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

PROTOCOLO NUMERO.166 A'

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

2. Visitas a la clinica

Tengo entendido que en mi primera visita (visita 1) seré asesorada sobre este
método y se obtendra una muestra de mi orina y sangre para asegurarse que
estoy embarazada. Se me hara un examen médico, se examinara mi pelvis y
tomaran mi historia clinica. Se determinara la duracién de mi embarazo
utilizando un ultrasonido vaginal, que es una sondd pequera que se coloca
dentro de la vagina. También, se me hard un analisis de sangre para ver si
tengo el factor Rh en mi sangre. Sitengo el tipo de sangre Rh negativo, me
pondran una inyeccion durante la segunda visita para evitar que se desarrollen
anticuerpos que pudiesen poner en peligro cualquier embarazo futuro. Entiendo
que me pueden pedir muestras de sangre adicionales (como 2 cucharaditas)
para medir los niveles de diferentes substancias que se encuentran
normaimente en la sangre asi como para determinar las caracteristicas
normales de mi sangre. Si decido no permitir que me saquen mas muestras de
sangre, todavia puedo seguir participando en el estudio.” Para poder terminar
mi embarazo, tomaré por via oral tres tabletas de mifepristona (el primer '
medicamento) en presencia del personal del estudio.Dos dias después
regresare a la climica (visita 2) aunque yo piense que he abortado y me tomare
por via oral dos tabletas de misoprostol (segundo medicamento) si no he
abortado. Si me tomo el segundo medicamento, la duracién de mi estancia en la
clinica durante la segunda visita sera de aproximadamente cuatro horas.
Durante ese tiempo seré cuidadosamente vigilada por el equipo del estudio.
Durante este tiempo hay una oportunidad de un 60%-80% de que ocurra el
aborto. Si vengo a la clinica en carro, me aseguraré de tener a alguien que me
regrese a la casa después de esta visita. Entiendo que yo no puedo ir guiando
hasta mi casa.
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Entiendo que si el aborto no ocurre en la clinica, ese muy probable que ocurra
en la casa y puede que siga sangrando por el Utero durante varios dias.
Entiendo que la cantidad de sangre puede ser parecida a la que ocurre durante
un aborto espontaneo (esto es, mas que durante una regla mensual fuerte). El
riesgo de un sangramiento fuerte aumenta después que hayan pasado mas de
49 dias desde el primer dia de mi uitima menstruacion.* Debo usar
almohadillas sanitarias hasta que deje de sangrar del utero o que las manchas
terminen y no debo usar tampones. Al igual que con un aborto quirdrgico, no
puedo volver a hacerme lavados vaginales ("douching") hasta que deje de
sangrar (de 10-12 dias). No debo volver a tener relaciones sexuales hasta
después de ocho a diez dias de haber tomado la prostaglandina, pues después
de ese tiempo la mayoria de los abortos han terminado.

Yo entiendo que es posible que vea el producto de la concepcion en la
almohadiila sanitaria o en el excusado. Esto puede suceder en la clinica, en la
casa o en el trabajo. Hasta la séptima semana después de la concepcion este
producto se llama un embridn; es mas pequenio que una moneda de veinticinco
centavos y generalmente esta incrustado dentro de un coagulo de sangre.
Aunque yo vea el producto de la concepcidn, no podré darme cuenta si el
método ha tenido éxito ya que puede quedarse parte de la placenta en el utero.
Por esto es importante regresar a la clinica para el seguimiento, |a visita 3, para
que los empleados de la clinica puedan determinar si el aborto ha sido
completo.

Se me dara una cita para que regrese a la clinica dos semanas después de
haber tomado la primera tableta (visita 3) para estar seguros que el tratamiento
ha tenido efectividad. Entiendo que me pueden pedir de nuevo que de muestras
de sangre (como 2 cucharaditas) para medir los niveles de diferentes
substancias en mi sangre y para determinar las caracteristicas de mi sangre. Si
decido no permitir que me saquen mas muestras de sangre, aun puedo seguir
participando en el estudio.” Si el tratamiento no ha tenido efectividad, entonces
en ese momento se llevara a cabo un procedimiento quirdrgico llamado
aspiraciéon al vacio o dilatacion y curetaje para terminar el aborto. Este es el
mismo

EIR 11/16=18/99
Dr. Susan . Haskell CFN 19-34530
Des Moines. Towa 50314

Exhibit _4  Page 7. of 11

“*Enmienda 3 de fecha 2 de mayo de 1995
*Enmienda 2 con fecha 27 de abril de 1995

MIF 002202



EVALUACION DE LA'EFICACIA, SEGURIDAD Y ACEPTABILIDAD DE LA
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procedimiento quirdrgico que hubiese recibido si hubiese decidido hacerme un
aborto quirurgico desde el principio. Estaré segura de tener a alguien que me
lleve para la casa en carro después de esta visita y entiendo que yo misma no
puedo manejar. Si me doy cuenta que después del tratamiento tengo un flujo
vaginal que tiene olor, puede indicar una infeccién. Me pondré en contacto con
mi médico para hacer una cita.

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

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

3. Beneficios

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

4. Riesgos y molestias -

Entiendo que cuando me saquen la sangre para los analisis en la primera visita
y la tercera visita puedo sentir molestia, tener moretones y puede ocurrir una
infeccién en el sitio de donde se sacd la sangre. Entiendo que la experiencia
que existe hasta ahora con la combinacién de drogas y el terminar un embarazo
de poco tiempo indica que esta terapia tiene pocas reacciones secundarias. La
frecuencia de complicaciones de corta duracion se puede comparar con la que
se observa después de un aborto quirurgico hecho con aspiracién al vacio. La
queja mas comun durante el tratamiento (en particular después de la
administracion del sequndo medicamento) es dolor en el bajo vientre o
retorcijones parecidos a los que se relacionan con un pericdo mensual fuerte.
Recibiré el medicamento apropiado contra el dolor cuando sea necesario.
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Entiendo que no debo tomar aspirina, Motrin®, ibuprofen (Advil®) o cuaiquier
otra droga que se sabe bloque la accién de las prostaglandinas. Sin embargo,
puedo tomar Tylenol® y mi médico me puedo recetar medicamentos mas
fuertes contra el dolor. Entiendo que los retorcijones y los dolores abdominales
es una parte del proceso del aborto normal y esperada. Se ha observado la
existencia de nauseas, vomitos y diarrea después de la administracién del
segundo medicamento. Porlo tanto, es necesario quedarse en la clinica bajo la
supervisién apropiada en la segunda visita durante alrededor de cuatro horas
antes de regresar a la casa. Entiendo que la cantidad de sangre puede ser
parecida a la que ocurre durante un aborto espontaneo (esto es, mas que
durante una regla mensual fuerte). El riesgo de un sangramiento fuerte aumenta
después que hayan pasado mas de 49 dias desde el primer dia de mi uitima
menstruacion.* En raras ocasiones, puede haber mucha sangre del ltero que
cause la necesidad de hacer un aborto quirdrgico y/o una transfusion de sangre.

Entiendo que no es aconsejable dejar que siga un embarazo después de haber
tomado mifepristona y/o misoprostol, ya que se desconocen los efectos
completos de la mifepristona en el feto y la administracion del misoprostol al
principio cel embarazo se ha asociado al desarrollo anormal del feto. Entiendo
que, con base en estudios anteriores y en informacién obtenida recientemente,
el aborto después de la mifepristona/misoprostol tiene éxito en terminar el
embarazo en aproximadamente el 95% de las mujeres tratadas que tuvieron el
primer dia de su Ultima menstruacion no mas de 49 dias antes de recibir la
mifepristona. Entre las mujeres que tuvieron el primer dia de su ultima
menstruacion de 50 a 63 dias antes de recibir la mifepristona, tantas como una
de cada cuatro pueden necesitar algun tipo de intervencién quirurgica segun
sugiere esta nueva informacién.™

**Enmienda 3 de fecha 2 de mayo de 1995
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Entiendo que-reo es aconsejable dejar que siga un embarazo después de haber
tomado mifepristona y/o misoprostol, ya que se desconocen los efectos
completos de la mifepristona en el feto y la administracion del misoprcstol al
principio del embarazo se ha asociado al desarrollo anormal del feto. Entiendo
que el aborto después de la mifepristona/misoprostol tiene éxito en terminar el
embarazo en aproximadamente el 95% de las mujeres tratadas. Cuando el
aborto no es completo, se recomienda la aspiracidn al vacié o la dilatacién y
curetaje para dejar de sangrar y evitar la anemia. Cuando no ocurre el aborto,
se recomienda terminar el embarazo de forma quirurgica debido al riesgo
posible para el feto. Yo he estado de acuerdo de antemano con este
procedimiento.

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

5. Declaracion alterna
Se que se puede terminar mi embarazo pode medio de un aborto hecho por
medio de cirugia (dilatacién y curetaje o aspiracion al vacio). Las posibles
ventajas y desventajas de terminar el embarazo de forma quirurgica en fugar de
con medicamentos se me ha explicado. Las ventajas de terminar el embarazo
de forma quirirgica es que es un procedimiento de un dia. Los riesgos
relacionados con un aborto quirdrgico son minimos. Esto incluye el riesgo del
procedimiento anestésico. En los Estados Unidos, menos del 1% de las
pacientes que se hacen un aborto quirurgico tienen complicaciones graves
relacionadas con el procedimiento tales como infeccidon grave de la pelvis,
cuello del Utero rajado, sangre excesiva que necesite una transfusién o cirugia
inesperada de mayor importancia (para una perforacion del utero).
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6. Declaracion sobre lesiones fisicas
Si necesito recibir tratamiento médico como resultado de una lesion fisica que
ocurriera debido a mi participacion en este estudio, se me ofrecera la asistencia
meédica y tratamiento esencial a corto plazo de inmediato segun lo determinen
los médicos de este estudio sin cargo adicional ninguno para mi. No recibiré
ninguna otra compensacion monetaria para ninguna otra asistencia, pero tendré
a mis disposicién asesoramiento médico y servicios de referencia. Puedo
obtener mas informacidn sobre la disponibilidad de la asistencia médica y
tratamiento para cualquier lesién fisica que haya resultado de mi participacidon
en este estudio del Investigador, Dr. Sue Haskell a 515-280-7000 or 1-800-568-
2404.

7. A quién llamar en caso de emergencia
Comprendo que si sangro por el utero de forma excesiva o tengo dolores
abdominales o si se me presenta cualquier otra emergencia médica, se lo
informaré inmediatamente a Planned Parenthood of Greater lowa, 851 19th
Street, Des Moines, lowa 50314. Ademas, me pondré en contacto con el Dr.
Haskell a 515-280-7000. Si no me puedo poner en contacto con él o ella
cuando exista una emergencia relacionada con el éstudio, puedo ponerme en
contacto con el - ) 1 515-280-7000 or 1-800-568-2404.

8. Ofrecimiento de responder preguntas y libertad de retirarse del estudio.
Se me ha dicho que me puedo retirar del estudio en cualquier momento sin
poner en peligro la asistencia médica que yo recibo o vaya a recibir en el futuro
del hospital o la clinica. Si me retiro, se me ofrecera un aborto quirdrgico. Se me
ha dicho que me puedo poner en contacto con el Dr. Haskell ot
— 1 515-280-7000 tengo alguna pregunta sobre la investigacidon. Estos
médicos pueden nombrar a sus asociados para que respondan mis preguntas.

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

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

9. Confidencialidad
Entiendo que la informacidn obtenida en este estudio sera transmitida de forma
que no se pueda relacionar conmigo y que todos los récords se mantendran en
un gabinete con cierre. FIR 11/16=18/99
Dr. Susan C. Haskell CFN 19-34330
Des Moines. Iowa 30314 .
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Comprendo que el Consejo sobre la Poblacién (Population Council) o los
observadores nombrados por ellos asi como la Administracion de Alimentos y
Drogas de los Estados Unidos pueden solicitar el acceso a mis récords
médicos.

Comprendo que se me puede solicitar que un representante del patrocinador
me entreviste. Esta entrevista se llevara a cabo en el idioma que yo hablo y
verificara que yo comprendo los riesgos, beneficios, procedimientos y
naturaleza experimental del estudio. Si no estoy de acuerdo en ser entrevistada,
esto no afectara mi asistencia médica actual o futura en el hospital o 1a clinica o
mi participacion en el estudio. Yo comprendo que puedo cambiar mi decisidn en
cualquier momento. Toda la informacion se mantendra confidencial.

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

Fecha Firma de la voluntaria

11. Declaracién del investigador
Yo, el infrascrito (la infrascrita) le explicado a la voluntaria en el idioma que ella
habla, los procedimientos a seguir en este estudic y los riesgos y beneficios
relacionados con éste.

Fecha Firma del(a) investigador(a)
Fecha Firma del testigo de las firmas anteriores y
explicacién
EIR 11/16=18/99
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Ngay thdng Chi ky cua ngudi tinh nguyén ”

11. Phit biu cia Chuyén vién Nghién ciry
Téi, k§ tén duGi ddy, da gidi thich cho ngudi tinh nguyén bing ngdn nglr ma ho ndi v& thi
tuc phai theo trong cudc nghidn clfu ndy cing cdc nii ro va lgi ich Lién quan.

Ngay thdng a Chir k¥ cla chuyén vién nghién cdu
Ngay thing Chi 1y cla chitng nhan cho cdc ch? ky va
gidi thich trén
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LUONG ‘GIA VE CONG HIEU, AN TOAN, VA TINH CHAP NHAN DPUGC CUa
MIFEPRISTONE VA MISOPROSTOL TRONG VIEC GAY PHA THAI NOI PHU NU MANG
THAI DA TAT KINH TOI 63 NGAY

KE HOACH THI'NGHIEM CHI TIET $O: 166 A

RAt ¢ thd g8y phd thainoi phu nit ¢4 thai.ma khdéng mudn ¢ con bing cich cho dung
mifepristone ¥&Fhop véi mot prostaglandin (misoprostol). Mifepristone 1a mot loai thude
ngdn chin hoat ¢éng cia kich thich t& ti€t ra bdi nodn sao, mot loai kich thich 8 cin ¢6
dé duv tri sy thai nghén. MOt trong nhiing hoat ddng cia Mifepristone 1a lam gidn doan
sur thai nghén trong cdc thoi k¥ diu. Prostaglandins 12 cdc chét oy nhién do 16p 16t cia tir
cung san xudt ra trong ldc ¢6 kinh va géy ra sv co rit cia of cung. Tin tdc ¢d dugc gin
div xdc minh &' phdt biéu cho ring mifepristone ket hop v6i misoprostol gy ra phd thai
cho khodng 95 phin trim phu nlt ma ngay d4u tién clia thoi k¥ kinh nguyet cudi cing d3
xdy ra khong qud 49 neay trudc khi duge cho udng mifepristone. D&i v6i phu nlt ma
ngay diy tién cla théi ki kinh nguvet 43 xdy ra khodng tir 50 dén 63 ngay trrdc khi udng
mifepristone, tin tic méinay cho ring ¢6 t&i mét phin ty phu nit ¢4n phéi ¢ mdt thd tuc
idi phlu nao 46, Mot 8 1y do khién cAn phai ¢ mdt thy tuc gidi phiy nhu thé gom cé
viéc thai nghén dvoc ti€p tuc, phd thai khéng hoan chinh, hay chdv mdu qud ghigu. Khi
ndng bj chay mdy nhiéu ting 18n v&i sy gia ting thai k¥ tie kinh**. Cic lgi ich chinh cda
phuong phdp chdm dut thai nghén nay 1a khéng cin phai ¢6 dung cu gidi phiu ddy vao
trong tr cung. Khoang 150,000 phy nif trong 20 nudc di ding mifepristone va mot
prostaglandin nhv mét phuong phdp y hoc d€ chdm dut thai nghén. Mifepristone va
misoprostol ¢ dugc trén 50,000 phu nir sit dung & litu lugng dugc ding trong cudc
nghién ctru nay. Lidu lugng dugc nghidn ciu d dugc chdp thun tai Phdp dé ding theo
théng 1& cho phu nif ¢6 thai trong bay tuin 18 hay it hon. Mifepristone phdi hop cling v6i
prostaglandin cing di du¢c chip thuln cho ding tai Trung qudc, Anh qudc, va Thuy
didn. Taihainudc sau nay, né dugc ding cho phy nit ¢6 thai trong chin tuin hav it hon.

Cdc myc tidy cda cudc nghién cdu hién nav 1a xdc dinh tinh an toan, cdng hiéu, va chip
nhan dugc cia mifepristone cong v&i misoprostol dé cham dut thai nghén noi phu nir da
dwoc tir kinh 161 63 ngav hay it hon ké tr ngay diu cia kv kinh nguyét wusc. Ba nhdém
phu nd ¢6 thai, moe nhdém it hon 50 ngay; mdt nhdm tr 50 dén 56 ngay; va tir 57 dén 63
ngiv ké tr ngav diu cia k¥ kinh nguyét tru6c dugc dua vio nghién ctu nay. Cudc
nghién ctfu dang duoc hoan thanh nay 12 mét digu kién dé ding kv thudc mifepristone
cdng misoprostol v&i Co quan Quan Tt Thuc phim va ThuSc(FDA) d€ cho cdc sdn
phim nay cé thé dugc ding d€ chdm ddt thai nghén tai Hoa k.

2. Khdm bénh ¢é quan sdc.
T61 hidu ring vdo fin khdm bénh d8u tien (khdm bénh 1) ti s& nhin dugc cdc 1o
khuyeén vé phrong phdp, va mét miu nude tiéu va mau s& dugc 18y d€ chin chin ring toi
dang mang thai Tois& dugc khdm stc khoe, va khdm xuong chiu, va bénh s cla téi
dugc ghi lai. Nhé ding mét mdy do siéu 4m dit vao dm dao, thdi gian t6i mang thai s&
dugc xdc dinh. T6icling s& dugc thtt mdu d€ tim v&u t3 Rh trong mdu cda tdi. N&u tdi
¢6 loai mdu v6i Rh Am, t8i s& dugc chich mot mii thudc vao [in khdm bénh thit hai dé

AF>ROVED 8Y
EIR 11/16=18/99
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phong ngira sy phat sinh nhitng khdng thé ¢& thé lam nguy hai ¢én sy thai nghén trong
twrong lai. Toihiéu ring i ¢b thé duge yéu chu cho 1Ay thém cdc miu mdy (khoéng_’z
mudng trd) d€ do lrémg mite d6 cdc chit khdc nhau thudng thiy trong mdu cla t6i cing
nhy d€ xdc dinh cdc dic tinh binh thudng mau clia téi. NEy t6i quyét dinh khéng cho 16y
them miu mdu, t6i vin c6 thé tidp tuc tham gia vao cude nghidn ctru nay*. DE chdm dut
s¥ thai nghén cla tdi, tdi s& udng ba vién mifepristone (Mn cho udng thudc diu tidn)
truéc mit cdc nhin vién cia cudc nghién cu. '

EEgpoy

LUONG GIA VE CONG HIEU, AN TOAN, VA TINH CHAP NHAN PUQC CUA
MIFEPRISTONE VA MISOPROSTOL TRONG VIEC GAY PHA THAI NOT PHU NU MANG
THAI DA TAT KINH TO1 63 NGAY

KEHOACH THI NGHIEM CHITIET 8O 166 A

Hai ngay sau, t5i sé tz& lai bénh vién (khdm bénh 2) cd khi t8i tin ring t6i 4 phd thai 161 va t6i s&
uéng hai vién misoprostol (cho udng thudc [An thy hai) néu tdi chua phd thai. Né&u téi udng
thudc [An thtt hai, thoi gian i & lai bénh vién BAn thi hai s& dai chimng khoang bén gid, trong
khi d6 tdi s& dugc theo doi that sdt bdi nhém nghién ctu. Trong thdi gian nay, cé chitng 60-
80% co may phd thai s& xdy ra. N&u tdi d€n bénh vién bling xe, tdi s& chic chin sip x& d¢€ cho
mét ngudi ndo khdc 14i xe cho t6i v& nha tir [An khdm bénh niy, va t6i hifu ring tGi s& khéng tyt
minh 14i xe v& aha. T6i hidu ring néu sy phd thai khdng XAy ra tai banh vién, thi rdt ¢6 thd né s&
X3y ra tai nha va t4i ¢d thé bj tiép tyc chdy méu tf cung gidng nhu thoi k¥ kinh nguyét ning
trong nhidu ngay. Toihidu ring Wwone mdu chdy ra cing tyong ty nphy rong méu chay ra khi
bi xay thai tv nhién (c6 nghia 1A nhitu hon théi kY kinh nguyét ning). RUi ro chdy mdu nhity
ting lén sau 49 neav k& tit nedy ddu cia thei k¥ kinh nguyét cudi cing cla téi*™, Toi s& ddn
bing kinh nguyét cho dén khi mau chdy tit t cung hay mau chdy nhe tir 4m dao chdm dudt v
khéng ding nit béng kinh nguyét. Clng nhu v6i viée phd thai qua giai phiu, t5i khong thé xoi
nudc lai cho dén khi mdu ngung ri (v3o khoang tir 10-12 ngay). Téi sé khdng 1am tinh lai trong
khodng tir 8 dén 10 ngay sau khi udng protaglandin ma vio thoi gian hau hét cdc vy phd thai deu
a3 dugc hoan thanh.

