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EN1/FANDANGO

A randomised double-blind placebo-controlled phase Il trial of first line combination chemo-therapy with nintedanib/placebo
for patients with advanced or recurrent endometrial cancer.

ARM A
Carboplatin + Paclitaxel
L |
o Endomaetrial Day 1, 21 day cycle mMonotherapy
c Cancer (6 cycles) Nintedanib
= Nintedanib 3 ]
= n
Treat to
E E Stage 3 C 2 J Day 2 — 21, 21 day cycle PD/ftoxicity \

EZ o Randomize Investigators
§ = - .. estigat
o J [without
| =) First relaps nintedanib)

m "'-:i
o ARM B Monotherapy /
Carboplatin + Paclitaxel — Placebo
\——-‘J Day 1, 21 day cycle Dally
(& cycles) Treat to PD/toxicity
+
Placebo
Day 2-21, 21 day cycle

ENGOT model: a

Stratification:

* Stage of disease (stage 3C 2 vs. stage 4 vs. recurrent disease)
No. of already recruited patients: 42 * Prior adjuvant chemotherapy (yes/no)

Sponsor(s): NSGO

* Disease status (Measurable vs. non-measurable disease according to RECIST 1.1)
Planned No. of patients: 148

Status: recruiting Sponsor: NSGO

Project Manager: Mette Berensen
Statistitian: René DePont Christensen
Pl: Mansoor Raza Mirza
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Country NC Submission status Number of Number of Sites | Screened Randomized
Sites Activated patients Patients

CA: APPROVEPR1.06.16
Denmark Dr. Mansoor Raza Mirza EC: APPROVED?2.08.16 4 4 10 9

CA: APPROVED 10.06.16
Finland Dr. Johanna Maenpaa EC:APPROVED 17.08.16 2 2 1 1

CA:APPROVED 25.08.16

Norway Dr.Kristina Lindemann ECAPPROVEN1.11.16 1 1 6 6

CA: APPROVED 21.06.16
Dr. GabrieLindahl EC:APPROVED 18.05.16 4 4 4 4

Sweden

CA: APPROVEPRY.10.16

Belgium Dr. SevilayAltintas ECAAPPROVED2.03.17 6 6 5 4
BGOG

CA APPROVED 30.11.16

France Dr. DominiqueBertort EC:APPROVED 22.16 12 12 17 12
GINECO Rigaud

CA: APPROVED 09.09.16

Germany Dr. JalidSehouli EC:APPROVED 16.09.16 12 11 12 10
NOGGO

TOTAL @& 4 55 4
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Gynaecological Oncological Trial groups
Groups for CI

e.V.

EN3-NSGO/PALEO

A randomized, double-blind, placebo-controlled, phase |l trial of Palbociclib in combination with L etrozole versus Placebo in
combination with Letrozole for patients with Estrogen Receptor Positive advanced or recurrent Endometrial cancer.

i e e ARM A
Endometrial Cancer Randomization: 1:1 Letrozole, 2.5mgd 1-28 every 28 days
N=F8 i -
Primary stage 4 or Placebo 125mgd 1-21 every 28 days
relapsed disease
Until progression
ER positive Randomize
endometrioid ARM B

e e Letrozole, 2.5mgd 1-28 every 28 days
y» 125mg d 1-21 every 28 days

ENGOT model: a

Until progression

Sponsor(s): NSGO

Mao. of already recruited patients: 9 Stratification:
. iar i : i t
Planned No. of patients: 78 Mumber of prior lines (primary adv disease vs. 1® relapse vs. 22
A relapses)
Status: recruiting * Measurablevs. evaluable diseasze

Other important information: Very slow recruitment in the PALED * Prioruseof MPA/Megace

study, due tolate initiation of sites. MITO still pending regarding
Sponsor: NSGO

Project Manager: Pernille Stram
and are in the process of initiating sites, and hopefully soon more Statistician: René DePont Christensen

LLLLLLLLLLL

Pl: Mansoor Raza Mirza

approvals from CA and EC, all other groups hove received approvals

patients will be included.
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Gynaecological Oncological Trial groups

