

Any treatment for these will be recorded as concomitant
medications.

- At the onset of any abdominal pain, the following will be recorded:
Intensity, recorded as: none, mild, moderate, or severe.

Duration, documenting any treatment as a concomitant medication.

_ - Blood pressure and heart rate at hourly intervals unless more frequent
" readings are indicated. ”

-

T Time of expulsion, if occurririg during the observation period.

- Any unexpected symptom or clinical finding.

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 _

Exhibit 11 Page i4 of 38
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The use of intramuscular sulprostone in combination with mifepristone in previous
studies has occasionally precipitated an episode of hypotension usually associated
with, bradycardia. - In extremely rare circumstances this previously utilized
treatﬁi_ent regimen has been associated with myocardial infarction and ventricular
tachycardia. These complications are very unlikely with the combination of
misoprostol and mifepristone. However, any significant fall in blood pressure or
significant change in heart rate, however transient, following the administration
of misoprostol will be recorded and the subject observed for at least three hours
after their blood pressure and heart rate have returned to baseline. In case of
chest pain, hypotension or cardiac arrhythmia, an ECG should be performed
immediately and if required adequate resuscitation should be undertaken.

The cycle immediately following the administration of mifepristone is ovulatory.
Therefore, subjects will be counseled to initiate contraception.  Barrier
contraception may be initiated within three days of misoprostol administration.

- A gynecological examination will be performed to determine if products of
conception remain in the vagina or cervix. -
- A very active-attempt should be made to contact any subject who fails to appear
for the Visit 2 appointment. The administration of misoprostol after Day 3 is
strongly discouraged. Misoprostol may be administered between 36 and 60
hours after mifepristone administration.

- If the center is aware of any subject who misses Visit 2 and does not appear
for Visit 3, ‘or who otherwise determines to carry her pregnancy to term, the
center shall retain its records relating to such subject through the date on
which she was last seen at the center for a period of thirty (30) years

following such date. Suzanne T. Poppema, M.D.

Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 —_
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6.3 -VISIT 3 (Exit Interview, Day 15 of Study)

Visit'3. will be conducted on Day fifteen (15) of the study. At Visit 3 the
following will be performed:

- Clinical and gynecological examination.
- Assessment of severity and duration of uterinc bleeding. Subjects who

experience bleeding post Day 15 should be followed-up via telephone until the
bleeding has stopped or intervention is clinically indicated.

MIF 000748
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- Assessment of hemoglobin or hematocrit if indicated.

- Verification of any concomitant medications or other therapeutic measures since
Visit 2.

- Assessment of expulsion (history, pelvic examination), as well as date and time
of occurrence if appropriate.

- Final evaluation of the treatment outcome through the clinical and gynecological
examination. If necessary, perform ultrasonography and/or urine pregnancy test.

- In instances where the medical abortion method has failed, either completely or
partially, perform the necessary additional surgical procedure. In the subjects for
whom a surgical procedure is required, schedule a follow-up visit as per Section
6.6 below. |

- Examine the subject’s view of her abortion experience including her view of the
experience relative to expectations; assessment of discomforts and side effects;
timing and place of abortion; satisfaction with the experience; comparison to any
previous abortion experience; best and worst features of the method being
assessed in the trial; attitude toward self-administration of prostaglandin at home
and preference for home or clinic treatment. All responses will be recorded in
the case report forms.

- Assure that the subject’s case record forms have been completely, accurately
and properly filled in.

- A very active attempt should be made to contact any subject who fails to appear
for the Visit 3 appointment.

= If the center is aware of any subject who misses Visit 2 and does not appear
for Visit 3, or who otherwise determines to carry her pregnancy to term, the
cventer shall retain its records relating to such subject through the date on
which.she was last seen at the center for a period of thirty (30) years
folldéving_such date.

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 —

Exhibit 11 Page {( of 38



October 13, 1994 15

6.4

6.5

6.6

MIF 000750

UNSCHEDULED VISITS

At Visits 1 and 2, subjects will be advised that they may return to the study
center at any time if they experience medical problems associated with the
medical abortion or for any other medical problem. At any unscheduled visits the
following will be recorded:

- Reason for the visit.

- Use of any concomitant medications since the last visit.

- Information regarding utilization of any other medical resources.

- Pregnancy status at onset of visit.

- Temperature, blood pressure, heart rate, and hemoglobin.

- Any medication administered during visit as well as any medications prescribed.
- Any procedures conducted during the visjt. :
- Results of any pathology testing.

Subjects who have a surgical abortion at any unscheduled visit will have the exit
interview (As defined in Section 6.3 above) prior to departure from the study
center on the day of the surgical abortion, and will not return for the scheduled
Visit 3. However, subjects undergoing surgical abortion will be scheduled for a
follow-up visit as outlined in Section 6.6 below.

MEDICAL ADVISORY COMMITTEE

If serid_hs adverse events occur beyond expectation, the decision of whether or not
the study should be discontinued or modified will be taken by the Sponsor in
coosultation with the Medical Advisory Committee. g ,anne T. Poppema, M.D.

T Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 ———

ibi of 38
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Subjects who are enrolled and receive either or both drugs in the study and

undergo surgical abortion at any time during their enroliment will be scheduled
for a follow-up visit. This follow-up visit will be scheduled for two weeks post
the date of the surgical abortion. At this visit the following will be recorded:

- Brief medical history and clinical examination.
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6.7

EARLY WITHDRAWAL FROM THE TRIAL

Subjects may withdraw from the study at any time at their own request. In all
cases, the reasons for the subjects withdrawal must be recorded in detail in the
case rgpart forms and in the patients medical records. In all cases of withdrawal
the subj_ects' must be encouraged to have surgical abortions. If any subject refuses
surgical abortion, the investigator must record that the subject understands the
risks involved in allowing the pregnancy to continue once drug treatment has
begun. A center must retain its records with respect to a subject who
withdraws from the ‘study after ingesting mifepristone and for whom a
complete abortion has not been confirmed for a period of at least 30 years
following the subject’s last visit to the center.

All efforts will be made to contact subjects who fail to return for the necessary
visits (telephone, registered mail). The subject will not be given misoprostol if
contacted after 60 hours of the study. A subject may not complete the treatment
regimen if severe side effects or symptoms develop after mifepristone
administration that, in the opinion of the principal investigator, constitute a threat
to the woman'’s health. Any subjects who do not complete the treatment regimen
for any reason will be assessed for the completeness of the abortion, if possiblg.
Any subject who has received mifepristone and has at the time of early
termination had an incomplete abortion, as described above, will undergo surgical
abortion as described in Section 6.3 above, and will be considered a failure.

APPEARS THIS WAY
ON ORIGINAL

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921

El: 11/01/99-11/05/99 e
Exhibit 11 Page (8 of 38
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7.

MIF 000752

ADVERSE EXPERIENCES

Suzanne T. Poppema, M.D.

Seattle, WA CFN 3032921
7.1  General Aspects El: 11/01/99-11/05/99 —

Exhibit 11 Page {4 of 38
.o - Adverse Reactions

Subjects will be notified of possible adverse reactions; they will be instructed to
immediately report all adverse reactions to the investigator.

Any adverse reaction, noticed by the investigator or reported by the subject, including
clinically significant lab abnormalities, will be recorded in the appropriate section of the
case report form, regardless of its severity and relationship to study drug.

Serious or unexpected adverse events will be immediately reported by the investigator
by telephone to: -
S—
Vice President,

24 hour answering service outside normal business hours

-

will notify the sponsor, and ensure FDA notification. All serious ("any
experience that is fatal or life-threatening, is permanently disabling, incapacitating,
requires inpatient hospitalization, or causes a congenital anomaly, cancer or is due to
overdose") and/or unexpected ("any adverse experience that is not identified in nature,
severity or frequency in the current investigator’s brochure for the study") adverse
reactions must be immediately (within 24 hours) reported by telephone to the Sponsor
and a written report must be submitted to the medical monitor within 24 hours.

The initial telephone contact will be followed within 3 days by a detailed report of the
event which will include copies of hospital case reports, autopsy reports and other
documents, when applicable. The adverse event must be followed through resolution.

The same-applies to all subjects who died during the course of the study or within 30
days of completion of treatment irrespective of whether the adverse reaction was judged
as related to_treatment. In case of a death, copy of the autopsy report should be sent to
the sponsor, if performed.

