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Advanced ovarian cancer: a “chronic” disease with multiple
relapses

 Ovarian cancer (OC) is  the most lethal gynecologic cancer

 300.000 women were diagnosed worldwide with OC in 2020

 ≥60% of newly diagnosed women will have advanced disease

 ~70% of women relapse within 3 years of first-line treatment

 5-year survival for newly diagnosed advanced OC is about 30-50%

 There is a significant need for better first-line treatment to improve outcomes for 
women with OC

PFI: platinum-free interval or duration of disease control without chemotherapy.
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Recent ovarian cancer epidemiology
MOST RECENT OVARIAN CANCER EPIDEMIOLOGY

At the end, more 
patients in the 
relapse setting 
needing therapies

https://seer.cancer.gov/statisticsnetwork/explorer/application.html?site=61&data_type=9&graph_type=2&compareBy=rate_type&chk_rate_type_1=1&chk_rate_type_2=2&chk_rate_type_3=3&hdn_sex=3&race=1&age_range=1&hdn_stage=101&advopt_precision=1&advopt_show_
ci=on&hdn_view=0&advopt_display=2



BRCA mutations open the door to biomarker directed therapy 
of ovarian cancer 

A decade of maintenance therapy in advanced ovarian cancer

1. Ledermann J, et al. N Engl J Med 2012;366:1382–92; 2.Ledermann et al Lancet Oncol 2014 15: 852-61.3. Mirza MR, et al. N Engl J Med 2016;375:2154–64;; 4. Pujade-
Lauraine E, et al. Lancet Oncol 2017;18:1274–84; 5. Coleman R, et al. Lancet 2017;390:1949–61; 6. Moore K, et al. N Engl J Med 2018;379:2495–505; 7. González Martín A, 
et al. N Engl J Med 2019;381:2391–402; 8. Ray-Coquard I, et al. N Engl J Med 2019;381:2416–28. 
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BRCA mutations open the door to biomarker directed therapy 
of ovarian cancer

1. Ledermann J, et al. N Engl J Med 2012;366:1382–92; 2.Ledermann et al Lancet Oncol 2014 15: 852-61.3. Mirza MR, et al. N Engl J Med 2016;375:2154–64;; 4. Pujade- Lauraine E, et al. 
Lancet Oncol 2017;18:1274–84; 5. Coleman R, et al. Lancet 2017;390:1949–61; 6. Moore K, et al. N Engl J Med 2018;379:2495–505; 7. González MarMn A, et al. N Engl J Med 2019;381:2391–
402; 8. Ray-Coquard I, et al. N Engl J Med 2019;381:2416–28 



BRCA, breast cancer gene; BRIP1, BRCA1-interacting protein; gBRCAm, germline BRCA mutant; HRd, homologous recombination deficient; HRp, homologous recombination proficient; OC, ovarian cancer; 
tBRCAm, tumour BRCA mutant.
1. Abkevich V, et al. Br J Cancer 2012;107:1776–82; 2. The Cancer Genome Atlas Research Network. Nature 2011;474:609–15. 6

Half of high-grade serous OC exhibits a high degree of genomic instability due to deficiencies in 
homologous recombination

Biomarkers play an important role in diagnosing and defining 
patient populations in ovarian cancer 

25% are tBRCAm at diagnosis1,2

15% are gBRCAm
 at diagnosis1,2

All ovarian
(50% HRd + 50% HRp)

HRd

tBRCAm

gBRCAm 15%
(germline)

25%
(somatic and germline)

50%
HRd

50% are HRd including BRCAm, BRCA1/2 and 
RAD51 promoter methylation, BRIP1, and other 
genes involved in homologous recombination1,2



Positioning PARP inhibitors in the treatment of ovarian cancer 

Moore et al NEJM 2018; Ray-Coquard et al NEJM 2019; Gonzalez-Martin et al NEJM 2019; Li et al SGO 2022; Monk et al J Clin Oncol 2022; Coleman et al NEJM 2019 