Phase 2 Trials

EN3-NSGO/PALEO - Study Status

Rizshospitalet Mansoor R. Mirza (NC) 26/02-17 15/02-17
Odense Gitte-Betina Nywvang 26/02-17 15/02-17 CA: 13/10: Approved 9
EC: 13/10: roved
Aalborg Bente Lund 15,/9-17 18/9-17 /10: Appraved
Haukeland (Bergen) Line Bjgrge (NC) CA: 02,/01: Aporoved
Radium Hospitalet Kristina Lindemann 30/6-17 30/8-17 EC: 03/01: Aporoved
T Annika A NC, 21/8-17 4/9-17
S aE nnika Auranen (NC) / / CA: 17/03: Approved
Kuopio Maarit Anttila EC: 13/03: Approved

salid Sehouli (NC)

Charité Universitatsmedizin Berlin Dr. Radoslav Chekerov

Kliniken Essen Mitte PD Dr. Beyhan Ataseven 20/9-17 27/9-17

Klinikum der Universitat Minchen PD Dr. Julia Gallwas CA: 28/6-17: Approved
Universitdtsklinikum Halle (Saale) Dr. Hans-Georg Strauss EC: 21/6-17: Approved

Klinikum der Friedrich-Schiller-Universitdt  Prof. Dr. Ingo Runnebaum

lena

Universitdts-Frauenklinik Heidelberg Prof. Dr. Frederic Marmeé 9/11-17

HU 12 de Octubre Dr. Cesar Mendiola (NC)

ICO Hospitalet Dra. Marta Gil 18/9-17 10/10-17 CA: 27/6-17: Approved

ICOGirona Dra.Pilar Barretina EC: 17/5-17: Approved

HU Reina Sofia DOra. Maria Jesus Rubio

HU La Paz Dr. Andrés Redondo

Torino GiorgioValabrega

Rome Giovanni Scambia [NC) CA and EC: SubmissioninJune 2017
Napoli Sandro Pignata Status September —awaiting AIFA
Milano Domenica Lorusso apoproval, following EC will approve
Lecce Graziana Ronzino

Bologna Claudio Zamagni
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Ovarian Cancer
A AVANOVA
A TSR042
A Ov-UmMmB1
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Groups for C
European Network of r I
Gynaecological Oncological Trial groups

OV24/AVANOVA

A two-arm, open-label, phase Il randomized study to evaluate the efficacy of niraparib versus niraparib-bevacizumab combination in
Women with platinum-sensitive epithelial ovarian, fallopian tube, or peritoneal cancer.

— — Treat to
/ ARM 1 PD/ftoxicity
Niraparib
Platinum-sensitive —_——
- . 200mg O
Ovarian Cancer 300mg OD d1-21
Investigator’s
HGS50C =t | Randomize Zl=T
HGEOC (without
ar ARM 2 ) niraparib) |
Any BRCAmut OC — _,. Bevacizumab Treat to ) B
' PD/toxicity
\-‘_ _// Niraparib
Randomization: 1:1
Stratification factors: n=94
HRD positive/negative Arm 1: niraparib median PFS 8mdr HR 0.57
TFIl: 6-12 mo vs. =12 mo Arm2: Nir + Bev median PF5 14mdr Power BO%
- - inclusion 18 months alpha 0.1
Drop outs: 10%:

ENGOT madel: a
Sponsor: NSGO

Sponsor: NSGO
Pl: Mansoor Raza Mirza
Planned No. of patients: 94 (part 2) Project Manager: Louisa Boufercha
Statistics: René DePont Christensen

No. of already recruited patients: 73 (part 2)

Status: recruiting
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OV24/AVANOVA Study Status

Country Sites PI Submission status SIV CTA :Sn domized
Rigshospitalet Mansoor R. Mirza (NC) Version 3.0 03.12.2015 Yes 16
CA:Approved: 20.01.2017
Herlev Ulla Peen ECApproved: 25.01.2017 30.03.2016 Yes 5
Odense Gitte-Bettina Nyvang 08.03.2016 Yes 9
Aarhus Ranva Hassel 19.08.2016 Yes 3
Aalborg Bente Lund 16.12.2015 Yes 9
Tampere Johanna Méaenpaa (NC Version 3.0 30.09.2016 Yes 5
CA:Approved:03.03.2017
Kuopio Maarit Anttila ECApproved: 07.03.2017 08.11.2016 ves 8
Turku Sakari Hietanen 27.01.2017 Yes 6
Haukeland Line Bjarge (NC) Version 3.0 TBD Yes -
. CA:Approved )
Stavanger Bent Fiane ECApproved:21.03.2017 TBD Yes
Lund Susanne Malander (NC Version 3.0 16.09.2016 Yes 6
— — CA:Approved: 29.05.2017
Link6ping Gabriel Lindahl ECApproved: 02.05.2017 26.09.2016 Yes 4
Sahlgrenska Maria Dimoula 16.09.2016: Welbbased Yes 4

