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(letterbead information}

T -

CERTIFICATE OF INSURANCE OF

PROFESSIONAL CIVIL LIABILITY OF PERSONS INDICATED
by law No. 88.1138 of December 20, 1988 amended

____ certifies that the contract subscribed by
ROUSSEL UCLAF, 35 Boulevard des Invalides - 75007 Paris, under NO. 6.746.570 B covers the Civil Liability of:

ROUSSEL SANTER & D
102 route de Noisy
93230 Romainville

in their capacity as sponsor of biomedical research, and the liability of any person involved, pursuant to Artcle
L.209.7 of the Public Health Code, in the study entitled: {

) "Efficacy and safety of Mifepristone (RU 486) administered at the dose of 600 mg in a single administration hd

in combination with Misoprostol as an alternative to uterine aspiration for termination of pregnancy aged -
less than or equal to 63 days of amenorrhea.” .-

Protocol No.: FF/92/486/24
This contract includes coverage pursuant to the coverage stipulated by Decree 91.440 of May 14, 1991.
This certification does not signify any presumption of coverage borne by the Insurer.
Paris, July 24, 1992

To be valid for all lawful purposes
FOR THE COMPANY:

-—— e B
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AMENDMENT NO. 1
TO PROTOCOL FF/92/486/24

ROUSSEL UCLAF

“Efficacy and safety of mifepristone (RU 846) administered at the dose of 600 mg in a
single administration in combination with Misoprostol as an alternative to uterine
aspiration for termination of pregnancies aged less than or equal to 63 days of

amenorrhea”

This amendment concerns:

- the withdrawal of the following center:

- and its replacement by the following center:

We grant formal approval of this amendment.

-
[ 4

For the Investigator:

MIF 004104

For the Sponsor:
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LISEZ ATTENTIVEMENT CETTE NOTICE ET FAITES VOUS EXPLIQUER
PAR LE MEDECIN LES POINTS QUI NE VOUS PARAISSENT PAS CLAIRS.

- - AVANT DE PRENORE LA MIFEGYNE, LE MEDECIN VOUS FERA SIGNER
- UN FORMULAIRE ATTESTANT QUE VOUS AVEZ LU ET COMPRIS CETTE NOTICE.

INFORMATION DESTINEE AUX PATIENTES

Vous avez demandé une interruption de grossesse. 11 vous est proposé de participer & une étude dest inée A évaluer, 3 large
échelle, 1'efficacité de 1'association de Mifégyne et d'une prostaglandine orale, le misoprostol, dans 1'interrupticn
volontaire de grossesse.

Cette étude respects |a légisiation sur les essais clinique et les principes de la déclaration d'Helsinki : eile a été soumnise au Comité a'Ethique
de I'HApital BROUSSAIS qui a rendu un avis favorable le 4 Juin 1991,

Une étude préliminaire a été effectuée chez 100 femmes, et a montré que cette méthode semblait aussi efficace que celle
utilisée actuellement, qui associe la Mifégyne & une prostaglandine donnée en injection intramusculaire ou en ovule
vaginal. 11 est nécessaire de confirmer ces résultats sur une plus vaste échelle et cing cents femmes participeront &
cette étude. Elles seront recrutées dans 24 centres nospitaliers publics ou privés. -

La Mifégyne est un médicament qui bloque 1'action de la progestérone, hormone du maintien de la grossesse. 5gn action
nécessite toutefois d'dtre complétée, 36 & 48 heures plus tard, par celle d’une prostaglandine, substance quimdugmente
les contractions utérines. hd

.
L'emploi de la Mifégyne ne peut se faire que dans le respect des réglements en vigueur concernant 1'int§[rupt1on
volontaire de grossesse (lois de 1975 et 1979).

Les trois comprimés de Mifégyne doivent &tre pris moins de 49 jours aprés le premier jour de vos derniéres régles.
La Mifégyne ne doit pas é&tre utilisée dans les cas suivants :
. si la grossesse n'est pas confirmée,
. en cas de suspicion de grossesse extra-utérine,
. si le premier jour de vos derniéres régles date de plus de 50 jours,
. si vous 8tes dgée de plus de 35 ans, -
. en cas d'une des maladies suivantes : insuffisance rénale, insuffisance hépatique, insuffisance surrénale,
snomalie de la coagulation sanguine ou prise de médicament anticoagulant, anémie, asthme ou antécédent d’'asthme,

antécédents cardiovasculaires {angine de poitrine, troubles du rythme, insuffisance cardiaque, hypertension
artérielle sévére), diabéte, hyper 1ipémie, glaucome ou pression intracculaire élevée,

-~ —— o »

. en cas de traitement prolongé par les corticofdes,

. si vous dtes fumeuse (au moins 10 cigarettes par jour dans les 2 ans précédents).

[ 4
L "INTERRUPTION O€ (A GROSSESSE PAR LA MIFEGYNE
COMPORTE DES L[MIT T _ImMP NTRAINT
UE_VOUS DEV NNAITR
1. La prise de la Mifégyne doit impérativement atre suivie 36 & 48 heures plus tard de )'administration d'une

prostaglandine, de fagon 4 obtenir 1'efficacité maximale de la méthode.

2. La Miféqyne n’'est pas efficace 4 100 pour cent, et vous ne pourrez pas, par vous-méme, juger de 1'efficacité de
la méthode.
En effet, les saignements utérins qui se produiront ne sont pas yne preuve d'efficacité et 1'expulsion de 1 ceuf,
qui survient souvent quelques heures aprés la prise de prostaglandine, peut étre incomp léte.

MIF 004105 W
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Laboratoires ROUSSEL “7-4/5 Ye Octobre 1991

Direction Médicale i

AMENDEMENT AU PROTOCOLE FFR/91/486/14

(par rapport & la version de Mai 1991)

Efficacité et tolérance de la mifépristone (RU 486)

a la dose de 600 mg en prise unique en association
au misoprostol comme alternative 4 Paspiration utérine
dans l'interruption de grossesse d’Age inférieur ou égal
N ~a’d49 jours d’aménorrhée

.
Page 3, paragraphe 4.1, le nombre prévu de patientes est de 1 000 au lieu de 5;'0."

-

Apres la fin de:I'étude des. 1 000 sujets prévus, les centres investigateurs qui le

souhaitent pourront continuer I'étude. Le suivi d’étude se fera selon le méme
protocole, excepté pour les points suivants :

le nombre de sujcfs ne sera pas défini, I'étude s’arrétera deés que 'AMM.
sera obtenue pour l'association mifépristone-misoprostol.

suppression .des ‘mesures” des " taux d’hémoglobine 2 J1 et 38-J15
-~ (pagagraphe 6.2.3, page 7 supprimé).

un cahier d’observation simplifié sera rempli pour chaque patiente.

[ 4

- ey

"DATE : 2// /@o‘e\.‘w‘% Q//

~ Pour l'investi Pour le promoteur

Dr V. TARGOSZ WﬁYRON

&Y
MIF 004106 \




Laboratoires ROUSSEL Octobre 1991

Direction Médicale

AMENDEMENT AU PROTOCOLE FFR/91/486/14 -

ST -

(par rapport a la version de Mai 1991)

Efficacité et tolérance de la mifépristone (RU 486)

a la dose de 600 mg en prise unique en association
au misoprostol comme alternative & Paspiration utérine
dans Pinterruption de grossesse d’Age inférieur ou égal

2 49 jours d’aménorrhée

F-Oﬂt."

i

Page 3, paragraphe 4.1, le nombre prévu de patientes est de 1000 au lieu de 500.;

Apres la fin de I'étude des 1 000 sujets prévus, les centres investigateurs qui le
souhaitent pourront continuer I'étude. Le suivi d’étude se fera selon le méme

protocole, excepté pour les points suivants :

le nombre de sujets ne sera pas défini, I'étude s’arrétera dés que FAMM.
sera obtenue pour I'association mifépristone-misoprostol.

. _suppression des mesures des taux d’hémoglobine a J1 et J8-J15
(paragraphe 6.2.3, page 7 supprimé).

un cahier d’observation simplifié sera rempli pour chaque patiente.

Pour le promoteur

Pour l'investigateur

Dr V. TARGOSZ Dr R. PEYRON

MIF 004107
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Comité Consultatif de Protection des

Personnes dans la Recherche

Biomédicale- de Paris-Cochin .
A Paris, le 8 Octobre 1992

|
\
27, rue du'sf-"aubourg Salnt-Jacques |
1 75679 PARIS cedex 14

L Réf. du présent avis ou délibération : CC 92 615
Projet de recherche enregistre
sous le n° : 92/ 294

Le Comité a été saisi le 1€r Septembre 1992

par Mme le Docteur E. AUBENY

we

d'une demande d'avis pour un projet de recherche N° FF/92/486/24 : % -
‘Efficacité et tolérance de la Mifepristone (RU486) administrée a la
dose de 600 mg en prise unique en association au Misoprostol. en
alternative & l'aspiration utérine pour linterruption de grossesse d'dge
infaricir oy ega/ a g3 l". re Al \'Hpa

dont le promoteur est : ROUSSEL SANTE R ET D

Le Comité a examiné les informations relatives a ce projet!, par
une deuxiéme lecture, lors de sa séance du 6 Octobre 1992.

Ont participé a la délibération : ,
J. GUERRE, G. OLIVE (1), H. VERNEY (2), G. HAZEBROUCAQ, F. LECOURT (3) B.

BAILLY (4), E. MORICEAU (5), C. BRIGAUDIOT (7). ~

(identité et qualité des membres : catégorie).

Le Comité a adopté la délibération suivante : AVIS FAVORABLE

Commentaire : Les modlfications demandées i la sesslon du 22/9/92,
lors du premier examen, et adressées au CCPPRB le 28/9/92, ont été prises
en compte. Aucun ~commentaire le 6/10/92.

Signé : Le Président

Cet avis favorable ne vaut que si l'article 209.7 et les articles R. 2047
a R. 2053 sont respectés. &n,
\-
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Comité Consuitatif de Protection des '
Personnes dans la Recherche A Paris, le 7 novemnbre 1391
Biomédicale de Paris-Cochin

27, rue du Faubourg Saint-Jacques
75679 _PARIS cedex 14

Réf. du present avis ou délibération : CC 162

Projet de Techerche enregistré
sous le n° : 91/60

Le comité a été saisi le 31/10/91
par le Docteur E. AUBENY

d'une demande d'avis pour amender un projet de recherche intitulé :
FFR/91/486/14, “Efficacité et tolérance de la MIFEPRISTONE (RU 486) a
la dose de 600 mg en prise unique en association au MISOPROSTOL
comme alternative a l'aspiration utérine pour l'interruption de
grossesses d'age inférieur ou égal a 49 jours d'aménorrhée” '

dont le promoteur est : Laboratoires ROUSSEL ' .4
3

Le comité a examiné les informations relatives a ce projet! lok
de sa séance du 5/11/91 -

Ont participé a la délibération : (identité et qualité des membres : catégorie)

F. DOYON, P. POUILLART, (1), H. VERNEY (2), G. HAZEBROUCQ (3),
D. VAILLAND (4), M. MORICEAU (5), R. MONGUILLON (6), J.P.

LECANUET (7), C. ZARADE (8)

Le comité

a adoptz I.a‘dellberatlon suivante : Favorable Mk/

Commentaire éventuel : néant

. ——___

Signé : Le Président
Cet avis favorable ne vaut que si l'article 209.7 et les articles R. 2047
A R. 2053 sont respectes.

Le comité serail heureux d'élre tenu au courant des incidents éventuels ayant pu surgir




COMITE CONSULTATIF DE PROTECTION DES PERSONNES DANS LA
RECHERCHE BIOMEDICALE PARIS-COCHIN (C.C.P.P.R.B.)

T : LISTE DES MEMBRES
(Arréte du 20/5/92; avenant du19/10/1992)

1 - Médeci . ifiés e T: biomédicale :

- DOYO Francoise, Ingénieur d'Etude a I"NSERM
- ASSELAIN Bernard, Biostatisticien - INSERM

- POUILLART Pierre, PU-PH Oncologie Médicale
- WEBER Simon, PU-PH Cardiologie - INSERM

- GENDREL Dominique, PU-PH Pédiatrie

- GUERRE Jean, PU-FH Gastro-entérologue

- HOUSSIN Didier, PU-PH Chirurgie

- OLIVE Georges, PU-PH Pharmacologie

2 - Médecins_généralistes :
- SAUREL Patrice
- VERNEY Henri

3 - Pharmaciens :
- HAZEBROUCQ Georges
- ARNAUD Philippe
- LECOURT-GAUTHRON Frangoise
- GUERIN Corinne

4 - |Infirmieres ou infirmiers :
- VAILLAND Danielle
- BAILLY Bernard

5.p g ore d'éthi :
- MORICEAU Frangois
- MOTTPAIS Marie-Jo

5. . | . -
- ALASSIMONE Huguette .
- DALLE.Simone

7 - Personnes aptorisg’eg a faire usage de titre de_psychologue :
- BRIGAUDIOT Chantal

- LECANUET Jean-Pierre '
iL APPARTIENT A L'INVESTIGATEUR

8 - Personnes qualifiees en matiére juridique : D'AVISER LE PROMOTEUR DE LA
: REPONSE DU CCPPRB

- ZARADE Chantal
- GUILLAUME-HOFFNUNG Michele

MIF 004110
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) u;l [-ez,l C‘;l. cda/,d , J’LZLULL_
PROTOCOLE FF/92/486/24 - GCTOBRE 92 —7-4/Q; 4 18
Je tiendrai & la disposition de Roussel Uclaf. et de '1le, toutes

les données et ipformations qui concernent directement 1’étude.

Je conserverai lés données brutes recueillies A 1/occasion de cette étude pendant
une période de 15 ans.

Nom du produit : Mifépristone

N°® de protocole : FF/92/486/24
Date Signature de 1'Investigateur

/Z/efyﬁ l - -

(%
I Bkl

Date JKS/AAw 5v Signature des Coordinateurs de
Roussel Uclaf.

i

-
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19.

EXEMPLAIRE A RETOURNER AUX LABORATOIRES ROUSSEL

ENGAGEHEﬂ& ET RESPONSABILITE DE L‘INVESTIGATEUR

Toutes les informations relatives au produit expérimenté ainsi que les
résultats de 1‘/étude sont considérés comme confidentiels.

J’at lu le protocole et je considére qu’il contient toutes les infor-
mations nécessaires 3a la conduite de 1‘essai.

Je m’engage i conduire cet essai dans le respect de ce protocole, je
n’y apporterai aucune modification sans 1’accord écrit des Laboratoires
Roussel.

Je m‘engage a ne pas débuter 1’étude avant qu‘un Comité d'Ethique nait
donné son accord. '

Je réaliserai cet essai selon les principes énoncés dans la Déclaration
d’Helsinki, et en conformité avec les Bonnes Pratiques Cliniques ; en
particulier, j‘obtiendrai le consentement éclairé écrit de chaque
patiente avant leur entrée dans 1‘étude. -

. . P . Lok
D‘autre part, je m’engage également 3 rédiger soigneusement les cahierds’.
d‘observation,>a respecter la procédure en cas d‘effet secondaire grave
et. a contrdlers
R R LN

a:gestion du.produit en expérimentation. i

J’accepteﬁleh‘hivifdeﬁlﬁéthdé’bar’un membre des Laboratoires Roussel

ainsi que 1‘éventualité-d’un-audit d’assurance de qualité.

AR
Je tiendrai‘3-1a disposition des Laboratoires Roussel et des Autoriteés
de Tutelle >:toutes les données et informations qui concernent
directement 1’étude. .~

Je conserverai les données brutes recueillies a 1‘occasion de cette
étude pendant une période de 10 ans.

Nom du produit : MIFEPRISTONE
N°® de protocole : FFR/91/486/14

Date -222%;2 Lkt ‘?2;4,, Signature de 1’'Investigateur
T . 7 /ﬂ/’.ﬁ? Cpuo.rc/zﬁ"’]

Laboratoires Roussel

7-lipe

S

~—

Date aq 0//2;/€2?£, . signature des Coordinateurs des

/.

MIF 004114 noo
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{3 IAN. 1992

Wﬂﬁm ST ILnIT

Toutes les informations relatives au produit expérimenté ainsi que les
résultats-de 1’'étude sont considérés comme confidentiels.

J'al 1u le protocole et je considére qu’il contient toutes les infor-
mations nécessaires 3 la conduite de 1'essai.

Je m’engage d conduire cet essai dans le respect de ce protocole, je
n’y apporterai aucune modification sans 1’accord écrit des Laboratoires
Roussel. o \

Je m’engage i ne pas débuter 1‘étude avant qu‘un Comité d'Ethique n’ait
donné son accord.

Je réaliserai cet essal selon les principes énoncés dans 1a Déclaration
d’Helsinki, et en conformité avec les Bonnes Pratiques Cliniques ; en
particulier, j’obtiendrai le consentement éclairé écrit de. chaque
patiente avant leur entrée dans 1’'étude. .
D’autre part, je m’engage également & rédiger soigneusement les cahieps
d’observation, 2 respecter 1a procédure en cas d’effet secondaire graﬁé-
et i contrblegégagge§tion du produit en expérimentation. -

No

H

. J'accepte 16?§ﬁ]éiidéal'6tude par un membre des Laboratoires Roussel

MIF 004115

ainsi: que 1’/éventualité .d’un audit d’assurance de qualiteé.

