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OBJECTIVE

Table 1: Baseline characteristics

Safety

atic e 0—<9 wee . : ee « Grade 23 hematological adverse events occurred in similar proportions of niraparib-treated patients for the 0—<9 weeks and
. - TR o TR - Characteristic aparib aparib =29-12 weeks subgroups: anemia (19.3% versus 17.0%), platelet count decreased (18.4% versus 10.6%), neutrophil count
-LO undherStanq t.he Irr?pa%;[. . mltlat(ljon tflmmngf. PARPbmhlpltor M EEEE tre.at[r.nen(tj f / / decreased (15.8% versus 18.4%), and white blood cell count decreased (4.4% versus 8.5%) (Table 2).
'([j.frfoug e_xamln:ng the e ICa(‘iy gn Sf&:cety IQ nlr:':lp_arl mbalntednarr]\ce trehatment ;-nlitcl:a_l’ge. arter Median age (range), years 53 (32—77) 54 (40-71) 54 (35-70) 54 (33-77)
e rent mtgrva > tpon comp _etlon orfirst-line p atlnum_- =SB EnEmelEEny | ) N ECOG performance status, n (%) Table 2: Summary of treatment-emergent adverse events (TEAES)
Chinese patients with newly diagnosed advanced ovarian cancer from the PRIME trial 0 34 (29.8) 24 (41.4) 64 (45.4) 28 (39.4)
1 80 (70.2) 34 (58.6) 77 (54.6) 43 (60.6) | Initiation interval: 0-<9 weeks Initiation interval: 29-12 weeks
FIGO stage, n (%) Patients, n (%) Niraparib Niraparib
BACKGROUND I 76 (66.7) 41 (70.7) 106 (75.2) 53 (74.6) (N=114) (N=141)
« The _PARP inhibitor niraparib is approved as mamtgnance treatment for patlen'Fs with newly diagnosed advanced Neoadjuvant chemotherapy, n (%) TEAES leading to dose interruption 78 (68.4) 10 (17.2) 82 (58.2) 15 (21.1)
ovarian cancer after a response to 1LCT in the United States, Europe, and China, among others. ’ : :
_ _ _ _ Yes 54 (47.4) 29 (50.0) 67 (47.5) 30 (42.3) TEAEsS leading to dose reduction? 52 (45.6) 4 (6.9) 51 (36.2) 4 (5.6)
) The multicenter, double_-bllnd_, plac_ebo-controlled, rand(_)mlze_d, phase.3 PRIME trial (N9T03709316) evaluated t_he No 60 (52.6) 29 (50.0) 74 (52.5) 41 (57.7) TEAES leading to treatment discontinuation 6 (5.3) 0 11 (7.8) 7 (9.9)
efficacy and safety of niraparib maintenance treatment in Chinese patients with newly diagnosed advanced ovarian _ _
cancer who responded to 1LCT.1 Germline BRCA mutations, n (%) Grade=3 TEAEs 65 (570) 8 (138) 74 (525) 15 (211)
« In PRIME, niraparib significantly prolonged progression-free survival (PFS) versus placebo (median: 24.8 vs. 8.3 Yes 46 (40.4) 19 (32.8) 39 (27.7) 21(29.6) Anemia 22 (19.3) 2(3.4) 24 (17.0) 0
months; hazard ratio [HR], 0.45; 95% confidence interval [CI], 0.34—0.60; P<0.001), regardless of biomarker or No 68 (59.6) 39 (67.2) 102 (72.3) 50 (70.4) Platelet count decreased® 21 (18.4) 0 15 (10.6) 1(1.4)
. . . 1 I )
postoperative residual disease status. Cytore(Su:Uvel SIlQJ(r)geR?i outcome, n (%) 5 (75 1 46 (79.3 04 (7.8 co (3.1 Neutrophil count decreased® 18 (15.8) 1(1.7) 26 (18.4) 1(1.4)
+ : : : : :
P |ma. ( ) . ( ) ( ) ( ) ( ) White blood cell count decreased® 5(4.4) 1(1.7) 12 (8.5) 0
METHODS Suboptimal (R2) or missing 25 (21.9) 12 (20.7) 37 (26.2) 12 (16.9)
The desi ¢ the PRIME trial i red in Fi 1 Bet 59 3 2018 and 11 N ber 2019. a total of 384 Response to 1LCT, n (%) aIncluding both direct dose reduction and dose reduction following dose interruption; ?Including thrombocytopenia; ¢Including
. e design of the rial is presented in Figure 1. Between une an ovember , a total o neutropenia: “Including leukopenia.
patients were randomized 2:1 to receive niraparib or matched placebo within 12 weeks after completion of 1LCT. The Complete response 92 (80.7) 47 (81.0) 120 (85.1) 56 (78.9) p g p
randomization was stratified according to germline BRCA mutation status, tumor homologous recombination deficiency Partial response 22 (19.3) 11 (19.0) 21 (14.9) 15 (21.1)

status, receipt of neoadjuvant chemotherapy, and response to 1LCT. ECOG, Eastern Cooperative Oncology Group; FIGO, International Federation of Gynecology and Obstetrics.