29.11.20160n-site MV
16.09.2016 Welbased Yes 3
11.11.2016: Osite MV

Uppsala Hanna Dahlstrand

MGH Richard Penson A INDapproved the 07.10.2016. 26.04.2017 Wetlbased Yes -
A Protocol version 3.0 submitted to FDA on
Huntsman Theresa Werner 24.02.2017 by email, CD sent on 02.03.2017. 25.04.2017 Welbased Yes 4
Cancer A NonsSignificant Risk Determination letter from
Institute the FDA received 28.03.2017.
UAB MichaelBirrer (NC) A Submigsion package send to FDA on 29.08.20%%y Pendin -
(new site: UAB, change Pl at MGH and change of g

Monitor in the US).
A Silent approval received from FDA the
30.09.2017.
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A randomized phase Il trial of combination chemotherapy
followed by maintenance niraparib with TSR042 / placebo
for patients with recurrent ovarian

ENGOIOV42 /| NSGO / AVANOMAImunel

SponsorNSGO
Study Chair: Mansoor Raza Mirza

Study Status

Model A

Study draft synopsis & budget accepted by Tesaro

Q4 2017: Feasibility to be sent out to collaborative groups
Q1-2 18: Protocaol finalized

Q2-3 18: submissions

Expected FPI: Q3-4 2018

Too Joo T To o I
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Can immuno-oncology become a new
treatment option In ovarian cancer?
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Ongoing Phase Il Immuno-Oncology Studies in ovarian cancer

Paclitaxel + carboplatin followed by observation
RN JAVELIN OVARIAN 100 et
First-line Stage 3-4 HGSOC; Paclitaxel + carboplatin followed by avelumab maintenance
n=951

ATALANTE?
Late Ovarian cancer with PFS

relapse late relapse;

n=405

JAVELIN Ovarian 2003 oS
Stage 3-4 HGSOC;
n=550

Platinum
resistant

1. NCT02718417 (Sponsor: Pfizer; Pl: Monk & Ledermann). Available at: https://clinicaltrials.gov/ct2/show/NCT02718417?term=NCT02718417&rank=1;
2. NCT02891824 (Sponsor: GINECO; Pl: Kurtz). Available at: https://clinicaltrials.gov/ct2/show/NCT02891824?term=NCT02891824&rank=1;
3. NCT02580058 (Sponsor: Pfizer; PI: Monk & Pujade-Lauraine). Available at: https://clinicaltrials.gov/ct2/show/NCT02580058?term=NCT02580058&rank=1
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Ipilimumab’ Nivolumab? Pembrolizumab® Avelumab* Atezolizumab’ Durvalumab®

Prior

. Not reported 24: 55% 25: 38.5% 23: 65.3% 26: 58% Median: 4*
therapies

PD-L1+ o T oo it o >5% TC: 73%
prevalence Not reported 80% (IC 2/3) 100% (21% TC) 77% (21% TC) 83% (IC 2/3) (11/15)*
Not reported 15% 11.5% 9.7% 25% Not reported

* Includes ovarian cancer (n=15), triple-negative breast cancer (n=2), cervical cancer (n=2), and uterine leiomyosarcoma patients (n=1).

Cl, confidence interval’; DCR, disease control rate; IC, immune cell; ORR, overall response rate; OS, overall survival, PFS, progression-free survival; TC, tumar cell; TRAE, treatment-
related adverse event, Tx, treatment.