SOLO-1
(Olaparib)

PRIMA
(Niraparib)

PAOLA-1
(Olaparib + 

Bevacizumab)

PRIME
(Niraparib)

ATHENA-MONO
(Rucaparib)

Population 
HRD test

N=391
BRCA Analysis test 

(Myriad) / BGI (China)

N=733
myChoice®: BRCAm

or HRD score ≥42

N=806
myChoice®: BRCAm

or HRD score ≥42

N=384
BGI Assay (BGI 

genomics)

N=538
FoundationOne CDx: 
BRCAm or LOH≥16%

Prior surgical status
Stage III PDS or IDS

Stage IV no limitation

Stage III PDS R>0
Stage III IDS 
Stage IV

No limitation No limitation PDS or IDS

Response criteria CR/PR after platinum

CR/PR after platinum
PR >2 cm excluded
Normal or >90% ↓ 
CA-125

CR/PR after platinum
CR/PR after platinum
(irrespective of RD) CR/PR after platinum

Control arm Placebo Placebo Pbo + Bevacizumab Placebo Placebo

Duration PARPi 2 years 3 years 2 years 3 years 2 years



Rationale for PARP inhibitors in ovarian cancer
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Rationale for PARP inhibitors in ovarian cancer
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Rationale for PARP inhibitors in ovarian cancer

1. Moore. NEJM 2018; 2. Gonzalez-Martin. NEJM 20193;3. Ray-Coquard. NEJM 2019; 4. Monk. J ClinOncol2022; 5. Li.SGO2022
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Rationale for PARP inhibitors in ovarian cancer
BRCAm/HRD
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OS was prolonged in the HRD-positive subgroup
Olaparib + 

bevacizumab 
(N=255)

Placebo + 
bevacizumab

(N=132)

Events, n (%) 93 (36.5) 69 (52.3)

Median OS, months 75.2 (unstable)* 57.3

5-year OS rate, % 65.5 48.4

HR 0.62 (95% CI 0.45–0.85)  

Time from randomization (months)
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Patients receiving a PARP inhibitor 
during any subsequent treatment

Olaparib + bevacizumab: 17.3% (44/255)
Placebo + bevacizumab: 50.8% (67/132)

*Median unstable; <50% data maturity. 
HRD positive defined as a tBRCAm and/or genomic instability score of ≥42 on the Myriad myChoice HRD Plus assay. 
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Isabelle Ray-Coquard

38% reduction in risk of death for olaparib + 
bevacizumab vs bevacizumab alone

PAOLA-1/ENGOT-ov25 
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Olaparib + 
bevacizumab 

(N=255)

Placebo + 
bevacizumab

(N=132)

Events, n (%) 136 (53.3) 104 (78.8)

Median PFS, months 46.8 17.6

5-year PFS rate, % 46.1 19.2

HR 0.41 (95% CI 0.32–0.54)
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Updated PFS: HRD-positive population*

Olaparib or placebo for up to 2 years

46.1%

19.2%

5-year PFS rate

*Descriptive analysis; PFS by investigator-assessment (modified RECIST v1.1).
Isabelle Ray-Coquard

59% reduction in risk of disease progression 
or death for olaparib + bevacizumab vs 

bevacizumab alone

Rationale for PARP inhibitors in ovarian cancer
BRCAm/HRD

PAOLA-1/ENGOT-ov25 



Maintenance olaparib plus bevacizumab in patients 
with newly diagnosed advanced ovarian cancer: 
5-year progression-free survival by molecular 
subgroup in the PAOLA-1/ENGOT-ov25 trial
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5-year PFS by molecular subgroup

*Calculated by KM estimates.

