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MOST RECENT OVARIAN CANCER EPIDEMIOLOGY

At the end, more 
patients in the 
relapse setting 
needing therapies
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*P<0.0001 required to declare statistical significance
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with 14.6% of 

patients in the olaparib group

Rationale for PARP inhibitors in ovarian 

cancer
BRCAm/HRD

Jak3yT0mJak3yT0m

Jak3yT0mJak3yT0m

Surrogate for updated PFS

SOLO1 updated Time to First Subsequent Therapy

Months since randomization 

260 0240 223 203 190 160 147 141 132 125 119 115 111 102 75 31 5

131 0114 79 55 45 39 32 28 26 25 25 24 24 23 18 4 1

No. at risk

Olaparib

Placebo

51.2%

22.5% 20.6%

45.3%

Olaparib

Placebo

0 1026 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96
0

100

90

80

70

60

50

40

30

20

10

P
at

ie
nt

s 
fr

ee
 fr

om
 fi

rs
t s

ub
se

qu
en

t 

th
er

ap
y 

or
 d

ea
th

 (
%

)

Olaparib
(N=260)

Placebo
(N=131)

Events, n (%) 135 (51.9) 98 (74.8)

Median TFST, months 64.0 15.1

HR 0.37 (95% CI 0.28–0.48)
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Rationale for PARP inhibitors in ovarian 

cancer
BRCAwt/HRD

CI, confidence interval; HRd, homologous recombination deficient; ITT, intent-to-treat; mPFS, median progression-free survival; OC, 
ovarian cancer; PFS, progression-free survival.
1. González-Martín A, et al. Presented at ESMO 2022 (Poster #530), 9–13 Sep, Paris, France.

PRIMA LT updated analysis: Sustained and durable PFS benefit in patients with 

newly diagnosed advanced OC at the highest risk of early relapse
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● The randomised, double-blind, placebo-controlled phase 3 
PRIMA/ENGOT-OV26/GOG-3012 study evaluated the safety and 

efficacy of niraparib, a poly(ADP-ribose) polymerase (PARP) inhibitor, for 

the first-line (1L) maintenance treatment of patients with newly diagnosed 

advanced ovarian cancer (OC) after a response to 1L platinum-based 

chemotherapy1

● In the PRIMA primary analysis, niraparib maintenance treatment 

significantly extended progression-free survival (PFS) by blinded 

independent central review (BICR) compared with placebo in patients 

with homologous recombination–deficient (HRd) tumours (21.9 months 

versus 10.4 months; hazard ratio, 0.43; 95% CI, 0.31–0.59; P<0.001) 
and in the overall population (13.8 months versus 8.2 months; hazard 

ratio, 0.62; 95% CI, 0.50–0.76; P<0.001)1

● The primary endpoint of PFS by BICR was concordant with investigator-

assessed (IA) PFS1

● The most common grade ≥3 treatment-emergent adverse events 
(TEAEs) were haematological in nature (anaemia, thrombocytopenia, 

and neutropenia)1

● After a median of 3.5 years of follow-up, a sustained and durable PFS 
benefit was observed in the overall population and across biomarker 

subgroups as determined by investigator assessment

– Sustained benefit was observed with long-term follow-up, with hazard 

ratios that were consistent with the primary analysis regardless of 

biomarker status

– In the HRd and homologous recombination–proficient (HRp) 

populations, respectively, a clinically meaningful 48% and 35% 

reduction of the risk of progression or death was observed

● Niraparib-treated patients were notably more likely to be free of 

progression or death at 4 years than placebo-treated patients in both the 
HRd (38% vs 17%) and overall (24% vs 14%) populations