For each adverse reaction, the following information will be entered in the case report
form: description of event, onset date, resolution date, severity (1=mild, awareness of
sign or symptom, but easily tolerated; 2=moderate, discomfort enough to cause
interference with usual activity; 3=severe, incapacitating with inability to do usual
activity), drug cause-effect relationship and the outcome of the event. The investigator
will also note if any action was taken regarding the test drug (temporarily or permanently
discontinued) and if therapy or hospitalization was required.
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ETHICAL ASPECTS Suzanne T. Poppema, M.D.
e Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 ~—
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A. Informed Consent Form

The purpose of the study, those adverse reactions that are known to occur with
"the study drugs and the subject’s right to withdraw from the study at any time
without prejudice, must be explained to each subject in a language she
understands. The subject is then required to sign in the presence of a witness an
approved informed consent form in a language she understands containing all the
above-mentioned information and a statement that the subject will permit
examination of his/her study case report forms by a third party. Willing subjects
may be interviewed by a representative of the sponsor about her understanding
of the risks, benefits, procedures, and the experimental nature of the study.

B. Institutional Review Board

This study will not be initiated until the protocol and informed consent form have
been reviewed and approved by a duly constituted Institutional Review Board
(IRB) as required by U.S. FDA regulations. It is the responsibility of the
investigator to submit the study protocol with its attachments to the IRB for
review and approval.

The names and professional affiliations of all the members of the board or the
IRB general assurance number must be given to the Sponsor of the study prior to
study initiation, along with a signed and. dated statement that the protocol and
informed consent form have been reviewed and approved by the IRB.

The investigator is committed, in compliance with FDA regulations, to inform the
IRB of any emergent problems, serious adverse reactions or protocol.
amendments.

C.  Protocol: Amendments

r

Any amendment to the protocol will be with mutual agreement between the
invésifgator and the Sponsor. All amendments to the protocol will be submitted
to the FDA and to the Institutional Review Board (IRB) concerned for review
and, if necessary, approval prior to implementation of the changes.

A pre-study visit will be made by the monitor to the investigative site in order to
review the protocol and to ascertain that the facility is adequate for satisfactory
conduct of the study, as well as to discuss the obligations of both the sponsor and
the investigator.

MIF 000753
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The investigator will permit a representative of the sponsor or his designate and
the FDA, if requested, to inspect all case report forms and corresponding portion
of the study subjects original office and/or hospital medical records, at regular
intervals throughout the study. These inspections are for the purpose of assessing
the progtess of the study, verifying adherence to the protocol, determining the
completeness and exactness of the data being entered on the case report forms and
assessing the status of study drug storage and accountability. During'site visits,
case report forms will be examined by the study monitor(s) and verified by
comparison with corresponding source data (such as hospital and/or office
records). -

Suzanne T. Poppema, M.D.

Seattle, WA CFN 30329
ADMINISTRATIVE ASPECTS 2
ADMINISTRATIVE ASPEC El: 11/01/99-11/05/99 —

: Exhibit 11 Page 2i of 3
A. Curricula Vitae 9 8

The investigator will provide the Sponsor with copies of the curricula vitae of
himself/herself and the co-investigators listed on the FDA Form 1572.

B. Data Collection in the Case Report Form

-

A Case Report Form in triplicate will be provided by the sponsor for each subje'ét
to be filled in at each visit. Additional forms will be used for screening of the
subjects prior to enrollment. In the event of additional visits, extra case report
forms for the unscheduled visits will be filled out. At the visits on Days 1 and
15, acceptability questions will be asked, and the data recorded.

Acceptabﬁity questions will be asked on the day of surgical 2bortion for those
having a surgical abortion. ‘

One copy of the forms will be retained by the clinical study site, the other copies
will be retrieved by the study monitor at the monitoring visits. All forms will be
filled in legibly in black ball point pen. All entries, corrections and alterations
are to be initialed and dated by the investigator, co-investigator, or study
coordinator making the correction. Corrections will be made by crossing through
the incorrect data with a single line so that the incorrect information remains
visiblé, and putting the correct information next to the incorrect data. A
reasonable explanation must be given by the investigator for all missing data.

C.  Data Retrieval

At intervals during the study and at the conclusion of the study, the study monitor
will retrieve signed and dated case report forms from the study site for data entry
and analysis. The original and one copy of each page will be retrieved by the

monitor. The investigator will keep a copy of all original case report forms and

. source documents.
MIF 000754
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D.

Records Retention

Except as otheérwise explicitly set forth herein, pursuant to applicable federal
regulations, the investigator must retain copies of all study records for a period
of two (2) years following the date a marketing application is approved for the
indicaﬁion for which the drug is being investigated. If no application is filed or
if the application is not approved, the study records must be retained uhtil 2 years
after the investigation is discontinued and FDA is notified.

Study Termination

Either the investigator or the sponsor may terminate the study at any time for well
documented reasons, provided a written notice is submitted at a reasonable time
in advance of intended termination.

Suzanne T. Poppema, M.D.

El: 11/01/99-11/05/99 -

8. STATISTICAL ANALYSIS Seattle, WA CFN 3032921

8.1

MIF 000755

o Exhibit 11 Page 22-of 38
Population Analyzed .

. 4 ) ) g
All subjects to whom mifepristone has been administered will be included in the
analyses.

A) Efficacy

Efficacy will be determined by each subject’s abortion status and history at Visit
3 (Day 15), two weeks post the administration of mifepristone. The
pregnancy/abortion status requires a clinical evaluation, including where necessary
ultrasonographic and/or urine pregnancy resuits.

One measure of success will be defined as a pregnancy termination by Visit 3
(Day 15) without the need for surgical or instrumentation procedures except for
forceps extraction of ovular tissue fragments extending through the external
cervical os. If pregnancy has not been terminated by Visit 3 (Day 15), this will
be cOﬁéider?d a failure. '

FAILURES

Two categories of failures will be recognized. These will be called medical
failures and acceptability failures.

Medical failures are of two types:

i) persisting pregnancy at Visit 3 (Day 15).
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ii) medically indicated surgical intervention because of:
a) incomplete expulsion at Visit 3 (Day 15).
b) serious adverse advents that warrant early surgical interruption of
pregnancy.

Acc_;i;ptability failures are deemed to have occurred when subjects request surgical

interruption of a persisting pregnancy before Visit 3 (Day 15) witheut medical
necessity.

In consequences of this distinction between types of failure, there will be two
evaluations of success and failure rates.

The medical failure rate (MFR) will be determined by life table analysis on a day
to day basis from Visit 1 (Day 1) through Visit 3 (Day 15). Women who request
surgical abortions before Visit 3 (acceptability failures) will be considered as
censored as of mid-day on the day of the surgical abortion. Persisting
pregnancies as of Visit 3 are considered failures. The method success rate is 1-
MFR for any day or cumulative analysis. Women with persisting pregnancies of
less than two weeks post the administration of mifepristone when last observed
(e.g., lost to follow-up) will be treated as censored in mid-day of the l'ast
observation in the calculation of gross rates.

The total failure rate (TFR) will also be determined by life table techniques using
the assumption that some of the subjects with persisting pregnancies are last
observed before two weeks post the administration of mifepristone. Daily total
failure rates are computed under the assumption that subjects with continuing
pregnancxes last observed before Visit 3 were last observed in the middle of the
day of last ‘observation.

Data will be recorded in the case report forms to allow for the distinction between
medical and acceptability failures.

All >f2'_iilures will undergo vacuum aspiration or dilation and curettage. Material

~witl"be submitted for pathological examination. g
B) Séfefy
Safety will be assessed utilizing the following parameters:

- Duration and severity of uterine bleeding; data obtained from subject diary,
determination of hemoglobin, by treatment (e.g., transfusion, surgical procedure)
necessary secondary to heavy and prolonged uterine bleeding.

- Occurrence of any adverse event or abnormal clinical finding (e.g., signs of
pelvic infection).
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- Adverse events linked to drug administration and abortion (e.g., nausea,
vomiting, diarrhea, painful uterine contractions).

- Assessment of heart rate and blood pressure during the observation period
following the administration of misoprostol.

Safety data will include all safety parameters at all visits both scheduled and
unscheduled, as well as data collected in the subject’s diary, of all subjects to
whom mifepristone has been administered.

