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Ovarian Cancer

Advanced ovarian cancer is characterized by multiple relapse

• Over 70% Ovarian cancer are 

diagnosed with advanced stages

• Disease recurrence is typical

• >70% of patients with advanced 

OC will recur in 3-5 years

• When it recurs, it will eventually 

become platinum refractory 

recurrence

46%
5y OS

70%
Stage 

III/IV

Siegel RL, et al. CA Cancer J Clin . 2021 Jan;71(1):7-33. 

Maintenance therapy



Goals of Maintenance Therapy

• Prolong remission after successful initial treatment

• Extend treatment-free intervals , improve PFS1, hopefully OS

•   Balance efficacy with tolerability with manageable toxicity

• Better QoL after surgery and chemotherapy
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RCTs of Maintenance Therapy



PARPi maintenance demonstrates long-term
survival benefit in patients with BRCAm OC

Time to First Subsequent Therapy ≈ Long Term Survival 

Disilvestro et al., J Clin Oncol 2022

20% progressed during PARPi

35% progress post PARPi

Will they benefit from prolonged PARPi?

20% never relapse

Who are they?



PAOLA-1 post-hoc analysis

• PaEents progressing   during   first-line olaparib 

maintenance had significantly   shorter Eme to 

second progression   aGer starEng subsequent 

therapy.

• Progression Eming was an   independent 

prognostic factor

• PaEents rechallenged with   plaEnum chemo + 

PARP inhibitor   as first subsequent therapy:

progressing   aGer   maintenance is comparable to

PARP-naïve patients (  18.5 vs 17.4 months)

Harter P. et al. Ann Onc 2024

Is PARPi doing benefit in OS?



PARPi resistance mechanism

Fu et al. Genes & Diseases 2024

Relation with platinum resistance?



Factors influencing sensitivity and resistance

• Mutation location:
DNA binding domain (DBD) of BRCA1 and BRCA2 - significant benefit from PARPi
C-terminal BRCT domain of BRCA1 - less significant benefit

• Reversion mutations:
Common mechanism of acquired resistance

• PARP1 alterations:
Reduced PARP1 trapping

• Replication fork protection:
The restoration of replication fork stability protects DNA from damage during 
replication stress caused by PARP inhibitors.

• Drug efflux:
Eg. P-glycoprotein (MDR1), can decrease the intracellular concentration of PARPi

Fraoni et al. Cancers (Basel); 2018



HRD(Homologous Recombination Deficiency)

Fu et al. Genes & Diseases 2024

Witz et al, Biomarker Research, 2025

• HRD clinical detection relies on surrogate 

markers. (Gene scars: LOH, LST, TAI)

• HRD status can vary between tumor regions 

(spatial) and over time (temporal).

• PARPi efficacy correlates better with 

functional HRD than scars alone.



PARPi + immunotherapy

Xiao F et al, J Trans Res. 2024

• PARP inhibitors enhance tumor immunogenicity and the presentation of neoantigens in the tumor 

microenvironment (TME) by increasing antigen presentation and upregulating PD-L1 expression.

• The combination promotes the secretion of IFN-β through the JAK-STAT and GSK3β pathways, further 

enhancing the immune system’s attack on tumor cells 



ATHENA-COMBO: Rucaparib+nivolumab

Monk et al., 2024 ESMO Congress



DUO-O: Olaparib+durvalumab+bevacizumab

Trillsch F. 2024 ESMO congress

But, the control arm does not include a PARP inhibitor – we do not know if it is

benefit from Olaparib.

Interim OS is not significant.



KEYLYNK-001: Olaparib+Pembro

Powell et al., 2025 SGO Annual Meeting

we still do not have the control arms of olaparib



KEYLYNK-001: Olaparib+Pembro

Powell et al., 2025 SGO Annual Meeting

CPS ≥10

HR 0.66

ITT

HR 0.71

We still do not have the control arms of PARPi



FIRST: Niraparib + dostarlimab

Moore K. et al., ASCO meeting 2025



FIRST: Niraparib + dostarlimab
PFS in ITT population PFS in PD-L1 population

•   The addiEon of dostarlimab to first-line platinum-based chemotherapy and maintenance niraparib was associated 

with a statistically significant, though clinically modest, improved PFS for patients with newly diagnosed aOC.  

•   PD-L1 positivity (TAP ≥5%) did not differentiate dostarlimab effect.  

•   There was no observed difference in OS.  

•   Safety results were consistent with known individual profiles of the agents used in the study.  

•   There were no meaningful differences in paEent-reported outcomes of the EQ VAS or the EORTC-QLQ-C30. 



FL maintenance – how to place order?
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What’s still ahead?

• Stratification

Risk for progression with PARPi

Exceptional prognosis

• Optimal duration of therapy

• NRG-GY036: One vs. two years 
of maintenance olaparib

• Patient with HRP tumors

ADC? 

• Ultra radical surgery

Diaphram LN dissection?

27% progressing on PARPi

20% disease-

free on placebo



TRUST: Radical upfront surgery vs NACT+ICS 



TRUST: Radical upfront surgery vs NACT+IDS



TRUST: Radical upfront surgery vs NACT+IDS



TRUST: Radical upfront surgery vs NACT+IDS 

Mahner S. et al., ASCO meeting, 2025



Thank you!




