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Objective. To evaluate the impact of age on the efficacy and safety of niraparib first-line maintenance therapy
in patients with newly diagnosed advanced ovarian cancer with a complete/partial response to first-line
platinum-based chemotherapy.

Methods. Post hoc analysis of the phase 3 PRIMA/ENGOT-0V26/GOG-3012 study (NCT02655016). Patients in
the intent-to-treat population were categorized according to age at baseline (<65 years vs >65 years), and
progression-free survival (PFS), safety, and health-related quality of life (HRQOL) were evaluated for each age
subgroup (clinical cutoff date, May 17, 2019). Safety findings were also evaluated according to a fixed starting
dose (FSD) or an individualized starting dose (ISD).

Results. Of 733 randomized patients, 289 (39.4%) were 265 years (190 niraparib, 99 placebo) at baseline.
Median PFS (niraparib vs placebo) and hazard ratios (95% CI) were similar in patients aged <65 years (13.9 vs
8.2 months; HR, 0.61 [0.47-0.81]) and >65 years (13.7 vs 8.1 months; HR, 0.53 [0.39-0.74]). The incidences of

any-grade and grade >3 treatment-emergent adverse events (TEAEs) were similar across age subgroups; in
the niraparib arm, TEAEs leading to dose discontinuation occurred in 7.8% of patients <65 years and 18.4% of
patients >65 years. ISD use lowered the incidence of grade >3 thrombocytopenia events in niraparib-treated pa-
tients compared with the FSD (<65 years: 42.8% vs 18.0%; 265 years 57.0% vs 26.1%). HRQOL was comparable

across age subgroups.

Conclusion. Niraparib efficacy, safety, and HRQOL were generally comparable across age subgroups, although
patients >65 years had a higher rate of discontinuations due to TEAEs. ISD use reduced grade >3 thrombocytope-
nia events regardless of age.

© 2024 Published by Elsevier Inc.

1. Introduction

Age is a well-established risk factor for ovarian cancer (OC), and in-
cidence rates for OC increase with age worldwide [1,2]. In the United
States, the median age for diagnosis of OC is 63 years, and approxi-
mately one-fifth of patients with OC are >75 years of age [3]. Increased
age and factors associated with advanced age, including advanced Inter-
national Federation of Gynecology and Obstetrics (FIGO) stage, comor-
bidity status, and poor tumor cytoreducibility, have all been shown to
be independent prognostic factors for survival in patients with OC
[4-6]. Although patients with germline BRCA-mutated (BRCAm) disease
tend to be diagnosed at a younger age than patients with BRCA
wild-type (BRCAwt) disease overall, this difference appears to be driven
primarily by patients with BRCA1 mutations [7,8].

Poor survival outcomes in older patients with OC are well docu-
mented, and studies indicate that these patients often receive subopti-
mal treatment compared with younger patients [9-11]. Although the

129

reasons for potential suboptimal treatment in older patients are
complex, concerns regarding tolerability are often foremost despite ev-
idence supporting the use of both cytoreductive surgery and chemo-
therapy irrespective of age at diagnosis [9,10,12]. In a registry-based
analysis of patients with advanced-stage epithelial OC, combination
therapy use increased over time in patients aged 70-79 years
and >80 years who received active treatment (2002-2004 vs
2008-2010) but remained lower than patients <70 years of age [13].
With the expansion of the OC treatment landscape to include
maintenance treatment with poly(ADP-ribose) polymerase (PARP)
inhibitors, it has become important to understand the tolerability and
efficacy of these agents across age subgroups in both the primary and
recurrent treatment settings. The PARP inhibitor niraparib was first
evaluated in patients with platinum-sensitive recurrent OC in the
ENGOT-OV16/NOVA (NOVA) trial [14]. In NOVA, niraparib maintenance
therapy extended progression-free survival (PFS) compared with pla-
cebo [14], did not negatively impact health-related quality of life
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(HRQOL) [15], and had similar efficacy and safety in patients aged
<70 years and patients aged >70 years [16]. Subsequently, niraparib
was evaluated in the first-line setting in the PRIMA/ENGOT-0OV26/
GOG-3012 (PRIMA) trial. In PRIMA, maintenance treatment with the
PARP inhibitor niraparib improved PFS compared with placebo in
patients with newly diagnosed OC who responded to first-line
platinum-based chemotherapy (PBC) regardless of biomarker status
[17]. In this post hoc analysis of PRIMA, we evaluated the impact of
age on the efficacy and safety of niraparib first-line maintenance
therapy.

2. Methods
2.1. Study design

The study design and primary analysis results from PRIMA have
been published previously [17]. Briefly, PRIMA is a double-blind,
placebo-controlled phase 3 trial that evaluated niraparib in patients
aged >18 years with newly diagnosed, advanced, high-grade serous or
endometrioid ovarian, primary peritoneal, or fallopian tube cancer,
with a complete or partial response to first-line PBC. All patients were
required to provide tumor samples for homologous recombination
(HR) testing (myChoice® HRD test; Myriad Genetics, Inc., Salt Lake
City, UT) and were eligible regardless of test results. Within 12 weeks
of the first day of the last cycle of chemotherapy, patients were random-
ized 2:1 to receive either niraparib or placebo orally once daily (QD) in
28-day cycles until progressive disease or intolerable toxicity. At study
start (July 2016), patients initially received a fixed starting dose (FSD)
of 300 mg QD. Following a protocol amendment in November 2017, pa-
tients received an individualized starting dose (ISD) based on baseline
body weight and baseline platelet count (200 mg QD for patients with
body weight <77 kg or platelet count <150,000/uL; 300 mg QD for pa-
tients with body weight >77 kg and platelet count >150,000/pL). PFS
assessed by blinded independent central review (BICR) was the primary
efficacy endpoint. PRIMA was conducted in accordance with the tenets
of the Declaration of Helsinki, Good Clinical Practices, and all local laws
under the auspices of an independent data and safety monitoring
committee; all patients gave informed written consent [17].

2.2. Outcomes

The primary objective of this post hoc analysis was to assess the effi-
cacy, safety, and HRQOL in patients who received niraparib first-line
maintenance treatment within each age subgroup. Patients were
categorized by age at baseline, and 2 different age splits were examined
based on a review of the clinical literature [16,18-22]: <65 vs 265 years
and <75 vs 275 years. Duration of PFS assessed by BICR was a
prespecified trial endpoint and was defined as time from randomization
to earliest date of objective disease progression. Progression was
assessed by computed tomography or magnetic resonance imaging
every 12 weeks until treatment discontinuation according to Response
Evaluation Criteria in Solid Tumors, version 1.1 (RECIST v1.1) [23]. Safety
was assessed by age subgroup for treatment-emergent adverse events
(TEAESs) reported in >20% of niraparib-treated patients for any age sub-
group and by starting dose (FSD vs ISD) for medically important TEAEs
of interest: thrombocytopenia, anemia, neutropenia, and hypertension.
Adverse events were graded according to the National Cancer Institute
Common Terminology Criteria for Adverse Events, version 4.03.

Patient HRQOL was a prespecified secondary endpoint and was eval-
uated using the European Organisation for the Research and Treatment
of Cancer Quality of Life Questionnaire Core Questionnaire (EORTC-
QLQ-C30) [24-27], the EORTC OC module (EORTC-QLQ-0V28)
[26,28,29], the Functional Assessment of Cancer Therapy Ovarian Symp-
tom Index (FOSI) [30,31], and the EQ-5D-5L [32,33]. Patient-reported
outcome (PRO) assessments were performed at baseline (defined as
the most recent measurement prior to the first administration of the
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study drug including day 1 of cycle 1), every 8 weeks (+7 days) for
56 weeks, and every 12 weeks (47 days) thereafter while receiving
study treatment. PRO assessments were also collected at the time of
treatment discontinuation and at 4, 8, 12, and 24 weeks after the last
dose of study treatment.