T6i hidu ring ti c6 thd thfy sin phim cia sy thai nghén trén bing vé sinh hay trong ciu vé sinh.
Di2u nay c6 thé xiy ra tai bénh vién, tainha, hay tai s& 1am. Cho dén hét tulln thi bay sau khi
thai nghén, sin phdm nay dugc goi 1A bio thai né nhéd hon dong 25 xu va thudng thudng duogc
long trong cdc cuc mdu. DA cho t3i c6 nhin th4y sin phdm thai nghén, toi s& khong thé ndo néi
duge ring phuong phdp ndy c6 hitu qua hay khéng vi mot phin cla nhau c6 thé con & lai trong
ff cung. Vi vy mi t3i cin phii trd lai bénh vién d€ duoc theo ddi, khim beéah 3, ¢é nhn vién
bénh vién c6 thé xdc dinh 12 phd thai ¢4 holda thanh hay chua.

zIR 11/16=18/99
Dr. Susan C. Haskell CFN 19-34530
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N6t budi hen sau nay s& dugc dy @€ cho 151 & lai bénh vien hai wwiu sau khiudng vign dau
tién (khdm bénh 3), ¢ bio ddm ring viéc chira tri 6 hiéu qua. Tdi hiéu ring 61 ¢ thé duge véu
Ciu cho 14v thém cic mAu méu (khoing 2 mudng tra) d€ do ludng murc d§ cdc chit khic nhay
thudng thiv trong mdu cla 16i cling nhy d€ xdc dinh cdc dac tinh binh thudng mdu cia tdi. Né&u
t8i quyvet dinh khéng cho 14y thém mAu mdu, t6i vAn c6 thé tiép tuc tham gia vao cude nghidn
citu nay*, N&u viec chira trj khong ¢6 hiu qua, thi mot thd tuc goi la hit chan khéng hay vigc
lam ddn n& va ngo ti cung s& duoc thyc hién d€ hoan thanh viéc phd thai vao lic 6. Day ciing
gidng nhy thl tuc gidi phiu ddng 1& da dugc thyc hién néu ngay lic dau t5i da chon di theo cich
phd thai bing gii phAu. Téi s& chic chin sdp x€p cho ngudi nao d6 l4i xe cho t6i ve nha tir fAn
khdm nay, va hiéu ring i s& khong ty l4i xe v& nha. N&u t6i thdy ml hay huyét tring tit 4m
dao ¢ mui hoi sau khi chira tri, didu nay c6 thé chira mét sy nhiém tring. T6is& tiép xic véiy
si dé lam hen khdm.

T6i hifu ring mdu chay ¢6 thé ti€p tuc qua ci Mn khdm thit ba cla téi. N&u ditu niy x3y 1a,
bénh vién s& ti€p xuc véi tdi bang dién thoal a8 xdc dinh xem mdu di ngirng chdy chua hay t6i
c4n phai dugc chiva trj thém.

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

KE HOACH THI NGHIEM CHITIET SO. 166 A

T4i hifu ring khéng c6 mdt dfu chi ndo hién thdi cho thiv ring viéc ding mot chit
antiprogestin d€ chim ddt sy mang thai 3 ngdn ngra hay lam phuong haj ¢&n kha ning c6
con cla ngudi phu 0 trong twong lai. Phund udng mifepristone da cé thé ¢6 kha ning thy
thai va £8i sau d6 ¢6 con khde manh. Vi rdt ¢6 thé c6 thai lai sau khi phd thai, t6i dugc yéu
cAu phai chon va ding mdt phuong phdp ngira thai nao do.

3. Cdc Loiich.
T4i hidu ring mot loi ich cia phuong phdp y hoc ding mifepristone/misoprostol aé chdm dut
thai nghén 12 n6 trinh dugc thi tuc gidi phiu, Khong cd i ro lién he dén thudc mé hay rii
ro t cung bj ling hay thuong tich & ving cd tir cung hi€m hoi quan sét thdy sau khi chdm
dit thai nghén bing phiu thuit. Mot loi ich khdc 12 sy hai 1dong dugc tham gia vao cudc
nghién ctu 6 thé 1am cho mifepristone/misoprostol sdn sang ¢é st dung cho phu ni tai
Hoa k¥.

4. Cac riiro va khé chiy
T64i hiéu ring 18y mau d& thl nghiém vao fAn khim bénh d3u tién va ln khim thg ba c6 thé
gy 12 khé chiu, bim tim, va cing ¢6 thé nhim tring tai noi 18y mdu. Toihiéu ring kinh
nghiém thu luem duge cho dén by gid trong viéc phdihop thuéc va chim dut thai nghén

EIR 11/16:18/?9
Dr. Susan C. Haskel!l CFN 19-34530
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SO CHE el racy Lamoonars 2Ot uTn chunz Tan CrIoTiIoNal T TIIJAC Dign sha g
ngan han nav co theé so sdni duyc voi tnh \huUno Xav ra cua cac bién chung quan sat dLroc

sau khi pha thai bdng phdu thuat qua viéc dung hit chdn khéng. Diéu than phién théng
thudng nhit ong khi chira tri (nh4t 1a sau khi cho uéng thudc [An thd hai) 12 dau & bung
dudi hay co quip bap thit cing gidng nhu co qudp lién hé v&i mat théi ky kinh nguyét ning.
T41 s& nhan duge thudc men thich hop d€ chéng dau khi ¢in. Téi hidu ring t6i s& khdng
udng thudc as-pi-rin, Mo-trin*; I-bu-pro-fen (Advil*) hay bat c¢ mot thd thude gi khic duge
biét ¢ tdc dung lam tic nOhcn hoat ddng cua cdc prostaglandins. Tuy nhién, t6is& uéng Ty-
le-nol* va tbi cdﬂdlc nhan dugc dr bac simaot liéu lugng manh hon ¢é chéng dau. Toi hidu
réng co quidp bdp thit va dau bung duéi 1a thong thudng va la mot phin cla ti€n trinh phd
thai. Buén nén, mUa, va ia chav di dugc quan sat thiv ti€p theo [4n cho udng thudce thit hai.
Vi vav, vao [in khdm bénh thit hai, téi cin phai & lai bénh vién dudi sy gidm sdt y t€ vao
khodng bon gid trudec khi trd vé nha. Tai hifu ring chdv mdu dm dao twong i phu chav
madu khi bi xav thai or nhién (nghia 1 _nhitu hon théi k¥ kinh nguvét néng), va kéo dai it nhét
mét tin, ¢é thé xay ra. Ruiro chdv mdu nhiu ting 1€n sau 49 noay ké ur ngdy diu cia thoi
k¥ kinh nguver cudi cing cua t&i**. Trong nhiing trudng hop hiém hoi, chdy médu 4m dao
nang c6 thé xay ra dodi hoi phai phd thai bing phiu thuat va/hay truyén madu.

'—1

81 h ring khdng nén d€ cho sur thai nghcn ti€p tuc sau khi udng mifepristone va/hav
isQ ol vi nhirng hau qud d4v dd cia mifepristone trén thai nhi chua dugc b1§t va viéc
_‘g mzsop rostol vao thoi k¥ thai nghén ldc diu 3 dugc két hop véi sy phdt trién bat bigh
udng cia thai nhi, T6ihiéy rdng cdn c vAo cdc nghién cifu trudic kia va tin tic cb dugc
g\én d¢av._sy phd thai sau khi udng mifepristone/misoprostol da thanh cong d€ chim dit thai
nghén cho 95 phAn wim phu nd ma ngay dlu tién cua théi ki kinh gouyét cudi cling ¢4 xay
ra khong qud 49 neay trude khi cho udng mifepristone. D&i véi phu ot ma neay dhu tién
cia thoi k¥ kinh neuyét cudi cing 43 xav ra khoang tr 50 dén 63 n@v_[:g_d_c_@j_g_@a_h_uf_
mifepristone tin ofc méinav cho ring ¢d 161 mot phan o phynd cin cin phai cé mét thd aic gidi
phiu nao dé**.

LUGUNG GIA VE CONG HIEU, AN TOAN, VA TINH CHAP NHAN DUQC CL"..;a
MIFEPRISTONE va MISOPROSTOL TRONG VIEC GAY PHA THAI NOI PHU NU
MANG THAI DA TAT KINH TOT 63 NGAY

KE HOACH THI NGHIEM CHI TIET SO 166 A

T6i hidu ring khéng nén cho d&€ cho viéc thai nghén ti€p tuc sau khi ding mifepristone
va/hay misoprostol, vi hidu qui day dd cda mifepristone trén thai nhi khong dugc bi€t va viéc
cho thudc misoprostol vao lic m&i thai nghén di dugc lidn két v&i vige phdt trién cdc thai
nhi bt binh thudng. T6i hifu ring phd thai sau khi udng mifepristone/misoprostol da thanh
cdng trong viéc chdm dut thai nghén trong 95% s phu nlf dugc chira tri. Khi phd thai khéng
hoan t4t, hit chin khong hav 1am dan nd va nao ¥ cung dugc khuvén cdo dé chdm dut chay
mdu va ngin nglra thi€u mdu. Khi phd thai khéng xdv ra, chdam diet thai nghén biang phau

EIR 11/16=18/95
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thidt itoe khuyén ¢do boi vi ¢ sy il ro cnd thag v, Tor dé dong ¥ ordde dé ié thi tuc

Mav,

Khoéng cé tinh trang tim nghiém trong nao trong s& 52,000 phy ni ding sif phdi hep thude
trong thi nghiém nay € chfm dut thai nghén. Tuy nhién, ¢6 bién ching nghidm trong vé tim
mach, k& cad mot trudng ho'p chét vi dau tim trong khi phd thai theo cdch y hoc ding phdi hop
thudc. Cidc tinh trang vé tim nay thudng xay ra noi phu nlr hat thude nang hay da ting lrong
md& trong mdu, tiéu dudng, dp huyét cao, hav ¢é tuyén thdng bénh tim trong gia dinh. Riiro
nay clng ting léa.vgi phy n wén 35 tudi. Cdc bifn chitng nay da chi thdy sau khi chich
prostaglandin va ot hi€ém xdy ra (mdc trong 20,000 wudng hep). Cho dén nay khdng ¢ bdng
chitng nao ring udng prostaglandin {misoprostol) dugc lién két véi bién ching v& tim mach
ma t61 s& udng trong cudc nghién clu nay va da dugc st dung rdng 1ai trong nhing thei
cian daitrong ¢€ phong ngira bao tl bj ung loét.

5. Phdt bify vé& Cich khdc

T5i bigt ring thai nghén cia tdi ¢ thé chdm dut bing thi tuc phd thai theo phu thuat (1am
din nd va va nao vét ti cung hay hdt chén khéng). Nhitng loi ich va bit lgi cé thé ¢ cda
viéc chim dat thai nghén bing phiu thuat thav vi chim dut bing y hoc dd dugc cit nghia cho
tdi hidu. Loi ich cda viéc chim dut thai nghén bing phiu thuat 1a thi wic chi kéo dai trong 1
ngay. Céc rui ro lién két v6i phd thai bing phiu thuét 1a i thidu. Cédc riironay gém ca rli
ro diing thudc mé. Tai Hoa k¥, chi c6 dudi 1% cdc bénh nhin ding thd tuc phd thai bing
phu thuat trdi qua mot bidn ching quan trong lién k€t véi thi tyc ndy nhw nhidm doc
nghiém trong viing xuong chau, cd  cung bi rdch, chdy mdu cin phii truyén miu hay phiu
thuat ma khéng ¢6 y dinh trudc (vind cung bj ling).

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

KE HOACH THI NGHIEM CHITIET SO 166 A

6. Phdt biu vé Thuong tich edy cho than thé

Néu t6i ¢in phdi chra tri bing thudc men vi hau qua cia thuong tich v than thé phdt sinh tr
viéc t3i tham gia v3o vidc nghidn ctu nay, viéc chim sdc thudc men va chita trj ngdn han,
thigt véu, tdc thdi nhy dugc xdc dinh bdi cdc v si trong cudc nghidn cfu ndy s& cé sin cho
161 ma khong giy ton phi. S& khéng cé mot sy dén bu tién bac nao cho bt cif sy cham séc
nao khdc, nhung viéc tham khio v& v (€ va cdc dich vu gidi thidu thich hop vin ¢6 sin.
Mudn biét thém chi tiét vé cdc sy chdm séc v& v & va chita tri ¢6 sin cho thuong tich do héu
qua cia viéc toi tham gia vao cude nghién ctu nay, xin ti€p xdc véi chuyén vién nghién
cu, Bdc si Susan Haskell (dién thoai (515) 280-700) hay (1-800) 568-2404.

7. Goi Al trong Trudng hop Khén cfp

l\/lé:&iéig
= susan C-. Haskell CFN 19-5%=-
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Tl A_"g 28U OF cung chdy mdu nghiein 15onz, nay fau oyng dudl, hay cdc udng hop vy
(¢ khan cdp khdc phdt sigh i sy lién két voi phuono pmp nay, 161 sé bdo cdo ngay lap tirc

cho Chuong trinh Planned Parenthood of Greater Iowa, 851 19th Street, Des Moines, [A
50314. Thém nia, ti s& ti€p xdc v§i Bdc si Haskell (dign thoai s6 (515) 280-7000. Né&u
khong thé tiép xdc dugc vdidng hay ba ta trong trrong ho'p khin cdp lién quan dén cude
nghién cdru hay, t6i sé tiép xic véi tai s& (515) 280-7000 hay (1-800) 568-
2404, :

8. D& nghj Tra 161 C4u hdi v Tu do Rut lui khdi ¢cudc Nehidn ciu,
Téidd dugc chd bidt ring t6i ¢6 thé it lui khdi cudc nghién cdu nay bit cd ldc nio ma
khéng lam nguy hai d€n su chdm séc v t& cia bénh vién trong hién tai hay nrong lai cho t6i.
Néu t8i rut lui t6i s& duge dé nghi phd thai bang phiu thuat. Toidd dugc cho bidt dé tip
xuc véi Béc si Haskell Pién thoai: (513) 280-7000 hay Dién thoai: (515)
280-7000 néu t6i c6 cdu hdi v& cudc nghién cdu. Cic y sindy c6 thé chi dinh cdc céng sy
vién d€ tra 1oi nhitng cdu hdi cda t6i

Tdi cling hiéu ring chuyén vién nghién ctu chinh cé thé ddi hdi t6i rit lui khodi cude nghién
cltu nay, néu theo ¥ kién v& y khoa cia ong hay ba ta viéc nay t6t nhit cho sttc khde cla t6i
hay néu toi khong thé theo cdc thi tuc th nghiém cla cudc nghién cttu nay nira.

T6i higu ring, néu viéc chita trj cho tdi rong cudc nghidn citu nay khdng dem lai k&t qua phé
thai, va néu tdi tit khudc phd thai bing phiu thudt va ti€p tuc véi vide thai nghén, toi phai
chju mii ro va dua tré phéi chiju rii ro, v& cdc bi€n ching k€ ci thai ghi hay tré s sinh dji
dang.

LUONG GIA VE CONG HIEU, AN TOAN. VA TINH CHAP NHAN PUQC CUA
MIFEPRISTONE VA MISOPROSTOL TRONG VIEC GAY PHA THAI NOI PHU NU
MANG THAI DA TAT KINH TOT 63 NGAY-

KE HOACH THI NGHIEM CHITIET SO 166 A

9. Kin ddo
Toi hidu rdng cic chi tidt ¢6 dugc trong cudc nghidn cdu nay s& dugc chuyén di dudi mot
hinh thitc khong th€ nhén didn ra toi, va ring tit cd cdc hd so s& dugc git trong 3 khéa. Tai
hiéu ring Hoi déng Dén s6 hay nhirng ngudi duge chi dinh theo ddi, cling nhu S& Quan tri
Thyc phdm va Thudc men cia Hoa k¥ ¢6 thé yéu cau tim dén hd so' y ba cla tdi.

10. Phdt bidy vé& Déi trong

T44, k¢ tén dudi ddy , dd 43 dugc cit nghia v& nhitng rii ro va loi ich trong cudc nghién cdu
niy bing mét ngdn ngl ma téi hi€u dugc. Toidong ¢ tham gia vao cudc nghién cuu nav nhu
mot doi trong tinh nguyén.

EIR 11/16=18/9_)Q
Dr. Susan C. Haskell CFN 1°9- -34330

Des Moines. [owa 30314
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Ngay thdng

11. Phit bidu cla Chuyén vién Nghién ciu

Tai, ky tén dudi ddy, da gidi thich cho ngudi tinh nguyén bing ngdn ngl ma ho néi vé tha

Chir kf/ cda ngudi tinh nguyén

tuc phai theo trong cudc nghién cu ndy clng cdc rii ro va lgi ich lién quan.

Ngay thdng o

Ngay thdng

MIF 002215

' Chit ky cda chuyén vién nghién ctru

Ch? Iy cia chitng nhan cho cdc chir ky va
gidi thich trén
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INSTITUTIONAL REVIEW BOARD

- Under the Auspices of

October 12, 1994

Sue Haskell, D.O. EIR —_— 11}/ 1lgi' gi/i 9%
851 19th Street; pr. Susan C. Haskell CFN 16 55

1 s Moines. lowa 30314
Des Moines, Iowa 50314 E:i;ibit 2 Dage of 22—

Dear Dr. Haskell:

Thank you for your request to tlus IRB of September 19, 1994 for rev1ew and approval to conduct a

'protocols are 1dent1cal and that ddesxgnatlon of investigators to elther 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 Prncipal, Nurse, a Community Activist and a Health Chanty
Executive

The Protocol (revised and dated October 12, 1994, the attached Informed Consent Form to be utilized
at your site, your C.V., pre-investigational, and other regulatory documents site visit were reviewed
and approved by majority voting.

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

[t 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 a2pparent
imumediate hazards to the study patients or subjects.

—MIF 002216
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Sue Haskell, D.O.
October 12, 1694
Page 2

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.

Sitijerely,

amm——

Chairman

A—

Enclosure
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC ~EALTH SERVICE
FCCD AND ZRUG ADMINISTRATION

1 CISTRICT ACDRESS & PHCNE NC
P,o.,GA\{ /1SF0S
Levern MAvsdd 66285
(5/3) 2%2-2/00

2 NAME ANEC TITLE CF INDWVICUAL

fl/ fu.s/h/ ('Jaﬁéf// ,

N ONAME

- 7 /)/fw;g/ Twves?isatow
4-}54vur¢/ /jﬁ/fvruéoz/p/ g,,g/(/ Town '

TO
2 NJMBER ANC STIZET

55/ )5 % ”.?)[/rr/

5 HOUR
~
o
o
G
3

B.M.

7 2TV ANC STATZ & Z'° CCCE

S03/4

,3. PHCNE # & AREA CODE
(S15)250-0080

0!5 o -wecs, FVVA

Notice of Inspection is hereby given pursuant to Section 704(a)(1} of the Federal Food, Drug, and Cosmetics Act [21
U.S.C. 374(al1‘ and/or Part F or G, Title Il of the Public Heaith Service Act (42 U.S5.C. 262-264!2

Ww

SIGNATURE 1Fooa anag Jrug Aamumistraion Empioveers)i

1C. TYPE OR PRINT NAME ANC TITLE (FORA Empioyee(ss

- Joved J'-S‘ o

. LY 4
Appiicable porfions of Section 704 and other Sections of the Federal
Food. Drug, and Cosmetic Act {27 U.S.C. 374]| are quoted below:

ETeR!

Sec 7G4 a1y For purposes of enforcement of this Act. officers or
empiovees dulv designated by the 3>ecretary, upon presenting ap-
oroprate credentials and a written notice to the swner. operator. or
agent 'n cnarge, are authorized (A} 1o enter, a3l reasonapie times, any
factors warenouse. or estabhishment in wnich fooa. drugs, devices., or
cosmercs are manufactured. processea, packed. or heid. fer ntro-
ducnion :Nto INterstate commerce Jr arter such :Ntroguction. or to enter
any vemic'e being ysed to transport or nolg such fooo. drugs. devices, of
:csmetics in interstate commerce; and B) to 'nspect, at reasonable
umes ang wihin reasonable imits ana 0 a reasonable manner such
tactory  aatenouse. estagiishment, or venicie ang  all  pertinent
equioment, fimshed ang unfimished matenais, containers. and laoeling
therein .0 the case of anv factory, warehouse. astablishment, or
consutting :aberatory in wWHiCh prescnption drugs. nonprescripuon drugs
intengec tor human use. or restricted ogevices are manufacturedg,
processed. packed. Or netd. tnspecuon shall extend 0 all things therem
ncluging  recoras. hiles, paoers. processes. controls, and faciines)
nearing >N whetner prescription arugs. fonprescripuion drugs ntended
t3r muman use oroorestricted gevices wnhicn are aguiterated or misbranded
witnin the meaning of ttis Act. or wnich may not be manufactured.
‘nurcguced into interstate commerce. or soid. or otferea for sale by
reasar af anv provision ot this Act  have been or are bdeing
Tanutaclured, pProcessea, aacked. transported. or heid 0 any such
aslace  72¢ 2Jtrerwtse oearng on wviolaucs 2f s Act No .nspection
auiro’zea v Ne DIBCEOING S@Ntence of Jv paragrapn (3) snall extena 10
f'mamcia. Qata. sates gata other than shipment gata. pricing gata.
personnes 3ala ‘orher than gara as to quaifications of tecnnical and
prorassicrai perscnnel performuing funcrions suoiect to rhis Acrs. and
researcn 3ata ‘orher than gara relanng 0 new Jrugs. antibionc arugs and
Jevices 3ng. subyec! o reoorting  anc nNspecron under reguiarions
‘@etie . SSUEd pursuant (0 section 3GE. or ki section 507ar or g
secuc~ 213, or 5201gi. ano data reiating 1o other Jrugs Or qevices wnich
n tre 2358 of 3@ new drug would be suG/ect to regornng of INSPection
unoer :@awmrul requianons issued pursuant o secrion 505y; of the ntle;. A
separate notice shail be given for each such tnspection. but a notice shall
not pe required for eacn entry made during the period covered by the
inspection Each such inspection shall be commenced and compieted
with reasonabie promptness.

z "o ey required unager secton 532 ar 520(g) 0
racords ang 2very gerson who s 0 charge ar custody nt such
sra upon request of an officer or 2mplo,ee cesignatec Dy the
nermit such otficer or empicvee at all reasonaple umes 0
ng.2 372255 10 ang 0 copv ang venty sucn recoras

: T0a cvery nerson

Sectn I7I 0 1udio'n o the case of any "ew amimal darug for an.choan
acct.3 T an appucaticn flied pursuant 0 subsecuon b s :n 2ffect
T2 apssozart sna 251anush and Maintain such TeT3I8S. anc Taxe 3ucn

cce the Secretary 2t data re.atng 0 2xoerience. nc'uding
2x 24 AN usSes Authorizeg unaer sudbsecuon .aitdiA, ang other
3ars v oonitrmauon. received O JtnNerwaise sblaned Dy Such appucant
NaTm T 10 3uch 3rug, Of Nith respect tc animal feegs ceanng ar

ir.=g sucn drug. as tne Secretary mav by general reguiation, or by
*©orespec: 1S sucn apphcatior orescrice on the hasis of 3 fiinding
~ recQrds ang reporis are necessary N order to enable the
"o getermine, or taciitate 3 geterminauon. whether there :s or
3rsung for invoking sudsecuon re) ar subsection (midi of this
3ucn reguiation or order shail provige where the Secretary
» T0 he aporopriate. for the exarmination upon request. by :he
T ~MNOmM sucn regulation or order s agpucaoie. of simiar infor
2 zeved Or otherwise obtamned by the Secretary

2 Svacy persen requireC uncer (his subDsection

10 maintain

Zapplicable sections of Parts F and G of Title lil Public Heaith Service
Act |42 U.S.C. 262-264| are quoted below:

Part F - Licensing - Biological Products and Chinical Laboratories
ang e

Sec. 351ict "Any officer, agent. or emplovee of the Department of
Heaith & Human Services, authorized by the Secretary for the purpose,
may during ail reasonabte hours enter and inspect any establishment for
the propagation or manufacture and preparation of any virus, serum,
toxin,  anutoxin, vaccine, blood, blced component or derivative,
allergenic  product. or other product atoresard for saie. barter, or
exchange in the District of Columbia, or to be sent, carried, or brought
from any State or possession INto any other State or possession of iNto
any foreign country, or from any foregn country nte any State or
possession.”