CowReLART
Je tiendrai 2'1a disposition des Laboratoires Roussel et des Autorités
de Tutelle toutes les données et 1informations qui concernent
directement 1'étude. :

Je'cohserverai les données brutes recueillies 3 1’occasion de cette

. étude pendant-une période de 10 ans. e

Nom du produit :  MIFEPRISTONE _ p
N° de protocole : FFR/91/486/14 (Extension) {

Ualn_igﬁzzfgi4f2§f§ciﬂéfz%7( | Signature de i"h;;tj’ _ﬁeﬁr

- —__

Date - Signature des Coordinateurs des
- Laboratoires Roussel

//ﬂ/@ ey
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Toutes 10_3 informations relatives au produit expérimenté ainsi que les
résultats de 1'dtude sont considérés cosme confidentiels.

J’al 1u le protocole et Je considére qu‘il contient toutes les infor-
mations nécessaires 3 la conduite de 1’essai.

Je m’engage 3 conduire cet essal dans le respect de ce protocole, Je
n’y apporteral aucune modification sans 1’accord écrit des Laboratoires

Roussel.

Je m’engage i ne pas débuter 1’'étude avant qu’un Comité d'Ethique n’ait
donnd son accard.

Je réaliserai cet essal selon les principes énoncés dans 1a Déclaration
d’'Helsinki, et en conformité avec les Bonnes Pratiques Cliniques ; en
particulier, Jj'obtiendrai le consentement éclairé écrit de chaque
patiente avant leur entrée dans 1’étude. -

D’autre part, je m’engage également 3 rédiger soigneusement les cahiens .

d’observation, 2 respecter 1a procédure en cas d’effet secondaire grave

Ao

ot 3 contrdler la gestion du produit en expérimentation. ;

J’accepte le suivi de 1’étude par un membre des Laboratoires Roussel
ainsi que 1’éventualité d’un audit d’assurance de qualité.

Je tiendral 3 1a disposition des Laboratoires Roussel et des Autorités
de Tutelle toutes les données et informations qul concernent
directement 1’'étude.

Je conserverai les donndes brutes recueillies 3 1’occasion de cette
étude pendant une période de 10 ans.

Nom du produit : NIFEPRISTOME )
N° de protocole : FFR/91/486/14 (Extension)

pate — ° Signature de 1’Investigateur

Date — Signature des Coordinateurs des
Laboratoires Roussel

/W% RS
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R ORDONNANCEMENT 7o/s e T 'ROUSSEL

Bonnes Pratiques Cliniques
—= - N° 193/92

Paris, le 18 novembre 1992

=
LE e

Madame le Docteur VAN GEMM
Centre Hospitalier

Service d’Orthogénie

Avenue Desoudrouin

59300 - VALENCIENNES

Madame,

Suite a notre récente conversation téléphonique je vous confirme que 1’audit, dans le cadre

o aww

de votre participation 2 1’étude Mifépristone misoprostol (FFR/91/486/14) aura lieule : -~

Jeudi 10 décembre 1992
A 9h30

et je vous prie de bien vouloir trouver ci-joint la liste des dossiers concernés.

Restant & votre entiere disposition pour toute information complémentaire quant au

déroulement de cet audit, je vous prie de croire, Madame, en ma considération distinguée.

-— o B

| bl

Responsable Département BPC

Ly

MIF 004117



FFR/91/486/14
" "LISTE DES DOSSIERS SELECTIONNES POUR L'AUDIT

CENTRE DE VALENCIENNES

=
S -

N° patient Nom Prénom Date
dans I’étude (3 premudres lettres) D’inclusion

602 O r"‘\ —
619 _

620
624
626 '
752 ’

759
760
776
1026
1027
1036
1043
1049
1448
1452
1455
1460

. "T d

1

- — -»

::; \_J \—-»-'J |
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MIF EPRISTONE-MISOPROSTOL PROTOCOL - No. FFR/91/486/14

/ Dr

D

Dr

D

-

=2

Dr

1441

AUBENY Elisabeth

BOGHOSSIAH

-—
T———

CHAMPION .
CHARLES Francois

DEQUIDT - Dr. RETTEL

_RENAUD - Dr. FAVREAU

FOURNIE Phillpe

_FRYDMAN/

HASSOUN.BRUNERIE

LANDEAU Marie Chantal

LEVADE PUTOIS

MARIA Bemard

 MILLIEEZ
 MISSEY KOLB Heliane

. NENY

PIDOUX

PLATEAUX

MIF 004119

BROUSSAIS Hospital-Orthogenics Center

Henrd DUEFAIT Hospital - Sce. OB/GYN
Tour Ncrc-Enfml

Hosphal de 1 Conception - Orthogenics Center
Sce. Obstetrics de 1'Quest

Hospital N.D. de Bon Secours - Sce Qyne.

C H.R.U. Hospital Central

Polyclinique Saint Jesn

Hopital Antonie Beclere - Sce. Qyneco-Obstetrique

Hopital BICHAT - Centre d'LV.O.
Clinique Sninte Therese -
Clinique des Teinturiers

C H. Intercommunal - Sce. Gynce-Obst.

C.H. Intercommunal - Sce. Gynce-Obst.

C.H. - Orthogenics Center

Hopital BRETONNEAU - Centre d’Orthogenie
C.H.Q. - Sce Gynco-Obstetrique

Hopital BICETRE - Centre d'orthogenie

LIST OF INVESTIGATORS

96, rue Didot

305, rue Raoul Follereau

147, bd Baille

Route de Marseille

1, pl. de Vigneulles B.P. 1065
1, place de I'Hopital

Avenue de Corbeil

157, rue de 1 Porte de Trivaux
46, rue H. Huchard

9, rue Qustave Dore

1, rue des Teinturiers

40, allee de 1a Source

36-40, avenue de Verdum

4, rue Baronne Qerard

2, bd Tonelle

Rue de Kersalnt Gilly B.P. 237
78, rue Qeneral Leclerc

082

AR

75014 PARIS (coordinator) 4

84000 AVIGNON

13006 MARSEILLE Cedex }*
£3190 OLLIOULLES |
57038 METZ Cedex

67091 STRASBOURG

77007 MELUN

92140 CLAMART
75018 PARIS
75017 PARIS
31000 TOULOUSE

94190
ST. GEOROES

94010 CRETEIL Cedex

78104 ST GERMAN en LAYE
37044 TOURS Cedex

29205 MORLAKX

94275 Kremlin Bicetre Cedex

."'

3959593

908033 33

91383740

K

942791 50
94 88 94 48
8755331
88161718

64 38 92 00

453744 44
4025 80 80
(p.54665)

476117916
6177333

43 862000

48987726
39739201
49474747
98 62 61 60

45212728
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. SCHARFMAN

_GEFFROY (mme le)

SERFATY, - Dr. DREYFUS

VAN GEEN Claudine

VIGE

VITANI

. WANG

s
. VAN DEN BOSSCHEV
. JOURDAN

|

LR

LIST OF INVESTIGATORS continued

C.H.G. - Centre 'LV.G.

Hopital de la Fraternite
Hopl:lal Saint Louls - Centre d'Orthogenle

]
Hopital Jean DUCOING - Centre d'Orthogenie

C.H. - Service d’Onthogenle
C.H. - Service de Gynco-Ostetrique
HOTEL DIEU

Hopital de la Croix Rousse-Centre d’Orthogenle

Clinique de Montrouge

20, ave Julien Lagache B.P. 359

2, pl de Dr. A. Fournier

15, rue de Varsovie

Avenue Desoudrouln
3, place Silly
1, place de 1'Hopital

93, Gde rue de 1a Crolx Rousse

24, rue Perrier

A

083

44606 St. NAZAIRE 40 90 60 60
59056 ROUBAIX Cedex 20 99 3230
(cabinet) 20 54 31 33

75010 PARIS 42 49 49 49

i ;"‘

31000 TOULOUSE ~ '. . §1773400
593900 VALENCIENNES 2714 3423
22297173

92211 SAINT CLOUD 49 11 6060

(secret) 49 11 60 17

69002 LYON 78 92 20 00
69317 LYON CEDEX 7829 8733
92120 MONTROUGE 46 57 12 45

(cabiner) 45 86 79 00
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INVESTIGATORS:
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L 1L

Dr. E. AUBENY
Hopital Broussais
Centre d’Orthogenie

. 96, rue Dadot

75014 PARIS
Tel: (1)43 959595

Dr. BOGHOSSIAN

Hopital henri Duffaut

Service de gynécologie/obstetrique
Tour. Mere-Enfant

305, rue Raoul Follerean

84000 AVIGNON

Tel: 90 8033 33

Dr. JOURDAN - Dr. VANDENBOSSCHE
Hopital Joseph Ducuing

Centre d’Orthogénie

15, rue de Varsovie

31000 TOULOUSE

Tel: 61 77 34 00

Dr. MISSEY KOLB

C.H. Centre d’Orthogénie

4, rue Baronne Gérard

78104 ST GERMAIN EN LAYE
Tel: 39739201

Dr. NENY

Hopital Bretonneau
Centre d’Orthogénie
2, bd. Tonellé
37044 TOURS

Tel: 474747 47

DrMARIA

Centre Hospitalier
Intercommunal

Sce de Gynéco/Obstétrique
40 Allée de la Source

92195 Villeneuve St Georges
Tel: 43 86 20 00

Dr. RETTEL

Hopital N.D. de Bon Secours
Service de gynécologie

1, pl. de Vigneulles

B.P. 1065

57038 METZ CEDEX

Tel: 87 3531 31

» 'n"’ ,.w.
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Dr. SCHARFMAN
Hopital de la Fraternité

- 20, avenue Julien Lagache

BP. 359
59065 ROUBAIX CEDEX
Tel: 20 993230

20 54 31 33 (cabinet)

Dr. VAN GEEM

C.H. Service d’Orthogénie

Avenue Désandrouins

59300 VALENCIENNES

Tel: 27 1434 23
27297173

Dr. VITANI

Hopital de la Croix Rousse
Centre d’Orthogénie

93, Gde rue de la Croix Rousse
69317 LYON CEDEX

Tel: 78 29 87 33

Dr. WANG
Clinique de Montrouge
24, rue Perrier
92120 MONTROUGE
Tel: 46 57 12 45

45 86 79 00 (cabinet)
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MONITORING VISITS ASSESSMENT LIST
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appendix A.1, Table 15
Roussel Protocol PP/91/406/24

Follow-Up Visit Day 10-18

Utexine Blaading

1
, 1]
. N \
Center: Dr. Van Gegm ' !
A W .
L X ' '
. - f . '
e --Drerine Bleeding------=  ---=-----smSsssesssosooTEoITOS pid Gterine Bleeding Require ?----------—--""="""""""" S
patfent Ay start Duraticn Remoglobin Test Value Packed Medical Surgery For
mrl Bleeding Date {Days) Test? (1} Dete (g/dl) Tranfusion Red Cells Treatment? [2] Bleeding?
751 Yes Yes 02/21/93 5.9 3 ¥o ¥o
* Misoprostol not sdainfstered. {Continued}

as Second dose of Nisoprostol eot adainistered.
{1] Sooner than that of normal follaw-up visit.
[2] Medical treatments listed in Appendix A.l, Table 17.

APPEARS THIS WAY
ON ORIGINAL

£:\pa\french\mi £24\oaspgme\apdxal\bleediss . sae 20J0M96:09:19

; "F - -0'"
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i
Except for, Nausea, Vomiting,
Between Mifepristgne and Mis

Appendix A.1, Table 11

Roussel Protocol FF/92/486/24

Adverse Events Which Required Hospitalization

prostol Administration,

Diarrhea and Painful Uterine Contractions
Within 3 Hours After First Misoprostol Administration

or v“'thin 2 Hours After Second Misoprostol Administration

[ ] , t
. L ) i
enter: Dr. Van Geem .’l_ A\
Related Related
134 Start Start sStop Stop To MIF To MIS Action
[] Symptom Date Time Date Time Severity {11 (1] Required Specify Outcome
V/gl Metrorrhagia 12/10/92 12/17/92 Moderate ) 4q Yes Hospitalization + Other: ‘Complete recovery
Aspiration
“751 Gastritis 02/09/93 13:00 02/09/93  20:00 Moderate 2 [ No Complete recovery
Metrorrhagia 02/24/93 Moderate 4 4 Yes Hogpitalization Complete recovery
Anemia 02/24/93 Severe 3 3 Yes Medical treatment (1Vinf\ Complete recovery
~980** Headache 03/23/93 20:00 03/25/93 8:00 Mild 2 0 No Complete recovery
Metrorrhagia 03/25/93 20:00 Moderate 4 4 Yes Treatment + Complete recovery
) Hospitalization + Other:
Curettage
Anemia ongoing Moderate 4 4 Yes Medical treatment Treatment in progress

*« Misoprostol not administered.
«s Second dose of Misoprostol not administered.

{1] O=not related, l=doubtful, 2=possible, 3eprobable,

f:\pc\trench\mif24\saspgms\apdxal\ade696.sas 20JUN96:16:19

MIF 004125

4=very probable.

APPEARS THIS WAY
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LiviihaAo bllio NU
Al . Dr. Elisabeth Aubeny

ily: 75014 Paris

- n wn W G G - - - D P v S M D e G WD A - e =

JU/ LA

calomlic. 2 OATL

Ll

IivoP 6-24/23-36 GiP
oL
LEMPL NO. 101

STket'l' . Broussais Hospital, 97 rue Didot

STATE .France ZIP. DISTRICT.

- . —— Y - — . - —— - e — - — A — -

'ENDORSEMENT

The Population Council, New York, has filed NDA-20687, Roussel's abortion pill RU-486

which” relies in part on studies conducted by Dr. Aubeny.

Both studies 14 and 24 were covered. Theee was a failure to maintain complete and
accurate study records, with lab reports missing, lab reports mis-~dated, lab reports

with falsified dates, missing ultrasound reports, and unreported aspirations.

Study

14 had four inelligible subjects. Some consent forms were dated after the start of the
studies, and the investigator has signed as having "witnessedd the subject's signing

the consent form up to four days prior to the subject's signing. There were also
under-reported side effects, such as bleeding with two subsequent aspirations, convulsions
reported only as fainting, expulsion that was actually a surgical evacuation.

o
:
F
APPEARS THIS WAY
ON ORIGINAL
B VOLUNTARY CORRECTION DATA
- — - B
PRUBLEM  CURKECYLIVE b&S1 COST wALe ACTIUN CURKECTING KEPORTING
PAC TYPE - ACITION Ot ACTION VERIFIED UNIT LDISTRICT
L 4
- — o~ —— ----—-‘#w-—-----——— - o - - - -t o - —— [ L S
...................... Ammmm—me  mmmmmmmmmm  mmmmmm—m—e —m——m————— —————————
s IGNATURE /S/ LALE. N//:D/?é
Supervisory Investicator
JISTRIBUTION

DAI~DO = O wi O Exhibits Then to ""D-133
HFD=-344 - CC w/Original Exthibits

FTS=RP - CC w/o Exhibits

TROM, TCAY, BIMO Monitor - E/S
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AME  pr. Elisabeth Aubeny STREET :Broussais Hospital, 97 rue Didot
SLTY. 75014 Paris STATE .France 41b. DISTRICT.
‘ELATEL FLIRMS. pone . ST-ASSGH . ITS.
LGISTKALLON . RLG - ' REG ReG

TYPlMO/YRlMO/IK!MO/Yh!TXPlMO/XR!hO/!R!MO/YR!TYP1MO/¥R!MO/YR!MO/!R!