2.3. Statistical analysis

PFS was analyzed with a stratified log-rank test using stratification
factors from randomization and summarized using Kaplan-Meier meth-
odology. Hazard ratios with 95% Cls were estimated using a stratified
Cox proportional hazards model, with stratification factors used in
randomization (best response to first-line therapy [complete or partial
response], receipt of neoadjuvant chemotherapy [yes or no], and
tumor HR deficiency status [HR deficient (HRd) versus HR proficient
(HRp) or HR not determined]). Multivariate Cox proportional hazards
models were used to identify independent patient characteristics asso-
ciated with PFS in patients <65 years and patients >65 years who re-
ceived niraparib; this analysis was not performed in patients aged
<75 years versus 275 years because of the small number of patients
>75 years. Variables included in the initial model were Eastern Cooper-
ative Oncology Group performance status (ECOG PS) scores (0 vs 1),
FIGO disease stage (IIl vs IV), postoperative residual disease status
(visible vs no visible residual disease), and all stratification factors
used in randomization. A backward selection procedure was used, and
only variables with a significance level <5% were selected for the final
model.

For all PROs, least squares (LS) mean change from baseline was esti-
mated using a mixed-effects model for repeated measures to adjust for
data variability (detailed methods published previously, see Pothuri B
et al. Gynecol Oncol, 2024;184:168-177. for additional details [34]). LS
mean change from baseline (95% CI) over time data are reported for
EORTC-QLQ-C30 (global health and overall QOL), EORTC-QLQ-0V28
(abdominal/gastrointestinal symptoms), FOSI, and EQ-5D-5L (visual an-
alog scale [VAS]). Additional EORTC QLQ-C30 data for select functional
scales (physical function) and symptom domains (fatigue, nausea and
vomiting, pain, appetite loss, constipation, and diarrhea) are reported
for patients <65 years and >65 years only; data are not reported for pa-
tients <75 years and >75 years because the small number of patients
aged >75 years resulted in a level of variability that precluded meaning-
ful interpretation of the results. This was a post hoc analysis, and the
study was not powered to determine a treatment difference across age
subgroups for evaluated endpoints. All analyses were conducted using
data from the primary analysis data cut with a clinical cutoff date of
May 17, 2019, and were performed using SAS® 9.4 (Cary, NC).

3. Results
3.1. Patient population

The median age at baseline was 62 years (minimum, 32 years; Q1,
54 years; Q3, 69 years; maximum, 88 years). Of 733 randomized pa-
tients, 289 (39.4%) were aged >65 years and 76 (10.4%) were aged
>75 years. Because of the limited number of patients aged >75 years
(54 niraparib, 22 placebo), this analysis focused on patients aged
<65 years (297 niraparib, 147 placebo) and patients aged >65 years
(190 niraparib, 99 placebo). When available, results from the 75-year
cutoff analysis are presented in the supplemental appendix.

The baseline demographic and clinical characteristics for the overall
PRIMA population have been previously published [17]. Patient charac-
teristics were generally similar between age subgroups for disease stage
at baseline, best response to first-line PBC, postoperative residual dis-
ease, and tumor BRCA2 mutation status. Compared with patients aged
<65 years, a higher percentage of patients aged >65 years had ECOG
performance status score of 1 (niraparib, 10.8% difference; placebo,
6.8% difference), neoadjuvant chemotherapy (niraparib, 8.1%
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Table 1
Baseline characteristics of the study population (<65 years and 265 years).
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Characteristic, n (%) Niraparib

Placebo

<65 years (n = 297)

>65 years (n = 190) <65 years (n = 147) >65 years (n = 99)

ECOG PS score

0 218 (73.4)

1 79 (26.6)
FIGO stage

i 192 (64.6)

\Y 105 (35.4)
Best response to 1L PBC

Complete response 206 (69.4)

Partial response 91 (30.6)
NACT

Yes 187 (63.0)

No 110 (37.0)
Postoperative macroscopic residual disease status

No visible residual disease 132 (44.4)

Visible residual disease 137 (46.1)

Missing/data not available 28 (9.4)
Tumor homologous recombination status

HRd 173 (58.2)

HRp 88 (29.6)

HRnd 36 (12.1)
Tumor BRCA status

BRCAm 109 (36.7)

BRCA1 88 (29.6)
BRCA2 21(7.1)

119 (62.6) 108 (73.5) 66 (66.7
71 (37.4) 39 (26.5) 33 (333
126 (66.3) 89 (60.5) 69 (69.7
64 (33.7) 58 (39.5) 30 (303
131 (68.9) 102 (69.4) 70 (70.7
59 (31.1) 45 (30.6) 29 (29.3
135 (71.1) 93 (63.3 74 (74.7)
55 (28.9) 54 (36.7 25 (25.3)
92 (48.4) 69 (46.9) 48 (48.5)
83 (43.7) 71 (48.3) 41 (414)
15 (7.9) 7(48) 10 (10.1)
74 (38.9) 88 (59.9) 38 (38.4)
81 (42.6) 41 (27.9) 39 (39.4)
35 (18.4) 18 (12.2) 22(22.2)
43 (22.6) 54 (36.7) 17 (17.2)
17 (8.9) 36 (24.5) 7(7.1)
26 (13.7) 18 (12.2) 10 (10.1)

Abbreviations: 1L = first-line, ECOG = Eastern Cooperative Oncology Group, FIGO = International Federation of Gynecology and Obstetrics, HRd = homologous recombination deficient,
HRnd = homologous recombination not determined, HRp = homologous recombination proficient, NACT = neoadjuvant chemotherapy, PBC = platinum-based chemotherapy, PS =

performance status.

difference; placebo, 11.4% difference); HRp tumors (niraparib, 13.0% dif-
ference; placebo, 11.5% difference; Table 1). Conversely, a higher per-
centage of patients aged <65 years had tumors with BRCAT mutations
than patients aged >65 years (niraparib, 20.7% difference; placebo,
17.4% difference). Baseline characteristics for patients using the 75-
year cutoff are shown in Table S1.

3.2. Efficacy
Niraparib efficacy was similar in patients aged <65 years and in

patients aged >65 years, with longer median PFS (mPFS) in niraparib-
treated patients than in placebo-treated patients. In patients aged

<65 years, the mPFS was 13.9 months in the niraparib arm compared
with 8.2 months in the placebo arm (hazard ratio, 0.61; 95% CI,
0.47-0.81); in patients aged >65 years, the mPFS was 13.7 months in
the niraparib arm and 8.1 months in the placebo arm (hazard ratio,
0.53; 95% (I, 0.39-0.74; Fig. 1). PFS results also favored niraparib in
patients aged <75 and >75 years in the overall population (Fig. S1). In
patients with HRd tumors, the benefit of niraparib compared with pla-
cebo was maintained in both age subgroups; for patients <65 years,
the hazard ratio was 0.50 (95% CI, 0.34-0.74), and for patients
>65 years, the hazard ratio was 0.25 (95% Cl, 0.14-0.46). In patients
with HRp tumors, PFS hazard ratios were 0.73 (95% CI, 0.45-1.17) for
patients aged <65 years and 0.51 (95% CI, 0.32-0.84) for patients aged

Fig. 1. Efficacy (PFS) outcomes by age (<65 years and 265 years) and HRD status.

Niraparib Placebo PFS
mPFS, mPFS, hazard ratio
n/N  months n/N months (95% ClI) Hazard ratio
<65 years
All patients 136/297 13.9 86/147 8.2  0.61(0.47-0.81) — :
HRd 59/173  19.6 45/88 11,5  0.50 (0.34-0.74) ——
HRp 57/88 5.8 28/41 54  0.73(0.45-1.17) —0—5—
265 years .
All patients  96/190  13.7 69/99 8.1 0.53 (0.39-0.74) —— :
HRd 22/74 NR 28/38 82 0.25(0.14-0.46) —0—— .
HRp 54/81 8.2 28/39 53  0.51(0.32-0.84) — :
0.1I25 0.2I50 0.5I00 1.(;00 2.000

<%

Niraparib better

Placebo better

Abbreviations: HRD = homologous recombination deficiency, HRd = homologous recombination deficient, HRp = homologous recombination proficient, m = median, NR = not

reached, PFS = progression-free survival.

