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Country NC Submission status Number of 
Sites

Number of Sites 
Activated

Screened 
patients

Randomized 
Patients

Denmark Dr. Mansoor Raza Mirza 
CA: APPROVED21.06.16
EC: APPROVED 02.08.16 4 4 10 9

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

Norway Dr. Kristina Lindemann 
CA:APPROVED  25.08.16
EC:APPROVED11.11.16 1 1 6 6

Sweden Dr. Gabriel Lindahl
CA: APPROVED 21.06.16
EC: APPROVED 18.05.16 4 4 4 4

Belgium    
BGOG

Dr. SevilayAltintas
CA: APPROVED27.10.16
EC:APPROVED02.03.17 6 6 5 4

France   
GINECO

Dr. Dominique Berton-
Rigaud

CA: APPROVED 30.11.16
EC: APPROVED 22.11.16 12 12 17 12

Germany    
NOGGO

Dr.JalidSehouli
CA: APPROVED 09.09.16
EC: APPROVED 16.09.16 12 11 12 10

TOTAL 41 40 55 46
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OV24/AVANOVA - Study Status
Country Sites PI Submission status SIV CTA

Pts. 
Randomized

DK Rigshospitalet Mansoor R. Mirza (NC) Version 3.0
CA: Approved: 20.01.2017
EC: Approved: 25.01.2017

03.12.2015 Yes 16

Herlev Ulla Peen 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

FI Tampere Johanna Mäenpää (NC)Version 3.0
CA: Approved:03.03.2017
EC: Approved: 07.03.2017 

30.09.2016 Yes 5

08.11.2016 Yes 8Kuopio Maarit Anttila

Turku Sakari Hietanen 27.01.2017 Yes 6

NO Haukeland Line Bjørge (NC) Version 3.0
CA: Approved
EC: Approved: 21.03.2017

TBD Yes -

Stavanger Bent Fiane TBD Yes -

SE Lund Susanne Malander (NC)Version 3.0
CA: Approved: 29.05.2017
EC: Approved: 02.05.2017

16.09.2016 Yes 6

Linköping Gabriel Lindahl 26.09.2016 Yes 4

Sahlgrenska Maria Dimoula 16.09.2016: Web-based 
29.11.2016:On-site MV

Yes 4

Uppsala Hanna Dahlstrand
16.09.2016 Web-based 
11.11.2016: On-site MV

Yes 3

US MGH Richard Penson Å INDapproved the 07.10.2016.
Å Protocol version 3.0 submitted to FDA on 

24.02.2017 by email, CD sent on 02.03.2017.
Å Non-Significant Risk Determination letter from 

the FDA received 28.03.2017.
Å Submission package send to FDA  on 29.08.2017 

(new site: UAB, change PI at MGH and change of 
Monitor in the US). 

Å Silent approval received from FDA the 
30.09.2017.

26.04.2017 Web-based Yes -

Huntsman 
Cancer 
Institute

Theresa Werner 25.04.2017 Web-based Yes 4

UAB MichaelBirrer (NC) TBD Pendin
g

-

Total 82
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A randomized phase II trial of combination chemotherapy 
followed by maintenance niraparib with TSR042 / placebo 

for patients with recurrent ovarian 

ENGOT-OV42 / NSGO / AVANOVA-Immune1

Sponsor: NSGO
Study Chair: Mansoor Raza Mirza 

Study Status
Å Model A

Å Study draft synopsis & budget accepted by Tesaro

Å Q4 2017: Feasibility to be sent out to collaborative groups 

Å Q1-2 18: Protocol finalized

Å Q2-3 18: submissions

Å Expected FPI: Q3-4 2018



Can immuno-oncology become a new 
treatment option in ovarian cancer?

