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INTRODUCTION

Abstract

Background: The PRIMA/ENGOT-OV26/GOG-3012 (NCT02655016) trial was
amended to prospectively evaluate the safety and efficacy of an individualized
starting dose (ISD) regimen of niraparib for first-line maintenance therapy in pa-
tients with newly diagnosed advanced ovarian cancer.

Methods: In the phase 3 PRIMA trial, patients with newly diagnosed advanced
ovarian cancer with a complete/partial response to first-line platinum-based
chemotherapy (N = 733) were initially treated with a fixed starting dose (FSD)
regimen of 300 mg once daily. Subsequently, the protocol was amended so newly
enrolled patients received an ISD: 200 mg once daily in patients with baseline body
weight < 77 kg or baseline platelet count < 150,000/uL, and 300 mg once daily in all
other patients. Efficacy and safety outcomes were assessed by starting dose.
Results: Overall, 475 (64.8%) patients were assigned to an FSD (niraparib, n = 317;
placebo, n = 158) and 258 (35.2%) were assigned to an ISD (niraparib, n = 170;
placebo, n = 88). Efficacy in patients who received FSD or ISD was similar for the
overall (FSD hazard ratio [HR], 0.59 [95% CI, 0.46-0.76] vs. ISD HR, 0.69 [95% ClI,
0.48-0.98]) and the homologous recombination-deficient (FSD HR, 0.44 [95% ClI,
0.30-0.64] vs. ISD HR, 0.39 [95% Cl, 0.22-0.72]) populations. In patients with low
body weight/platelet count, rates of grades >3 and 4 hematologic treatment-
emergent adverse events, dose interruptions, and dose reductions were lower for
those who received ISD than for those who received FSD.

Conclusions: In PRIMA, similar dose intensity, similar efficacy, and improved safety

were observed with the ISD compared with the FSD regimen.

KEYWORDS
individualized starting dose, niraparib, ovarian cancer, poly(ADP-ribose) polymerase inhibitors/
adverse effects, poly(ADP-ribose) polymerase inhibitors/therapeutic use

retrospective decision-tree analysis included bodyweight and body

mass index as variables, but of these two, bodyweight was found to be

Niraparib is a poly(ADP-ribose) polymerase inhibitor approved for
the maintenance treatment of patients with advanced epithelial
ovarian, fallopian tube, or primary peritoneal cancer (collectively
called ovarian cancer [OC]).*?

Based on the results of the phase 1 PNOO1 study, a starting dose
of niraparib 300 mg once daily was used in the pivotal ENGOT-OV16/
NOVA (NOVA) trial (NCT01847274) for patients with recurrent OC.2
The most common grade >3 treatment-emergent adverse events
(TEAEs) among patients receiving niraparib in NOVA were hemato-
logic (thrombocytopenia, anemia, and neutropenia), and dose re-
ductions were implemented in 66.5% of niraparib-treated patients.*
To evaluate whether a lower dose would decrease hematologic
TEAEs, a retrospective decision-tree analysis of NOVA was
conducted, which identified that niraparib-treated patients with low
baseline body weight (BW < 77 kg) or low platelet count
(PC < 150,000/uL)—the low weight or platelet (low W/P) subgroup—
had a higher incidence of grade >3 thrombocytopenia.® The

a predictor of thrombocytopenia and dose reductions, whereas body
mass index was not.> Because of early dose reductions, patients in the
low W/P population received a 207-mg average niraparib dose during
the first 2 months of treatment, suggesting that this population could
benefit from starting dose optimization.> Moreover, efficacy was
similar in patients who received niraparib 100 mg or 200 mg once
daily following dose modification compared with patients who
remained on niraparib 300 mg once daily.”

In response to the posology findings from NOVA retrospective
analysis,> the PRIMA/ENGOT-OV26/GOG-3012 (PRIMA) trial of
niraparib for first-line advanced OC maintenance was amended to
prospectively evaluate an individualized starting dose (ISD) of nir-
aparib: 200 mg once daily for patients with baseline BW < 77 kg or
baseline PC < 150,000/uL (low W/P), and 300 mg in patients with
baseline BW > 77 kg and baseline PC > 150,000/pL.