131



G. Valabrega, B. Pothuri, A. Oaknin et al.

Table 2
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Summary of TEAEs and dose reductions, interruptions, and discontinuations by treatment arm and age (<65 years and >65 years).

Niraparib

Placebo

<65 years (n = 294)

>65 years (n = 190) <65 years (n = 145) >65 years (n = 99)

Treatment exposure, months

Median treatment exposure 11.2

Median duration of follow-up 15.1
TEAE summary, n (%)

Any TEAE 289 (98.3)
Any grade >3 TEAE 203 (69.0)
Any serious TEAE 88(29.9)
Any TEAE leading to death 2(0.7)
Any TEAE leading to dose interruption 233 (79.3)
Any TEAE leading to treatment discontinuation 23(7.8)

9.7 83 83
146 1438 142
189 (99.5) 136 (93.8) 88 (88.9)
138 (72.6) 28 (19.3) 18 (18.2)
68 (35.8) 18 (12.4) 14 (14.1)

0 0 1(1.0)
152 (80.0) 28 (19.3) 16 (16.2)
35 (18.4) 4(2.8) 2(2.0)

Abbreviations: TEAE = treatment-emergent adverse event.

>65 years (Fig. 1). In the multivariate analysis of PFS in patients who re-
ceived niraparib, tumor HRd status remained in the model after back-
ward selection and was significantly associated with improved PFS in
both age subgroups (P < 0.0001; Table S2). In patients aged >65 years
who received niraparib, best response to first-line treatment (complete
vs partial response) was also retained in the model and was significantly
associated with improved PFS (P = 0.0010).

3.3. Safety

The median duration of follow-up and the median treatment expo-
sure were similar in the <65-year and >65-year age subgroups
(Table 2). In each treatment arm, the incidences of any-grade and
grade >3 TEAEs were similar in patients aged <65 years and >65 years
(Table 2). In niraparib-treated patients, the incidence of serious TEAEs
was 29.9% and 35.8% in the <65-year and >65-year subgroups, respec-
tively. TEAEs leading to dose discontinuation in the niraparib arm oc-
curred in 7.8% of patients aged <65 years and 18.4% of patients aged
>65 years. In the 35 patients aged >65 years who discontinued niraparib
because of a TEAE, 10 patients (28.6%) discontinued because of events
that were grade 1 or 2 in severity (see Table S3 for additional details
on TEAEs leading to niraparib discontinuation in patients aged
>65 years). Results were similar when patients were assessed using
the 75-year cutoff (Tables S3 and S4).

In patients aged <65 years and >65 years, the most common any-
grade TEAEs in the niraparib arm were thrombocytopenia, anemia,
and nausea (Fig. 2). The most common grade >3 TEAEs with niraparib
treatment were thrombocytopenia (<65 years, 34.4%; >65 years,
45.8%), anemia (<65 years, 33.3%; 265 years, 27.4%), and neutropenia
(<65 years, 20.4%; >65 years, 21.1%). One patient in the niraparib arm,
aged <65 years, developed myelodysplastic syndrome (MDS). In the
<75-year and >75-year subgroups, the most common any-grade
TEAEs in niraparib-treated patients were thrombocytopenia, anemia,
and nausea; the most common grade >3 TEAEs were thrombocytopenia,
anemia, and neutropenia (Fig. S2). In the placebo arm, which is gener-
ally considered reflective of the underlying comorbidities in the baseline
population, the most common any-grade TEAEs in patients aged
<65 years and 265 years were fatigue, abdominal pain, and nausea
(Fig. 2). The most common any-grade TEAEs with placebo treatment
were fatigue, abdominal pain, and nausea in patients aged <75 years
and abdominal pain, nausea, and constipation in patients aged
>75 years. No placebo-treated patients experienced events of MDS or
acute myeloid leukemia (AML).

To evaluate the effect of starting dose on safety, TEAEs in the
niraparib arm were summarized according to whether patients received
an FSD or an ISD based on baseline body weight and platelet count.
Rates of grade >3 thrombocytopenia events were 42.8% with the FSD
and 18.0% with the ISD in patients aged <65 years and 57.0% with the
FSD and 26.1% with the ISD in patients aged >65 years (Fig. 3). Grade >3
anemia events occurred in 35.6% and 29.0% of patients aged <65 years

132

who received the FSD and ISD, respectively; in patients aged
>65 years, rates were 35.5% and 13.0% by starting dose. Similar trends
in reduced rates of selected grade >3 TEAEs with ISD use were also ob-
served in patients aged <75 years and >75 years (Fig. S3).

3.4. Patient-reported outcomes

Overall HRQOL and OC-specific symptoms were assessed by treat-
ment arm for each age subgroup. LS mean change from baseline data
are reported through cycle 18, which corresponds to the median
follow-up time for the overall population (13.8 months). For patients
aged >75 years, results are reported through cycle 15 because the
small number of patients precluded analysis for cycle 18. Overall
HRQOL assessed using the EORTC QLQ-C30 global health/overall QOL,
FOSI, and EQ-5D-5L was similar between treatment arms in patients
aged <65 years and in patients aged >65 years (Fig. 4). OC-specific
symptoms were assessed using the EORTC QLQ-0OV28 abdominal/gas-
trointestinal symptoms domain and showed similar results between
treatment arms and across age subgroups (Fig. S4). Although the
small number of patients aged >75 years makes interpretation difficult,
PRO results for that group were generally similar to those for patients
<75 years (Fig. S5). Because niraparib treatment is associated with ane-
mia and gastrointestinal symptoms [35], EORTC QLQ-C30 PROs related
to fatigue, a common symptom of anemia, and gastrointestinal symp-
toms were also evaluated by age at baseline (<65 years vs >65 years
only). Through cycle 18, the LS mean change from baseline scores for
EORTC QLQ-C30 physical function were similar across treatment arms
and age subgroups; symptom scores for fatigue trended downward
over time, indicating improvement, whereas pain scores were generally
stable over time (Fig. S6). EORTC QLQ-C30 LS mean change from base-
line scores for gastrointestinal symptoms (nausea and vomiting, appe-
tite loss, and constipation) were higher (worse symptoms) in
niraparib-treated patients than in placebo-treated patients in both age
subgroups (Fig. S7). Except for constipation, differences between treat-
ment arms resolved over time in both age subgroups. In the niraparib
arm, constipation LS mean change from baseline scores trended down-
ward from cycle 3 to cycle 7 but remained consistently higher than in
the placebo arm through cycle 18; the separation between treatment
arms was more pronounced in patients aged >65 years, with older
niraparib-treated patients reporting higher scores (worse symptoms)
than the younger patients. Diarrhea LS mean change from baseline
scores trended higher (worse symptoms) in placebo-treated patients
than in niraparib-treated patients over time in patients <65 years of
age, although there was no separation between treatment arms
(Fig. S7).

4. Discussion

In the PRIMA trial of niraparib first-line maintenance therapy in pa-
tients with newly diagnosed advanced OC, mPFS results were similar in
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Fig. 2. Most common TEAEs by treatment arm in patients aged <65 years and aged >65 years. TEAEs reported in 220% of niraparib-treated patients for any age subgroup (<65 years,

>65 years, <75 years, 275 years).
2 Includes thrombocytopenia and platelet count decreased.

b Includes anemia, hematocrit decreased, hemoglobin decreased, red blood cell decreased, and macrocytic anemia.
¢ Includes neutropenia, neutrophil count decreased, neutropenic sepsis, and febrile neutropenia.

9 Includes hypertension and blood pressure increased.
Abbreviations: TEAE = treatment-emergent adverse event.

patients aged <65 years and in patients aged >65 years and were consis-
tent with the primary analysis results showing extended PFS duration
with niraparib treatment compared with placebo [17]. A PFS benefit
with niraparib treatment was observed in patients with HRd and HRp
tumors in both age subgroups, with the greatest benefit compared
with placebo observed in patients 265 years with HRd tumors. These
findings were consistent with results from age-based post hoc analyses
of the NOVA trial that evaluated niraparib maintenance therapy in pa-
tients with platinum-sensitive recurrent advanced OC [16]. In NOVA,
there was an increased PFS benefit with niraparib treatment in patients
aged >70 years compared with patients aged <70 years, particularly in
patients in the germline BRCA mutant cohort [16].

