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guarisce <1/3

decessi/anno 3.200

sopravvivenza 39%
a 5 anni

I numeri del cancro dell’ovaio in Italia

AIRTUM/AIOM 2017

nuovi casi/anno 5.200



26th FIGO Annual Report
Carcinoma of the Ovary: 5-yr Survival by Stage

32%

19%





























CP (Arm I)

Arm I 
CP 

(n=625)

Patients with event, n (%) 423 
(67.7)

Median PFS, months 10.3

Stratified analysis HR 
(95% CI)

One-sided p-value (log rank)

GOG-0218: Investigator-Assessed 

PFS

+ BEV (Arm II)

ap-value boundary = 0.0116

+ BEV → BEV maintenance (Arm III)

P
ro

p
o

rt
io

n
 s

u
rv

iv
in

g
 p

ro
g

re
s
s

io
n

 f
re

e

Months since randomization

1.0

0.9

0.8

0.7

0.6

0.5

0.4

0.3

0.2

0.1

0
0 12 24 36

Arm III
CP + BEV 

BEV
(n=623)

360 
(57.8)

14.1

0.717 
(0.625–0.824)

<0.0001a

19

Arm II
CP + BEV
(n=625)

418 
(66.9)

11.2

0.908
(0.759–1.040)

0.080a









•

SOLO-1
•Olaparib maintenance therapy in patients with newly diagnosed advanced 

ovarian cancer following platinum-based chemotherapy



SOLO-1 is the first Phase III trial to investigate maintenance therapy 

with a PARP inhibitor in newly diagnosed ovarian cancer

*Upfront or interval attempt at optimal cytoreductive surgery for stage III disease and either biopsy and/or upfront or interval cytoreductive surgery for stage IV disease

BICR = blinded independent central review; ECOG = Eastern Cooperative Oncology Group; FACT-O = Functional Assessment of Cancer Therapy – Ovarian Cancer; 

FIGO = International Federation of Gynecology and Obstetrics; HRQoL = health-related quality of life; PFS = progression-free survival; PFS2 = time to second 

progression or death; RECIST = Response Evaluation Criteria in Solid Tumours; TOI = Trial Outcome Index; PARP = poly (ADP-ribose) polymerase; BRCAm = BRCA

gene mutation

https://clinicaltrials.gov/ct2/show/NCT01844986 (accessed October 2018)

SOLO-1 is a global randomised multicentre placebo controlled Phase III study

• Newly diagnosed, FIGO 

stage III–IV, high-grade 

serous or endometrioid 

ovarian, primary 

peritoneal or fallopian tube 

cancer

• Germline or somatic 

BRCAm

• ECOG performance status 

0–1

• Cytoreductive surgery*

• In clinical complete 

response or partial 

response after platinum-

based chemotherapy

Olaparib 300 mg bid

(N=260)

Placebo

(N=131)

2:1 randomisation

• Study treatment 

continued until 

disease progression

• Patients with no 

evidence of disease 

at 2 years stopped 

treatment

• Patients with a 

partial response at 2 

years could 

continue treatment

Primary endpoint

• Investigator-assessed PFS 

(modified RECIST 1.1)

Secondary endpoints

• PFS using BICR

• PFS2

• Overall survival

• Time from randomisation to first 

subsequent therapy or death 

• Time from randomisation to 

second subsequent therapy or 

death

• HRQoL (FACT-O TOI score) 

Stratified by response 

to platinum-based 

chemotherapy 

2 years’ treatment if no evidence of disease



Olaparib reduced the risk of progression or death by 70% vs. 

placebo1

DCO: May 2018; Median FU: olaparib, 40.7 months placebo, 41.2 months

Analysis was performed after 198 progression events had occurred (in 50.6% of patients)

PFS = progression-free survival; DCO = data cut-off; HR = hazard ratio; CI = confidence interval