Here, we report the results of the safety and efficacy evaluations
of the ISD regimen analysis from the PRIMA trial.
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METHODS
Patients and treatment

A detailed methodology of PRIMA (NCT02655016) has been pub-
lished previously.® Briefly, eligible patients were aged >18 years and
had newly diagnosed, histologically confirmed, high-grade serous or
endometrioid OC. Tumor samples underwent central tumor homol-
ogous recombination testing (myChoice HRD test; Myriad Genetics,
Inc, Salt Lake City, UT). Within 12 weeks of completion of their last
dose of platinum-based therapy, patients were randomized 2:1 to
receive niraparib or placebo orally once daily in 28-day cycles until
progressive disease or intolerable toxicity. Patients were stratified by
clinical response after first-line, platinum-based chemotherapy
(complete or partial response), receipt of neoadjuvant chemotherapy
(yes or no), and status regarding tumor homologous recombination
(deficient vs. proficient or not determined). Initially, all patients
received the fixed starting dose (FSD) of 300 mg once daily. The trial
was performed 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.®

Individualized starting dose

The trial protocol was amended on November 16, 2017, to incor-
porate an ISD based on baseline BW and PC. Patients with a baseline
BW > 77 kg and PC > 150,000/pL were assigned to a starting dose of
300 mg once daily. Patients with a baseline BW < 77 kg or baseline
PC < 150,000/pL (low W/P) were assigned to a starting dose of
200 mg once daily. For patients whose initial starting dosage was
200 mg/day, escalation to 300 mg/day was permitted if no treatment
interruption or discontinuation was required during the first two
cycles of therapy.

Outcomes

Progression-free survival (PFS) was defined as the time from
randomization after completion of platinum-based chemotherapy to
the earliest date of objective disease progression on imaging (ac-
cording to RECIST version 1.1) or death from any cause. PFS assessed
by blinded independent central review (BICR) was the primary effi-
cacy end point analyzed by hierarchical testing, first in patients who
were homologous recombination deficient (HRd) and then in the
overall population. PFS per investigator assessment (IA), safety out-
comes, and patient-reported outcomes were secondary end points.
BICR-assessed PFS analyses in the overall and HRd populations by
starting dose were prespecified at the time of protocol amendment.
No adjustments were made for baseline covariates.

Additional post hoc analyses were planned to characterize the

efficacy and safety for each starting dose subgroup by baseline BW

and PC: subgroup A (FSD subgroup [300-mg starting dose]
with BW > 77 kg and PC > 150,000/uL); subgroup B (ISD subgroup
[300-mg starting dose] with BW > 77 kg and PC > 150,000/uL);
subgroup C (FSD subgroup [300-mg starting dose] with BW < 77 kg
or PC < 150,000/uL); and subgroup D (ISD subgroup [200-mg sta-
rting dose] with BW < 77 kg or PC < 150,000/uL). Patients with low
W/P were included in subgroups C and D. For the primary analysis,®
the intention to treat included all patients regardless of dose level;
for this analysis, only patients who received the protocol-specified
starting dose according to their baseline BW and PC at their time
of enrollment were included.

Statistical analysis

PFS was analyzed with a stratified log-rank test using stratification
factors from randomization and summarized using Kaplan-Meier
methodology. Hazard ratios with 95% Cls were estimated using a
stratified Cox proportional hazards model, with stratification factors
used in randomization. A prespecified subgroup analysis was per-
formed on the starting dose subgroup (FSD or ISD) to assess the
consistency of the treatment effect, including a statistical test of
treatment-subgroup interaction. The primary data cutoff date was
May 17, 2019. PFS by both BICR and IA was analyzed. Because of
limited follow-up time by primary data cutoff date among patients
who received the ISD regimen, an updated data cut was taken on
November 17, 2019 (6 months after the primary data cut), to
perform an ad hoc analysis of PFS by IA with increased follow-up
time and event maturity. See Appendix S1 for further details con-
cerning the statistical analysis.