The efficacy of niraparib in patients aged >65 years is also consis-
tent with results for other PARP inhibitors in both the first-line and re-
current maintenance therapy settings. In an age-based post hoc
analysis of the PAOLA-1/ENGOT-ov25 trial of first-line maintenance
treatment with olaparib plus bevacizumab in patients with newly di-
agnosed advanced OC, the PFS benefit of olaparib was maintained in
older patients [19]. Similar to PRIMA and NOVA, mPFS and hazard
ratio data from PAOLA-1 also indicated an increased benefit of

133

olaparib plus bevacizumab treatment in older patients with BRCA
mutations or HRd disease [19]. The PFS benefit of PARP inhibitor main-
tenance therapy was also maintained in the overall population of
older patients with platinum-sensitive recurrent advanced OC in the
SOLO-2 trial of olaparib and the ARIEL3 trial of rucaparib [18,22].

In this analysis, the overall safety profile of niraparib was generally
comparable between older and younger patients, with similar
incidences of any-grade and grade >3 TEAEs reported across all 4
age subgroups examined. A numerically higher incidence of thrombo-
cytopenia (any-grade and grade > 3) was observed in older patients
using both the 65-year and 75-year age cutoffs. Age-based variations
in TEAEs were also reported in the placebo arm (ie, decreased
incidence of insomnia and increased incidence of hypertension in
patients aged >65 years compared with patients aged <65 years), in-
dicating that underlying comorbidities or other patient population
factors could have contributed to differences observed between the
older and younger age subgroups. Consistent with overall population
results [36], implementation of the niraparib ISD based on a patient's
baseline body weight and platelet count reduced the incidence of
grade >3 events of thrombocytopenia, anemia, and neutropenia in
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? Includes thrombocytopenia and platelet count decreased.

b Includes anemia, hematocrit decreased, hemoglobin decreased, red blood cell decreased, and macrocytic anemia.
¢ Includes neutropenia, neutrophil count decreased, neutropenic sepsis, and febrile neutropenia.

9 Includes hypertension and blood pressure increased.

Abbreviations: FSD = fixed starting dose, ISD = individualized starting dose, TEAE = treatment-emergent adverse event.

patients in all age subgroups. In all cases, the reductions in TEAE inci-
dence observed with the ISD were more pronounced in older patients,
with the greatest effect observed in patients aged >75 years.

These results are consistent with the age-based post hoc analysis of
NOVA that found that the niraparib safety profile was generally compa-
rable between patients aged <70 years and >70 years at baseline [16].
Notably, in NOVA, older age was not associated with an increased inci-
dence of thrombocytopenia in niraparib-treated patients [16]. Other
PARP inhibitors have also reported similar safety profiles regardless of
age. In PAOLA-1, the overall safety findings for olaparib plus bevacizu-
mab were generally similar across age subgroups [19]. However, the in-
cidence of grade >3 adverse events in the olaparib plus bevacizumab
arm was slightly higher in patients aged >65 years than in patients
<65 years, with older patients particularly experiencing a higher inci-
dence of grade >3 events of hypertension and anemia [19]. In the recur-
rent setting, PARP inhibitor maintenance therapy safety was also similar
across examined age subgroups. In SOLO-2, olaparib safety was gener-
ally similar in patients <65 years and in patients >65 years; however,
the incidence of AML/MDS was notably higher in older patients [22]. A
separate analysis from 8 complete prospective trials of olaparib showed
trends toward increased hematologic toxicity with age [37]. In ARIEL3,
the safety of rucaparib was generally similar across the 3 age groups ex-
amined, with a slightly higher incidence of grade >3 TEAESs reported in
patients aged 65-74 years and >75 years than in patients aged
<65 years [18].

Consistent with other PARP inhibitor trials [16,18,19,22], the inci-
dence of patients discontinuing niraparib because of a TEAE was nu-
merically higher in patients aged >65 years in our analysis. The trend
toward higher discontinuation rates in older patients may reflect an
age-related bias on behalf of investigators, as approximately 30% of
niraparib patients aged >65 years who discontinued because of a
TEAE did so because of events that were grade 1 or 2 in severity. In
these patients, discontinuations could have occurred because the
dose-reduction options allowed by the protocol were exhausted for
TEAE management. Additionally, older patients could have been
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less willing to tolerate side effects overall, and persistent low-grade
events of TEAEs such as nausea or fatigue could have negatively af-
fected patient HRQOL and contributed to discontinuations. Similar
results were observed in NOVA, where two-thirds of discontinua-
tions due to TEAEs were for grade 1 or 2 events [16], as well as in
an age-based analysis of first-line doublet chemotherapy from the
AGO OVAR-3 study [38].

Because a patient's treatment experience can impact their will-
ingness to initiate and maintain treatment, HRQOL metrics are im-
portant to consider when evaluating treatment options. In this
analysis, HRQOL metrics were similar across age subgroups, with
older and younger patients generally reporting comparable experi-
ences. Niraparib treatment did not adversely affect overall HRQOL,
but it was associated with an early, largely transient worsening of
gastrointestinal symptoms in both age subgroups. The only gastroin-
testinal symptom associated with niraparib treatment that did not
resolve over time was constipation. Comparable HRQOL regardless
of age is consistent with results from NOVA, SOLO-2, and ARIEL3,
which found no marked difference in the treatment experience of
older patients compared with younger patients [16,18,39]. Taken to-
gether, these results support the use of PARP inhibitor maintenance
therapy in patients aged >65 years.

Understanding the impact of age on treatment outcomes remains
complex. There is no universally accepted age cutoff to define older pa-
tients [40], and the varying age cutoffs used in studies make direct com-
parisons challenging. In addition, chronological age is an imperfect
proxy that may not reflect a patient's overall health status. Accordingly,
measurements of frailty and other geriatric assessments that are more
comprehensive and account for factors such as comorbidities, functional
status, and social and emotional support can provide important insights
into treatment outcomes and should also be considered to inform treat-
ment decisions and optimize care [41-44].

This retrospective post hoc analysis was not prespecified or powered
to determine differences between age subgroups, and its findings
should be interpreted accordingly. The analysis did not account for
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Fig. 4. Patient-reported outcomes by age (<65 years vs >65 years). The LS mean change from baseline scores with 95% CI (represented by error bars) over time are reported for (A, B) the
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Abbreviations: EORTC-QLQ-C30 = European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire Core Questionnaire, EORTC-QLQ-OV28 = European Orga-
nisation for Research and Treatment of Cancer Quality of Life Questionnaire Ovarian Cancer Module, FOSI = Functional Assessment of Cancer Therapy Ovarian Symptom Index, GI = gas-
trointestinal, LS = least squares, Nir = niraparib, PBO = placebo, QOL = quality of life, VAS = visual analog scale.

known risk factors, such as BRCAm disease [7,8], that are associated with
ayounger age at diagnosis. Such analyses were beyond the scope of this
article and would have been limited by small sample sizes for additional
subgroups. The small number of patients in the >75-year age subgroup
also limited the types of analyses that could be performed and the abil-
ity to meaningfully interpret the results for this population. Of note,
older patients were underrepresented in the PRIMA population com-
pared with the overall population of patients with OC. In PRIMA, ap-
proximately 40% of the study population was aged >65 years with
only 10% aged 275 years. In contrast, approximately 47% and 23% of
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patients with OC are first diagnosed at ages >65 and >75 years, respec-
tively [3]. The underrepresentation of older patients is consistent with
other trials [16,18,38] and could be due to the highly selective nature
of clinical trial enrollment, which often results in the exclusion of
older patients because of comorbidities. Accordingly, these findings
may not be generalizable to all older patients with OC. Moving forward,
it will be important to design clinical trials to be more inclusive of older
patients and patients who meet frailty or geriatric assessment criteria in
order to provide additional insights into how PARP inhibitors work in
these important patient populations.
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5. Conclusions

In the PRIMA trial, niraparib treatment significantly prolonged
PFS in patients with newly diagnosed advanced OC, and niraparib-
treated patients experienced improved mPFS in all age subgroups
evaluated. TEAE incidences were generally similar in patients aged
<65 years and in patients aged >65 years, except for thrombocytope-
nia, which occurred more frequently in patients aged >65 years. The
implementation of an ISD regimen reduced the incidence of hemato-
logic TEAEs across age subgroups. PROs were similar across age sub-
groups, with an early, largely transient worsening of gastrointestinal
symptoms observed in niraparib-treated patients. Collectively, these
results demonstrate the efficacy and safety of niraparib first-line
maintenance therapy in older patients enrolled in PRIMA and sup-
port the use of niraparib first-line maintenance therapy in patients
with newly diagnosed advanced OC who respond to first-line PBC re-
gardless of age.