Olaparib + bev
(N=255) 

Placebo + bev
(N=132)

Events, n (%) 136 (53) 104 (79)

Median PFS, months 46.8 17.6

HR (95% CI) 0.41 (0.32–0.54)

Antonio González-Martín

Olaparib + bev
(N=97) 

Placebo + bev
(N=55)

Events, n (%) 58 (60) 46 (84)

Median PFS, months 30.0 16.6

HR (95% CI) 0.47 (0.32–0.70)

HRD positive excluding tBRCAmHRD positive

46% (40–52)

Placebo + bev
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Median PFS, months 16.6 16.2

HR (95% CI) 1.01 (0.77–1.33)
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5-year PFS by molecular subgroup

*Calculated by KM estimates.
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Primary PFS results1 Main PFS2 results2

2015 2016 2017 2018 2019 2020 2021 2022

PFS2 DCO: 
22 March 2020

Final OS DCO:
22 March 2022

PFS DCO: 
22 March 2019

Last patient in: 
1 September 2017

First patient in: 
10 July 2015

ITT population
• PFS HR 0.59 (95% CI 0.49–0.72); P<0.001
• 2-year PFS rate: 46% vs 28%
HRD-positive subgroup
• PFS HR 0.33 (95% CI 0.25–0.45)
• 2-year PFS rate: 66% vs 29%

*tBRCAm status by central labs and HRD status by Myriad MyChoice CDx; patients in tBRCAm and HRD positive excluding 
tBRCAm subgroups do not equal the total number of patients in the HRD-positive subgroup because of different testing methods.
bev, bevacizumab; CI, confidence interval; DCO, data cutoff; HR, hazard ratio; HRD, homologous recombination deficiency; ITT, 

intent-to-treat.
1. Ray-Coquard I et al. N Engl J Med 2019;381:2416–28; 2. González-Martín A et al. Eur J Cancer 2022;174:221–31; 

3. Ray-Coquard I et al. Ann Oncol 2022;33(Suppl):LBA29.

Antonio González-Martín

ITT population
• PFS2 HR 0.78 (95% CI 0.64–0.95); 

P=0.0125
HRD-positive subgroup
• PFS2 HR 0.56 (95% CI 0.41–0.77)

ITT population
• OS HR 0.92 (95% CI 0.76–1.12); P=0.4118
• 5-year OS rate: 47% vs 42%
HRD-positive subgroup
• OS HR 0.62 (95% CI 0.45–0.85)
• 5-year OS rate: 66% vs 48%

Final OS results3

Key PAOLA-1 results and 5-year descriptive PFS analysis

• Most patients without relapse at 5 years are potentially 
cured
• To help inform the potential for cure, we evaluated 

5-year PFS according to molecular subgroups in a 
post hoc, updated, descriptive analysis conducted at 
the final OS DCO

Olaparib + bev
(N=537)

Placebo + bev
(N=269)

HRD status,* n (%)

HRD positive
tBRCAm
HRD positive excluding tBRCAm
HRD negative/unknown
HRD negative

255 (47)
157 (29)
97 (18)
282 (53)
192 (36)

132 (49)
80 (30)
55 (20)

137 (51)
85 (32)



Rationale for PARP inhibitors in ovarian cancer

1. Perren TJ, et al. N Engl J Med 2011;365:2484–96; 2. Randall L, et al. presented at SGO 2013, 7–12 Mar, Los Angeles, CA.

CPP CPB CPB15

Deaths, n (%) 93 (61) 99 (60) 81 (49)

Median survival 
(months) 32.8 32.9 40.6

Hazard ratio
(95% CI)

0.98
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0.72 
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ICON-7: OS in patients at high risk for progression1 GOG-0218: OS in patients at high risk for progression2

Bevacizumab monotherapy is an important 1L standard of care which is typically reserved for 
certain higher-risk patients

Number at risk
CP 234 219 194 166 107 46 15
CP + Av7.5 231 222 208 186 134 65 18
→ Av7.5

High-risk 
subgroup

CP
(n=234)

CP + Av7.5
→ Av7.5
(n=231)

Deaths, n (%) 109 (47) 79 (34)
Median, months 28.8 36.6
Log-rank test p=0.002
HR (95% CI) 0.64 (0.48–0.85)
1-year OS rate (%) 86 92