Part F - ******Controi of Radiation

Sec. 360 Aila) "if the Secretary finds for good cause that the methods,
tests. or programs related to electronic product radration safety n a
particular factory, warehouse, or establishment i which electromc
progucts are manufactured or hetd. may not be adequate or reliabie,
officers or emplovees dulv designated by the ecretary, upon
presenting appropriate credentials and a wnren notice to the owner,
operator, of agent in charge. are thereafter authorized (1) to enter, at
reasonable Utmes any area 1n such tactory, warehouse. or estabiish-
ment in which the manufacturer s tests ‘or resnng programs) required
oy secuon 358ih) are carned out, ana {2) to nspect, at reasonable
tumes and within reasonable limits and in a reasonable manner, the
taciitltes and procedures writhin such area which are related 10
electronic product radiation safety Each such nspection shall be
commenced and completsd with reasonable promptness. in addition to
other grounds upon which good causs may be found for purposes of
this subsection. good cause will be consigered to exist N any case
where the manutfacturer has introduced INto commerce any eaisctronic
produc: which does not comply with an appticable standard prescrnibed
under this subpart and with respect to which ng exempuon from the
noufication requirements has been granted by the Secretary under
secuon 358(a)(2) or 359¢er ”

ib)y "Bvery manufacturer ot electromic products shall establish
and maintain such records ’including tesnng records), maks such
reports, and provide such information, as the Secretary ma}l reasonably
require to enable mym to determine whether such manufacturer has
acted or s acung :n comphance with this subpart ang standards
prescribed pursuant to this subpart and shall. upon request of an otticer
or emptoyee duly designated by the Secretary, perrmit such officer or
empioyee 10 nspect appropriate books. papers, records, and
documents relevant to determiming whether such manufacturer has
acted or is acting 'n compliance with standards prescribed pursuant to
secton 3591a).”

ces s

tfy "The Secretary may by regulation (1) require dealers and
dispributors of electronic products, ¢ which there are applicabie
standards prescribed under this subpart and the retal prices of which s
not less than $5Q. to furmsh manufacturers of such products such

rec ARG auery DEfSGM M charge o¢ custodwv thereot. small. upon | 'Mformation as may be necessary to idenufy and locate. for purposes of
‘83last it an athcer ar 2mplovee c?esar"atec 2v the Secretar; permit | Secuion 353, the Ym purchasers of such orogucts for purposes other
SuG- -t =as ¢ ampiovee at Al redsanar-e rmes ‘5 have access to and | than resaie, ang (2} require manuracturers to preserve such
STCL 3T ety suCh fRCOrdS :nformation

FORM *24A 182 13.99) 232, - 3:% oy §350.E7C NCT'CE OF NSPECTCN
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VIRSLDICTION

NDmprictone isoa syntheus seraid currently used far omelizzl zbeomicn in Francs
Sweden, United Kingdon: and Cuina, It acid as & COmESuive Clllliar o prugesierone
and cortisol through binding to their receptors. Because of its antiprogesterone actvity,
mifepristone has been developed primarily as a medical aborurfacient. 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 followed 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 aborton increased to 95% and
above. Based on these observaiions, 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 mifepristone -
prostaglandin regimen was approved in the United Kingdom, and in Sweden. In the
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 130,000 subjects who have
received mifepristone together with varous prostaglandins. Clinical trials have been
conducted in several countries and have confirmed the initial experience. Unlike
treatment with mifepristons 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
goc!

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 blood 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 solutes 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 compliczations have been reported following gemeprost, but this may
be related to the fact that this analog has been used less often than sulprostone.
diorestone 1o rapidly absorzed into the circulation followingz intramuscuiar injection,
37
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O SLrfdee - Zocuur proglems thun preparanions wiarare av,mi sweral tralioorvazingily and
aroos oz more zradea s Morzovern.
As & consaguence, parenteral prostaglandins should be used cautiousiy in women with
heart dxsease those over 35 years of age or in heavy smokers. The French health
authoriues have in fact withdrawn sulprostone as one of the prostaglandin preparations

which can be given with mifepristone.

Beczuse of the cardiovascular side effects reported with sulprostone as well as the
inconvenience of both sulprostone and gemeprost which both racuire rafrigeration,
alternate prostaglandin preparations are now being used. Misoprostol, (methyl lle, 16-
dihydroxy-16-methyl-9-oxoprost-13 E-en-1-oate) is a prostaglandin E; anzlog that has
been sately used for the prevention of nonsteroidal anti-inrflammaziory crug-induced
gasiric uicers in patients at high risk for complications from gaswic uicers ror 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 prostagiandins. Misoprostol is

expensive, orally active and stable. In a recently published Freach study in women
with amenorthea of 49 days or less, one group comprising 505 womean received 400 ug
misoprosiol 48 hours after mifepristone; the success rate for termination oI pregnancy
was 96.9%°. A second group of 390 women initially followed the same protocol, but
If pregnancy was not terminated within four hours arter misoprosici, the women were
otfered an additional 200 ug dose of misoprostol: In this second group, the overall

uccess faze was 98.7%. These results incicate that the combination of mifeoristone and
mxsop-os:ol is of equal or greater effectiveness than the combination or mifeoristone and
either pareateral or vaginal prostaglandin for the termination of eariv praznancy. No
serious czrdiovascular side effects have besn oosewed Other sice aITects were neither
mCr2 fr2Zu2ni nor mors severd than afizr 2ither parsnteral or vzzinal orosizglandin

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 <8 hours later by 600
pg misoprostol. There were three on-going pregnancies and four incompia:2 abortions.
Vomiting was exhibited in 24% and diarrhea in 7% of the women. No analgesia was
neaded in 62% of the women®.

In the two studies reported above, approximately 60-80% of women aborzed during the
four hours roilowing prostaglandin adminisiration. A number of sice effec:s have been
observed Zuring this four hour period. Thesz include: uterine pain, nausea, vomiting and
diarthea. In one of these studies the incidence of nausea, vomiing anc ciarThea were
43%. 17 and 14% respectively®. It is ror these reasons that it is reccmmended that

woomen v omionicradin the clinis fo- our tournz foiltwing orogiaz’anZin LIminisiteiion.

n



MIF 002223

~ BEST POSSIBLE COPY

k4 - - ‘- T A IR PR N .t o R ~ N
moZuromioooveo ST ) oomen nocorogesad Tirzroisione follcwa2C L8 houss
e

LeleT DY BTIZO0LT0R 100 WAL UL Sy Aailt S Mpacalions.

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
etting, when administered to women exhibiting amenorrhea of varying duration (up to
63 days). The duration of amenorrhea will be defined throughout this document as
the number of davs from the first dav 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. Thres groups 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 ameénorrhea. This will be a multicenter
trial utilizing a minimum of six ceaters in each of the two studies. The centers wilil all
perform pregnancy interruption on a regular basis. The centers will have access to
facilities for blood transfusion and routine emergency resuscitation techniques. In ail the
trial centers. the recruitment of subjects will be such that, as closely as possible, equal

numbers of subieciz will be enrolled into 2zch 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 ug as two 200 pg 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.
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 cursttage will be periormed.
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3. OBJECTIVE

The objecuve 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 care system
setting. Prior to initiation of the pivotal studies, a pilot study comprising 15 women will
be pertormed at each of the selected study centers. The purpose of this pilot trial is to
give the investigators exposure 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
trea:2d as a subgroup analysis relative to the pivotal trials.

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

Thz invesigators will operate in an appropriate studv center; the study center will:

a! Provide routine emergency resuscitation such as O., Ambu bag and will
be staffed with personne! trained in routine emergency care.

ol dzve accass on a 24 hour a day basis to bleed ransfusion. 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 or equal qualification.

e) Have adequate and sufficient trained personne!l for counselling of subjects
and conduct of the study.

374
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g) Investigators and staff will answer a provided questionnaire at the
completion of the study.

PATIENT SELECTION

4.1

'~

|99)

Patient Sample:

4.1.1 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.

4.1.2 Age range: 18 years or older.

4.1.3 Residents of the United States.

Inclusion Criteria:

h

fa
1) 19 2 19
- L) 19 —

Good general health.

Age 18 years or older.

Reguest termination of pregnancy.

Agree to undergo surgical pregnancy termination in case of failure
oI the medical abortion method being evaluated.

P N

+.2.3 Have an inirauterine 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.

4.2.6 Have a positive urine pregnancy test.

4.2.7 Willing and able to participate in the study after its precise nature
and duration have been explained.

42.8 Able and willing to sign an informed consent form.

4.2.9 Resident of the United States.
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<34 Evidence o e oraimcz of anv disorder wihicn reprasents
contraindication to 2 use oI milepristone (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).

£

- 432 History of severe liver, respiratory, or renal disease or

thromboembolism.

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

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

4.3.5 Anemia (hemoglobin level beiow 10 g/dL or hematocrit below
30%) at the Dav | visit.

43.6 A known clotiing defect or receiving anticoagulants.

4.3.7 Subjects with an IUD in place.

4.3.8 Insulin depesndant diabetes mellitus.

439 More than 63 days of amenorrhea or results of bimanual pelvic

examination or vaginal ultrasound which are inconsistent with 63
days or less of amenorrhea.

4.3.10 Breast-feedingz.

4.3.11 Adnexal massas or zdnexal tenderness on pelvic examination
suggesting paivic inflammatory disease.

4.3.12 Ectopic pregnancy or threatened abortion.

4.3.13 Women 35 vears of age or older who smoke more than 10
cigarettes per dav anl hzve ancther risk factor for cardiovascular
disease (e.g., diabetes mellitus, hyperlipidemia, hypertension or
family hlstorv of ischemic heart diseases).

4.3.14 Unlikely to uncerstand or comply with the protocol requirements.

4.3.15 " Women who cannot reach the source of emergency medical care

that serves the aborion center within  —— from (a) their
home or place of work and (b) the abortion center.
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STUDY MIEDICATION

5.1 Assignment of Study Mecicztion

This is a multicenter trial evaluating the effectiveness, safety and acceptability 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 | - 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.

wn
o

Dosage and Adminisiration

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 swudy center for the second visit on Day 3 to receive oral
misoprostol (400 pg as two 200 pg wblets). The subjec: 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 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.
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Prciaging

A Mureprisione Miregmsiene will be providzo 23 2.0 2 Loks of
micronized mirepristone.

B) Misoprostol Misoprostol will be obtainad locally by each

investigator as 200 ug tablets of commercially
available misoprostol.

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

A) Mifepristone Mirepristone will have a lzz2! which will include
product identification, expirzidon date, and drug
dose. In addition the following will be printed on
the labels: CAUTION: New drug. Limited by
Federal Law to Investigatior.zl Use. All medication
packets will be labelled with the protocol number.

B) Misoprostol Misoprostol will be obtzized locally by each
investigator as 200 pg tadiets of commercially
available misoprostol and discensed from the center
pharmacy.

Concomitant Medications

No salicylates, indomethacin, or any other drug whici inhipits prostaglandin
synthesis should be taken. If necessary, analgesics belonging to other
pharmacologic classes or spasmolytic drugs may be used. Drugs such as
trifluoperazine and related phenothiazines (for treatment of nausea and vomiting)
that could increase the risk of hypotension must be aveicad 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 22 analyzed.
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9. STUDY PR CLED CRES

Eucn purtillpating swudy canter wul record on a daily oasis 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
sponspr 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 | (Admission, Day | of Study)

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

- Counseling.

- Medical, obstetrical and gynecological history.

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

- Bimanual pelvic examination.

- Urine praznancy test.

- Quantitative Serum BhCG.

- Vaginal ultrasound.

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

- Hemoglobin or hematocrit determination.
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Witiea inc.udes:

Aspartate aminotransferase, Alanine aminotransferase,
Alkaline phosphatase, Total Bilirubin, Blood urea nitrogen,
Phosphate, Creatinine, 24 hour fasting Glucose, Albumin,
Lactate dehydrogenase, Potassium, Sodium, Chloride,
Bicarbonate, Uric Acid, Calcium, as well as Cholesterol,
Triglycerides, and Total Protein

Hematology Panel (3mL)
Which includes:

Hemoglobin, Hematocrit, RBC, WBC with differential, Platelet
count*

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) wiil be swallowed by the subject with no more than 240 mL of
water in the presance of a member of the center’s study staff who will record the
date and ume of the administration.

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

Subiects will b2 given a ¢opy of the informed consen: and patient diary card
describing sympioms which require emergency treatment. These include: 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 physigians) 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 datz and time should be recorded on the subjects diary.
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peciormed:
- Clinical examination.

. - [f the patient believes that expulsion occurred prior to Visit 2, the date and
ime 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, the misoprostol will be administered.

- Brief interview and review of the diary.

- 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.

- Food should be withheld for one hour prior to and one hour post the
acministration of misoprosiol. The two tablets of misoprostol (400 pg total) will
be swallowed by the subject with no more than 240 mL of water in the presence
of 2 member of the center’s study staff who will record the date and time of the
administration.

- 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:

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

: none
: miid
moderate 381
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- At th2 ons2! of any abdominal pain. 2 foliowinz will be razordag:
Intensity, recorded as: nore. mild. moderate, or severs.
. Duration, documenting any t-2ztm2nt as a concomitant medication.

- Blood pressure and heart rate at Zouciz intarvals unless more freguent
readings are indicated.

- Time of expulsion, if occurring during the observation period.
- Any unexpected symptom or clinicz: Iinéing.

The use of intramuscular sulprostone in combinzZon with mifepristone in previous
studies has occasionally precipitated an episoce oI hypotension usually associated
with bradycardia. In extremely rare circumsiznces this previously utilized
treatment regimen has been associated with myccardial infarction and ventricular
tachycardia. These complications are ver- =xiixely with the combination of
misoprostol and mifepristone. However, anv .ificant fail in blood pressure or
significant change in heart rate, however (=zhsiznz, following the administrztion
of misopros:ol will be recorded and the suz a2z coserved for at least thrze hours
after their blood pressure and heart rate nzve r2rumed to baseline. In case of
chest pain, hypotension or cardiac arrhvizmiz. an ECG should be performed
immediately and if required adequate resuscizzzon should be underaken.

The cycle immediately following the adminiziz=z=ox of mifepristone is ovuiarory.
Therefore, subjects will be counseled 0 initiate contraception.  Barrier
contraception may be initiated within thres cz's of misoprostol adminisiration.

- A gynecological examination will be paricrmac to determine if products of
conception remain in the vagina or cervix.

- A very active attempt should be made to cenrzz: any subject who fails to appear

strongly discouraged. Misoprostol may =2 zcministered between 36 and €0
hours after mifepristone administration.
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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 utezine blesding. Subjects who
experience bleeding post Day 15 should be followed-up via telephone until the
bleeding has stopped or intervention is clinically indicated.

- Assessment of hemoglobin or hematocrit if indicatad,
- Blood samples will be collected for:

Chemistry Panel (4mL)
Which includes:

Aspartateaminotransferase, Alanine aminotransferase, Alkaline phosphatase,
Total Bilirubin, Blood urea nitrogen, Phosphate, Creatinine, 24 hour fasting
Glucose, Albumin, Lactate dehvdrogenase, Potassium, Sodium, Chloride,
Bicarbonate, Uric Acid, Calcium, as well as Cholesterol, Triglycerides, and
Total Protein

Hematology Panel (3mL)
Which includes:

Hemoglobin, Hematocrit, RBC, WBC with differential, Platelet count

A total of twelve (12) subjects per each group of amenorrhea
duration, for a total of thirty-six (36) per center will be
involved in these assessments at six (6) selected centers. Thus,
a total of 216 subjects from the entire study population will
participate.*

- Verification of any concomitant medications or other therapeutic measures since
Visit 2.
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examination. If necessary, perform ultrasonography and/or urine praznancy test.

- In instances where the medical abortion method has failed, eithar completely or
partially, perform the necessary additional surgical procedure. In the subjects for

whom a surgical procedure is required, schedule a follow-up visiz as ner Section
6.6 balow.

- Examine the subject’s view of her abortion experience including her view of the
experience relative to expectations; assessment of discomforts and side effects;
tuming and place of abortion; satisfaction with the experience; comzzrison to any
previous abortion experience; best and worst features of the method being
assessed in the trial; attitude toward self-administration of prostagiancin 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 completeiv, accurately
arnd 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
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.

6.4  UNSCHEDULED VISITS

At Visits 1 and 2, subjects will be advised that they may return to the study
cenier at any time if they experience medical problems associz:iad with the
mecical abortion or for any other medical problem. Atany unscheculed visits the
following will be recorded:

- Rzason for the visit,

384
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- Inrormaticn regarding utilization of anv other medical resource:.

- Prognancy siatus at onset of visit.

o -

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

- Any medication administered during visit as well as any medications prescribed.
- Any procedures conducted during the visit.

- 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.

6.5 MEDICAL ADVISORY COMMITTEE

[f serious 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
consultation with the Medical Advisory Committee.

6.6 FOLLOW-UP

Subjects who are enrolled and receive either or both drugs in the study and
undergo surgical abortion at any time during their enrollment 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.

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 report forms and in the patients medical records. In all cases of withdrawal
the subjects must be encouraged to have surgical abortions. If any subject refuses
surzical atortion. the investigator must record that the subject uncderstands the
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coniiete wbortion has no: been confirmed for a period of at least 30 years
tollowving Qe subject’s last visic 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 régifnen
for any reason will be assessed for the completeness of the abortion, if possible.
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.

7. ADVERSE EXPERIENCES
7.1 General Aspects
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 it severity and relationship to study drug.

Serious or unexpected adverse events will be immediately reported by the investigator
by telephone to:
Dr. Irving Spitz
Dr. C. Wayne Bardin
The Population Council, Inc.
(800) 327-8730
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 permanentl}} 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,
ceverivs or Trageoengy in the curmint fnvastizator’s brochure for the studvt) adversg

ke
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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 usunal
activity), érug cause-effect relationship and the outcome of the event. The investigator
wiil also note if any action was taken regarding the test drug (temporarily or permanently
discontinued) and if therapy or hospitalization was required.

ETHICAL ASPECTS

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, mus: 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 languzge she understards 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 intérviewed 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 initated 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.
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The investigator 1s committed, in compliance with FDA regulations, to Inform the
IRB of any emergent problems, serious adverse reactuons or protocol
amendments.

C. Protocol Amendments

Any amendment to the protocol will be with mutual agreement between the
investigator 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.

D. Studv Monitoring

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.

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 hospial medical records, at regular
intervals throughout the study. These inspections are for the purpose of assessing
the progress of the study, verifying acdherence :o the protwocol, determining the
completeness and exactness of the data being enz2red on the case report forms and
assessing the status of study drug storage anc asscuntatiiity, 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).

ADMINISTRATIVE ASPECTS

A, Curricula Vitae

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.
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forms for the unscheduled visits will be filled out. At the visits on Days | and
15, acceptability questions will be asked, and the data recorded.

Acceptability questions will be asked on the day of surgical abortion 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
visible, and putting the correct information next to the incorrect data. A
reasonable explanation must be given by the investigator for all missing data.

C. Datza Retrieval

At intervals during the siudy 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.

D. Records Retention

Except as otherwise 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
indication 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 until 2 years
after the investigation is discontinued and FDA is notified.

E. Studv 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.

28%
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8.1 Popuiztion Analyzed
All subjects 1o whom mifepristone has oe2n administered will be included in the
analvses.

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 results.

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 besn terminated by Visit 3 (Day 13), this will
be considered a failure.

FAILURES

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

Medical failures are of two types:

1) persisting pregnancy at Visit 3 (Day 15).

it) meadically indicated surgical intereniicn because of:
a) incomplete expulsion at Visit 3 (Day 15).
b) serious adverse advents that warrant early surgical interruption of
pregnancy.

Acceptability failures are deemed to have occurred when subjects request surgical
interTuption of a persisting pregnancy before Visit 3 (Day 15) without medical

necessity.

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

330
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pregrancies ds of Visit 5 are considered failures. Tie method success fae s 1-
MER for any day or cumulative analysis. Women with persisting pregnzncies 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 last
observation in the calculation of gross rates.

The rotal failure rare (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
pregnancies 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 failures will undergo vacuum aspiration or dilation and curettage. Material
will be submitted for pathclogical examination.

B) Safery

Sarety will be assessed utilizing the following parameters:

- Durzzion and severity of uterine bleeding; data obtained from subject diary,
determination of hemoglobin, by treatment (e.g., transfusion, surgical nrocedure)

necessary secondary to heavy and prolonged uterine bleeding.

- Occurrence of any adverse event or abnormal clinical finding (e.g., signs of
pelvic infection).

- 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.

Saferv data will include all safety parameters at all visits both scheculed and
unschaduled, as well as data collected in the subject’s diary, of all subjects to
whom mitepristone has been administerad. 361
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The asoosimenizowill B2 made on the basis of answers ‘o questions concerning:
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satisiaction with the information and counseling,

satistaction 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
provicers.

