E3-Synopse

AGO-OVAR 17 VO1F

Clinical Study Report — CSR (Synopse ICH E3)

A prospective randomized Phase il trial to evaluate optimal
freatment duration of first-line bevacizumab in combination

Study Title: with carboplatin and paclitaxel in patients with primary
epithelial ovarian, fallopian tube or peritoneal cancer.
Study Acronym: ?rcia‘a(l)-OVAR 17/BOOST,; GINECO OV118; ENGOT Ov-15
Study Sponsor-ID.: AGO-OVAR 17
EudraCT-No.: 2011-001015-32
CSR Version VO1F
.CSR Date 09.11.2021
Date Signature /‘\
Sponsor .
Stefanie Barth
(AGO Research GmbH, |A2 A4 . 24
Wiesbaden) )

Principal Coordinating
Investigator

Prof. Dr. Jacobus
Pfisterer

(Zentrum far
Gynékologische
Onkologie, Kiel)

Statistician

Jérn Rau
(Koordinierungszentrum
fir Klinische Studien,
Marburg)

-1von22 - 08.11.2021




E3-Synopse

AGO-OVAR 17 VO1F

Clinical Study Report —

CSR (Synopse ICH E3)

A prospective randomized Phase Il trial to evaluate optimal
treatment duration of first-line bevacizumab in combination

Study Title: with carboplatin and paclitaxel in patients with primary
epithelial ovarian, fallopian tube ar peritoneal cancer.
Study Acronym: #ga?—OVAR 17/BOOST; GINECO OV118; ENGOT Ov-15
Study Sponsor-ID.: AGO-OVAR 17
EudraCT-No.: 2011-001015-32
CSR Version VO1F
CSR Date 09.11.2021
Date _ Signature
Sponsor

Stefanie Barth
(AGO Research GmbH,
Wiesbaden)

Principal Coordinating
Investigator

Prof. Dr. Jacobus
Pfisterer

{Zentrum fiir
Gynakologische
Onkologie, Kiel)

QAL TSU \

Statistician

Jérn Rau
(Koordinierungszentrum
fir Klinische Studien,
Marburg)

-1 von 22 - 09.11.2021




E3-Synopse

AGO-OVAR 17 - ' VO1F

Cllnlcal Study Report - CSR (Synopse ICH E3)

.| A prospective randomized Phase lll trial to evaluate optimal

treatment duration.of first-line bevacizumab in combination

| Study Title: ~with carboplatin and paclitaxel in patients with primary .
epithelial ovarian, fallopian tube or peritoneal cancer.
- . 2O OVAE 7 T GIN AAAD. R - -
| Study Acronym: #Ea? DOVAR 17/BOOST; _‘Il\.E_CO CV118; ENGOT Ov-15
Study Sponsor-ID.: AGO-OVAR 17

EﬁdraCT-No.:

2011-001015-32.

CSR Version |

VO1F

CSR Date

09.11.2021

Date Signature

Sponsor

Stefanie Barth

(AGO Research GmbH,
Wiesbaden)

Principal Coordinating
Investigator

Prof. Dr. Jacobus
Pfisterer

(Zentrum fir
Gynékologische
Onkologie, Kiel)

Statistician

Jérn Rau
(Koordinierungszentrum
flr Klinische Studien,
Marburg)

Av. 11.2021

-ivon22- 09.11.2021




E3-Synopse AGO-OVAR 17 VO1F

Index

Name and address of Sponsor/Company ...........ccuvvvviiiiiiiiiiiiiiieiieeeeeeeeeeee e 3
2 Name of Finished Product..............ooooiiiiiiiiieeeee 3
3 Name of Active SUDSIANCE .........coovviiiiiiiiii 3
4 Individual Study Table: Referring to Part of the Dossier (Volume, Page).............. 3
5 Title Of STUAY ... e 3
6 INVESHIQAIOS ... e 5
7 ] (0o |V eT=T 0 (=T (5 PP PRPPR R 5
8 Publication (reference) ............eeeeiiiii i 16
9 Studied period (years): date of first enrolment, date of last completed................ 17
10  Phase of developmMENt..........oooviiiiiiiiieeeeeee e 17
L © ] o] [=Te3 (1Y PP 17
{2 |V (=Y d g To T (o] [o Yo )PP 17
13  Number of patients (planned and analyzed)..........cccocceeeiiiiiiiiiiiccee e, 17
14  Diagnosis and main criteria for inClUSION ...............ciiiiiiiiiieeeeen 17
15 Test product, dose and mode of administration, batch number .......................... 18
16 Duration of treatment...........ooooiiiiiiii 18
17  Reference therapy, dose and mode of administration, batch number-................. 18
18  Criteria for evaluation: Efficacy, Safety ..., 18
19 Statistical Methods ........oooviiiiiiiii 19
20 Summary - Conclusions: Efficacy Results, Safety Results, Conclusion .............. 19
21 Date Of rEPOIt ... 22

-2von 22 - 09.11.2021



E3-Synopse

AGO-OVAR 17

VO1F

Clinical Study Report (Synopse ICH E3)

1

AGO Research GmbH
Kaiser-Friedrich-Ring 71
65185 Wiesbaden

2 Name of Finished Product
Avastin®

3 Name of Active Substance
Bevacizumab

4
NA

5 Title of Study

Name and address of Sponsor/Company

Individual Study Table: Referring to Part of the Dossier (Volume, Page)

A prospective randomized Phase Il trial to evaluate optimal treatment duration of first-line
bevacizumab in combination with carboplatin and paclitaxel in patients with primary epithelial
ovarian, fallopian tube or peritoneal cancer [Amendment No. 1 (31/08/2020) to Protokoll V06

F]

Approval Date Competent Authority
(Paul-Ehrlich-Institut, Germany)

28.09.2011

CA Reference Number

1384/01

Subsequent changes of the clinical trial accord

ing to § 10 Abs. 1 GCP-V

Protocol Version 03 F incl. Substantial

Amendment No. 1 approval date: 12.12.2011
SmPC Avastin 01/12 approval date: 24.01.2012
SmPC Avastin 09/12 approval date: 09.10.2012
Protocol Version 05 F incl. Substantial

Amendment No. 2, Change of Location of approval date: 11.04.2013
Coordinating Investigator (LKP) in Germany

SmPC Avastin 05/13 approval date: 16.08.2013

SmPC Avastin 09/14, New Secondary
Packager for IMP

approval date: 11.02.2015/11.12.2015

SmPC Avastin 02/15 and 03/15 approval date: 22.02.2016
Protocol Version 06 F incl. Substantial )

Amendment No. 3 approval date: 28.12.2016
Subproject Translational Research AGO BMB approval date: 06.06.2017
(only in Germany)

Change of Location of CRO approval date: 19.08.2019
Substantial Amendment No. 1 (31/08/2020) _

to Protocol VOG F approval date: 16.09.2020
Notification of End of Trial (§13 (8) GCP-V) on: 02.02.2021
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Approval Date Ethics Committee

(Arztekammer Nordrhein, Disseldorf, 03.11.2011

Germany)

EC Reference Number 2011216

Subsequent changes of the clinical trial accord

ing to § 10 Abs. 1 GCP-V

Protocol Version 03 F incl. Substantial

Amendment No. 1 approval date: 19.12.2011
SmPC Avastin 01/12 approval date: 06.02.2012
Protocol Version 05 F incl. Substantial

Amendment No. 2, Change of Location of )

Coordinating Investigator (LKP) in Germany, approval date: 27.03.2013
SmPC Avastin 09/12

Patient Information and Informed Consent .