● Adverse event (AE) findings were consistent with the primary analysis, 

with no new safety findings

– Long-term niraparib monotherapy was associated with a low rate of 

discontinuations due to AEs

● These data demonstrate that niraparib as 1L maintenance treatment 

provides durable long-term remission in women with newly diagnosed 

advanced OC who were at high risk for disease progression or death

● The PRIMA double-blind, placebo-controlled phase 3 trial enrolled 
patients with newly diagnosed advanced high-grade serous or 

endometrioid ovarian, primary peritoneal, or fallopian tube cancer 
(collectively referred to as OC) with a complete or partial response 

to 1L platinum-based chemotherapy1 (Figure 1)

● Patients were randomised (2:1) to receive niraparib or placebo once 
daily. Stratification factors were best response to 1L chemotherapy 

treatment (complete or partial response), receipt of neoadjuvant 
chemotherapy (yes/no), and homologous recombination deficiency 

(HRD) status (HRd or HRp/homologous recombination not 

determined) per the Myriad myChoice HRD test1

● The primary endpoint was PFS by BICR analysed in both the HRd

and the overall (intent-to-treat) populations per prespecified 
hierarchical testing1

● Here we report updated (ad hoc) data from the 17 November 2021 

clinical cutoff date, where IA PFS was analysed
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Methods Results (cont’d)

● Niraparib treatment increased PFS duration compared with 
placebo treatment across biomarker subgroups (Figure 4)

● The greatest treatment benefit was seen in patients with HRd
tumours that were BRCA mutated (hazard ratio, 0.45; 95% CI, 

0.32–0.64)

● In the primary analysis, BICR PFS results were shown to be 
concordant with IA PFS results1

● Updated long-term IA PFS results 
were also consistent with BICR 

PFS results from the primary 

analysis (see supplemental results)

● OS remains immature at 41.2% for the overall population

● 9.2% of niraparib-treated and 33.3% of placebo-treated patients 
received subsequent PARP inhibitor therapy in follow-up 

● Long-term niraparib monotherapy was associated with a low rate 

of discontinuations due to AEs (Figure 5A); compared with the 
primary analysis, 11 additional patients discontinued niraparib 

because of a TEAE

● TEAEs leading to dose interruptions and reductions were reduced 

with individualised starting dose (ISD) implementation (Figure 5B)

● TEAEs leading to death were not treatment-related

● There were no new safety signals in the updated data cut

● The most common grade ≥3 TEAEs in the niraparib arm were 
thrombocytopenia, anaemia, and neutropenia (Figure 6A)

● Compared with the primary analysis, 4 additional patients 

experienced grade ≥3 thrombocytopenia, 3 additional patients 
experienced grade ≥3 anaemia, and 3 additional patients 

experienced grade ≥3 neutropenia in the niraparib arm

● Patients who received the ISD generally had a lower incidence of 

TEAEs, with the largest reductions seen in any-grade and grade 

≥3 events of anaemia, thrombocytopenia, and neutropenia 
(Figure 6B)

● Myelodysplastic syndromes (MDS) or acute myeloid leukaemia 
(AML) events were reported in the same proportion of patients in 

the niraparib (6/484, 1.2%) and placebo arms (3/244, 1.2%) 

● Known risk factors for MDS and AML include platinum-based 
chemotherapy and PARP inhibitor use (class effect)2–3

● Of the patients who experienced MDS or AML events, all patients 
received first-line platinum-based chemotherapy, and 3 of 6 

niraparib-treated and 3 of 3 placebo-treated patients went on to 

receive subsequent chemotherapy

– All 3 patients in the placebo arm went on to receive 

subsequent PARP inhibitor therapy

Scan to 

download a copy 
of this poster

● PRIMA enrolled patients with primary advanced OC who were at 
high risk for disease progression: 34.0% of patients had tumours 

that were HRp, 35.1% had stage IV disease, 66.7% received 
neoadjuvant chemotherapy, and 30.6% had a PR to 1L 

chemotherapy

● The primary analysis clinical cutoff date was 17 May 2019, and 
the median duration of follow-up was 13.8 months (≈1.2 years) 

at that time

● The updated clinical cutoff date for the analysis reported here 

was 17 November 2021, and the median duration of follow-up 

was 3.5 years

● At the time of the updated clinical cutoff date, 79 (16.3%) patients 

were receiving niraparib and 27 (11.1%) patients were receiving 
placebo (see supplemental results)