1. Hodi FS et al. Proc Natl Acad Sci U S A. 2008;105:3005-3010. 2. Hamanishi J et al. J Clin Oncol. 2015;33:4015-4022. Abstract 5510. 3. Varga A et al. Presented at ASCO 2015. 4. Disis
ML et al. Presented at ASCO 2016. Abstract 5533. 5. Infante JR et al. Presented at ESMO 2016. Abstract 871. 6. Lee JM et al. Presented at ASCO 2016. Abstract 3013.
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Raising the bar with combinations

Chemotherapy }herapy
Combination
approaches

Immunotherapy \
+

Immunotherapy Targeted Therapy
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GYNECOLOGIC
CANCER INTERGROUP

PARPiI Combination Therapies

Increased DNA damage:
DNA repair inhibitors:
Radiation: complex DNA damage
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NSGGCC1 MaRuC Rucaparib vs. Placebo as maintenance therapy in
locally advanced cervical Cancer

n=162 wiNDLIL
/ Cervical cancer \
[ Randomization:
Squamous, 2:1 R
Adenosquamous,

ArmA
”_Rucaparib 600mg BID for 24 months

adenocarcinoma
No residual ]
Stage 3 & 4 I disease |

Patients have

successfully
completed definitive

\ treatment /

Stratification factors

J

Randomize

Arm B
Placebo 600mg BID for 24 months
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PARPiI Combination Therapies

Increased DNA damage:
DNA repair inhibitors:
Radiation: complex DNA damage

DNA damage primes the immune system:
Immunotherapies: harnessing the genomic instability/genomic load
Stromal Inhibition: switch to C1 phenotype / block immune response
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PARPI Combination Therapies

Increased DNA damage:
DNA repair inhibitors:
Radiation: complex DNA damage

DNA damage primes the immune system:
Immunotherapies: harnessing the genomic instability/genomic load
Stromal Inhibition: switch to C1 phenotype / block immune response

Create / recreate HRD:
Induce hypoxia: Andngiogenics



NSGO GYNECOLOGIC
SPONSORED
Phase 2 Trials

ENGOIOV24NSGO/AVANOVAPhase 2
Version 3.0 design

ARM 1 Treat to
ﬁlatinum-sensitiwﬁ PD/toxicity

Ovarian Cancer IRl
300mg OD d1-21 Investigator’s
choice
HGSOC ™| Randomize (without
HGEOC ARM 2 h .
nirapari
or Bevacizumab Treat to parib)
Any BRCAmut OC ' + PD/toxicity
\ / Niraparib
Randomization: 1:1
Stratification factors: n=94
" . Arm 1: niraparib median PFS 8mdr HR 0.57
HRD pOSItlve/negatNe Arm2: Nir + Bev median PFS 14mdr Power 80%
TFI: 6-12 mo vs. >12 mo inclusion 18 months alpha0.1
Drop outs: 10%
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ClinicalActivity in Phase 1 of AVANOVA
ProgressiorFree Survival
Median: 49 weeks

Progression Free Survival

v
1

)

v

T T
0 50 100 150
Weeks
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Arandomized phase Il trialo explore efficacy of Immune checkpoint
Inhibitor TSR042 in relapsed ovarian cancer.

ENGOIOV42NSGO AVANOVAMmunel
SponsorNSGO

StudyChair: Mansoor Raza Mirza

Study Status

Model A

Study draft synopsis & budget accepted by Tesaro
October 13: To be presented in ENGOT

Q4 2017: Feasibility to be sent out to collaborative groups
Q1-2 18: Protocol finalized

Q2-3 18: submissions

Expected FPI: Q3-4 2018

o Too T To To o I
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ENGOIOV42NSGO /AVANOVAmmunel

Two Part Design
Part 1:

Can addition of PEL (TSR042) to Niraparib + Bevacizumab improve outcome?
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ENGOTOV42NSGO / AVANOVAMunel
Multicenter, Doubleblind, Phase 2 Randomized Trial

n=338
Niraparib
Arm A +
Bevacizumab
+
placebo
Platinum-sensitive “a“‘i“miz ) Treatto
Ovarian Cancer . PD
Niraparib
+
Bevacizumab
Arm B +

TSRO42

Stratification factors Part 1
* BRCAmut vs BRCAwt
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Part 1 statistics