Sk T Y B | A Y S Y | L Y S B
T L A T I A Y A S T A R
SSTABLISHMENYL TYPES/ 1: 2: 3
{NUUSTRY COULS ON OQEI
LCTAL LSTAB. 1.5. BUSINESS  DISTRICT USE RECALL  KREFUSAL PASS
slic RECEIVEL  SOLD  #l #2 #3  NO. COLL PRUFIL  rAalL
1
YES  NO g 3 9 @
~STAB=-UHANGES . NEw-r'IRM  NONE 'NAME ADOURESS CUWNERSHIP  SI1ZE  PROL CODE
OTHER EST-TYPE O/8 INACTIVE NOT OEl AUX-FIRH REGLISTRATION
-y
EMPLL EMPLZ EMPL3 PR RESC INSP DIST
PRUCESS EST INSP PC — PC PC PROLUCT IT kD  CQNC DUSH
PAC (PRODUCT) TYPE BASIS NO. — . NO: NG - Y DATEL r
COUE HD . HD HUL. _
48R806* 612 o b2t ! Protocols 9114 ¢ — v L E
--------------------------------------------------- AN 92 Rg e~ mmm e e M
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SAMPLES COLLECTED:

AMPLL # 2 -~ &~ e PRODUCYL. @
-
\EADVUAKTERS UNIT KEFERRED: HFC-134, HFD-344 FD 483 ISSUED  YES  NU
EASON REFERRED routine - OTHER FED GOYTyINSP.OR GRADLNG .
NSPECIOR'S NAME/SIGNATUKE SUPLRVLISUK 'ls‘uam/swm'ruxa
HFD-344 FORM DA 48L1(A)-CG (U¥/o04)
It‘/
/9
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sBLI  AalenNT NAME Dr. Elisabeth Aubeny

o Li 3PLCTED.  6-24/28-96 DATEL ASSIGNEL. 6/ 96
o IPRODUCT !EST!ESTILST! PRULUCT DESCRIFT1OL
LRED ! CODE {TYP1LYPITYPR!
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247 96 612) b7 ! ! Protocols 9114 and 9224, Roussel's RU-486
/ ! { ! ! !
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/‘ DEPARTMENT OF HEALTH & HUMAN SERVICES SuTe —ezin

srvice //)/,/77

Food and Drug Administration
Rackville MD 20857

Elizabeth Aubseny,M.D.
Broussais Hospital

97 rue Didot

75014, Paris, France

Dear Dr. Aubeny:

Cn June 26,1996, and
representing the Food and Drug Administration (FDA), conducted an
inspection of your conduct, as investigator of -record, of two
clinical studies (protocol #FFR/91/486/14 and #FF/92/486/24) of
the investigational drug Mifepristone, performed for Roussel
laboratories and submitted by the Population Council in support
of their New Drug Application. This inspection is a part of’
FDA's Bioresearch Monitoring Prcgram, which includes inspections
designed to validate clinical studies on which drug approval may
be based and to assure that the rights and welfare of the human
subjects of those studies have been protected.

.“" o

From an evaluation of the inspection report and of the documents -
collected during the inspection, we conclude that you did not
adhere to all good clinical investigational practices governing
your conduct of clinical investigations and the protection of
human subjects. At the close of the audit , you were presented a
form FDA 483 which listed the inspectional observations including
failure to maintain accurate and complete study records(i.e.,
supporting laboratory records could not be located for scme of
the subjects), inclusion of four ineligible subjects into the
clinical trials, and the under reporting of adverse events to the
study sponsor.

We appreciate the cooperation shown ———==—— 2nd
during the inspection.

- Sincerely yours,

: /S/

. —___ —
) ————

Clinical Investigations Branch
Division of Scientific
Investigations, HFD-344.
Office of Compliance
Center for Drug Evaluation
and Research
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Page 2 - Elizabeth Aubeny, M.D.

bce:

HFA-224

HFD-344

HFD-340 r/f

HFD-342 .

HFD-580 Review.Division Div. —— Doc. Rm.: NDA#20-687
e C SO

HFC-230
HFC-132

r/d: :1/14/97
finaled: —— 1/14/97

CFN:

Field classification:NAI
Headquarters classification:

1) NAI

_X__ 2)VAI-no response required
3)VAI-response requested

If Headquarters classification is different classification,
explain why:

Deficiencies noted:

inadequate consent form
inadequate drug accountability
failure to adhere to protocol

)¢ inadequate records
X failure to report ADRS
_____ other (specify)

M.O. notes:

- - »

APPEARS THIS WAY
” ON ORIGINAL
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DATE ASSIGNED: o PRIURITY: 2 DATE INSe: v == <9°.0 GRP:
CENTRAL'FILE NO.: Qg /4, 334 JD/TA: CNTY: PHONE :

EMPL NO: 101
NAME: Dr. Elisabeth Aubeny STREET: Broussais Hospital, 97 rue Didot
CITY: 75014 Paris : STATEfrance gz1p. DISTRICT:
: _ : ENDORSEMENT . :

The Population Council, New York, has filed NDA-20687, Roussel's abortion pill RU-486
which~relies in part on studies conducted by Dr. Aubeny.

. Both studies 14 and 24 were covered. Theee was a failure to maintain complete and

: accurate study records, with lab reports missing, lab reports mis-dated, lab reports

: with falsified dates, missing ultrasound reports, and unreported aspirations. Study

14 had four inelligible subjects. Some consent forms were dated after the start of the
studies, and the investigator has signed as having "witnessed the subject's signing

: the consent form up to four days prior to the subject's signing. There were also
. under-reported side effects, such as bleeding with two subsequent aspirations, convulsiors
- reported only as fainting, expulsion that was actually a surgical evacuation. :
: g )
: hd

B F

WALy, —— 5 HFQLDY¥
"2 5185

PROBLEM CORRECTIVE EST. COST DATE ACTION CORRECTING REPORTING
PAC TYPE : ACTION OF ACTION VERIFIED UNIT DISTRICT

VOLUNTARY CORRECTION DATA

- - - ——— - —— - - - — N - - ——— - - e el -y - —— - - —— - —— -

- - — - ——— - — o —— ——— - N - ——— - i o - —— . L e - - - —— - - —— - - -

- —— - ——— —— - - - — - - ) s — - - - - ——— - = - - - - - - - ———— - - - — -

SIGNATURE /s/ - DATE : ////Q/Qé

Supervisory Investigator

DISTRIBUTION:
DAL-DO - O w/0 Exhibits then HFC-133 '
HFD-344 - CC w/Original Exhibits FORM FDA 481(E)~-CG (10/81)

FTS-RP - CC w/o Exhibits
CHRON, LCAW, BIMO Monitor - C/S
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JATE ASSIGNED: 5 / 96 PRIORITY: 2 DATE INSP:6-24/28-95 GRP:
CENTRAL FILE NO..94 /4339 ip/Ta. CNTY: PHONE .

NAME: pr, Elisabeth BAubeny STREET :Broussais Hospital, 97 rue Didot
CITY: 75014 Paris . STATE:France 2IP: DISTRICT:
RELATED FIRMS: pone ) ST-ASSGN: ITS:
REGISTRATION:REG . REG REG

TYPIMO/YR!MO/YR!MO/YR!TYP {MO/YR!MO/YR!MO/YR! TYP !{MO/YR!MO/YR!MO/YR!

—-—_—-—-———————-—-————-——-—-_——————-—_——-—_———--—-.—--—--———
__—-_—-————--——-———————--_————_--——-—--——-—_-—_--—-———_—--—--—————

S T T N e o e e R e e o e o B o e v o o o o m = > = = = =~ — - —

ESTABLISHMENT TYPES/ 1l: 2: 3
INDUSTRY CODES ON OEI: __ __ _ _  __ _ _ _ _ _ . —
TOTAL ESTAB. I.S. BUSINESS DISTRICT USE RECALL REFUSAL PASS
SIZE RECEIVED SOLD #1 #2 #3  NO. CODE PROFIL  FAIL
1
YES  NO P % ) 8
ESTAB-CHANGES: NEW-FIRM NONE NAME ADDRESS OWNERSHIP SIZE PROD CODE
OTHER:  EST-TYPE O/B INACTIVE NOT OEI AUX-FIRM REGIETRATION
EMPL1 EMPL2 EMPL3 PR RESC INSP DISI
PROCESS EST INSP PC: .. PC:  PC: PRODUCT IT HED &DNC DCS?
PAC (PRODUCT)  TYPE BASIS NO: — NO: NO: Y DATE
CODE HD. — HD HD: ) _
48R806% 612 A ! Protocols 9114 ¢! — 1 A4 15
---------------------------------------------- and 9224----------s--—et S —m e

T T T . T N = T o o o = " B T 0 0 % = = " o . " = = . D W= =P - = - — = — = . S . S W WS = - e =
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SAMPLES COLLECTED: i

SAMPLE # ) PRODUCT: ¢
Cor o { —TS——— U£L-AFY
' N7 25 1ee
HEADQUARTERS UNIT REFERRED: HFC-134, HFD-344 FD 483 ISSUED: YES NO
REASON REFERRED _,utine QTHER FED GOVD INSP.OR GRADTNG:
INSPECTOR'S NAME/SIGNATURE: SUPEKVLIDUK abd;mr;/ S USNATURE :
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HFD-344 FORM FDA 481(A)-CG (09/84)
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) PRODUCTS CCOVERED
cen: Qb /4 33Y EMPL NO.: 101
ESTABLISHMENT NAME:; Dr. Elisabe;th Aubeny
DATE INSPECTED: 6-24/28-96 DATE ASSIGNED: 6, 96
DATE IPRODUCT !EST!EST!EST! PRODUCT DESCRIPTION

COVERED ! CODE {TYRITYPITYP!
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FORM FDA 481(C)-CG (10/80)
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DISTRICT ADDRESS AND PHONE NUMBER
DEPARTMENT OF HEALTH AND HUMAN SERVICES

PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

NAME OF INQLVIDUAL TO WHOM REPORT ISSUED PERIOD OF INSP? C. F. NUMBER
To: Dr; Elisabeth Aubeny é( 2 to 28 June 1946
TITLE OF INDIVIDUAL TYPE ESTABLISHMENT INSPECTED
Clinical Investzgator Clinical Investigator
FIRM NAME NAME OF FIRM, BRANCH OR UNIT INSPECTED
BRQUSSAIS EospJ. tal sage
STREET ADDRESS STREET ADDRESS OF PREMISES INSPECTED
97, rue Didot -
CITY AND STATE (Zip Code) CITY AND STATE (Zip Code)

75014 PARIS Prance
DURING AN INSPECTION OF YOUR FIRM (1) (WE) OBSERVED:

*1; PAILURE TO MAINTAIN CO?PLETE AND @CCURQTE STULY REEORDS/

I.aboratory reports are /Yissing for 8 of 44 subjects in study 1'
gnd 3 of 52 for study 24:

b. +«Wrong dates on lab reports or wrong date reported for 11 of 44 .
subjects for study 14 and 1 of 52 for study 24. _
Cc. One Lab report for each study has had the date changed fro? anotbe:.
existing lab report; to make the',' gppegr to be separgte new reporta?
ds subject # in study 24 and 745 In study ;4.

o
|

d. Reported ultrasound documents are missing tar 13 of 44 subjects for ~
study 14 and 7 of 52 for study 24.

e. Page 5 of case report 26 for study 14 is pissing; pages 147 15!/‘ 18
of the case report forps are missing from some study 24 fzfes.

f. Unreported aspiration (799 of study 24° or no aspiration clinic
docu,entation (472 of study 24°.

2. Four inelligible subjects were entered into study 3} 14 (*=Z%y (4, S, 1377,163¢8)

3. Consent forps dated ¢ after the stgrt of study (2 of 44 for study 14 ane 1 cf
§2 for study 24, and investigator has signed consent form sometimes ir advarce
up to 4 days of subjects signing.

4. Under-reported side effects; as for example 793 of study 24 (bleeding with
two subseauent aspirqtions); 748 (reported ®"convulsions® as ®*fainting®) 26
of study 24 ("expulsion® was gctually a surgical "evacuation®); 5 of study
14 (bleedingl, 048 {nausea and contrations), or *&¥f (bleeazng and relvic

pain); - M LS\

1275
EMPLOYEE(S) SIGNATURE . EMPLOYEE(S) NAME AND TITLE (Printor OATE ISSUED
SEE REVERSE | - -' * Types _
1 8 Jun 16
OF THIS PAGE / S / " 1. Investicator 28 Jure ¢
'
FORM FDA 483 (5/85) PREVIOUS EDITION MAY BE USED. INSPECTIONAL oasERVATlONs PAGE OF - PAGES
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EIR

Dr. Elisabeth Aubeny ) Inspection Dates: June 26-28, 1996
Broussais Hospital ’
97, rue Didot - ‘ Investigator:

75014 Paris, France

S -

SUMMARY OF FINDINGS

The French drug firm, Roussel, has had the abortion pill RU-486 (Mifepristone) on the
European market for some years. The Population Council of New York City has NDA 20-687
pending, which relies in part on the two studies, 9114 and 9224, begun in France in 1991 and
1992. These studies were reviewed during this inspection.

Review of the study records revealed a failure to maintain complete and accurate records; e.g.,
laboratory reports that were missing for 8 of 44 subjects in Study 14, and 3 of 52 subjects for
Study 24. Wrong dates were on lab reports or wrong dates reported for 11 of 44 subjects for
Study 14. One lab report for each study had the date changed from another existing lab report_
to make them appear to be separate new reports; missing ultrasound documents for 13 of 44
subjects for Study 14, and 7 of 52 for Study 24; pages missing from the case record files ant )
unreported aspirations; four ineligible subjects who were entered into Study 14; consent formg
were dated after the start of study for some subjects, and the investigator had signed consenr‘-
form sometimes in advance, up to 4 days before the subjects had signed.

Other problems included under-reported side effects; e.g., a patient bleeding with two
subsequent aspirations; convulsions reported as fainting; and expulsion which was actually a
surgical evacuation; bleeding, nausea and contractions, or bleeding and pelvic pain.

Nevertheless, CDER’s (HFD-344) assured the clinical investigator that he
would not recommend that the studies not be used in support of the NDA appiication.

PURPOSE OF INSPECTION

The Population Council has NDA 20-687 pending for Roussel’s Mifepristone as an abortion pill.
In support of thatdpplication, two studies were to be audited during this inspection, No. 9114
and No. 9224 (here in after referred to as No. 14 and 24, respectively.) They were begun in
1991 and 1992 in France. The firm inspected, Dr. Elisabeth Aubeny, was selected because of
the relatively la;,gg_number of patients included in these two studies.

FIRM’S FACILITIES

This is a French government-supported abortion clinic. The firm is not equipped to do surgery,
and if such is required, it must be done at other facilities. Under French rule, two doctor
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EIR Dr. Elisabeth Aubeny; Broussais Hospital Page 2
6/24-28/96; ——————

opinions are necessary. The first is for referral, and the second used for the abortion doctor,
in this case, Dr. Elisabeth Aubeny.

Py

PERSONS INTERVIEWED

The following individuals were present at one time or another during this inspection:
Dr. Elisabeth Aubeny, Principal Clinical Investigator

Ann Robbins, Ph.D.; Staff Scientist
Contraceptive Development Program
Center for Biomedical Research

The Population Council

1230 York Avenue

New York, NY 10021

[ R

-"F"”“.

L , —/

. member of the French FDA, was present to make sure that the
privacy laws were met.

- — a

-

- - .
——===__acted as interpreter, as neither ———— nor I are fluent in French.

"Continued"
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~——____ was also there to help assure that confidentiality was maintained.

e Was present on June 27 when  eesemeemme—= had other business to attend and
was not present.

S Y DESIGN

Both of these studies are basically the same, the only difference is that Study 14 is for patients~

with an amenorrhea of 49 days or less who want to have an abortion. Study 24 extends th@.

amenorrhea age up to 63 days. .
o

The women had to be referred from their own doctor to the abortion doctor, and French law™~

requires that these abortions be voluntary--that the patient must ask for an abortion.

Once legal niceties have been met, the patient is given three oral tablets, 200 mg Mifepristone
each, and then instructed to come back in 48 hours on Day 3. If there has been no expulsion
of the embryo and embryonic materials, the patient is given two 0.2 mg Misoprostol tablets,
which is a prostiglandin to evacuate the uterus. The patients were to remain in the clinic for a
4-hour observation period following the prostiglandin administration, and then given an
appointment to come back in 1-2 weeks for a final assessment. That assessment was rated as
either "complete expulsion,” “incomplete expulsion,” "ongoing pregnancy,” or “surgical
procedure for bleeding." Complete expulsion was classed as "treatment success,” where all the

other conditions were considered to be treatment failures.

" "

Study 14 was conducled in 1991 and 1992, and Study 24 was conducted primarily in 1993. As
stated, both studies were essentially identical, the only difference being that Study 14 was for
gestational age of 49 dgys, and Study 24 extended the gestational age to 63 days.

——

AUTHORITY AND ADMINISTRATION

Roussel personnei explained to the clinical investigator the nature of the protocol and the
obligations of conducting a clinical investigation, and appropriate documents are submitted as
exhibits with this report.
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Also included as exhibits with this report is the list of people who were authorized under
Dr. Aubeny to administer the test articles. Both studies continued to completion, with no
discontinuation of either study.

This is an abortion clinic. All patients coming here are referred from outside doctors; i.e., most
likely the patient’s own personal physician. As such, there were laboratory reports, ultrasound
reports and things of that nature that came from outside facilities, as chosen by the patient prior
to coming to Dr. Aubeny. Examples of such are included as exhibits with this report.

PROTOCOL

Attached as exhibits with this report are copies of protocols used for each of the studies audited
during this inspection. There were no amendments or changes, and the protocols remained
unchanged regarding the subject selection, number of subjects, frequency of subject
observations, dosage, route of administration, and frequency of dosage. Both protocols were
approved by the appropriate Institutional Review Board (IRB). -

- aem

SUBJECT RECORDS -

Dr. Aubeny had the files of case record form booklets for each patient in each study. In
addition, there were patient charts for each subject in the study, and these consisted of such
things as various laboratory or ultrasound reports that had been furnished with the referral letter
prior to the patients coming to the clinic. There were also records of dosing and subsequent
expulsion or adverse event, or other observations. All records were in French.

None of the patients were contacted, but there was adequate documentation to assure they were
real individuals.