Perren, et al. NEJM 2011

Bevacizumab - OS: high-risk patients (FIGO stage III 
suboptimal and FIGO stage IV with debulking)
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Extending bevacizumab duration from 15 to 30 months provided no added bene;t (BOOST trial)4



5-year overall survival with maintenance olaparib plus bevacizumab 
by clinical risk in patients with newly diagnosed advanced ovarian 
cancer in the Phase III PAOLA-1/ENGOT-ov25 trial
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5-year OS by clinical risk in HRD-positive patients

Olaparib + 
bevacizumab (n=177)

Placebo + 
bevacizumab (n=89)

Events, n (%) 82 (46.3) 53 (59.6)

Median OS, months 67.0* 54.0

5-year OS rate, % 55.2 42.2

HR 0.70 (95% CI 0.50–1.00)

Patients receiving a PARP inhibitor 
during any subsequent treatment, % 18.6 56.2

Olaparib + 
bevacizumab (n=78)

Placebo + 
bevacizumab (n=43)

Events, n (%) 11 (14.1) 16 (37.2)

Median OS, months NE NE

5-year OS rate, % 88.3 61.3

HR 0.31 (95% CI 0.14–0.66)

Patients receiving a PARP inhibitor 
during any subsequent treatment, % 14.1 39.5

HRD positive defined as a tBRCAm and/or genomic instability 
score of ≥42 on the Myriad myChoice HRD Plus assay.

*Median unstable because of a lack of events.Domenica Lorusso
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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
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PFS: Non-tBRCAm HRD-positive population 
Arm 3 vs Arm 1

Dr Philipp Harter

PC + bev + durva + ola

PC + bev

Arm 1 
PC + bev 

N=143

Arm 3 
PC + bev + 
durva + ola

N=140

Median follow-up,* months 28.8 25.6

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

Median PFS,† months 23.0 37.3‡

HR (95% CI) 
vs Arm 1

0.49 
(0.34–0.69)§
P<0.0001
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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
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PFS: ITT population

Dr Philipp Harter

Arm 1 
PC + bev

N=378

Arm 2 
PC + bev + 

durva
N=374

Arm 3 
PC + bev + 
durva + ola

N=378

Median follow-up,* months 25.5 23.1 23.3

Events, n (%) 259 (69) 226 (60) 193 (51)

Median PFS,† months 19.3 20.6 24.2

HR (95% CI) 
vs Arm 1

0.87
(0.73–1.04)‡
P=0.13

0.63 
(0.52–0.76)‡
P<0.0001

PC + bev + durva

Arm 2

Time from randomization (months)

374 354 336 301 254 221 180 130 93 70 54 39 23 11 1

3 6 9 12 15 18 21 24 27 30 33 36 39 4542
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Arm 1 378 363 341 297 260 223 189 130 87 63 51 35 23 11 02

Arm 3 378 366 351 323 286 266 228 163 123 84 65 52 27 9 0

PC + bev + durva + ola

PC + bev

73%

55%

81%

71%

32%§

51%§

*In censored patients; †Medians and rates were estimated by KM method; ‡HR and CI were
 estimated from a stratified Cox proportional hazards model. Model stratified by timing and outcome 

of cytoreductive surgery and geographical region. P value from a stratified log rank text; §24-month PFS rates unstable. 

72%

56%

39%§
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Subgroup analysis of PFS by HRD status 30

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 1 
PC + bev

N=143

Arm 2 
PC + bev + durva

N=148

Arm 3 
PC + bev + durva + ola

N=140
Events, n (%) 86 (60) 69 (47) 49 (35)

Median PFS, months† 23.0 24.4‡ 37.3‡

HR (95% CI) vs Arm 1 0.82 (0.60–1.12)§ 0.51 (0.36–0.72)§

Arm 1 
PC + bev

N=216

Arm 2 
PC + bev + durva

N=199

Arm 3 
PC + bev + durva + ola

N=211
Events, n (%) 157 (73) 142 (71) 127 (60)