Form V07 F, SmPC Avastin 05/13 approval date: | 19.07.2013
Additional Patient Information and Informed _

Consent Form V02 F, SmPC Avastin 09/14 approval date: 06.01.2015
SmPC Avastin 02/15 and 03/15 approval date: 27.05.2015
SmPC Avastin 07/15 approval date: 01.12.2015
Protocol Version 06 F incl. Substantial )

Amendment No. 3 approval date: 28.12.2016
SubprOJect Translational Research AGO BMB approval date: 07.08.2017
(only in Germany)

Change of Location of CRO approval date: 18.07.2019
Substantial Amendment No. 1 (31/08/2020) _

to Protocol V06 F approval date: 24.09.2020
Notification of End of Trial (§13 (8) GCP-V) on: 02.02.2021

Description of Amendments (German lanquage

)

e Protokoll VO3 F inkl. Substantial Amendment Nr. 1:
- Prazisierung des Ausschlusskriterium Nummer 22

- Ergédnzungen bzgl. der Zweitbegutachtung fur Patientinnen aus Frankreich
- Aktualisierung der Patientinneninformation und Einwilligungserklarung

e Protokoll V05 F inkl. Substantial Amendment Nr. 2:

- Aktualisierung der statistischen Uberlegungen inkl. Aufstockung der Patientinnenzahl auf 900
- Aktualisierung der Patientinneninformation und Einwilligungserklarung

Protokoll V04 F und Patientinneninformation und Einwilligungserklarung VO3 F ist nicht gultig,
da auf Wunsch der Ethik-Kommission Anderungen an beiden Dokumenten vorgenommen

werden mussten.

e Patientinneninformation und Einwilligungserklérung V07 F:
- Aktualisierung der Patientinneninformation und Einwilligungserklarung infolge Roter-Hand-

Brief vom 15.05.2013

o Zusatz-Patienteninformation und Einwilligungserkldrung V02 F:

- zusatzliche Patienteninformation und Einwilligungserklarung infolge Aktualisierung der

Fachinformation Avastin 09/2014
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Zusatz-Patienteninformation und Einwilligungserklarung V01 F ist nicht gliltig, da auf Wunsch
der Ethik-Kommission Anderungen am Dokument vorgenommen werden mussten.

e Protokoll V06 F inkl. Substantial Amendment Nr. 3:
- Formulierung zum Efficacy Follow-Up Zeitraum wurde korrigiert bzw. angepasst

o Subprojekt Translational Research AGO BMB:

- Subprojekt zur Speicherung und Sammlung von Daten und Proben in der Biomaterialbank
der AGO Research GmbH und zu weiterfihrenden Untersuchungen anhand der gesammelten
Daten und Proben

Patienteninformation und Einwilligungserklarung AGO BMB V01 F ist nicht gultig, da auf
Wunsch der Ethik-Kommission Anderungen am Dokument vorgenommen werden mussten.

e Substantial Amendment No. 1 (31/08/2020) to Protocol V06 F:
- Aktualisierung der Bedingung fir den Zeitpunkt des Daten-Cut-Offs fir die primare Analyse

6 Investigators

Please refer to section 7.
The Consent to Collection of Personal Data is not available for a Principal Investigator
indicated with *.

7 Study center(s)

The AGO-OVAR 17 is a multi-centre, international trial. The trial was performed in Denmark,
Finland, France, Germany, Norway and Sweden.

Site Principal Investigator (PI)

Denmark

o Herlev University Hospital, Department e PI*
of Oncology, Herlev Ringvej 75, 2730 ¢ Pl change to: MD Ulla Peen
Herlev
¢ Copenhagen University Hospital, e MD Mansoor Raza Mirza
Department of Oncology 5073,
Blegdamsvej 9, 2100 Copenhagen
¢ Aalborg Hospital, Department of e MD Bente Lund
Oncology, Hobrovej 18-22, 9000 Aalborg

Finland

o Department of Obstetrics and e MD, PhD Johanna Maenpaa
Gynecology and Cancer Center,
Tampere University Hospital, PO Box
2000, 33521 Tampere

o Turku University Hospital, Department of | ¢ MD Sakari Hietanen
Obstetrics and Gynecology,
Kiinamyllynkatu 4-8, PL 52, 20521 Turku

o Kuopio University Hospital, Department e MD, PhD Maarit Anttila
of Obstetrics and Gynecology, PO Box
100, 70029 Kuopio

e University of Oulu, Oulu University e PI*
Hospital, Department of Obsterics and
Gynecology, PO Box 24, 90029 Oulu
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France

Institut Bergonié, 229 Cours de
I'Argonne, 33076 Bordeaux

Pl*

Centre Francois Baclesse, Avenue du
Général Harris, 14000 Caen

Prof. Dr. Florence Joly

Centre Jean Perrin, Oncologie Médicale,
58 Rue Montalembert, 63000 Clermont-
Ferrand

Pl*

Centre Hospitalier Universitaire
Duputren, 2 Avenue Martin-Luther-King,
87042 Limoges

Pl *
Pl change to: *

Centre Léon Bérard, Service 2 B Nord,
28 Rue Laennec, 69373 Lyon

Pl*

Centre Antoine Lacassagne, Onco-
Hématologie, 33 Avenue de Valombrose,
06189 Nice

Pl*

Hopital Hotel-Dieu, Oncologie, 1 Place
du Parvis Notre Dame, 75004 Paris

Pl*

Hépital Tenon, Service d'Oncologie
Médicale, 4 Rue de Chine, 75020 Paris

PI*
Pl change to: *

Institut Jean Godinot, Service Rubis -
Oncologie Médicale, 1 Avenue du
Général Koenig - BP 171, 51056 Reims

Dr. Aude-Marie Savoye

Centre Henri Becquerel, Oncologie
Médicale, Rue d'Amiens, 76038 Rouen

Dr. Cécile Guillemet

Centre CARIO - HPCA, 10 Rue Francois
Jacob, 22190 Plerin-Sur-Mer

Pl*

ICO Centre René Gauducheau,
Boulevard Jacques Monod, 44805 Saint-
Herblain

Pl*

Hopital Civil, Département Hémato-
Oncologie, 1 Place de I'Hbpital, 67000
Strasbourg

Pl*

Hépitaux du Léman, Gynécologie, 3
Avenue Dame - BP 526, 74203 Thonon-
Les-Bains

Pl*

Centre Alexis Vautrin-Brabois, Oncologie
Médicale, 6 Avenue de Bourgogne
Brabois, 54511 Vandoeuvre-Les-Nancy

Pl*

Hépital Antoine Béclére, 157 Rue de la
Porte de Trivaux, 92140 Clamart

Pl*

Centre Hospitalier Intercommunal de
Créteil, Oncologie - Radiothérapie, 40
Avenue de Verdun, 94010 Creteil

Pl*

Hépital Jean Minjoz, Radiothérapie -
Oncologie, 3 Boulevard Alexandre
Fleming, 25030 Besancon

Dr. Elsa Kalbacher

Groupe Hospitalier Saint-Joseph,
Service d'Oncologie, 185 Rue Raymond
Losserand - Niveau G - Porte 1, 75674
Paris

Pl*
PI change to: *
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Centre Hospitalier Alpes Leman, Service
de Gynéco Obstétrique, 558 Route de
Findrol - BP 20500, 74130 Contamine-
Sur-Arve

