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|NTRODUCT|0N Figure 1. Study overview Figure 3. Kaplan-Meier curves for PFS by niraparib dose  RESULTS

level at the beginning of Cycle 4 (ITT set?)

In the global phase 3 NOVA study of niraparib maintenance therapy Niraparib Dose Modification

MT ati " t PSROC Dose modification PFS from Cycle 4 _
(MT) in platinum-sensitive recurrent ovarian cancer ( ) All Patients . Safety set: a total of 177 patients received =1 dose of niraparib treatment.
niraparib was initiated at 300 mg." Post hoc analysis then showed that « Incidence of haematologic « By Cycle 4, majority of patients had o 1oomg
for patients with baseline bodyweight <77 kg or platelet count Initiation TEAEs leading to niraparib achieved stable niraparib dose T 200me * In Months 1-2, dose modification OC.CUH‘ed In 22.0%—36.2.% of patients
<150%103/ul, the actual average daily dose received was ~200 mg due 18D dose interruption or reduction Sl NS ETE Sl [y dloss eyl _ due to pl_atelet count decreas:e, and in 8.5%—-12.1% of patients due to
to dose interruption and reduction for managing treatment-emergent < - Descriptive analysis on received at the beginning of Cycle 4 % neutrophil count decrease (Figure 2).
adverse events (TEAEs), especially haematologic TEAEs .2 safety set » Descriptive PFS analysis on ITT set, 5 - . + These percentages decreased from Month 3 onward and remained low
. In Chinese PSROC patients, the pivotal NORA study (NCT03705156) ﬁgg’éaypc'g”j\gi'fvgfj”es presented I - i ) through Months 4-6 (Figure 2).
adopted an individualised starting dose (ISD): patients with baseline o 0.4- ¥ PES from Cvcle 4
bodyweight <77 kg or baseline platelet count <150x103/ul initiated aFjrst 16 patients enrolled in NORA followed 300-mg fixed starting dose before protocol Y
niraparib at 200 mg and all other patients, at 300 mg.? amendment to ISD, with 11/16 randomised to niraparib. ISD, individualised starting dose; ITT, 0.2- * Atthe beginning of Cycle 4, 158 patients from the [TT set were on
. : o . intention-to-treat; PFS, progression-free survival; TEAE, treatment-emergent adverse event. 0 9 4 6 3 10 12 14 16 18 20 22 niraparib treatment (n=74 on 100 mg; n=78 on 200 mg; n=6 on 300 mg).
« Compared to NOVA, ISD in NORA improved safety in niraparib- Time since beginning of Cycle 4 (months) o
treated patients (e.g., markedly lower frequency of grade =3 platelet _ _ _ _ _ No.ofPatientsatRisk = e 4 s s s o * PFScurves were similar between the 100-mg and 200-mg subgroups,
count decreased [11 3% vs 338%] or anaemia [147% VS 253%] and Flgure- 2' !-IaematOIOQIC TEAESa Ieadlng to nlraparlb dose 200 :g 78 66 56 52 44 33 20 9 1 1 1 0 regardless of germ“ne BRCA mutation status (Flgure 3)
of TEAEs leading to niraparib discontinuation [4.0% vs 14.7%)]), while modification by month (Safety Setb) - The 300-mg subgroup PFS data were not interpretable due to small
achieving comparable efficacy (risk reduction for disease progression . . . : sample size and are thus not presented here.
or death: 78% vs 73% for patients with germline BRCA mutations, 60% Dose Interruption o Patients with germline BRCA mutations
vs 55% for patients without)."2 60% - | % 2o0ms CONCLUSIONS
»  NORA protocol also stipulated stringent dose modification "= Platelet count decreased 08 _ _
procedures for managing specific TEAEs during treatment.3 As such, £ 40% - 26,29, .Z:Utrrcr’ﬁ’h" count decreased £ In Chinese patients from the NORA study
incidence of niraparib dose modification in NORA was similar to that in 2 52.8% aemia = . + Compared to fixed starting dose in NOVA, niraparib with ISD in NORA
NOVA (dose reduction: 59.9% vs 66.5%),'3 with majority of patients’ o S ° showed improved safety and comparable efficacy in the overall study
niraparib dose stabilising by 4 months after treatment initiation. 20% - i 14.5% 14.3% e population.’-3
0.0% 2.1% ca 1026 102% O 0 ol o g4-
1% 46% I4 1% oo’ Iz 4% ;’1 9%6i/° 8%. - Platelet count decrease and neutrophil count decrease were the
0% S major haematologic TEAEs necessitating niraparib dose modification,
0.2- T I T I T I I I I I . .
AlM 1 2 3 Months S 6 0 2 4 6 8 10 12 14 16 18 th_e freque_n_c_y (_)f which decreased substantially three months after
This post hoc analysis of NORA aims to further inform the management Sample size 177 174 172 167 161 147 No. of Patients at Risk Time since beginning of Cycle 4 months) niraparib initiation.
82(?2:2;?% i?wat'ients receiving niraparib with ISD, specifically by Too o SO S o A y : 1 * Upon achieving stable, optimised doses in majority of patients, the
g Dose Reduction PFS was comparable between subgroups receiving niraparib MT at
- The major haematologic TEAES necessitating niraparib dose 60% - Patients without germline BRCA mutations 200-mg and 100-mg dose levels.
modification, and the temporal pattern of their occurrence m Platelet count decreased 1.0- prvw—
Neutrophil count decreased E — ¢~ - 200mg References
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