RESULTS

Primary analysis results from PRIMA have been published previ-
ously.® In PRIMA, 728 of the 733 randomized patients received at
least one dose of the study drug (safety population).

Patient characteristics

Of the 733 patients, 475 (64.8%) were randomized before the
November 2017 amendment and were assigned to receive an FSD of
300 mg once daily, and 258 (35.2%) patients were randomized after
the amendment and were assigned to receive an ISD of 200 or
300 mg once daily (Figure 1). Baseline characteristics by starting dose
subgroup and treatment arm were generally well matched across the
subgroups. However, more patients in the ISD subgroup than in the
FSD subgroup had a partial response to first-line chemotherapy:
niraparib/placebo FSD 26.5%/25.9% versus |ISD 38.8%/37.5%
(Table S1).

Of the 122 patients with low W/P who received the niraparib
200-mg starting dose, 120 (98.4%) had BW < 77 kg and two (1.6%)
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| 989 were assessed for eligibility |

l—»l 256 were excluded for failure to meet eligibility criteria

| 733 underwent randomization |

l

| 475 were assigned to receive an FSD |

2 were not treated

315 received FSD niraparib | | 158 received FSD placebo |

l

| 258 were assigned to receive an ISD |

3 were not treated

169 received ISD niraparib | | 86 received ISD placebo |

204 discontinued study treatment 116 discontinued study treatment

with niraparib with placebo
35 had an adverse event 3 had an adverse event
144 had progressive disease | » 109 had progressive disease
1 had severe nonadherence 0 had severe nonadherence
10 withdrew 0 withdrew

14 had other reasons 4 had other reasons

103 discontinued study treatment 59 discontinued study treatment

with niraparib with placebo

23 had an adverse event 2 had an adverse event

74 had progressive disease [+ > 53 had progressive disease
0 had severe nonadherence 0 had severe nonadherence
2 withdrew 1 withdrew

4 had other reasons 3 had other reasons

111 were still receiving
niraparib at data cutoff

42 were still receiving
placebo at data cutoff

66 were still receiving
niraparib at data cutoff

27 were still receiving
placebo at data cutoff

FIGURE 1 Study enrollment and outcomes as of the data cutoff date May 17, 2019. FSD indicates fixed starting dose; ISD, individualized

starting dose.

patients had PC < 150,000/pL. Thirteen patients receiving an 1SD
escalated from 200 mg once daily to 300 mg once daily (seven nir-
aparib, six placebo). Of 258 patients who received an ISD, 17 (6.6%)
received the incorrect starting dose: 14 patients with low W/P
received 300 mg of niraparib and three with high W/P received
200 mg. Incorrectly dosed patients were excluded from safety and
efficacy analysis and from the analysis of subgroups A through D. See

Figure S1 for a complete dosing breakdown.

Dose exposure, modification, and safety

Overall exposure during the treatment period is listed in Table 1. The
median niraparib dose intensities were similar between FSD and I1SD
subgroups (181.8 vs. 178.6 mg/day), although the median relative
dose intensity was slightly higher in the ISD subgroup than in the FSD
subgroup (66.4% vs. 60.6%). The median niraparib treatment expo-
sure time was similar between both subgroups (FSD, 11.5 months;
ISD, 11.0 months). Rates of niraparib dose interruptions because of
TEAEs were lower in the ISD subgroup than in the FSD subgroup
(71.6% vs. 83.8%), as were rates of dose reductions because of TEAEs
(61.5% vs. 75.9%). In niraparib-treated patients, incidence of treat-
ment discontinuations because of TEAEs was similar in both sub-
groups (FSD, 11.1%; I1SD, 13.6%).