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,
suburb, or rural area. The association of these factors with:

- adherence to the protocol

- complications and side effects

- failure {and type of failure)

- patient satisfacdion with medical abortion
- provider comfort with medical abortion

will be analyzed.
ANALYTIC METHODS

8.2.0. A detiled plan, outlining in advance the statistical evaluation of each
baseiine, safety and efficacy variable, will be submitted to file prior to
statistical examination of the data. Essential features of this plan, as
presently anticipated, are described below. 392
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Liretable Analysis of Efficacy: Single and muitipie decrzment faiiure
rates for each type of failure and for the total failurs rate will be analyzed
for each amenorthea 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 modeis will be employed to

evaluate efficacy. Successful abortion, incomplete expulsion, early
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., incompiete 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 (ocmnibus) effect of amenorrhea
status. Additionally, pairwise contrasts among the amenorrhea groups will
be evaluated. Both the overall effect and pairwise erfects will be
examined using traditional hypothesis tests to assess the complere response
vector (i.e. all fallure categories considered simuitaneously). 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 tvpe I error rate of 0.05.
Equivalence tests will be performed hsing 90% confidence intervals
(which mathematically correspond to a type I error rate of 0.05) and an
equivalence interval of % 5 percentage points.

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 Tlgures.
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8.2.5. Baseline Sarety Analysis. Qualitative baseline and safety variables wiil be
systematically summarized in appropriate patient groupings for
examination by the medical reviewer, Descriptive statistics for baseline
and safery variables that are suitzble for quantitative analysis will be
displayed in tables and figures. Furthermore, these variable will be
evaluated across amenorthea 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 @ meaningful difference across amenorrhea groups, will be
considerzd for use as covariate or blocking factor in the efficacy analysis.
As a conservative measure to incrzase statistical power, variables
exhibiting p-values of 0.20 or less will be singled out to assess their
potential relevance to the safetv 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
both univanate and multivariaze tecaniques.

9. RISK-BENEFIT ASSESSMENT

Experience gained to date with the use of mifepristone and prostaglandin for the
termination of early pragnancy indicates that this has few side effects and a frequency
of short-term complicz:ions 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, \fomiting and diarrhea. In addition,
bleeding for several dzys is common. For these complaints, appropriate medication can
be prescribed when rzquired. Occasionally, heavy uterine bleeding may necessitate
emergency curettage znd, very rarely, blood transfusion.
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with amenorrhea of no more than 49 days before administration of mifepristone.
In women with amenorrhea of 50 to 63 days before they received mifepristone, this
new information suggests that as many as one in four may require some form of
surgical procedure. There are a number of reasons for such a surgical procedure
including continued pregnancy, incomplete abortion, or excess bleeding. This excess
bleeding may be similar to that which occurs during a spontaneous miscarriage (i.e.
more than a heavy menstrual period). The possibility of experiencing excess
bleeding increases with increasing duration of amenorrhea** .

Following a treatment regimen involving the intramuscular injection of the prostaglandin
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 oft2n associated with subjects who were

eavy smokers, and still these complications are exzamely 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 :hz: mifepristone does not have any
teratogenic etfects. There are insufficient data to evzizate the effects of mifepristone on
the human fetus. In one subject in France who tccx mifepristone and failed to abort,
pregrancy was terminated at 1S weeks because oI fetal abnormalities. The precise
relationship to mifepristone could not be established®. Thus, in the event of a coninuing
pregnancy, surgical abortion should be performed. Misoprostol has been reported to be
teratogenic and is reported to be associated with malicrmations 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, e:c). Nor does medical abortion
carry any anesthetic-related risk.

No financial renumeration will be offered to poten:izl siudy participants.

(&%)
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i0. SIGNATURES

[ nzve read che forzving protocel and cgree o conduct iz Ll as cutlined.
/ /

Signature of Investigator M D Y
_ / /

Signature of Sponsor M D Y
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Amendment 3
May 5, 1995

Tabhle 1
Visit | Visit 2 Visit 3

Counseling X
Medical, OB-GYN History | X ;
Medical Examination X X X
Pelvic Examination X X X
Urine Pregnancy Test X ’ X*
Quant., Serum BhCG X : 4 , X*
Vaginal Ullm‘soun(l X X* X
Blood Typing including Rh X
I-Iemoglolﬁn or Hematocrit Determination X ' X*
Administration of Mifepristone X
Administration of anti-D globulin ' X*
Administration of Misoprostol _ X

5 |

~t& Interview and Review of Diary X X

* - To be conducted if indicated

MIF 002247




Refererncss .

—
(/1

piize LML and Bardin, CoWv., 'RU 438-A moduizior of progasin and

glucocorticoid action,” N Engi J Mced. pp. 404-12, 1533,

-

3]

Ulmann, A., Silvestre, L., Chemma, L., Rezvani, Y., Renault, M., Aguillaume,
C.J., and Baulieu, E.E., "Medical termination of early pregnancy with
mirepristone (RU 486) followed by a prostaglandin analogue,” Acta Obster
Gvnecol Scand, vol. 71, pp. 278-83, 1992.

L)

Kiitsch, M., "Antiprogestin and the abortion controversy. A progress report.,"
Fam. Plan. Perspectives, vol. 23, pp. 275-81, 1991.

Peyron R., Aubeny, E., Targosz, V., Silvestre, L., Renault, M., Elkik, F.,
Lecierc, P., Ulmann, A., and Baulieu, E.E., "Early termination of pregnancy
with mitepristone (RU 486) and the orally active prostaglandin misoprostol,”
New Engl. J. Med., vol. 328, pp. 1509-1513, 1593.

.J;

5. Thong, K.J. and Baird, D.T., "Induction of abortion with mifepristone and

misoprostol in early pregnancy,:" Br. J. Obsrer. Gynaecol., vol. 99, pp. 1004-7,
1692.

6. Pons, J.C., Imbert, M.C., Elefant, E., Roux, C., Herschkom, P., and Papiernik,
E.. "Development after exposure to mifepristone in early pregnancy,” Lancer,
vol. 338, p. 763, 1991.

.\l

Foresca, W., Alencar, A.J.C., Mota. F.S.B., and Coelho, H.L.L., "Misoprostol
anc congenital malformations." Larncer, vol. 338, p. 56. 1991.

APPEARS THIS WAY
ON ORIGINAL

LA)
(W)
(e

MIF 002248



APPENDIN |

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 B

1. Purpose and aims of the studv

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 nesded to maintain pregnancy. One
of mifepristone’s actions is to interrupt pregnancy in its early stages. Prostaglandins are
natural substances made by the lining of the womb during menstruation and cause
contraction of the womb. Recently obtained information supports the statement that
mifepristone plus misoprostol cause abortion in approximately 95 percent of women
whose first day of their last menstrual period occurred no more than 49 days before
administration of mifepristone. In women whose first day of their last menstrual
period occurred from 50 to 63 days before they received mifepristone, this new
information suggests that as many as one in four may require some form of surgical
procedure. There are a number of reasons for such a surgical procedure including
continued pregnancy, incomplete abortion, or excess bleeding. The possibility of
experiencing excess bleeding increases with increasing duration of amenorrhea>*

Major adventages of this method of pregnancy termination are that no surgical
instrumenis 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. Mifeprisione 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 lass.
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The aims of the present study are to determine the safety, efficacy and acceptability of
mifepristone plus misoprostol for pregnancy termination in women who are 63 days or
less from the first day of the last menstrual period. Three groups of women who are less
than 50 dayvs; 50 through 56 days and 57 through 63 days from the first day or the last
menstrual period will be included in the study. This study is being performed as a
requirement for registration of mifepristone plus misoprostol with the U.S. Food and
Drug Administration (FDA) so that these products can be used for pregnancy termination
in the U.S.

2. Clinic visits

[ understand that at my inital 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. 1 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 durauon of
my pregnancy will be determined. Also I will be given a blood test for the Rh factor in
my blocd. If I 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.
I understand that I may be asked for additional blood samples (about 2 teaspoons)
to be collected to measure the levels of different substances normally in my blood,
as well as determine the normal characteristics of my blood. If I decide not to have
additional blood samples taken, I may still continue to participate in the study* .
In order tc terminate my pregnancv, I will tcke three tablets cf mifeprisione (first
medication) orally in the presence of studv personnel. Two days later, I wili return to
the clinic (visit 2) even if I believe I have aborted and will take two misoprostol tablets
(second medication) by mouth if I have not aborted. IfI take the second medication, the
duration of my stay at the clinic at the second visit will be approximately four hours,
during which time I will be closely monitored by the study team. During this time, there
is an 60-80% chance that abortion will occur. If I come to the clinic in a car, I will be
sure to arrange for someorne else to drive me home from this visit, and undersiand that
[ will not ¢rive myself home.
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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 for several days. I understand that the
amount of bleeding may be similar to that which occurs during a spontaneous
miscarriage (i.e. more than a heavy menstrual period). The risk of heavy bleeding
increases after 49 days since the first day of my last menstrual period** . I should
use sanitary napkins until the uterine bleeding or spotting ends and not use tampons. As
with surgical abortion, I cannot resume douching until the bleeding stops (about 10-12
days). I should not resume sexual intercourse for eight to ten days after taking the
prostaglandin, by which time most abortions would 2zve been completed.

[ 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 produc:s of conception, I will not be able
to tell whether the method has been effective as par: of the placenta may still remain in
the uterus. This is why it is important to return to the clinic for a follow-up, visit 3, so
that the clinic staff can determine if the abortion is complete.

A further appointment will be made for me to return. o the clinic two weeks after taking
the first tabler (visit 3), to ensure that the treatmen: has been effective. I understand
that I may again be asked for additional blood samples (about 2 teaspoons) to be
collected to measure the levels of different substanczs normally in my blood, and to
determine the characteristics of my blood. If I decide not to have additional blood
samples taken, I may still continue to participate in the study.* If the treatment
has not besn effective; then a surgical procedure cailed vacuum aspiration or dilatation
and curettage will be carried out at that time to compiete the abortion. This is the same

>

** Amendment 3 dated May 2, 1995

MIF 002251



- 'BEST POSSIBLE COPY

£V i LUAVION  Cr Vi SUUICACY, SASZTD LD R JIIZFTI.SILLTU OF
MIFZPRISTONE AND M ISCERUSTOL [N (NDLJINCG AECRTI0N i PRESGNANT
WOLZN WIT AMENCENEZ . oFr P T 5 DTS

PROTOCOL NUMBER: 166 B

surgical procedure that would have been used had I elected to undergo surgical
abortion in the first instance. I will be sure to have arranged for someone else
to drive me home from this visit, and understand that I will not drive myseif
home. If I notice a vaginal discharge with odor after treatment, this may indicate
an infection. I will contact my physician for an appointment.

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

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

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
[ undersiand that an advantage of the mifepristone/misoprosiol medical method for
pregnancy termination is that it avoids a surgical procedurs. There is no anesthesia-
related risks or risk of uterine perforation or cervical canal injury which may rarely be
observed after surgical termiration of pregnancy. Another benefit is the satisfaction of
participating in the study that wiil make mifepristone/misopros:ol availabie to women in
the U.S.

4. Risks and discomforts )
I understand that drawing blood for the tests at the {irst and third visits 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. 402
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I understand that I should not take aspirin, Motrin®, ibuprofen (Advii®) or any
other drug known to block the action of prostaglandins. However, I may tzke
Tylenol® and I may receive stronger medications for pain from my doctor. I
uncerstand that cramps and abdominal pains are usual and an expected part of the
abortve 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 returmning home. I understand that uterine
bleeding, similar to that which occurs during a spontaneous miscarriage (i.e.
more than a heavy mensirual period) and lasting at least one week, may be
expected. The risk of heavy bleeding increases after 49 days since the first
day of my last menstrual period** 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 based on
prior studies and recently obtained information, abortion after
mifepristone/misoprostol is successful in termination of pregnancy in approximately
95 of treated women whose first day of their last menstrual period occurred no
more than 49 davs before administration of mifepristone. In women whose first day
of their last menstrual period occurred from 30 to 63 days before they received
mifepristone, this new information suggests that as many as one in four may require
some form of surgical procedure.**
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When abortion is incomplete, vacuum aspiration or dilatation and curettage are
recommended to terminate bleeding and prevent anemia. When abortion does not
occur, surgical rermination of pregnancy is recommended because of the possible
risk to the fetus. I have previously agreed to this procedure.

There have been no serious heart conditions in the 52,000 women using the combination
of drugs in the study for pregnancy termination. However, serious cardiovascular
complications, including one fatal heart attack occurred during medical abortion using
a different drug combination. These heart conditions have occurred usually in women
who are heavy smokers or have increased blood fats, diabetes, high blood pressure, or
family history ot 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 erfects.

5. Alternative Statement

I know that my pregnancy could be terminated by a surgically performed abortion
procedure (dilatation and curettage or vacuum aspiration). The possible advantages and
disadvantages of a surgical rather than a medical termination have been explained to me.
The advantages of surgical termination of pregnancy is that this is a one day procedure.
The risks associata¢ with surgical abortion are minimal. These include the risk of an.
anesthetic procedurz. In the U.S., less than [ % 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. Physical Injury Statement
If I require medical treatment as a result of physical injury arising from my participation
in this study, immediate, essential, short-term medical care and treatment as determined
by the doctors in this study will be made available without charge to me. There will be
no monetary compensation for any other care, but medical consultation and appropriate
referral services are available. Further information on the availability of medical care
and treatment for any physical injury resulting from my participation in this study may
be obtainad from the Invectigater, Dr. (telephone: ).
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.

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: ).

8. Offer to Answer Questions and Fresdom to Withdraw from the Study
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/her medical judgement it is in the best interest of my health or if it
becomes impossible for me to follow the experimenrtal 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 nsk,
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 future medical care
from the hospital or the clinic, or my participation in the study. I understand that I can

405
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10, Subject’s Statement

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

Date Signature of Volunteer

11. Investigator’s Statement
I, the undersigned, have explained to the volunteer in the language which she speaks the

procedures to be followed in this study and the risks and benefits involved.

Date Signature of Investigator

Date Signature of Witness to the
Above Signatures and Explanation
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Change:
Change:

Change:

i

1

The Population Council to The Popuiation Council,
Inc.

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

SAFETY ASSESSMENT COMMITTEE to
MEDICAL ADVISORY COMMITTEE

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

Change:
Change:

Add:

Add:

Change:
Add: 4.1.3

Add: 4.2.9

. delete

Add:

heart condition to heart complications

as close as possible to as closely as possible

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.

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

institutional insurance to general liability insurance
Residents of the United States

Resident of the United States

or hematocrit below 30%

Delete :
Add:

Change to:

Subjects with an TUD in place.

Women who cannot reach the source of emergency
medical care that serves the atortion center within
—" from (a) their home or place or work
and (b) the abortion center. 407
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B) - Changeto:  Misoprostol will be obtained locally be each
investigator as 200 pg tablets of commercially
available misoprostol.

P. 9: Section 5.4: A) Change to:  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) Changeto:  Misoprostol will be obtained locally by each
investigator as 200 pg tablets of commercially
available misoprostol and dispensed from the center

pharmacy.
P. 9: Section 5.5 Change: hvpertension to hvpotension
paragraph 1 Change: should be avoided to must be avoided
P. 10: Section 6.1: Change: Serum BhCG test to quantitative serum BhCG.
Change: Determination ofblood group and Rh status to

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

P. 10: Last paragraph: Add: No more than 240 ml.

P. 11: Second paragraph: Change: Subjects will be given written information to
Subjects will be given a copv of the informed
consent and patient diary card.

Change: ... which receives patients ... to which cares for
patients.
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 difTicult to
confirm that an abortion at this time is complete,
nearly all subjects will require misoprostol. If
however, the physician can verify unequivocally
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Delete:

Add:
Add:
Delete:
9/6/94

last
paragraph

Change to:

Add:

Add:

Add:

Change
Heading:

Change

tint complere aborzion s dctirrac, the
misoprostoi wiil not be adminisiered. If the
abortion is inzomupiete cr if tere is any
uncertainty about the completiness of the

abortion, the misoprostol will be administered.

, if indicated.

No more than 240 ml

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.

Subjects who experience bleeding post Day 12
should be followed-up via telephone until the
bieceding has stopped or intervention is clinically
indicated.

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.

Safety Assessment Committee to Medical Advisory
Commuttee.

Safety Assessment Committee to Medical Advisory
Body: Committez 0"
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P 16 Secuon6.7. Addr A center must retain its records with respect to
first paragraph ) a subject who withdraws from the stud: after
ingesting mifzpristone and for whem a complete
aportion has aoi Seen coniirmed Jur a periog of
. at least 30 years following the subject’s last visit
to the center.

P. 16: Section 6.7 Change: Day 6 to 60 hours

Second paragraph

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

P.20: SectionD: Add: Except as otherwise explicitly set forth 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: Admunistration of === to Administration of
anti-D globulin

Informed Consent:

Section 1 Change: Approximately ==—==3~to over 150,000

Section 2 Clinic Visits:
Second paragraph last sentence:

Change: or third visit to, 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.
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The protocol is being amended in order to determine if any changes occur in the blood
chemistry or hematology parameters of subjects following the administration of
mifepristone and/or misoprostol. Blood samples will be collected as outlined below.

The following additions to the protocol are indicated.

Blood samples will be collected prior to the administration of mifepristone at Visit 1 for
the following: (page 10 of protocol)

Chemistry Panel (4mL)
Which includes:

Aspartate aminotransferase, Alanine aminotransferase,
Alkaline phosphatase, Total Bilirubin, Blood urea
nitrogen, Phosphate, Creatinine, 24 hour fasting Glucose
Albumin, Lactate dehydrogenase, Potassium, Sodium,
Chloride, Bicarbonate, Uric Acid, Calcium, as well as
Cholesterol, Triglycerides, and Total Protein

b

Hematology Panel (3mL)
Which includes:

Hemoglobin, Hematocrit, RBC, WBC with differential,
Platelet count

Blood samples will again be collected at Visit 3 (Day 15) for the same measurements
listed (page 135 of protocol) above.

A total of twelve (12) Subjects per each group of amenorrhea duration, for a total of
thirty-six (36) per center will be involved in these assessments at six (6) selected centers.
Thus, a total of 216 subjects from the entire study population will participate.

The notification process (contact and telephone number) Section 7.1 is modified to
remove —————" telephone number and

insert:  Dr. Irving Spitz or Dr. C. Wayne Bardin
The Population Council, Inc.
(800) 327-8730

411
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The informed consent text was modified to reflect the additional blood collections for
chemistry and hematology. (on pages 30, 31, 32).

Section 2 Clinic Visits
Ist paragraph

...... could endanger any future pregnancy. [ understand that I may be asked for additional
blood samples (about 2 teaspoons) 1o be collected to measure the levels of different
substances normally in my blood as well as determine the normal characteristics of my
blood. [fI decide not to have additional blood samples taken, I may still continue to
parucipate in the study. In orderto.. .

3rd paragraph

....... treatment has been effective. [ understand that [ may again be asked for additional
blood samples (about 2 reaspoons) (o be collected to measure the levels of different
substances normally in my blood, and to determine the characteristics of my blood. If [
decide not 1o have additional blood samples taken, I may still continue to participate in
the study. If the treatment.. .

Section 4 Risks and Discomforts

Ist paragraph, st sentence

APPEARS THIS WAY
ON ORIGINAL

MIF 002262
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surgical procecures in Groups 2 and 3
The addizions 1o the prowceel and intcrmed consent are indicated.

Informed Consent

Page 23 add:

Recently obtained information supports the statement that mifepristone plus misoprostol
cause abortion in approximately 95 percent of women with amenorrhea of no more than 49
days before administration of mifepristone. In women with amenorrhea of 50 to 63 days
before they received mifepristone, this new information suggests that as many as one in
four may require some form of surgical procedure. There are 2a number of reasons for such
a surgical procedure including continued pregnancy, incomplete abortion, or excess
bleeding. This excess bleeding may be similar to that which occurs during a spontaneous
miscarriage (i.e. more than a heavy menstrual period). The possibility of experiencing
excess bleeding increases with increasing duration of amenorrhea.

Page 29 delete:

During the early stages of pregnancy, mifepristone plus misoprostol cause abortion in
approximately 95 percent of women.

Page 29 add:

Recently obtained information supports the statement that mifepristone plus misoprostol
cause abortion in approximately 95 percent of women whose first day of their last
menstrual period occurred no more than 49 days before administration of mifepristone. In
women whose first day of their last menstrual period occurred from 50 to 63 days before
they received mifepristone, this new information suggests that as many as one in four may
require some form of surgical procedure. There are a number of reasons for such a surgical
procedure including continued pregnancy, incomplete abortion, or excess bleeding. The
possibility of experiencing excess bleeding increases with increasing duration of
amenorrhea.

Page 31: Section 2
Add:
I understand that the amount of bleeding may be similar to that which occurs during a

spontaneous miscarriage (i.e. more than a heavy menstrual period). The risk of heavy
bleeding increases after 49 days since the first day of my last menstrual period.

MIF 002263



Page 33: Section 4
Add:

I understand that uterine bleeding, similar to that which occurs during a spontaneous
miscarriage (i.e. more than a heavy menstrual period) and lasting at least one week, may be
expected. The risk of heavy bleeding increases after 49 days since the first day of my last
menstrual period.

last paragrapn
Add:

T understand that based on prior studies and recently obtained information, abortion
after mifepristone/misoprostol is successful in termination of pregnancy in approximately
95% of treated women whaose first day of their last menstrual period occurred no more
than 49 days before administration of mifepristone. In women whose first day of their last
menstrual period occurred from £0 to 63 days before they received mifepristone, this new
information suggests that as many as one in four may require some form of surgical
procedure.

APPEARS THIS WAY
- ON ORIGINAL
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Appendix A.1, Table 25 (Continued)
Adverse Events
tPatients with Any Adverse Event] .

Center Number: 2 .