C) Acceptability

Acceptability will be measured by patient interviews at the final discharge visit.
The assessments will be made on the basis of answers to questions conceming:

- satisfaction with the information and counseling,

- satisfaction with the procedure, .

- comparison to previous abortion experience, where applicable,

- willingness to choose the method again, and,

- willingness to recommend the method to others. . -
All these variables will be assessed in light of the level of complications,
discomforts, and side effects recorded for each patient on both the questionnaire
and symptomatology diary. '

Acceptability of the regimen will also be determined through a questionnaire for
providers.

D) Feasibility of Use in the U.S. Health Care System

Variability is built into the study with regard to: Type of abortion site (hospital
clinic, Planned Parenthood clinic, feminist health clinic, private practice, free-
standing abortion clinic), ethnicity of patient, socioeconomic ‘status (Medicare,
self-pay, insurance, help fund, etc.), and location in inner "city, small city,
su_burlg, or rural area. The association of these factors with:

- adherence to the protocol

- complications and side effects Suzanne T. Poppema, M.D.

- failure (and type of failure) S:g?t?e. WA CEN 3032021

- patient satisfaction with medical abortion El: 11/01/99-11/05/99 —

- provider comfort with medical abortion Exhibit 11 Page 24 of 38

will be analyzed.
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8.2

ANALYTIC METHODS

8.2.0.
- +baseline, safety and efficacy variable, will be submitted to file prior to

23 Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 -

Exhibit 11  Page 25 of 38

A detailed plan, outlining in advance the statistical evaluation of each

. Statistical examination of the data. Essential features of this plan, as
presently anticipated, are described below. .~

8.2.1.

8.2.2.

8.2.3.

Descriptive Statistics: Characteristics of subjects measured at admission
through the administration of mifepristone will be summarized. All
variables pertaining to safety, efficacy and acceptability will be
summarized.

Lifetable Analysis of Efficacy: Single and multiple decrement failure
rates for each type of failure and for the total failure rate will be analyzed
for each amenorrhea duration, and all durations. Failure rates, by
duration of amenorrhea, for age, ethnic group, payment status, and service
delivery groups will be determined.

Efficacy Analysis: Multinomial logistic models will be employed-i to
evaluate efficacy. Successful abortion, incomplete expulsion, eéfly
surgical interruption due to medical necessity and early surgical
interruption at the patient’s request (no medical necessity) will serve as the
outcome categories used to form response vectors for the models. In
one model, the response vector will be comprised of the cumulative log
odds over the three types of failure (i.e., incomplete expulsion, medical
interruption and requested interruption). In another model, the response
vector will be the log odds of these individual types of failure per se. In
all models, the independent vector will be amenorrhea duration (< 49
days, 50-56 days and 57-63 days).

The models will be used to test the overall (omnibus) effect of amenorrhea

i © status. Additionally, pairwise contrasts among the amenorrhea groups will

be evaluated. Both the overall effect and pairwist effects will be

. examined using traditional hypothesis tests to assess the complete response

vector (i.e. all failure categories considered simultaneously). However,
individual response categories will be examined in two ways. First, a
traditional hypothesis test will be used to conduct a test of the overall
affect of amenorrhea. Second, the examination of pairwise amenorrhea
group contrasts will take the form of an equivalency test.

All traditional tests will be evaluated using a type I error rate of 0.05.
Equivalence tests will be performed using 90% confidence intervals
(which mathematically correspond to a type I error rate of 0.05) and an

_equivalence interval of + 5 percentage points.
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Single and or multiple decrement life table techniques, as appropriate, will
be used to display failure rate probabilities by time, for individual
amenorrhea group and all groups combined.The various effects examined

- using the multinomial logistic models will also be exhibited in tables
and/or figures. ‘

8.2.4. Analysis of factors associated with early abortion (Days 1s3) or late
abortion (Days 4-15) or Failure will be undertaken by a variety of
multivariate techniques. This analysis pertains to aspects of efficacy,
safety and acceptability.

'8.2.5. Baseline/Safety Analysis. Qualitative baseline and safety variables will be
systematically summarized in appropriate patient groupings for
examination by the medical reviewer. Descriptive statistics for baseline
and safety variables that are suitable for quantitative analysis will be
displayed in tables and figures. Furthermore, these variable will be
evaluated across amenorrhea groups using linear models, applied to
continuous or categorical variables. Continuous variables expected to
markedly deviate from normality will be rank transformed to obtain
nonparametric tests of significance. Any baseline variable found to
exhibit a meaningful difference across amenorrhea groups, will be
considered for use as covariate or blocking factor in the efficacy analysis.
As a conservative measure to increase statistical power, variables
exhibiting p-valxies of 0.20 or less will be singled out to assess their
potential relevance to the safety and efficacy of the study drug.

Analysis of variables associated with need for transfusion and with severe
cardiovascular adverse events will be undertaken.

8.2.6. Acceptability Analysis: Analysis of variables associated with acceptability
within each duration of amenorrhea and overall shall be undertaken using

n.both univariate and multivariate techniques. Suzanne T. Poppema, M.D.

) Seattle, WA . CFN 3032921
_— El: 11/01/99-11/05/99 —

RISK-BENEFIT ASSESSMENT Exhibit 11 Page 2. of 38

Experience gained to date with the use of mifepristone and prostaglandin for the
termination of ea‘rly pregnancy indicates that this has few side effects and a frequency
of short-term complications that is comparable to that observed after vacuum aspiration.
The most common complaints during treatment, particularly following administration of
the prostaglandin, are lower abdominal pain, nausea, vomiting and diarrhea. In addition,
bleeding for several days is common. For these complaints, appropriatc medication can
be prescribed when required. Occasionally, heavy uterine bleeding may necessitate
emergency curettage and, very rarely, blood transfusion.



i
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The approximate failure rate, according to the experience gained from women who have
had this treatment in Europe, up to 49 days is 5%. Therefore approximately 5% of the
subjects in this trial treated up to 49 days of amenorrhea will be expected to undergo
surgical termination of pregnancy. It is possible the failure rate will be higher in the
older pregnancies.

Following a treatment regimen involving the intramuscular injection of the prestaglandin
analog sulprostone, in a very low percentage of cases (one in 20,000),. serious
cardiovascular complications have been observed, including one case of fatal myocardial
infarction. These complications have been most often associated with subjects who were
heavy smokers, and still these complications are extremely rare. There is no evidence
that misoprostol, a different class of prostaglandin, which is widely prescribed for
longterm use in the prevention and treatment of peptic ulcer disease, is associated with
any such cardiovascular side effects.

All subjects will be informed as to the potential complications. Centers participating in
the trial will ensure that qualified personnel and necessary equipment and supplies are
available at all time to deal with any complications.

Studies conducted in mice and rats have shown that mifepristone does not have any
teratogenic effects. There are insufficient data to evaluate the effects of mifepristone on
the human fetus. In one subject in France who took mifepristone and failed to abort,
pregnancy was terminated at 18 weeks because of fetal abnormalities. The precise
relationship to mifepristone could not be established®. Thus, in the event of a continuing
pregnancy, surgical abortion should be performed. Misoprostol has been reported to be
teratogenic and is reported to be associated with malformations of the scalp, cranium and
other abnormalities’.

The benefits of this form of medical termination of pregnancy are that most women
participating in the study can be expected to have a complete abortion and will not be
exposed to the risks associated with surgical abortion, particularly the risks of physical
trauma (e.g., cervical laceration, uterine perforation, etc). Nor does medical abortion
carry any anesthetic-related risk.

r

No financial rgnume}aﬁon will be offered to potential study participants.

suzanne T. Poppema, M.D.
S WAY Seattie, WA CFN 3032121
AR i El- 11/01/99-11/05/98 - 38
ON ORIGINAL Exhibit 11 Page 2710



October 13, 1994 26

10. SIGNATURES

I have read the forgoing protocol and agree to conduct the study as outlined.

3.

-

/
JOI K
M D Y. -
[
Signature of Sponsor M D -
. APPEARS THIS WAY - |
ON ORIGINAL .

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 —_

Exhibit 11 Page 2% of 38
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Counseling

Medical, OB-GYN Hist.ory i !
Medical Examination,""f’;

Pelvic Examination

Urine Pregnancy Test

Quant. Serum BhCG

Vaginal Ultrasound

Blood Typing including Rh
Hemoglobin or Hematocrit Determination
Administration of Mifepristone
Administration of anti-D globulin
Administration of Misoprostol

Interview and Review of Diary

Visit 1

X

* - To be conducted if indicated

MIF 000762

27
Table 1

Visit 2

X*

xX*

Visit 3

x*

X*

X*

X*

—

CFN 3032921
Page 24 of 38

Suzanne T. Poppema, M.D.