Most patients in PRIMA required early dose modification, with
the majority reaching a tolerable dose by month 4 or 5 (Figure S2).
Most patients with a high BW and PC remained at 200 mg or 300 mg
of niraparib at month 12, whereas those patients with the low W/P
had been reduced to 100 mg of niraparib by month 12. In niraparib-
treated patients, rates of grade >3 hematological TEAEs were lower
in the ISD than in the FSD subgroup. Grade >3 thrombocytopenia
events were reduced from 48.3% in FSD to 21.3% in ISD (Figure 2A).
Similarly, grade >3 anemia and neutropenia events were reduced
from 35.6% and 23.8%, respectively, in the FSD subgroup to 22.5%

and 14.8% in the ISD subgroup. No difference was observed in grade
>3 hypertension between FSD (6.3%) and ISD (5.3%) subgroups. For
nonhematological TEAEs of any grade, incidence was generally lower
in the ISD subgroup than in the FSD subgroup (Table S2).

Dose modifications and safety among patients with
low W/P

At trial start, patients who met the low W/P criteria received the
300-mg FSD (subgroup C), and dose interruptions and dose re-
ductions because of adverse events occurred in 85.2% and 79.8% of
niraparib-treated patients, respectively. Following implementation of
the ISD, patients who met the low W/P criteria received the 200-mg
ISD (subgroup D), and dose interruptions and dose reductions
because of adverse events occurred in 64.8% and 56.6% of niraparib-
treated patients, respectively (Table S3). In the low W/P subgroup,
hematologic toxicities were reduced with a 200-mg ISD versus a
300-mg FSD. Notably, the incidence of grade >3 thrombocytopenia
reduced from 51.9% to 17.2% and grade 4 thrombocytopenia
reduced from 38.7% to 6.6% (Figure 2B,C). Grade >3 anemia rates
were reduced from 35.0% to 20.5%, whereas incidence of grade 4
anemia was low in both subgroups (<1%). Grade >3 neutropenia was
reduced from 27.2% to 14.8%, and grade 4 neutropenia was reduced
from 10.7% to 0.8%. In niraparib-treated patients, rates of trans-
fusion were lower in the ISD subgroup than in the FSD subgroup: red
blood cells, 23.7% versus 36.5%; platelet transfusion, 7.1% versus
27.9%.

Efficacy

Niraparib efficacy in patients who received ISD versus FSD was
similar for the overall population (ISD hazard ratio [HR], 0.69 [95%
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TABLE 1 Dose exposure, safety, and dose modifications by starting dose regimen in the overall population.

Niraparib
Overall (n = 484) FSD (n = 315) ISD (n = 169) Placebo (n = 244)
Median treatment exposure (range), months 11.1 (0-29) 11.5 (0-29) 11.0 (0-16) 8.3 (0-28)
Median dose intensity, mg/day 181.3 181.8 178.6 290.6
Median relative dose intensity, % 62.6 60.6 66.4 98.9
Overall dose interruptions because of TEAE, n (%) 385 (79.5) 264 (83.8) 121 (71.6) 44 (18.0)
Because of hematologic TEAE 337 (69.6) 238 (75.6) 99 (58.6) 5(2.0)
Because of nonhematologic TEAE 157 (32.4) 108 (34.3) 49 (29.0) 40 (16.4)
Overall dose reductions because of TEAE, n (%) 343 (70.9) 239 (75.9) 104 (61.5) 20 (8.2)
Because of hematologic TEAE 317 (65.5) 226 (71.7) 91 (53.8) 5(2.0)
Because of nonhematologic TEAE 66 (13.6) 48 (15.2) 18 (10.7) 16 (6.6)
Discontinuations because of TEAE, n (%) 58 (12.0) 35 (11.1) 23 (13.6) 6 (2.5)

Data cutoff date: May 17, 2019.