NSGO 
SPONSORED 
Phase 2 Trials



Ongoing Phase III Immuno-Oncology Studies in ovarian cancer
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PD-1/PD-L1 monotherapy in ovarian cancer

Alexandrovet al., Nature 2013
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Immune Checkpoint Inhibitors in OC: Overview 
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Raising the bar with combinations
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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 / re-create HRD: 

Induce hypoxia: Anti-angiogenics
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NSGO-CC1 / MaRuC: Rucaparib vs. Placebo as maintenance therapy in 

locally advanced cervical Cancer
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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 / re-create HRD: 

Induce hypoxia: Anti-angiogenics
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ENGOT-OV24-NSGO/AVANOVA - Phase 2 
Version 3.0 design
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Clinical Activity in Phase 1 of AVANOVA 
Progression Free Survival
Median: 49 weeks
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A randomized phase II trial To explore efficacy of Immune checkpoint 
inhibitor TSR042 in relapsed ovarian cancer. 

ENGOT-OV42-NSGO /AVANOVA-Immune1

Sponsor: NSGO
Study Chair: Mansoor Raza Mirza 

Study Status
Å Model A

Å Study draft synopsis & budget accepted by Tesaro

Å October 13: To be presented in ENGOT

Å Q4 2017: Feasibility to be sent out to collaborative groups 

Å Q1-2 18: Protocol finalized

Å Q2-3 18: submissions

Å Expected FPI: Q3-4 2018
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ENGOT-OV42-NSGO /AVANOVA-Immune1

Two Part Design

Part 1:

Can addition of PD-1 (TSR042) to Niraparib + Bevacizumab improve outcome? 
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ENGOT-OV42-NSGO / AVANOVA-Imune1
Multicenter, Double-blind, Phase 2 Randomized Trial

n=338
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Part 1 statistics

Å HR=0.7

Å Power=80%

Å Alpha=0.075 one-sided

Å 1:1 randomization

Å Estimated drop-out rate 10%

Å Events=168

Å The median 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 arm. If 
the accrual period is set to 24 months and follow-up also to 24 months, then the total 
accrual needs to be 201 and accounting for drop-out 223 subjects.  
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ENGOT-OV42-NSGO /AVANOVA-Immune1

Two Part Design

Part 1:

Can addition of PD-1 (TSR042) to Niraparib + Bevacizumab improve outcome?

Part 2:

Can addition of PD-1 (TSR042) to chemotherapy will be beneficial?
Is treatment with PD-1 (TSR042) beyond progression beneficial?
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ENGOT-Ovxx-NSGO / AVANOVA-Imune1
Multicenter, Double-blind, Phase 2 Randomized Trial

n=338

NSGO 
SPONSORED 
Phase 2 Trials



Part 2 statistics

Å To be added
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Design Part 1
Å This double-blind, placebo-controlled, randomized phase 2 design is evaluating evidence of 

the efficacy of TSR042 in combination with niraparib+bevacizumabin women with ovarian 
cancer who relapse more than 6 months after last dose of chemotherapy. 

Å Early safety analysis of niraparib-bevacizumab-TSR042/placebo: Once first 12 patients are 
randomized in this study, enrolment will be paused until all these 12 patients have received 
their first cycle (28 days) and IDMSC has evaluated the data and suggested to continue the 
trial.

Å Randomization: 1:1

Å Patients are stratified according to: 

ï BRCA status (positive/negative)

ï Chemotherapy-Free Interval (6-12mo vs>12mo)
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Design Part 2
Å This double-blind, placebo controlled randomized phase 2 design is evaluating evidence of 

the efficacy of TSR042 in combination with standard of care carboplatin-PLD combination 
followed by niraparib (both concomitant as well as maintenance in women with platinum-
sensitive epithelial ovarian cancer who progress on part 1 after six months of the trial. 

Å Early safety analysis of TSR042-carboplatin-PLD: Once first 12 patients are randomized in this 
study, enrolment will be paused until all these 12 patients have received their first cycle (28 
days) and IDMSC has evaluated the data and suggested to continue the trial.

Å Randomization: 1:1

Å Patients are stratified according to: 

ï Duration of prior treatment in Part 1 (6-12mo vs>12mo)
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Study population
Å Recurrent platinum-sensitive epithelial ovariancancer (platinum sensitivity defined as no 

recurrence within 6 months of last receipt of platinum/chemotherapy). 

Å Histological confirmed ovariancancers. Histological types: high-grade serious, high-grade 
endometriod, undifferentiated, carcinosarcomaor mixed histology.