A HR=0.7

A Power80%

A Alpha=0.075 onesided

A 1:1 randomization

A Estimateddrop-out rate 10%

A Events168

A Themedian PFS in the std. arm is estimated to be 11 months, assuming exponential
survival distribution this corresponds to a median PFS of 15.71 in the experimental ar

the accrual period is set to 24 months and follaw also to 24 months, then the total
accrual needs to be 201 and accounting for doop 223 subjects



wN3GE0 NSGO GYNECOLOGIC
SPONSORED —

ENGOIOV42NSGO /AVANOVAmmunel

Two Part Design
Part 1:
Can addition of PEL (TSR042) to Niraparib + Bevacizumab improve outcome?
Part 2:

Can addition of PEL (TSR042) to chemotherapy will be beneficial?
Is treatment with PD1 (TSR042) beyond progression beneficial?
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ENGOIOvxxNSGO / AVANOMunel
Multicenter, Doubleblind, Phase 2 Randomized Trial

n=338
ArmA Nlrafa"b ArmA Carbgfll:;atln * Maintena_nce
Bevacizumab + niraparib
+ TSR042 + TSR042
placebo
Platinum-sensitive S i Raniomiz eI
Ovarian Cancer :1 PD 11 PD
Niraparib .
+ Carbgﬂ;atm * Maintenance
Bevacizumab " niraparib +
ArmB + ArmB Placebo

TSR042 Placebo

Stratification factors Part 2

* BRCA status

* Prior niraparib

* Duration of treatment in part 1: 6-12mo vs >12 mo
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Part 2 statistics
A Tobeadded
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Design Part 1

A Thisdouble-blind, placebecontrolled, randomizeghase Aesignis evaluating evidence of
the efficacy of TSR042 in combination wiiraparib+bevacizumain women with ovarian
cancer who relapse more than 6 months after last dose of chemotherapy.

A Early safety analysis nfraparib-bevacizumabl SR042/placeb®nce firstl2 patients are
randomized in this study, enrolment will be paused until all thE3patients have received
their first cycle(28 days) andDMSC has evaluated the data and suggested to continue the
trial.

A Randomizationi:1
A Patientsare stratified according to:

I BRCA status (positive/negatjve
i ChemotherapyFree Interval (8.2movs>12mo)
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f Loternat

- An Orgonization of Loternatio
Groups for Clinical Trisds i Gyn
European Network of
Gynaecological Oncalogical Trial groups 3

ENG T

Design Part 2

A Thisdoubleblind, placebo controlled randomizgzhase 2designis evaluating evidence of
the efficacy of TSR042 in combination wstandard of care carboplatiRLD combination
followed by niraparib (both concomitant as well as maintenance@omen with platinum
sensitive epithelial ovariacancer who progress on part 1 after six months of the trial.

A Early safety analysis of TSR@42boplatinPLD: Once first2 patients are randomized in this
study, enrolment will be paused until all the$2 patients have received their first cyq28
days) andDMSC has evaluated the data and suggested to continue the trial.

A Randomizationi:1

A Patientsare stratified according to:
i Duration of prior treatment in Part 1 {62movs>12mo)



A

YNSGO NSGO GYNECOLOGIC

ENG T

BT T Phase 2 Trials

SPONSORED CANCER INTERGROUP

Study population

Recurrent platinurssensitive epitheliabvariancancer(platinum sensitivity defined as no
recurrence within 6 months of last receipt of platinum/chemotherapy).

Histological confirmedvariancancers Histological types: higgrade serious, higlgrade
endometriod undifferentiated,carcinosarcomar mixed histology

BRCAmubr BRCAwt

Priortreatment:

Patients must have received platinscontaining therapy for primary disease.

Patients may have received maximum one series of chemotherapy for relapsed disease.

Patients may have received bevacizumab.