Median PFS, months† 17.4 15.4 20.9

HR (95% CI) vs Arm 1 0.94 (0.75–1.18)§ 0.68 (0.54–0.86)§

Time from randomization (months)

199 189 177 153 120 97 76 59 45 33 25 17 8 4 1

3 6 9 12 15 18 21 24 27 30 33 36 39 4542
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Arm 2
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Arm 3

Time from randomization (months)
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Arm 2
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Non-tBRCAm HRD-positive HRD-negative
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90% 84%

46%*

70%*85%

76%
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• Measurable high-grade serous, 
endometrioid or undifferentiated rOC

• TFIp >6 months
• ≤2 prior lines of CT (most recent 

including platinum)
• No prior PARPi for rOCa

• No prior immune checkpoint inhibitor 
(any setting)

• ECOG PS ≤1
• Mandatory de novo biopsyb

Placebo-controlled multicentre randomised phase 3 trial

ANITA/ENGOT-Ov41/GEICO 69-O (NCT03598270) trial design

Antonio González-Martín, MD, PhD

Stratification factors:
• Carboplatin doublet (PLD vs gemcitabine vs paclitaxel)
• TFIp (6–12 vs >12 months) 
• BRCA status (mutated vs non-mutated)
• PD-L1 status (IC <1% vs ≥1% vs non-informative)e

AUC = area under the curve; CR = complete response; d = day; ECOG PS = Eastern Cooperative Oncology Group performance 
status; IC = immune cells; ISD = individualised starting dose (300 mg, or 200 mg if baseline weight is <77 kg or baseline 

platelet count is <150,000 μL); PD = progressive disease; PLD = pegylated liposomal doxorubicin; PR = partial response; 
q21d = every 21 days; R = randomisation; RECIST = Response Evaluation Criteria in Solid Tumours; SD = stable disease 

aPrior PARPi after front-line therapy permitted if continued for ≥18 months (BRCA mutated) or ≥12 months (BRCA wildtype). 
bImplemented after randomisation of 82 patients (whose PD-L1 status was analysed in archival tissue). 

cAtezolizumab 1200 mg d1 q21d or 840 mg d1&8 q28d, depending on CT regimen. dCarboplatin AUC5 d1 + paclitaxel 175 mg/m2

d1 q21d OR carboplatin AUC4 d1 + gemcitabine 1000 mg/m2 d1&8 q21d OR carboplatin AUC5 d1 + PLD 30 mg/m2 d1 q28d. 
ePD-L1-expressing IC on tumour area, determined by SP142 assay. Non-informative cases were capped at <10%

Placebo + 
carboplatin doubletd

6 cycles 

Atezolizumabc + 
carboplatin doubletd

R
1:1

Placebo d1 + 
niraparib ISD d1–21 q21d

Atezolizumab 1200 mg d1 + 
niraparib ISD d1–21 q21d

CR, PR or SD per 
RECIST v1.1 Continued until PD

CT phase Maintenance phase
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• TFIp (6–12 vs >12 months) 
• BRCA status (mutated vs non-mutated)
• PD-L1 status (IC <1% vs ≥1% vs non-informative)e

AUC = area under the curve; CR = complete response; d = day; ECOG PS = Eastern Cooperative Oncology Group performance 
status; IC = immune cells; ISD = individualised starting dose (300 mg, or 200 mg if baseline weight is <77 kg or baseline 

platelet count is <150,000 μL); PD = progressive disease; PLD = pegylated liposomal doxorubicin; PR = partial response; 
q21d = every 21 days; R = randomisation; RECIST = Response Evaluation Criteria in Solid Tumours; SD = stable disease 

aPrior PARPi after front-line therapy permitted if continued for ≥18 months (BRCA mutated) or ≥12 months (BRCA wildtype). 
bImplemented after randomisation of 82 patients (whose PD-L1 status was analysed in archival tissue). 