The Population Council has submitted for both studies certain printouts by subject number, and
that information was compared with the information in the clinical investigator’s patient files.
We did not réview files for all subjects, but we did for 44 subjects for Study 14, and 52 subjects
for Study 24. There were 210 subjects enrolled in Study 14. The first patient was enrolled in
Study 14 on 6/27/91 add the last on 9/10/92. For Study 24, 219 subjects were entered. There
were entries -in~the-records for patient dosage, results, and general observations, including
adverse events,

As for completeness and accuracy of the study records, see the subsequent heading in this report
FDA-483 Observations and Management Response which identify such problem areas.
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OTHER STUDY RECORDS |

A total of 210 subjects were entered in Study 14, and 219 for Study 24. The NDA applicant
1s not the sponsor firm in this case, and the application is made by the Population Council on
Roussel’s drug, Mifepristone (pending NDA 20-687). I discussed with Dr. Robbins the
procedures that were used to generate the printout supplied to FDA Headquarters by the
Population Council, and she roughed out a chart for me which I have included as an exhibit, The
exhibit is a listing of the source documents, the location, and what action was taken, such as
audits by the Population Council and their hired firm -
—— The source documents and the French CFR’s are in the clinic files.

——

Roussel Headquarters in France has the original case record files, and these have been
transferred to an electronic data base and given to the Population Council, which was the basis
for the NDA data files by the Population Council. is the one who was
instrumental in transferring the information from the source documents and the French case—

record forms (CRF) to the computer printout, which are in the custody of the Popul_atior&
Council. S

: -

N
s

INFORMED CONSENT

Included as Exhibit 27 is a copy of the informed consent that was actually used. There is also
an English language translation of this document.

Consent forms were sometimes dated after the start of the study (two for Study 14, and one for
Study 24). The investigator had sometimes signed a consent form as having witnessed the
signature of the subject in advance, up to 4 days before the subject had signed. See subsequent
heading FDA-483 Observations and Management Response.

Included as exhibits are copies of the information provided to the patients seeking abortion.

INSTITUTIONAL OR OTHER REVIEW BOARDS

Both studies received appropriate institutional review board approval, and such documents are
included as exhiBfts:—

SPONSOR AND MONITORING

Included as exhibits with this report is a list of monitor names and dates of visits. Monitors
collected the original CRF’s, and left copies for Dr. Aubeny. In this way, the sponsor firm,
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Roussel, was kept apg’rised on a timely basis of the conduct of the study and any unusual events
that might have occurred.

S -

TEST ARTICLE ACCéUNTA BILITY

We reviewed drug accountability records for both studies, and in a word, these were complete
with no discrepancies noted.

RECORDS RETENTION

Those records in the clinic's possession are maintained forever. [ have no information on
records maintained at Roussel or by the Population Council. :

FDA-483 OBSERVATIONS
AND MANAGEMENT RESPONSE

on

At the conclusion of the inspection an FDA-483 Form, Inspectional Observations, was presentedw
to Dr. Elisabeth Aubeny and discussed with her in the presence of Ann Robbins, —

- — Late in the conference, we were joined by —
—= whose only concern was confidentiality.

The FDA-483 observations with comments is as follows:

1. Failure to maintain complete and accurate study records:

a. Laboratory reports are missing for 8 of 44 subjects in Study 14 and 3 of 52 for
Study 24.

COMMENTS: - The missing lab reports are for Subjects 1, 6, 10, 13, 726,
734, 750, and 848. The laboratory reports missing for Study 24 are for
Subjects 2, 786 (verbal only), 805 (telephone report only).

b. Wrongates on lab reports or wrong date reported for 11 of 44 subjects for
Study 14, and | of 52 for Study 24.

COMMENTS: Such errors were noted for Study 14 for Subjects 9, 727, 731,
743, 848, 861, 1276, 1271, 1653, and for Study 24, Subject 795.
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One lab report for each study has had the date changed from another existing
lab report to_make them appear to be separate new reports, as Subject 5 in
Study 24-and Subject 745 in Study 14.

COMIVIENTSQ In the Population Council-supplied printout for Study 14,
Subject 744 and 745 are mistakenly misidentified; i.e., the Subject listed as
744 is actually 745 and 745 is actually 744.

Exhibit 1 with this report is a copy of the printout supplied by the Population
Council to FDA for Study 14, Subject 745, (erroneously listed as 744 on the
printout) which shows for the third item, BETA HCG dated September 30,
1991, with a value of 41870. This is believed to be a made up date with value
taken from the actual lab report of July 23, 1989, which is Exhibit 2.

Exhibit 3 is a laboratory report for Subject 3, Study 24, which has 18 crossed .

out and listed as 3, so that the date reads December 3, 1992. This is exactly
the same laboratory report’ which is Exhibit 4, dated December 18, 1992.
Since the firm had no laboratory report for the 3rd, they simply crossed out
the 18 date on a copy and wrote 3 as seen in the exhibits. These values then
were presented as a legitimate lab report from December 3, 1992, which did
not happen.

FIRM’S COMMENTS: Dr. Aubeny appeared to be unaware that this had
occurred, having been changed or substituted by some unknown member of
her staff, and she was not pleased that such things had occurred. She agreed
that it was better to have a missing document, and simply leave the value
blank, than to pretend that a document existed by manipulating dates on other
documents. '

Reported ultrasound documents are missing for 13 of 44 subjects for Study 14,
and 7 of 52 for Study 24.

COMMENTS:  For Study 14, ultrasound documents were missing for
Subjects 3, 4, 8, 9, 11, 13, 14, 26, 731, 743, 1275, 1276, and 1634, For
Study 24, the smissing ultrasounds were for the Subjects 798, 802, 808, 814,
824, 82%;and 832. '

Page 5 of case report 26 for Study 14 is missing; pages 14, 15, 16 of case
report forms are missing from some Study 24 files.

COMMENTS: There was no explanation for such missing documents.

Page 7
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Unreported a(§piration (>799 of Study 14) or no aspiration clinic documentation
(472 of Study 24).

2. Four ineligible subjects were entered into Study 14 (4, 5, 1377, 1638).

COMMENTS: Subject 4 had an extra uterine pregnancy, which made her
ineligible. Subject 5 smoked too many cigarettes (See Exhibit 5). Patient
1377 had a 53-day pregnancy, and 1638 had a 55-day pregnancy, which made
them ineligible for Study 14 (although they could have been acceptable for
Study 24). Subject 1650 was questionable as far as gestation length, but was
not included in these four that we knew for certain were ineligible.

Page 8

3. Consent forms dated after the start of study (2 of 44 for Study 14, and 1 of 52 for
Study 24); and investigator has signed consent form sometimes in advance up to 4 days
of subject’s signing.

MIF 004142

COMMENTS: Exhibit 7 is a handwritten chart of all the patients in Study
24, listing the patient number, first three letters of the name, the date of
consent, the first dose date, the second dose date, and ending with the effect
whether there was an adverse effect or not. That patient which is 831 (Exhibit
7) shows a "date consentment” of 3/9/93, with the first dose on 3/7/93.
Exhibit 10 is a page from Patient 831 inclusion criteria, which was done on
3/5/93, according to the document.

Exhibit 11 is the informed consent, which Dr. Aubeny had signed on 3/5 in
advance of the patient having signed on the 9th of March. Likewise, Exhibit
6 is the same kind of handwritten chart for Study 14, listing all the patient
numbers, the first three letters of the name, "date consentment” and dose
dates, and this shows that for Subjects 726, 1111, 1271, the "date
consentment" was 2-days after the first dose was administered. These dates
were checked and the chart agrees with the consent dates in the patient files.

FIRM’S COMMENTS: Dr. Aubeny stated that the reason that some of her
signatures as witnessing the informed consent signature of the patient were
sometimes seweral days in advance of the patient signing was that the
inforntatfomr-was read to the patient on a previous day, and the patient was

believed to‘have verbally agreed to the procedures, and only later actually
signed the document.

It was pointed out to Dr. Aubeny that it takes but a few seconds to sign as
having witnessed the signature of the patient granting her informed consent,

. '-rr ..". L
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and this is how that should be done. Dr. Aubeny stated this would be the
procedure used in the future.

S

4. Under-reported side effects; e.g., Subject 793 of Study 24 (bleeding with two
subsequent aspirations); 748 (reported "convulsions" as "fainting"); 26 of Study 24
("expulsion" was actually a surgical "evacuation"); 5 of Study 14 (bleeding), 848
(nausea and contractions), or 1,275 (bleeding and pelvic pain).

COMMENTS: Pages 511 through 514 of Exhibit 9 are the Population
Council-generated printout tor the Subject 793 of Study 24 covering adverse
effects, and this document lists only one adverse effect, a fever, a temperature
in excess of 38°. However, multiple documents that are included as Exhibit
12 for Subjects 793, show that there was bleeding to the extent that two
aspirations were necessary.

Exhibit 15 is a multi-page document of adverse events for Study 24, supplied
by Population Council, which shows for Subject 793, that there was one
symptom, fever of moderate severity, with complete recovery.

L e

Exhibit 8 is the Population Council-provided printout for various subjects in
Study 14, and pages 53 and 54 cover the Subject 748, and list the single
adverse effect as fainting, but the documents for this patient included as
Exhibit 16 show not only the patient falling (French "chute” equals English
"fall"), but two convulsions. It is our view that fainting is not the same as
convulsions. Likewise, we do not believe any event should be listed as an
expulsion, which was actually a surgical evacuation.

FIRM’S COMMENTS: It was indicated that the database could be corrected
to show convulsions instead of, or in addition to fainting.

Notwithstanding these objectionable conditions, —~———— assured Dr. Aubeny that he would
not recommend that the studies not be included in the evaluation of the NDA application.

EXHIBITS -
Exhibit 1 Printout for Subject 745.

Exhibit 2 Lab report for Subject 745.

Exhibit 3 Lab report for Subject 3 with date falsified.
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Exhibit 4

Exhibit 5

Exhibit 6

Exhibit 7

Exhibit 8

Exhibit 9

Exhibit 10
Exhibit 11
Exhibit 12
Exhibit 13
Exhibit 14
Exhibit 15
Exhibit 16
Exhibit 17
Exhibit 18
Exhibit 19
Exhibit 20

Exhibit 21

Exhibit 22

Exhibit 23

MIF 004144

Actual lab report for Subject 3.

Docoments for Subject 5 showing ineligibility because of heavy
smoking.-

Multi-page chart for Study 14.

Multi-page chart for Study 24.

Excerpts from printout for Study 14.

Excerpts from printout for Study 24.

Inclusion criteria sheet of CRF's for Subject 831.
Signed consent for Subject 831.

Muitiple documents for Subject 793, Study 24.
Lab normals.

Document flow chart.

Study 24, adverse event listing.

Documents for Patient 748.

Protocol actually used for Study 14.

Protocol actually used for Study 24.

-—Magnikoring visit list.

Treatment record for bleeding and pelvic pain for Subject 1275.

-absent.

IRB members (this is a second IRB).

IRB approval by tha — ~ IRB.

Page 10
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" Document (2 pages) showing IRB approval, including members present and
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Exhibit 24  Equivalent of Statement of Investigator.
Exhibit 25 Praduct Insert for Mifepristone by Roussel.
Exhibit 26 Information for patient.

Exhibit 27 English version information for patient, with English version written informed
consent.

Exhibit 28 Document outlining delegation of authority for administration, responsibilities for
the pharmacy’s storing and dispensing the product, as well as archiving
documents.

s

Ft. Smith Resident Post /”75
Dallas District Office

R '-{ "oﬂa‘_l :

Clinical Invesiigations Branch
CDER (HFD-344)

~——101096:102196
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FORMULAIRE D'IyFORMATION DESTINE AUX PATIENTES

ET
CONSENTEMENT ECLAIRE ECRIT

¥° DE PROTOCOLE : FF/92/486/24
TITRE OE L'ETUDE : Efficacité et tolérance de la Mifépristone administrée & la dose de 400 mg en prise

unique en association au Misoprostol (en alternative a L'aspiration utérine) pour
L'interruption de grossesse d'age inférieur ou égal a 63 jours d*aménorrhée.

N° OE LA PATIENTE :

Vous avez demandé une interruption de grossesse. Il vous est proposé de participer 3 une étude destinée a évaluer,
& large échelle, l'efficacité de |*association de Mifépristone et d'une prostaglandine orale, le misoprostol, dans |
L'interruption volontaire de grossesse allant jusqu'a 63 jours d'aménorrhée.

Cette étude respecte la législation sur les essais cliniques et les principes de lLa déclaration d*Helsinki : elle
a été soumise au Comité Consultatif de Protection des Personnes dans la Recherche Biomédicale de {'Hopital Cochin
qui a rendu un avis favorable le 6 Octobre 1992.

En mai 1992, le Ministére de la Santé a accepté la mise sur le marché de l'Association Mifépristone 600 mg + 2
comprimés de Misoprostol pour des interruptions volontaires de grossesse allant jusgqu'a 49 jours d'aménorrhée.

Cette association permet en effet d'obtenir une interruption et une expulsion compléte de la grossesse dans 95%
des cas.

Une étude anglaise, effectuée chez 957 femmes a montré que Ltassociation de la Mifépristone 3 une prostaglandine
donnée en ovule vaginal conservait cette méme efficacité jusqu'a 63 jours d‘aménorrhée.

Par ailleurs, une étude préliminaire, faite en France, sur 229 patientes a montré que L*administration d'un Jéme
comprimé de Misoprostol (en cas de non expulsion dans les 3 heures qui suivent la prise des 2 premiers comprimés)
amenait le taux de succes global a 99%; de plus, avec ce type de schéma thérapeutique, l‘expulsion est survenue
dans le centre hospitalier, c'est-a-dire avant la fin de la 4ame heure, chez 88, 4% des femmes.

1l est nécessaire de confirmer ces 2 observations sur une plus vaste échelle et 1000 fermes participeront a cette
étude.

Elles seront recrutées dans 11 Centres Hospitaliers privés ou publics.

La Mifépristone est un mech‘Bmﬂ'ft i bioque L'action de la progestérone, hormone du maintien de la grossesse. Son
action nécessite toutefois d'étre complétée, 36 3 48 heures plus tard, par celle d'une prostaglandine, substance

qui augmente les contractions utérines.

-»
L'emploi de la Mifépristone ne pemt se faire gque dans le respect des réglements en vigueur concernant
l*interruption volontaire -de-grossesse (lois de 1975 et 1979). :

Les trois comprimeés de Mifépristone doivent étre pris moins de 63 jours aprés le premier jour de vos derniéres
regles, -

La Mifépristone ne doit pas étre utilisée dans les cas suivants :
- si la grossesse n'est pas confirmée,
en cas de suspicion de grossesse extra-utérine,
- si le premier jour de vos derniéres regles date de 64 jours ou plus,

si vous étes agée de plus de 35 ans et fumeuse (au moins 10 cigarettes par jour dans les 2 ans précédents),
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- CLINICAL STUDY SUMMARY

- 7 Product: Mifepristone

Protocol FF/92/486/24 Eﬁicacy and Tolerance of Mifepristone (RU 486) Administered in a Smgle Dose of

600 mg in Association with Misoprostol as an Alternative for Vacuum Aspiration for

- Termination of Pregnancy with Amenorrhea of 63 Days or Less

MIF 004149

1. Protocol 1. Age Range: 1. Outcome Variables: Status of
Number: 15 - 51 years (mean 27.1) Tolerance and Safety: Study:
1 FF/92/486/24 eOccurrence of painful uterine contractions,

2. Gestational Range: mmmmm events with 1. Study
2. Study Design: | 17- 161 days (mean 51.7)- | Sevenity and need for reatment. Classification:
Open-label, (calculated from 1148 patiemt | *L€¥e °fP‘f"’ usiog 1 vien ""‘°::::d(}’ AS)- | Historically
phase [l sudy | responses) :nmozﬂum and‘l :d :,or Controlled
ofthesingle | 31 - 63 days (mean 50.9) - any sl ety procedures Studies -
dqse Qf600 mg | (calculsted from uitrasound for | «Heart rate and biood pressure determined one Mifepristone
mifepristone 629 patients) hour after misoprostol administration and st the | Plus
followed by a 31 - 69 days (mean 50.20) - end of the post-misoprostol observation period. Prostaglandin
dose of 0.4 mg | (calculated from uitrasound eHemogiobin concentration and Rh status. ©
misoprostol 36- | when possible, otherwise from “. 2. Location of ~
48 hours later, [ patient response for 1194 Efficacy: CRFs:
and an patients) *Evaluated by pelvic and ultrasound — — -3
additional dose examinations and PHCG pregnancy tests. 3. Statusof *
of 02 mg 3. Patient Number: Database: ;-
misoprostol 3 | Planned: 1000 2. Results: SAS fileson -~
o | o 115 e M
complete Safety Evaluable: 1194 A tor 0 Fre cvents were n
abortion had not | Efficacy Evaluable: 1104* 1108 patients (997 °f“‘,"”4“““f the3hours | g Status of
yetoccurred. | Exposed to Study Drug: 1194 :“T:e"" first dose of misoprosal). it Study Report:

1164 (received mifepristone and most frequently repor ”‘l vere | Complete
3. Clinical misoprostol) . 0::; ) %, pelvic pam,
Investigator: 718 (received mifepristone and | o8 1di ) N
Dr. Elizabeth two doses of misoprostol) * Twelve patients req ¥ on for
Aubeny *82 patients were withous confirmed bleeding.

pregnancy, 7 exciuded for other non- '
4. Study Dates: compliance with protocol and | patient .
S'm::" y Dates: Mwmwmw oMean VAS score for uterine pain was 33.8 &

not sermined. 0.79 (sem).
Novembgr 1992 eMedian duration of bleeding was 8 days.
Completion: 4. Test Drug: Mifepristone o There were minimal changes in values of
July 1993 {-Dosager 3 x 200 mg (600 mg) vital signs for one hour after misoprostol

Formulatidl: 200 mg tablet administration and at the end of the observation

Duration of Dosage: One day period.

ht ©56 (5.4%) of patients had > 20% decrease in

$~Coatrol Treatment: None | hemoglobin concentration.

