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Dichiarazione conflitto di interessi 

 
Tutti i rapporti finanziari intercorsi negli ultimi due anni devono essere dichiarati.  
 
 X Non ho rapporti (finanziari o di altro tipo) con le Aziende del farmaco 
 
      Ho / ho avuto rapporti (finanziari o di altro tipo) con le Aziende del farmaco 
 



Ovarian Cancer: Setting the scene 

 



1. Ovarian Cancer: Setting the scene 

5 Y survival <25% for stage III/IV 

5 Y survival 



No improvement in ovarian cancer mortality rates 

Mortality rates 

2. Ovarian Cancer: Setting the scene 



PLD and 

Trabectedin 

Paclitaxel, gemcitabine, 

doxorubicin 

Upfront debulking 

surgery   

Carbo/Paclitaxel 

+/- Beva 

Platinum-based 

therapy 

FRONT LINE RECURRENT 

Choice of treatment 

3. Ovarian Cancer: Setting the scene 

     No new front-line therapy for >20 years 



The platinum free interval dogma 

Relapsed ovarian cancer categories 

Choice of treatment:  What did we know? 
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Questions relavant to the medical treatment 

of patients with 

Advanced Ovarian Cancer 



1) How to treat the patients in First Line 

 

? 

Diagnosis 

 

Fundamental principles of therapy remain the same  
 

Upfront 

debulking 

surgery 

The importance of optimal primary surgery.  

Complete tumour resection: the most important prognostic factor  

Comparison of survival between <br />upfront primary debulking surgery <br />versus <br />neoadjuvant chemotherapy <br />for stage III/IV ovarian, tubal and peritoneal cancers in 
phase III randomized trial: JCOG0602. 

Presented By Takashi ONDA at 2018 ASCO Annual Meeting 

Domenica	Lorusso	-	Grandangolo	2018.	Un	anno	di	oncologia.	20a	edizione	-	Genova,	13-15	dicembre	2018	

Overall Survival (N=301) 

Presented By Takashi ONDA at 2018 ASCO Annual Meeting 

Domenica	Lorusso	-	Grandangolo	2018.	Un	anno	di	oncologia.	20a	edizione	-	Genova,	13-15	dicembre	2018	

Progression-free Survival (N=301) 

Presented By Takashi ONDA at 2018 ASCO Annual Meeting 
Domenica	Lorusso	-	Grandangolo	2018.	Un	anno	di	oncologia.	20a	edizione	-	Genova,	13-15	dicembre	2018	



3-weekly 

carboplatin-

paclitaxel 

The role of Chemotherapy and Maintenance 

 

      Weekly regimens  not improve PFS or OS 

 

      Intraperitoneal chemotherapy/HIPEC is not 

a standard of care  

 

      3-weekly carboplatin-paclitaxel remains the    

standard-of-care chemotherapy 

 

      Bevacizumab in stage III-IV should be 

considered in addition to carbo/paclitaxel: 

improves PFS 

Bevacizumab Maintenance 

Upfront 

debulking 

surgery 

Diagnosis 

1) How to treat the patients in First Line 

 



2) How to Treat the Recurrence 

Diagnosis 

? 

Recurrent 
Disease 

Surgery at recurrence? 

A Phase III Randomized Controlled Trial of Secondary Surgical Cytoreduction followed by Platinum-Based Combination Chemotherapy, With or Without Bevacizumab in Platinum-

Sensitive, Recurrent Ovarian Cancer: <br />A NRG Oncology/Gynecologic Oncology Group Study 

Presented By Robert Coleman at 2018 ASCO Annual Meeting 

Domenica	Lorusso	-	Grandangolo	2018.	Un	anno	di	oncologia.	20a	edizione	-	Genova,	13-15	dicembre	2018	

Primary Endpoint OS: Surgery vs. No Surgery 

Presented By Robert Coleman at 2018 ASCO Annual Meeting 

Domenica	Lorusso	-	Grandangolo	2018.	Un	anno	di	oncologia.	20a	edizione	-	Genova,	13-15	dicembre	2018	

Surgery	in	relapse:	the	new	reality	

Domenica	Lorusso	-	Grandangolo	2018.	Un	anno	di	oncologia.	20a	edizione	-	Genova,	13-15	dicembre	2018	

(Cytoreductive 

surgery) 



Bevacizumab 

Platinum-

based 2nd-line 

chemotherapy  

2) How to Treat the Recurrence 

Diagnosis 

? 