cAtezolizumab 1200 mg d1 q21d or 840 mg d1&8 q28d, depending on CT regimen. dCarboplatin AUC5 d1 + paclitaxel 175 mg/m2

d1 q21d OR carboplatin AUC4 d1 + gemcitabine 1000 mg/m2 d1&8 q21d OR carboplatin AUC5 d1 + PLD 30 mg/m2 d1 q28d. 
ePD-L1-expressing IC on tumour area, determined by SP142 assay. Non-informative cases were capped at <10%
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Primary endpoint: PFS

Antonio González-Martín, MD, PhD

PFS
Atezo + CT → 

atezo + nira
(n=208)

Placebo + CT → 
placebo + nira 

(n=209)
Events, n (%) 170 (82) 174 (83)

HR (95% CI) 0.89 (0.71–1.10); p=0.28

Median (95% CI), months 11.2 (10.1–12.1) 10.1 (9.2–11.2)

0 6 12 18 24 30 36 42 48 54

Atezo 208 156 82 33 17 9 5 0
Placebo 209 164 66 25 14 8 7 7 5 0
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A specific assessment of LTR to niraparib maintenance treatment (exposure ≥12 months) was performed, describing patient 
characteristics, niraparib dosing, tolerability, and effectiveness. To complete the information, we also reviewed the 
complementary population of the pivotal study, non-long-term responders (NLTR). 
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Figure 1. Niraparib toxicities
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INTRODUCTION
The GEICO-88R study assessed the real-world
use of niraparib as maintenance treatment in
patients (pts) with platinum-sensitive recurrent
high-grade ovarian cancer (OC) within the
Spanish expanded access program (1). A
preplanned sub-analysis of long-term responders
(LTR) is presented. The data cutoff date is June
22, 2022, and it includes information on 107 LTR
patients and 209 non-LTR patients.

CONCLUSION
A long treatment duration (more than 24 months) was achieved in more than 50% of
LTR patients, with a good tolerability profile, in a real-world setting. Moreover, despite
their high-risk characteristics, PFS2 and OS results are good, suggesting
effectiveness of subsequent treatments. Some of their different characteristics versus
the NLTR could explain the divergent outcomes between the two groups.

RESULTS

METHODS
In this retrospective study across 57 Spanish
sites, pts received niraparib at a fixed starting
dose (FSD) of 300 mg/day or individualized
starting dose (ISD) according to weight and
platelet count.

A specific assessment of LTR to niraparib
maintenance treatment (exposure ≥12 months)
was performed, describing patient characteristics,
niraparib dosing, tolerability, and effectiveness. To
complete the information, we also reviewed the
complementary population of the pivotal study,
non-long-term responders (NLTR).
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OBJECTIVE
To evaluate the tolerability and effectiveness of
niraparib in the LTR sub-population, including an
assessment of patient characteristics and
niraparib dosing.
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This sub-analysis included 107 pts (33.8% of 316 from general study), with median
age 64 years and a median of 2 previous lines of therapy (53.3% 1-2, 46.7% ≥3).
The majority had FIGO stage III or IV at diagnosis. 42% pts received prior
bevacizumab and 81% were gBRCAwt. 99 pts had surgery at initial diagnosis
(72.7% primary and 27.3% interval debulking), with R0 achieved in 69.9%.
Subsequently, 31 (29%) pts had further surgery at relapse, with a R0 rate of
64.5%. At baseline, relevant comorbidities were reported in 46.7% of pts. (Tables
1-2). Niraparib was initiated at FSD in 24 pts and at ISD in 83 (80.7% at 200
mg/day; 19.3% at 300 mg/day). Overall median dose was 200 mg. Median
treatment duration was 26.2 months. 39 (36.4%) pts remained on treatment upon
analysis (91.1% discontinued due to progression, 2.9% toxicity, and 4.4%
physician/patient decision) (Table 3).
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Table 1. Patient characteristics Table 2. Patient characteristics

Figure 1. Niraparib toxicities

Further information: Dr. Juan F. Cueva (jfcueva@gmail.com)

Figure 4. Long-term responders OS
LTR group 85.4% pts alive

Figure 3. Long-term responders PFS2 (42.3 mo)