● 21.3% of patients in the niraparib arm and 16.0% of patients in the 

placebo arm had a study treatment duration longer than 3 years

● As of the 17 November 2021 clinical cutoff date, the median PFS in 

the HRd population was 24.5 months in the niraparib arm 
compared with 11.2 months in the placebo arm (hazard ratio, 0.52; 

95% CI, 0.40–0.68; P<0.001; Figure 2)

● As of the 17 November 2021 clinical cutoff date, the median PFS in 
the overall population was 13.8 months in the niraparib arm 

compared with 8.2 months in the placebo arm (hazard ratio, 0.66; 
95% CI, 0.56–0.79; P<0.001; Figure 3)

Figure 1. PRIMA Study Design

aAt study start, patients were monitored every 12 weeks (3 cycles). Subsequently, the protocol was amended in August 2019 
so that patients who stayed on study treatment for over 2 years (≈26 cycles) were monitored for disease progression (CT/MRI) 
every 24 weeks (6 cycles). In response to the COVID-19 pandemic, additional guidance was released in March 2020 allowing 
flexibility regarding monitoring including use of phone visits and alternative locations for lab work and imaging. 
1L, first-line; BICR, blinded independent central review; BW, body weight; COVID-19, coronavirus disease 2019; CR, complete 
response; CT, computed tomography; FSD, fixed starting dose; HRD, homologous recombination deficiency; HRd, homologous 
recombination–deficient; HRnd, homologous recombination not determined; HRp, homologous recombination–proficient; ISD, 
individualised starting dose; MRI, magnetic resonance imaging; OC, ovarian cancer; PC, platelet count; PFS, progression-free 
survival; PR, partial response; PRO, patient-reported outcome; QD, once daily; TFST, time to first subsequent therapy.
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Results

Figure 3. Kaplan-Meier Plot of Progression-Free Survival by Investigator Assessment in the Overall Population, 
17 November 2021 Clinical Cutoff Date

Figure 5. TEAE Overview, 17 November 2021 Clinical Cutoff Date
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Population
Niraparib 

mPFS
Placebo 
mPFS

Hazard ratio 
(95% CI)

Overall population (N=733) 13.8 months 8.2 months 0.66 (0.56–0.79)

Objective

● To report updated long-term IA PFS and safety data from the phase 3 
PRIMA trial of niraparib for 1L maintenance treatment of patients with 

primary advanced OC who responded to 1L platinum-based chemotherapy

Niraparib Placebo

Endpoint assessmenta

Primary endpoint: PFS by BICR

Key secondary endpoint: Overall survival

Secondary endpoints: PFS2, TFST, PRO, safety

2:1 Randomisation

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-line platinum-based therapy: CR or PR

• Tissue HRD status: HRd or HRp/HRnd

Stratification factors

• Patients with HRd tumours, followed by the overall population 

• Statistical assumption: a hazard ratio benefit in PFS of 

– 0.5 in HRd 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   

• Patients initially treated with an FSD of 300 mg QD

• Protocol was updated to use an ISD based on baseline 

BW/PC

– 200 mg QD: BW <77 kg and/or PC <150,000 cells/μL

– 300 mg QD: BW ≥77 kg and PC ≥150,000 cells/μL

Individualised starting dose

Placebo

Figure 2. Kaplan-Meier Plot of Progression-Free Survival by Investigator Assessment in the HRd Population, 
17 November 2021 Clinical Cutoff Date

HRd, homologous recombination–deficient; mPFS, median progression-free survival; PFS, progression-free survival.
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Figure 6. TEAEs Reported in ≥20% of Patients, 17 November 2021 Clinical Cutoff Date