Seattle, WA
El: 11/01/99-11/05/99

Exhibit 11
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APPENDIX 1

Al

 PROTOTYPE INFORMED CONSENT

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

1. Purpose and aims of the study

MIF 000764

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 pfus
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. 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.

The aims of the present study are to determine the safety, efficacy and acceptability of
mifepfistone 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.

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 —

Exhibit {\ Page3l of 38
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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 -

2. Clinic visits

MIF 000765

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. 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 medlcatmn) 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'T will be closely monitored by the study team. During this time, there
is an 60-80% chance that abortion will occur. If I 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 abortlons would have been completed.

1 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. Thi;%f‘fis 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. '

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 —_—

Exhibit |\ Page32 of 32
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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

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

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

MIF 000766

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.

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921

El: 11/01/99-11/05/99 —_
Exhibit \\ Page 33 of 3
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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

PO

PROTOCOL -NUMBER: 166 A

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.

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.' I understand 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.

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 e

Exhibit \  Page 34 of 383

MIF 000767



October 13, 1994 33

EVALUATION OF THE EFFICACY, SAFETY AND ACCEPTABILITY OF
MIFEPRISTONE AND MISOPROSTOL IN INDUCING ABORTION IN PREGNANT

- WOMEN WFH AMENORRHEA OF UP TO 63 DAYS

PROTOCOL NUMBER: 166 A -

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 preghancy 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). '

6, Physmal In]ugz St_atemgn;

MIF 000768

If I require medical treatment as a result of physical injury arising froni my partxc1pat10n
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. (telephone:________ ).

anne T. Poppema, M.D.
gzztt WA CFN 3032921

El: 11/01/99-11/05/99 _—
Exhibit \\ Page 1S of 32
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EVALUATION OF THE EFFICACY, SAFETY AND ACCEPTABILITY OF
MIFEPRISTONE AND MISOPROSTOL IN INDUCING ABORTION IN PREGNANT

WOMEN WIITfAMENORI_i’HEA OF UP TO 63 DAYS Suzanne T. Poppema, M.D.

o Seattie, WA CFN 3032921
PROTOCOL-NUMBER: 166 A El: 11/01/99-11/05/99 —_—
| ' Exhibit 11 Page 3¢ of 38

-

7. Whom to Call in an Emergency
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 (institute,
address, telephone no.) In addition, I will contact Dr.

(telephone: ). If he or she cannot be reached in a medical emergency related
to the study, I may contact Dr. (telephone: ).

ffer to Answer Questions and Freedom to Withdraw from the Stud
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. (telephone;__
or Dr. (telephone: if I have any
questions about the research. These physicians may appoint their associates to answer
my questions.

I also understand that the Principal Investigator may require me to withdraw from the
study, if in his/hér 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 I
refuse surgical abortion and continue with my pregnancy, I risk, and the infant may risk,
complications, including fetal or infant malformation.

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.

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

MIF 000769
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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

10. Subject’ temen

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 | Signature of Volunteer

Investigator’ ement : _
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

-~Pate_ Signature of Witness to the
Above Signatures and Explanation

Suzanne T. Poppema, M.D.

Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 —_—
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MEDICATION/ INVENTORY
MIFEPRISTONE/MISOPROSTOL STUDY

Site #:

Initial Inventory:

Patient Number

Tablets Dispensed
Mifepristone and Date

Tablets Digpensed Misoprostol
and Date

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 —_—
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SIGNATURE OF INVESTIGATOR

SIGNATURE OF MONITOR

MIF 000771

DATE

DATE




July 15, 1994
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10. SIGNATURES

MIF 000772

. 3

I havé,f;ead the forgoing protocol and agree to conduct the study as outlined.

f//é/?/%
M D Y

Signature of Sponsor M D Y

APPEARS THIS WAY
ON ORIGINAL

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/89-11/05/99

Exhibit \2. Page \ of Y
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.10, SIGNATURES

( N ‘ I have read the forgoing protocol and agree.to conduct the study as outined.

4 /12 as

M D Y
- L1
Signature of Sponsor - M D Y

APPEARS THIS ‘WAY
ON ORIGINAL

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 —_—

Exhibit \_Page 2 ofy
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10. SIGNATURES

I have read the forgoing protocol and agree to conduct the study as outlined.

. Signaéire of Investigator M D Y
[
Signature of Sponsor ‘ M D Y
APPEARS THIS WAY
ON ORIGINAL

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 —

Exhibit \2_ Page 2 of 4
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10. SIGNATURES

MIF 000775

I have read the forgoing protocol and agree to conduct the study as outlined.

WQ// P, /éi*/i{

Sig of Investigator M

Signature of Sponsor

APPEARS THIS WAY
ON ORIGINAL

Suzanne T, Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 ~

Exhibit (2 Page 4 of 4



- MIFEPRISTONE STUDY

. ~MODIFICATIONS TO THE PROTOCOL.
- FOLLOWING THE OCTOBER 3-4, 1994

Protocol:

Cover Sheet:

Table of Contents: 6.5:

P. 3: First paragraph:

P. 3: Last paragraph:

P. 4: Third paragraph:

P. 4: Last paragraph

P.5: second paragraph:

P6: ——
P.6: ol
P.7:43.2
P.7:43.5

P.7:43.7

MIF 000776

INVESTIGATOR’S MEETING

Change: The Population Council to The Population
Council, Inc.

Change: Written authorization from The Population
Council, to written authorization of The Population

Council

Change: SAFETY ASSESSMENT COMMITTEE to
MEDICAL ADVISORY COMMITTEE

The word either was added in refetence to parenteral or -
vaginal prostaglandins in combination with mifepristone

Change: heart condition to heart cognplications

Change: as close as possible to as closely as possible

Add: Subject shall visit the study center three times unless
state law requires an additional, initial
informational visit with a mandatory waiting
period before the process can begin. -

Add: At the initial visit (Day 1) ; after any required
statutory waiting period.

Change: institutional insurance to general liability insurance
Add: 4.1.3 Residents of the United States  ~

Add: 4.2.9 Resident of the United States

delete repeated |

Add: or hematocrit below 30%

Delete prior uterine surgery where the myometrium has

been cut
Add: Subjects with an IUD in place.

CFN 3032921

pPpema, M.D.
-11/05/99
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P.7:43.15- LY

P. 8: Section 5.2:

P. 9: Section 5.3: A)

B)

P. 9: Section 5.4: A)

B)

P. 9: Section 5.5:
paragraph 1

P. 10; Sectlonél

-

P. 10: - Last paragraph:

MIF 000777

Change to:

Women who cannot reach the source of
emergency medical care that serves the
abortion center within one (1) hour from (a)
their home or place of work and (b) the
abortion center.

Clarification that 600 mg of mlfepnstone will be
administered orally.

Change to:

Change to:

Change to:

Change to:

Change:
Change:

Change:

Change:

Add:

. Mifepristone will be provided as 200 mg

tablets of micronized mifepristone
Misoprostol will be obtained locally by each
investigator as 200 ug tablets of
commercially available misoprostol.

Mifepristone will have a label which will
include product identification, expiration -
date, and drug dose. In addition the -
following will be printed on the labels: -
CAUTION: New drug. Limited by Federal

Law to Investigational Use. All medication
packets will be labelled with the protocol

number.

Misoprostol will be obtained locally by each
nvestigator as 200 pg tablets of
commercially available misoprostol and
dispensed from the center pharmacy.

hypertension to hypotension
should be avoided to must be avoided

Serum BhCG test to quantitative serum
BhCG.

Determination of blood group and Rh status
to Determination of Rh status and where
routinely collected, the blood group.

No more than 240 ml.

Suzanne T. Poppema, M.D.
Seattle, WA CFN 30
El: 11/01/99-11/05/99 3222\1



.....