Å BRCAmutor BRCAwt

Å Prior treatment: 
ï Patients must have received platinum-containing therapy for primary disease.

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

ï Patients may have received bevacizumab.

ï Prior PARP inhibitors: patients may have participated in a placebo-controlled PARPitrial for primary disease

ï Prior Immune Checkpoint inhibitors: Patient may have participated in a placebo-controlled IO trial for 
primary disease

Å Subjects must have at least 1 measurable lesion as defined by RECIST guidelines.
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A phase II umbrella trial in patients with relapsed ovarian cancer 
NSGO-OV-UMB1 

ENGOT-OV30 / NSGO
EudraCTnumber: 2017-002805-36 

Sponsor: NSGO
Study Chair: Mansoor Raza Mirza 

Participating groups & Lead PIs: 
NSGO: MR Mirza

SGCTG UK: C Gourley

PMHC Canada: A Oza

BGOG Belgium:  I Vergote

ANZGOG Australia: M Friedlander 

COGI US: J Barek

GOTIC Japan: K Fujiwara

KGOG S Korea SY Ryu

NOGGO Germany: Jalid Sehouli

Study Status
Å Cohort A submitted (DKMA, EC) in DK

Å Submission in NOR, FIN, SWE in Q4 17

Å Expected FPI: Jan 18

Å Cohort B (SGCTG UK), submission end Q1 18

Å Cohort C (PMHC Canada), submission Q3 18
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Primary endpoint: 
Å Disease control rate (DCR) (CR+PR+SD) at 16 weeks. 

Secondary endpoints: 
Å Progression-Free Survival (PFS) by RECIST v1.1: at 6 & 12 months and median PFS 
Å PFS by Immune-RECIST at 6 & 12 months and median PFS 
Å Overall survival (OS) 
Å Objective response rate according to RECIST v1.1 (ORR) 
Å Duration of (Overall) Response (DoR) 
Å Safety and tolerability. 

Translational research objectives: 
Å Compare any changes in expression of baseline biomarkers compared to biopsy at day 56 

and biopsy upon progression of disease. 
Å Evaluate any correlation of baseline tumor PD-L1 expression to response 
Å Evaluate any correlation of CD4 (T helper & Tregs) & CD8 expression to response. 
Å Evaluate pharmacodynamics responses in blood 
Å Evaluate effect of treatment on circulating myeloid-derived suppressor cells (MDSC) 
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Dosages & schedule: 
For Cohort A: 
Å MEDI9447: 3000 mg, IV, Q2W 
Å Durvalumab: 1500 mg, IV, Q4W

Duration of treatment: 
Until progression of disease or intolerable toxicity 

Response assesments: 
Before day 0, and then every 8 weeks.

Tumourbiopsies (mandatory): 
Before day 0; 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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Inclusion criteria Cohort A 

Å Platinum-ǎŜƴǎƛǘƛǾŜ ŘƛǎŜŀǎŜΥ ŘŜŦƛƴŜŘ ŀǎ ŘƛǎŜŀǎŜ ǇǊƻƎǊŜǎǎƛƻƴ җ с ƳƻƴǘƘǎ ŦƻƭƭƻǿƛƴƎ ǘƘŜ ƭŀǎǘ ŀŘƳƛƴƛǎǘŜǊŜŘ ŘƻǎŜ 
of platinum-based therapy. Patients must have received atleastone line of chemotherapy for platinum-
sensitive disease. OR Platinum-resistant disease: defined as disease progression < 6 months following the 
last administered dose of platinum-based therapy. OR Platinum-refractory disease: defined as lack of 
response or disease progression while receiving the most recent therapy. 

Å Histological confirmed ovarian, fallopian tube or peritoneal cancers. 

Å Histological types: high-grade serious, high-grade endometriod, undifferentiated, carcinosarcomaor mixed 
histology. 

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

Å Archival tumour tissue must be screened for CD73 and only CD73 positive patients will enter this trial. 