Figure 4. Kaplan-Meier Plot of Progression-Free Survival by Investigator Assessment Across Biomarker Subgroups, 17 November 2021 Clinical Cutoff Date
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Patients Who Received an ISD (n=255)aOverall Population (N=728)a

aPatients who received ≥1 dose of study treatment.
bIncludes thrombocytopenia and platelet count decreased.
cIncludes anaemia, haemoglobin decreased, red blood cell decreased, haematocrit decreased, and anaemia macrocytic.
dIncludes neutropenia, neutrophil count decreased, febrile neutropenia, and neutropenic sepsis.
eIncludes hypertension, blood pressure increased, and blood pressure fluctuation.
TEAE, treatment-emergent adverse event.

aPatients who received ≥1 dose of study treatment.
bPatients who enrolled after 27 November 2017 and received an ISD based on baseline body weight and platelet count. Patients with 
baseline body weight <77 kg and/or platelet count <150,000 cells/μL received a starting dose of 200 mg once daily. Patients with baseline 

body weight ≥77 kg and platelet count ≥150,000 cells/μL received a starting dose of 300 mg once daily.
ISD, individualised starting dose; TEAE, treatment-emergent adverse event.
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Rationale for PARP inhibitors in ovarian 
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BRCAwt/HRD

Ray-Coquard I, et al. N Engl J Med 2019;381:2416-28

5y PFS HRD positive excluding 

tBRCAm

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

OS subgroup analysis by BRCAm and HRD status

*By central labs; †Unstable median; <50% data maturity; ‡By Myriad myChoice HRD Plus. NR, not reported.

Olaparib + 
bevacizumab

(N=157)

Placebo + 
bevacizumab 

(N=80)

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 treatment, n (%) 38 (24.2) 44 (55.0)

HR 0.60 (95% CI 0.39–0.93)

Olaparib + 
bevacizumab

(N=192)

Placebo + 
bevacizumab 

(N=85)

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 + 
bevacizumab

(N=97)

Placebo + 
bevacizumab 

(N=55)

44 (45.4) 32 (58.2)

NR 52.0

54.7 44.2

9 (9.3) 23 (41.8)

HR 0.71 (95% CI 0.45–1.13)
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Rationale for PARP inhibitors in ovarian 

cancer
HRP

Population
mPFS treatment vs 

control, months

Hazard ratio 

(95% CI)

PRIMA1,2 (niraparib vs placebo)

HRp (n=249) 8.1 vs 5.4 0.68 (0.49–0.94)

PRIME3*(niraparib vs placebo)

HRp/unknown (n=127) 14.0 vs 5.5 0.41 (0.25–0.65)

ATHENA4 (rucaparib vs placebo)

HRp (BRCAwt/LOHlow) (n=139) 12.0 vs 6.4 0.60 (0.40–0.89)

PAOLA-15 (olaparib + bev vs placebo + bev)

HRp (n=277) 16.6 vs 16.2 1.00 (0.75–1.35)

HRp/unknown (n=419) Not reported 0.92 (0.72–1.17)

*PRIME was sponsored by Zai Lab (Shanghai) Co., Ltd. PRIME homologous recombination subgroup data should be interpreted with caution as a different HRD test (BGI HRD test) was applied compared with all other studies using the 
Myriad myChoice CDx (PRIMA, PAOLA-1). Bev, bevacizumab; BRCAwt, breast cancer gene wild-type; CI, confidence interval; HRD, homologous recombination deficiency; HRp, homologous recombination proficient; LOH, loss of 
heterozygosity; mPFS, median progression-free survival; PARPi, poly(ADP-ribose)polymerase inhibitor. 1. González-Martín A, et al. N Engl J Med 2019;381:2391–402; 2. Braicu EI, et al. presented at ESGO SoA 2020 (Abstract), 14–16 Dec 
(virtual); 3. Li N, et al. presented at SGO 2022 (Abstract), 18–21 Mar, Phoenix, Arizona; 4. Monk BJ, et al. J Clin Oncol 2022; https://doi.org/10.1200/JCO.22.01003; 5. Ray-Coquard I, et al. N Engl J Med 2019;381:2416–28.