Patient Visit 1 Visit 2 Visit 3 Start Stop Severity Action Resated Outcome
Number Date Date " pate Description Date Date (1) (2) (3] ) (4]
.
001 11/02/94 11/04/94 11/16/94 NAUSEA 11/02/94 11/02/94 3 1 3 1
INTERMITTENT HEADACHE 11/02/94 11/03/94 2. 2 2 1
CRAMPING 11/02/94 11/03/94 2 1 3 1
INTERMITTENT NAUSEA AND VOMITING 11/03/94 11/04/94 3 1 3 1
HEAVY BLEEDING 11/04/94 11/04/94 3 1 5 1
CRAMPING 11/04/94 11/04/94 3 1 7 1
HEADACHE 11/05/94 11/05/94 2 2 4 1
CRAMPING 11/06/94 11/07/94 2 2 6 1
HEAVY BLEEDING 11/07/94 11/07/94 3 1 6 1
HEADACHE 11/11/94 11/11/94 1 2 1 1
002 11/02/94 11/04/94 11/16/94 MOOD SWING - 11/02/94 11/02/94 2 1 2 1
LOOSE STOOLS 11/03/94 11/04/94 2 1 2 1
HEAVY BLEEDING 11/03/94 11/05/94 3 1 3 1
LOSS OF APPETITE 11/04/94 11/07/94 3 1 6 1
CRAMPING 11/04/94 11/08/94 2 2 ? 1
003 11/02/94 ' 11/04/94 11/16/94 VAGINAL INFECTION 11/03/94 1 2 1 1
BLADDER INFECTION 11/09/94 2 2 1 1
CRAMP ING 11/03/94 11/04/94 2 2 3 1
HEAVY BLEEDING 11/04/94 11/04/94 3 1 7 1
CRAMPING 11/04/94 11/04/94 3 1 7 1
ALLERGIES NASAL CONGESTION 11/05/94 11/05/94 1 2 1 1
CRAMPING 11/05/94 11/05/94 ‘1 1 7 1
[1} Severity: 1=Mild, 2=Moderate, l=Severe
{2) Action Taken: 1=None, 2=Drug Therapy, 3=Hospitalization, 4=Other
[3} Study Drug Related: 1=Not Related, 2:=Possible w/ Mifepristone, 3=Probable w/ Mifepristone,
4=Possible w/ Misoprostol, S=Probable w/ Misoprostol, 6=Possible w/ Combination,
7=Probable w/ Combination
(4) Outcome: 1=Recovered, 2=Improved, 3=Unchanged, 4=Worse, 5=Death
b= [5] Value is unknown.
o
[~ . .
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The Population Council

Protocol 166A

Center Number: 2

Appendix A.1l, Table 25
Adverse Events

{Cont inued}

[Patients with Any Adverse Event]

Page 44 of 238

Patient Visit 1 Visit 2 visit 3 Start Stop Severity Action Rélaced Outcome

Number Date Date Date Description Date Date [1) [2) (3] : {4)

004 11/02/94 11/04/94 11/17/94 CRAMPING 11/02/94 11/03/94 1 1 3 1
HEADACHE 11/03/94 11/03/94 2 2 1 1

005 11/02/94 11/04/94 11/16/94 CRAMPING 11/02/94 11/04/94 1 1 2 1
CRAMPING 11/04/94 11/04/94 3 2 7 1
CRAMPING 11/04/94 11/04/94 1 1 7 1
HEADACHE 11/08/94 11/08/94 2 2 1 1
HEADACHE 11/11/94 11/11/94 2 2 1 1

006 11/07/94 11/09/94 11/21/94 DIZZINESS 11/07/94 11/07/94 1 1 2 1
CRAMTS 11/08/94 11/09/94 1 1 3 1
CRAMPS 11/09/94 11/10/94 2 2 7 1

007 11/07/94 11/09/94 11/21/94  SPOTTING 11/08/94 11/08/94 1 1 3 1
CRAMPING 11/08/94 11/08/94 1 1 3 1
CRAMPS 11/09/94 11/11/94 2 2 7 1
HEAVY BLEEDING 11/09/94 11/11/94 2 1 ki 1
CRAMPS 11/12/94 11/12/9a 1 1 6 1

oos 11/07/94 11/09/94 11/21/9%4 VOMITING 11/07/94 11/08/94 2 1 3 1
NAUSEA 11/07/94 11/08/94 2 1 3 1
CRAMPING 11/09/94 11/09/%94 2 1 7 1
HEAVY BLEEDING 11/10/94 11/13/94 3 1 7 1
CRAMPS 11/10/94 11/11/94 2 1 7 1

(1) Severity: 1=Mild, 2=Moderate, 3=Severe

[2] Action Taken: 1=None, 2=Drug Therapy, 3=Hospitalization,

[3) Study Drug Related: 1=-Not Related, 2=Possible w/ Mifepristone, 3=Probable w/ Mifepristone,

4=Possible w/ Misoprostol, S=Probable w/ Misoprostol, 6=Possible w/ Combination,
7«Probable w/ Combination .
[4]) Outcome: 1=Recovered, 2=Improved, 3=Unchanged, 4=Worse, S5eDeath
[5]) Value is unknown.
I~e
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The Population Council

Protocol 166A

Center Number: 2

Appendix A.1, Table 25
Adverse Events

(Cont inued)

{patients with Any Adverse Event]

i

Page 45 of 238

Patient Visit 1 Visgit 2 Visit 3 Start Stop Severity Action Reﬁaced Qutcome
Number Date Date Date Description Date Date (1) {2} {3} ) {4)
L}

008 (Cont.) VOMITING 11/10/94 11/10/94 1 1 7 1

009 11/07/94 11/09/94 11/23/94 NAUSEA 11/07/94 11/07/9%4 2 1 3 ‘1
CRAMPS 11/07/94 11/07/94 2 2 3 1
VOMITING 11/07/94 11/09/94 2 1 3 1
CRAMPING 11/09/94 11/09/94 3 2 7 1
VOMITING 11/09/94 11/09/94 2 2 3 1

010 11/07/94 11/09/94 11/21/94 HEADACHE 11/07/94 11/09/94 2 2 4 1
SHOOTING PAINS IN LOWER STOMACH 11/08/94 11/08/94 3 1 3 1
CRAMPING 11/09/94 11/09/94 2 1 7 1
FATIGUE 11/10/94 11/10/94 2 1 4 1

011 11/07/94 11/09/94 11/21/9%4 NAUSEA 11/08/94 11/08/94 2 1 3 1
HEAVY BLEEDING 11/09/94 11/09/94 1 1 7 1
VOMITED 11/09/94 11/09/94 1 1 7 1
DIARRHEA 11/09/94 11/09/94 1 1 7 1
HA 11/09/94 11/10/94 2 2 6 1
CRAMPING 11/09/94 11/09/94 2 1 7 1

012 11/07/94 11/09/94 11/29/94 CRAMPS 11/08/94 11/09/94 2 1 3 1
NAUSEA 11/08/94 11/09/94 3 1 3 1
VOMITING 11/08/94 11/09/94 3 1 3 1
HEAVY BLEEDING 11/09/94 11/10/94 3 1 7 1

(1] Severity: 1=Mild, 2-Mcoderate, 3=Severe

[2) Action Taken: 1sNone, 2=Drug Therapy, 3=Hospitalization, 4=0Other

{3} Study Drug Related: 1=Not Related, 2-Possible w/ Mifepristone, 3=Probable w/ Mifepristone,

4=Pogsible w/ Misoprostol, S=Probable w/ Misoprostol, 6=Possible w/ Combination,
7=Probable w/ Combination

{4) Outcome: l=Recovered, 2=Improved, 3=Unchanged, 4=Worse, S=Death

{S] value is unknown.

J:\USA\166A\SASPGMS\APDXA1\final\ade.SAS 29NOV98:13:24 FINAL
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Protocol 166A

Appendix A.1, Table 25 (Continued)
Adverse Events
[Patients with Any Adverse Event) ‘

Center Number: 2

Patient Visit 1 Visit 2 Visit 3 ' Start Stop Severity Action Rélated Outcome

Number Date Date " Date Description Date Date f1) [2] {3) . {4}

012 (Cont.) CRAMPING 11/69/94 11/09/94 3 2 7 1
NAUSEA 11/09/94 11/09/94 k| 1 7 1 ,

CRAMPS 11/10/94 11/10/94 k) 1 7 1

CRAMPS 11/12/94 11/13/94 3 2 7 1

INTER. CRAMPS 11/14/94 11/17/94 2 2 6 1

013 11/07/94 11/09/94 11/21/94 CRAMPS 11/07/94 11/07/94 1 1 2 1

NAUSEA 11/08/94 11/09/94 2 2 3 1

HEAVY BLEEDING 11/08/94 11/09/94 2 1 3 1

ABDOMINAL PAIN 11/08/94 11/09/94 3 2 3 1

VOMITING ' 11/08/94 11/09/94 2 2 3 - 1

DIZZINESS 11/09/94 11/09/94 1 1 2 1

LOWER BACK PAIN 11/09/94 11/09/94 3 1 7 1

NAUSEA 11/09/94 11/09/94 3 2 ? 1

HEADACHE 11/09/94 11/09/94 1 1 2 1

CRAMPING 11/09/94 11/09/94 3 1 7 1

CRAMPS . 11/10/94 11/11/94 2 2 6 1

' SEVERE HA 11/12/94 11/12/94 3 2 6 1

(R} SIDE ABDOMINAL PAIN 11/12/94 11/12/94 3 1 6 1

014 11/07/94 11/09/94 11/21/94  CRAMPING 11/07/94 11/07/94 1 1 3 1

FATIGUE 11/08/94 11/08/94 1 1 2 1

LARGE APPETITE 11/08/94 11/08/94 2 1 2 1

CRAMPS 11/08/94 11/08/94 2 1 3 1

[1] Severity: 1=Mild, 2=Moderate, 3=Severe

[2} Action Taken: 1=None, 2=Drug Therapy, 3=Hospitalization, 4-Other

(3] Study Drug Related: 1=Not Related, 2=Possible w/ Mifepristone, 3=Probable w/ Mifepristone,
4=Possible w/ Misoprostol, S=Probable w/ Misoprostol, 6=Possible w/ Combination,
7=Probable w/ Combination

[4) Outcome: 1l=Recovered, 2=Improved, 3=Unchanged, 4=Worse, S5sDeath

[5) value is unknown.

—
(0]
~
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Protocol 166A

Appendix A.1, Table 25 (Continued)
Adverse Events
{Patients with Any Adverse Event] i

Center Number: 2 ‘

Patient Visit 1 visit 2 Visit 3 Start Stop Severity Action Reﬁated Outcome
Number Date Date Date Description Dare Date (1) (2] (3) * {4)
014 (Cont.)} VOMITING 11/09/94 11/09/94 2 2 2 1 |
CRAMPS 11/09/94 11/13/94 2. 2 7 1 , |
NAUSEA 11/09/94 11/09/94 2 2 2 "1
CRAMPS 11/15/94 11/21/94 1 2 6 1
015 11/08/94 11/10/94 11/25/94 NAUSEA 11/09/94 11/09/94 3 2 3 1
INSOMNIA 11/09/94 11/09/94 3 1 2 1
CRYING / SADNESS 11/09/94 11/09/94 3 1 2 1
CONGESTION 11/09/94 11/09/94 1 2 2 1
HEAVY BLEEDING 11/10/94 11/11/94 k] 1 7 1
CRAMPS ' 11/10/94 11/13/94 3 1 7 1
CRAMPING 11/10/94 11/10/94 3 2 7 1
CRAMPS 11/17/94 11/19/94 1 1 6 1
016 11/08/94 11/10/94 11/22/94 VAGINAL INFECTION 11/09/94 1 2 1 1
NAUSEA ‘ 11/08/94 11/09/94 1 1 3 1
CRAMPS . 11/08/94 11/09/94 1 1 3 1
' CRAMPING 11/10/94 11/10/94 1 1 3 1
CRAMPING 11/10/94 11/10/94 3 2 7 1
017 11/08/94 11/10/94 11/22/94 HEADACHE 11/08/94 11/08/94 1 2 1 1
BACKACHE 11/09/94 11/09/94 2 2 1 1
NAUSEA 11/09/94 11/09/94 2 1 3 1
DRY HEAVES 11/10/94 11/10/94 1 1 2 1

{1} Severity: 1sMild, 2=Moderate, J=Severe

[2) Action Taken: 1=None, 2s=Drug Therapy, Jd=Hospitalization, 4=0Other

[3) study Drug Related: 1=Not Related, 2=Possible w/ Mifepristone, 3=Probable w/ Mifepristone,
4=Possible w/ Misoprostol, S=Probable w/ Misoprostol, 6=Possible w/ Combination,
7=Probable w/ Combination

[4) Outcome: 1=Recovered, 2=Improved, d=Unchanged, 4sWorse, S=Death

[S} value is unknown.

887
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The Population Council
Protocol 166A

Appendix A.1, Table 2% (Continued)
Adverse Events

[Patients with Any Adverse Event])

Center Number: 2

Page 48 of 238

Rélated Outcome

Patient Visit 1 Visit 2 Visit 3 Start Stop Severity Action
Number Date Date " Date Description Date Date (1) (P3] {3) [4)
1
017 (Cont.} CRAMPING 11/10/94 11/10/94 3 2 7 1
TOOTHACHE 11/11/94 11/20/94 2 2 1 1
g18 11/09/94 11/11/94 11/23/94 CRAMPING 11/09/94 11/13/94 2 2 3 1
NAUSEA 11/11/94 11/11/%4 1 1 2 1
CRAMPING 11/11/94 11/11/94 3 1 7 1
NAUSEA 11/11/94 11/11/94 3 1 7 1
019 11/09/94 11/11/94 11/23/94 CRAMPS 11/11/94 11/13/94 1 1 7 1
CRAMPS 11/11/94 11/11/94 2 1 7 1
PASSING CLOTS 11/11/%94 11/11/94 2 1 7 1
CRAMPS 11/23/94 11/26/94 2 2 6 1
020 11/14/94 11/16/94 11/28/94 CRAMPS 11/16/94 11/18/94 3 2 7 1
ABDOMINAL PAIN 11/16/94 11/16/94 2 2 7 1
021 11/14/94 11/16/94 11/28/94 CRAMPING ' 11/16/94 11/16/94 1 1 7 1
022 11/14/94 11/16/94 11/28/94 CRAMPING 11/14/94 11/15/94 2 1 3 1
VOMITING 11/15/94 11/16/9%4 2 1 k] 1
HEAVY BLEEDING 11/16/94 11/19/94 2 1 7 1
CRAMPING 11/16/94 11/18/94 3 2 7 1
(1] Severity: 1=Mild, 2=Moderate, 3=Severe
{2) Action Taken: 1=None, 2Drug Therapy, 3=Hospitalization, 4=Other
{3] Study Drug Related: 1=Not Related, 2=Possible w/ Mifepristone, 3=Probable w/ Mifepristone,
4=Possible w/ Misoprostol, S=Probable w/ Misoprostol, 6=Possible w/ Combination,
7=Probable w/ Combination
[4]) Outcome: 1=Recovered, 2=Improved, 3=Unchanged, 4=Worse, S5=Death
[5] Value is unknown.
[ZSY
oo ]
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.Population Council

Protocol 166A

Center Number: 2

Appendix A.1, Table 25

fPatients

{Cont inued)
Adverse Events
with Any Adverse Event]

Page 49 of 238

Patient Visit 1 Visit 2 Visit 3 Start Stop Severity Action QelaCed Outcome
Number Date Date Date Description Date Date (1] [2] [3) {4}
023 11/14/94 11/16/94 11/29/94 VAGINAL INFECTION 11/15/94 2 2 1 1
CRAMPS 11/14/94 11/16/94 2 1 3 1
VOMITING 11/14/94 11/16/94 3 1 3 S
HEAVY BLEEDING 11/16/94 11/20/94 3 1 7 1
NAUSEA 11/17/94 11/17/94 2 1 7 1
024 11/14/94 11/16/94 12/12/94  NAUSEA 11/15/94 11/16/94 2 1 3 1
FATIGUE 11/15/94 11/16/94 1 1 2 1
ABDOMINAL PAIN 11/16/94 11/16/94 1 1 7 1
025 11/14/94 11/16/94 11/28/94 SLEEPLESSNESS 11/14/94 11/14/9a 2 2 2 - 1
CRAMPS 11/15/94 11/16/94 1 1 2 1
CRAMPS 11/16/94 11/19/94 2 2 7 1
HEAVY BLEEDING 11/16/94 11/18/94 3 1 7 1
SLEEPLESSNESS 11/18/94 11/18/94 2 2 6 1
026 11/14/94 11/28/94 STOMACH PAIN / CRAMPS 11/15/94 11/15/94 1 2 3 1
' NAUSEA 11/15/94 11/15/94 1 1 2 1
CRAMPING 11/18/94 11/19/94 1 1 3 1
027 11/14/94 11/16/94 01/09/95 HEAVY BLEEDING 11/16/94 11/16/94 2 1 7 1
ABDOMINAL PAIN 11/16/94 11/16/94 3 2 7 1
CRAMPS 11/16/94 11/18/94 2 1 6 1
LIGHTHEADED 11/29/94 12/02/94 3 2 7 1
(1) Severity: 1s=Mild, 2aModerate, 3=Severe
{2] Action-Taken: 1ls=None, 2=Drug Therapy, 3=Hospitalization, 4=Other
{3] Study Drug Related: 1=Not Related, 2=Possible w/ Mifepristone, 3=Probable w/ Mifepristone,
4=Possible w/ Misoprostol, S=Probable w/ Misoprostol, 6=Possible w/ Combination,
7«=Probable w/ Combination
[4] Outcome: 1=Recovered, 2=Improved, 3=Unchanged, 4=Worse, Sc=Death
[S) Value is unknown.
s
w .
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Appendix A.1, Table 25 (Continued)
| Adverse Events
[Patients with Any Adverse Event}

Center Number: 2

Patient Visit 1 Visic 2 Vigic 3 Start Stop Severity Action RJJated Qutcome

Number Date Date " Date Description Date Date {1] (2] (3) . (4)
027 (Cont.} EXCESSIVE BLEEDING 11/29/94 11/29/94 3 3 7 . 1 )

: LOW HEMOGLOBIN 11/30/94 Ongoing 2, 2 7 ' 3
028 '11/14/94 11/16/94 11/28/94 NAUSEA 11/14/94 11/14/94 1 1 3 1
CRAMPING 11/16/94 11/17/94 2 1 7 b
NAUSEA 11/16/94 11/16/94 1 1 7 1
029 11/15/94 11/17/94 11/29/94 NAUSEA 11/15/94 11/18/94 1 1 3 1
HEAVY BLEEDING 11/17/94 11/22/94 3 1 7 1
CRAMPS 11/17/94 11/18/94 2 2 7 1
HEMORRHOID 11/18/94 Ongoing 2 1 6 3
030 11/15/94 11/17/94 11/29/94 CRAMPS 11/16/94 11/16/94 1 1 2 1
’ HEAVY BLEEDING 11/17/94 11/17/94 3 1 3 1
HEADACHE 11/17/94 11/17/94 1 2 6 1
CRAMPING 11/17/94 11/17/94 2 1 7 1
HEADACHE N 11/18/94 11/18/94 2 2 1 8
031 11/15/94 11/17/94 11/29/94 CRAMPING 11/16/94 11/23/94 1 2 3 1
CRAMPING 11/17/9%4 11/23/94 2 2 7 1
LOWER BACK PAIN 11/17/94 11/17/94 2 2 7 1
EXTREME EMOTIONS 11/18/94 11/20/94 2 1 6 1
UTI 11/27/94 Ongoing 3 2 6 3

[1] Severity: 1=Mild, 2=Moderate, 3=Severe

[2] Action Taken: 1=None, 2=Drug Therapy, 3=Hospitalization, 4=Other

(3} Study Drug Related: 1=Not Related, 2=Possible w/ Mifepristone, 3=Probable w/ Mifepristone,
4=Possible w/ Misoprostol, S=Probable w/ Misoprostol, 6=Possible w/ Combination,
7=Probable w/ Combination

[4] Outcome: 1=Recovered, 2=Improved, 3=Unchanged, 4=Worse, S=Death

[5) value is unknown.

ot
Jo)
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Appendix A.1, Table 25 (Continued)

Adverse Events
‘ [Patients with Any Adverse Event}

Center Number: 2

Patient Vigit 1 Visit 2 Visit 3 Starc Stop Severity Action Re}aced Outcome

Number Date Date . Dace Description Date Date (1) [2} [3) (4}
032 11/15/94 11/17/94 11/29/94  NAUSEA : 11/15/94 11/16/94 2 2 3 1.
HEAVY BLEEDING 11/17/94 11/19/94 3 1 7 1
CRAMPS 11/17/94 11/18/94 1 2 7 1 ,
HEADACHE 11/22/9a 11/22/94 1 2 6 1
033 11/16/94 11/18/94 12/03/94  CRAMPING 11/17/94 11/17/94 2 2 3 1 |
ABDOMINAL PAIN 11/18/94 11/19/94 3 2 7 1
034 . 11/16/94 11/18/94 11/30/%4  CRAMPING 11/17/94 11/18/94 2 1 3 1
NAUSEA 11/17/94 11/17/94 2 1 2 1
NAUSEA ) 11/18/94 11/18/94 2 1 7 1
CRAMPING 11/18/94 11/20/94 2 1 7 1
VOMITING 11/18/94 11/18/94 2 1 7 1
HEADACHE 11/23/94 11/23/94 2 2 1 1
COLD 11/29/94 11/29/94 2 2 1 1
03s 11/16/94 11/18/94 11/30/94  NAUSEA . 11/16/924 11/16/94 1 1 3 1
) ’ VOMITING  ° 11/16/94 11/16/94 1 1 3 1
CRAMPS 11/17/94 11/18/94 1 1 3 1
CRAMPING 11/18/94 11/19/94 3 2 7 1
LOWER BACK PAIN 11/21/94 11/21/94 2 2 6 1
2 2 7 1

CRAMPING 11/21/94 11/21/94

[1} Severity: 1=Mild, 2=Mcderate, 3=Severe

(2) Action Taken: 1=None, 2=Drug Therapy, 3=Hospitalization, 4=Other

(3] Study Drug Related: 1=Not Related, 2=Possible w/ Mifepristone, 3sProbable w/ Mifepristone,
4=Possible w/ Misoprostol, 5=Probable w/ Migsoprostol, 6=Possible w/ Combination,
7=Probable w/ Combination

(4) Outcome: 1=Recovered, 2=Improved, 3=Unchanged, 4=Worse, S=Death

[5] value is unknown.
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Appendix A.1, Table 25 (Continued)