6. Ancillary Drug: Mi i [ Efficacy:

Dosage: 2 :yo zztz‘ka"”,eM x | ¢Success rate for termination of pregnancy

. . was 92.8%.

02 mg (1 expuison "“; ot +381 (38%) patients had complete expulsion

Formulstion: 0.2 mg tablet within 3 hours after misoprostol

Duration of Dosage: One day

Interval from Study Drug: 36-48

hours

3




’ - ) CLINICAL STUDY SUMMARY
- i Product: Mifepristone

1. Study Number: FF/@486/‘24

2. Title: Efﬁcacy and Tolerance of Mifepristone (RU 486) Administered in a Single Dose of 600 mg in
Association with Misoprostol as an Alternative for Vacuum Aspiration for Termination of
Pregnancy with Amenorrhea of 63 Days or Less
3. Study Dates:
Start: November 1992
Completion: July 1993

4. Clinical Investigator: Dr. Elizabeth Aubeny
Study Center:  Hopital BROUSSAIS

Centre d’Orhtogenie
96, rue Didot
75014 Paris
Number of Centers Participating: 11 3
Note: Uniess otherwise indicated, this summary lists the first or Center # | investigator(s) found L
in the study report. ‘: |
5. Study Design: '_

Open- hbel,mulucenuersmdyofthesmgledoseof600mgmfeprmmfollowedbyadoseoantmg
misoprostol 36-48 hours later, and an additional dose of 0.2 mg misoprostol 3 hmlawnfcomplete
abortion had not yet occurred.

6. Study Population:
General Description of Population: Women requesting the interruption of pregnancy under the
abortion law of France with confirmed intrauterine pregnancies.

Age Range: 15 - 51 years (mean 27.1)

Gestational Age Range: 17 - 161 days (mean 51.7) - (calculated from 1148 patient responses)
31 - 63 days (mean 50.9) - (calculated from ultrasound for 629 patients)
31 - 69 days (mean 50.2) - (caiculated from ultrasound when possiblie,
otherwise patient response for 1194 patients)
SubjectNmbem
Planped: 1000
1194
. _-Safety Evaluable: 1194
Efficacy Evaluabie: 1104*
- Expesed to Study Drug: 1194 -
- 1164 (received mifepristone and misoprostol)
718 (received mifepristone and two doses of misoprostoi)
‘82pa:mmwuhmeomrm¢dmgmncy 7 exciuded for other non-compliance with protocol and !
pariens had conflicting data where cutcome could not be determined.
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7. Study Drug: Mifepristone

8. Control Treatment: None

Dosage:—3 x 200-mg (600 mg)
Formulation: 200 mg tablet
Duration of Do}age: One day

9. Ancillary Drug: Misoprostol

Dosage: 2 x 0.2 mg (0.4 mg) followed by 1 x 0.2 mg (if expuision had not occumd within 3 hours)
Formulation: 0.2 mg tablet

Duration of Dosage: One day

Interval from Study Drug: 36 - 48 hours

10. Outcome Variables:

Tolerance and Safety:

The occurrences of adverse events (including any concomitant illnesses) were monitored prior to the
misoprostol administration and at the scheduled follow-up evaluation on days 10-18. The adverse events
were characterized by their severity, onset, duration, need for treatment, outcome and relationship to
mifepristone and misoprostol. - —

The occurrence and severity of painful uterine contractions and gastrointestinal adverse events weps
monitored during the 3 hours followmgtheﬁrstdoseanddm'mgd:ezhomsaﬁettheseconddoseﬁf‘
misoprostol.

b

R

During the 4-5 hour observation period after misoprostol administration, adverse events other than painful
uterine contractions and gastrointestinal events also were recorded. At 3 hours after the first dose of
misoprostol and at 2 hours after the second dose, patients indicated their level of pain according to a visual
analog pain scale (VAS).

Hemoglobin level and Rh status were determined at study eatry and hemoglobin level was aiso determined
before the day 10 - 18 visit. Duration of uterine bleeding and the need for any additional treatments and/or
procedures to control the bleeding were evaluated at the day 10-18 visit.

Heart rate and blood pressure were measured at one hour after misoprostol administration and at the end-of
the post-misoprostol observation period.

Efficacy: -
Pelvic examinations were performed before mifepristone administration, before misoprostol administration
and at the-dgy 10-18 evaluation. Uterine uitrasound examinations and quantitative ShCG subunit
pregnancy tests were performed (at the discretion of the investigator) at the day 3 and day 10-18 clinic
visits to document the progress of the pregnancy termination procedure.

11. Statistical Methodology:

Inferential and statistical methods were employed to analyze the data.

12. Resuits:

MIF 004151

Adverse Events;

A total of 3552 adverse events (1108 patients) were reported for the 1194 patients. Adverse events were
reported for 9 (30%) pasients who received only mifepristone, for 412 (92%) patients who received
mifepristone and a single dose of msoprostol, and for 687 (96%) patients who received mifepristone and
two doses of misoprostol.
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. APPENDIX C
ROUSSEL LABORATORIES PROTOCOL FF/92/486/24
' PROTOCOL COVER SHEET

Study Phase~ 111

Name of Drug: Mifepristone
Active Ingredient: Mifepristone
Dosage: 600 mg
Route of Administration: Oral
Duration of Treatment: Single dose

Objective: To evaluate the efficacy, tolerance, and safety of 600 mg mifepristone
followed by 0.4 or 0.6 mg misoprostol 36-48 hours later for the termination
of pregnancies in women whose duration of amenorrhea was no more than 63
days. ’

Patient Population: Women aged 18-35 who were < 63 days from onset of their last -
menstrual period and who requested termination of pregnancy.

n-r’ “'FT' [

Structure: Single group .-
Multicenter: Yes
Number of Centers: 11
Common Training: Yes
Blinding: None
Method of Patient Assignment: All patients were assigned to treatment with 600 mg
mifepristone and 0.4-0.6 mg misoprostol
Concurrent Control: None
Estimated Total Sample Size: 1000
StatisticakRasionale Provided: No

Primary Efficagy Variable: Proportion of patients with complete expulsion of the
pr&ducts of conception.

Adverse Réactions: Volunteered

Plan for Data Analysis: None

Roussel Laboratories Protocol FF/92/486/24
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L INTRODUCTION _

Mifepristone is an anti-progesterone compound synthesized by ROUSSEL UCLAF. Prior studies have shown that it is
capable, by itself, ofmrminaﬁngabomso%ofpregnancicagedl&thanorequaltoﬂ days of amenorrhea (1) when it is
given at the dose of 600 mg orally in a single administranon. After that date, the efficacy of the product by itself
diminishes rapidty (about 108% drop in success rate per week of additional amenorrhea). Swedish (2), Scottish (3) and
French (4-5) studies have shown that combining Mifepristone with a low dose of a synthetic prostaglandin analog
(sulprostone 0.25 mg or Gemeprost 1 mg) enables termination and complete expulsion of the pregnancy in 95% of the
cases for amenorrhea ranging up to 49 days.

The optimum period between the administration of Mifepristone and the administration of the prostagiandin is 36 to 48
hours. Indwd,thcccwimldﬂaxionindxmdbyMifcpristoncisgxmmat48homsthanitisa124hmns,andtbesamiﬁvity
tothemcrinemuscletotheconrracdngcﬁ'ectsofpm@glandinsisma:dmal%to48homsaftcrtheadministraﬁonof
Mifepristone (6, 7).

Mifepristone was registered in France in December 1983 as a medical alternative to uterine aspiration of pregnancy up to ———
49 days of amenorrhea; the rules of prescription at that time recommended the administration of 600 mg (3 tablets of 200 -
mg) of Mifepristone, in a single administration on day 1, followed 36 to 48 hours later by the administration of 1 mg of
Gemeprost (Cervageme®) vaginally or 0.25 mg of Sulprostone (Nalador®) by intramuscular injection. The efficacy of

the method (terminaton and complete expulsion of the pregnancy) was about 95%. _
During the 4 hours following the prostaglandin, the adverse effects most often reported were painful uterine contractions
in about 80% of the women, nausea in 34%, vomiting in 15%, diarrhea in 7.5% and discomfort in about 1% (5).

'-F "N

The other adverse effects most often reported, after the 4-hour period following the prostaglandin, were painful uterine
contractions (1.6%), headache (1%), digestive problems: nausea (0.8%), vomiting (0.5%) and skin eruptions (0.2%) (8).

Uterine bleeding necessitated a hemostatic endouterine procedure in 0.8% of the cases, and a transfusion in 0.1% of the
cases.

Of all the women who used the method (about 80,000), 3 severe adverse effects of the myocardial infraction type were
reported; the result was fatal in one case. These infarctions seem 1o be correlated with a coronary spasm and all occurred
within 4 hours after sulprostone was injected. The 3 patients involved were all gver 30 years of age and smoked. Those
coronary spasms are atributable to sulprostone. They were also described after isolated injection of sulprostone (9) and
resulted in the withdrawal of the intramuscular form of Sulprostone.

In view of those occurences, the decision was made to research whether prostaglandins other than the ones studied
previously could be combined with Mifepristone.

Misoprostol is a synthetic derivative of the PGE; series (15-deoxy 16-hydroxy 15 methyl analog) administered orally at the
dose of 4 tablets of 0-2 g per day for the treatment or preventon of ulcerous duodenal or gastric lesions (10).

- e——__
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This product is widely prescribed and no serious cardiovascular effect has been published to date. The surveillance data is
favorable (11). = '

mspiwofanmﬂaﬂydigcsttveunpm Misoprostol mainsan:ﬁ'eaofsdmnlaﬁngmcumincmusde(lz, 13) and is
therefore contraindicated i its"current indication for pregnant women or for women who are heterosexually active with no
effective method of contracepion. - .

OncsmdyconduacdinanccinvolvingSOOwomen, showedthat600mgoflvﬁfq)ﬁstone,followed48homslatzby2

tablets of Misoprostol, enabled the termination and complete expulsion of 96.9% of pregnancies (95% confidence interval

risk: 94.1 - 97.7%) up 10 49 days of amenorrhea (14). Expulsion occurred on average 12 hours after the administration of
Misoprostol; 61% of the women expelled within 4 hours following that administration and 87% within 24 hours. The
average durarion of uterine bleeding was 8.7 days. The average decrease in the hemoglobin concentration between the

day of administration of Mifepristone and the follow-up visit was 0.7 g/dL. These results are similar to what was observed

with gemeprost or Sulprostone. During the 4 hours following the administration of Misoprostol, 80% of the women . _
mponedpamﬁﬂumdneconnacdonsthatnwssimedmhmranalgsicmmin20%ofthccasa During that same———"
period,theotheradvetsccﬁectsmostoﬁcnmponedwemnmxsmin43%oftbzcass,vomitingin17%anddiarrh:ain -
14% These svmptoms very rarely required treatment. After the 4 hour period following administration of Misoprostol,

the undesirable effects most frequently observed were nausea (4.3%), headache (4.2%), painful uterine contractions
(3.2%), vomiting (3.0%) and asthenia (2.6%). .
These results supported the registration of mifepristone/misoprostol combination in France in May 1994 for the g
termination of pregnancy up 10 or equal to 49 days of amenorthea : -

Another French study conducted, according to a similar protocol in 229 patients, showed that ovular expulsion occurred in i
60.1% of the women, within 3 hours following the administration of 2 tablets of Misoprostol. Expulsion occurred
between the 3rd and 4th hours in 14.6% of the cases. The 55 patients who did not expel after 4 hours -
. apd remained under observation for 2 additional bours. Thirty of them, ie. 13.7% of all patients,
experienced complete expulsion during the 2 hours of observation.

Thus, with this method - 1 terms of the dose of Misoprostol administered, ovular expulsion occurred at the
Center in 88.4% of the women. The success rate in this study was 99.6%. and there was only one failure (placenta
retention).

Safety was judged to be satisfactory, in terms of intensity of pain and in terms of bleeding.

In Great Britain, Mifepristone was registered in combination with Gemeprost (1 mg) for the voluntary termination of
pregnancy up to 63 days of amenorrhea Indeed in a study in 957 women (15) requesting the termination of a pregnancy
of up to 63 days of amenorrhea, the overall success rate was 94.8% (95% confidence interval: 93.4 - 96.2%). In this

study, the success rate did i8¢ differ significantty according to the age of the pregnancy: less than 50 days of amenorrhea
or from 50 10 63 days of amenorrhea.

- ——

APPEARS THIS WAY
ON ORIGINAL

14
MIF 004162



PROTOCOL FF/92/486724 - OCTOBER 92 3

A hemostatic endo-uterine procedure and a blood transfusion had o be performed in 7 women (0.7%) due 10 copious
bleeding. 'Iheavcmgcbloodlos_msmmredatlccnwin114womenandwas75.5ml(ra.nge:» - ml). This is
simﬂarmtknbloodlosobsuvedinsrgicalmrminaﬁonofprcgmncy(ls). The decrease in hemogiobin observed
bawecnmcdatcofadminisumionofMifcpdsxone(Dl)andmefollow-upv'sltonday10v~asl¢sthmorequalw0.2
g/dlin95%ofthcpaﬁem&frhéadvasecﬁ'wswucsimﬂarmthoscobsavedmtheothersndi&

In — . obe invcsdgamralsosmdiedthedﬁcaq ofl\difepﬁsmneincombinaﬁonwﬁhMisopmstol(Btablas)in
100 womenrequstingmrminationofaprcgnancyagedlasthanorequalto56daysofam:norrhm (17). The success
rate was 93% regardless of the age of the pregnancy: lssthanSOdaysofamenontmorﬁnmSOto%daysof
amenorrhea. Safety of the method was satisfactory. Anendo-mm'incpmeedmtwasmryinlcasea:nxhatwasm
transfusion. The average decrease in hemogiobin concentration between the date of administration of Mifepristone D1
and the follow-up visit (D8) was 0.7 g/dL

Considering these data, we propose to evaluate the efficacy of Mifepristone (600 mg) in combination with Misoprostol ~ _
administered at the dose of 0.4 mg (2 tablets) or 0.6 mg (3 tablets) if necessary, in the termination of pregnancy aged less—
than or equal to 63 days of amenorrhea, t0 evaluate:

- whether the results observed in mnbeappﬁedmapmstaglandinotherthanGcmepms;this'
would make it possible to standardize the rules for prescribing Mifepristone in France and Great Britain.

- whether, with no expulsion within 3 hours following administration of the first 2 tablets of Misopmsxbl, the
administradon of a 3rd tablet increases the percentage of expulsion during the observation phase in the
center and perhaps the efficacy of the method.

g eem

2. PURPOSE OF STUDY o
The purpose of this study is to evaluate the efficacy and safety of a single administration of 600 mg of Mifepristone, in
combinaton with 2 or 3 tablets of 0.2 mg of Misoprostol, administered 36 to 48 hours later, for termination of pregnancy
less than or equal to 63 days of amenorrhea, under the law on voluntary termination of pregnancy in France.

3. DESCRIPTION OF STUDY
This is an open multicenter study that will be conducted in 11 centers. The protocol is as foliows:

* on day 1, in the investigator's presence, once the inclusion criteria have been verified:

administration of 600 mg of Mifepristone (3 tablets)

- — . B

APPEARS THIS WAY
ON ORIGINAL

15
MIF 004163



PROTOCOL FF/92/486/24 - OCTOBER 92 . 4

. On day 3, i.e- 36.10 48 hours after the administration of Mifepristone:
Administrarion of 2 tablets of 0.2 mg of Misoprostol in a singie administration, in the investigator's presence.
Thcwomaniskep_tun_duobsa‘vaﬁonfor 3 hours.

If,3homsaﬁcradminisu=xionof2 mblusostopmoLaqnﬂsionhasooamed,thcwommamknptmda
observation for 1 additional bour.

If 3 homsaﬁcradminisu'aﬁonofztablasofl\disopmswl, expulsionbasnotocumad,thcinvstigamrwﬂl
administcrathirdtabletofMisopmstoltothepaIienL Thcpaﬁemﬁllbckeptundcrobsetvaﬁonintheh@iml
for 2 additional hours.