Recurrent 
Disease 

(Cytoreductive 

surgery) 

Bevacizumab:  - With platinum-based 2nd-line CT followed by maintenance: recommended  

                      - After a bevacizumab containing I line: MaNGO OV2B-ENGOT OV17 Trial 

Chemotherapy plus or minus bevacizumab for 
platinum-sensitive ovarian cancer patients 

recurring after a bevacizumab containing first 
line. The randomized phase 3 trial MITO16B - 

MaNGO OV2B - ENGOT OV17 

Sandro Pignata, Domenica Lorusso, Florence Joly, Ciro Gallo, Nicoletta Colombo, 
Cristiana Sessa, Aristotelis Bamias, Carmela Pisano, Frédéric Selle, Eleonora 

Zaccarelli, Giovanni Scambia,                Patricia Pautier, Maria Ornella Nicoletto, 
Ugo De Giorgi, Coraline Dubot, Alessandra Bologna,                 Michele Orditura, 

Isabelle Ray-Coquard, Francesco Perrone, Gennaro Daniele  

on the behalf of MITO, GINECO, MaNGO, SAKK and HeCOG groups 

Sandro Pignata 

Domenica	Lorusso	-	Grandangolo	2018.	Un	anno	di	oncologia.	20a	edizione	-	Genova,	13-15	dicembre	2018	



Study Design 
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Platinum-Based Chemotherapy  

Experimental Platinum-Based Chemotherapy 
plus Bevacizumab 

Platinum-based Chemotherapy:  

•  Carboplatin + Paclitaxel +/- Beva 15mg/kg q 21 

•  Carboplatin + Gemcitabine +/-  Beva 15mg/kg q 21 

•  Carboplatin + PLD q 28 +/- Beva 10mg/kg q 14 

   

Standard 

Sandro Pignata 

Stratification: 

•  center 

•  relapse during or after 1° line Beva 

•  performance status 

•  chemo backbone   

Domenica	Lorusso	-	Grandangolo	2018.	Un	anno	di	oncologia.	20a	edizione	-	Genova,	13-15	dicembre	2018	

Chemotherapy plus or minus bevacizumab for 
platinum-sensitive ovarian cancer patients 

recurring after a bevacizumab containing first 
line. The randomized phase 3 trial MITO16B - 

MaNGO OV2B - ENGOT OV17 

Sandro Pignata, Domenica Lorusso, Florence Joly, Ciro Gallo, Nicoletta Colombo, 
Cristiana Sessa, Aristotelis Bamias, Carmela Pisano, Frédéric Selle, Eleonora 

Zaccarelli, Giovanni Scambia,                Patricia Pautier, Maria Ornella Nicoletto, 
Ugo De Giorgi, Coraline Dubot, Alessandra Bologna,                 Michele Orditura, 

Isabelle Ray-Coquard, Francesco Perrone, Gennaro Daniele  

on the behalf of MITO, GINECO, MaNGO, SAKK and HeCOG groups 

Sandro Pignata 

Domenica	Lorusso	-	Grandangolo	2018.	Un	anno	di	oncologia.	20a	edizione	-	Genova,	13-15	dicembre	2018	



Chemotherapy plus or minus bevacizumab for 
platinum-sensitive ovarian cancer patients 

recurring after a bevacizumab containing first 
line. The randomized phase 3 trial MITO16B - 

MaNGO OV2B - ENGOT OV17 

Sandro Pignata, Domenica Lorusso, Florence Joly, Ciro Gallo, Nicoletta Colombo, 
Cristiana Sessa, Aristotelis Bamias, Carmela Pisano, Frédéric Selle, Eleonora 

Zaccarelli, Giovanni Scambia,                Patricia Pautier, Maria Ornella Nicoletto, 
Ugo De Giorgi, Coraline Dubot, Alessandra Bologna,                 Michele Orditura, 