Previous presentation

The data presented in this article were previously presented as an
oral presentation at European Society for Medical Oncology (ESMO)
Congress 2020, September 19-21, 2020, and presented as either an
oral or poster encore presentation at the European Society of
Gynaecological Oncology State of the Art Conference 2020, December
14-16, 2020; Chinese Society of Clinical Oncology (CSCO) Annual Meet-
ing, September 16-20, 2020; the German Academy for Gynecology and
Obstetrics (DGGG) Congress, October 7-10, 2020; and the Society for
Gynecologic Oncology's Annual Meeting on Women's Cancer, March
16-18, 2024.

Funding
This study (NCT02655016) was funded by GSK.
CRediT authorship contribution statement

Giorgio Valabrega: Conceptualization, Data curation, Resources,
Writing - review & editing. Bhavana Pothuri: Conceptualization, Data
curation, Resources, Writing - review & editing. Ana Oaknin: Conceptu-
alization, Data curation, Resources, Writing - review & editing. Whitney
S. Graybill: Conceptualization, Data curation, Resources, Writing -
review & editing. Ana Beatriz Sanchez: Conceptualization, Data
curation, Resources, Writing - review & editing. Colleen McCormick:
Conceptualization, Data curation, Resources, Writing - review & editing.
Jean-Francois Baurain: Conceptualization, Data curation, Resources,
Writing - review & editing. Anna V. Tinker: Conceptualization, Data
curation, Resources, Writing - review & editing. Hannelore Denys:
Conceptualization, Data curation, Resources, Writing — review & editing.
Roisin E. O’Cearbhaill: Conceptualization, Data curation, Resources,
Writing - review & editing. Sakari Hietanen: Conceptualization, Data
curation, Resources, Writing - review & editing. Richard G. Moore: Con-
ceptualization, Data curation, Resources, Writing - review & editing.
Anja @r Knudsen: Conceptualization, Data curation, Resources, Writing
- review & editing. Thibault de La Motte Rouge: Conceptualization,
Data curation, Resources, Writing - review & editing. Florian Heitz:
Conceptualization, Data curation, Resources, Writing - review & editing.
Tally Levy: Conceptualization, Data curation, Resources, Writing - re-
view & editing. Whitney York: Data curation, Formal analysis, Writing
- review & editing. Divya Gupta: Conceptualization, Data curation,
Writing - review & editing. Bradley J. Monk: Conceptualization, Data
curation, Resources, Writing - review & editing. Antonio Gonzalez-
Martin: Conceptualization, Data curation, Resources, Writing - review
& editing.

136

Gynecologic Oncology 187 (2024) 128-138

Data sharing statement

GSK is committed to sharing anonymized subject-level data from in-
terventional trials as per GSK policies and as applicable. Requests for
subject-level data should be done via the GSK link: https://www.gsk-
studyregister.com/en/.

Declaration of competing interest

Dr. Valabrega reports consulting fees from GSK; honoraria from
AstraZeneca, Eisai, GSK, and MSD; travel support from AstraZeneca
and PharmaMar; and participation in advisory boards for AstraZeneca,
Eisai, GSK, and MSD.

Dr. Pothuri reports institutional grant support from AstraZeneca,
Celsion, Clovis Oncology, Eisai, Genentech/Roche, GSK, I-Mab, Immuno-
gen, Incyte, Karyopharm, Merck, Mersana, Onconova, SeaGen, Sutro,
and Toray; consulting fees from AstraZeneca, GOG Foundation, GSK,
Merck, and Seagen; support for attending meetings from GOG Partners;
and advisory board fees from Arquer Diagnostics, Atossa, Deciphera,
Eisai, Elevar Therapeutics, GOG Foundation, I-Mab, Immunogen, Lily,
Merck, Mersana, Natera, Onconova, Regeneron, Sutro Biopharma,
Tesaro/GSK, Toray, and VBL Therapeutics.

Dr. Oaknin reports institutional grants from AbbVie Deutschland,
Advaxis, Aeterna Zentaris, Amgen, Aprea Therapeutics AB, BMS, Clovis
Oncology, Eisai, F. Hoffmann-La Roche, Immunogen, MSD de Espafia
SA, Millennium Pharmaceuticals, PharmaMar SA, Regeneron Pharma-
ceuticals, and Tesaro; consulting fees from Agenus, AstraZeneca, Clovis
Oncology, Corcept Therapeutics, Deciphera Pharmaceuticals, Eisai,
Exelixis, EMD Serono, F. Hoffmann-La Roche, Genmab, GSK, Immuno-
Gen, Iteos, MSD de Espafia SA, Mersana Therapeutics, Novocure,
OncXerna Therapeutics, PharmaMar, Regeneron, Shattuck Labs, Seagen,
and Sutro Biopharma; honoraria from Asociacién Colombiada de
Ginecol6gos Oncologos, AstraZeneca, ESO, GSK, Medscape, NSGO,
Peerview, and Peervoice; individual travel support from AstraZeneca,
PharmaMar, and Roche; and advisory board participation for Agenus,
AstraZeneca, Clovis Oncology, Corcept Therapeutics, Deciphera Pharma-
ceuticals, Eisai, Exelixis, EMD Serono, F. Hoffmann-La Roche, Genmab,
GSK, ImmunoGen, Iteos, MSD de Espafla SA, Mersana Therapeutics,
Novocure, OncXerna Therapeutics, PharmaMar, Regeneron, Seagen,
Shattuck Labs, and Sutro Biopharma.

Dr. Graybill reports consulting and speaker fees from GSK.

Dr. Sanchez reports consulting fees from AstraZeneca, GSK, and
MSD; honoraria from AstraZeneca, GSK, and MSD; and travel support
from AstraZeneca, GSK, and MSD.

Dr. McCormick reports personal fees for advisory boards for Clovis,
GSK, ImmunoGen, and Merck.

Dr. Baurain reports consulting fees from AstraZeneca, BMS, GSK,
Immunocore, Merck, MSD, Novartis, Pfizer, Pierre-Fabre, Regeneron,
Sanofi, and Sun Pharma.

Dr. Tinker reports honoraria from AstraZeneca, Eisai, GSK, and
Merck and travel support from GSK.

Dr. Denys reports an institutional research grant from Gilead; con-
sulting fees from Gilead and GSK; honoraria from Amgen, AstraZeneca,
Daiichi Sankyo, Eli Lilly, Gilead, GSK, Leo Pharma, MSD, and Roche;
travel support from AstraZeneca, Gilead, GSK, MSD, Pfizer, PharmaMar,
Roche, and Teva; and participation on advisory boards for AstraZeneca,
Eli Lilly, Gilead, GSK, Menarini, MSD, and Pfizer.