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

Cl, 0.48-0.98] vs. FSD HR, 0.59 [95% Cl, 0.46-0.76]) and the HRd
population (ISD HR, 0.39 [95% Cl, 0.22-0.72] vs. FSD HR, 0.44 [95%
Cl, 0.30-0.64]; Table 2). At the prespecified two-sided alpha of 0.1,
the treatment interaction test for starting dose subgroups was not
statistically significant in the overall or HRd populations. Based on
the post hoc analysis, PFS HRs were similar among patients with BW
of 77 kg and PC of 150,000/puL who received a starting dose of
300 mg before or after amendment (subgroups A vs. B; Figure 3A).
Hazard ratios were also similar among patients with low W/P
receiving an FSD of 300 mg before amendment and those receiving
an ISD of 200 mg once daily after amendment (subgroups C vs. D;
Figure 3A).

Because the patients who received an ISD entered the trial
more than a year after initiation, the median follow-up time at the
time of the primary data analysis (May 17, 2019) was only
11.2 months compared with 17.1 months in the FSD subgroup.
Another data cut was conducted to add 6 months to the efficacy
analysis (November 17, 2019), which increased the median follow-
up time to 17.0 months and 22.4 months in the ISD and FSD
subgroups, respectively. In addition, event maturity per IA
increased from 57% (59% FSD and 54% ISD) to 65% (66% FSD and
62% 1SD).

The PFS by IA hazard ratios for patients who received ISD versus
FSD in the HRd and homologous recombination proficient (HRp)
subgroups were similar across the primary and updated data cuts
(Figures 3B and 4B,C). For the overall population, median PFS with
ISD increased from 8.2 months with placebo to 12.5 months with
niraparib treatment (HR, 0.68 [95% Cl, 0.49-0.94]). Similarly, in the
HRd population receiving an ISD, median PFS increased from
12.9 months with placebo to 19.4 months with niraparib (HR, 0.54
[95% ClI, 0.33-0.91]). When comparing low W/P patients in dosing
subgroups C and D, efficacy was maintained in the overall, HRd, and
HRp populations, with consistent HRs from the primary and updated
data cuts (Table S4).

Patient-reported outcomes

No differences were seen in mean Functional Assessment of Cancer
Therapy-Ovarian Symptom Index or EQ-5D-5L health utility index
scores between patients receiving niraparib and placebo in the ISD

and FSD subgroups (Figure S3).

DISCUSSION

In the phase 3 PRIMA trial of niraparib first-line maintenance
treatment in patients with advanced OC, use of an ISD regimen for
niraparib, determined based on a patient's baseline BW and PC, was
associated with improved tolerability with no apparent decrement to
PFS, compared with the FSD regimen of niraparib 300 mg. Throm-
bocytopenia, anemia, and neutropenia events were less common in
the ISD subgroup than in the FSD subgroup. Implementation of the
ISD also affected hematological adverse event severity, with fewer
grade >3 anemia and neutropenia events reported in the ISD sub-
group than in the FSD subgroup. Patients who received an ISD also
underwent fewer red blood cell or platelet transfusions. Rates of
grade >3 anemia and neutropenia events in patients in the ISD
subgroup were similar to those seen for olaparib from the SOLO-1
trial (anemia, 22%; neutropenia, 9%).” In the low W/P patients, the
rate of clinically significant grade 4 thrombocytopenia events
decreased from 38.7% in the 300-mg FSD subgroup to 6.6% in the
200-mg ISD subgroup, a reduction of more than 80%. Available
patient-reported outcome data indicated no notable differences in
the overall health-related quality of life between FSD and ISD
groups; however, additional investigation may be warranted to better
understand ISD impact on gastrointestinal tolerability and the overall
disease and treatment experience.