Isabelle Ray-Coquard, Francesco Perrone, Gennaro Daniele  

on the behalf of MITO, GINECO, MaNGO, SAKK and HeCOG groups 

Sandro Pignata 

Domenica	Lorusso	-	Grandangolo	2018.	Un	anno	di	oncologia.	20a	edizione	-	Genova,	13-15	dicembre	2018	

PFS Investigator assessed (primary end-point) 

Standard	 Experimental	 Log	Rank	
P	

#	events	 161	 143	

Median	PFS	 8.8	mos	 11.8	mos	 <0.001	

HR*	(95%CI)	 0.51	(0.41-0.65)	

*adjusted	by:	
	age,	PS,	centre	size,	bevacizumab	at	relapse,	chemo	backbone,	
residual	disease	at	ini_al	surgery	
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Kaplan-Meier survival estimates

Sandro Pignata 

Domenica	Lorusso	-	Grandangolo	2018.	Un	anno	di	oncologia.	20a	edizione	-	Genova,	13-15	dicembre	2018	



Overall survival 

Standard	 Experimental	 Log	Rank	
P	

#	events	 68	 79	

Median	OS	 27.1	mos	 26.6mos	 0.98	

HR*	(95%CI)	 0.97	(0.70-1.35)	

*adjusted	by:	
	age,	PS,	centre	size,	bevacizumab	at	relapse,	chemo	backbone,	
residual	disease	at	ini_al	surgery	
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Domenica	Lorusso	-	Grandangolo	2018.	Un	anno	di	oncologia.	20a	edizione	-	Genova,	13-15	dicembre	2018	

Chemotherapy plus or minus bevacizumab for 
platinum-sensitive ovarian cancer patients 

recurring after a bevacizumab containing first 
line. The randomized phase 3 trial MITO16B - 

MaNGO OV2B - ENGOT OV17 

Sandro Pignata, Domenica Lorusso, Florence Joly, Ciro Gallo, Nicoletta Colombo, 
Cristiana Sessa, Aristotelis Bamias, Carmela Pisano, Frédéric Selle, Eleonora 

Zaccarelli, Giovanni Scambia,                Patricia Pautier, Maria Ornella Nicoletto, 
Ugo De Giorgi, Coraline Dubot, Alessandra Bologna,                 Michele Orditura, 

Isabelle Ray-Coquard, Francesco Perrone, Gennaro Daniele  

on the behalf of MITO, GINECO, MaNGO, SAKK and HeCOG groups 

Sandro Pignata 

Domenica	Lorusso	-	Grandangolo	2018.	Un	anno	di	oncologia.	20a	edizione	-	Genova,	13-15	dicembre	2018	



 Confirmed the role of Chemotherapy and Maintenance 

treatment 

 Necessary  further investigating of the mode of 

administration (intraperitoneal, with or without 

hyperthermia) 

 The importance of optimal surgery upfront  

 (also at recurrence?) 
 

Fundamental principles of 

therapy remain the same  

 

Ovarian Cancer Medical Treatment: State of art 

Summary 

 

Firmly introduced 

 PARP –Inhibitors 

 

 OLAPARIB 

     Study 19, 2014 
Indicated as maintenance 

therapy-BRCA mut 

 NIRAPARIB 

     Study 19, 2014 
Indicated as maintenance 

therapy 

 RUCAPARIB 

     ARIEL 3, 2017 
Indicated as single  

agent 



The platinum free interval dogma 

Relapsed ovarian cancer categories 

Choice of treatment:  What did we know? 
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Choice of treatment:  What do we know today? 

1. Importance of BRCA mutation status as biomarker 



Choice of treatment:  What do we know today? 

1. Importance of BRCA mutation status as biomarker 

 Risk-reducing salpingo-oophorectomy 
 PARP inhibitors in women with recurrent ovarian 

cancer 

 
SOLO1 trial: Olaparib 

maintenance moves to first 
line Maintenance 

 

 
Well established 

 

 
Advances 

 



Upfront 

debulking 

surgery 

? 