Pl*

ICO Paul Papin, Département
d'Oncologie Médicale, 2 Rue Moll, 49100
Angers

Pl*

Hopital Saint-André, Oncologie -
Radiothérapie, 1 Rue Jean Burguet,
33000 Bordeaux

Dr. Nathalie Trufflandier

Polyclinique Bordeaux Nord, Oncologie -
Radiothérapie, 15 Rue Claude Boucher,
33300 Bordeaux

Dr. Nadine Dohollou

Hépital Fleyriat, Service Onco-
Hématologie, 900 Route de Paris, 01012
Bourg-En-Bresse

Pl*

Centre Hospitalier de Cahors, 335 Rue
du Président Wilson - BP 269, 46005
Cahors

Pl*

Hopital de Chambéry, Service
Oncologie, 7 Square de Massalaz - BP
1125, 73011 Chambery

Pl*

Centre Hospitalier de Dax, Oncologie,
Boulevard du Manoir - BP 393, 40107
Dax

Dr. Laure Gautier-Felizot

Hépital Michallon - Centre Hospitalier
Universitaire de Grenoble, Service
d'Oncologie Médicale, BP 217, 38043
Grenoble

Pl*

Centre Hospitalier Départemental Les
Oudairies, Médecine Interne, Onco-
Hématologie, Les Oudairies, 85925 La
Roche-Sur-Yon

Pl*

Centre Jean Bernard - SARL
SORECOH, Oncologie Médicale, 9 Rue
Beauverger, 72000 Le Mans

Pl*

Hopital Mont-De-Marsan, Oncologie
Médicale, Avenue Pierre de Coubertin,
40024 Mont-De-Marsan

Pl*

Centre Azuréen de Cancérologie, 1
Place du Docteur Jean-Luc Broquerie,
06250 Mougins

Dr. Rémy Largillier

ORACLE - Centre d'Oncologie de
Gentilly, 2 Rue Marie Marvingt, 54100
Nancy

Dr. Célia Roemer-Becuwe
Pl change to: Dr. Dominique Spaeth

Centre Catherine de Sienne, 2 Rue Eric
Tabarly - BP 20215, 44202 Nantes

Pl*

Clinique de Valdegour, Oncologie -
Radiothérapie, 772 Chemin de
Valdegour, 30900 Nimes

Pl*

Centre Hospitalier Régional d'Orléans,
Service Oncologie Médicale, 14 Avenue
de I'Hopital - BP 86709, 45067 Orleans

Dr. Jérbme Meunier

Hopital Claudius Régaud - Institut Curie,
26 Rue d'Ulm, 75005 Paris

Pl*
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Hépital de la Miletrie, Service
d'Oncologie, 2 Rue de la Milétrie - BP
577, 86021 Poitiers

Dr. Nadia Raban

Centre Hospitalier Intercommunal de
Cornouaille, Service Radiothérapie et
Oncologie Médicale, 14 Avenue Yves
Thepot - BP 1757, 29107 Quimper

Dr. Annick Le Rol

e Centre Frédéric Joliot, Service Oncologie | ¢ Pl *
Médicale, 7 Rue de I’Abreuvoir, 76000
Rouen

o Hobpital René Huguenin, 35 Rue Daillly, o PI*

92210 Saint-Cloud

Centre Etienne Dolet, 22 Rue Etienne
Dolet, 44600 Saint-Nazaire

Dr. Valérie Delecroix

Centre Paul Strauss, Oncologie
Médicale, 3 Rue de la Porte de I'Hopital -
BP 30042, 67065 Strasbourg

Prof. Dr. Thierry Petit

Centre de Radiothérapie - Clinique
Sainte Anne, Oncologie Libérale, 184
Route La Wantzenau, 67000 Strasbourg

Dr. Louis-Marie Dourthe

¢ Clinique Saint Jean du Languedoc, 20 e PI*
Route de Revel, 31077 Toulouse

¢ Centre d'Oncologie et de Radiothérapie, | PI*
18 Cours Général de Gaulle, 21000,
Dijon

¢ Institut d'Oncologie Hartmann, 38 Rue de | ¢ Pl *
Villiers, 92300 Levallois-Perret

¢ Clinique Mutualiste Eugéne André, 107 o PI*
Rue Trarieux, 69003 Lyon

¢ Centre Hospitalier Général de Pau, e PI*

Oncologie, 4 Boulevard Hauterive - BP
1156, 64046 Pau Universite

PI change to: *

o Clinique Pasteur, Oncologie Médicale, e PI*
45 Avenue de Lombez, 31076 Toulouse
¢ Institut de Cancérologie Gustave e PI*

Roussy, Oncologie - Radiothérapie, 39
Rue Camille Desmoulins, 94805 Villejuif

Pl change to: *

Hopital de Beauvais, Service
Hématologie-Oncologie, 40 Avenue Léon
Blum, 60000 Beauvais

Pl*

Centre Hospitalier la Dracénie,
Oncologie Médicale, Route de Montferrat
- BP 249, 83300 Draguignan

Pl*

Centre Oscar Lambret, Département de
Gynécologie, 3 Rue F. Combemale - BP
307, 59020 Lille

Pl*

Centre Hospitalier Régional Universitaire
de Lille - Hépital Huriez, Service
Oncologie Médicale, 1 Place de Verdun,
59037 Lille

Pl*

Groupement de Coopération Sanitaire,
Oncologie - Radiothérapie, 25 Rue de
Clémentville, 34000 Montpellier

Pl*
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Centre Hospitalier Universitaire
Bretonneau, Centre Henry Kaplan -
2éme Etage, 2 Boulevard Tonnellé,
37000 Tours

Pl*

Centre Hospitalier de Blois, Oncologie,
Mail Pierre Charlot, 41000 Blois

Pl*

Centre Hospitalier de Cholet, 1 Rue
Marengo, 49300 Cholet

Pl*

Centre Hospitalier Général de
Compiegne, Service Hématologie -
Oncologie, 8 Avenue Henri Adnot, 60321
Compiegne

Pl*

Centre Hospitalier du Mans, Médecine
Interne et Oncologie Médicale, Pavillon
Reilly, 194 Avenue Rubillard, 72000 Le
Mans

Pl*

Centre d'Oncologie Saint-Yves (Site
Ténénio - Clinique Océane), Oncologie —
Radiothérapie, 11 Rue du Docteur
Joseph Audic - BP 39, 56001 Vannes

Pl *

Centre Hospitalier Bretagne Atlantique,
20 Boulevard Gl Maurice Guillaudot - BP
70555, 56017 Vannes

Dr. Emmanuel Blot

Hopital Cochin, Unité d'Oncologie, 27
Rue du Faubourg Saint-Jacques, 75014
Paris

Prof. Dr. Jérdbme Alexandre

Germany

Universitatsklinikum Aachen,
Frauenklinik fir Gynakologie und
Geburtsmedizin, Pauwelstr. 30, 52074
Aachen

Pl *

Pl change to: Prof. Dr. Ivo Meinhold-
Heerlein

Pl change to: Dr. Svetlana Tchaikovski

Diakonissenkrankenhaus, Klinik fir
Gynakologie und Geburtshilfe,
Marienhélzungsweg 4, 24939 Flensburg