0,20 0,40 0,80 1,60

Investigational therapy 

better
Control better

• Subgroup analysis 

of PRIMA, PRIME 

and ATHENA-

MONO suggest 

benefit for 

monotherapy 

PARPi maintenance 

in HRp patients





1.BaisC et al. J NatlCancerInst. 2017 Nov 1;109(11):djx066. doi: 10.1093/jnci/djx066 (GOG-218)
2.AlvarezSecordet al. ClinCancerRes. 2020 Mar 15;26(6):1288-1296. doi: 10.1158/1078-0432.CCR-19-0226. (GOG-218)
3.Buechelet al. GynecolOncol. 2021 May;161(2):382-388. doi: 10.1016/j.ygyno.2021.02.032. (GOG-218)
4.Morgan R et al. BMC Med. 2022 Feb 11;20(1):59. doi: 10.1186/s12916-022-02270-y. (ICON-7)
5.Wimbergeret al. Clin Cancer Res. 2022 Aug 24:CCR-22-1326. doi: 10.1158/1078-0432.CCR-22-1326. (ICON-7)

6.Kommos et al. Clin Cancer Res. 2017 Jul 15;23(14):3794-3801. doi: 10.1158/1078-0432.CCR-16-2196 (ICON-7)







TOPICS

- Introduction.

- First-line maintenance in advanced ovarian cancer (AOC).

- AOC relapse.

- Platinum resistant.



Some updated information in maintenance platinum sensitive recurrence………

Improvement In PFS may not result in an improved OS 

Content of this presentation is copyright and responsibility of the author. 

Permission is required for re-use.Antonio González-Martín MD, PhD

https://www.sgo.org/resources/revisions-to-fda-approvals-for-parp-inhibitors/



1. DHCP Letter GSK November 2022; 2. Coleman et al. ESGO 2022; 3. Mirza et al. ESMO Virtual Plenary 2022



Ledermann et al, NEJM 2012; Pujade-Lauraineet al Lancet Oncol 2017 ; Mirza et al NEJM 2016; Coleman et al, Lancet 2017; Kristeleitet al; lancet Oncol 2022; Penson et al J Clin Oncol 2020



POTENTIAL EXPLANATIONS  

1. Statistical analysis

2. Subsequent therapy and crossover

3. Safety issues

4. Induction of cross-resistance



Cross-resistance

R. S. Kristeleit & K. N. Moore https://doi.org/10.1016/j.annonc.2022

Highly selected, imbalanced, 
poorer prognosis subset of the
SOLO-2 olaparib-treated
population has been analysed that
may not be representative of the
whole population with respect to
subsequent platinum response. 

Frenel et al. Ann Oncol 2022 



Cross-resistance



AGO DESKTOP III: Outcome 1 (OS, ITT population)
(AGO–OVAR OP.4; ENGOT-ov20; NCT01166737)

9Andreas du Bois
AGO & KEM Essen, Germany

Median OS 53.7 mos 46.0 mos

Δ median OS 7.7 mos

HR (95% CI) 0.75 (0.58 – 0.96)

P-value 0.02
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- Introduction.

- First-line maintenance in advanced ovarian cancer (AOC).

- AOC relapse.

- Platinum resistant.



Introduction

CURRENT SITUATION IN PLATINUM-RESITANT DISEASE

Pujade-Lauraine E. J Clin Oncol 2014; 32:1302-8. Poveda AM. J Clin Oncol 2015; 33:3836-8. Mutch DG. J Clin Oncol 2007; 25:2811-8. Ferrandina G. J Clin Oncol 2008; 26:890-6 

Therapy ORR PFS OS

Paclitaxel 80 mg/m2 

d1,8,15,22 q4w

+/- Bevacizumab

30.2% vs 

53.3%

(Δ 23.1%)

3.9 months vs

10.4 months

(HR 0.46)

13.2 months vs

22.4 months 

(HR 0.65)