Dr. O'Cearbhaill reports institutional research support from NIH/
NCI Cancer Center Support Grant (P30 CA008748) and support grants
from AstraZeneca/Merck, Atara Biotherapeutics/Bayer, Genentech,
Genmab, GSK, Gynecologic Oncology Group Foundation, Juno Thera-
peutics, Kite/Gilead, Ludwig Institute for Cancer Research, Regeneron,
Sellas Life Sciences, StemcentRx, Syndax, Taplmmune, and TCR2 Thera-
peutics; participating in advisory boards with Bayer, Carina Biotech,


https://www.gsk-studyregister.com/en/
https://www.gsk-studyregister.com/en/

G. Valabrega, B. Pothuri, A. Oaknin et al.

Fresenius Kabi, Immunogen, Regeneron, R-Pharm, Seattle Genetics, and
Tesaro/GSK; personal fees from GOG Foundation; travel fees from
Hitech Health; and service as a noncompensated steering committee
member for the DUO-O (olaparib) and PRIMA and Moonstone
(niraparib) studies.

Dr. Hietanen reports consulting fees from AstraZeneca, Eisai, GSK,
and MSD and honoraria from AstraZeneca and GSK.

Dr. Moore reports institutional grants from Angle Plc and Fujirebio
Diagnostics and personal fees from Fujirebio Diagnostics.

Dr. Knudsen has nothing to disclose.

Dr. de La Motte Rouge reports receiving consulting fees from
AstraZeneca, Clovis Oncology, Eisai, Gilead, GSK, MSD, Novartis, Pfizer,
and Sanofi; receiving honoraria from AstraZeneca, GSK, MSD,
NetCancer, and Pfizer; and travel support from Gilead, MSD, and Pfizer.

Dr. Heitz reports honoraria from AstraZeneca, GSK, Roche, and
Tesaro and consulting fees from AstraZeneca, GSK, Roche, and Tesaro.

Dr. Levy has nothing to disclose.

Dr. Monk reports consulting fees from Agenus, Akeso Biopharma,
Amgen, Aravive, Bayer, Elevar, EMD Merck, Genmab/Seagen, GOG Foun-
dation, Gradalis, ImmunoGen, lovance, Karyopharm, MacroGenics,
Mersana, Myriad, Novartis, Novocure, Pfizer, Puma, Regeneron, Sor-
rento, US Oncology Research, and VBL and speakers' bureau honoraria
from AstraZeneca, Clovis, Eisai, Merck, Roche/Genentech, and Tesaro/
GSK.

Dr. Gonzailez-Martin reports for different educational or advisory-
related activities from Alkermes, Amgen, AstraZeneca, Clovis, Genmab,
GSK, Hedera Dx, Immunogen, Illumina, Mersana, MSD, Novartis,
Novocure, Oncoinvent, PharmaMar, Roche, Seagen, Sotio, Sutro, Takeda,
and Tubulis.

Ms. York is a current employee of GSK.

Dr. Gupta is a former employee of GSK and Mersana Therapeutics
and is currently an employee of Cullinan Oncology.

Acknowledgements

The authors would like to thank Yong Li, PhD, for additional statisti-
cal support and review and Paul Hoskins, MD, for his contributions to
the initial congress presentation of the data at the European Society
for Medical Oncology (ESMO) Congress 2020, September 19-21, 2020.
Medical writing and editorial support were coordinated by Hasan Jamal,
MSc, and Prudence L. Roaf, MPH, of GSK and provided by Betsy C. Taylor,
PhD, CMPP, and Jennifer Robertson, PhD, CMPP, of Ashfield MedComms,
an [nizio company.

Appendix A. Supplementary data

Supplementary data to this article can be found online at https://doi.
org/10.1016/j.ygyno.2024.03.009.

References

[1] Y.Zhang, G. Luo, M. Li, P. Guo, Y. Xiao, H. Ji, et al., Global patterns and trends in ovar-
ian cancer incidence: age, period and birth cohort analysis, BMC Cancer 19 (2019)
984, https://doi.org/10.1186/s12885-019-6139-6.

Z. Momenimovahed, A. Tiznobaik, S. Taheri, H. Salehiniya, Ovarian cancer in the
world: epidemiology and risk factors, Int. J. Women's Health 11 (2019) 287-299,
https://doi.org/10.2147/[JWH.S197604.

N. Howlader, A. Noone, M. Krapcho, D. Miller, A. Brest, M. Yu, et al., SEER cancer Sta-
tistics Review, 1975-2017, National Cancer Institute, 2020, https://seer.cancer.gov/
archive/csr/1975_2017/.

T. Thigpen, M.F. Brady, G.A. Omura, W.T. Creasman, W.P. Mcguire, W.J. Hoskins,
et al., Age as a prognostic factor in ovarian carcinoma: the Gynecologic Oncology
Group experience, Cancer 71 (1993) 606-614, https://doi.org/10.1002/cncr.
2820710218.

G. Freyer, W. Tew, K. Moore, Treatment and trials: ovarian cancer in older women,
ASCO Education Book 33 (2013) 227-235, https://doi.org/10.14694/EdBook_AM.
2013.33.227.

F. Tinquaut, G. Freyer, F. Chauvin, N. Gane, E. Pujade-Lauraine, C. Falandry, Prognos-
tic factors for overall survival in elderly patients with advanced ovarian cancer
treated with chemotherapy: results of a pooled analysis of three GINECO phase II tri-
als, Gynecol. Oncol. 143 (2016) 22-26, https://doi.org/10.1016/j.ygyno.2016.03.018.

(2]

3]

[4

(5

(6

137

Gynecologic Oncology 187 (2024) 128-138

[7] S.Zhang, R. Royer, S. Li, J.R. McLaughlin, B. Rosen, H.A. Risch, et al., Frequencies of
BRCA1 and BRCA2 mutations among 1,342 unselected patients with invasive ovar-
ian cancer, Gynecol. Oncol. 121 (2011) 353-357, https://doi.org/10.1016/j.ygyno.
2011.01.020.

T. Pal, J. Permuth-Wey, J.A. Betts, ].P. Krischer, J. Fiorica, H. Arango, et al., BRCA1 and
BRCA2 mutations account for a large proportion of ovarian carcinoma cases, Cancer
104 (2005) 2807-2816, https://doi.org/10.1002/cncr.21536.

SJ. Gibson, G.F. Fleming, S.M. Temkin, D.M. Chase, The application and outcome of
standard of care treatment in elderly women with ovarian cancer: a literature re-
view over the last 10 years, Front. Oncol. 6 (2016), https://doi.org/10.3389/fonc.
2016.00063.

L. Tortorella, G. Vizzielli, D. Fusco, W.C. Cho, R. Bernabei, G. Scambia, et al., Ovarian
cancer management in the oldest old: improving outcomes and tailoring treat-
ments, Aging Dis. 8 (2017) 677-684, https://doi.org/10.14336/AD.2017.0607.

D. Uyar, H.E. Frasure, M. Markman, V.E. von Gruenigen, Treatment patterns by de-
cade of life in elderly women (270 years of age) with ovarian cancer, Gynecol.
Oncol. 98 (2005) 403-408, https://doi.org/10.1016/j.ygyno.2005.04.037.

C. Falandry, F. Rousseau, M.A. Mouret-Reynier, F. Tinquaut, D. Lorusso, ]. Herrstedt,
et al., Efficacy and safety of first-line single-agent carboplatin vs carboplatin plus
paclitaxel for vulnerable older adult women with ovarian cancer: a GINECO/GCIG
randomized clinical trial, JAMA Oncol. 7 (2021) 853-861, https://doi.org/10.1001/
jamaoncol.2021.0696.

M.S. Schuurman, R. Kruitwagen, J.E.A. Portielje, E.M. Roes, V. Lemmens, M.A. van der
Aa, Treatment and outcome of elderly patients with advanced stage ovarian cancer:
a nationwide analysis, Gynecol. Oncol. 149 (2018) 270-274, https://doi.org/10.
1016/j.ygyno.2018.02.017.

M.R. Mirza, BJ. Monk, J. Herrstedt, A.M. Oza, S. Mahner, A. Redondo, et al., Niraparib
maintenance therapy in platinum-sensitive, recurrent ovarian cancer, N. Engl. J.
Med. 375 (2016) 2154-2164, https://doi.org/10.1056/NE]Moa1611310.