Dr. Horst Ostertag
Pl change to: Dr. Katrein Geue

Zentrum fur Gynakologische Onkologie,
Herzog-Friedrich-Str. 21, 24103 Kiel

Prof. Dr. Jacobus Pfisterer

Klinikum Itzehoe, Gynakologie, Robert-
Koch-Str. 2, 25524 Itzehoe

Pl*

Paracelsus-Klinik, Gynakologie,
Wilstedter Str. 134, 24588 Henstedt-
Ulzburg

Dr. Tobias Zeiser

Praxisklinik Dres. Kittel, Klare, Wetzel,
Krebsheilkunde/Brustzentrum,
Mollendorffstr. 52, 10367 Berlin

Dr. Peter Klare

Praxis, Markt 2-3, 13597 Berlin

Pl*

Ev. Waldkrankenhaus Spandau, Innere
Medizin, Stadtrandstr. 555, 13589 Berlin

Dr. Jochem Potenberg

Charité, Campus Virchow-Klinikum,
Universitatsmedizin Berlin, Klinik ftr
Frauenheilkunde, Augustenburger Platz
1, 13353 Berlin

Prof. Dr. Jalid Sehouli
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o HELIOS Klinikum Berlin-Buch, e Dr. Antje Sperfeld
Gynakologie, Schwanebecker Chaussee
50, 13125 Berlin

¢ Rheinische Friedrich-Wilhelms- o PI*
Universitat, Universitats-Frauenklinik, ¢ Pl change to: Dr. Mignon-Denise Keyver-
Sigmund-Freud-Str. 25, 53127 Bonn Paik
¢ Klinikum Bremen-Mitte gGmbH, e Dr. Mustafa Aydogdu
Frauenklinik, St.-Juirgen-Str. 1, 28177
Bremen
¢ GYNAECOLOGICUM Bremen, o Prof. Dr. Willibald Schroder

Praxisklinik fiir Gynakologische
Onkologie, Schwachhauser Heerstr. 367,
28211 Bremen

e Stadt. Klinikum Brandenburg, e Dr. Peter Ledwon
Frauenklinik, Hochstr. 29, 14770
Brandenburg a. d. Havel

e Kilinik St. Marienstift, Frauenklinik, e PI*
Harsdorfer Str. 30, 39110 Magdeburg
¢ Klinikum Magdeburg gGmbH, e PD Dr. Christoph Kahl

Hamatologie/Onkologie, Birkenallee 34,
39130 Magdeburg

e Stadt. Klinikum Dessau, Klinik fir e Dr. Hermann Vol
Frauenheilkunde und Geburtshilfe,
Auenweg 38, 06847 Dessau-Roldlau

e Onkozentrum Dresden, e Dr. Thomas Gohler
Gemeinschaftspraxis Dr. Géhler und
Dipl.-Med. Dorfel, Leipziger Str. 118,
01127 Dresden

¢ Klinikum Chemnitz gGmbH, Frauenklinik, | ¢ Dr. Petra Krabisch
Flemmingstr. 4, 09116 Chemnitz

¢ Kreiskrankenhaus Torgau, Gynakologie | e Dr. Eike Simon
und Geburtshilfe, Christianistr. 1, 04860
Torgau

e Universitatsklinikum Carl Gustav Carus, e Dr. Ulrich Canzler
Klinik und Poliklinik fir Frauenheilkunde | e Pl change to: Prof. Dr. Pauline
und Geburtshilfe, Fetscherstr. 74, 01307 Wimberger
Dresden

e Sana-Klinikum Remscheid GmbH, e PI*
Gynakologie, Burger Str. 211, 42859
Remscheid

e HELIOS Klinikum, Klinik fir e Prof. Dr. Michael Friedrich
Frauenheilkunde, Lutherplatz 40, 47805
Krefeld

¢ Johanniter-Krankenhaus, Gynakologie, e Prof. Dr. Uwe-Jochen Gohring
Johanniterstr. 3-5, 53113 Bonn

o Kliniken Essen Mitte, Evang. Huyssens- | ¢ PD Dr. Philipp Harter
Stiftung / Knappschaft GmbH,
Gynakologie und Gynakologische
Onkologie, Henricistr. 92, 45136 Essen

e Medizinisches Zentrum Bonn, e PD Dr. Christian Kurbacher
Friedensplatz 16, 53111 Bonn
o Kaiserswerther-Diakonie, Florence- e Prof. Dr. Bjérn Lampe

Nightingale Krankenhaus, Gynakologie,
Kreuzbergstr. 79, 40489 Dusseldorf

- 10 von 22 - 09.11.2021



E3-Synopse

AGO-OVAR 17

VO1F

Ev. Krankenhaus, Frauenklinik,
Kirchfeldstr. 40, 40217 Duisseldorf

Prof. Dr. Werner Meier
Pl change to: Dr. Carolin Nestle-
Kramling

Elisabeth-Krankenhaus, Frauenklinik,
Klara-Kopp-Weg 1, 45138 Essen

Prof. Dr. Stefan Niesert

Stadt. Klinikum Solingen gGmbH, Klinik
fur Gynakologie und Geburtshilfe,
Gotenstr. 1, 42653 Solingen

PI*
PI change to: Martin Peters

St. Elisabeth Krankenhaus, Gynakologie
und Geburtshilfe, Werthmannstr. 1,
50935 Koln

Prof. Dr. Daniel Rein

Schwerpunktpraxis flir ambulante
Diagnostik und Therapie von Blut-Krebs-
und Gerinnungserkrankungen, Willy-
Brandt-Ring 33, 41747 Viersen

Dr. Wilhelm Wolfgang Reiter

Lukaskrankenhaus, Frauenklinik,
PreulRen Str. 84, 41464 Neuss

Pl *
Pl change to: Hans-Joachim Koch
Pl change to: Thomas Eirmbter

Universitatsklinikum Erlangen,
Frauenklinik, Universitatsstr. 21-23,
91054 Erlangen

Pl *
Pl change to: Dr. Alexander Hein

¢ Klinikum Bayreuth GmbH, Frauenklinik, e PI*
Preuschwitzer Str. 101, 95445 Bayreuth
e Universitatsklinikum Essen, Frauenklinik, Pl *

Hufelandstr. 55, 45147 Essen

Pl change to: Prof. Dr. Martin Heubner
PI change to: Prof. Dr. Bahriye Aktas
Pl change to: Dr. Paul Buderath

Hochtaunus-Kliniken gGmbH,
Frauenklinik, Zeppelinstr. 20, 61325 Bad
Homburg

Prof. Dr. Dominik Denschlag

HELIOS Dr. Horst Schmidt Kliniken
Wiesbaden, Klinik fir Gynakologie und
gynakologische Onkologie, Ludwig-
Erhard-Str. 100, 65199 Wiesbaden

Pl *
Pl change to: Dr. Tanja Neunhoffer
Pl change to: Dr. Tatjana Cordes

Klinikum Kassel, Frauenklinik,
Moénchebergstr. 41-43, 34125 Kassel

Gabriele Feisel-Schwickardi

St. Josefs-Hospital, Frauenklinik,
Beethovenstr. 20, 65189 Wiesbaden

Prof. Dr. Gerald Hoffmann
Pl change to: Dr. Antje Lehnert

Klinikum Offenbach GmbH, Frauenklinik,
Starkenburgring 66, 63069 Offenbach

Dr. Jens Kosse

Asklepios Klinik Lich, Gynakologie,
Goethestr. 4, 35423 Lich

PI *
Pl change to: Dr. Alexandra Bender
Pi change to: Dr. Heike Kécker-Korus

Klinikum Hanau GmbH, Frauenklinik,
Leimenstr. 20, 63450 Hanau

Prof. Dr. Thomas Miller

St. Vincenz Krankenhaus, Frauenklinik,
Auf dem Schafsberg, 65549 Limburg

Angelika Christiane Ober

J.W. Goethe-Universitat, Zentrum fir
Frauenheilkunde und Geburtshilfe,
Theodor-Stern-Kai 7, 60590 Frankfurt/M.