1. Moore K et al. N. Engl. J. Med. (2018) ePub ahead of print; 2. Moore K et al. Oral presentation LBA7_PR, ESMO (2018)

After a median follow-up of 41 months, the median PFS had not been reached in the olaparib 

arm (vs. 13.8 months in the placebo arm)1
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Olaparib 

Placebo

240

118

No. at risk

Olaparib

Placebo

Primary endpoint: 

investigator-assessed 

PFS

Olaparib Placebo

Events, N (%)
102 

(39.2)

96 

(73.3)

Median PFS

(months)
NR 13.8

HR=0.30 

95% CI: 0.23, 0.41

p<0.001

Stima PFS: 49.8 mesi vs 13.8 mesi: ∆36,7 mesi



Olaparib reduced the risk of progression or death by 70% vs. 

placebo1

DCO: May 2018; Median FU: olaparib, 40.7 months placebo, 41.2 months

Analysis was performed after 198 progression events had occurred (in 50.6% of patients)

PFS = progression-free survival; DCO = data cut-off; HR = hazard ratio; CI = confidence interval

1. Moore K et al. N. Engl. J. Med. (2018) ePub ahead of print; 2. Moore K et al. Oral presentation LBA7_PR, ESMO (2018)
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Olaparib 

Placebo

240

118

No. at risk

Olaparib

Placebo

Primary endpoint: 

investigator-assessed 

PFS

Olaparib Placebo

Events, N (%)
102 

(39.2)

96 

(73.3)

Median PFS

(months)
NR 13.8

HR=0.30 

95% CI: 0.23, 0.41

p<0.001

60.4% progression 

free at 3 years

26.9% progression 

free at 3 years

A 3 anni solo il 40% delle pazienti trattate con olaparib ricade, contro il 70% delle pazienti 

trattate con placebo



Adverse events were mostly mild or moderate in the olaparib arm1,2

DCO: May 2018

A serious adverse event (SAE) is defined as any untoward medical occurrence that at any dose. results in death, is life-threatening. requires inpatient hospitalisation 

or causes prolongation of existing hospitalisation

AE = adverse event; CTCAE = Common Terminology Criteria for Adverse Events; DCO = data cut-off; SAE = serious adverse event

1. Moore K et al. N. Engl. J. Med. (2018) ePub ahead of print; 2. Moore K et al. Oral presentation LBA7_PR, ESMO (2018)

Grade ≥3 AEs occurred in 39% of patients in the olaparib arm vs. 19% in the placebo arm

Olaparib (N=260) Placebo (N=130)

Median duration of treatment, months 

(range)
24.6 (0-52.0) 13.9 (0.2-45.6)

Any AE, N (%) 256 (98.5) 120 (92.3)

Any AE of CTCAE Grade ≥3, N (%) 102 (39.2) 24 (18.5)

Any SAE, N (%) 54 (20.8) 16 (12.3)

27



The most common AEs reported in patients on olaparib in 

SOLO-1 were gastrointestinal disturbances, fatigue and anaemia

*Grouped term

AE = adverse event

1. Moore K et al. Oral presentation LBA7_PR, ESMO (2018)

Olaparib (N=260) Placebo (N=130)

Adverse events (%)

Constipation

Dysgeusia

Neutropenia*

Nausea

Fatigue/asthenia*

Vomiting

Diarrhoea

Arthralgia

100 75 50 25 0 0 25 50 75 100

Anaemia*

0.8

3.8

0.4

21.5

3.1

8.5 4.6

1.5

0.8

1.5

All grades (frequency ≥25%)

Grade ≥3 (frequency ≥5%)

All grades (frequency ≥25%)

Grade ≥3 (frequency ≥5%)



Conclusions

PFS = progression-free survival; AE = adverse event; HRQoL = health-related quality of life; HR = hazard ratio; BRCAm = BRCA gene mutation