PLD 40 mg/m2 q4w 

+/- Bevacizumab

7.8% vs

13.7%

(Δ 5.9%)

3.5 months vs

5.4 months

(HR 0.57)

14.1 months vs

13.7 months

(HR 0.91)

Topotecan 4 mg/m2 

d1,8,15 q4w or 

1.25 mg/m2 d1-5 q3w 

+/- Bevacizumab

0.0% vs

17.0%

(Δ 17.0%)

2.1 months vs

5.8 months

(HR 0.32)

13.3 months vs

13.8 months 

(HR 1.09)

• Our current situation and reference for new agents…

Gemcitabine 1000 

mg/m2 d1,8 q3w or 

d1,8,15 q4w

10-29% 3.6-4.7 months 10-12.7 months



Antibody drug conjugates (ADCs)

Birrer et al. JNCI 2019

Target Expression Examples

FRα 67-100% Mirvetuximab

STRO-02

MORAB-B-202

Mesothelin 55-100% Anetumab

HER-2 2-66% Trastuzumab-Dx 

TDM1

MUC16/CA12

5

70-90% DMUC5754A

DMUC4064A

TROP2 82-92% Sacituzumab govitecan

NaPi2b 80-93% Upifitamab rilsodotin

Lifastuzumab Vedotin

TF 23-100% Tisotumab Vedotin

CDH6 70% Praluzatamab ravtansine
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How to treat platinum-resistant patients?

NEW AGENTS KNOCKING ON THE DOOR

Moore KN, et al. Ann Oncol 2021; 32: 757-765

• MIRVETUXIMAB SORAVTANSINE

• Folate receptor-α (FRα) is a cell surface protein 

overexpressed in 70-100% of EOC 

• MS is an antibody–drug conjugate that targets 

FRα to deliver the microtubule-disrupting agent 

DM4 directly to the tumor
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IMMUNOTHERAPY

DUO-O study design 43

Dr Philipp Harter

Stratified by:

• Timing and 
outcomes of 
cytoreductive 
surgery

• Geographical 
region

Arm 3
PC + bev + 

durva + ola

R
1:1:
1

Arm 2
PC + bev + 

durva

Arm 1
PC + bev

Maintenance phaseChemotherapy phaseRun-in phase

CTx cycle 1*
CTx† 

+ 

bevacizumab
+ 

durvalumab placebo

CTx†

+

bevacizumab
+

durvalumab

CTx†

+ 

bevacizumab
+ 

durvalumab

Treatment continued until disease progression, study treatment was complete or other discontinuation criteria were met

Bevacizumab total 15 months

+ 

durvalumab placebo total 24 

months

+ 

olaparib placebo total 24 months

Bevacizumab total 15 months

+ 

durvalumab total 24 months

+ 

olaparib placebo total 24 months

Bevacizumab total 15 months

+ 

durvalumab total 24 months

+ 

olaparib total 24 months

Patients

• Newly diagnosed 

FIGO stage III–IV 

high-grade 

epithelial OC 

• No prior systemic 
therapy for OC

• PARP inhibitor/ 

immune-

mediated therapy 

naïve

• Primary 

debulking or 

planned interval 

debulking surgery

• Non-tBRCAm

Primary endpoints

• PFS (RECIST per 

investigator) in Arm 3 vs Arm 

1

– Non-tBRCAm HRD-

positive‡

– ITT population

Key secondary endpoints 

• PFS (RECIST per 

investigator) in Arm 2 vs Arm 

1

– ITT population

• OS
• Safety

Endpoints

Dosing and schedule: bevacizumab (15 mg/kg IV q3w); durvalumab (1120 mg IV q3w); olaparib (300 mg po bid); chemotherapy: paclitaxel 175 mg/m2 IV q3w and carboplatin at AUC5 or AUC6 IV q3w. PFS interim analysis DCO: December 5, 2022. 
*With or without bevacizumab according to local practice; †Cycles 2–6; ‡Genomic instability score ≥42 assessed prospectively by Myriad MyChoice CDx assay. 