Pl *
PI change to: Benjamin Schnappauf
Pl change to: PD Dr. Ahmed El-Balat

Universitatsklinikum Freiburg, Klinik fur
Frauenheilkunde, Hugstetter Str. 55,
79106 Freiburg

Prof. Dr. Annette Hasenburg
PI change to: Dr. Beate Rautenberg

-11von 22 -

09.11.2021



E3-Synopse AGO-OVAR 17 VO1F

Prof. Dr. Glinter Emons

¢ Universitatsmedizin Géttingen,
Frauenklinik, Robert-Koch-Str. 40, 37075

Géttingen

¢ Universitatsmedizin Greifswald, Klinik e Dr. Antje Belau
und Poliklinik far Frauenheilkunde und e Pl change to: Dr. Dominika Trojnarska
Geburtshilfe, Ferdinand-Sauerbruch- e Pl change to: Dr. Zaher Alwafai
Stral3e, 17475 Greifswald

e g.SUND, Gynéakologie e Dr. Carsten Hielscher

Kompetenzzentrum, GrolRe Parower Str.
47-53, 18435 Stralsund

e Universitatsklinikum Halle/S., e Dr. Hans-Georg Strauf
Universitatsklinik und Poliklinik fur
Gynakologie, Ernst-Grube-Str. 40, 06120

Halle/S.

¢ Kath. Marienkrankenhaus, Klinik fur e Prof. Dr. Gerhard Gebauer
Frauenheilkunde, Alfredstr. 9, 22087 e Pl change to: Dr. Miriam Krohne
Hamburg e Pl change to: Anna Kaczerowsky Flores

de Sousa

¢ Albertinen-Krankenhaus, Gynakologie, e Dr. Uwe Herwig
Suntelstr. 11a, 22457 Hamburg

e Universitatsklinikum Hamburg- e PI*
Eppendorf, Klinik und Poliklinik fir e PI change to: Prof. Dr. Volkmar Miiller
Gynakologie, Martinistr. 52, 20246
Hamburg

e Stadt. Klinikum Lineburg, Frauenklinik, e Prof. Dr. Peter Dall
Bogelstr. 1, 21339 Lineburg

e Gemeinschaftspraxis Dres. Witte-Dietz, e Dr. Wolfgang Dietz
Albert-Schweitzer-Str. 18, 38226
Salzgitter

¢ DIAKOVERE Krankenhaus gGmbH, e Dr. Jorg Gade
Friederikenstift, Frauenklinik,
Humboldstr. 5, 30169 Hannover

¢ Niels-Stensen-Kliniken, Franziskus e PI*
Hospital Harderberg, e Pl change to: Dr. Trygve Daabach
Gynakologie/Onkologie, Alte
Rothenfelder Str. 23, 49124
Georgsmarienhlitte

¢ Klinikum Oldenburg gGmbH, Klinik fur e Prof. Dr. Claus-Henning Kéhne
Onkologie und Hamatologie, Rahel-
Straus-Str. 10, 26133 Oldenburg

¢ Klinikum Wolfsburg, Frauenklinik, e Dr. Clemens Liebrich
Sauerbruchstr. 7, 38440 Wolfsburg
¢ Frauenarztliche Gemeinschaftspraxis e Dr. Ralf Lorenz

Lorenz-Hecker-Wesche, Casparistr. 5,
38100 Braunschweig

¢ Gynakologisch-Onkologische Praxis am | e Prof. Dr. Hans-Joachim Liick
Pelikanplatz, Pelikanplatz 23, 30177
Hannover

e Marienhospital, Gynakologie, Bischofstr. | ¢ Dr. G6tz Menke
1, 49074 Osnabriick

e Gyn.-onkolog. Gemeinschaftspraxis e Dr. Christoph Uleer
Dres. C. Uleer / J.Y. Pourfard,
Bahnhofsplatz 5, 31134 Hildesheim
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¢ Medizinische Hochschule Hannover, e Prof. Dr. Tjoung-Won Park-Simon

Gynakologische Onkologie, Carl-
Neuberg-Str. 1, 30625 Hannover

Nationales Centrum fir
Tumorerkrankungen, Universitats-
Frauenklinik, Gynakologische Onkologie,
Im Neuenheimer Feld 460, 69120
Heidelberg

Prof. Dr. Frederik Marmé
PI change: Prof. Dr. Andreas
Schneeweiss

Universitatsklinikum Jena, Klinik fur
Frauenheilkunde und Geburtshilfe, Am
Klinikum 1, 07747 Jena

Prof. Dr. Ingo B. Runnebaum

SRH Wald-Klinikum gGmbH,
Frauenklinik, Stral3e des Friedens 122,
07548 Gera

Dipl.-Med. Ines Volkmann

MVZ Nordhausen gGmbH, Dr. Robert-
Koch-Str. 39, 99734 Nordhausen

Dr. Andrea Grafe

Uberdrtliche Gemeinschaftspraxis fir
Hamatologie und internistische
Onkologie PD Dr. Ruffert und Dr.
Zulkowski, Hohes Gaflichen 8-10, 07381
PoéRneck

Pl *

Thiringen-Kliniken GmbH, Frauenklinik,
Rainweg 68, 07318 Saalfeld

Dr. Dietrich Hager

SRH Zentralklinikum Suhl, Klinik fur
Frauenheilkunde und Geburtsmedizin,
Albert-Schweitzer-Str. 2, 98527 Suhl

Pl*

Universitatsklinikum Schleswig-Holstein,
Campus Kiel, Klinik fur Gynékologie und
Geburtshilfe, Haus 24, Arnold-Heller-Str.
3, 24105 Kiel

Prof. Dr. Felix Hilpert
Pl change to: Prof. Dr. Dirk Bauerschlag

Universitatsklinikum Koln, Klinik und
Poliklinik fur Frauenheilkunde und
Geburtshilfe, Kerpener Str. 34, 50931
Koln

Dr. Markus Valter

Universitatsklinikum Schleswig-Holstein,
Campus Lubeck, Klinik fir
Frauenheilkunde und Geburtshilfe,
Ratzeburger Allee 160, 23538 Libeck

PI*
PI change to: *
PI change to: PD Dr. Lars Hanker

Universitatsklinikum Magdeburg,
Universitatsfrauenklinik, Gerhart-
Hauptmann-Str. 35, 39108 Magdeburg

PI*
PI change to: Dr. Kerstin Wollschlaeger

Klinikum Worms gGmbH, Frauenklinik,
Gabriel-von-Seidl-Str. 81, 67550 Worms

Prof. Dr. Thomas Hitschold

Katholisches Klinikum, St. Vincenz und
Elisabeth Krankenhaus, Frauenklinik, An
der Goldgrube 11, 55131 Mainz

PI*
PI change to: Prof. Dr. Arnd Honig

Westpfalz-Klinikum GmbH, Med. Klinik | /
Gynakologie, Hellmut-Hartert-Str. 1,
67655 Kaiserslautern

Prof. Dr. Hartmut Link
PI change to: Dr. Christian Kunz

Klinikum Mutterhaus der Borromaerinnen
gGmbH, Onkologie / Hamatologie,
Feldstr. 16, 54290 Trier