Table 3. Patient disposition

Figure 2. Long-term responders mPFS (27.2 mo)
Median follow-up 29.95 months

LTR (N=107) NLTR(N=209)
Age (median) 64 (43-88) 63 (31-87)

Initial FIGO 
(more common)

IIIC 59 (55.1%) 99 (47.4%)

IVA 9 (8.4%) 26 (12.4%)

IVB 10 (9.3%) 33 (15.8%)
BRCA status BRCAmut 10 (9.3%) 8 (3.8%)

BRCAwt 87 (81.3%) 167 (79.9%)

Unknown 10 (9.3%) 34 (16.3%)

Previous chemotherapy lines 
(median)

2 (1-8) 3 (1-11)

1 3 (2.8%) 3 (1.4%)
2-4 97 (90.7%) 167 (79.9%)
>4 7 (6.5%) 39 (18.7%)
Previous 
bevacizumab and 
PARPi

Bevacizumab 45 (42.06%) 119 (56.94%)

PARPi 7 (6.54%) 19 (9.09%)

Surgery after 
relapse (N=31)

R0 20 (64.5%) 28 (66.7%)

R>0 7 (22.6%) 10 (23.8%)

Unknown 4 (12.9%) 4 (9.5%)

LTR (N=107) NLTR(N=209)

ECOG 0 60 (56.1%) 99 (47.4%)

1 47 (43.9%) 103 (49.3%)

Unknown 0 (0.0%) 7 (3.3%)

Measurable 
disease

Yes 52 (48.6%) 124 (59.3%)

No 55 (51.4%) 85 (40.7%)

Weight (Kg) (median) 63 (43-96) 64 (45-110)

<77 81 (75.7%) 160 (76.6%)

≥77 21 (19.6%) 36 (17.2%)

Unknown 5 (4.7%) 13 (6.2%)

Platelets <150,000 12 (11.2%) 45 (21.5%)

≥150,000 95 (88.8%) 164 (78.5%)

More common 
relevant 
comorbidities 
(N=58)

Arterial 
hypertension

30 (51.7%) 58 (52.7%)

Diabetes m. 8 (13.8%) 17 (15.5%)

Obesity 4 (6.9%) 5 (4.5%)

LTR (N=107) NLTR (N=209)

Initial dose (mg) 200 68 (63.6%) 110 (52.6%)
300 39 (36.4%) 99 (47.4%)

Individualized
Yes (ISD) 83 (77.6%) 156 (74.6%)

No (FSD) 24 (22.4%) 53 (25.4%)

Median dose 200mg 200mg
Treatment 
duration (mo)

Median 26.2 (12-60.7) 4.2 (0.2-11.5)
0-12 m 0 (0.0%) 209 (100.0%)
12-24 m 48 (44.9%) 0 (0.0%)

>24 m 59 (55.1%) 0 (0.0%)

Dose interruption 73 (68.2%) 127 (60.8%)
Dose reduction 73 (68.2%) 114 (54.5%)

End of treatment

Progression 62 (91,1%) 182 (87.1%)
Toxicity 2 (2.9%) 14 (6.7%)
Doctor’s decision 2 (2.9%) 5 (2.4%)
Patient’s decision 1 (1.5%) 4 (1.9%)
Other 1 (1.5%) 4 (1.9%)
Still on treatment
upon analysis 39 (36.4%) 0 (0.0%)

FPN: 795P
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Any grade

Grade ≥ 3 A long treatment duration (more than 24 months) 
was achieved in more than 50% of LTR patients, 
with a good tolerability profile, in a real-world 
setting. 

Moreover, despite their high-risk characteristics, 
PFS2 and OS results are good, suggesting 
effectiveness of subsequent treatments. 



