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1. What are the subgroups for clinical trials in 
ROC (recurrent ovarian cancer)?

2. What are the control arms for clinical trials 
in ROC ?

3. What are the endpoints for clinical trials in 
ROC?

Three Questions



5° OCCC Of The GCIG: 
Factors for Defining Recurrnt Population



4th Ovarian Cancer Consensus Conference of the 

Gynecologic Cancer InterGroup (Vancouver, 2010)
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Histological type
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Is There a Role for Surgery in the Recurrent Disease Setting? 

A combination of
PS, 
early FIGO stage 
initially or no residual
tumor after first 
surgery, and 
absence of ascites
could predict
complete resection in 
79% of patients.

Harte P et al Ann Surg Oncol, 2006

Harte P. DESKTOPII. Int J Gynecol Cacer 2011



Is There a Role for Surgery in the Recurrent Disease Setting?
AGO-OVAR DESKTOP III 

Du Bois et al, JCO 2017



GOG 213



GOG 213





5° OCCC Of The GCIG: 
Platinum Seems to be an option 





• Carboplatin doublet

• Carboplatin doublet with bevacizumab followed
by maintenance with bevacizumab

• Carboplatin doublet followed by PARPi in case of 
response, but only if sBRCA is mutated

• Carboplatin doublet followed by PARPi in case 
of response, independently of sBRCA status

Treatment Options for the Patients



[F. A. Raja N. et al. Annals of Oncology, Vol. 24, Issue 12, 1 Dec 2013;3028–3034]

Platinum-Doublet is Superior to Platinum Single Agent in Overall Survival and 
Progression-Free Survival 

Forest plot showing the effect of platinum-combination 
chemotherapy on (A) overall survival (OS) and (B) progression-free 
survival (PFS)

HR:0.8

HR:0.68



Platinum – Doublet is superior to Platinum Single 
Agent Independently of TFIp and Previous Lines



CALYPSO TRIAL 
Pegylated Liposomal Doxorubicin and Carboplatin Compared With Paclitaxel and 
Carboplatin for Patients With Platinum-Sensitive Ovarian Cancer in Late Relapse



• Carboplatin doublet

• Carboplatin doublet with bevacizumab followed
by maintenance with bevacizumab

• Carboplatin doublet followed by PARPi in case of 
response, but only if sBRCA is mutated

• Carboplatin doublet followed by PARPi in case 
of response, independently of sBRCA status

Treatment Options for the Patients



OCEANS and GOG-213 Explored the Addition of 
Bevacizumab to Carboplatin Doublet in First Relapse



OCEANS TRIAL
A Randomized, Double-Blind, Placebo-Controlled Phase III Trial of Chemotherapy 
With or Without Bevacizumab in Patients With Platinum-Sensitive Recurrent 
Epithelial Ovarian, Primary Peritoneal, or Fallopian Tube Cancer

C. Aghajanian et al, JCO 2012



Coleman R L et al,Lancet Oncol 2017

OS 42.2 vs 37,3 mesi



Are the GOG-213 Results Enough For Rechallenge With 
Bevacizumab in First Relapse and Platinum as Option?



ENGOT-OV17  MITO-16B  MANGO OV2B

Presented by Sandro Pignata at 2018 ASCO Annual Meeting



• Carboplatin doublet

• Carboplatin doublet with bevacizumab followed
by maintenance with bevacizumab

• Carboplatin doublet followed by PARPi in case 
of response, but only if sBRCA is mutated

• Carboplatin doublet followed by PARPi in case of 
response, independently of sBRCA status

Treatment Options for the Patients



Primary endpoint:

Progression-free survival (PFS) by RECIST*

Secondary endpoints:

Time to progression by CA-125 (GCIG criteria) or RECIST

Overall survival

Objective response rate by RECIST

Safety and tolerability

Health-related quality of life and symptoms





Study 19
Olaparib 400 mg bid 
(n=136)

Placebo
(n=129)