‘I'hccﬁmcyandsafctyoftheumnncm“dllbccvaluamd 10 to lSdzysaﬁzrthcadminisuaﬁonofNﬁfcpﬁstom,dminga
follow-up visit

4. SELECTION OF SUBJECTS

4.1 NUMBER OF SUBJECT NECESSARY

Considering the success rate observedip — in the trial involving 957 women, we
anficipate including 1,000 patients in this smdy. This will enable a reasonable evaluation of
efficacy and safety. '

4.2 INCLUSION CRITERIA

i S

The following will be included: women who
- request voluntary terminagion of pregnancy,

meet the mandatory Statutory requirements for voluntary termination of pregnancy in
France, _

are at least 18 vears of age (legal age of consent, underage women can be included only
with the consent of their legal guardian),

agree to submit to the constraints of the study, specifically the follow-up visit following
administration of the treatment,

are informed of the usual procedure for a miscarriage,

-— - B

agree to undergo a surgical termination of pregnancy should the treatment fail,

are informed of e study procedure and have given their written consent to participate in it
(appendix ), '

APPEARS THIS WAY
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and whose pregnancy is:
«  infra-uterine, -

<

ongoing,

-

aged less than or equal to 63 days of amenorrhea (calculated from the first day of the last
menstruation)-

Ifthcreisanydoubtaswthcloczlimﬁonoftheprcgnanq'(clinica.lanomalisordiscordanc:
of BHCGms)ormbularhistory,anumasoundwinbcdonemmakcmthatthcprcgnancy
isindcedinna-utcrincandthazitseemswbeongoing

(The occurrence of an [UD pregnancy is not a contraindication provided that it is removed
when Mifepristone is administered).

4.3. EXCLUSION CRITERIA
The following will not be included: women who
have signs of spontaneous miscarriage in progress,
have a suspicion of extra-uterine pregnancy,
whose amenorrhea is greater than 63 days,

are more than 35 years of age {1d smoke (this criterion will be defined as smoking at least
10 cigaretes per day for 2 years preceding the start of the study)

have the following pathologies: cardiovascular history (angina pectoris, rirythm disorder,
cardiac insufficiency, severe hypertension), asthma, glaucoma or high intraocular pressure,
diabetes, hyperlipemia.
have a renal, adrenal or hepatic insufficiency at the time of inclusion or in their history,
have been treated with corticoids chronically within the preceding six montbs,
have a known anomaly of hemostasis or are receiving anticoagulant treatment,
have ZRriwrllergy to Mifepristone or Misoprostol
have an anemia,

l 4

refuse 15 Bivertheir writlen consent to parucipate,

may not adhere to the requirements of the protocol, or who live very far from the cznter.

17
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5. TREATMENT . __

5.1. MIFEPRISTONE

The Mifepristone will be supplied by ROUSSEL UCLAF in the form of tablets with 200 mg of
i acVE fient

The treatment will inciude 3 tablets packaged in bottle form.

’I‘heproduawillbegivcninasinglcadminismﬁonof3tablets,inthcmedimlinvsﬁgamr‘s
pmcc,onancmptysmmach

The bottles of Mifepristone will be labeled as follows:

- Protocol No.

- Mifepristone ' —_—

- Instmte ROUSSEL ULCAF
- Batch No. - Expiraton Date
- Patgent No. (from 0001 to )

5.2 MISOPROSTOL

Misoprostol (Cytotec®) will be packaged in bottle form with 1 and 2 tablets of 0.2 mg and will be supplied by '
ROUSSEL UCLAF.

e B 2

Each patient's trearment will consist of 2 bottles: one containing 2 tablets of Misoprostol and
the other containing just 1 tablet

The treatment will be administered as follows:

- 2 tablets of 0.2 mg of Misoprostol (1st bottle) in a single administration, 48 hours after the
administration of Mifepristone, in the investigator's presence. The women will be kept
under observation at the center for 4 hours.

- If expulsion does not occur within 3 hours following administration of Misoprostol, the
investigator will administer a 3rd tablet (2nd bottle) of 0.2 mg to the patient. The patient
will be kept under observation for 2 additonal bours.

The bottles of Misoprostol will be labeled:

- ProotNo. =

- Misoprostol

- Insumte ROUSSEL UCLAF

- Baich No. - Expiration Date

- Padent NG (from 0001 10 )

Bottle No. 1 (for the boule containing 2 tablets)
or Boale No. 1 (for the bottle containing 1 tablet)

All 3 bottles of Mifepristone and Misoprostol representing a patient's treatment will be placed
together into a box labeled:

- Protocol No.

- Mifepristone - Misoprostol

- Instmte ROUSSEL UCLAF

- Patent No. (from 0001 t0 )

18
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5.3. MANAGEMENT OF PRODUCTS

Anumnnenxsnemxyforaémzrwﬂlbegivcntothepharmacistincha:gcofthaxccnm,whowinsecto‘itthaxthcy
are distributed to the invesugator.

Aﬁdvuifyingthcindﬁsionandaclusioncritcxia.tbcwomcnwillbcasignedanumbcrforadmissionmthcsmdyand
willbcgivcnaboxbaringmalmmbcr. The numbers will be assigned in order.

A drug disposition sheet ofthcpmdnc:undcrsmdymustbekcptuptodaxcbyﬂwinvstigamr.
At the end of the study, all of the unused product, and the drug disposition sheet, must be recovered by the monitor.

5.4. CONCOMITANT TREATMENT

5.4.1 Authorized Treatments ' —_—

Insofar as possible, no other treatment will be used. If a prescription is written, the type and dose of the medication will be
indicated on the case report form.

Treatments in progress will be indicated on the case report form.

5.4.2 Prohibited Treatments

- Acetylsalicylic acid and derivatives thereof, steroidal or non-steroidal anti-inflammatories, prostaglandin

synthesis-inhibiting medications (if necessary, an analgesic of another pharmacological class or an ™~

antispasmodic will be used in preference over those medications), enzyme-inducing medications.
- Oxytocic or prostaglandins other than the one used in the stdy.

- The patient must abstain from any self-medicaton.

v-,; ..','.' o

- The patient must abstain from smoking or drinking alcohol during the 48 hours between the administration of

mifepristone and the administration of misoprostol, and on the day misoprostol is administered.
6. EVALUATION CRITERIA

6.1 EFFICACY

Efficacy will be ecatuated 20 to 18 days after the administration of Mifepristone (D10 - D18) by the investigator based on

clinical (occurrence of bieeding, expulsion of egg sac, persistence of bieeding), biological and/or ultrasound data.

-
”»

- e—m_
~—
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The following will be distinguished: _

1- Termination of the pregnancy and complete expulsion (disappearance of clinical signs, drop in BHCG compared
t.odzy1and/orcmplyutzrusifulu-asmmdisdonc)withnonwdforadditionalsurgialpmccdnre'(asidcfrom
possible extracton with forceps of ovular fragments protruding from the external orifice of the cervix). The
expulsion date -&nd, if possible, the time of expulsion will be poted, as well as the pumber of tablets of
Misoprostol administered. This outcome will be considered a success.

2) Termination of the pregnancy without complete expulsion.
3) Persistent pregnancy.
4) Need for a hemostatic endo-uterine procedure.

Oumomcsz,3and4willbcfollowedbyanaddiﬁonalsurgimlprooednre,thedamofwhichwillbenowd. They will be . _
considered failures. ) —_—

6.2. SAFETY

6.2.1 When misoprostol is administered (day 3):

Safety will be evaluated based on: r
s -
* Any adverse effect occurring from day 1 (administration of Mifepristone) and day 3. *
-
* The occurrence of painful uterine contractions and digestive problems: Dnausea, vomiting, diarrhea during the ™

hours of observation at the Center after administration of the first 2 tablets and if necessary the 3rd tablets of
Misoprostol. The intensity of these symptoms will be noted as will the need for any symptomatic treatment.

= Measurement of blood pressure (systolic and diastolic) and heart rate, one hour after the 1st administration of
Misoprostol and at the end of the observation period.

* The occurrence of an adverse effect other than the ones cited above.

6.2.2 At the time of the follow-up visit (D10 - D18):

Safery will be evaluated based on:

* The duration of uterine bleeding and the need for special measurcments: measurement of hemogiobin
concenfratiofr nfdical trearment, blood transfusion, hemostatic surgical procedure.

Any unusual clinical sign or symptom occurring since day 3.
| 4

R, —
—
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D

6.2.3 Biological Safetv __ .

This will be evaluated based on the hemoglobin concentration measured on day 1 (before administration of Mifepristone)
and on day 10 to day 18 at the ame of the follow-up visit '

. PROCEDURE OF TRIAE
7.1 Day 1: INITIAL EVALUATION

chifyﬁmmcpaﬁcmhastaken the legal measures to request voluntary termination of pregnancy and meets the
conditions set by the law (reflecuon period).

- Note:

o the primary history,

any treatrent currently in progress and the reason for it,
* the date of the last menstruation.

- Ven'fytkmmeageofthepregnancyislssthanorequaltoéBdaysofamenorrha

- Measure the BHCG and/or do a uterine uitrasound (ultrasound is mandatory if there is amy doubt as to the 3 -
localization of the pregnancy or a tubal history).

. IF ..*’"

- Determine the Rh factor if the patient has no group card, and measure the hemoglobin concentration.
- Give the patient an information sheet on the sudy and obtain her written consent to participate.
- Assign the woman a study admission number and give her 3 tablets of Mifepristone contained in the box bearing

that number. The treamment will be taken immediately in the investigator’s presence. The number will be noted
on the case report form.

- Inform the women that she must abstain from smoking or drinking alcohol for the next 48 hours and on day 3.
- Make an appointment for the moming two davs later (day 3).
7.2. DAY 3: ADMINISTRATION OF MISOPROSTOL:
- Clinical &ZmTGen.
- Look for any adverse gvent
-

- Do an injecGORof-ant-D-gamma globulins if the padent is Rh negative.

- Administer 2 ablets of 0.2 ‘mg of misoprostol in a single administration (if the expulsion has not already
occurred) in the 1nvesugator's presence.

21
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- The patient must remain under observation at the center for the following 3 bours.
- During those 3 hours of observation, the following parameters are evaluated:

*  Painful uterine cz;pnacdons, nausea, vomiting, diarrhea, using the following scale:

S -

1: minimal
2: moderate
3: intense

1t will also be evaluated whether these symptoms require treatment

The overall intensity ofthcpaindnringthaxobservaﬁonwinalsobccvaluamdonananalogvisual scale 3 hours
after administration of misoprostol,

-

if a premedication has been given, it will be noted on the case report form. ' —

The treatment administered will be noted on the case report form.

* The heart rate, blood pressure (systolic and diastolic) will be measured one hour after the 2 Misoprostol wblets

are administered. o
If, 3 hours after administration of the first 2 tablets of Misoprostol, expulsion (verified by the investigator) has occurred: % .
* The woman will be kept under observation for one additional hour. [
* The systolic and diastolic blood pressure, and heart rate will be measured at the end of the observation period.
If, 3 hours afier administration of the first 2 tablets of Misoprostol, expulsion has not occurred:
* Perform gynecological examinaton to verify that the egg sac is not present in the cervix or the vagina and

extractable with forceps.
* If non-expulsion is confirmed, give the patient a 3rd tablet of Misoprostol and keep het under observation for 2

addigonal hours.
* During those 2 hours, evaluate the same parameters as defined above. The systolic and diastolic blood pressure,

and heart rate will be measured at the end of the observation period. '
- The time‘efemlasemula'onwillbenotzdifitocmrswhilethepaﬁemisunderobservation.

-
APPEARS THIS WAY
aN ORIGINAL
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- Ifmcpaﬁenghgchstpaimgxﬂi:{crhythmdisorderorlowbloodpmanEKGmustbcdonc. If the pain is
severe, fast-acting nitrate derivatives will be prescribed for the outcome coronary spasm.

- Aﬁ:r4t05hours,asthccasemaybc,Lhcwomanisamhoxizedtolavcthcccnxcrandisgivenana'ppoinnnmt
for D10 - D18, with aprescription for a hemoglobin test to be taken just prior to the next visit.

- Anomlcomraccpﬁonmt;cgin24w48hourslamrmaybcpmaibedanhaxvisin

7.3. DAY 10 - DAY 18; FOLLOW-UP VISIT:

- New clinical examination and evaluation of safety by the investigator.

- If possible, note the date of ovular expulsion and the time lag with respect to the administration of prostaglandin.

- Final evaluation of the efficacy of the treatment (by clinical examination data, BHCG and/or ultrasound).

- If the patient has started an oral contraceptive before this follow-up visit, note the name of the contraceptive
prescribed.

- Evaluation of metrorrhagia:
duration,
was there any need for an emergency measurement of the hemoglobin concentration (note the result)?
was there any need for a treatment (medication, transfusion, hemostatic surgical procedure)?

- If the event of failure (continuing pregnancy, incomplete expulsion), recommend an additional surgical
procedure (this procedure must not be done before day 10 unless medically justified).

- Note the results of the hemoglobin measurement.
8. COLLECTION AND ANALYSIS OF DATA
8.L COLLECTION OF DATA

Amscrq:ortformwillbcﬁlledomformh patient admitted to the study. Only the investigator and his/her coworkers
arcamhorizedtoﬁllomthccasemportformandmkcanycorrecﬁonsinit.

Anry correction on the-eassreport form must be made by drawing a line through the incorrect data so that it remains
visible, and putting the corrected data alongside it. The person making this correction must enter the date and initial it in
the margin. Each case report form must be signed and dated by the investigator.

Bl
—

APPEARS THIS WAY
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8.2 STATISTICAL_ANALYSIS:

8.2.1 Efficacv Analvsis

Since this is a non-comparative study, the analysis of the data will be descriptive. The main criterion of efficacy will be
the estimated sucoess rate 0@ day 10 1o day 18. The data will be swatified based on the age of the pregnancy: up to 49
daysofamcnorrhaandfmmSOmﬁdzysofammonhca. The 2nd criterion of efficacy will be the percentage of
expulsions during observation at the Center.

823  Safetv Analvsis

A descriptive analysis of the safety will be done overall, thcncaxcgoﬁzedacoordingtothcagcofthepregnancy(uptoﬂ
days of amenorrhea, from 50 to 63 days of amenorrhea).

For hemoglobin, variations with respect to the inclusion values will be tested by a variance analysis.
9. AMENDMENTS TO PROTOCOL
There can be no changes in the protocol without written consent from ROUSSEL UCLAF.

Anychangcmustbethcsubjectofanamcndmcmdowmcmcdandjwsdﬁedinwriﬁng, It must be signed by the
investigatgor as acceptance of the change in the smdy procedure. . 's

> -
This amendment to the protocol must be submited to and approved by the Consulting Committes for Protection of *

Persons in Biomedical Research if it is able to modify the ratio of expected-medical-benefit/risk to the patient unfavorably. #—

If the change in the protocol is necessary immediately to assure patient safety, the persons in charge of the study will
submit the amendment to the CCPRB after its acceptance, but as soon as possible.

10. ADVERSE EVENTS

CLINICAL SAFETY

1) ADVERSE EVENT

1.1 Definition:

The term adverse event includes any intercurrent events (or diseases), medical reactions, clinical or biclogical anomalies

that the investigator considers pertinent

- a—— »

APPEARS THIS WAY
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1.2 Procedure to be followed:

Anyadvumcvemmgmﬁngthedimwmmhaormtnismmmhmedmgsmdied.,willbcrq)orted
andamlymdbythcmvsﬁgmgoronthcadvusc-cvmtpageofmemscmponfom '

To&ammladvmwm&aéweﬂaspo@lc,theim&igmorwinfouowthe guide published by the Central Division of
Suweﬂlancc(pmcedumtobefoﬂqwedinthcmofcﬁnimlorbiologimlanomaﬁesdmingthcdinicaluial-scc
corresponding publication).

2) SERIOUS ADVERSE EVENT:

21 Definition:

AccordingtotheFDA(FoodandDmgAdminisu'aﬁon),asuim:sadvcrscevcntisanycventthat

. causes death ' —_—
. threatens the life prognosis

] involves sequelae or becomes chronic _

. requires or lengthens the hospitalization g )

. results in an overdosage ;_

. any cancer or congenital anomaly discovered during the trial -

ROUSSEL UCLAF adheres to this definition.

2.2 Procedure to be followed:

Any serious adverse event occurring under treatment or during the first 2 weeks following the end of treatment, will be

reported within 24 hours to the monitor of the trial even if the investigator feels that the adverse event is not correlated
with the treamment.

MONITORS
- Name Dr. V. Targosz or
e ———————— o ———
= = *ROUSSEL UCLAF ROUSSEL Laboratories
- Address 102, route de Noisy 97, rue de Vaugirard
93230 ROMAINVILLE 75006 Paris
- Telephone e
. Fax - - enm—————
- Telex . . ROUS235477F GRUPA 200 675F

25
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In the monitor's absence, the investigator will notify the Surveillance Department directly.
PR e

ROUSSEL UCLAF R

Surveillance Department -~ —~

102, route de Noisy

93230 ROMAINVILLE

Telephone: ——

Fax: —_—

The initial notification will be by telephone, fax or telex and must include:

- the investigator's identification: name, address, title, center No.