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

Å Mandatory tumour biopsy before treatment (before day 0) and at day 56 of treatment. 
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A randomized double-blind placebo-controlled phase II trial of 
Rucaparibmaintenance therapy for patients with locally advanced cervical cancer

ENGOT-CX7 / NSGO / MaRuC

Sponsor: NSGO
Study Chair: Mansoor Raza Mirza 

Study Status
Å Model A

Å Study draft protocol & budget accepted by Clovis

Å October/November: Feasibility to be sent out to collaborative groups 

Å January 18: Protocol finalized

Å Q1 18: submissions

Å Expected FPI: Q2 2018
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Rationale
Å DNA repair in cervical cancer is less established

Å HPV infection and oncoviralproteins E6 & E7 causes inactivation of p53 & pRBtumour-suppressor 
genes leading to cell cycle dysfunction and impaired DNA repair

Å Cells are therefore increasingly dependent on residual repair pathways

Å A correlation between response to DNA repair pathways has been noted in the clinic:
ï Patients treated with chemoradiationhave high expression of the nucleotide excision repair protein ERCC1 

associated with decreased PFS & OS & activation of the BRCA pathway correlated with treatment failure
ï Impaired NHEJ repair was related to increased OS 

Å Early phase trials incorporating modulators of DNA repair such as PARP inhibitors are underway

DuensingSet al. Cancer Res. 2002; 62:7075ς7082
BalacescuO et al. BMC Cancer 2014; 14:246
NCT01281852: Olaparib& radiotherapy in H&N cancer
NCT02686008: Olaparibin patients with HPV positive & HPV negative HNSCC
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Arm A
Rucaparib 600mg BID for 24 months

Arm B
Placebo BID for 24 months

No residual 
disease

n = 162
Randomization: 2:1

Cervical cancer

Squamous, 
Adenosquamous, 
adenocarcinoma

Stage 2B, 3 & 4

Patients have 
successfully 
completed  

definitive treatment

Stratification factors

ÅHistology (squamous vsadenosquamous, adenocarcinoma)
ÅFIGO stage (2b-pos. nodes vs. 3 vs4)

Enrolment of patients with squamous cell histology will be capped once 60% patients with this histo-
type are enrolled
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Design

Å This is a multicenter, phase 2, doubleblind, placebo-controlled trial of 
maintenance Rucaparibto obtain preliminary evidence of efficacy of rucaparibin 
locally advanced cervical cancer: 

Å Randomization: 2:1

Å Patients are stratified according to: 
ï Histology (squamous vsadenosquamous, adenocarcinoma)

ï FIGO stage (2B with positive nodes vs3 vs4)

Å Squamous cell carcinoma patients will be capped to 60% of patient population
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Study arms

Å Arm A: rucaparib600mg BID for 24 months 

Å Arm B: placebo BID for 24 months
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Study population

Å Squamous cell, adenocarcinoma or adenosquamouscarcinoma of the cervix.

Å Subject must have completed definitive chemoradiationand is evaluated to be in partial 
or complete remission 10-12 weeks post chemoradiation

Å Initial FIGO stage IIB with positive nodes, IIIA, IIIB, IVA (biopsy proven); or any stage with 
para-aortic metastases.

Å Toxicities resulting from chemoradiationƳǳǎǘ ǊŜǎƻƭǾŜ ǘƻ ҖDǊŀŘŜ м ǇǊƛƻǊ ǘƻ ǊŀƴŘƻƳƛȊŀǘƛƻƴΦ 
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Objectives

Primary objective: 

Å To prolong Progression-Free Survival (PFS).

Secondary objective: 

Å To prolong median PFS

Å To prolong PFS in sub-population

Å To register overall survival (OS).

Å To register Patient Reported Outcomes (PROs)

Å To register safety and tolerability
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Study Statistics

Å The study is designed to detect a difference in PFS at 24 months corresponding 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%; 

Å The randomization is 2:1 (2 rucaparib; 1 placebo). 

Å The number of needed events is 83 corresponding to 144 patients. 

Å With an expected dropout rate of 10%, and matching the randomization ratio, we shall recruit 

a total of 162 patients (108 patients in the rucaparibarm, and 54 patients in the placebo 
arm) within 18 months. 

Å PFS data should be mature after a minimum follow-up of 24 months. 
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