Adverse Events
[Patients with Any Adverse Event]

Center Number: 2

f

Page 52 of 238

Rglated Outcome

Patient Vigit 1 Vigit 2 Visit 3] Start Stop Severity Action

Number Date Date " Dpate Description Date Date [1) [2) {3) {4)

036 11/20/94 02/01/9S NAUSEA 11/20/94 11/22/94 3 2 2 1
VOMITING 11/20/94 11/22/94 3 2 2 1
HEADACHE 11/20/94 11/20/94 2 2 2 1
EXCESSIVE BLEEDING 11/21/94 11/22/94 3 4 3 1
CRAMPING 11/21/94 11/22/94 3 1 3 1
PASSING OUT X S 11/22/94 11/22/94 k) 2 3 1
CRAMPING 11/23/94 11/23/94 1 1 3 1

037 11/20/94 11/22/94 02/02/95% CRAMPING 11/22/94 11/22/94 2 1 7 4
EXCESSIVE BLEEDING 11/22/94 11/23/94 2 1 7 1
CRAMPING ‘ 11/22/94 11/22/94 3 1 7. 2
CRAMPING 11/23/94 11/23/94 1 1 7 1

038 11/20/94 11/22/94 12/06/94 NAUSEA 11/21/94 11/22/94 2 1 2 1
CRAMPING 11/21/94 11/21/94 1 1 3 1
CRAMPING . 11/22/94 11/22/94 2 2 7 1

039 11/20/94' 11/22/94 12/14/94 VOMITED 11/20/94 11/20/94 2 1 1 1
CRAMPS 11/20/94 11/20/94 1 1 3 1
VOMITED 11/21/94 11/22/94 1 2 1 1
HA 11/21/94 11/21/94 1 2 3 1
INTERMITTENT CRAMPS 11/21/94 11/22/94 2 2 3 1
EXCESSIVE HEAVY BLEEDING (A PAD 11/22/94 11/22/94 3 1 6 1
SOAKED QH X 3H ABOUT)

(1] Severity: 1=Mild, 2=Moderate, 3=Severe

[2] Action Taken: 1l=None, 2=Drug Therapy, 3=Hospitalization, 4=Other

[3] Study Drug Related: 1=Not Related, 2=Possible w/ Mifepristone, 3=Probable w/ Mifepristone,

4=Possible w/ Misoprostol, S=Probable w/ Misoprostol, 6=Possible w/ Combination,
7=Probable w/ Combination
[4] Outcome: 1s=Recovered, 2=Improved, 3=aUnchanged, 4=Worse, S=Death
[5) value is unknown.
h .
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Appendix A.1, Table 25 (Continued)

Adverse Events
[Patients with Any Adverse Event]

Center Number: 2

Patient Vigit 1 Visit 2 | Visit 3 Start Stop Severity Action Re&aced Out come

Number Date Date Date Description Date . Date {1) [2) (3] . (4]

039 {(Cont.) NAUSEA 11/22/94 11/22/94 3 1 Y . 1 '
INTERMITTENT CRAMPS 11/22/94 11/23/94 3 6 ’ 1
INTERMITTENT CRAMPS 11/24/94 11/24/94 1 6 ‘1

040 11/21/94 11/23/94 12/05/94 CRAMPS 11/23/94 11/23/94 2 1 3 1
CRAMPING 11/23/94 11/23/94 3 1 7 1
NAUSEA 11/23/94 11/23/94 1 1 7 1
CRAMPS 11/24/94 11/26/94 1 1 7 1
HEADACHE 11/28/94 11/29/94 1 1 1 1
SORE THROAT 11/28/94 11/29/94 1 1 1 1
ACHING NECK GLANDS 11/28/94 11/29/94 1 1 1 1

041 11/21/94 11/23/94 12/06/94 FATIGUE 11/21/94 11/23/94 1 1 2 1
NAUSEA 11/22/94 11/23/94 1 2 3 1
CRAMPING 11/23/94 11/24/94 3 1 7 1
HEAVY BLEEDING 11/25/94 11/26/94 3 1 7 1
CRAMPS : 11/25/94 11/26/94 3 2 7 1

042 11/21/94 11/23/94 01/26/95 CRAMPS 11/22/94 11/22/94 1 2 3 1
CRAMPS 11/23/94 11/23/94 3 2 7 1
CRAMPS 11/24/94 11/24/94 1 1 7 1
NAUSEA 11/25/94 11/26/94 1 1 6 1
HOT FLASHES 11/25/94 11/26/94 1 1 6 1
CRAMPS 11/27/94 11/27/94 2 1 7 1

[1) Severity: 1aMild, 2=Moderate, 3=Severe

{2} Action Taken: 1=None, 2=Drug Therapy, 3=Hospitalization, 4=Other

[3] study Drug Related: 1=Not Related, 2-Possible w/ Mifepristone, 3=Probable w/ Mifepristone,

4=Poasible w/ Misoprostol, S-Probable w/ Misoprostol, 6-Possible w/ Combination,
7eProbable w/ Combination
[4] Outcome: 1<Recovered, 2=Improved, 3=Unchanged, 4=Worse, S=Death
[5] Value is unknown.
[
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Appendix A.1, Table 25 (Continued)

Adverse Events

[Patients with Any Adverse Event]
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Patient Vigit 1 visgit 2 Visit 3 Start Stop Severity Action Rglated Out come

Number Date Date Date Description Date Date (1} (2] {3) [4)

042 (Cont.) CRAMPS 11/28/94 11/29/94 k] 2 7 1
HYPOVOLEMIC 11/30/94 11/30/94 3 3 7 1
HYPOTENSION 11/30/94 11/30/94 L3 3 7 "1
EXCESSIVE BLEEDING 11/30/94 11/30/94 3 3 6 1
LOW HEMOGLOBIN 12/01/94 Ongoing 2 2 [3 k]

043 11/21/94 11/23/94 12/09/94 PAIN / CRAMPS 11/21/94 11/22/94 1 1 3 1
CRAMPS 11/21/94 11/21/94 3 1 3 1
PAIN / CRAMPS 11/23/94 11/24/94 3 1 7 1

044 11/21/94 11/23/94 12/05/94 SHORTNESS OF BREATH 11/21/94 11/21/94 1 1 3 1
TIGHTNESS OF ABDOMINAL MUSCLES 11/21/94 11/22/94 1 1 3 1
SHORTNESS OF BREATH 11/22/94 11/22/94 1 1 3 1
PAIN / CRAMPS 11/23/94 11/23/94 3 1 7 1

045 11/21/94 11/23/94 12/05/94 NAUSERA ' 11/21/94 11/21/94 2 1 3 1

, PAIN / CRAMPS 11/22/94 11/22/94 1 1 3 1

HEAVY BLEEDING 11/23/94 11/24/94 3 1 7 1
HEADACHE 11/26/94 11/26/94 3 1 1 1
HEADACHE 11/30/94 11/30/94 1 1 1 1

046 11/21/94 11/23/94 12/06/94 HA 11/22/94 11/22/%4 2 2 2 1
HA 11/23/94 11/23/94 2 2 6 1
CRAMPS 11/23/94 11/23/94 2 2 7 1

[1] Severity: 1=Mild, 2=Moderate, 3=Severe

{21 Action Taken: l=None, 2=Drug Therapy, 3=Hospitalization, 4=0Other

[3) Study Drug Related: 1=Not Related, 2=Possible w/ Mifepristone, 3=Probable w/ Mifepristone,

4=Possible w/ Misoprostol, S5=Probable w/ Misoprostol, 6=Possible w/ Combination,
7=Probable w/ Combination
{4] Outcome: 1l=Recovered, 2=Improved, 3=Unchanged, 4=Worse, S5=Death
[5] value is unknown.
fa
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Appendix A.1, Table 25 (Continued)
Adverse Events
[Patients with Any Adverse Event)

Center Number: 2

Patient Visit 1 Visit 2 visit 3 Start Stop Severity Action Rélated Outcome
Number Date Date Date Description Date Date {1] [2) (3) . {4)
046 {(Cont.) ABDOMINAL PAIN 11/23/94 11/23/9%4 1 1 7 1
047 11/21/94 11/23/94 01/10/95 VOMITING 11/21/94 11/22/94 3 1 3 ‘1 '
WEIGHT LOSS 11/21/94 11/23/9%4 2 1 3 1
WEIGHT LOSS 11/23/94 11/30/94 2 1 7 1
VOMITING 11/23/94 11/30/94 3 1 7 1
CRAMPS 11/23/94 11/23/94 3 2 7 1
CRAMPS 11/24/94 11/25/94 3 1 7 1
048 11/23/94 11/25/94 12/09/94 BACTERIAL VAGINOSIS 11/24/94 1 2 1 1
CRAMPING . 11/25/%4 11/28/94 2 1 7
CRAMPING 11/25/94 11/25/94 1 1 3 4q
049 11/23/94 11/25/94 12/07/94 CRAMPS 11/23/94 11/23/94 1 1 3 1
' TIRED 11/23/94 11/25/94 2 1 2 1
LITTLE EMOTIONAL 11/24/94 11/24/94 1 1 3 1
CRAMPING 11/24/94 11/24/94 2 1 3 1
: CRAMPING 11/25/94 11/25/94 2 2 7 1
DIARRHEA 11/25/94 11/25/94 2 1 7 1
FAINTED 3 TIMES 11/25/94 11/25/94 3 1 7 1
HEAVY BLEEDING (EXCESSIVE) 11/25/94 11/25/94 3 1 7 1
FEVER 11/25/9%94 11/27/94 2 2 1 1
TIRED 11/26/94 11/30/94 1 2 6 1
LIGHT HEADED 11/26/94 11/26/94 1 1 7 1

[1] Severity: 1=Mild, 2=Moderate, 3I=Severe

{2] Action Taken: 1=None, 2<Drug Therapy, 3=Hospitalization, 4=Other

[3) Study Drug Related: 1=Not Related, 2=Possible w/ Mifepristone, 3=Probable w/ Mifepristone,
4=Possible w/ Misoprostol, S=Probable w/ Misoprostol, 6sPossible w/ Combination,
7aProbable w/ Combination

{4} Outcome: 1=Recovered, 2=Improved, 3=Unchanged, 4=Worse, S=Death

[S] value is unknown.

e J:\USA\166A\SASPGMS\APDXA1\ final\ade.SAS 29NOV98:13:24 FINAL
w
(g

MIF 002277

e ————




‘ The Population Council
‘ Protocol 166A
\

Appendix A.1, Table 25 (Continued)
Adverse Events
(Patients with Any Adverse Event]

Center Number: 2

.
|

Page 56 of 238

Patient Visit 1 Visgit 2 Visit 3 Startc Stop Severity Action R;lated Outcome
Number Date Date Date Description Date Date f1) {2} (3} ’ (4)
049 (Cont.) CRAMPS 11/28/94 11/30/94 3 2 7 1
HEAVY BLEEDING (EXCESSIVE) 11/28/94 11/28/94 3 1 7 R
HEADACHE 11/30/%4 12/01/94 .2 1 6 1
SINUS HEADACHE 12/07/94 12/07/%4 1 2 1 1
ANEMIA 12/07/94 12/30/94 1 2 6 1
050 11/23/94 12/07/94 CRAMPING 11/24/94 11/24/94 1 1 3 1
NAUSEA 11/24/94 11/24/94 2 1 3 1
GAS PAINS 11/24/94 11/24/94 2 1 3 1
SWEATING 11/24/94 11/24/94 2 1 3 1
CRAMPING 11/25/94 11/26/94 1 1 7 1
NAUSFA 11/26/94 11/26/94 3 1 7 1
GAS PAINS 11/26/%94 11/26/94 3 1 7 1
CRAMPING 11/26/94 11/26/94 3 1 7 1
CRAMPING 11/28/94 11/28/94 1 1 7 1
CRAMPING 11/29/94 11/29/94 3 2 k] 1
NAUSEA ' 11/29/94 11/29/94 3 1 3 1
CRAMPING 11/30/94 11/30/94 1 1 7 1
052 11/23/94 11/25/94 12/07/94 CRAMPS 11/25/94 11/25/9%4 3 1 7 1
HEAVY BLEEDING 11/25/94 11/26/94 3 1 7 1
CRAMPING 11/26/94 11/26/94 2 1 7 1
) CRAMPS 12/01/94 12/01/94 1 1 7 1
f1) Severity: 1=Mild, 2=Moderate, 3=Severe
(2] Action Taken: 1=None, 2=Drug Therapy, 3=Hospitalization, 4=Other
{3) Study Drug Related: 1=Not Related, 2=Possible w/ Mifepristone, 3=Probable w/ Mifepristone,
4=Possible w/ Misoprostol, S=Probable w/ Misoprostol, 6=Possible w/ Combination,
7=Probable w/ Combination
(4) Outcome: l=Recovered, 2=Improved, 3=Unchanged, 4sWorse, S=Death
[5] value is unknown.
—
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Appendix A.1, Table 25 (Continued)
Adverse Events
(Patients with Any Adverse Event] .

Center Number: 2

'
4

Patient Visitc 1 visit 2 Visit 3 Start Stop Severity Action Rélated Out come
Number Date Date " Date Description Date Date (1) (2] [3]) : {4}
0S3 11/23/94 11/25/94 12/09/94 CRAMPING 11/25/94 11/25/94 1 1 S . 1
HEADACHE 12/02/94 12/02/94 1 2 1 ' 1
054 11/23/94 11/25/94 12/07/94 CRAMPS . 11/23/94 11/23/9a 1 3 1
CRAMPS 11/25/94 11/25/94 3 2 7 1
055 11/28/94 11/30/94 12/12/94 COLD 11/28/94 12/09/94 2 2 1 1
HA 11/28/94 12/02/94 2 2 1 1
INTERMITTENT CRAMPS 11/30/94 12/10/94 3 1 7 1
CRAMPING 11/30/94 11/30/94 2 1 2 1
SORE THROAT ! 12/04/94 12/09/94 2 2 1 1
056 11/28/94 11/30/94 12/12/94 HA 11/28/91 11/28/94 1 2 1 1
BODY ACHES 11/28/94 11/28/94 1 2 1 1
CRAMPING 11/28/94 11/30/94 1 1 3 1
LOWER ABD PAIN 11/29/94 11/29/94 1 2 3 1
BACK PAIN - 11/29/94 11/29/94 1 2 3 1
CRAMPS 11/30/94 11/30/94 2 2 7 1
LOWER BACK PAIN 11/30/94 11/30/94 2 2 7 1
CRAMPING 11/30/94 11/30/94 1 1 ) 4
CRAMPING 12/01/94 12/03/94 2 1 7 2
CRAMPING 12/04/94 12/04/94 1 1 7 1
[1] Severity: 1=Mild, 2=Moderate, 3=Severe
{2] Action Taken: 1=None, 2=Drug Therapy, 3=Hospitalization, 4=Other
[3) Study Drug Related: 1=Not Related, 2<Possible w/ Mifepristone, 3e-Probable w/ Mifepristone,
4=Possible w/ Misoprostol, S5=Probable w/ Misoprostol, 6=Possible w/ Combination,
7=Probable w/ Combination
{4] Outcome: 1=Recovered, 2=Improved, 3=Unchanged, 4=Worse, S5=Death
(5) value is unknowmn.
e . .
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Appendix A.1, Table 25 (Continued}
Adverse Events
[Patients with Any Adverse Event) ‘

Center Number: 2 \

Patient Visit 1 Visit 2 Visic 3 Start Stop Severity Action Re{ated Outcome
Number Date Date " Date Description Dace Date [1) [2] (3] T (4]
057 11/28/94 11/30/94 12/12/94  ALLERGY SYMPTOMS 11/28/94 11/28/94 2 2 1 1
CRAMPING 11/28/94 12/03/94 2 2 7 1
NAUSEA 11/29/94 11/29/94 1 1 2 1
VOMITING 11/29/94 11/29/94 1 1 2 1
NAUSEA 12/05/94 12/05/94 1 1 2 1
VOMITING 12/05/94 12/05/94 1 1 2 1
ALLERGY SYMPTOMS 12/13/94 Ongoing 2 2 1 2
058 11/28/94 11/30/94 12/12/94 D12ZINESS 11/28/94 11/28/94 3 1 2 1
INTERMITTENT CRAMPS 11/28/94 11/30/94 3 2 3 1
NAUSEA 11/29/94 11/30/94 3 1 2 1
EXCESSIVE BLEEDING (SOAKED A PAD 11/30/94 12/02/94 3 1 7 1
QH X IH)
INTERMITTENT CRAMPS 11/30/94 12/04/94 k| 1 7 1
NAUSEA 11/306/94 11/30/94 3 2 7 1
DIARRHEA ] 11/30/94 11/30/94 2 1 6 1
HEADACHE . 12/01/94 12/01/94 2 2 6 1
’ NAUSEATED (FLU?) 12/09/94 12/11/94 3 2 1 2
BLOATED 12/14/94 12/14/94 2 1 6 1
LIGHT HEADEDNESS 12/14/94 12/14/94 2 1 6 1
DECREASED APPETITE 12/14/94 12/14/9%4 2 1 6 1
NAUSEATED 12/14/94 12/15/94 2 1 6 1

[1) Severity: 1=Mild, 2s=Moderate, 3=Severe

(2] Action Taken: 1=None, 2=Drug Therapy, 3=Hospitaiization, 4=Other

[3) Study Drug Related: 1=Not Related, 2=Possible w/ Mifepristone, 3=Probable w/ Mifeprigtone,
4=Possible w/ Misoprostol, S=Probable w/ Misoprostol, 6=Possible w/ Combination,
7=Probable w/ Combination

(4) Outcome: l1=Recovered, 2=Improved, 3=Unchanged, 4=Worse, S=Death

{5] value is unknown.
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Appendix A.1, Table 25 (Continued)
Adverse Events

|Patients with Any Adverse Event)

Center Number: 2

Patient Visit 1 Visit 2 Visit 3 Start Stop Severity Action Rehated Qutcome

Number Date Date " Date Description Date Date [1) (2] [3] . (4)

059 11/28/94 11/30/94 12/13/94  TIRED ' 11/28/94 11/28/94 3 1 1 1
TIRED 11/29/94 11/29/94 3, 1 1 1
CRAMPING 11/29/94 11/29/94 1 1 3 "1 '
CRAMPING 11/30/94 12/01/94 2 1 7 1
PASSED OUT - FROM STANDING UP 12/01/94 12/01/94 3 1 1 1
VOMITED 12/01/94 12/01/94 3 1 1 1
DIARRHEA 12/01/94 12/01/94 3 1 1 1
NAUSEA 12/01/94 12/01/94 2 2 7 1

060 11/28/94 11/30/94 12/12/94  CRAMPING 11/29/94 11/29/94 1 1 3 1
CRAMPING ‘ 11/30/94 11/30/94 1 1 7. 1

061 11/28/94 11/30/94 12/12/94 BACTERIAL VAGINAL INFECTION 11/29/94 2 2 1
CRAMPING 11/30/94 11/30/94 2 7 q
HEAVY BLEEDING; SOAKS A PAD ~QH X 11/30/94 11/30/94 3 1 7 1
IH
HA N 11/30/94 11/30/94 2 2 7 1

. CRAMPING 11/30/94 11/30/94 3 2 7 1

DIARRHEA . 12/01/94 12/01/94 3 1 7 1
CRAMPING 12/01/94 12/01/94 3 1 7 1
DIARRHEA 12/02/94 12/02/94 2 1 7 1
HA 12/02/94 12/05/94 2 2 7 b
HEAVY BLEEDING; SOAKS A PAD ~QH X 12/03/94 12/04/94 3 1 7 1
3H

f1} Severity: 1=Mild, 2=Moderate, 3=Severe
[2) Action Taken: l=None, 2=Drug Therapy, 3eHospitalization, 4=Other
{3] Study Drug Related: 1=Not Related, 2=Possible w/ Mifepristone, 3=Probable w/ Mifepristone,
4=Poggible w/ Misoprostol, S=Probable w/ Misoprostol, 6=Possible w/ Combination,
7=Probable w/ Combination -
(4] Outcome: 1=Recovered, 2=Improved, 3=Unchanged, 4=Worse, S=Death
[5) value is unknown.
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Appendix A.1, Table 25 {Continued)

Adverse Events
[Patients with Any Adverse Event)

Center Number: 2

Page 60 of 238

1

Reﬁated

Patient Visit 1 Visit 2 Visit 3 Start Stop Severity Action Outcome

Number Date Date " Date Description Date Date 1) [21] (3] [4]

061 (Cont.) CRAMPS 12/03/94 12/05/94 3 2 7 1 )

062 11/28/94 11/30/94 12/12/94 NAUSEA 11/28/94 11/28/94 1 1 1 1
HEADACHE 11/28/94 11/28/94 2 2 1 1
HEAD COLD 11/28/94 11/29/94 2 2 1 1
CRAMPING 11/29/94 11/29/94 1 1 k] 1
CRAMPING 11/30/94 11/30/94 2 2 7 1
HEAVY BLEEDING 12/02/94 12/03/94 3 1 7 1
CRAMPING 12/02/94 12/04/94 2 2 7 1

063 11/28/94 11/30/94 12/12/94 VAGINAL INFECTION : . 11/29/94 2 2 1 1
CRAMPING 11/30/94 11/30/94 3 2 5 1

064 ’ 11/28/94 11/30/94 12/12/94 INTERMITTENT CRAMPS 11/30/94 12/03/94 2 2 7 1
HEAVY BLEEDING 11/30/94 11/30/94 3 1 7 1

065 11/28/94 11/30/94 12/12/94 LOWER BACK ACHE 11/29/94 11/30/94 1 1 3 1

’ DIARRHEA 11/29/94 11/29/94 1 1 3 1

CRAMPS 11/29/94 11/30/94 1 1 3 1
NAUSEA 11/30/94 11/30/94 1 1 3 1
CRAMPS 11/30/94 11/30/94 3 1 7 1
HEADACHE 12/01/94 12/02/94 1 1 7 1
HEARTBURN 12/03/94 12/03/94 1 2 6 1

(1) "Severity: 1=Mild, 2=Moderate, 3=Severe

[2] Action Taken: 1=None, 2=Drug Therapy, 3=Hospitalization, 4=Other

(3] Study Drug Related: l=Not Related, 2=Possible w/ Mifepristone, 3=Probable w/ Mifepristone,

4=Possible w/ Misoprostol, S=Probable w/ Misoprostol, 6=Possible w/ Combination,
7=Probable w/ Combination

[4) Outcome: 1=Recovered, 2=Improved, 3sUnchanged, 4sWorse, S=Death

[5] Value is unknown.
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Appendix A.1, Table 25 (Continued)
Adverse Events
(Patients with Any Adverse Event] .