AM. Oza, U.A. Matulonis, S. Malander, S. Hudgens, J. Sehouli, ].M. Del Campo, et al.,
Quality of life in patients with recurrent ovarian cancer treated with niraparib ver-
sus placebo (ENGOT-OV16/NOVA): results from a double-blind, phase 3,
randomised controlled trial, Lancet Oncol. 19 (2018) 1117-1125, https://doi.org/
10.1016/S1470-2045(18)30333-4.

M. Fabbro, K.N. Moore, A. Dgrum, A.V. Tinker, S. Mahner, L. Bover, et al,, Efficacy and
safety of niraparib as maintenance treatment in older patients (>70 years) with re-
current ovarian cancer: results from the ENGOT-OV16/NOVA trial, Gynecol. Oncol.
152 (2019) 560-567, https://doi.org/10.1016/j.ygyno.2018.12.009.

A. Gonzalez-Martin, B. Pothuri, I. Vergote, R. DePont Christensen, W. Graybill, M.R.
Mirza, et al., Niraparib in patients with newly diagnosed advanced ovarian cancer,
N, Engl. J. Med. 381 (2019) 2391-2402, https://doi.org/10.1056/NEJMoa1910962.
N. Colombo, A.M. Oza, D. Lorusso, C. Aghajanian, A. Oaknin, A. Dean, et al., The effect
of age on efficacy, safety and patient-centered outcomes with rucaparib: a post hoc
exploratory analysis of ARIEL3, a phase 3, randomized, maintenance study in pa-
tients with recurrent ovarian carcinoma, Gynecol. Oncol. 159 (2020) 101-111,
https://doi.org/10.1016/j.ygyno.2020.05.045.

R. Sabatier, F. Rousseau, F. Joly, C. Cropet, C. Montegut, J. Frindte, et al., Efficacy and
safety of maintenance olaparib and bevacizumab in ovarian cancer patients aged >/
=65 years from the PAOLA-1/ENGOT-ov25 trial, Eur. J. Cancer 181 (2023) 42-52,
https://doi.org/10.1016/j.ejca.2022.11.029.

F. Selle, N. Colombo, ]. Korach, C. Mendiola, A. Cardona, Y. Ghazi, et al., Safety and ef-
ficacy of extended bevacizumab therapy in elderly (>/=70 years) versus younger
patients treated for newly diagnosed ovarian cancer in the international ROSiA
study, Int. J. Gynecol. Cancer 28 (2018) 729-737, https://doi.org/10.1097/IGC.
0000000000001221.

R. Sorio, C. Roemer-Becuwe, F. Hilpert, E. Gibbs, Y. Garcia, J. Kaern, et al., Safety and
efficacy of single-agent bevacizumab-containing therapy in elderly patients with
platinum-resistant recurrent ovarian cancer: subgroup analysis of the randomised
phase III AURELIA trial, Gynecol. Oncol. 144 (2017) 65-71, https://doi.org/10.
1016/j.ygyno.2016.11.006.

F. Trillsch, S. Mahner, B. Ataseven, R. Asher, N. Aryal, C. Dubot, et al., Efficacy
and safety of olaparib according to age in BRCA1/2-mutated patients with
recurrent platinum-sensitive ovarian cancer: analysis of the phase Il SOLO2/
ENGOT-0v21 study, Gynecol. Oncol. 165 (2022) 40-48, https://doi.org/10.1016/j.
ygyno.2022.01.024.

E.A. Eisenhauer, P. Therasse, J. Bogaerts, L.H. Schwartz, D. Sargent, R. Ford, et al., New
response evaluation criteria in solid tumours: revised RECIST guideline (version
1.1), Eur. J. Cancer 45 (2009) 228-247, https://doi.org/10.1016/j.ejca.2008.10.026.
M. Groenvold, M.C. Klee, M.A. Sprangers, N.K. Aaronson, Validation of the EORTC
QLQ-C30 quality of life questionnaire through combined qualitative and quantita-
tive assessment of patient-observer agreement, J. Clin. Epidemiol. 50 (1997)
441-450, https://doi.org/10.1016/s0895-4356(96)00428-3.

European Organisation for Research and Treatment of Cancer, European Organisa-
tion for Research and Treatment of Cancer Quality of Life Questionnaire, https://
www.eortc.org/app/uploads/sites/2/2018/08/Specimen-QLQ-C30-English.pdf 2023.
P.M. Fayers, N.K. Aaronson, K. Bjordal, M. Groenvold, D. Curran, A. Bottomley, on
behalf of the EORTC Quality of Life Group, The EORTC QLQ-C30 Scoring Manual,
3rd edition Published by: European Organisation for Research and Treatment of
Cancer, Brussels, 2001, https://www.eortc.org/app/uploads/sites/2/2018/02/
SCmanual.pdf.

N.K. Aaronson, S. Ahmedzai, B. Bergman, M. Bullinger, A. Cull, N.J. Duez, et al., The
European Organization for Research and Treatment of Cancer QLQ-C30: a quality-
of-life instrument for use in international clinical trials in oncology, J. Natl. Cancer
Inst. 85 (1993) 365-376, https://doi.org/10.1093/jnci/85.5.365.

E. Greimel, A. Bottomley, A. Cull, A.C. Waldenstrom, J. Arraras, L. Chauvenet, et al., An
international field study of the reliability and validity of a disease-specific

8

[9

(10]

(11]

[12]

[13]

(14]

[15]

(16]

(17]

(18]

[19]

(20]

(21]

(22]

(23]

(24]

(25]

(26]

(27]

(28]


https://doi.org/10.1016/j.ygyno.2024.03.009
https://doi.org/10.1016/j.ygyno.2024.03.009
https://doi.org/10.1186/s12885-019-6139-6
https://doi.org/10.2147/IJWH.S197604
https://seer.cancer.gov/archive/csr/1975_2017/
https://seer.cancer.gov/archive/csr/1975_2017/
https://doi.org/10.1002/cncr.2820710218
https://doi.org/10.1002/cncr.2820710218
https://doi.org/10.14694/EdBook_AM.2013.33.227
https://doi.org/10.14694/EdBook_AM.2013.33.227
https://doi.org/10.1016/j.ygyno.2016.03.018
https://doi.org/10.1016/j.ygyno.2011.01.020
https://doi.org/10.1016/j.ygyno.2011.01.020
https://doi.org/10.1002/cncr.21536
https://doi.org/10.3389/fonc.2016.00063
https://doi.org/10.3389/fonc.2016.00063
https://doi.org/10.14336/AD.2017.0607
https://doi.org/10.1016/j.ygyno.2005.04.037
https://doi.org/10.1001/jamaoncol.2021.0696
https://doi.org/10.1001/jamaoncol.2021.0696
https://doi.org/10.1016/j.ygyno.2018.02.017
https://doi.org/10.1016/j.ygyno.2018.02.017
https://doi.org/10.1056/NEJMoa1611310
https://doi.org/10.1016/S1470-2045(18)30333-4
https://doi.org/10.1016/S1470-2045(18)30333-4
https://doi.org/10.1016/j.ygyno.2018.12.009
https://doi.org/10.1056/NEJMoa1910962
https://doi.org/10.1016/j.ygyno.2020.05.045
https://doi.org/10.1016/j.ejca.2022.11.029
https://doi.org/10.1097/IGC.0000000000001221
https://doi.org/10.1097/IGC.0000000000001221
https://doi.org/10.1016/j.ygyno.2016.11.006
https://doi.org/10.1016/j.ygyno.2016.11.006
https://doi.org/10.1016/j.ygyno.2022.01.024
https://doi.org/10.1016/j.ygyno.2022.01.024
https://doi.org/10.1016/j.ejca.2008.10.026
https://doi.org/10.1016/s0895-4356(96)00428-3
https://www.eortc.org/app/uploads/sites/2/2018/08/Specimen-QLQ-C30-English.pdf
https://www.eortc.org/app/uploads/sites/2/2018/08/Specimen-QLQ-C30-English.pdf
https://www.eortc.org/app/uploads/sites/2/2018/02/SCmanual.pdf
https://www.eortc.org/app/uploads/sites/2/2018/02/SCmanual.pdf
https://doi.org/10.1093/jnci/85.5.365

G. Valabrega, B. Pothuri, A. Oaknin et al.

questionnaire module (the QLQ-OV28) in assessing the quality of life of patients
with ovarian cancer, Eur. J. Cancer 39 (2003) 1402-1408, https://doi.org/10.1016/
50959-8049(03)00307-1.