. Protocol No.

- the patient's identification (initials, number assigned in the study, age).
- the dates of administration of Mifepristone and Misoprostol

- descripuon of the adverse event and its onset date.

- measures taken

N -F ..'.T'

- the investigator's opinion as to the correlation with the treatment, if possibie at that stage.

As soon as possible (within 3 days maximum), as confirmation, the investigator will fill out the serious adverse event form
(Appendix 2). This document will be signed by the investigator and sent by fax or express mail to the monitor of the trial.
As soon as possible, the investigator will send all the pertinent information on the serious adverse event (evolution, precise
description of the medical history, results of research, copy of hospitalization report, autopsy, etc.) and will evaluate the
correlation to the treatment

To respect current law on reporting serious adverse events o the heath authorities and enable the Surveillance Department
to analyze the safety of the molecuies developed, the investigator agrees to document the adverse event as well as possible,
to respect the reporting deadlines, to furnish the Surveillance Department with all information necessary for anatyzing the
event, and if necessary, authorizes it to access the source data.

In addition to the appropratesprotocol measures, a plasma sample will be taken if possible.

-
[ 4

- —_

APPEARS THIS 'WAY
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meillilixasofbloogigv_illbctzkmo_naliepaxinammbc_ After centrifuging, the plasma will be placed in a dry tbe;
labeled (protocol No., pagent No., initials, data and time sample was taken) and frozen as soon as possible.

BIOLOGICAL SAFETY .

dinimﬂysigni.ﬁmmahetﬁélyvﬁllbcdommcnmdassoonaspo@lcsothatitcanbcanalyzed(secpublimﬁon
‘promdmetobcfollomdwhcnanomalisocwrdmingathmapwtic trial™). The biclogical parameter will be monitored
untl it normalizes.
1L PATIENTS LOST TO FOLLOW UP AND WITHDRAWN FROM TRIAL

Aﬂpaﬁcmsadminedmthesmdywillbeanalymdforsafety. Onlywom:nwhoﬁnishthetrialmnbcanalyzedfor
efficacy.

12, NOTIFICATION OF AUTHORITIES
The study will be reported to the Ministry of Health.
13. ETHICS

This study will be conducted according to the principles of the Helsinki Declaration (see appendix 3) and pursuant to
French law on clinical trials. :

13.1 CONSENT:

Before the patient is included in the trial, her written consent will be obtained on a triplicate form (signed by the patient
and preceded by the notation "read and approved”). To obtain that consent, an informative document on the study in
which she is to participate will be given to her (appendix 1).

The investigator will also sign a form for identification consent “thereby attesting that the patient's consent has been
obtained." .

- —— e B

LR
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132  CONSULTING COMMITTEE FOR PROTECTION OF PERSONS IN BIOMEDICAL RESEARCH
(CCPPRB):

The protocol will be submitted 1;3 a Consulting Committee for Protection of Persons in Biomedical Research (CCPPRE).
The sudy may not begin untiLéﬁer ROUSSEL UCLAF has received a copy of that committes's written agreement.

Anyammdmcmintheprqtocol,:;nychangemthepmjeathmwbsmnﬁaﬂyaﬁ'easthemformaﬁonﬁnnishedtbthc
CCPPRB will be the subject of an additional request for opinion.

14. CONFIDENTIALITY
The data collected during this study will be considered confidential

The information furnished by ROUSSEL UCLAF (drug brocbure, protocol, case report form) are also confidential

For each patent, thcdar.awillbeidentiﬁcdbythcpaﬁent’snumberinihesmdyandbyhcrinidals, and will be treated
anonymously in the analyses.

Aﬂdammlaﬁvemthissmdymuabck:ptavaﬂablcwmcomaparﬁdpadngmvsﬁgamr&tthOUSSELUCLAF
Coordinator, the Head of ROUSSEL UCLAF Quality Control, the CCPPRB, and the Oversight Authorities.

15. STUDY FOLLOW-UP AND QUALITY CONTROL

N

Members of ROUSSEL UCLAF will be in regular contact with the investigator by on-site visits and telephone calls to ;"
monitor the progress of the study and make sure that it is conducted in accordance with the protocol. B

’I'hcmerezaonfomwﬂlbereviewedindetaﬂatthctimeofmchvisiL

The investgator and his team cooperate with the monitor, to give the monitor access to the source documents, and
specifically to provide the monitor with missing information whenever possible.

Each case report form will be signed by the investigator. The investigator must inital and date all corrections.
If any data is missing or unavailable, the reason must be stated.

Participation in this study means that the investigator accepts the possibility of a Quality-Control audit to verify that the
procedures described in the protocol have been followed throughout the study.

- a— - B

LR
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16. DURATION OF THE STUDY
The study will start in November 1992 and last about 1 year.

17.  INSURANCE -

S

The investigator’s civil liability under this study is covered by insurance purchased by ROUSSEL UCLAF (appendix 4).

18 PUBLICATION

Any presentation orpublicaﬁonofthcmxltsofthis smdymmﬁrstbcagmeduponbaw&nthcinvsﬁgmorsand
ROUSSEL UCLAF.

19. INVESTIGATOR'S COMMITMENT AND LIABILITY
Allinformaﬁononthcpmdlmbdngtestedandthcresnﬂtsofthcsmdyaxcconsidcredconﬁd:nﬁal. -_—
1 have read the protocol and I feel that it contains all the information necessary for conducting the trial.

Iundcrtakctocondxnthisu-ialinmoxﬂancewiththepmtocohlwﬂlnotmakcanychangcinitwithomthcv@riﬁm
consent of ROUSSEL UCLAF.

I undertake not to start this study until 2 CCPPRB has givex its agreement.

N -F ..',T'

I will conduct this trial according to the principles set forth in the Helsinki Declaration, and in conformity with Good
Clinical Practice; particularty, I will obtain the written Informed Consent of each patient before she enters the study.

I further undertake to write the case report form carefully, to respect the procedure in the event of serious side effect and to
roonitor the management of the product being tested.

1 accept that the study will be monitored by a member of ROUSSEL UCLAF as well as the outcome of a Quality-Control
audit.

-— - &

APPEARS THIS WAY
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I will keep all data and information direclly concerning this sty available to ROUSSEL UCLAF and the Oversight . )
Authorities.

I will retain the rough data coljected chring this study for a period of 15 years.

Product name: = hﬁfepris!one

Protocol No.: FF/92/486/24

Date Signature of Investigator

Date Signamre of ROUSSEL UCLAF Coordinators

*
APPEARS THIS WAY
ON ORIGINAL
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Dav 1: INCLUSION:

- Confirmed, normal pregnancy, -

- Request for voluntary terminaton of pregnancy, legal formalities fulfilled,
- Amenorrhea less than or equal to 63 days,
- Age greater than or equal to 18 years (or authorization from legal guardian for minors),

. Absence of contra-indication for the method,

CHECK - LIST

- Explain to patient what happensinamismrﬁagcandthetermsofthepmmcol;obtainwﬁnmcom

- Assign her a number corresponding to her order of admission to the trial (the numbers will be assigned in order), -

- Measurement of BHCG and/or ultrasound,
- Mandatory ultrasound in the event of any clinical or biological anomaly (SHCG) or tubular history,
- Measurement of hemoglobin, blood group,

- In the investigator's presence, administer 3 tablets of

- Tell the patent that she is not to smoke or drink alcohol for the next 48 hours and on (D3),

- Appoinunent for (D3)

DAY 3: ADMINISTRATION OF MISOPROSTOL:

- Injection of anti D gamma globulins if the patient is Rh negatrve,

- Rcmdanyﬁmcdonalsigmthmhaveappamdsincehﬁfcpdsmncwasadmiﬂﬁﬂed.

- Verify that expy_.lsx_'oihainot_ocamedbetwecn D1 and D3,

- If expulsion has not occurred, administer misoprostol: 2 tablets of 0.2 mgina single administration,

-
- Observation for 3 hours affer that administration:
S e

Mifepristone contained in the box bearing the patient's number,

One hour after the administration of Misoprostol, measure the systolic and diastolic blood pressure and the heart

ate,

Check for pa.mful uterine confractions, nausea, vomiting, diarrhea, evaluate their intensity and note amy

treatments administered,

MIF 004179
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- If expulsion occurs Mtt_un 3 bours fczllowing administration of Misoprostol:

Keep the patient under ogscwalion for ope additional hour.

Measure the blood pressure (systolic and diastolic) and the heart rate at the end of the observaﬁonperio@
- If expulsion does not ocan'“mthm 3 hours following administration of Misoprostol:

chformagyneoologiczlmminaﬁonmmakcwmmatthceggsacisnotpmsmtinthcccrvixorth:vagimand
is extractable with forceps,

Ifoonﬁxmedthate:qm]sionhasnotocamed,adminis::rtothcpatiunahdtablaofMisoprosmlandkeq:hcr
under observation for 2 additional hours, m&mﬁngthesamecitcﬁaastho&sta:edabov&

Measure the blood pressure (mﬁcanddiastoﬁc)andth:hcanramattheendofthcobsmvaﬁonpcdod
- Note the time of the ovular expulsion, if it occurs at the Center.
- Appointment on D10 - D18, with a prescription for hemoglobin dosage.
. Possible prescription of an oral contraceptive to be started 24 t0 48 hours later.

DAY 10 -DAY 18: FOLLOW-UP VISIT:

- Evaluation of efficacy and safety of treatroent,
- If possible, note the date and ime of the ovular expulsion,
- Note the results of the hemoglobin dosage,

- In the event of a failure (continuing pregnancy or uterine retention), recommend an additional surgical procedure (this
procedure must not be done before day 10 unless medically justified).

- — o B

A\l
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. FORM OF INFORMATION INTENDED FOR PATIENTS
- ’ AND

WRITTEN INFORMED CONSENT

3

PROTOCOL No.: FF/92/486/24

TITLE OF STUDY: Efficacy and safety of Mifepristone (RU 486) administered at the dose of 600 mg in a
single administration in combination with Misoprostol as an alternative to uterine
aspiration for termination of pregnancy aged less than or equal to 63 days of amenorrhea

PATIENT No.:

You have requested a termination of pregnancy. It is proposed that you participate in a study intended to evaluate, __ ___
on a wide scale, the efficacy of the combination of Mifepristone and an oral prostaglandin, misoprostol, in the
voluntary termination of pregnancies of up to 63 days of amenorrhea.

This study complies with legislation on clinical trials and the principles of the Helsinki declaration: it was
submitted to the Consulting Committee for Protection of Persons in Biomedical Research ="
which issued a favorable opinion on October 6, 1992. '

-
<
In May 1992, the Ministry of Health authorized the marketing of the Combination Mifepristone 600 mg + 2 tablets *
of Misoprostol for voluntary termination of pregnancies of up to 49 days of amenorrhea. This combination enables ;-
termination and complete expulsion of the pregnancy in 95% of the cases.

A British study, involving 957 women, has shown that the combination of Mifepristone and a prostaglandin given
in vaginal suppository form maintained that same efficacy up to 63 days of amenorrhea.

Moreover, a preliminary study, conducted in France and involving 229 patients, bas shown that the administration
of a 3rd tablet of Misoprostol (if expulsion has not occurred within 3 hours following administration of the first 2

tablets) increased the overall success rate 10 99%; moreover, with this type of protocol, expulsion occurred at the
hospital center, i.e. before the end of the 4th hour, in 88.4% of the women.

Those 2 observations need to be confirmed on a wider scale and 1,000 women will participate in this study.

They will be recruited in 11 private or public hospital centers.

Mifepristone is a drug, thag blocks the effect of progesterone, the hormone that maintains pregnancy. However, its
effect needs to be supplemented, 36 to 48 hours later, by a prostaglandin, a substance that increases uterine

contracuons.

Mifepristone can ba used ;only in compliance with current regulations concerning voluntary termination of
pregnancy (laws of 1975 and 1979).

The three tablets of Mife;:ristone must be taken less than 63 days after the first day of your last menstruation.
Mifepnistone must no£ be used in the following cases:

- {f the pregnancy is not confirmed,

- if extra-uterine pregnancy is suspected,

- if the first day of vour last menstruation was 64 days ago or more. -

- if vou are older than 33 and smoke (at least 10 cigarettes per day for the previous 2 vears),
35
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- in the event of one of the following diseases: Kdney insufficiency, liver insufficiency, adrenal insufficiency,
anomaly of blood coagulation or administration of anticoagulant medication, anemia, asthma or history of
asthma, cardiovascular history (angina pectoris, rhythm disorders, cardiac insufficiency, severe hypertension),
diabetes, hyperlipemia, glaucoma or increased intraocular pressure,

- in cases of prolonged treatment with corticoids.
> FERMINATION OF PREGNANCY BY MIFEPRISTONE
HAS LIMITS AND INVOLVES CONSTRAINTS
: THAT YOU MUST BE FAMILIAR WITH
1)  The administration of Mifepristone must be followed 36 to 48 hours later by the administration of a
prostaglandin, to obtain the maximum efficacy of the method.

2)  Mifepristone is not 100% effective, and you cannot judge the efficacy of the method on your own
The uterine bleeding that occurs is not proof of efficacv and expulsion of the egg, which often occurs a few
hours after administration of prostaglandin, may be incomplete.

You must therefore submit to a follow-up visit, 10 to 18 days after administration of Mifepristone, to verify that™
vour pregnancy has indeed terminated. oo
THE FOLLOW-UP VISIT IS FOR VERIFYING THAT THE PREGNANCY HAS BEEN TERMINATED. F

THE PREGNANCY CONTINUES AFTER MIFEPRISTONE AND PROSTAGLANDIN, THE FETUS OR  °
CHILD TO BE BORN IS LIABLE TOBE DEFORMED.

.

In the event of a failure, the termination of pregnancy or evaluation of placenta debris can be obtained onty by
surgical means.

i
1

As in any terminaton of pregnancy, uterine bleeding (metrorrhagia) occurs in nearly all cases. It can sometimes
be very copious and may necessitate emergency treatment. Therefore, you must not travel any great distance from
the study center until the follow-up visit, and the physician will tell you where to call or go in the event of an
emergency.

Abdominal pain requiring treatment, nausea, vomiting, diarrhea and discomfort occur in some cases after
administration of the prostagiandin. Therefore, it must be followed by several hours of observation at the study
center.

Another pregnancy is possible immediately after termination of the pregnancy: if you do not want another
pregnancy, contraception must be started early.

If you are a Rh negative blood group, prevention of rhesus immunization must be done.

Exceptional casesof eardfovascular accidents have been reported after injection of a prostaglandin. Consequently,
the Mifepristone-prostaglandin analog method is contraindicated when the cardiovascular risk is increased bv the
5

following factors: hvperlipemia, diabetes,severe high blood pressure, cardiovascular accidents. being over 3
vears of age and smoking tobacco.

——

You must abstain from TOBACCO and ALCOHOL for the two days between administration of Mifepristone and
administration of the prostaglandin, and on the day of administration of the prostaglandin. Furthermore, the study
may be interrupted:

for medicai reasons to be judged by the physician,

your own desire, and you are not required to furnish any justification.

An uterine evacuation may be done at your request and under medical control.

36
MIF 004184



In emergencies and for any question regarding this study, you may contact by telephone:
Dr. o i at number:

or one of the Centers on the a;tached list.-

Protocol No.: - RE/92/486/24

1, the undersigned:

Residing at:

certify that I have read the anached text entitled "Information intended for the patient” and agree to participate,
fully informed and completely of my own free will, in the medical research conducted by Dr.

I agree that the data recorded in this swdy, including, considering the research needs, my ethnic background, mxy—-——
be processed on computer by ROUSSEL UCLAF. 1 have noted that the right of access provided by the -
"information and liberties” law (article 40) may be exercised at any time with Dr. -

I may exercise my right of rectification with Dr. through the physician of my choosing.

The data concerning my identity will remain strictly confidential. I authorize their consultation only by:

- persons who are working on the study, designated by the organizer Dr. Louise Silvestre

qu ..',T'

- and a representative of the Health Authorities. ”
My identity will not be revealed in any reports or publications to which this study may give rise.

[ am aware of the possibility of refusing to participate in this study or withdrawing my consent at any time, with no
responsibility on my part

Assigned processing [city]
number
[date]
Date Signature of subject preceded
and signature of investigator by the notation "read and approved”
e S
-

- Original for the patient;

- Second copy to-be kept in a confidenual overall envelope sealed by the investigator, to be given to Roussel
Santé R&D at the end of the study.