Prior PARP inhibitors: patients may have participated in a placebtvolled PARPIrial for primary disease

Prior Immune Checkpoint inhibitors: Patient may have participatez placebecontrolled|Otrial for
primary disease

Subjectanust have at least 1 measurable lesion as defined by RECIST guidelines
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A phase Il umbrella trial in patients with relapsed ovarigancer
NSGGCOV-UMBL1
ENGOTOV30 / NSGO

EudraCThumber: 201700280536

SponsorNSGO

StudyChair: Mansoor Raza Mirza

Participating groups & Lead PIs: Study Status

NSGO: MR Mirza A Cohort A submitted (DKMA, EC) in DK
SGCTG UK: C Gourley A Submission in NOR, FIN, SWE in Q4 17
PMHC Canada: A Oza A Expected FPI: Jan 18

BGOG Belgium: | Vergote

ANZGOG Australia: M Friedlander A Cohort B (SGCTG UK), submission end Q1 18
COGI US: J Barek A Cohort C (PMHC Canada), submission Q3 18
GOTIC Japan: K Fujiwara

KGOG S Korea SY Ryu

NOGGO Germany: Jalid Sehouli
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Gmaecological Oncological Trial groups
An Orgon

P [ ] Fe
P h 2 T I Groups for
Princess Margaret Hospital aS e r I a S

*GOTIC

[ Part 1 J [ Part2 J

Cohort A n=25

F ™y A T e . MED19447 + Durvalumal
:EDI I‘””t: // Evaluation of \\ h y
LB LD o results of each Standard of Care ‘
P \ /
c n cohort (both
(] 2 i
.E I Cohort B n=25 I % c overall and with
2l 3 L . = 0 biomarker
o @ MEDI 0562 + E ﬁ defined b
o .
i o e o En subgroups) to Standard of Care
o g0 o
< £ o decide if it is
o = feasible to
N/ _ 1]
Cohort Cn=25 = proceed to part 2
MEDI 0562 + for th: g:en - .
Durvalumab Fzlle ‘
| ) ) L ) \\ / | Standard of Care |

‘ Days: 1 15 29 a3

7 | 21
I “’. randomization
biopsy

cr,p;pwuwu, T — - t.-.m NSGO-OV-UMB1
serum samples ~samples serum samples E N G OT_ OV 30
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Primary endpoint:
A Diseasecontrol rate (DCR) (CR+PR+SD) at 16 weeks.

Secondary endpoints:

A ProgressiorFreeSurvival (PFS) by RECIST v1.1: at 6 & 12 months and median PFS
A PFSy ImmuneRECIST at 6 & 12 months and median PFS

A Overallsurvival (OS)

A Objectiveresponse rate according to RECIST v1.1 (ORR)

A Durationof (Overall) Respons®6R

A Safetyand tolerability.

Translational research objectives:

A Compareany changes in expression of baseline biomarkers compared to biopsy at da
and biopsy upon progression of disease.

A Evaluateany correlation of baseline tumor FCL expression to response

A Evaluateany correlation of CD4 (T helperf®gs & CD8 expression to response.

A Evaluatepharmacodynamics responses in blood

A Evaluateeffect of treatment on circulating myeloiderived suppressor cells (MDSC)
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CANCER INTERGROUP

Dosages & schedule:

For Cohort A:

A MEDI94473000 mg, IV, Q2W
A Durvalumab 1500 mg, IMQ4W

Duration of treatment:
Until progression of disease or intolerable toxicity

Responseassesments
Before day 0, and then every 8 weeks

Tumourbiopsies (mandatory):
Before day 0O; at day 56
Tumourbiopsy at progression of disease is optional

Blood/Serum Samples (mandatory):

Before day 0 and at days 14, 28, 56. Then every 56 days and at progression of disease
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Inclusioncriteria Cohort A

A

Platinuma SY aA 6 A 8S RA&SIIaAaSY RSTAYSR |a RAASIa&aS LINE3
of platinumbased therapy. Patients must have receialgastone line of chemotherapy for platinum
sensitive diseaseOR Platinumresistant disease: defined as disease progression < 6 months following the
last administered dose of platinumased therapyORPIlatinumrefractory disease: defined as lack of
response or disease progression while receiving the most recent therapy.

Histologicakonfirmed ovarian, fallopian tube or peritoneal cancers.

Histologicatypes: highgrade serious, higgradeendometriod undifferentiated,carcinosarcomar mixed
histology.

Subjectanust have at least 1 measurable lesion as defined by RECIST guidelines. This should not be the
same lesion used for biopsy.

Archivaltumourtissue must be screened for CD73 and only CD73 positive patients will enter this trial.