In comparison to the FSD subgroup, rates of dose modifications

and dose interruptions were decreased in the ISD subgroup, especially
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A Grade 23 Hematologic TEAEs TABLE 2 PFS per BICR hazard ratio and starting dose regimen
100 - in Overall Population subgroup interaction test.
80 mm FSD Starting dose Hazard ratio Interaction
= ISD subgroup (95% ClI) test p value
9
by 60 - Overall FSD 0.59 (0.46-0.76) .30
(%]
c
5 40 4 356 ISD 0.69 (0.48-0.98)
H 238 HRd FSD 0.44 (0.30-0.64) 75
20 4 148 ISD 0.39 (0.22-0.72)
0 - Data cutoff date: May 17, 2019. Efficacy in ISD versus FSD subgroups
Thrombocytopenia Anemia Neutropenia was also maintained in the HRp population: ISD hazard ratio, 0.70 (95%
Cl, 0.40-1.23) versus FSD hazard ratio, 0.64 (95% Cl, 0.42-0.97); per
the statistical analysis plan, treatment interaction testing was not
performed in the HRp population.
B Grade 23 Hematologic TEAEs o i . o
100 - in Subgroup C vs D Abbreviations: BICR, blinded independent central review; FSD, fixed
starting dose; HRd, homologous recombination deficient; ISD,
80 El Subgroup C, FSD 300 mg individualized starting dose; PFS, progression-free survival.
3 Subgroup D, ISD 200 mg
S
; 60
% in patients who met the low W/P criteria. Although patients in the FSD
% 40 35.0 272 subgroup received a higher dose initially, the median dose intensity
£ 20 . 148 was similar in patients in the ISD subgroup because of dose modifi-
. cations. Subgroup analysis by baseline W/P category showed a similar
0 - median relative niraparib dose intensity in subgroups A (67.7%) and B
Thrombocytopenia Anemia Neutropenia (66.8%), indicating that, as expected, patients in the subgroup with
baseline BW > 77 kg or baseline PC > 150,000/uL were treated
i similarly with FSD and ISD regimens. In patients who met the low W/P
C Grade 4 Hematologic TEAEs
100 - in Subgroup C vs D criteria, the median relative dose intensity was greater in subgroup D
Sub C FSD 300 patients who received a starting dose of niraparib 200 mg (65.2%)
El Subgrou , m . . . . .
80 group 9 than in patients in subgroup C who received a 300-mg starting dose
3 Subgroup D, ISD 200 mg . . . . . . . .
S (52.5%), possibly indicating earlier discontinuation of niraparib
E; 60 treatment in the FSD-treated patients. In addition, quality of life
§ 40 4 38.7 outcomes were similar across the FSD and ISD subgroups.
E Efficacy outcomes were similar across the ISD and FSD regimens,
20 - 10.7 and interaction testing in the overall and HRd populations demon-
6.6 04 08 - 08 strated that the differences in the PFS HRs in the ISD and FSD
O'Fhrombocytopenia Ane:mia Neutropenia subgroups were not statistically significant. Because the ISD protocol

FIGURE 2 Grade 3 and 4 hematologic TEAEs in niraparib-
treated patients. (A) Grade 3 or higher hematologic TEAE by
starting dose regimen in the overall population (FSD, n = 315; ISD,
n = 169). (B) Grade 3 or higher hematologic TEAEs in subgroups C
(FSD 300 mg, baseline bodyweight < 77 kg or platelet

count < 150,000/uL, n = 243) and D (ISD 200 mg, baseline
bodyweight < 77 kg or platelet count < 150,000/uL, n = 122).

(C) Grade 4 hematologic TEAEs in subgroups C and D. Data cutoff
date: May 17, 2019. Thrombocytopenia events include
thrombocytopenia and platelet count decrease; anemia events
include anemia, hematocrit decrease, and red blood cell count
decrease; neutropenia events include neutropenia, neutrophil count
decrease, febrile neutropenia, and neutropenic sepsis. FSD
indicates fixed starting dose; ISD, individualized starting dose;
TEAE, treatment-emergent adverse event.