AUC, area under the curve; bev, bevacizumab; bid, twice daily; CTx, chemotherapy; DCO, data cutoff; durva, durvalumab; FIGO, International Federation of Gynecology and Obstetrics; HRD, homologous recombination deficiency; ITT, intent-to-treat; 

IV, intravenous; ola, olaparib; OS, overall survival; PC, paclitaxel/carboplatin; po, by mouth; q3w, every 3 weeks; R, randomization; RECIST, Response Evaluation Criteria for Solid Tumors.

DUO-O also included an independent, 

single-arm, open-label tBRCAm cohort –

results are not presented



PFS: Non-tBRCAm HRD-positive population 
Arm 3 vs Arm 1

Dr Philipp Harter

PC + bev + durva + ola

PC + bev

Arm 3 
PC + bev + 

durva + ola

N=140

Arm 1 
PC + bev 

N=143

25.628.8Median follow-up,* months

49 (35)86 (60)Events, n (%)

37.3‡23.0Median PFS,† months

0.49 
(0.34–0.69)§

P<0.0001

HR (95% CI) 
vs Arm 1

Arm 1
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Time from randomization (months)

143 141 136 126 116 105 93 73 52 41 31 22 13 6

Patients at risk

0 3 6 9 12 15 18 21 24 27 30 33 36 39 4542

0

85%

90%

69%

84%

46%ǁ

70%ǁ

*In censored patients; †Medians and rates were estimated by KM method; ‡Median PFS in Arm 3 unstable; §HR and CI were estimated from a stratified 
Cox proportional hazards model. P value from a stratified log rank text. Model stratified by timing and outcome of cytoreductive surgery; ǁ24-month PFS rates unstable. 

CI, confidence interval; HR, hazard ratio; KM, Kaplan–Meier.

Arm 3 140 138 135 131 120 116 107 84 63 49 39 32 17 6 0

IMMUNOTHERAPY



Subgroup analysis of PFS by HRD status 44

Dr Philipp Harter

*24-month PFS rates unstable; †Medians and rates were estimated by KM method; ‡Median PFS in HRD-positive subgroup Arm 3 and 
Arm 2 unstable; §HR and CI were estimated from an unstratified Cox proportional hazards model.

Arm 3 
PC + bev + durva + ola

N=140

Arm 1 
PC + bev

N=143

49 (35)86 (60)Events, n (%)

37.3‡23.0Median PFS, months†

0.51 (0.36–0.72)§HR (95% CI) vs Arm 1

Arm 3 
PC + bev + durva + ola

N=211

Arm 1 
PC + bev

N=216

127 (60)157 (73)Events, n (%)

20.917.4Median PFS, months†

0.68 (0.54–0.86)§HR (95% CI) vs Arm 1

Time from randomization (months)

3 6 9 12 15 18 21 24 27 30 33 36 39 45420
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140 138 135 131 120 116 107 84 63 49 39 32 17 6 0

Arm 1

Arm 3

Non-tBRCAm HRD-positive HRD-negative

85%

69%

90%
84%

46%*

70%*

67%

48%

76%

64%

24%*

40%*

IMMUNOTHERAPY



PARPi now in First line: What’s next? 

• Targeting glucocorticoid receptor

• Targeting Cell Cycle Regulation and DNA Repair 

• Improved drug delivery system : ADC

• Targeting PARPi resistance

• Enhancing PARPi activity (inducing HRD)

• New Generation PARPi 

• Targeting the tumor microenvironment 

– Fusion proteins

– Novel immunotherapy approaches 

FUTURE



- PARP inhibitors are a major addition to our treatment armamentarium. 

- Our best selective biomarkers remain platinum-sensitivity and DDR 

genotypes.

- There may be a curative benefit for a subset of patients. Further data 

maturation is required. 

- PostPARPi progression directions are needed. 

- MIRV a new standard of care or patients with FR⍺-positive PROC.

Take home messages
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