Pl *
Pl change to: Dr. Rolf Mahlberg
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Universitatsmedizin Mainz, Klinik und
Poliklinik fur Geburtshilfe und
Frauenheilkunde, Langenbeckstr. 1,
55131 Mainz

Prof. Dr. Marcus Schmidt

Klinikkum Mannheim GmbH, Universitats-
Frauenklinik, Theodor-Kutzer-Ufer 1-3,
68167 Mannheim

Prof. Dr. Marc Sutterlin

Universitatsklinikum GieRen und
Marburg GmbH, Standort Marburg, Klinik
fur Frauenheilkunde und Geburtshilfe,
BaldingerstralRe, 35043 Marburg

PD Dr. Klaus Baumann
PI change to: Prof. Dr. Matthias Kalder

Klinikum Aschaffenburg-Alzenau,
Frauenklinik, Am Hasenkopf, 63739
Aschaffenburg

Pl *

PI change to: Angelika Baldauf

Pl change to: Dr. Nicola Baumann
Pl change to: Angelika Baldauf

Klinikum Furth, Frauenklinik Nathanstift,
Jabob-Henle-Str. 1, 90766 Frth

Prof. Dr. Volker Hanf

Rotkreuzklinikum Minchen GmbH,
Frauenklinik, Taxisstr. 3, 80637 Minchen

Dr. Claus A. Hanusch

Klinikum St. Marien, Frauenklinik,
Mariahilfbergweg 7, 92224 Amberg

Pl*

Klinikum Neumarkt, Frauenklinik,
Nurnberger Str. 12, 92318 Neumarkt

Prof. Dr. Heinz Scholz

Klinikum Furstenfeldbruck, Frauenklinik,
Dachauer Str. 33, 82256
Firstenfeldbruck

Dr. Moritz Schwoerer

Klinikum Deggendorf, Frauenklinik,
Perlasberger Str. 41, 94469 Deggendorf

Dr. Ronaldo Stuth

Kreiskrankenhauser Rottal-lnn gGmbH,
Krankenhaus Eggenfelden, Gynakologie
und Geburtshilfe, Simonsoder Allee 20,
84307 Eggenfelden

Dr. Jirgen Terhaag

Gynakologische Praxis Dr. Jurgen
Terhaag, Schellenbruckstr. 15, 84307
Eggenfelden

Dr. Jirgen Terhaag

Leopoldina-Krankenhaus GmbH,
Frauenklinik, Gustav-Adolf-Str. 8, 97422
Schweinfurt

Prof. Dr. Michael Weigel

Klinikum Coburg gGmbH, Frauenklinik,
Ketschendorfer Str. 33, 96450 Coburg

Dr. Hermann Zoche

Klinikum Augsburg, Frauenklinik,
Stenglinstr. 2, 86156 Augsburg

Prof. Dr. Arthur Wischnik
PI change to: Dr. Jacqueline Sagasser

Klinikum der Universitat Minchen —
LMU, Campus Grofthadern, Klinik und
Poliklinik fur Frauenheilkunde und
Geburtshilfe, Marchioninistr. 15, 81377
Muinchen

PD Dr. Alexander Burges

Kreisklinik Ebersberg gGmbH,
Gynakologie, Pfarrer-Guggetzer-Str. 3,
85560 Ebersberg

Prof. Dr. Cornelia HoRR

Klinikum rechts der Isar, Frauenklinik der
Technischen Universitat, Ismaninger Str.
22, 81675 Minchen

PI*

PI change to: Dr. Hannah Schmalzried
PI change to: PD Dr. Andreas Schnelzer
Pl change to: PD Dr. Holger Bronger
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RoMed Klinikum Rosenheim,
Gynakologie, Pettenkoferstr. 10, 83022
Rosenheim

Prof. Dr. Thomas Beck
Pl change to: PD Dr. Andreas Schnelzer

Augusta-Kranken-Anstalt, Klinik fir
Hamatologie, Onkologie &
Palliativmedizin, Bergstr. 26, 44791
Bochum

Prof. Dr. Dirk Behringer

Johannes Wesling Klinikum,
Hamatologie/Onkologie, Hans-Nolte-Str.
1, 32429 Minden

Prof. Dr. Martin Griesshammer

Schwerpunktpraxis
Onkologie/Hamatologie Pott / Tirier /
Hannig, Hochstr. 37, 46236 Bottrop

Carla Hannig

Klinikum Gitersloh, Frauenklinik,
Reckenberger Str. 19, 33332 Gutersloh

Dr. Joachim Hulde
Pl change to: Nicole Sigrist
Pl change to: Dr. Uwe Gérner

Klinikum Hochsauerland, Karolinen-
Hospital Histen, Frauenheilkunde und
Geburtshilfe, Stolte Ley 5, 59759
Arnsberg

Dr. Norbert Peters

Universitat Regensburg, Caritas
Krankenhaus St. Joseph, Klinik fir
Frauenheilkunde und Geburtshilfe,
Landshuter Str. 65, 93053 Regensburg

Prof. Dr. Stefan Buchholz
Pl change to: PD Dr. Stephan Seitz

Klinikum Sidstadt,
Universitatsfrauenklinik und Poliklinik,
Sudring 81, 18059 Rostock

PI*
Pl change to: Prof. Dr. Toralf Reimer

HELIOS Kilinik Rottweil GmbH,
Frauenklinik, Krankenhausstr. 30, 78628
Rottweil

Dr. Gerhard Bartzke

Onkologie Ravensburg, Elisabethenstr.
19, 88212 Ravensburg

Dr. Martina Gropp-Meier

Diakonie-Klinikum Schwabisch Hall
gGmbH, Frauenklinik, Diakoniestr. 10,
74523 Schwabisch Hall

Pl *
Pl change to: Prof. Dr. Andreas Rempen

Ortenau Klinikum Offenburg-
Gengenbach, Kilinik fur Frauenheilkunde,
Ebertplatz 12, 77654 Offenburg

PI*
PI change to: Matthias Frank

Klinikum am Steinenberg, Frauenklinik,
Steinenbergstr. 31, 72764 Reutlingen

Peter Krieger

Klinikum Esslingen, Klinik fur
Frauenheilkunde und Geburtshilfe,
Hirschlandstr. 97, 73730 Esslingen

Prof. Dr. Thorsten Kihn

Praxis fur Interdisziplindre Onkologie und
Hamatologie, Breisacher Str. 117, 79106
Freiburg

Pl*

Kliniken Landkreis Sigmaringen GmbH,
Gynakologie, Hohenzollernstr. 40, 72488
Sigmaringen

Gabriele Stalzer

Robert-Bosch-Krankenhaus GmbH,
Hamatologie / Onkologie /
Palliativmedizin, Auerbachstr. 110,
70376 Stuttgart

Dr. Annette Steckkdnig
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ViDia Christliche Kliniken Karlsruhe,
Frauenklinik, Edgar-von-Gierke Str. 2,
76135 Karlsruhe

Dr. Oliver Tomé

Stadt. Klinikum Karlsruhe, Frauenklinik,
Moltkestr. 90, 76133 Karlsruhe

PI*
PI change to: Prof. Dr. Andreas Muller

Universitatsklinikum Tubingen,
Universitats-Frauenklinik, Calwerstr. 7,
72076 Tubingen

PI*
PI change to: Prof. Dr. Eva-Maria
Grischke

Universitatsklinikum Ulm,
Universitatsfrauenklinik, Prittwitzstr. 43,
89075 Ulm

Pl*
PI change to: Prof. Dr. Wolfgang Janni

Marien-Hospital, Frauenklinik,
Marienplatz 2, 58452 Witten

Pl *
Pl change to: Dr. J6rn Treustedt

Norway

Oslo University Hospital, Department for
Gynaecologic Cancer and Institut for
Cancer Genetics and Informatics,
Ullernchausseen 70, 0310 Oslo