Center Number: 2 )

Patient Visic 1 Visit 2 | visic 3 Start Stop Severity Action Rélated Out come
Number Date Date Date Description Date Date f1) (2] {3) : (4]
L}
066 11/29/94 12/01/94 12/16/94  CHLAMYDIA (POSITIVE) Ongoing 1 2 1 1
LIGHT HEADEDNESS 12/01/94 12/01/94 2 1 7 1
CHICKEN POX 12/11/94 12/16/94 2 1 1 ‘1
LIGHT HEADEDNESS 12/13/94 12/13/94 1 1 7 1
TIRED 12/13/94 12/13/9a 1 1 7 1
067 11/29/94 12/01/94 12/14/94 BACTERIAL VAGINOSIS 12/01/94 1 2 1 1
CRAMPING (INTERMITTENT) 11/30/94 11/30/94 2 1 3 1
INTERMITTENT CRAMPS 12/01/94 12/01/94 3 1 7 1
068 12/05/94 12/07/94 12/19/9a HEADACHE ' 12/05/94 12/05/94 1 1 1 - 1
QUEASY STOMACH 12/06/94 12/06/94 1 1 2 1
HEADACHE 12/06/94 12/06/94 1 2 1 1
CRAMPS 12/07/94 12/07/94 2 2 7 1
DIARRHEA 12/07/94 12/07/94 2 1 7 1
NAUSEA : 12/07/94 12/07/94 2 1 7 1
HA ' 12/08/94 12/08/94 2 2 7 1
' CRAMPS 12/11/94 12/11/9a 1 1 7 1
HA 12/18/94 12/18/94 2 2 [ 1
069 12/05/94 12/07/94 12/19/94  HEADACHE'S 12/05/94 12/06/94 1 2 3 1
NAUSEA 12/06/94 12/06/94 1 1 3 1
CRAMPS 12/07/94 12/07/94 3 2 7 2
HEADACHES 12/07/94 12/08/94 1 2 7 1

[1) Severity: 1=Mild, 2=Moderate, 3=Severe

{2) Action Taken: 1=None, 2=Drug Therapy, 3=Hogpitalization, 4=Other

(3] Scudy Drug Related: 1=Not Related, 2=Possible w/ Mifepristone, 3=Probable w/ Mifepristone,
4=Possible w/ Misoprostol, S=Probable w/ Misoprostol, 6=Possible w/ Combination,
7=Probable w/ Combination

{4] Outcome: 1=Recovered, 2=Improved, 3dsUnchanged, 4=Worse, S=Death

[5] Value is unknown.
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Appendix A.1, Table 25 (Continued)
Adverse Events
[Patients with Any Adverse Event)

Center Number: 2

Page 62 of 238

'
b

Patient Visic 1 Visit 2 .Visit 3 Start Stop Severity Action RelLted Out come

Number Date Date Date Description Date Date (1) [2) [3) (4)

069 {(Cont.) CRAMPS 12/08/94 12/09/94 1 1 7 1
HEADACHE 12/09/94 12/09/94 2 2 7 1
CRAMPS 12/09/94 12/09/94 2 2 7 1

070 12/05/94 12/07/94 02/16/95 BACTERIAL VAGINOSIS 12/05/94 2 2 1 1
VAGINAL INFECTION 12/20/94 2 2 1 1
SHOOTING INJURY 01/05/94 Ongoing 2 q 1 3
CRAMPS 12/05/94 12/06/94 1 1 3 1
GAS 12/05/94 12/06/94 3 1 2 1
DIARRHEA 12/05/94 12/06/94 2 1 2 1
CRAMPING ‘ 12/07/94 12/10/94 2 2 7 1
SHOOTING INJURY 12/31/94 01/04/95 3 3 1 2
SURGICAL PAIN 12/31/94 01/04/95 3 2 1 2

071 12/05/94 12/07/94 12/19/94 BACTERIAL VAGINOSIS 12/16/94 2 2 7 1
MUSCLE TENSION 12/06/94 12/06/94 2 2 1 1
CRAMPS ' 12/07/94 12/07/94 2 2 7 4
NAUSEA 12/07/94 12/07/94 2 1 7 1
LIGHT-HEADED (FAINT) 12/07/94 12/07/94 3 1 1 1
CRAMPING 12/07/94 12/07/94 3 2 7 1
HEADACHE 12/08/94 12/08/94 2 2 6 1
CRAMPING 12/08/94 12/08/94 1 2 7 1
CRAMPING 12/09/94 12/10/94 2 2 7 1
DIARRHEA 12/10/94 12/10/94 1 1 7 1

[1] Severity: 1=Mild, 2=Moderate, 3=Severe

[2} Action Taken: 1=None, 2«Drug Therapy, 3=Hospitalization, 4=Other

{3] Study Drug Related: 1=Not Related, 2=Possible w/ Mifepristone, 3aProbable w/ Mifepristone,

4=Possible w/ Misoprostol, S=Probable w/ Misoprostol, 6=Possible w/ Combination,
7=Probable w/ Combination
[4] Outcome: 1=Recovered, 2=Improved, 3=Unchanged, 4<Worse, S=Death
[5} value is unknown.
[ g%
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Adverse Events
[Patients with Any Adverse Event)

Center Number: 2

Page 63 of 238

Patient Vigit 1 visit 2 vigit 3 Start Scop Severity Action Re{aced Outcome
Number Date Date " pate Description Date Date (1) (2] [3) (4]
.

071 (Cont.) CRAMPING 12/11/94 12/11/94 1 1 7 1
CRAMPING 12/12/94 12/13/94 1. 1 7 1
STOMACH PAIN 12/15/94 12/15/94 2 2 7 1
CRAMPING 12/15/94 12/16/94 1 1 7 1
STIFF NECK & SHOULDERS 12/17/94 12/17/94 2 2 1 1
CRAMPING 12/17/94 12/17/94 2 2 7 1
STOMACH PAIN 12/18/94 12/18/94 2 2 7 1
CRAMPING 12/18/94 12/18/94 1 1 7 1

072 12/12/94 12/14/94 12/27/94 CRAMPS 12/13/94 12/20/94 2 1 1
BACKACHE ' 12/18/94 12/18/94 3 2 1 1

073 12/12/94 12/14/94 12/27/94 NAUSEA 12/12/94 12/14/94 2 1 3 1
CRAMPS 12/12/94 12/15/94 2 1 5 1
NAUSEA 12/14/94 12/15/94 2 2 7 1
CRAMPS 12/14/94 12/15/94 2 2 7 1

074 12/12/94 ' 12/14/94 12/27/94 CRAMPS 12/12/94 12/13/94 2 2 3 1
CRAMPS 12/12/94 12/12/94 1 2 3 4
CRAMPS 12/14/94 12/16/94 2 2 7 1
CRAMPING 12/17/94 12/17/94 1 1 7 1
NAUSEATED 12/17/94 12/17/94 3 1 7 2
CRAMPS 12/17/94 12/17/94 3 1 7 2
CRAMPS 12/18/94 12/18/94 1 1 7 1

{1] Severity: 1=Mild, 2=Moderate, 3l=Severe

[2) Action Taken: laNone, 2=Drug Therapy, 3=Hospitalization, 4=Other

(3] Study Drug Related: 1=Not Related, 2=Possible w/ Mifepristone, 3=Probable w/ Mifepristone,

4=Possible w/ Misoprostol, S5=Probable w/ Misoprostol, 6=Possible w/ Combination,
7=Probable w/ Combination

[4] Outcome: 1=Recovered, 2=Improved, 3=Unchanged, 4=Worse, 5=Death

[S) Value is unknown.
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Appendix A.1, Table 25 (Continued)
Adverse Events
[Patients with Any Adverse Event) ‘

f
'

Patient Visit 1 Visit 2 Visit 3 Start Stop Severity Action Reaated Qutcome
Number pDate Date Date Description Date Date (1) (21 (31 T4
074 (Cont.} NAUSEATED 12/18/94 12/18/94 1 1 7 - 1
075 12/19/9a 12/21/94 01/04/95  CRAMPS 12/21/94 12/22/94 2 1 7 b
076 12/19/94 12/21/94 01/06/95 BACTERIAL INFECTION 12/19/94 2 2 1 1
CHLAMYDIA INFECTION 01/12/95 2 2 1 1
NAUSEA 12/19/94 12/19/94 2 1 2 1
CRAMPING 12/19/94 12/20/94 1 1 3 1
VOMITING BLOOD 12/20/94 12/20/94 1 1 2 1
NAUSEA 12/20/94 12/20/94 2 2 2 1
NOSE BLEED ' 12/20/94 12/20/94 1 1 2 1
CRAMPING 12/21/94 12/21/94 2 2 7 1
CRAMPING 12/22/94 12/23/94 1 2 7 1
077 12/19/94 12/21/94 01/04/95 NAUSEA 12/19/94 12/19/94 1 1 3 1
CRAMPS 12/20/94 12/21/94 2 2 3 1
, CHILLING ' 12/21/94 12/21/94 2 1 7 1
CRAMPING 12/21/94 12/27/94 2 2 7 1
SHAKEY ’ 12/21/94 12/21/94 2 1 7 1
HYPOTENSIVE 12/21/94 12/21/94 2 1 7 1
VOMITING 12/26/94 12/26/94 2 1 1 1

(1} Severity: 1=Mild, 2=Moderat

[2) Action Taken: l=None, 2=Drug Therapy, 3=Hospitalization, 4=Other
(3) Study Drug Related: 1=Not Related, 2=Possible w/ Mifepristone, 3=Probable w/ Mifepristone,

4=Possible w/ Misoprostol,
7=Probable w/ Combination

e, 3=Severe

5=Probable w/ Misoprostol, 6=Possible w/ Combination,

[4] Outcome: 1=Recovered, 2=Improved, 3=Unchanged, 4=Worse, S=Death

(5) value is unknown.
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Appendix A.1, Table 25 (Continued)
Adverse Events

{Patients with Any Adverse Event)

Center Number: 2
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\

i
Patient Visit 1 Vigit 2 Visit 3 Start Stop Severity Action Rélaced Out come
Number Date Date Date Description Date Date f1) {2) (3] {4)
078 12/20/94 12/22/94 01/04/95 CRAMPS 12/22/94 12/22/94 2 7
HEAVY BLEEDING 12/22/94 12/23/94 2 1 7 1
079 12/27/94 12/29/94 01/11/95 CRAMPS 12/28/94 12/28/94 2 1 3 1
CRAMPS 12/29/94 12/29/94 3 2 3 1
CRAMPS 12/29/94 12/31/94 2 1 7 1
HEADACHE 12/30/94 12/30/94 2 2 6 1
080 12/27/94 12/29/94 01/11/95 CRAMPING 12/28/94 12/28/94 1 1 3 1 ‘
CRAMPING 12/29/94 12/29/94 1 1 7 1 |
CRAMPING ©12/30/94 12/30/94 2 2 7 1
081 12/27/94 12/29/94 01/11/95 BACTERIAL VAGINOSIS 12/28/94 2 2 1 1
CRAMPING 12/27/94 12/29/94 1 1 3 1
VOMITING 12/27/3%4 12/29/94 2 1 2 1
CRAMPING 12/29/94 12/29/94 3 2 7 1
DIARRHEA 12/29/94 12/29/94 1 1 7 1
CRAMPING 12/30/94 01/01/95 2 2 7 1
082 12/27/94 12/29/94 01/11/95 CRAMPING 12/27/94 12/29/94 1 1 3 1
CRAMPING 12/29/94 01/03/95 2 7 1
{1) Severity: 1=Mild, 2=Moderate, 3=Severe
[2] Action Taken: 1=None, 2=Drug Therapy, 3sHospitalization, 4=Other
(3) Study Drug Related: 1=Not Related, 2=Possible w/ Mifepristone, 3=Probable w/ Mifepristone,
4=Possible w/ Misoprostol, S=Probable w/ Misoprostol, 6=Possible w/ Combination,
7=Probable w/ Combination
[4) Outcome: l1=Recovered, 2=Improved, 3=Unchanged, 4=Worse, S5=Death
{5] value is unknown.
0o .
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Appendix A.1, Table 25

(Cont inued)

Adverse Events
[Patients with Any Adverse Event]

Page 66 of 238

Regated Outcome

Patient Visic 1 Visit 2 Visic 3 Start Stop Severity Action
Numberx Date Date " Date Description Date Date (1] [2) (3] (4]
083 12/27/94 12/29/94 01/11/9% CRAME ING 12/27/94 12/27/94 2 2 3 1
HA 12/27/94 12/27/94 2 2 2 1
CRAMP ING 12/28/94 12/28/94 1 2 3 ‘1
CRAMP ING 12/29/94 01/01/95 2 2 7 1
CRAMP ING 12/29/94 12/29/94 1 2 7 q
HA 12/30/94 12/30/94 2 2 7 1
HA 01/01/95 01/01/95 2 2 7 1
CRAMP ING 01/02/95 ©01/03/95 1 2 7 1
CRAMP ING 01/04/95 01/07/95 1 1 ? 1
084 12/28/94 12/30/94 01/17/95  ABD. PAINS 12/29/94 12/30/94 1 1 3 1
FATIGUE 12/29/94 01/04/95 2 1 3 1
NAUSEA 12/30/94 12/30/94 2 2 3 1
NAUSEA 12/30/94 12/30/94 2 1 ! 1
CRAMPS 12/30/94 12/31/94 3 2 7 1
ABD PAIN 01/01/95 01/01/95 1 2 6 1
PAIN (R) LEG FROM HIP DOWN 01/15/95 01/15/95 3 1 6 1
PAIN (R} LEG FROM HIP DOWN 01/16/95 01/16/9S 1 1 6 1
08s 01/03/9% 01/05/9% 01/18/95 VERY THIRSTY 01/03/95 01/03/95 1 1 2 1
CRAMPS ON-OFF 01/03/95 01/03/95 1 1 3 1
CRAMPS 01/04/95 01/04/95 2 1 2 1
CRAMPS 01/05/95 01/09/95 2 2 7 1
CRAMP'S 01/10/95 01/11/95 1 1 7 1
{1) Severity: 1=Mild, 2=Moderate, 3aSevere
{2) Action Taken: 1=-None, 2=Drug Therapy, 3=Hospitalization, 4=Other
[3} Study Drug Related: 1=Not Related, 2-Possible w/ Mifepristone, 3=Probable w/ Mifepristone,
4=Possible w/ Misoprostol, S5=Probable w/ Misoprostol, 6=Possible w/ Combination,
7=Probable w/ Combination
[4) Outcome: l=Recovered, 2=Improved, 3=Unchanged, 4=Worse, 5=Death
[5} value is unknown.
DN
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Appendix A.1, Table 25 (Continued)
Adverse Events
[Patients with Any Adverse Event] ¢

Center Number: 2 :
s
L

Patient Visit 1 Visgit 2 Visit 3 Start Stop Severity Action Rélateq Out come
Number Date Date Date Description Date Date f1) [21 (3] {4]
086 01/03/95 01/05/95 01/18/95 BACTERIAL VAGINOSIS 01/19/9S 2 2 1 1
NAUSEA 01/03/95 01/03/95 3 2 1 1
VOMITING 01/03/95 01/03/95 1 2 3 1
SWEATS 01/03/95 01/03/95 3 1 3 1
CHILLS 01/03/95 01/03/95 3 1 3 1
CRAMPING 01/04/95 01/04/95 2 1 3 1
NAUSEA INTERMITTENT 01/04/95 01/05/95 1 2 3 1
CRAMPING 01/05/95 01/14/95 2 2 7 1
NAUSEA 01/05/95 01/06/95 1 1 7 1
VOMITING 01/05/95 01/05/95 2 2 3 1
NAUSEA 01/05/95 01/05/95 3 1 7 2
DIARRHEA INTERMITTENT 01/13/95 01/17/9% 2 1 1 1
COUGH & COLD SYMPTOMS 01/17/95 01/26/95 2 2 1 1
087 01/03/9% 01/08/95 01/18/95 BACTERIAL VAGINOSIS 01/04/95 1 2 1 1
FATIGUE . 01/03/95 01/03/95 3 1 3 2
DIZZINESS BUT DIDN'T PASS OUT 01/04/95 01/04/95 2 1 3 1
HOT FLASHES 01/04/95 01/05/95 1 1 3 1
FATIGUE 01/04/95 01/15/9% 1 1 7 2
PERSPIRING 01/04/95 01/04/95 2 1 3 1
CRAMPS 01/05/95 01/05/95 1 1 7 1
CRAMPS 01/05/95 01/05/95 3 2 7 1
HOT FLASHES 01/06/95 01/15/95 1 1 6 1

(1) Severity: 1=Mild, 2=Moderate, 3=Severe

(2] Action Taken: 1=None, 2=Drug Therapy, 3=Hospitalization, 4=Other

{3) Study Drug Related: 1=Not Related, 2=Possible w/ Mifepristone, 3-Probable w/ Mifepristone,
4=Posaible w/ Misoprostol, 5=Probable w/ Misoprostol, é=Possible w/ Combination,
7=Probable w/ Combination

{4) Outcome: l1=Recovered, 2=Improved, 3=Unchanged, 4=Worse, S=Death

{5) value is unknown.
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Appendix A.1l, Table 25 (Continued)
Adverse Events
[patients with Any Adverse Event]

Center Number: 2 .
3

Patient Visit 1 Visit 2 < Visit 3 Start Stop Severity Action Related, Outcome
Number Date Dage Date Description Date Date (1) {2} {3} {a}
t

088 01/03/95 01/05/95 01/17/95 CRAMPS 01/03/95 01/03/95 1 1 3 1
NAUSER 01/03/95 01/03/95 1 1 3 A
CRAMPS 01/04/95 01/04/95 2 1 3 1
BLACKED OUT IN SHOWER 01/04/95 01/04/95 2 1 1 1
CRAMPING 01/05/95 01/05/95 2 1 7 1
CRAMPING 01/07/95 01/11/95 1 1 7 1

089 01/04/95 01/06/95 01/20/95 NAUSEAR 01/04/95 01/04/95 1 1 3 1
CRAMPING 01/06/95 01/06/95 2 2 7 1
FEVER 01/20/95 01/20/95 2 2 6 1
BODY CHILLS 01/20/95 01/20/95 2 2 6 1
BACTERIAL VAGINOSIS 01/20/95 Ongoing 2 2 1 3
VAGINAL INFECTION 01/20/95 Ongoing 2 2 1 3

090 01/09/95 01/11/95 01/23/95 COLD, STUFFY NOSE 01/08/95 01/09/95 2 2 1 1
LOWER BACK PAIN 01/11/95 01/11/95 3 2 S 1
CRAMPS ) 01/11/95 01/12/95 1 1 7 1
CRAMPS 01/11/95 01/11/95 2 1 7 4
EXCESSIVE BLEEDING 01/11/95 01/11/95 3 1 7 1
CRAMPING 01/11/95 01/11/95 3 1 7 1
LOW BACK PAIN 01/11/95 01/12/95 1 1 7 1
LOW BACK PAIN 01/11/95 01/11/95 - 2 1 7 4

[1) Severity: 1=Mild, 2=Moderate, 3}=Severe

f2} Action Taken: 1=None, 2=Drug Therapy, 3=Hospitalization, 4=Other

[3] Study Drug Related: 1=Not Related, 2=Possible w/ Mifepristone, 3=Probable w/ Mifepristone,

4=Pogsible w/ Misoprostol, S=Probable w/ Misoprostol, éx=Pogsible w/ Combination,
7=Probable w/ Combination

{4] Outcome: 1=Recovered, 2=Improved, 3=Unchanged, 4=Worse, S=Death

[s] Value is unknown.
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Appendix A.1l, Table 25

Adverse Events

(Cont inued)

{Patients with Any Adverse Event)

Page 69 of 2138

. T
L)

Patient Visit 1 Visit 2 . visit 3 Start Stop Severity Action Related Out come

Number Date Date Date Description Date Date [1] [2) [3] [4)

091 01/09/95 01/11/95 01/23/95 NAUSEA 01/09/95 01/10/95 2 1 3 1
CRAMPS 01/09/95 01/09/95 1 1 3 1
CRAMES 01/11/95 01/12/9% 3 2 7 1
NAUSEA 01/13/95 01/13/95 2 1 6 1
CRAMPS 01/13/95 01/14/95 3 2 7 1
COLD SWEAT 01/15/95 01/15/95 2 1 1 1
COLD SWEAT 01/17/95 01/17/9% 3 1 1 1

092 01/09/95 01/23/95 CRAMPS 01/10/95 01/10/95 2 2 3 1
LOW BACK PAIN 01/10/95 01/10/9% 2 2 3 1
MILD CRAMPS 01/11/95 01/11/95 1 2 3 1
MILD CRAMPS 01/12/95 01/15/95 1 2 3 1
HEADACHE 01/12/95 01/12/95 2 1 3 1
CRAMPS 01/16/95 01/19/9% 1 2 k) 1
HEADACHE 01/16/95 01/19/95 2 2 3 1
LOW BACK PAIN 01/16/9% 01/19/95 1 2 3 1

0%3 01/09/95 " 01/11/95 01/23/95 CRAMPING 01/09/95 01/09/95 1 1 k) 1
CRAMPING 01/10/95 01/10/95 2 1 3 1
CRAMPING 01/11/95 01/11/9% 3 2 7 1
HEADACHE 01/11/95 01/11/95 2 2 4 1
HEADACHE 01/13/95 01/13/95 2 2 6 1

[1} Severity: 1=Mild, 2=Moderate, 3=Severe

{2) Action Taken: 1=None, 2=Drug Therapy, 3=Hospitalization, 4=Other

(3] Study Drug Related: 1=Not Related, 2~Possible w/ Mifepristone, 3=Probable w/ Mifepristone,