BRCA- germline-mutation status,  (%)
BRCA1 or BRCA2 mutation
Known negative
Unknown

23
13
64

22
16
63





PARP Inhibitors



Efficacy of PARPi in Patients with BRCA-Mutant Disease
Primary Endpoint: PFS



• Carboplatin doublet

• Carboplatin doublet with bevacizumab followed
by maintenance with bevacizumab

• Carboplatin doublet followed by PARPi in case 
of response, but only if sBRCA is mutated

• Carboplatin doublet followed by PARPi in case of 
response, independently of sBRCA status

Treatment Options for the Patients



Efficacy of PARPi in Patients with Non-gBRCA-
Mutant Disease

ENGOT-ov16/NOVA



Efficacy of PARPi in Patients with BRCAwt Disease
ARIEL-3



PARPi Maintenance Therapy is Changing Clinical practice
in Ovarian Cancer







The Sequence Effect





Monk B, et al. Eur J Cancer 2012

Trabectedin: OVA-301 Study Design



Pazienti PPS: effetto di trabectedina nelle linee successive

– Nelle pazienti PPS (n=94) che 
fanno platino come successiva 
terza linea di trattamento il 
braccio trabectedina + PLD 
riporta una riduzione del rischio 
relativo di morte del 42% verso 
PLD (HR 0.58, p=0.0153)

– Dalla randomizzazione… si 
riporta una sopravvivenza 
mediana nel gruppo 
trabectedina + PLD di 27,7 mesi 
verso 18,7, con un aumento 
significativo di 9 MESI

Concludiamo che trabectedina, 
oltre al suo effetto primario,  
aumenta l’efficacia della linea
successiva a base di platino

[Poveda A et al. Cancer Treat Rev 2014; 40: 366–375]

Overall survival in PPS patients with
platinum as subsequent treatment 



Extension of Platinum Free Interval: Myth o Reality?

Pignata S et al, JCO 2016



Inovatyon Study

Closed recruitment: 618 patients





O’ Byrne 2002 PLD vs. paclitaxel No difference

Ten Bokkel Huinik
2003

Topotecan vs. paclitaxel No difference

Gordon 2004 PLD vs. topotecan ence No difference

Mutch, Ferrandina
2006

PLD vs. gemcitabine No difference
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AURELIA

R

CHEMOTHERAPY ALONE
- PTX
- PLD

- TOPOTECAN

CHEMOTHERAPY PLUS 
BEVACIZUMAB

Recurrent/
resistent
ovarian
cancer
Endpoints
PFS, QoL
N=300

Pujade-Lauriane E et al, JCO 2014

Paclitaxel cohort



Immune Chechpoint inhibitors in Ovarian Cancer: still
room for improvement



• La chemioterapia a base di platino rimane una certezza

• Il Bevacizumab incrementa la PFS nelle varie linee di 
trattamento 

• La determinazione del BRCA 1-2 diventa una necessità, oltre che 
per la prevenzione familiare, anche per la terapia con PARP 
inhibitors e i suoi risultati.

• I trials randomizzati ongoing in tutti i setting di malattia 
risponderanno al quesito sul ruolo dell’immunoterapia nel 
trattamento del carcinoma ovarico

• Ancora molto c’è da fare

Conclusioni (1)



INNOVAZIONE

ACCESSIBILITA’

INFORMAZIONE

SOSTENIBILITA’

La sopravvivenza a 5 anni del 
carcinoma ovarico oggi è ~ 40%
Sopravvivenza a 5 anni 
1990-94  37%   2005-09  40%   Δ +3%
AIOM-AIRTUM, I numeri del cancro,2017

Azzerare le differenze tra Sud e Nord 
Italia
-Uniformità dei modelli a livello nazionale

-Garanzia di accesso a uguale 
qualità/standard assistenziali 
-Integrazione dei PDTA 
-Ottimizzazione della spesa 
-Implementazione della ricerca



Grazie per l’attenzione