MD, PhD Gunnar B. Kristensen

St. Olavs Hospital, Department of
Obstetrics and Gynecology, Postboks
3250 Torsgarden, 7006 Trondheim

MD Elisabeth Araya

Stavanger University Hospital, Avdeling
for Blod- og kreftsygdommer, Gerd-
Ragna Bloch Thorsens gate 8, 4011
Stavanger

Pl*

Haukeland University Hospital,
Department of Obstetrics and
Gynecology, Jonas Liesvei 65, 5021
Bergen

MD, PhD Line Bjgrge

Sweden

Uppsala University Hospital, Department
of Oncology, Entrance 100, 1st floor,
75185 Uppsala

MD, PhD Bengt Tholander
Pl change to: MD, PhD Hanna
Dahlstrand

Falu Lasarett, Kvinnokliniken,
Lasarettsvagen 10, 79182 Falun

Pl *

Pl change to: *

Pl change to: MD, PhD Hanna
Dahlstrand

8

Publication (reference)

ASCO 2021/Abstract

Optimal treatment duration of bevacizumab (BEV) combined with carboplatin and paclitaxel in
patients (pts) with primary epithelial ovarian (EOC), fallopian tube (FTC) or peritoneal cancer
(PPC): A multicenter open-label randomized 2-arm phase 3 ENGOT/GCIG trial of the AGO
Study Group, GINECO, and NSGO (AGO-OVAR 17/BOOST, GINECO OV118, ENGOT Ov-
15, NCT01462890). Pfisterer J et al. DOI: 10.1200/JC0.2021.39.15_suppl.5501 Journal of
Clinical Oncology 39, no. 15_suppl (May 20, 2021) 5501-5501

Publication

In development.
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9 Studied period (years): date of first enrolment, date of last completed

Date of first enrolment: 11.11.2011 international
Date of last completed: 06.08.2013 international

10 Phase of development
Phase Il

11 Objectives

The primary objective was to compare progression-free survival (PFS) according to Response
Evaluation Criteria in Solid Tumors (RECIST) v1.1, clinical or symptomatic in patients
randomized to front-line paclitaxel and carboplatin chemotherapy with bevacizumab treatment
for either 15 or 30 months.

The secondary objectives were to compare:

¢ Objective response rate (ORR) by RECIST v1.1
Overall survival (OS)
Health related Quality of life (QoL)
= QOL and symptom control will be assessed using EORTC QLQ-C30 and QLQ-OV28
guestionnaires
Safety and tolerability
Further exploratory outcome measures on ancillary studies will include:
»= Translational Sub Studies
= Complementary and Alternative Treatment Qestionnaires

12 Methodology
Prospective, Randomized, International, Intergroup, Multi-Centre, Open-Label

13 Number of patients (planned and analyzed)

Planned: 900 patients (450 in each treatment arm)
Analyzed: 927 patients (Arm |: 464 patients / Arm |l: 463 patients)

14 Diagnosis and main criteria for inclusion

Diagnosis
Newly diagnosed, histologically confirmed, FIGO stage IIB - IV (all grades and all histological
types) epithelial ovarian cancer, fallopian tube carcinoma or primary peritoneal cancer.

Main criteria for inclusion

o Written informed consent and patients awareness and willingness to comply with the study
requirements

e Primary diagnosis is confirmed by specialized pathology review (Germany only)

e Age =18 years

¢ Histologically confirmed, newly diagnosed epithelial ovarian carcinoma, fallopian tube
carcinoma or primary peritoneal carcinoma and FIGO stage IIB - IV (all grades and all
histological types)

e Patients should have already undergone surgical debulking and no planned surgical

debulking prior to disease progression. Patients with stage Il and IV disease in whom initial

surgical debulking was not appropriate or possible are eligible providing other criteria are

fulfilled

Patients able to commence cytotoxic chemotherapy within 8 weeks of cytoreductive surgery

ECOG performance status 0 - 2

Life expectancy > 3 months

Adequate bone marrow function, coagulation parameters, liver function, postoperative

glomerulare filtration rate (based on the Cockroft-Gault or Jelliffe formula)
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¢ Urine dipstick for proteinuria < 2+. If urine dipstick is = 2+, 24 hour urine must demonstrate
<1 g of protein in 24 hours

15 Test product, dose and mode of administration, batch number
Test Product
Bevacizumab

Dose
Arm | (Standard Arm)

6 cycles Bevacizumab 15 mg/kg* + Paclitaxel 175mg/m? + Carboplatin AUC5 day 1/ every 3
weeks then 16 cycles Bevacizumab 15 mg/kg alone day 1 / every 3 weeks (for total of 15
months)

Arm Il (Experimental Arm)

6 cycles Bevacizumab 15 mg/kg* + Paclitaxel 175mg/m? + Carboplatin AUCS5 day 1 / every 3
weeks then 38 cycles Bevacizumab 15 mg/kg alone day 1 / every 3 weeks (for total of 30
months)

* Bevacizumab can be omitted in the first cycle of chemotherapy

Mode of Administration
Intravenously

Batch Number (Germany):

Bevacizumab 100 mg: H0O106B01, HO109B01, HO0112B19, H0114B02, H0115B25,
B7100B15, B7101B07, B7101B16, H0108B01, B7103B07, B7108B02, B7108B16,
B7108B22

Bevacizumab 400 mg: HO117B01, HO019B01, H0127B02, HO140B05, H0146, HO148B15,
HO0151B01, B7102B10, B8005B01, H0124B01, B8007B02, B7009B01, B7038B02,
B7032B01, B7200B01, 1148089, 1148090

16 Duration of treatment
Please refer to section 15.

17 Reference therapy, dose and mode of administration, batch number
NA

18 Criteria for evaluation: Efficacy, Safety
Efficacy Assessment

Progression free survival (PFS) is defined as the time from the date of randomization to
investigator assessed disease progression. OS is defined as the time period from the date of
randomization to the date of death.

Safety Assessment

Patients will undergo a complete physical examination (including observable tumor
measurements). Measurement of vital signs (weight, blood pressure), and laboratory safety
assessments and recording of all AEs grades 1 - 5 will be performed each visit until the follow-
up visit.

A standard 12-lead ECG will be performed during the trial as clinically indicated.

AEs/SAEs resulting from the treatment will be reported and graded according to National
Cancer Institute’s Cancer Toxicity Criteria for Adverse Events (NCI-CTCAE) version 4.0.
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19 Statistical methods
Sample size calculation

Assuming a 30-month recruitment period and 10% dropout, it was calculated that 900
randomized patients (450 per arm) were required to detect a PFS hazard ratio (HR) of 0.66 for
the time beyond 15 months favoring the experimental arm, with 80% power and a two-sided
log-rank test at 5% alpha after 697 events. It was anticipated that 60% of patients in the trial
would be able to complete 15 months of bevacizumab without progressive disease (based on
observations in the ICONY trial). Therefore for both groups, a constant hazard rate up to the
completion of 15 months of A = -In 0.6/16 = 0.032 was assumed. For the time beyond 15
months, based on the observation in ICON7 that approximately 50% of those patients who
reached month 16 without disease progression were at risk at month 27, a constant hazard
rate of Astandard = -In 0.5/11= 0.063 was assumed for the time beyond 15 months in the
standard arm, and a constant hazard rate for the time >15 months of Aexperimental =
Astandard * 0.66(HR) = 0.042 was calculated for the experimental arm.