1. Moore K et al. N. Engl. J. Med. (2018) ePub ahead of print; 2. Moore K et al. Oral presentation LBA7_PR, ESMO (2018)

Maintenance olaparib led to a substantial, unprecedented improvement in PFS in patients with 

newly diagnosed, advanced ovarian cancer and a BRCAm, with a difference in median PFS 

estimated to be in the region of 3 years1,2

30

A 70% reduction in risk of disease progression or death was observed for olaparib vs. placebo-treated patients 

(HR 0.30; p<0.001)1

• After a median follow up of 41 months, median PFS was not reached on the olaparib arm vs. 13.8 months 

for placebo with PFS at 3 years: 60.4% vs. 26.9% for olaparib vs placebo1

A reduction in the risk of second progression or death was observed demonstrating that olaparib maintenance 

does not diminish the benefit conferred by subsequent therapy1

The safety profile is consistent with previous olaparib data with most AEs being mild or moderate in severity 

and generally not leading to dose reduction or permanent discontinuation1

There was no decrease in HRQoL from baseline for olaparib-treated patients over the 24-month treatment 

period and no clinically important differences in HRQoL compared with placebo-treated patients1



           Algoritmo di trattamento del carcinoma ovarico avanzato alla diagnosi 

 

A) Valutazione  clinica ,  radiologica ed anestesiologica : 

Le condizioni generali della paziente sono compatibili con chirurgia citoriduttiva anche 

aggressiva e la  diffusione di malattia fa ritenere possibile un debulking ottimale  

                         

                                                   SI                                                                          NO  

   Esplorazione chirurgica ( LPT, LPS)                                      CBDA+ PTX +    BEV *   

                                                                                                       

     Fattibilità di debulking ottimale                                          chirurgia citoriduttiva di intervallo*    

         

                             SI                  NO                                                         CBDCA+ PTX x 3 cicli +   BEV*  

       Chirurgia     citoriduttiva primaria                                              (*se BRCA wt )  

 

         Olaparib se mBRCA 

CBDCA+ PTX +    BEV x 6 cicli*   

 ( BEV se BRCA wt in mantenimento;  

olaparib se mBRCA)    

 

 

#solo se risposta a NACT e citoriduzione ottimale possibile 

 

 

 

 

 

 

 

 

 



















Trial Chemotherapy Bevacizumab PFS HR

First line

GOG-02181

(n=1873)
Paclitaxel

Carboplatin

Concurrent and 
maintenance 

15 mg/kg q3w
(3-arm placebo)

0.72

ICON72

(n=1528)
Paclitaxel

Carboplatin

Concurrently only 
7.5 mg/kg q3w 

(2 arm)
0.81

Second line

Platinum resistant
Aurelia3

(n=361)

Caelyx
Topotecan
Paclitaxel

Concurrent 
10 mg/kg q2w

(2 arm)
0.48

Platinum sensitive
OCEANS4

(n=484)
Gemcitabine
Carboplatin

Concurrent 
15 mg/kg q3w

(2 arm) 
0.48

Bevacizumab in ovarian cancer: 
four pivotal trials

1. Burger et al. N Engl J Med 2011
2. Perren et al. N Engl J Med 2011

3. Pujade-Laurain et al. J Clin Oncol 2012
4. Aghajanian et al. J Clin Oncol 2012

NO predictive biomarkers



• PRIMARY ENDPOINT: PFS

Efficacy of bevacizumab in recurrent 
ovarian cancer

OCEANS1 GOG-2132 MITO-163

12.4 vs 8.4 months
HR 0.48 (95% CI: 0.39-0.60)

13.8 vs.10.4 months
HR 0.63 (95% CI: 0.53-0.74)

11.8 vs 8.8 months
HR 0.51 (95% CI: 0.41-0.65)

1. Aghajanian C, et al. J Clin Oncol 2012;30:2039-2045; 2. Coleman et al. Lancet Oncology 2017;18:779-791; 
3. Pignata S, et al. J Clin Oncol 2018;36:(suppl; abstr 5506)