[29] European Organisation for Research and Treatment of Cancer European Organisa-
tion for Research and Treatment of Cancer Quality of Life Questionnaire Ovarian
Cancer Module, https://www.eortc.org/app/uploads/sites/2/2018/08/Specimen-
0V28-English.pdf; 2023.

[30] J. Beaumont, S. Yount, D. Lalla, D. Lubeck, M. Derynck, B. Karlan, et al., Validation of
the Functional Assessment of Cancer Therapy-Ovarian (FACT-O) Symptom Index
(FOSI) in a phase II clinical trial of pertuzumab in patients with advanced ovarian
cancer, J. Clin. Oncol. 25 (2007) 16021, https://doi.org/10.1200/jc0.2007.25.18_
suppl.16021.

[31] Functional Assessment of Cancer Therapy Ovarian Cancer Symptom Index - 8 Item
Version, https://www.facit.org/_files/ugd/037287_
4884ebb790b442cb9e9c4d4caedcbael.pdf; 2023.

[32] M. Herdman, C. Gudex, A. Lloyd, M. Janssen, P. Kind, D. Parkin, et al., Development
and preliminary testing of the new five-level version of EQ-5D (EQ-5D-5L), QoL
Res. 20 (2011) 1727-1736, https://doi.org/10.1007/s11136-011-9903-x.

[33] EuroQol Research Foundation, EQ-5D-5L User Guide 2019, https://euroqol.org/pub-
lications/user-guides; 2023.

[34] B. Pothuri, S. Han, D.M. Chase, F. Heitz, R.A. Burger, L. Gaba, et al., Health-related
quality of life in patients with newly diagnosed advanced ovarian cancer treated
with niraparib vs placebo: results from the phase 3 randomized PRIMA/ENGOT-
0V26/GOG-3012 trial, Gynecol. Oncol. 184 (2024) 168-177, https://doi.org/10.
1016/j.ygyno.2024.01.021.

[35] A. Pagkali, I. Mamais, A. Michalinos, A.P. Agouridis, Safety profile of niraparib as
maintenance therapy for ovarian cancer: a systematic review and meta-analysis,
Curr. Oncol. 29 (2022) 321-336, https://doi.org/10.3390/curroncol29010029.

[36] M.R. Mirza, A. Gonzalez-Martin, W.S. Graybill, D.M. O'Malley, L. Gaba, O.W.S. Yap,
et al., Prospective evaluation of the tolerability and efficacy of niraparib dosing
based on baseline body weight and platelet count: results from the PRIMA/
ENGOT-0V26/GOG-3012 trial, Cancer 129 (2023) 1846-1855, https://doi.org/10.
1002/cncr.34706.

Gynecologic Oncology 187 (2024) 128-138

[37] LE. Dockery, W.P. Tew, K. Ding, K.N. Moore, Tolerance and toxicity of the PARP in-

hibitor olaparib in older women with epithelial ovarian cancer, Gynecol. Oncol.
147 (2017) 509-513, https://doi.org/10.1016/j.ygyno.2017.10.007.

F. Hilpert, A. du Bois, E. Greimel, J. Hedderich, G. Krause, L. Venhoff, et al., Feasibility,
toxicity and quality of life of first-line chemotherapy with platinum/paclitaxel in el-
derly patients aged > or =70 years with advanced ovarian cancer—a study by the
AGO OVAR Germany, Ann. Oncol. 18 (2007) 282-287, https://doi.org/10.1093/
annonc/mdl401.

F. Trillsch, S. Mahner, B. Ataseven, R. Asher, C. Dubot, A.R. Clamp, et al., Efficacy and
safety of olaparib according to age in BRCA-1/2 mutated patients with recurrent
platinum-sensitive ovarian cancer: analysis of the phase Il SOLO2 (AGO-OVAR
2.23/ENGOT-0v21) study, J. Clin. Oncol. 38 (2020) 6068, https://doi.org/10.1200/
JC0.2020.38.15_suppl.6068.

S. Singh, B. Bajorek, Defining 'elderly" in clinical practice guidelines for pharmaco-
therapy, Pharm. Pract. (Granada) 12 (2014) 489, https://doi.org/10.4321/s1886-
36552014000400007.

L. Bengrine, N. Bakrin, F. Rousseau, V. Lavoue, C. Falandry, Multi-disciplinary care
planning of ovarian cancer in older patients: general statement-a position paper
from SOFOG-GINECO-FRANCOGYN-SFPO, Cancers (Basel) 14 (2022), https://doi.
org/10.3390/cancers14051295.

A. Kumar, C.L. Langstraat, S.R. DeJong, M.E. McGree, ].N. Bakkum-Gamez, A.L.
Weaver, et al.,, Functional not chronologic age: frailty index predicts outcomes in ad-
vanced ovarian cancer, Gynecol. Oncol. 147 (2017) 104-109, https://doi.org/10.
1016/j.ygyno.2017.07.126.

C. Falandry, B. Weber, A.M. Savoye, F. Tinquaut, O. Tredan, E. Sevin, et al., Develop-
ment of a geriatric vulnerability score in elderly patients with advanced ovarian
cancer treated with first-line carboplatin: a GINECO prospective trial, Ann. Oncol.
24 (2013) 2808-2813, https://doi.org/10.1093/annonc/mdt360.

M. Frasca, P. Soubeyran, C. Bellera, M. Rainfray, K. Leffondre, S. Mathoulin-Pelissier,
et al, Alterations in comprehensive geriatric assessment decrease survival of elderly
patients with cancer, Eur. J. Cancer 90 (2018) 10-18, https://doi.org/10.1016/j.ejca.
2017.11.013.


https://doi.org/10.1016/s0959-8049(03)00307-1
https://doi.org/10.1016/s0959-8049(03)00307-1
https://www.eortc.org/app/uploads/sites/2/2018/08/Specimen-OV28-English.pdf
https://www.eortc.org/app/uploads/sites/2/2018/08/Specimen-OV28-English.pdf
https://doi.org/10.1200/jco.2007.25.18_suppl.16021
https://doi.org/10.1200/jco.2007.25.18_suppl.16021
https://www.facit.org/_files/ugd/037287_4884ebb790b442cb9e9c4d4caedc6ae1.pdf
https://www.facit.org/_files/ugd/037287_4884ebb790b442cb9e9c4d4caedc6ae1.pdf
https://doi.org/10.1007/s11136-011-9903-x
https://euroqol.org/publications/user-guides
https://euroqol.org/publications/user-guides
https://doi.org/10.1016/j.ygyno.2024.01.021
https://doi.org/10.1016/j.ygyno.2024.01.021
https://doi.org/10.3390/curroncol29010029
https://doi.org/10.1002/cncr.34706
https://doi.org/10.1002/cncr.34706
https://doi.org/10.1016/j.ygyno.2017.10.007
https://doi.org/10.1093/annonc/mdl401
https://doi.org/10.1093/annonc/mdl401
https://doi.org/10.1200/JCO.2020.38.15_suppl.6068
https://doi.org/10.1200/JCO.2020.38.15_suppl.6068
https://doi.org/10.4321/s1886-36552014000400007
https://doi.org/10.4321/s1886-36552014000400007
https://doi.org/10.3390/cancers14051295
https://doi.org/10.3390/cancers14051295
https://doi.org/10.1016/j.ygyno.2017.07.126
https://doi.org/10.1016/j.ygyno.2017.07.126
https://doi.org/10.1093/annonc/mdt360
https://doi.org/10.1016/j.ejca.2017.11.013
https://doi.org/10.1016/j.ejca.2017.11.013

	Efficacy and safety of niraparib in patients aged 65 years and older with advanced ovarian cancer: Results from the PRIMA/E...
	Declaration of competing interest
	Acknowledgements
	References




