
Over	1000	trials	on	clinicaltrials.gov!	

Chen	DS,	Mellman	I.	Nature	2017;	541:321-330	



Is there a role for immunotherapy 
in ovarian cancer? 

Kyle	 C.	 Strickland	 et	 al.	 Association	 and	 prognostic	 significance	 of	 BRCA1/2-mutation	 status	 with	 neoantigen	 load,	 number	 of	 tumor-
infiltrating	lymphocytes	and	expression	of	PD-1/PD-L1	in	high	grade	serous	ovarian	cancer.	Oncotarget.	2016	Mar	22;7(12):13587-98.		



What are the results till now? 

Hamanishi	et	al.	J	Clin	Oncol	2015;	Varga	et	al.	J	Clin	Oncol	2015:	33	(suppl;	abstr	5510);	Disis	ML,	et	al.	J	Clin	Oncol.	2016;34	(suppl):	
Abstract	5533;	Infante	et	al.	Ann	Oncol	2016:	27	(Supple	6)	Abstract	871P	

Single	CPIs	are	not	sufficient!	



Burger	R,	et	al.	NRG	oncology	phase	2	randomized	trial	of	nivolumab	with	or	without	ipilimumab	in	patients	with	persistent	or	
recurrent	ovarian	cancer.	Abstract	presented	at	IGCS	2018;	Kyoto,	Japan.	

How about combo? 



How can we improve these 
results? 

u  Check-point inhibitors combinations 
        Anti-angiogenics 
        PARP inhibitors 
 
u   A new option: T-cell therapy 
 
u   Better patients selection 
        More efficient biomarkers 
        Immunophenotypes 
        Stroma and microbiome characterization 



Rationale for combining anti-
VEGF and CPI 

Dai	 Fukumura	 et	 al.	 Enhancing	 cancer	 immunotherapy	 using	 antiangiogenics:	 opportunities	 and	 challenges.	 Nature	 Reviews	 Clinical	
Oncology	volume	15,	325–340	(2018).		



Phase I of durvalumab and 
cediranib 

J	Clin	Oncol.	2017	Jul	1;35(19):2193-2202.	Lee	JM	et	al.	Safety	and	Clinical	Activity	of	the	Programmed	Death-Ligand	1	Inhibitor	Durvalumab	
in	Combination	With	Poly	(ADP-Ribose)	Polymerase	Inhibitor	Olaparib	or	Vascular	Endothelial	Growth	Factor	Receptor	1-3	Inhibitor	Cediranib	
in	Women's	Cancers:	A	Dose-Escalation,	Phase	I	Study.	J	Clin	Oncol.	2017	Jul	1;35(19):2193-2202.		



Phase II of nivolumab and 
bevacizumab 

Joyce	Liu	et	al.		-	A	phase	2	trial	of	combination	nivolumab	and	bevacizumab	in	recurrent	ovarian	cancer.	937PD-	Poster	Presentation,	ESMO	
Congress	2018.	



Bev	+	CPIs	ongoing	trials	

Trial Setting Patients’ selection Arms 
GOG3015/
ENGOT OV39 

Front line Stage III or IV 
PDS or IDS any residual 
Stratification PDL1 0 vs 
1+ 

Carbo-Tax +Bev 
Carbo-Tax +Bev+Atezo 

ATALANTE/ 
ENGOT OV29 

Recurrence 1 or 2 previous CT lines 
PFI>6 months 
Stratification PDL1 

Carbo combo +Bev 
Carbo combo +Bev+ Atezo 

EORTC-1508 Recurrence Platinum resistant 
Any num of platinum lines 
Max 2 lines non-platinum 
Biopsy required 

Bev + aspirin 
Bev + Atezo + aspirin 
Bev + Atezo + placebo 
Atezo + aspirin 
Atezo + placebo 



How can we improve these 
results? 

u  Check-point inhibitors combinations 
        Anti-angiogenics 
        PARP inhibitors 
 
u   A new option: T-cell therapy 
 
u   Better patients selection 
        More efficient biomarkers 
        Immunophenotypes 
        Stroma and microbiome characterization 



Rationale  
for CPIs and  
PARPIs 

Ross	A	et	al.	Development	of	PARP	and	Immune-
Checkpoint	Inhibitor	Combinations.	Clinical	Cancer	
research	review	
Published	OnlineFirst	November	29,	2018;	DOI:	
10.1158/0008-5472		



TOPACIO/Keynote-162: A phase 1/2 study of niraparib + pembrolizumab: results from the platinum-resistant ovarian cancer 
(PROC) cohort. Presented by Panagiotis Konstantinopoulos at 2018 ASCO Annual Meeting. 

Phase 1/2 of pembrolizumab and 
niraparib 



Phase II of durvalumab and 
olaparib 

Jung-Min	Lee	et	al.	 -	A	phase	2	study	of	durvalumab,	a	PD-L1	 inhibitor	and	olaparib	 in	recurrent	ovarian	cancer	(OvCa).	936PD	–	Poster	
Presentation	at	ESMO	Congress	2018.	



 
CPIs + Bev + PARPIs? 

González	Martín	A.,	Poster	Discussion	Gynaecological	Cancer,	ESMO	Congress	2018	
	