Patientagrees to undergo all analysis (blood, serum, tissue); radiological examinations according to
protocol.

Mandatorytumour biopsy before treatment (before day 0) and at day 56 of treatment.
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A randomized doubléblind placebacontrolled phase Il trial of
Rucaparibmaintenance therapy for patients with locally advancegrvical cancer

ENGOICX7 / NSGO MaRuC
SponsorNSGO

StudyChair: Mansoor Raza Mirza

Study Status

Model A

Study draft protocol & budget accepted by Clovis
October/November: Feasibility to be sent out to collaborative groups
January 18: Protocol finalized

Q1 18: submissions

Expected FPI: Q2 2018

T> I> T T T>o I
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Rationale

A DNA repair in cervical cancer is less established

A HPV infection andncoviral proteins E6 & E7 causes inactivation of p5®»RBtumour-suppressor
genes leading to cell cycle dysfunction and impaired DNA repair

A Cells are therefore increasingly dependent on residual repair pathways

A A correlation between response to DNA repair pathways has been noted in the clinic:

i Patients treated withchemoradiationhave high expression of the nucleotide excision repair protein ERC(
associated with decreased PFS & OS & activation of the BRCA pathway correlated with treatment failur

i Impaired NHEJ repair was related to increased OS

A Early phase trials incorporating modulators of DNA repair such as PARP inhibitors are underwze

DuensingSet al. Cancer Res. 2002; 62:7@7982

Balacesc© et al. BMC Cancer 2014; 14:246

NCT01281852laparib& radiotherapy in H&N cancer
NCT02686008laparibin patients with HPV positive & HPV negative HNSCC
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[ n=162 }
Randomization: 2:1

/ Cervical cancer\ Arm A }

Rucaparib 600mg BID for 24 months

Squamous,

Adenosqua:mous No residual |
adenocarcinoma disease | >

Stage 2B, 3 &4

[jandomize ]

. Arm B
Patients have PlaceboBID for 24months
successfully

completed

Qeflnltlve treatmenJ

/" Stratification factors N\
A Histology(squamous/sadenosquamousadenocarcinoma)

A FIGO stag&@b-pos. nodes vs. @s4)

Enrolment of patients with squamous cell histology will be capped once 60% patients witistbis
\_type are enrolled -/
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Design
A This is anulticenter, phase 2doubleblind placebecontrolled trial of

maintenanceRucaparildo obtain preliminaryevidenceof efficacyof rucaparibin
locallyadvancedcervical cancer:

A Randomization: 2:1

A Patientsare stratified according to:

I Histology (squamoussadenosquamousadenocarcinoma)
I FIGO stag&B with positive nodegs3 vs4)

A Squamousell carcinoma patients will be capped@6% of patient population
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Study arms

A Arm A: rucaparib600mg BID for 24 months

A Arm B: placeboBID for 24months
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Study population

A

A

Sguamouscell, adenocarcinoma @denosquamousarcinoma of the cervix.

Subjectmust have completed definitivehemoradiationand is evaluated to be in partial
or complete remissiod0-12 weeks posthemoradiation

Initial FIGO stagdB with positive nodes, [IJAIB, IVAbiopsy proven)or any stage with
paraaortic metastases.

Toxicitiegesulting fromchemoradiationy dza & NX a2t @S (2 XDNJ RS wm L
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Objectives

Primary objective:
A To prolong Progressieree Survival (PFS).

Secondaryobjective:

Toprolong median PFS

To prolong PFS in sytmpulation

To register overall survival (OS).

To register Patient Reported Outcomes (PROS)
To register safety and tolerability

To Io Do Do I
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Study Statistics

A

The study is designed to detect a differencd’irS at 24 monthsorresponding to a hazard
ratio of 0.66 (PFS at 24 months to be increased from 46% to 60%) with a power of 80%; one
sided alpha of 15%;

Therandomization is 2:1 (2ucaparily 1 placebo).
Thenumber of needed events is 83 corresponding to 144 patients.

With an expected dropout rate of 10%, and matching the randomization ratio, we shall recruit
a total of 162 patientg108 patients in theucaparibarm, and 54 patients in the placebo
arm) within 18 months.

PFSJlata should be mature after a minimum follewp of 24 months.
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