3-weekly 

carboplatin-

paclitaxel 

Diagnosis 
Recurrent 

Disease 

Platinum-

based 2nd-line 

chemotherapy  

Olaparib Olaparib 

Ovarian Cancer Medical Treatment: Advances 



3) Ovarian Cancer Medical Treatment: 

Where to go next? 



3) Ovarian Cancer Medical Treatment 

Where to go next? 

Predictive biomarkers for treatment 

stratification 



2. The power of using genomics to improve patient selection and precision 
medicine 

Choice of treatment:  What do we know today? 

Epithelial Ovarian cancer is not a unique disease  
Well established 

 



Epithelial Ovarian cancer is not a unique disease 
From singular to plural…. 



Epithelial ovarian tumors: broad range of genomic variability with 
different histological subtypes   

Epithelial ovarian 
tumors 



Zhou J Front. Oncol, 2018 



Clin Cancer Res; 23(15) August 1, 2017 Gene expression classification of HGSOCs  

HGSOCs  



Characteristics of ovarian cancer by histology, genomic profile and active 
therapies  

The current standard-of care, including the definition of platinum-resistant disease, 
is not based on molecular signatures  



Epithelial Ovarian cancer is not a unique disease 

2. The power of using genomics to improve patient selection and precision 
medicine 

Choice of treatment:  What do we know today? 

 
Well established 

 

 
Advances 

 

Translational findings demonstrated the importance of 
testing tissues before therapy 

Identification of copy number 
variation (CNV) signatures as 
indicators of outcome 



Seven copy number 

signatures in HGSOC 



Linking copy number signatures with 
mutational processes 

 

Association of survival with copy 
number signatures 

HGSOC: a continuum of genomes  

 Copy number signature exposures at diagnosis predict both overall survival and the 
probability of platinum-resistant relapse.  

 
 Measurement of signature exposures provides a rational framework to choose 

combination treatments that target multiple mutational processes.  



4) What’s next after PARP-inhibitors?  



The challenges of combining DNA damaging agents 
with immune checkpoint inhibitors 



Anti PD1/PDL1 
-ORR 15% 
-Very rarely long lasting responses 
 

Other Studies 
 

-Disis et Al, Avelumab: ORR 9.7% 
-Brahmer et al, Nivolumab: 17 pts, 1 PR, 2 SD  



T cell infiltration 
affect outcome 

Why combine DDR inhibitors + immunotherapy? 



PD-1 

Clonal 

T 

T 

T

T

T

T

PD-1 T

PD-1 

T
T

T
T

 
Preexisting immune 

response 
  

 
Inflamed Tumor 

  

 

Response to immunotherapy: T lymphocytes 
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PD-1 

 

Response to immunotherapy: T lymphocytes 
 

T 
T 

Know the target 

Mutated epitopes are 
preferential targets 

T 
PDL-1 

Neoantigens 

The increased presence of tumor-specific neoantigens makes the tumor more immunogenic, 
leading to an increased number of tumor-infiltrating immune cells. 
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Shumacher T et al Science 2015 

Estimate of neo-antigen repertoire in human cancer 

Ovarian Cancer: Immunogenic? 



Why combine DDR inhibitors + immunotherapy 

• HGSOC has intermediate mutational load (surrogate of neoantigen production) 
 

• Inhibition of DDR pathways would be expected to propagate DNA damage and thus increase 
neoantigen potential 

 

J. S Brown, British Journal of Cancer (2018) 



ICI 

DD Agent 

Trials of PD-1/PD-L1 inhibitors in ovarian cancers 



Ongoing comination immunotherapy trials in ovarian cancer 



 
Ovarian cancers include a number of distinct tumor types with a unique 
pattern of alterations 

 
Options likely will increase in tandem with our understanding  
 
Intoduction of PARPi into the I  line changes the therapeutic paradigm and 
paves the way for biomarker-based patient selection 

 
Identifying predictors of response and resistance to CT and PARPi remain 
an active area of research. Need for Biomarkers!  
 
Medical Treatment according to histotype and molecular profile is the 
future! 
 

 

Conclusions 

Thanks! 