amendment was implemented more than 1 year after the trial began
enrolling, the follow-up time for patients receiving an ISD was
6 months less than those receiving an FSD. To address the discrep-
ancy in follow-up time and increase overall data maturity, an addi-
tional data cut was taken 6 months after the primary analysis clinical
cutoff date, and PFS by IA was evaluated in the FSD and ISD sub-
groups. Importantly, the updated data demonstrated that the PFS
HRs in patients with low W/P who received a 200-mg ISD (subgroup
D), the subgroup most affected by ISD implementation date, were
nearly identical at both time points for the overall (0.67, 0.67), HRd
(0.48, 0.53), and HRp populations (0.46, 0.43). Because of the strong
concordance between PFS results based on BICR and IA in the pri-
mary analysis, the A results from the additional data cut support the

clinical efficacy of the ISD.
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A
Niraparib Placebo Hazard Ratio
n/IN n/IN for PFS (95% Cl)
Overall Population
All patients 232/487 155/246 0.62 (0.50-0.76) —o
FSD 150/317 104/158 0.59 (0.46-0.76) —— 3
ISD 82/170 51/88 0.69 (0.48-0.98) ——
Regular W/P Population: BW 277 kg and PC 2150,000/pL :
Subgroup A: FSD 300 mg 29/72 28/42 0.47 (0.27-0.82) — e,
Subgroup B: ISD 300 mg 18/34 14/21 0.42 (0.19-0.95) —0—:
Low W/P Population: BW <77 kg or PC <150,000/pL 3
Subgroup C: FSD 300 mg 121/243 76/116 0.62 (0.47-0.83) —— |
Subgroup D: ISD 200 mg 58/122 35/61 0.68 (0.44-1.06) —
0.I25 0.;0 1.:)0 2.:)0
< Niraparib better Placebo bett:r
B
Median PFS (Months)
Hazard Ratio
Niraparib Placebo for PFS (95% Cl)
Overall
Overall, original® 13.8 8.2 0.63 (0.51-0.76) —o— :
Overall, updated® 13.8 8.2 0.64 (0.53-0.77) —— 3
FSD, original 13.8 8.2 0.60 (0.47-0.77) ——
FSD, updated 13.9 8.2 0.62 (0.49-0.78) —o—
ISD, original 114 8.2 0.68 (0.48-0.96) ——
ISD, updated 125 8.2 0.68 (0.49-0.94) —0—3
HRd :
Overall, original 21.9 11.2 0.46 (0.34-0.63) —— :
Overall, updated 242 11.2 0.48 (0.36-0.63) ——
FSD, original 24.2 10.8 0.46 (0.33-0.66) —— :
FSD, updated 24.8 10.8 0.46 (0.32-0.64) —e— 3
ISD, original 13.9 11.2 0.45 (0.25-0.80) ——— |
ISD, updated 194 12.9 0.54 (0.33-0.91) — e,
HRp 1
Overall, original 8.3 54 0.62 (0.45-0.85) —— 3
Overall, updated 8.3 5.4 0.62 (0.46-0.84) —— :
FSD, original 10.8 5.4 0.62 (0.41-0.93) —— :
FSD, updated 10.8 5.4 0.64 (0.44-0.95) —
ISD, original 5.9 B5 0.59 (0.35-1.01) —O—l
ISD, updated 6.6 55 0.56 (0.34-0.93) —— !
T

T t T
0.25 0.50 1.00 2.00

Niraparib better Placebo bett;r

FIGURE 3 Efficacy outcomes by starting dose regimen and baseline W/P group. (A) PFS by blinded independent central review committee
assessment by starting dose regimen and baseline W/P group with data cutoff date of May 17, 2019. (B) PFS by IA by starting dose regimen
and homologous recombination deficiency status. 2The original data cutoff date was May 17, 2019. °The updated data cutoff date was
November 17, 2019. BW indicates body weight; FSD, fixed starting dose; HRd, homologous recombination deficiency; HRp, homologous
recombination proficiency; IA, investigator assessment; ISD, individualized starting dose; PFS, progression-free survival; W/P, weight or
platelet count.