Pujade-Lauraine E, et al. J Clin Oncol 2014; 32(13): 1302-08

AURELIA: Bevacizumab in platinum-
resistant ovarian cancer









Treatment options for 
platinum-resistant 

ovarian cancer

1st line treatment

< 6 months

Resistant

± Bevacizumab

Option1

Option2

Option3

Platinum-based 
chemo Paclitaxel weekly (+/- bev)

Option 4

PLD (+/- bev)

Topotecan (+/- bev)

Gemcitabine

PFI, platinum-free interval; PLD, pegylated liposomal doxorubicin
Ledermann J et al. 2013. Newly diagnosed and relapsed epithelial ovarian carcinoma: ESMO Clinical Practice Guidelines for diagnosis, 
treatment and follow-up. Annals of Oncology, 24 (Supplement 6): vi24–vi32. 



CG + PL

OCEANS: Study schema

CG for 6 (up to 10) cycles
Stratification variables:

• Platinum-free interval 

(6–12 vs >12 months)

• Cytoreductive surgery for 

recurrent disease (yes vs no)

Platinum-sensitive 

recurrent OCa

•Measurable disease

•ECOG 0/1

•No prior chemo for 

recurrent OC

•No prior BV

(n=484)

BV = bevacizumab; PL = placebo
aEpithelial ovarian, primary peritoneal, or fallopian tube cancer

G 1000 mg/m2, d1 & 8

C AUC 4

PL q3w until progression

C AUC 4

BV 15 mg/kg q3w until progression

G 1000 mg/m2, d1 & 8
CG + BV



242 177 45 11 3 0CG + PL

OCEANS: Primary analysis of PFS
CG + PL
(n=242)

CG + BV
(n=242)

Events, n (%) 187 (77) 151 (62)

Median PFS, 
months (95% CI)

8.4
(8.3–9.7)

12.4
(11.4–12.7)

Stratified 
analysis HR (95% 
CI)
Log-rank p-value

0.484
(0.388–0.605)

<0.0001

MonthsNo. at risk

242 203 92 33 11 0CG + BV
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OCEANS: Interim OS

1.0

0.8
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0.4
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Months

6 12 30 36 42

No. at risk:

18 24

242 235 195 26 8 0CG + PL 131 77

242 238 200 42 8 0CG + BV 146 82

NE = not estimable
ap-value does not cross pre-specified boundary of 0.001















PRIMARY ENDPOINT: PFS

Efficacy of PARP inhibitors 

in BRCAm patients 

SOLO-2 - gBRCAm1 NOVA – gBRCAm2 ARIEL-3- BRCAm3

19.1 vs 5.5 months

HR 0.30 (95% CI: 0.22-0.41)

21.0 vs. 5.5 months

HR 0.27 (95% CI: 0.17-0.41)

16.6 vs 5.4 months

HR 0.23 (0.16-0.34)

1. Pujade-Lauraine E, et al. Lancet Oncology 2017;18:1274-1284; 2. Mirza MR, et al. N Engl J Med 
2016;375:2154-164;  3. Coleman RL, et al. Lancet 2017;390:1949-1961















Conclusioni 

• BEVACIZUMAB è l’unico antiangiogenetico approvato per il trattamento
del tumore ovarico sia in prima linea che nella recidiva sia platino-
SENSIBILE che platino-RESISTENTE;

• OLAPARIB: nuovo farmaco con meccanismo d’azione diverso approvato sia
come terapia di MANTENIMENTO nelle pazienti platino-SENSIBILI che
abbiano risposto ad una precedente terapia con carboplatino e taxolo
come terapia di mantenimento dopo una prima linea a base di platino;

• Niraparib e Rucaparib efficaci indipendentemente dallo stato di BRCA;

• Diversi profili di tossicità



• BRCA is the first molecular biomarker for a target therapy in OC

• More patients can benefit further to germilene mutated (BRCA 
somatic, HRD)

• BRCA can also help in chemotherapy choice

• BRCA germile tested in all patients also for prevention

Conclusioni 




