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Il ruolo dei PARP inibitori nel 
trattamento terapeutico



I PARPi e la teoria del tavolo



My Agenda
 Ovarian Cancer
 Breast Cancer
 Prostate Cancer
X   Pancreatic Cancer



Maintenance’s therapy in Ovarian Cancer



PARP Inhibitors in Patients With Recurrent or Relapsed Ovarian Cancer: Maintenance Therapy

Outcome Measure ENGOT-OV16/NOVA1,2 SOLO23,4 ARIEL35

Study regimen Niraparib vs placebo
(N = 553*)

Olaparib vs placebo
(N = 295)

Rucaparib vs placebo
(N = 564)

Study phase III III III

Median f/u, mo 16.91 to 672 65.7 vs 64.5 --

gBRCAm non-gBRCAm gBRCAm BRCAm HRD ITT

ORR, %
 CR

-- -- 38% vs 9%
18% vs 0%

27% vs 7%
12% vs 0%

18% vs 8%
7% vs 2%

Median PFS, mo 21.0 vs 5.5 
(HR: 0.27)

9.3 vs 3.9 
(HR: 0.45)

19.1 vs 5.5†

(HR: 0.30; 
P <.0001)

16.6 vs 5.4 
(HR: 0.23; 
P <.0001)

13.6 vs 5.4 
(HR: 0.32; 
P <.0001)

10.8 vs 5.4 
(HR: 0.36; 
P <.0001)

Median OS, mo 43.6 vs 41.6 
(HR: 0.93)

31.1 vs 36.5 
(HR: 1.10)

51.7 vs 38.8‡

(HR: 0.74) --

*Germline BRCAm: niraparib, n = 138; placebo, n = 65. Non-germline BRCAm: niraparib, n = 234; placebo, n = 116. †Investigator assessed. ‡Unadjusted OS. 

1. Mirza. NEJM. 2016;375:2154. 2. Matulonis. SGO 2021. Abstr 37. 3. Poveda. Lancet Oncol. 2021;22:620. 
4. Pujade-Lauraine. Lancet Oncol. 2017;18:1274. 5. Coleman. Lancet. 2017;390:1949. 



SOLO-1 was the first Phase III trial to investigate maintenance PARP inhibitor 
treatment in newly diagnosed advanced 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; BID=twice daily; BRCAm=BRCA mutation; CR=complete response; 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; NED=no evidence of disease; 
OS=overall survival; PFS=progression-free survival; PFS2=time to second progression or death; PR=partial response; RECIST=Response Evaluation Criteria in Solid Tumours; 
TFST=time from randomisation to first subsequent therapy or death; TSST=time from randomisation to second subsequent therapy or death; TOI=Trial Outcome Index 

1. Moore K, et al. N Engl J Med. 2018;379:Clinical Study Protocol; 2. Moore K, et al. N Engl J Med. 2018;379:2495–2505

• 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 CR or PR 

after platinum-based 
chemotherapy

Olaparib 300 mg BID
(n=260)

Placebo
(n=131)

2:1 randomisation
Stratified by response 

to platinum-based 
chemotherapy 

• Study treatment 
continued until 
disease progression

• Patients with NED 
at 2 years stopped 
treatment

• Patients with a PR 
at 2 years could 
continue treatment

Primary endpoint

• Investigator-assessed PFS 
(modified RECIST 1.1)

Secondary endpoints

• PFS using BICR
• PFS2
• OS
• TFST
• TSST
• HRQoL (FACT-O TOI score) 

2 years’ treatment if NED



After 5 years’ follow-up, the PFS benefit derived from maintenance 
olaparib was sustained substantially beyond the end of treatment

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

2-year 
treatment 

cap



*TFST data from the primary DCO of May 2018. Median follow-up: olaparib 40.7 months, placebo 41.2 months

†Data are from the 5-year follow-up DCO of March 2020. Median follow-up: olaparib 4.8 years, placebo 5.0 years

1. Banerjee S, et al. Presented at ESMO Virtual Congress 2020. 19–21 September. Abstract #811MO; 2. Moore K, et al. N Engl J Med. 2018;379:2495–2505

After 5 years’ follow-up, patients continued to derive benefit from 
olaparib in a range of efficacy endpoints at long-term follow-up





The PFS benefit derived from maintenance niraparib was confirmed in 
the ITT population, irrespective of HRD status



PFS benefit derived from maintenance PARPi in BRCA mutated, higher risk 
population (NON-PRESPICIFIED SUBGROUP ANALYSIS)



SOLO-1 PRIMA

PFS benefit derived from maintenance PARPi in BRCA mutated, higher risk 
population (NON-PRESPICIFIED SUBGROUP ANALYSIS)



First Line Maintenance Therapy

PARPi



PAOLA-1: Olaparib maintenance in newly diagnosed advanced ovarian cancer 
patients treated with chemotherapy and bevacizumab



L’associazione bevacizumab + olaparib si e’ dimostrata efficace solo nelle
pazienti HRD positive

The clinically meaningful improvement in mPFS (20 months) may increase with longer follow-up

48%

52%

HRD + HRD -



OS subgroup analysis by BRCAm and HRD status



Incidence of PARPi-related MDS/AML



Breast Cancer

















Prostate Cancer























Pancreatic Cancer



In conclusion, the POLO trial showed that maintenance 
olaparib provided a significant progression-free survival 
benefit to patients with a germline BRCA mutation and 
metastatic pancreatic cancer that had not progressed 
during platinum-based chemotherapy.

No dell’Aifa alla rimborsabilità 
del farmaco per cancro al 
pancreas



Take Home Message
• I PARPi sono una classe di farmaci che ha dimostrato un’efficacia in 

diversi tumori solidi, con una sorta di effetto di classe sia per attività 
sia per profilo di tollerabilità

• Ad oggi l’unico fattore predittivo di risposta è «off-target»
• Pur potendo determinare l’insorgenza di MSD/AML, tale evento 

rimane raro anche nel lungo termine
• Si stanno studiando associazioni per valutare un aumento dell’attività 

e dell’efficacia dei PARPi



Questions?
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