The niraparib ISD was also prospectively evaluated in two phase (PRIME). In NORA, 94% of patients were enrolled to receive an ISD
3 placebo-controlled trials in Chinese patients with platinum- of niraparib.2 The rates of grade >3 hematologic TEAEs were simi-
sensitive recurrent OC (NORA) and newly diagnosed advanced OC larly lowered by ISD implementation: thrombocytopenia events were
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1009 =g Niraparib/FSD
\\ Placebo/FSD
90 Niraparib/iSD
k Placebo/ISD
g 80 o m
= Niraparib  Placebo  Hazard ratio
£ 0 mPFS, mo  mPFS, mo (95% Cl)
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FIGURE 4 Kaplan-Meier estimates of PFS per IA by treatment
arm and starting dose regimen in the (A) overall population, (B) HRd
population, and (C) HRp population. Data cutoff date: May 17, 2019.
FSD indicates fixed starting dose; HRd, homologous recombination
deficient; HRp, homologous recombination proficient; IA,
investigator assessment; I1SD, individualized starting dose; mPFS,
median progression-free survival; PFS, progression-free survival.

reported in 11.3%, neutropenia events in 20.3%, and anemia events
in 14.7% of patients. TEAEs leading to dose reductions occurred in
59.9% of patients. Risk of disease progression or death was similarly
reduced for patients receiving niraparib versus those receiving pla-
cebo between the NORA and NOVA trials,*® showing that ISD
implementation had no apparent effect on niraparib efficacy. In the
PRIME study in Chinese patients with newly diagnosed advanced OC,
the niraparib ISD demonstrated substantial PFS benefit in the intent-
to-treat population compared with placebo (24.8 vs. 8.3 months; HR,

0.45; p < .001).7 In the niraparib arm of the PRIME study, the in-
cidences of grade >3 TEAEs and dose modifications or discontinua-
tions because of TEAEs were numerically lower than in the previous
niraparib trials using an FSD.? Although the studies were conducted
in different populations, the NORA and PRIME safety findings are
consistent with the PRIMA [ISD results and support the use of a
niraparib ISD overall.

A key limitation of this analysis is that an ISD was added as an
amendment to an ongoing trial. PRIMA was not powered to detect a
difference in efficacy between an FSD and an ISD. Although the
interaction testing in the overall and HRd populations was pre-
specified in the primary statistical analysis plan, other analyses pre-
sented here were conducted on a post hoc basis. In addition, the
small ISD sample size for some of the subgroups (e.g., HRp, homol-
ogous recombination status not determined) should be taken into
consideration because it potentially limits the interpretation and
generalizability of the findings. Also, per protocol, patients were
enrolled within 12 weeks of completing chemotherapy. No analysis
was prespecified or performed to determine if the duration of this
interval impacted rates or severity of hematologic adverse events.

In PRIMA, the ISD regimen resulted in similar dose intensity,
similar efficacy, and improved safety compared with the FSD
regimen. Taken together, these data validate the findings from
retrospective analysis of the NOVA trial, which identified the
importance of adjusting the starting dose of niraparib based on a
patient's baseline BW and PC. Based on these results, patients with
advanced OC after response to first-line platinum-based chemo-
therapy should start niraparib at 200 mg once daily if baseline
BW is < 77 kg (170 Ib) or baseline PC is < 150,000/pL or at 300 mg
once daily if baseline BW is > 77 kg (170 Ib) and baseline PC
is > 150,000/uL, as indicated by regulatory approvals.

PRIOR PRESENTATION
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Society of Clinical Oncology 56th Annual Meeting, May 29-31, 2020
(virtual meeting); the Heartland Association for Gynecologic
Oncology First Annual Meeting, July 1, 2020; the International Gy-
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2020 (virtual meeting); the Chinese Society of Clinical Oncology 23rd
Annual Meeting, September 16-20, 2020; the European Society for
Medical Oncology (ESMO) Asia Congress 2020, September 19-21,
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December 14-16, 2020; and the Japan Society of Obstetrics and
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