P. 11: - Second paragraph:  Change: Subjects will be given written information to
: : Subjects will be given a copy of the
informed consent and patient diary card,
Change: ... which receives patients ...... to which
cares for patients

- A,

Section 6.2: Add: If the patient believes that expulsion
occurred prior to Visit 2, the date and
time will be recorded on the case report
form as they were noted in the subjects
diary. Since it is difficult to confirm that
an abortion at this time is complete,
nearly all subjects will require
misoprostol. If however, the physician
can verify unequivocally that complete
abortion has occurred, the misoprostol
will not be administered. If the abortion
is incomplete or if there is any uncertainty
about the completeness of the abortion, z
the misoprostol will be administered. .

Last paragraph: Delete: (Rhogam)
Add: , if indicated.
P. 12: First paragraph : Add: No more than 240 ml
Second paragraph:  Delete: if necessary
Last sentence
P. 13: Section 6.2: 9/6/94 A very active attempt should be made to
Second to last contact any subject who fails to appear for

Last paragraph paragraph the Visit 2 appointment. The administration
e Changed to:  of misoprostol after Day 3 is strongly
K discouraged. Misoprostol may be
—— administered between 36 and 60 hours after
mifepristone administration.

1%

P. 13: Section 6.2: Add: If the center is aware of any subject who S s i{_)
Last paragraph misses Visit 2 and does not appear for oS ©°
Visit 3, or who otherwise determinesto =S )

carry her pregnancy to term, the center g' & 2o
shall retain its records relatingtosuch $°5 @

subject through the date on which she 08_' =Q

was last seen at the center for a period of = < g'g o

thirty (30) years following such date. 2 ig =

Eg9
N o
@ oW

MIF 000778



P. 13: Section 6.3: ) Add: Subjects who experience bleeding post
Y Day 15 should be followed-up via

telephone until the bleeding has stopped
or intervention is clinically indicated.

P. 14: after last paragraph  Add: If the center is aware of any subject who
misses Visit 2 and does not appear for
Visit 3, or who otherwise determines to
carry her pregnancy to term, the center
shall retain its records relating to such
subject through the date on which she
was last seen at the center for a period of -
thirty (30) years following such date.

P. 15: Section 6.5: Change Safety Assessment Committee to Medical
Heading: Advisory Committee.
Change :
Body: Safety Assessment Committee to Medical ~
Advisory Committee

P. 16: Section 6.7:
first paragraph Add: A center must retain its records with
respect to a subject who withdraws from
the study after ingesting mifepristone and
for whom a complete abortion has not
been confirmed for a period of at least 30
years following the subject’s last visit to

the center.
P. 16: Section 6.7:

Second paragraph Change: Day 6 to 60 hours

P. 18: Section A: - Change: study drug to study drugs.

P. 20: SectionD: Add: Except as otherwise explicitly set forth

R herein,

P. 21: Seventh paragraph: Change: submitted for histological examination'to
submitted for pathological examination

P. 27: Add: Hemoglobin or Hematocrit
Determination, Quant. Serum BhCG

Change: Administration of Rhogam to Administration

of anti-D globulin

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
EL 11/01/99-11/05/99 —_—
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Informed Consent: .

Section 1 o Change: Approximately 250,000 to over 150,000

Section 2 Clinic Visits:
Second paragraph last sentence:

Change: or third visit te, visit 3,

Section 2 Clinic Visits: Add: " paragraph 4

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.

Section 8: After last paragraph :
Add: I understand that, if my treatment under :
the study does not result in an abortion,
and I refuse surgical abortion and
continue my pregnancy, I risk, and the
infant may risk, complications including
fetal or infant malformation.

) APPEARS THIS WAY
— ON ORIGINAL :

Suzanne T. Poppema, M.D.

Seattle, WA CFN 3032921
El: 11/01/99-11/05/99 _
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INSTITUTIONAL REVIEW BOARD

Under the Auspices of

May 25, 1995

Suzanne Poppema M.D.

Aurora Medical Services, Inc. P.S.
1207 North 200th Street, Suite 214
Seattle, WA 98133

Dear Dr. Poppema:

On May 24, 1995 this IRB met regarding the Population Council clinical trial entitled:
“Evaluation of the Efficacy, Safety and Acceptability of Mifepristone and Misoprostol in
Inducing Abortion in Pregnant Women with- Amenorrhea of Up to 63 Days", protocal
#166A/B. This IRB meeting all Federal Regulations for membership requirements and
consisting of 8 individuals (of which 6 were in attendance), of different backgrounds and
professions met and approved (by majority) the revised protocol dated May 5, 1995 which
includes Amendment #1, Amendment #2; Amendment. #3, and the revised informed
consent.

The IRB members included the following professions:
| Priysicians, Clergy, School Principal, Nurse, a Community Activist and a Lawyer

Enclosed please find a copy of the protocol with Amendments #1, #2, and #3, along with
the informed consent form. Both bear the stamped approval of this IRB. If needed, please
have any informed consent forms translated and submitted to this IRB for a formal
approval, as soon as possible.

Please note th_at_gll_é'egulatory requirements previously stipulated remain in effect. -

Your continuing cooperation with this IRBAs Ykeatly appreciated.

[

A g

Suzanne T. Poppema, M.D.
: Seattle, WA CFN 3032921
- El: 11/01/99-11/05/99
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INSTITUTIONAL REVIEW BOARD

March 10, 1995

Suzanne Poppema, M.D.

Aurora Medical Services, Inc. PS
1207 North 200th Street, Suite 214
Seattle, WA 98133

Dear Dr. Poppema:

You will recall that Federal Regulations require that investigators conducting clinical studies provide
the responsible Institutional Review Board (IRB) with periodic reports on the progress of their studies.

It is the policy of this IRB to require such reports at intervals of not more than six (6) months from the
date that approval is granted. Also required is a final study report at the completion or premature
termination of the study. Should the study be completed in less than six (6) months, then a final study
report is all that is required. '

According to our records, it is nearly six (6) months since the last update on your study:

Population Council study: “Evaulation of the Efficacy, Safety and Acceptability of Mifepristone
and Misoprostol in Inducing Abortion in Pregnant Women with Amenorrhea of Up to 63
" Days” (protocol #166'A/B) '

»-

This letter is a reminder that a six (6) month progress report or a study completion report is now due.

If you have not yet completed your study, kindly provide this IRB with the required progress report
without delay so as to ensure continued approval of your study.

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921

El: 11/01/99-11/05/99
Exhibit \ Page 2 of 1O
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Suzanne Poppema, M.D.
March 10, 1995
Page 2

On the other hand, if you have already completed your study, please submit a final study report.

In order to facilitate the reporting procedure for you, a Study Progress/Final Report Form is enclosed.

Please complete and sign the form and return it to the undersigned at the above address.

yay

MIF 000783

—~——

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/99-11/05/99
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INSTITUTIONAL REVIEW BOARD

January 24, 1995

Suzanne Poppema, M.D.
Aurora Medical Services, Inc.
1207 N. 200th, Suite 214
Seattle, WA 98133

Dear Dr. Poppema: :

Please be advised that the Institutional Review Board under the auspices of
s in receipt of the Adverse Event Reports for the study entitied,

*“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 #166 A/B)”.

The IRB has received the following patients’ Medwatch Forms:
Investigator Patient #

12
15
22

33
- -'.i‘; ) 50

| ;ij!i:»:76 AR

Patient 1D, -

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/99-11/05/99
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- Suzanne Poppema, M:D.
Page 2
January 24, 1995

The Medwatch Forms and any available reports were sent to you by

_ Jrogram Manager. While" are not utilizing
this IRB, any serious adverse events requiring notification to FDA must be
reported to all participating investigators and their IRBs. Please insure that you
maintain these reports in compliance with federal regulations.

The'IRB is aware of these adverse events and has not determined any increased
risk to the patient or a change in the risk to benefit ratio. These side effects have
been reported in previous clinical trials of the combination of drugs and ongoing
safety evaluation is being maintained.

' /Si(lcerely, N

Seattle, WA CFN 3032921
El: 11/01/99-11/05/99

Exhibit \l{ Page S of |0

m ’ Suzanne T. Poppema, M.D.
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INSTITUTIONAL REVIEW BOARD

December 14, 1994

Suzanne Poppema, M.D.
Aurora Medical Services, Inc.
1207 N. 200th, Suite 214
Seattle, WA 98133

Dear Dr. Poppema:

-

Please be advised that the Institutional Review Board under the auspices of s
in receipt of the five (5) Adverse Event Reports for the study entitled, "Evaluation of the
Efficacy, Safety and Acceptability of Mifepristone and Misoprostol in Inducing Abortion in
Pregnant Women with Amenorrhea of Up to 63 Days (Protocol #166 A/B)".