Analytic methods

The primary analysis of PFS was based on a non-stratified log-rank test for the difference
between groups at a two-sided alpha level of 5%. Median PFS was estimated using Kaplan-
Meier methodology, presented with corresponding 95% Cls. Similar methods were used to
analyze OS. No interim analyses for efficacy/futility were planned. Efficacy was analyzed in all
randomized patients. Safety was analyzed in the safety-evaluable population, defined as all
randomized patients who received at least one dose of study drug and had at least one post-
baseline follow-up. Due to the low event rate, the study was closed on November 30, 2020,
after observing PFS events in 673 (97%) of the planned 697 events. At study closure, the
conditional probability of reaching a significant result with the full event number was 7.5%. It
was considered that the small chance of achieving the planned event numbers with a promising
result within a reasonable time did not justify continuing follow-up.

20 Summary - Conclusions: Efficacy Results, Safety Results, Conclusion

Between November 11, 2011 and August 06, 2013 a total of 927 patients from 6 countries
were enrolled. The patient were randomly assigned to treatment regimens (464 to standard
arm and 463 to experimental arm), representing the intention-to-treat population (ITT). Of
these, 890 patients received trial treatment (448 in the standard arm and 442 in the
experimental arm), representing the safety population.

Baseline characteristics of the ITT population shows Table 1.
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Table 1. Baseline Characteristics (ITT population)

CP plus CP plus
Bevacizumab Bevacizumab
15 months 30 months

Characteristic (n = 464) (n = 463)
Median age, years (range) 61 (25-86) 60 (21-89)
ECOG PS

0 236 (51) 266 (57)

1 205 (44) 181 (39)

2 23 (5) 16 (3)
Residual tumor 187 (40) 204 (44)
Stratum

FIGO IIB-IIIC and no residual tumor 236 (51) 230 (50)

FIGO [IB-IIIC with residual tumor or FIGO IV 228 (49) 233 (50)
Primary tumor type

Ovary 388 (84) 388 (84)

Fallopian tube 35 (8) 39 (8)

Peritoneal 41 (9) 36 (8)
Histo-type/grading

High-grade serous 362 (78) 368 (79)

Other 102 (22) 95 (21)

NOTE. Data are presented as No. (%) unless otherwise noted.

Abbreviations: CP, carboplatin plus paclitaxel; ECOG PS, Eastern Cooperative Oncology
Group performance status; ITT, intention-to-treat.

Efficacy results

The final analysis was performed after 673 PFS events (333 (72%) in the standard arm and
340 (73%) in the experimental arm). Median PFS was 24.2 months (95% CI, 22.2 to 26.5
months) with 15 months of bevacizumab versus 26.0 months (95% CI, 23.7 to 29.7 months)
with 30 months of bevacizumab. The PFS HR was 0.99 (95% ClI, 0.85 to 1.15, p=0.90). Given
the non-proportional distribution of events, a restricted mean analysis was performed. This
showed a difference mean PFS of 39.5 months in the standard arm (95% ClI, 36.3 to 42.7
months) and 39.3 months in the experimental arm (95% CI, 36.2 to 42.2 months, p=0.92;
Figure 1). In subgroup analyses within the two strata, there was no difference between
treatment arms. Similarly, there was no difference between treatment arms in OS. The HR for
OS was 1.04 (95% ClI, 0.87 to 1.23, p=0.68). Median OS was 54.3 months in the standard arm
(95% Cl, 51.0 to 64.6 months) versus 60.0 months in the experimental arm (95% CI, 54.0 to
68.6 months). Restricted mean OS was 60.4 (95% ClI, 57.2 to 63.6 months) vs 60.8 months
(95% Cl, 57.8 to 63.8 months), respectively.

Figure 1. Primary PFS analysis (Intention-to-treat population)
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BEV15 BEV30 BEV15 BEV30

A n=464 n=463 B n=464 n=463
PFS events, n (%) 333 (72) 340 (73) Restricted mean PFS, 39.5 39.3
Median PFS 242 26.0 months (95% CI)*  (36.3-42.7) (36.2-42.4)
months (95% Cl)  (22.2-26.5)  (23.7-29.7) p=0.92

0.1 ey " PFS hazard ratio 0.99 (0.85-1.15) 407 * Restricted at last event time

(95% CI) Log-rank p=0.90

0.8

o
o

0.4

PFS probability
Restricted mean PFS time

0 12 24 36 48 60 72 84 96 108 0 12 24 36 48 60 72 84 96
Time (months) Time (months)

BEV1S 464 349 212 146 115 98 78 48 12
BEV30 463 365 225 152 103 88 72 55 13

Figure 1: Kaplan Meier-estimtes of PFS (A). Restricted mean survival estimates of PFS (B).

Safety results

Almost all patients experienced AEs (445 (99%) of 448 in the standard arm vs 439 (99%) of
442 in the experimental arm). These were of grade 23 intensity in approximately two-thirds of
patients in each arm (282 (63%) vs 300 (68%), respectively. Serious AEs occurred in 199
(44%) vs 204 (46%) of patients, respectively, and AEs or serious AEs of special interest
occurred in 145 (32%) vs 168 (38%) of patients in the standard versus experimental arms,
respectively. Overall, 10 patients had fatal AEs (8 (2%) in the standard arm and 2 (1%) in the
experimental arm.

AEs of special interest are shown in Table 2. The extended duration of bevacizumab was
associated with a slight increase in the incidence of grade =3 hypertension and grade =3
proteinuria, but there were no other relevant differences between treatment arms. Exploratory
analyses indicated that in the experimental arm, the first appearance of grade =3 hypertension
occurred in cycles 23—44 in 19 patients (4%), and the onset of grade =3 proteinuria occurred
in cycles 23—44 in 10 patients (2%), accounting for the increased incidence across the entire
treatment period in the extended bevacizumab arm. When comparing only those AEs occurring
in cycles 1-22, there was no difference in incidence between patients receiving bevacizumab
for 15 vs 30 months (grade 23 hypertension: 18% vs 18%, respectively; grade =3 proteinuria:
2% vs 2%, respectively).

Table 2. Overview of Adverse and Serious Adverse Events of Special Interest (Safety
population)

CP plus CP plus
Bevacizumab Bevacizumab

15 months 30 months
Adverse Event (n = 448) (n =442)
Hypertension, grade =3 88 (20) 109 (25)
Intestinal perforation/fistula, all grades 23 (5) 16 (4)
Thromboembolic events, grade 23 16 (4) 14 (3)
Proteinuria, grade =3 9(2) 19 (4)
Myocardial infarction, grade =3 2(0.4) 5(1)
Wound dehiscence, grade =3 1(0.2) 2 (0.5)
Posterior reversible encephalopathy syndrome,
grade 23 2(0.4) 0
Impaired wound healing, grade =3 1(0.2) 1(0.2)
Hemorrhage, grade =3 1(0.2) 1(0.2)
Stroke, grade =23 1(0.2) 1(0.2)
Acute coronary syndrome, grade =3 1(0.2) 0

NOTE. Data are presented as No. (%). Abbreviations: CP, carboplatin plus paclitaxel.
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Conclusion

Bevacizumab 15 mg/kg every 3 weeks for 15 months as part of the first-line treatment in
advanced ovarian cancer remains standard-of-care.

21 Date of report
09.11.2021
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