The most common Grade ≥3 TEAEs associated with PARPi 
monotherapy are haematologic

1. González-Martín A, et al. N Engl J Med 2019;381:2391–402; 2. Li N, et al. presented at SGO 2022, 18–21 Mar, Phoenix, AZ; 3. Moore KN, et al. N Engl J Med 2018;379:2495–505; 4. Ray-Coquard I, et al. N Engl J Med 2019;381:2416–
28; 5. Monk BJ, et al. J Clin Oncol 2022; https://doi.org/10.1200/JCO.22.01003.

PRIMA1 PRIME2 SOLO13 PAOLA-14 ATHENA-MONO5

Niraparib
(n=484)

Niraparib
(n=255)

Olaparib
(n=260)

Olaparib + bev
(n=535)

Placebo + bev* 
(n=267)

Rucaparib 
(n=427)

Any grade AEs, % 99 99 98 99 96 97

Grade 3 AEs, % 70 55 39 57 51 61

Most common 
Grade ≥3 AEs (%)

Anaemia (31) Anaemia (18) Anaemia (22) Hypertension (19) Hypertension (30) Anaemia† (29)

Thrombocytopenia (29) Neutrophil count 
decrease‡ (17) Neutropenia (9) Anaemia (17) Neutropenia (3) Neutropenia (15)

Platelet count 
decrease (13)

Platelet count 
decrease§ (14) Fatigue (4) Lymphopenia (7) Vomiting (2) ALT/AST 

increase (11)

Neutropenia (13) White blood cell count 
decrease** (7) Diarrhoea (3) Neutropenia (6) Abdominal pain (2) Thrombocytopenia (7)

Fatigue (2) GGT increase (5) Abdominal pain (2) Fatigue (5) Diarrhoea (2) Asthenia/fatigue (5)

Dose interruptions due to 
AEs, % 80 63 52 54 24 61

Dose reductions due to 
AEs, % 71 40 28 41 7 49

Discontinuations due to 
AEs, % 12 7 12 20 6 12
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Clinical Risk Probably Isn’t Enough to Identify the Patients for Whom the 
Porridge is Too Cold (PARPi alone isn’t enough)

BRCAmut in VELIA BRCAwt/HRD in VELIA KELIM high 
correlated with higher 
chemosensitivity and 
higher efficacy of 
veliparib in HRD;
KELIM low correlated 
with poor 
chemosensitivity and 
limited efficacy of 
veliparib in patients 
with BRCAmut tumors 
or HRD

You et al. JCO 41(1); 2023

Clinical Risk Probably Isn’t Enough

CRS: Chemotherapy Response Score

1. Lawson BC, et al. A 3-Tier Chemotherapy Response Score for Ovarian/Fallopian Tube/Peritoneal High-grade Serous Carcinoma: Is it Clinically Relevant?. The American Journal of Surgical Pathology: February 2020. Ergasti R. BRCA status and 
platinum sensitivity in advanced ovarian cancer according to Chemotherapy Response Score. Int J Gynecol Cancer. 2022 May 3;32(5):639-645; 2. Alvarez Secord A. Predictive Blood-Based Biomarkers in Patients with Epithelial Ovarian Cancer
Treated with Carboplatin and Paclitaxel with or without Bevacizumab: Results from GOG-0218. Clin Cancer Res. 2020 Mar 15;26(6):1288-1296; 3. Colomban O. Bevacizumab for Newly Diagnosed Ovarian Cancers: Best Candidates Among High-Risk
Disease Patients (ICON-7). JNCI Cancer Spectr. 2020 Apr 4;4(3).

KELIM



CONSLUSIONS

Maintenance is standard of care in ALL newly diagnosed advanced ovarian cancer

• Maintenance therapy with PARPis has demonstrated clinically meaningful improvements in PFS/OS in newly 
diagnosed advanced OC, with the greatest benefit in patients with HRd tumours.

• Pts. With BRCAmut tumors must receive a PARPi. 

• Benefit of BEV added to PARPi in pts. With BRCAmut __> deserves further research.

• Pts. With HRD/BRCAwt must receive a PARPi alone or in combination with Bevacizumab.

• Pts. With HRp __> PARPi or Bev.