The IRB has the following patients’ Medwatch Forms:

Investigator - Patient #
Dr. Vargas #005
Dr. Haskell g #027
' _ #033
R #036
#042

The Medwatch_Forms and any available reports were sent to you by

Program Manager, on November 23, 1994 (for patient #005) and on December 6, 1994 (the four
patients from Dr. Haskell’s site). Please insure that you maintain these reports in compliance
with federal regulations.

I suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/99-11/05/99

Exhibit \4 Page o of O
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Suzanne Poppema, M.D.
Page 2 _
December 14, 1994

-

The IRB is aware of these adverse events and has not determined any increased risk to the
patient or a change in the risk to benefit ratio. These side effects have been reported in previous
clinical trials of the combination of drugs and ongoing safety evaluation is being maintained.

Sipcerely, N

g , a, M.D.
) suzanneT Popp mFN 3032021

attle,
2? 14/01/99-1 4/05/99
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INSTITUTIONAL REVIEW BOARD

October 27, 1994

Suzanne Poppema, M.D.

Aurora Medical Services, Inc. PS
1207 North 200th Street, Suite 214
Seattle, WA 98133

. Dear Dr. Poppema:

I RIRE

On Thursday, October 27, 1994, under the provisions of Expedited Approval, I reviewed and
approved the changes to the Population Council protocol entitled: “Evaluation of the Efficacy, Safety
and Acceptability of Mifepristone and Misprostol in Inducing Abortion in Pregnant Women with
Amenorrhea of Up to 63 Days”, protocol #166A. The changes from the previously approved protocol
were of an administrative nature that do not pose any additional risk to the patient or increase the risk
to benefit ratio.

Also, I am enclosing a copy of the Informed Consént Form approved for use at your site that bears the
stamped approval of the Institutional Review Board under the auspices of

Please be sure to utilize this informed consent in obtaining patient enroliment at
your site.

Please note that all réé(_rlatory requirements previously stipulated remain in effect.

P A\ d

Your continuing cooperation with this IRB is greatly appreciated.

o A‘f\t‘ﬂl’ﬂl‘l

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921

El: 11/01/99-1 1/05/99
Exhibit \\ Page @ ofiO
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INSTITUTIONAL REVIEW BOARD

October 12, 1994

Suzanne Poppema, M.D. -
Aurora Medical Services, Inc. PS
1207 North 200th Street, Suite 214
Seattle, WA 98133

Dear Dr. Poppema: ' :

Thank you for your request to this IRB of September 15, 1994 for review and approval to conduct a
study under the Population Council protocol entitled, "Evaluation of the Efficacy, Safety and
Acceptability of Mifepristone and Misoprostol in Inducing Abortion in Pregnant Women with
Amenorrhea of Up to 63 Days", protocol #166A and #166B. The IRB is aware that both protocols
are identical and that desgination of investigators to either protocol will be considered an
administrative procedure not affecting the conduct of the study.

This will inform you that on October 12, 1994, this IRB, meeting all Federal Regulations for
membership requirements and consisting of 7 individuals of different backgrounds and professions met
and approved (by majority) your site to conduct the above mentioned study.

The IRB members included the following professions:

Physicians,Clergy, School Principal, Nurse, a Community Activist and a Health Charity
Executive )
The Protocol (revised and dated October 12, 1994), the attached Informed Consent Form be utilized
at your site, your C.V., pre-investigational site visit and other regulatory documents were reviewed and

approved by majority voting.

Please be informed that all documentation required for IRB review to conduct your proposed study has
been approved. A copy of the approved consent form is attached.

Suzanne T. Poppema, M.D.

Seattle, WA CFN 3032921
El: 11/01/99-11/05/99

Exhibit \y Page & of 10
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Suzanne Poppema, M.D.
October 12, 1994
Page 2 P

It is also a regulatory requirement that you promptly inform this IRB of any proposed changes in the
approved research during the period for which IRB approval has been given. Furthermore, no such
proposed changes may be initiated without IRB review except where necessary to eliminate apparent
immediate hazards to the study patients or subjects.

Investigators conducting studies under the surveillance of this IRB are required to report all adverse
reactions of either an unusual nature, unusual frequency or unusual severity to the Chairman without
delay and in no event later than ten (10) working days after the event.

A further regulatory requirement is that the IRB receives periodic reports on the progress of your
study. For the purposes of this IRB such reports must be submitted to the chairman of the IRB at the
above address at regular intervals of not more than six (6) months. The initial six month follow-up
report is due April 12, 1995. This regulation must be adhered to and is the investigator's responsibility.
If the reports are not received within a reasonable length of time from the date required, IRB approval
may be withdrawn. Also, the IRB is to be informed of the date of completion (or premature :
termination giving the reasons for termination) of your study and supplied with a final report at that ~
time. Should your study be completed in less than six months, then a final study report is all that is ~
required.

Your cooperation with the IRB with regard to these regulations will be much appreciated.

/7 Stncergly,

Suzanne T. Poppema, M.D.
Seattle, WA CFN 3032921
El: 11/01/99-11/05/99
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The Population Council
Protocol 166A

Center: MISHELL (#1)

Appendix D, Table Sa
Adverse Events [1] By Center
[safety Evaluable Patients)

Page 1 of 102

Gestational Total Number Fisher's
Age Number of Pts exact Number - -------------..oooooo Severity------------- R
Body System/Event (2] Group (3] of Pts w/Event p value of Events Milad Moderate Severe ' Unkno!
¥
ANY EVENT =63 Days (All) 204 198 (97%) 0.4929 1131 405 (36%) jBG (34%) 340  (30%) 0
=49 Days (Group 1) 145 139 (96%) 766 296 (39%) 57 (34%) 213 (28%) Q
50-56 Days (Group 2) 40 40 (1o00%) 255 75  (29%) 93  (36%) 87 (3a%) 0
57-63 Days (Group 3) 19 19 {(100%) 110 34 (31%) 36 (33W) 40 (368%) 0
SKIN AND APPENDAGRES DISORDERS
ANY EVENT y 563 Days (All) 204 8 (4%) 0.7173 8 6 (75%) 2 (2%5%) 0 0
s49 Days (Group 1) 145 6  (4%) 6 5 (83%) 1 (17%) 0 0
50-56 Days {(Group 2) 40 1 (3%) 1 1 (100%) 0 0 0
57-63 Days (Group 3) 19 1 (5%) 1 0 1 {100%) 0 0
ACNE <63 Days (All) 204 1 (<1%) 1.0000 1 1 (100%) 0 0 0
s49 Days (Group 1) 145 1 (<1%) 1 1 (100%) [} 0 0
50-56 Days (Group 2) 40 0 [ ] 0 0 (1]
57-63 Days (Group 3) 19 0 0 0 0 0 0
PRURITUS s63 Days (All) 204 1 (<1¥%) 1.0000 1 1 (100%) 0 0 ]
=49 Days (Group 1) 145 1 (<1%) 1 1 (100%) 0 0 0
50-56 Days (Group 2) 40 0 0 0 [+ 0 [
57-63 Days (Group 3) 19 (] 0 0 0 (o] ]
PRURITUS GENITAL 63 Days (All) 204 2 (<1W%) 1.0000 , 2 2 (100%) [} 0 (1]
: =49 Days (Group 1) 145 2 (1%} ‘1 2 2 (1008) » . o !, 0 0
S 50-56 Days (Group 2) 40 0 ‘ .0 0 i ) - 0 [\}
Ve $7-63 Days (Group 3) 19 0 0 ° ' o 0 0
P
[1]) Includes all adverse events reported at any point in the study, regardless of causality.
12] NOS = Not otherwise specified
[3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
(4] Events in this body system occurred during the study blood sampling.
Appendix A.1, Tables 16 and 2S
J:\USA\166A\SASPGMS\apdxd\final\adel .SAS 24NOV98:16:20 FINAL
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The Population Council Page 2 of 102
Protocol 166A ’

Appendix D, Table S5a (Continued)
Adverse Events [1] By Center
[safety Evaluablé Patients)

Center: MISHELL (#1)