CONCLUSIONS
Figure 1. PRIME trial design Figure 2: PFS by initiation interval o _ _ _
2:1 p— S ; « Whether initiated after 0—<9 weeks or 29-12 weeks upon completion of 1LCT, niraparib
Randomization —’_:I" months or untl 100 - . . C o p .
— Placebo

Eligible patients

disease progression or maintenance treatment conferred clinically significant PFS benefit versus placebo to patients with
unacceptable toxicity newly diagnosed advanced ovarian cancer. The initiation timing of niraparib maintenance
* PFS by blinded independent

* An individualized starting dose (ISD) was employed in ALL central review inthe 80 treatment had no S|gn|f|cant Impact on Its Safety Proflle. |
patients: starting dose of 200 mg administered orally, once intention-to-treat population » The two placebo arms appeared to have some differences in terms of PFS curve and treatment

» FIGO stage IlI/IV ovarian
cancer

Primary endpoint 90 -

» Receipt of primary or interval
cytoreductive surgery

» Complete or partial response daily, but 300 mg for patients with body weight 277 kg AND 9 i i i i i i i
to 1LCT platelet count 2150,000/,L = 70 - discontinuation, which warrants further investigation.
FIGO, International Federation of Gynecology and Obstetrics. % 50 - Niraparib (<9 weeks)  The Ipng-term momtormg_ of efficacy and safety profiles of niraparib maintenance treatment is still
2 ongoing for the PRIME trial.
« This post hoc analysis reports PFS assessed by blinded independent central review and HRs of niraparib versus E’ 50 4o e ey Py,
placebo for subgroups by interval (0—<9 weeks or 29-12 weeks) between completion of 1LCT and initiation of & Niraparib (29 weeks) ;
maintenance treatment. HRs were estimated by stratified Cox proportional hazards models. The data cut-off date for -g 40 -
the current analysis was 30 September 2021. o Placebo (29 weeks) References
g’ 30 - 1. Li N, et al. Efficacy and Safety of Niraparib as Maintenance Treatment in Patients with Newly Diagnosed Advanced Ovarian
RESULTS - Cancer Using an Individualized Starting Dose (PRIME Study): A Randomized, Double-blind, Placebo-controlled, Phase 3 Trial.
20 -

' Presented at: 2022 SGO Annual Meeting on Women’s Cancer; March 18-21, 2022. Phoenix, Arizona, United States.
Placebo (<9 weeks)
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Baseline characteristics

» Of the 384 randomized patients, 172 (44.8%) initiated maintenance treatment (114 niraparib, 58 placebo) after 0—<9
weeks upon completion of 1LCT and 212 (55.2%) did so (141 niraparib, 71 placebo) after 29-12 weeks upon 01— ] . . . . . [ . . . . .

completion of 1LCT. 0 3 6 9 12 15 18 21 24 27 30 33 36
* In each subgroup, the baseline characteristics were overall comparable between the two treatment arms (Table 1).

No. at risk Time since randomization (months) WGL, AL, XAZ, WZH, JMH; Final approval of the publication: JW, LYW, JQZ, RTY, LYP, BHK, HZ, JHL, XHW, LW, YH, KW,
Efficacy Niraparib (<9 weeks) 114 101 95 86 81 70 63 61 53 35 23 9 0 DLZ, HQZ, CYW, WGL, AL, XAZ, WZH, JMH.
: : : : : _ Niraparib (=9 weeks) 141 126 112 100 89 81 73 64 50 37 18 4 0 :
+ The median PFS (95% Cl) was 29.4 months (16.9-not estimable) with niraparib versus 8.3 months (5.5-11.0) with Placebo (<0 weeks) 58 e 75 o= 14 13 » 0 o ; 3 0 . Author disclosure
placebo (HR=0.31; 95% CI, 0.20-0.48) for the 0—<9 weeks subgroup and was 24.7 months (16.5—not estimable) with Placebo (29 weeks) 71 61 42 34 30 o7 26 26 o4 17 14 4 1 XAZ, WZH, and JMH are employees of Zai Lab and hold the stock options of Zai Lab; the other authors have nothing to declare.

niraparib versus 10.8 months (6.5-24.9) with placebo (HR=0.60; 95% CI, 0.41-0.89) for the 29-12 weeks subgroup
(Figure 2).

* For niraparib-treated patients, there was no significant difference in PFS between the 0—<9 weeks and 29-12 weeks
arms (HR=0.88; 95% CI, 0.61-1.28). Further analysis showed that the median PFS was 29.4, 24.8, 24.8, and 24.7
months for patients who initiated niraparib maintenance treatment after 0—<7 (N=52), 27—<9 (N=62), 29—-<11 (N=76),
and 211-12 (N=65) weeks upon completion of 1LCT, respectively, without significant differences observed between
groups (stratified log-rank test, P=0.773).
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Interval: 29-12 weeks
Niraparib (N=141) Placebo (N=71)
70 (49.6) 43 (60.6)
24.7 (16.5-NE) 10.8 (6.5-24.9)
0.60 (0.41-0.89)

Interval: 0—<9 weeks
Niraparib (N=114) Placebo (N=58)
53 (46.5) 43 (74.1)
29.4 (16.9-NE) 8.3 (5.5-11.0)
0.31 (0.20-0.48)

Events, n (%)
Median PFS (95% CI), months
Hazard ratio (95% CI)
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