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decessi/anno 3.200

sopravvivenza 43%
a 5 anni

I numeri del cancro dell’ovaio in Italia

AIRTUM/AIOM 2022

nuovi casi/anno 5.200

prevalenza 49.800
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Varianti patogenetiche di BRCA1/2 e rischio di 

carcinoma della mammella e dell’ovaio

Popolazione 

generale
gBRCA1 gBRCA2

Carcinoma 

mammella

Carcinoma 

ovaio

12.5% 55-72% 45-69%

1.2% 39-44% 11-17%

NCI Official Website 2023

Kuchenbaecher KB el JAMA 2017

Antoniou A et al AM J Hum Genetics 2003

Chen S et al J Clin Oncol 2007

gBRCAm ~ 15%gBRCAm ~ 2-5%

mammella ovaio
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GOG 218
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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



Investigator-assessed Progression-free Survival

Investigator-assessed PFS

DCO: March 2020; Median follow-up: olaparib, 4.8 years, placebo, 5.0 years

CI=confidence interval; HR=hazard ratio; PFS=progression-free survival

Banerjee S, et al. Presented at ESMO Virtual Congress 2020. 19-21 September. Abstract #811MO

Months since randomisation
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66 72 78

Olaparib 

(n=260)

Placebo 

(n=131)

Events, n (%) 118 (45) 100 (76)

Median PFS

(months)
56.0 13.8

HR 0.33

95% CI 0.25–0.43

21% progression-

free at 5 years

48% progression-

free at 5 years

Median follow up

Olaparib: 4.8 years

Placebo: 5.0 years

2-year

treatment cap



Claudio Zamagni 16 maggio 2023

Data cut-off for the 7-year descriptive OS analysis: 07 March 2022. 

Median follow-up of approximately 88 months. 

*P<0.0001 required to declare statistical significance
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44.3% of patients in the placebo 

group received subsequent 

PARP inhibitor therapy, 

compared with 14.6% of 

patients in the olaparib group

Events, n (%) 84 (32.3) 65 (49.6)

Median OS,
months

NR 75.2

HR 0.55 
(95% CI, 0.40–

0.76)
P=0.0004*

Olaparib

(n=260)

Placebo 

(n=131)

67% of olaparib patients were alive at 7 years vs 47% of placebo patients

At the 7-year data cut-off, clinically meaningful OS benefit was 
observed with olaparib vs. placebo 

DiSilvestro P, et al. Presented at ESMO Congress 2022. 9–13 September. Paris, France.



• Body weight ≥77 kg and platelets ≥150,000/μL started with 300 mg QD

• Body weight <77 kg and/or platelets <150,000/μL started with 200 mg QD

PRIMA Trial Design 

1L, first-line; BICR, blinded independent central review; CR, complete response; OC, ovarian cancer; 

PFS2, progression-free survival 2; PR partial response; PRO, patient-reported outcomes; TFST, time to first subsequent therapy.

Niraparib Placebo

Endpoint assessment

Primary Endpoint: Progression-free survival by BICR

Key Secondary Endpoint: Overall Survival

Secondary Endpoints:  PFS2, TFST, PRO, Safety

2:1 Randomization

Patients with newly-diagnosed OC at 

high risk for recurrence after 

response to 1L platinum-based 

chemotherapy
• Neoadjuvant chemotherapy administered: Yes or no 

• Best response to first platinum therapy: CR or PR

• Tissue homologous recombination test status: deficient or 

proficient/not-determined

Stratification Factors

• Patients with homologous recombination deficient tumors, 

followed by the overall population. 

• Statistical assumption: a hazard ratio benefit in PFS of 
• 0.5 in homologous recombination deficient patients

• 0.65 in the overall population 

• >90% statistical power and one-sided type I error of 0.025

Hierarchical PFS Testing

Patients were treated with niraparib or placebo once daily for 36 months 

or until disease progression   
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PRIMA trial: Updated Long-term PFS
(median FU 3.5 y)

Gonzales-Martin A et al ESMO 2022 #530P



Claudio Zamagni 16 maggio 2023

Ray-Coquard I et al ESMO 2019
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Ray-Coquard I et al ESMO 2019
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73.2%

53.8%

5-year OS rate

BRCAm* HRD-positive,† excluding tBRCAm HRD-negative†

Events, n (%) 48 (30.6) 37 (46.3)

Median OS, months 75.2 (unstable) ‡ 66.9

5-year OS rate, % 73.2 53.8

PARPi as subsequent 
therapy, n (%)

38 (24.2) 44 (55.0)

HR 0.60 (95% CI, 0.39–0.93)

Olaparib + 
bevacizuma

b
(n=157)

Placebo + 
bevacizumab

(n=80)

44 (45.4) 32 (58.2)

NR 52.0

54.7 44.2

9 (9.3) 23.0 (41.8)

HR 0.71 (95% CI, 0.45–1.13)

Olaparib + 
bevacizuma

b
(n=97)

Placebo + 
bevacizumab

(n=55)

140 (72.9) 58 (68.2)

36.8 40.4

25.7 32.3

46 (24.0) 34 (40.0)

HR 1.19 (95% CI, 0.88–1.63)

Olaparib + 
bevacizuma

b
(n=192)

Placebo + 
bevacizumab

(n=85)

PAOLA-1

OS subgroup analysis by BRCAm and HRD status

The addition of olaparib to bevacizumab prolonged OS in HRD+ patients regardless of BRCA status, no OS difference
was observed in the HRD- subgroup

*By central labs; †By Myriad myChoice® HRD Plus; ‡Unstable median; <50% data maturity

Ray-Coquard I, et al. Presented at ESMO Congress 2022. 9–13 September. Paris, France
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Carcinoma ovarico alto grado 1L

Algoritmo terapia di mantenimento

Stadio III
upfront CC0

Stadio III 
upfront ≥CC1

post NACT

Stadio IV

PARPi

niraparib (all)

olaparib (BRCAm)

olaparib + beva (BRCAwt HRD+)

BRCAm BRCAwt

HRD

BRCAwt

HRP

PARPi

(olaparib)

PARPi

(olaparib)

+beva

Beva 

(?)

SOLO-1 Paola-1

PRIMA all comers

SOLO-1 BRCAm

Paola-1 BRCAwt HRD+

GOG 218

ICON 7
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HRDposHRDneg

BRCA1 germline
BRCA2 germline 

BRCA1 somatic 

BRCA2 somatic 

BRCA1 methylation

EMSY amplification 

PTEN loss

Other HRD
CCNE1

amplification 

MMR
germline 

Other  

Levine D. The Cancer Genome Atlas, 2011

BRCA mutated

BRCAwt, HRD positive

HRD negative

PARPi +++   Beva ?

PARPi vs Beva

HRD nel carcinoma ovarico
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Myriad myChoice

BRCA1 and BRCA2 variants

(sequencing and large rearrangement)

Genomic instability: loss of heterozygosity, telomeric

allelic imbalance and large-scale state transitions
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