Gestational ! Total Number Fisher's
Age Number of Pts exact Number  -----------.-o--oooo.o Severity------------c---- o
Body System/Event [2] Group (3] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
SKIN AND APP;HDAOIS DISORDERS (cont.)
SWEATING INCREASED 563 Days (All) 204 4 (2%) 0.2125 4 2 (s0%) 2 (50%) 0 0
49 Days ({(Group 1) 145 2 (1y) 2 1 {(50%) 1 (50%) 0 0
S0 56 Days (Group 2) 40 1 (3%) 1 1 (100%) 0 0 [
$7-63 Days (Group 3) 19 1 (5%) 1 0 1 (100%) 0 0
WUSCULO- SKELETAL SYSTEN DISORDERS ' \
ANY EVENT ! . <63 Days (All) 204 4 (2%) 0.7159 4 2 (S50%) 2 (s0%) [i] 1]
<49 Days (Group 1) 145 4 (3%) 4 2 (50%) 2  (508) 0 0
50-56 Days (Group 2) 40 0 0 1] 0 0 0
57-63 Days (Group 3) 19 0 0 0 [ 0 0
MYALGIA s63 Days (All) 204 3 (1%) 1.0000 3 2 (67%) 1 (33%) 0 0
549 Days (Group 1) 145 k] (2%} 3 2 (67%) 1 (33%) 0 0
50-56 Days (Group 2} 40 (] 0 0 0 0 0
57-63 Days (Group 3} 19 0 0 0 [ [} ]
SKELETAL PAIN =63 Days (All) 204 1 {«1¥) 1.0000 1 0 1 (100%) 0 0
%49 Days (Group 1) 145 1 (<1¥%) 1 0 1 (100%) 0 0
' 50-56 Days (Group 2) 40 0 0 0 0 0 0
57-63 Days (Group 3) 19 0 0 0 0 [ 0
CENTR & PERIPH NERVOUS SYSTEM DISORDERS oy
ANY EVENT T £6) Days (All) 204 59  (29%)  0.9684 90 42 (47%)° ' 33 (37%) 15 (17%) 0
IR R 549 Days (Group 1) 145 43 (30%) 67 31 (46%) 1 26 139Y) 10 (15%) 1}
S0-56 Days (Group 2) 40 11 (28%) 15 6 (COE) , 5 ¢(33%) 4 (27%) 0
57-63 Days (Group 3) 19 5 (26%) 8 5 (63*) b2 (25%) 1 (13%) [}
f1] Includes all adverse events reported at any point in the study, regardless of causality.
[2] NOS = Not otherwime specified
[3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
(4] Events in this body system occurred during the study blood sampling.
Appendix A.1, Tables 16 and 25
!
J:\USA\166A\SASPGMS\apdxd\final\adel.SAS 24NOV98:16:20 FINAL
N 14
W
()
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The Population Council Page 3 of 102
Protocol 166A

Appendix D, Table ' . ~ontinued)
Adverse Events [1; Hy Center
[safety Evaluable Patients]

Center: MISHELL (#1)

Gestational Total Number Fisher's
Age Wumber of Pts exact Number - --------------so-o e Severfity--------------- .- n
Body System/Event {[2]) Group (1] of Pts w/Event p-value of Events Mild Moderate Severe Unknown

CENTR & PERIPR NERVOUS SYSTEN DISORDERS (cont.)

DIZZINESS «63 Days (All) 204 25 (12%) 0.5331 32 16 (50%) 7 (22%) 9 (28%) 0
=49 Days (Group 1) 145 19 {13%) 23 12 (52%) 5 (22%) 6 (26%) 0
50-56 Days (Group 2) 40 3 (8%) 5 2 (40%) 1 (20%) 2 (40%) 0
57-63 Days {Group 3) 19 3 (16%) 4 2 (s0%) 1 (25%) 1 (25%) [\]
HEADACHE =63 Days (All) 204 39  (19%) 1.0000 56 25 (45%) 26 (46%) S (9%) 0
, s49 Days (Group 1) 145 28 (19%) 42 18 (43%) 21 (50%) 3 [d )] 1]
' 50-56 Days {(Group 2) 40 8 (20%) 10 4« (40%) 4 (40%) 2 - (20%) 0
5§7-631 Days (Group 3) 19 3 (16%) a 3 {75%) 1 (25%) 0 0
MIGRAINE 563 Days (All) 204 1 {<1%) 1.0000 1 0 0 1 (100%) 0
549 Days (Group 1) 145 1 (<1%) 1 0 0 1 (100%) 0
50-56 Days (Group 2} 40 0 0 0 0 0 0
57-63 Days (Group 3) 19 0 (4] [} o 0 0
NEURALGIA <63 Days (All) 204 1 {<1¥) 1.0000 1 1 (100%) 0 [} 0
: %49 Days (Group 1) 145 1 (<1%) 1 1 (100%) 0 0 0
50-56 Days (Group 2) 40 0 0 0 [ 0 0
57-63 Days (Group 3) 19 0 0 0 0 [ 0
VISION DISORDERS ‘ 1
ANY EVENT <63 Days (All) 204 3 (1) 1.0000 3 2 {67%) 0 1 (33%) 0
. 549 Days {(Group 1) 145 3 (2v) 3 2 (67%) 0 ., 3 (313v) 0
T ‘ $0-56 Days (Group 2) 10 0 .0 0 I L B ] 0
I 57-63 Days {(Group 3) 19 0 0 0 ! 0 0 0
. ]
;T A
{1) Includees all adverse events reported at any point in the study, regardless of causality.
[2] NOS = Not otherwise specified
{3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
{4) Events in this body system occurred during the study blood sampling.
Appendix A.1, Tables 16 and 25
J:\USA\166A\SASPGMS\apdxd\final\adel.SAS 24NOV98:16:20 FINAL
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The Population Council . Page 4 of 102
Protocol 166A

Appendix D, Table Sa (Continued)
Adverse Events [1] By Center ! i
[Safety Evaluablé Patients})

Center: MISHELL (#1)

Gestational Total Number Fisher's
Age Number of Pts exact Numbey  --------c--cio e Severity----------.----o----n.n
Body System/Event (2] Group (3] of pts  w/Event p-value of Events Mild Moderate Severe Unknown
4
VISION DXSORDERS (cont.)
EYE INFECTION =63 Days (All) 204 1 (<1¥%) 1.0000 1 1 (100%) [} 0 0
49 Days (Group 1) 145 1 (<1%) 1 1 (100%) 0 0 0
50-56 Days (Group 2) 40 0 0 0 0 0 0
57-63 Days (Group 3) 19 0 0 0 0 0 0
EYE PAIN 63 Days élll) 204 1 (<1¥%) 1.0000 1 0 0 1 (1o00%) 0
! 549 Days (Group 1) 145 1 {<1%) 1 0 0 , 1 (100%) [i}
50-56 Days (Group 2) 40 0 0 0 0 0 0
57-63 Days (Group 1) 19 0 0 [ ) 0 [M]
VISION ABNORMAL s63 Days (All) 204 1 (<1¥%) 1.0000 1 1 (100%) /] 0 0
<49 Days (Group 1) 145 1 (<1%) 1! 1 (100%) 0 o 0
50-56 Days (Group 2) 40 0 0| 0 0 0 0
57-63 Days (Group 3) 19 0 0 0 1] 0 0
i
PSYCHRIATRIC DIOOFDIRS
ANY EVENT 563 Days (All) 204 7 (3s) 0.4317 9 2 (22%) 7 (788) ] 0
. %49 Days {(Group 1) 145 7 (s%) 9 2 (22%) 7 (78%) [ ]
| ‘ 50-56 Days (Group 2) 40 0 0 0 0 0 0
$7-63 Days {(Group 1) 19 0 0 0 0 0 (4]
ANXIETY 563 Days (All) 204 5 (2%) 0.7478 6 1 (17%) 5 (83%) 0 [}
- . 549 Days (Group 1) 145 S (3%) . 6 1 (l?iL . 5'1(?3\) [} 0
C el 50-56 Days (Group 2) 40 0 L] 0 i A 0 0
57-63 Daya (Group 3) 19 Q o 0 I0 , 0 0
r
1 i 1
(1) lncludeh all adverse events reported at any point in the study, regardless of causality.
[2]) NOS = Not otherwise specified
(3] Cestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4] Events in this body system occurred during the study blood sampling.
Appendix A.1, Tables 16 and 25
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Protocol 166A

Center: MISHELL (¥N1)

Appendix D, Table 5a
Adverse Events [1] By Center
[Safety Evaluable Patients])