- Third copy to be kept for at least 15 years by the investigator.
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APPENDIX 2

CASE REPORT FORM SERIOUS ADVERSE EVENTS
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SURVEILLANCE DEPARTMENT - ROUSSEL UCLAF

CLINICAL TRIAL

CASE REPORT FORM SERIOUS ADVERSE EVENTS

PROTOCOL/INVESTIGATOR
Protocol number
Center number
Indication
Name of investigator
Address Counftry ——
PATIENT Number assigned Surveillance number ‘ '
in study (local) o
Initals Age ‘chxD Weight Height § .
yass  mombs M F KG G M o i
Occupation Ethnic background
Relevant history
Drug intolerances No D YeD Drugs involved
Unknown (:]
ADVERSE EVENT
e = - Date of occurrence day month year
Description
Hospitalization (or extensiog
of hospitalization) negessary? YE No D
Treaument
FINAL OUTCOME Complete cure l:-————] Chronic or sequelae E]
Effects still existing [—_—j Unknown E:J
Death ’
« Date B
day month year
39
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PROTOCOL NUMBER (____—_______1 PATIENT NUMBER

‘—SUMZMARY

(Precise description of medical history concerning the event)

- -

FPOERS Ti1S WAY
cH CRIGHIAL

- —— - B

MIF 004188
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Protocol number Patient Numbcrl l

BRUG STUDIED Name. Administration plan
or - ' dose units frequency
Code|__ ]
Method of administragon

- -

Date of treatment

Dacofueapetl—— gy [T ] imwope ]

day month year day month year

Administration of drug after start of side effect: . Immediate results:

Continued

same dose Imcmxpted[:] Improveman No Changel] * NAD

Reduced— ] *NA Aggravation—]  Unable to interpret D |

TRcadminisr.ration: Rea; ce of reaction:
No| | Yes] *Na[_| No ] Yes[ | «NA ]
Dae || [

Day  Month Year Unable to interpret D

*Not applicable

CONCOMITANT DRUGS J

. llr ,.*"

IName Dose/ Start End Indication
24 hours date ’ date
-
CAUSAL RELATIONSHIP
Investigator's opiuon:
rujed ouD improbable D
L 4

" T=——possible D probable[____] very probable D

This sheet was filled out on [:E_—L_—_] Name of monitor and signature

day morth year

by: -

41
MIF 004189



PROTOCOL FF/92/486/24 - OCTOBER 92

MIF 004190

-—— e B

v

APPENDIX 3

HELSINKI DECLARATION
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- (|’ Beclaration of Helsinki |

Recommendations guiding medical doctors
in biomedical research involving human subjects

Adopted by the 18th World Medical Assembly, Helsinki, Finland, 1964
and As Revised by the 29th World Medical Assembly, Tokyo, Japan, 1975.

Introduction

It is the mission of the medical doctor to safeguard the health of the
people. His or her knowiedge and conscience are dedicated to the fulfill-
ment of this mission

The Declaration of Geneva of the World Medical Association binds the
doctor with the world, “The health of my patient will be my first consider-
ation.” and the Intermational Code of Medical Ethics deciares that, “Any
act or advice which could weaken physical or meatal resistance of 2 human
being may be used only in his interese.™

The purpose of biomedical research involving human subjects must be
to improve diagnostic, therapeutc and prophylactic procedures and the
understandiag of the actiology and pathogenesis of disease. -

In current medical pracuce mast diagnostic, therapeutic or prophylactic
procedures involve hazarde This applies 2 fortiori to biomedical research.

Medical progress is based on research which uitimately must rest in part
on expesimentation involving human subjects.

In the field of biomedical research a (undamental distinction must be
recognized betwesn medicl research in which the aim is essentially diag-
nostic or therapeutic for a1 patient, and medical research, the essential
object of which is purely scientific and without direct diagnostic or thera-
peutic vaiue to the person subjected to the research

Spechl antion must be exercised in the conduct of research which may

affect the environment, and the welfare of animals used {or research must
be respected.
Because it is essential that the resuits of laboratory experiments be
applied to human beings to furthes scientific knowiedge and to belp sufler-
ing hurmanity, The World Medical Association has prepared the following
recommendations 28 a guide o every doctor in biomedical reseasch invotv-
ing hugan subjects. They should be kept uvnder review in the future. It
must be suessed that the smandards as drafted are only 2 guide to-physi-
damanovumewodd.Do:osuenotmuﬂed[:ou_cimidevﬂmd
ethical responsibilities under t2e laws of their own tountries.

I Basic Principles N

1. Biomedical research involving human subjects must conform to
generally accepted scientific prindples and should be based on adequatety
pecformed laboratory and animal experimentation and on a2 thorough
knowledge of the scGeatfic literaturs.

2. The design and performance of each experimental procodure involv-
ing human subjects should be clearly formulated in 2n experimental pro-

1 which should be tragsmitted to 2 specially appointed independent

mittee for consideration. comment and guidance.

5. Biomedical research involving human subjects should be conducted
only by scientifically qualified persons and under the supervision of 2
dinically competent medial person. The responsibility for the human sub-
ject must always rest with 3 medically qualified person aond aever rest on
the subject of the research, even though the subject has given his ot her
consent.

4. Biomedical research involving human subjects cansot jegitimately be
carried out uniess the importance of the objective is in proportion to the
inherent risk to the subject

5. Every biomedial research project involving human subjects should

be preceded by careful assessment of predictable risks-in comparison with.

forsecable benefits to the subject or to others. Concern for the interests of
the subject must aiways prevail over the interest of science and society.

6. The right of the research subject to safeguard his or her integrity
must always be respected. Every precaution should be taken to respect the
privacy of the subject and 1o runimize the impact of the study on the
subject’s physical and mental integity and on the personality of the
subject.

7. Doctors should abstain {rom engaging in research projects involving
human subjects cgpure mtisfied that the hazards involved are

) . 2 -
believed to be predicable. Doctors should cease any iuvesdpﬁa!‘it the

hazards are found 1o outweigh the potential benefits. * ~—

3. In publiction of the resuits of his ot her rescarch, the dbctor is
obliged 10 preserve the accancy of the results. Reports of experimentation
pot in accordance with the principies laid down in this Dedaration thoaid
not be accepted f{or pobliatoa.

9. In any research on hwman beings, each potential mbjet must be

* adequately informed of the aims, methods, anticipated benefits and poten-

tizl hazards of the study 2n0d the discomfort it may entail. He or she should
be informed that he or she i3 2t Liberty to absain from participation in the
study and that he or she s ee t0 withdraw his or ber consent to partici-
pation at any time.
given informed consent, prefzmably in writing. .

10. Whea obtaining mfcrmed coanseat for the research project the
doctor should be particnlaty cautious if the subject B in 2 dependent
relationship to him or hes ¢f may consent under duress. [n that case the
informed comsent should be obtained by a doctor who is not engaged in
the investigation and who & completely independent of this official
relationship.

t1. In case of legal msompetence, informed consemt should be ob-.

tined from the legal guirdan m accordance with mational legislation.
Where physical or mental mrexpacity makes tmpossibis to obtain in-
formed comsent, or whesn iz subject i8 2 minof, penmission from the
responsible relative replaces that of the subject in accordance with mtonal
legrsiadion.

12 The research protocol should always contain 2 sutement of the
ethical consideations invorved and should indicate that the principles
couanciated in the present Deciaration are complied with.

II. Medical Research Combined with Professional Care
{Clinical Research)

-

1. Ia the treatment of the stk person, the doctor must be {ree to use 2
new diagnostic and shagapeutic measure, if in his or her judgment it offers
hope of aving life, reestablShing health or alleviating suflering.

2. The potential benefits, hazards and discomfort of 2 new method
should be weighed against the advantages of the best current diagnostic and
therapeutic methods. —_

3. In any medicl study, every patient—including those of a control
group, if any—should be assured of the best proven diagnostic and then-
peutic method. :

‘:"’Lr} the purely sdentific application of medicai rescarch carried out
on a‘human being, it s the duty of the doctor to remain the protecior of
the _ﬁ(c and health of that persan on whom biomedicl research is being
Qrried out.

2. The subjects should bz voluniezrs—cither haalthy persoas of pauvents
for whom the expenimentat d=gn s not related 10 the patient’s tllness.

4. The refusal of the patient to participate in 2 study must never inter-
fere with the doctor-patient reiationship.

5. If the doctor considers it essential not to obtain informed consent,
the specific reasons for this propomal should be stated in the experimental
protocol for transmission ‘¢ the independent committee (1.2).

6. The doctor can combine medical research with professional Qre, the
objective being the acquiition of new medial knowledge, only to the
extent that medical research is justified by its potential diagnostic or thera-
peutic value for the pauent.

- 111, Non-therapeutic Biomedical Research Involving Humen Subjects
(Non-clinical biomedical research}

3. The investigator or the invesigating team shouid discontirrue the
research if in his/her or the judgment.dt may, if continued, be harmful to
the individual.

The doctor should then obtain the subject’s freely- .

T PN

4. In research on man. "he interest of sacnce and sodiety should never

take precedencs over consiZsrztions related Lo the wellbeing of the subject.
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ROUSSEL UCLAF

AMENDMENT NO. 1
TO PROTOCOL FF/92/486/24

“Efficacy and safety of mifepristone (RU 846) administered at the dose of 600 mg in a
single administration in combination with Misoprostol as an alternative to uterine

aspiration for termination of pregnancies aged less than or equal to 63 days of —

amenorrhea”

This amendment concerns:

&
- the withdrawal of the following center: H
;-_
- and its replacement by the following center:
We grait formal approval of this amendment.
For the hrvestigator: For the Sponsor:
. APPEARS THIS WAY
- ON ORIGINAL
46
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Translation from French

EFFICACY AND TOLERANCE OF MIFEPRISTONE (RU 486)
ADMINISTERED IN A SINGLE DOSE OF 600 mg
IN ASSOCIATION WITH MISOPROSTOL
AS AN ALTERNATIVE FOR VACUUM ASPIRATION
FOR TERMINATION OF PREGNANCY WITH AMENORRHEA
OF 63 DAYS OR LESS

ROUSSEL HEALTH, RESEARCH AND DEVELOPMENT
Protocol FF/92/486/24

= ATTTETS TS NAY
' SaoualGidal

MIF 004193
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ROUSSEL HEALTH, RESEARCH AND DEVELOPMENT
PRODUCT RU 38486
PROTOCOL NO FF/92/486/24

Center # ------- S Patient # ---------- Date of visit-----------

INCLUSION CRITERIA

(mark correct answer)

THE PATIENT MUST ANSWER "YES" TO ALL OF THE FOLLOWING QUESTIONS
IN ORDER TO BE INCLUDED IN THIS STUDY.

- Requests termination of pregnancy No Yes
- Satisfies the legal requirements associated with voluntary .
termination of pregnancy under French law No Yes 'g -
| >
- Is of 18 vears of age or has parental consent No Yes -

- Has normal intrauterine pregnancy of duration of

63 or less days of amenorrhea No Yes
- Accepts surgical termination of pregnancy in case of

treatment failure No Yes

- Agrees to comply with the constraints of the study No___ Yes

- Is informed of development of events upon a threatened

abortion No__ Yes_
R )
- Is informed about the nature of the study and willing to give
her written consent to participate No_ __ Yes_
-

—

e — S
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ROUSSEL HEALTH. RESEARCH AND DEVELOPMENT
PRODUCT: RU 38486 _ :
PROTOCOL NO. FF/92/486/24

=

Center # o Patient # Date of visit

EXCLUSION CRITERIA
(mark correct answer)

THE PATIENT MUST ANSWER "NO" TO ALL OF THE FOLLOWING QUESTIONS
IN ORDER TO BE INCLUDED IN THIS STUDY

- Shows signs of threatened abortion No__ Yes_
- Suspicion of an ectopic pregnancy No__ Yes_
- Has amenorrhea of more than 63 days No__ Yes__
- Has adrenal deficiency No__ Yes_
- Has been treated for chronic corticoids in

the past 6 months No___Yes
- Has renal or liver deficiency No__ Yes____
- Has known thrombosis or receiving treatment for No___ Yes_

blood clots :
- Exhibits evidence of one of the following: No___ Yes_

asthma, cardiovascular disease (angina in chest,

arrhythmia, cardiac failure, severe arterial hypertension)

glaucoma or elevated intraocular pressure, diabetes,

hyperlipemia
- Is older than 35 years of age and smoker (smoking No___Yes__

a minimum 10 cigarettes per day for 2 years

preceding starteof study) No___ Yes_
- Has known allergy to Mifepristone or Misoprostol No __ Yes_ _
- Has anemia No___ Yes_ _
- Is unlikelyv to comply with the protocol requirements

or is living far away from the medical center No__ Yes
- Refuses to give written consent to participate No _ Yes___

92
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ROUSSEL HEALTH, RESEARCH AND DEVELOPMENT
PRODUCT: RU 38486
PROTOCOL # FF/92/486/24

Center # e Patient Date of visit
INITIAL VISIT (DAY ONE)
DEM HICI
Last name (first 3 letters) [
First name T T G T
Date of birth (dd/mm/yy) : 1/ 1/ 1|
Weight (kg) ] L
4
Height (cm) 1 e
I HIST
*Gestations (not including present pregnancy) ]
Deliveries ]
Other | N L
| A N T A I
Presently receiving treatment(s) |_Ino|__]yes
If YES, compléte pa_g;21; section "Associated treatments’
Page 1
93
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ROUSSEL HEALTH, RESEARCH AND DEVELOPMENT
PRODUCT: RU 38486
PROTOCOL # FF/92/486/24

Center # L Patient # Visit #

INITIAL CHECK-UP - DAY 1

CU NT PREGNANCY

First day of last menstrual period (dd/mm/yy) A e
* Rate of Beta HCG
Date taken (the most recent prior to D1) (dd/mm/yy) | l A
Value N 2
Units Ol -

Has value higher than normal in absence of pregnancy [ |

* Ultrasound scan; gestational age at D1 L
(days of amenorrhea) .

* Ultrasound is obligatory in case of doubt regarding the location of pregnancy or
regarding the presence of previous tubals.

In such case, please specify:

Date of ultrasound (dd/mm/yy) A

Pregnancy confirmed ' | _|no |_Jyes [l
If NO, patient is excluded from study

HEMOGLOBIN RATE
To be reported on page 16.

- — o B

- THERAPEUTI D

———y___

Dose of Mifeliriston; (3 units of 200mg in one dose)

Date (dd/mm/yy) [ A A
Time (hh:mm) N O e e
Number of assigned dispenser containing of Mifepristone | b

(also note this number on the cover page of this study)

g4
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ROUSSEL HEALTH, RESEARCH AND DEVELOPMENT
PRODUCT RU 38486
PROTOCOL # FF/92/486/24

Center # Al Patient # Visit #

FIRST ADMINISTRATION OF MISOPROSTOL - DAY 3
TREATMENT TOLERANCE
Did the patient experience any adverse events between the | _|no|_]yes
administration of Mifepristone and the administration of
Misoprostol?

* If YES, complete the following page

ADMINISTRATION OF MISOPROSTOL

[ e

First dose of Misoprostol (2 tablets in one dose)
Date (dd/mm/yy) N A
Time (hh:mm) N O

Number of the dispenser I

If Misoprostol was not administered:
- Did expulsion occur before Day 3 _ |_lno [_|yes [__|

- If NO, give the reason for not administering:

| _ N

- . &

l L [

9"

Page 3
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Center Number: 0001 Paticnt Number: 0003 Visit Number: 02

Tolerance of Treatment

Bcﬁwccn Administration of Mifepristone and Misoprostol
I ‘

P . L
: TOLERANCE OF TREATMENT C
NO; | YES | CODE IF YES CODE | WAS TREATMENT NECESSARY? IF YES,
COMPLETE
MILD | MODERATE | SEVERE NO YES CODE
NAUSEA DI D2 E]| D2 D3 Dl D2
VOMITING
w010, O] O | G O 0,
"ASSOCIATED
DIARRHEA L__l, D2 Dl L—.Iz [:L D, D2 TREATMENTS"
ADVERSE : IF YES, COMPLETE PAGE 17
EVENTS D, D2 "ADVERSE EVENTS" L__], [:]2
PAGE: 4
Center Number: 0001 Patient Number: 0003 Visit Number: 02

e




ROUSSEL HEALTH, RESEARCH AND DEVELOPMENT
PRODUCT: RU 38486 .
PROTOCOL: F F/92/486/24

Center # - Patient # Visit #

S -

OBSERVATION PERIOD AFTER FIRST ADMINISTRATION OF
MISOPROSTOL - DAY 3

TREATMENT TOLERANCE

Observation at the Center is required
during the 3 hours following administration of Misoprostol.

(one hour after the dose of Misoprostol)
Systolic blood pressure (mmHg) ] .-.i
Diastolic blood pressure (mmHg) |1 ;:_
Heart rate (per minute) 1] )

If patient is experiencing thoracic pain, irregularities in heart rate or severe hypertension,
immediately perform an EKG and administer nitro-compound. Inform Roussel UCLAF at

once.
CONTRACTIONS OF UTERUS

Painful uterine contractions |___Ino |___lyes [

If YES, severity:

1 = mild 2 = moderate 3 = severe L

Time started ("EEEmS | Time stopped (hh:mm)

Is treatment required? no I___lyes L

——

If YES, complete page 21, section "Associated treatments"

Have any concomitant medications been used or changed during the study?

(not automatic, is left up to discretion of

investigator before administering Misoprostol) |__Ino . | |yes |

If YES, complete page 21, section "4ssociated treatments"
Page 5
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