4=-Possible w/ Misoprostol, S=Probable w/ Misoprostol, é=Possible w/ Combination,
7=Probable w/ Combination

(4) OQutcome: l=Recovered, 2=Improved, 3=Unchanged, 4=Worse, S=Death

[S) value is unknown.
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Table 25 (Continued}

Adverse Events
[Patients with Any Adverse Event]
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I

Patient Visgit 1 Visit 2 visit 3 Start Stop Severity Action Relateqd Out come
Number Date Date Date Description Date Date [1) {2) [3] (4]
L}
094 01/09/95% 01/11/95 01/23/95 DEPRESSION 12/27/94 Ongoing 3 1 1 3
HEADACHE 01/09/95 01/09/95 2 2 3 1 :
HEADACHE 01/10/95 01/10/95 2 2 3 1
INTERMITTENT CRAMPS 01/10/95 01/10/95 1 1 3 1
HEADACHE 01/11/95 01/13/95 2 2 [ 1
CRAMPS 01/11/95 01/13/95 3 2 7 1
INSOMNIA 01/11/95 Ongoing 3 1 1 3
IRRITABILITY 01/11/95 Ongoing 2 1 1 3
095 01/09/95 01/11/95 03/06/95 NAUSEA 01/09/95 01/10/95 3 1 3 1
VOMITING - 01/09/95 01/09/95 2 1 3 1
CRAMPING 01/10/95 01/10/95 1 1 3 1
COUGH 01/10/95 01/10/9S 3 1 1 1
SINUS PRESSURE 01/10/95 01/10/95 3 1 1 1
CRAMPING 01/11/95 01/11/95 3 1 7 1
CRAMPING 01/12/95 01/12/95 1 1 7 1
HEARTBURN 02/28/95 02/28/95 2 2 1 1
096 01/11/95 01/13/9% 01/30/95 NAUSEA 01/11/95 01/11/9% 1 1 3 1
EXCESSIVE BLEEDING 01/12/95 01/12/95 3 1 3 1
FELT WEAK 01/12/95 01/12/95% 1 2 3 1
CRAMPING 01/13/95 01/13/95 1 1 7 1
EXCESSIVE BLEEDING 01/14/95 01/14/95 3 1 7 1
{1} Severity: 1=Mild, 2=Moderate, 3=Severe
f{2) Action Taken: 1=None, 2=Drug Therapy, 3=Hospitalization, 4=Other
[3] Study Drug Related: 1=Not Related, 2=-Possible w/ Mifepristone, 3=Probable w/ Mifepristone,
4=Possible w/ Misoprostol, S=Probable w/ Misoprostol, 6=Possible w/ Combination,
7=Probable w/ Combination
{4) Outcome: 1=Recovered, 2=Improved, 3sUnchanged, 4=Worse, 5=Death
{S) value is unknown.
nNo
Pt
- .
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Adverse Events

[Patients with Any Adverse Event]
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Reiated Outcome

Patient Visit 1 Visit 2 ~Visit 3 Start Stop Severity Action

Number Date Date Date Description Date Date (1] [2] (3] < (4}

097 01/16/9% 01/30/95 NAUSEA 01/16/95 01/16/95 3 2 3 2
NAUSEA 01/16/95 01/23/95 2 1 3 1
CRAMPS 01/18/9% 01/18/95 2 1 3 1
CRAMPS 01/20/95 01/22/95% 2 1 3 1

098 01/16/95 01/18/95% 01/30/95 DIARRHEA 01/16/95 01/17/95 2 1 3 2
VOMITING 01/17/95 01/18/95 2 1 3 1
DIARRHEA 01/18/95 01/18/95 1 1 7 2
HEAVY BLEEDING 01/18/95 01/18/95 3 1 7 1
CRAMPING 01/18/95 01/18/95 2 1 7 4
CRAMPING (BAD) 01/18/95 01/20/95 3 2 7 1
DIARRHEA 01/19/95 01/19/95 1 1 it 1
DIARRHEA 01/20/95 01/20/95 1 1 7 1
BACK PAIN 01/21/95 01/21/95 2 1 7 1
CRAMPING 01/21/95 01/22/95 2 2 7 1

099 01/16/95 01/18/95 02/02/95 CRAMPING 01/16/95 01/18/95 2 b3 3 1

' NAUSEA 01/18/95 01/18/95 2 1 7 1

VOMITING 01/18/95 01/18/95 2 1 7 1
CRAMPING 01/18/95 01/18/95% 2 1 7 1
CRAMPING Q1/19/95% 01/21/9% 1 1 7 1
FEVER 01/30/95 01/31/9% 2 2 1 1
VOMITING 01/30/95 01/31/95 2 1 1 1
DIARRHEA 01/30/95 01/31/95 2 2 1 1

[1] Severity: 1=Mild, 2=Moderate, 3=Severe

[2) Action Taken: 1=None, 2-Drug Therapy, 3=Hospitalization, 4=Other

[3) Study Drug Related: 1=Not Related, 2=Possible w/ Mifepristone, 3=Probable w/ Mifepristone,

4~Possible w/ Misoprostol, 5=Probable w/ Misoprostol, 6=Possible w/ Combination,
7=Probable w/ Combination

(4) Outcome: 1=Recovered, 2«Improved, 3=Unchanged, 4=Worse, 5=Death

{s] value is unknown.
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Patient Visit 1 Visit 2 Visit 3 Start Stop Severity Action Réﬁated Outcome
Number Date Date Date Description Date Date {1) 12) 3] . f4]
100 01/16/95% 01/18/95 01/30/95 VOMITING 01/17/95 01/17/95 1 1 3 1
NAUSEA 01/17/9% 01/18/95 1 1 k} 1
VOMITING 01/18/95 01/18/95 1 1 3 "1
CRAMPING 01/18/95 ©01/18/95 1 1 3 4
CRAMPING 01/18/95 €1/19/95 2 1 7 1
DIARRHEA 01/18/95 01/18/95 2 1 7 1
NAUSEA 01/18/95 01/18/95 1 1 7 1
CRAMPING 01/20/95 01/21/95 2 2 7 1
CRAMPING 01/22/95 01/24/95 2 1 7 1
NASAL CONGESTION 01/24/95 01/26/95 2 2 1 1
HEADACHE 01/25/95 01/25/95 2 2 6 1
HEADACHE 01/28/95 01/29/95 2 2 6 1
NASAL CONGESTION 01/29/95 01/29/95 2 2 1 1
101 01/16/95 01/18/95 01/30/95  CRAMPS 01/16/95 01/17/95 1 1 3 1
? FUNNY TASTE 1IN MOUTH 01/17/95 01/17/95 1 1 3 1
i FELT FAINT 01/18/95 01/18/95 2 1 3 1
| CRAMPS 01/18/95 01/18/95 3 2 3 3
‘ CRAMPING 01/18/95 01/18/95 3 2 7 2
NAUSEA 01/18/95 01/18B/95 2 1 3 1
CRAMPS 01/19/9% 01/19/95 2 2 7 1
CRAMPS 01/20/95 01/20/95 1 1 ? 1
HEADACHE (SINUS) 01/29/95 01/30/95 2 2 1 1
[1] Severity: 1=Mild, 2=Moderate, 3=Severe
[2] Action Taken: 1=None, 2=Drug Therapy, 3=Hospitalization, 4=Other
{3} Study Drug Related: 1=Not Related, 2=Possible w/ Mifepristone, 3J=Probable w/ Mifepristone,
4=Posgsible w/ Misoprostol, S=Probable w/ Misoprostol, 6=Possible w/ Combination,
7=Probable w/ Combination
[4) Outcome: 1=Recovered, 2=Improved, 3=Unchanged, 4=Worse, 5=Death
{5} Value is unknown.
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Adverse Events
{Patients with Any Adverse Event])

Center Number: 2

Patient Visit 1 Visit 2 visit 3 Start Stop Severity Action Rélated Qutcome
Number Date Date Date Description Date Date {1} {2]) (3} . {4)
L}
102 01/16/95 01/18/95 01/30/95 BACTERIAL VAGINOSIS ongoing 2 1 1 3
NAUSEAR (STOMACHACHE) 01/16/95 01/16/95 2 1 3 1
VOMITING 01/16/95 01/16/95 1 1 3 "1 '
VOMITING 01/17/95 01/17/95 2 1 3 1
CRAMPING 01/18/95 01/18/95 2 2 7 4q
HEADACHE 01/18/95 01/18/95 2 2 6 1
CRAMPING 01/18/95 01/18/95 3 1 7 1
FATIGUE 01/18/95 Ongoing 1 1 6 3
CRAMPING 01/19/95 01/30/95 1 1 7 1
103 01/16/95 01/18/95  01/30/95 BACTERIAL INFECTION 01/18/95 2 2 1. 1
CHLAMYDIA 02/07/95 2 2 1 1
CRAMPING 01/16/95 01/18/95 1 1 2 1
HIVES 01/17/95 Ongoing 3 2 1 3
DIARRHEA 01/17/95 01/17/95% 2 1 3 1
NAUSEA INTERMITTENT 01/18/95 01/25/95% 2 1 5 1
CRAMPING - 01/18/9% 01/18/95 2 1 7 1
BODILY BRUISES 01/28/95 01/28/95 2 1 1 1
104 01/17/95 01/19/95 02/08/95  CRAMPS 01/18/95 01/18/95 1 2 3 1
CRAMPS 01/19/95 01/19/9% 2 2 7 4
CRAMPS 01/20/95 01/20/95 3 2 7 3
CRAMPS 01/21/95 01/21/95 3 2 7 2
CRAMPS 01/22/9% 01/22/9% 2 1 7 1

[1] Severity: 1=Mild, 2=Moderate, 3=Severe

{2] Action Taken: laNone, 2=Drug Therapy. }=Hospitalization, 4=0Other

(3) Study Drug Related: 1=Not Related, 2=Possible w/ Mifepristone, 3=Probable w/ Mifepristone,
4=Possible w/ Misoprostol, S=Probable w/ Misoprostol, 6=Possible w/ Combination,
7=Probable w/ Combination

{4} Outcome: 1=Recovered, 2=Improved, 3=Unchanged, 4=Worse, S5=Death

{5) value is unknown.
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Appendix A.1, Table 25 (Continued)
Adverse Events

[Patients with Any Adverse Event]

Center Number: 2

Page 74 of 238

¥
Related  Outcome

Patient Vigit 1 Visit 2 . Visit 3 Start Stop Severity Action
Number Date Date Date Description Date Date (1) [2) {3) f4)
10S 01/23/95  01/25/95 02/06/95  VOMITING 01/24/95 01/24/95 1 1 3 1
CRAMPS 01/24/95 01/24/95 1 1 3 1 f
NAUSEA 01/24/95 01/24/95 1 1 3 1
VOMITING 01/25/95 01/25/95 1 1 3 1
CRAMPS 01/25/95 01/25/95% 1 1 7 1
DIARRHEA 01/25/95 01/25/95 1 1 7 1
CRAMPS 01/26/95 01/26/95 1 1 3 1
CRAMPS 01/27/95 01/27/95 2 2 7 1
106 01/23/9S 01/25/95 02/06/95 CRAMPING ) 01/25/95 01/28/95% 2 1 7 1
DIARRHEA 01/25/95 01/25/95 1 1 7 1
CRAMPING 01/25/95 01/25/95 1 1 7 1
LEG PAIN 01/27/95 01/28/95 2 1 7 1
107 01/23/95 01/25/95 02/06/95 CRAMPS 01/25/95 01/25/95 1 1 S 1
: BACK PAIN . 02/03/95 02/04/95 3 2 6 1
HEADACHE 02/03/95 02/05/95 2 2 1 1
' ABD PAIN . 02/03/95 02/05/95 3 2 1 1
DIZZINESS 02/03/95 02/05/95 1 1 1 1
SMELLY BROWN DISCHARGE 02/03/95 02/06/95 2 2 1 1
HIP PAIN 02/03/95 02/03/95 3 2 1 1
STOMACH PAIN 02/05/95 02/05/95 3 2 1 1
[1) Severity: 1=Mild, 2=Moderate, 3=Severe
[2) Action Taken: 1l=None, 2=Drug Therapy, 3=Hospitalization, 4=Other
{3] Study Drug Related: 1sNot Related, 2=Possible w/ Mifepristone, 3J=Probable w/ Mifepriatone,
4=Possible w/ Misoprostol, S=Probable w/ Migoprostol, 6=Possible w/ Combination,
7=Probable w/ Combination
f4) Outcome: 1=Recovered, 2=Improved, 3sUnchanged, 4=Worge, S=Death
(5] value is unknown.
Do .
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Center Number: 2

Appendix A.1, Table 25 {(Continued)

Adverse Events

{Patients with Any Adverse Event}
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Patient Visit 1 visit 2 visit 3 Start Stop Severity Action éilated Outcome

Number Date Date Date Description Date Datce 11} 12} [31 ' 14)

108 01/231/9% 01/25/95 03/05/9% VOMITED 01/23/95 01/23/95 2 1 3 1
NAUSEA 01/23/95 01/23/95 2 1 3 2
VOMITED 01/24/95 01/24/95 1 1 3 1
NAUSEA 01/24/95 01/24/95 1 1 3 3
CRAMPS 01/24/95 01/24/95 1 1 3 1
CRAMPS 01/25/95% 01/25/9% 3 2 7 2
NAUSEA 01/25/95 01/25/95 1 1 7 1
CRAMPS 01/25/95 01/27/95 1 1 7 1

109 01/23/95 01/25/95 02/06/9S CRAMPING 01/23/95 01/24/95 1 1 3 1
VOMITING 01/25/95 01/25/95 2 1 3 - 1
CRAMPING 01/25/95 01/26/95 3 2 7 2
EXCESSIVE BLEEDING 01/25/95 01/25/9% 3 1 7 1
CRAMPING 01/27/95 01/31/95 1 1 7 1

110 01/23/9% 01/25/9% 02/08/95 VAGINAL INFECTION 01/26/95 2 2 1 1
CRAMPING - 01/23/95 01/24/95 1 1 3 1
PAIN/TENDERNESS IN HIPS 01/24/95 01/24/95 1 2 2 1
CRAMPING 01/25/95 01/25/95 2 1 7 1
CRAMPING/PAIN 01/26/95 01/27/95 3 2 7 2
CRAMPING/PAIN 01/28/95 ©01/28/95 2 2 2 1

(1] Severity: 1=Mild, 2:=Moderate, 3=Severe

[2) Action Taken: 1l=None, 2=Drug Therapy, 3=Hospitalization, 4=Other

[3) Study Drug Related: 1=Not Related, 2-Possible w/ Mifepristone, 3=Probable w/ Mifepristone,

4=Possible w/ Misoprostol, S=Probable w/ Misoprostol, 6=Possible w/ Combination,
7=Probable w/ Combination

{41 Qutcome: l=Recovered, 2=Improved, 3=Unchanged, 4=Horse, 5=Death

{5) value is unknown.
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Appendix A.1, Table 25

(Cont inued)

Adversgse Events
[Patients with Any Adverse Event]

Page 76 of 238

-+

Patient Visit 1 Visit 2 Visit 3 Start Stop Severity Action Regated Qutcome

Number Date Date Date Description Date Date (1} {2] (3] ’ (4)

111 01/23/95 01/25/95 02/09/95 CRAMPING 01/24/95 01/24/9% 3 2 3 1
VOMITING 01/25/95 01/25/95 2 2 3 L1
CRAMPING 01/25/95 01/25/95 3 2 S 1
CRAMPING 01/26/95 01/29/95 2 2 5 1
NAUSEA 02/07/95 02/07/95 2 1 1 1
COUGH 02/07/95 02/07/95 2 1 1 1
FEVER 02/07/95 02/07/95% 2 1 1 1
FEVER 02/09/95 Ongoing 2 2 1 3
NASAL CONGESTION 02/09/95 Ongoing 2 2 1 3
COUGH 02/09/95 Ongoing 2 2 1 3

112 01/23/95 01/25/95 02/06/95 HA 01/24/95 01/24/95 2 2 3 1
CRAMPS 01/25/95 01/26/95 1 1 1 1

113 01/30/95 02/01/95 02/21/95 CRAMPING 01/30/95 02/01/9% 1 2 3 1
CRAMPING 02/01/95 02/02/95 3 2 7 1
CRAMPING 02/01r/95 02/01/95 1 1 7 4
CRAMPING 02/03/95 02/03/95 1 1 7 1

114 01/30/95 02/15/95 CRAMPING 01/31/95 01/31/95 1 1 3 1
EXCESSIVE BLEEDING 01/31/9% 01/31/95 2 1 3 1
EXCESSIVE BLEEDING 02/03/95 02/04/95 2 1 3 1
CRAMPING 02/03/95 02/04/95 2 2 3 1

[1] Severity: 1=Mild, 2-Moderate, 3=Severe

{2} Action Taken: 1=None, 2=Drug Therapy, 3=Hospitalization, 4=Other

{3] Study Drug Related: 1=Not Related, 2-Possible w/ Mifepristone, 3=Probable w/ Mifepristone,

4=Possible w/ Misoprostol, S=Probable w/ Misoprostol, 6=Possible w/ Combination,
7=Probable w/ Combination
{4] Outcome: 1=Recovered, 2=Improved, 3=Unchanged, 4=Worse, S=Death
{5} Value is unknown.
N
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Appendix A.1, Table 25 (Continued)
Adverse Events
[(Patients with Any Adverse Event] ‘

Center Number: 2

\
+

¥
Patient Visit 1 Visit 2 . Vvisit 3 Start Stop Severity Action Related Outcome
Number Date Date Date Description Date Date (1) (21 (3} (4]
115 01/30/95% 02/01/95 02/14/95 CRAMPS 01/31/95 01/31/95% 1 1 3 1
CRAMPS 02/01/95 02/01/95 1 1 3 1
NAUSEA 02/01/95 02/01/95 1 1 3 1
CRAMPS 02/01/95 02/01/95 3 2 7 1
CRAMPS 02/02/95 02/03/95 2 2 7 1
116 01/30/95 02/01/95 02/14/95 HEADACHE 01/30/95 01/30/95 2 1 2 1
CRAMPING 02/01/95 02/02/95 3 2 7 1
SLIGHT DIZZINESS 02/01/9% 02/01/95 1 1 2 1
EXCESSIVE BLEEDING 02/02/95 02/02/95 3 1 7 1
CRAMPS 02/03/95 02/06/95 1 1 7 1
117 01/30/95 02/01/95% 02/14/95 ABDOMINAL PAIN 01/30/9% 01/30/95 1 1 3 1
CRAMPS 01/31/95 01/31/95 2 2 3 1
CRAMPS 02/01/95 02/01/95 2 2 7 1
EXCESSIVE BLEEDING 02/01/95 ©02/01/9% 3 1 7 1
CRAMPS ' 02/03/95 02/04/95 2 2 7 1
! DIARRHEA 02/04/95 02/04/95 1 1 7 1
CRAMPS 02/06/95 02/07/95 1 2 7 1
EXCESSIVE BLEEDING 02/09/95 ©02/10/9% 1 2 7 1
CRAMPING 02/09/95 02/09/95 1 2 7 1
HEADACHE 02/10/95 02/12/95 2 2 6 1

f1] Severity: 1=Mild, 2<Moderate, 3=Severe

{2) Action Taken: 1=None, 2=Drug Therapy, 3=Hospitalization, 4=Other

[3) Study Drug Related: 1=Not Related, 2=Possible w/ Mifepristone, 3=Probable w/ Mifepristone,
4=Pogsible w/ Misoprostol, S=Probable w/ Misoprostol, 6=Possible w/ Combination,
7=Probable w/ Combination

{4) Outcome: ls=Recovered, 2=Improved, 3=Unchanged, 4=Worse, S5=Death

{5} Value is unknown.
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Appendix A.1, Table 25 (Continued)
Adverse Events

[Patients with Any Adverse Event)

Center Number: 2

Patient Visit 1 Visit 2 Visit 3 Start Stop Severity Action RehaCed Outcome

Number Date Date Date Description Date Date (1] (2] (3] . {4])

118 01/30/95 02/01/95 02/21/95 INSOMNIA 01/30/95 01/30/95 1 1 1 1 '
CRAMPS 01/30/95 ©01/30/95 1 1 1 1
CRAMPS 02/01/95 02/01/95 2 2 7 ‘1
EXCESSIVE BLEEDING 02/01/95 02/02/9% k} 1 7 1
CRAMPS 02/02/95 02/02/95 2 1 ? 3
CRAMPS 02/03/95 02/03/95 2 2 7 1

119 01/30/95 02/01/95 02/14/9%5 CERVICITIS 02/07/9S 2 2 1 1
BACTERIAL INFECTION 02/07/95 2 2 1 1
CRAMPS 01/31/95 01/31/9S 2 2 3 1
HEADACHE 01/31/95 01/31/95 2 2 1. 1
SWOLLEN (R) ANKLE 01/31/95 01/31/95 2 1 1 1
CRAMPS 02/01/95 02/02/95 2 2 7 4
CRAMPS 02/03/95 02/03/95 3 2 7 2
CRAMPS 02/04/95 02/04/95 2 2 7 1
CRAMPS 02/05/95 02/06/95 1 1 7 1

120 02/06/95 © 02/08/95 02/20/95 CRAMPS 02/06/95 02/08/95 2 2 2 1
NAUSEA (UPSET STOMACH) 02/06/95 02/06/95 1 1 3 1
CRAMP ING 02/08/95 02/08/95 1 1 4 1
CRAMPING 02/08/95 02/08/95 2 2 7 1
CRAMPING 02/09/95 02/14/95 2 1 7 1
RUNNY NOSE 02/10/95 Ongoing 1 1 1 1
CHEST CONGESTION 02/10/95 Ongoing 1 1 1 1

(1} Severity: 1=Mild, 2=Moderate, 3=Severe

{2} Action Taken: l=None, 2=Drug Therapy, 3=Hospitalization, 4=Qther

{3) Study Drug Related: 1=Not Related, 2=Possible w/ Mifepristone, 3=Probable w/ Mifepristone,

4=Possible w/ Misoprostol, S5=Probable w/ Misoprostol, 6=Possible w/ Combination,
7=Probable w/ Combination

[4]) Outcome: l=Recovered, 2=Improved, 3=Unchanged, 4=Worse, 5sDeath

[S) value is unknown.
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