(Cont inued)

Page S of 102

Gestational Total Number Fisher's
Age Number of Pts exact Number - - ------oo---ooo-oo-n Severity-------------- oo
Body System/Event (2] Group (3] of pts w/Event p value of Events Mild Moderate Severe Unknown
PSYCHIATRIC DISORDERS (cont.)
DEPRESSION 563 Days (All) 204 1 {<1%) 1.0000 1 0 1 (100%) [} 0
=49 Days (Group 1} 145 1 (<1¥%) 1 0 1 (100%) [ 0
$0-56 Days (Group 2) 40 0 0 0 0 0 1]
57-63 Days (Group 1) 19 0 0 0 0 0 0
INSOMNIA 263 Days (All) 204 2 (<1%) 1.0000 2 1 (s0%) 1 (50%) [} 0
) <49 Days (Group 1) 145 2 aw 2 1 (S0%) 1 (50%) 0 0
50-56 Days (Group 2) 40 0 | 0 0 0 0 0
57-63 Days (Group 3) 19 0 | o] (1] 0 0 0
GASTRO- INTESTINAL SYSTEX DISORDERS
ANY EVENT =63 Days (All) 204 140 (69%) 0.8832 349 121 (3S5%) 90 (26%) 138 (40%) 0
%49 Days (Group 1) 145 98 (68%) 224 86 (38%) 51 (23%) 87  (39%) 0
50-56 Days (Group 2) 40 29 (73%) 87 23 (26%) 27 (31%) 37 (a3%) ]
57-63 Days (Group 3) 19 13 (68%) k] 12 (32w) 12 (32v) 14 (37%) 0
ABDOMINAL PAIN’ 563 Days (All) 204 2 {<1%) 1.0000 2 2 (100%) 0 0 [}
£49 Days (Group 1) 145 2 (1w) 2 2 (100%) 0 0 °
, 50-56 Days (Group 2) 40 0 0 0 [] 0 0
57-63 Days (Group 3) 19 [ 0 0 [} 0 0
CONSTIPATION s63 Days (All) l204 2 (<1¥%) 1.0000 2 2 (1008) 0 0 0
. s49 Days (Group 1) 145 2 (1%} 2 2 (100W), 0.1 0 [}
Y 50-56 Days (Group 2) 40 0 .0 0 ; [ 0 0
' 57-63 Days (Group 3) 19 0 0 0 ' 0 0 0
r
[1] Includes all adverse events reported at any point in the study, regardless of causality.
[2) NOS = Not otherwise gpecified
[3) Gestational age group was assigned by the investigator based upon menstrual history. pelvic examination and vaginal ultrasonography.
[4] Events in this body system occurred during the study blood sampling.
Appendix A.1, Tables 16 and 25
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Appendix D, Table Sa (Continued)
Adverse Events {1} By Center '
[safety Evaluable Patients]

Center: MISHELL (#¥1)

Gestational Total Number Figsher's
Age Number of Pte exact Number - -------------o.o..s Severfty---------. ...
Body System/Event [2] Group [3} of Pts w/Event p-value of Events Mild Moderate Severe Unknown
GASTRO- INTESTINAL SYSTEM DISORDERS (cont.)
DIARRHEA 263 Days (All) 204 28 (14%) 0.0780 12 21 (66%) 7 (22%) 4 (13%) o
s49 Days (Group 1) 145 18 (12%) 19 13 (68%) 3 (16%) 3 (16W) 0
50-56 Days (Group 2) 40 4 (10%) 6 4 (67%) 2 33w 0 0
$7-63 Days (Group 3) 19 . 6 (32%) ? 4 (S57Y) 2 (29%) 1 (14%) 0
DYSPEPSIA s6) Days (All) 204 6 (3%) 0.4929 ] 3 {38%) 4 (50%) 1 (13%) 0
¢ . =49 Days (Group 1) 145 [ (4%) 8 3 {38%) 4 (s0M) 1 _(13\) 0
50-56 Days (Group 2) 40 0 0 0 [ . 0 0
57-63 Days (Group 3) 19 [ 0 0 0 0 0
FLATULENCE %63 Days (All)} 204 2 {(<1¥%) 1.0000 2 2 (100%) 0 1] 0
<49 Days (Group 1) 145 2 (1%) 2 2 (100%) 0 0 0
% . 50-56 Days (Group 2) 40 0 0 0 0 0 0
! 57-63 Days (Group 3) | 19 0 0 0 I 0 0 0
GASTRIC ULCER | %63 Days (All) ! 204 1 (<1%) 0.2892 2 L] 2 (100%) 0 0
s49 Days (Group 1) 145 0 0 [} [ 0 [
$0-56 Days (Group 2) 40 1 (3y) 2 0 2 (100%) 0 0
57-63 Days (Group 3) 19 0 Q [ [} 0 (]
HAEMORRHOIDS £63 Days (All) 204 1 (<1%) 1.0000 1 1 (100%) 0 ] 0
s49 Days (Group 1) 145 1 (<1¥%) 1 1 (100%) 1] 0 0
. . ‘ 50-56 Days (Group 2) 40 0 0 0 > [ I 0 0
Ve, S7-63 Days (Group 3) 19 o ¢ 0 o R o - o o
) '
r
: T
[1] Includes all adverse events reported at any point in the study. regardless of causality. !
{2} NOS = Not otherwise specified
[3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4] Eventa in this body system occurred during the study blood sampling.
Appendix A.1, Tables 16 and 25
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Appendix D, Table Sa (Continued)
Adverse Events [1] By Center
[safety Evaluable, Patients)

Center: MISHELL (#1)

Gestational Total Number Fisher's
Age Number of Pts exact Number  --- -l Severity------------ ... ...
Body System/Event {2} Group {3) of pts w/Event p-value of Events Mild Moderate Severe ‘Unknown
GASTRO- INTESTINAL SYSTEN DISORDERS (cont.)
NAUSEA 263 Days (All) 204 127 (62%) 0.5180 233 73 (31%) 29  (21v) 111 (48%) 0
=49 Days (Group 1) 145 87 (60%) 152 55 (36%) ka (18%) 69 (45%) ]
50-56 Daya (Group 2) 140 28 (70%) 61 14 (23%) 16 (26%) 31 (51%) 0
57-61 Days (Group 3) 19 12 (83%) 20 4 (20%) 5 (25%) 11 (55%) 0
VOMITING 63 Days (All) 204 46 (23%) 0.3365 67 17 (25%) 28 (42%) 22 (33%) 0
1 . =49 Days (Group 1) 145 29 (20%) 38 8 (21%) 16 (42%) 14 (37%) 0
50-56 Days (Group 2) 40 11 (28Y%) 18 S (28%) 7 (39%) 6 (33%) 0
$7-63 Days (Group 3) 19 6 (32%) 11 4 (36V) S (45%) 2 (18%) 0
NETABOLIC AND NUTRITIONAL DISORDERS
ANY EVENT £63 Days (All) 204 4 (2%) 1.0000 4 1 (25%) 1 (25%) 2 (S0%) 0
<49 Days (Group 1} 145 3 (2%) 3 1 (33%) 1 (Y 1 (33%) 0
50-56 Days (Group 2) 40 1 (3%) 1 1] 0 1 (1o00%) [
$7-63 Days (Group 3) 19 0 0 0 0 o 0
DEHYDRATION ' %63 Days (All) 204 ] (1s) 0.6431 3 1 (33%) 0 2 (67%) 0
<49 Days (Group 1) 145 2 (1%) 2 1 (50%) (] 1 (50%) 0
50-56 Days (Group 2) 40 1 (3%) 1 0 | 1] 1 (100%) 0
$7-63 Days (Group 3) 19 0 0 0 i 0 0 0
HYPOGLYCAEMIA ) =63 Days (All) 204 1 (<1¥%) 1.0000 1 0 1 (100%) 0 o
. 549 Days (Group 1) 145 1 (<1%) I 1 0 . 1 (100%) 0 0
- : ' 50-56 Days (Group 2) 40 0 l ,0 0 Tt e 0 0
57-63 Days {(Group 3) 19 0 0 0 ' 1] 0 0
. ' ]
; |
(1] Includes all adverse events reported at any point in the study, regardless of causality.
[2) NOS = Not otherwise specified
[3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
{4] Events in this body system occurred during the study blood sampling.
Appendix A.1, Tables 16 and 25
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