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Recurrent ovarian, | ENGOT- ZRBi¥fplatinum-| R | 300mg once daily
fallopian tube, or OV16/NOVA based e _

. . (wE—HElplatinum-
primary peritoneal | gBRCA cohort chemotherapy based
ase
cancer (regardless | (niraparib n= 138 | sensitive - H1E
of BRCA mutation | vs. placebo n=65) | & H chemotherapy
P e 191282 RBIE)

status) mPFS: 21 vs. 5.5 platinum- based
months (P<0.001) | chemotherapy
non- gBRCA Z2|CRELPRER
cohort (niraparib | # &A%

N Engl J Med 2016; | n= 234 vs.
375:2154-2164 placebo n=116)
mPFS 9.3 vs. 3.9
months (P<0.001)

FDA approval in
2017

non-
gBRCA cohort wit
h HRD
(homologous
recombination
deficiency)

mPFS 129 vs. 3.8
months (P<0.001)
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HRD-positive QUADRA (single- | £F38348sk L £ | B | 300mg once daily
recurrent advanced | arm) HEEZEY)
ovarian, fallopian Lancet
tube, or primary Oncology 2019
peritoneal cancer May; 20(5):636-
DA ¥ 648.
approval in
PP N=98

2019

ORR 24%

Median DOR 8.3

months (95% Cl

6.5, NE)
Advanced PRIMA study EHE—#& EFM | 300mg once daily
ovarian, fallopian HRD population | platinum-based L _

. . . (&E—Hlplatinum-
tube, or primary (niraparib n= 247 | chemotherapy
; . o based
peritoneal cancer | vs. placebo n= Z=Z|CRELPRZRY
e . chemotherapy#
(regardless of 126) B RERAE 19878~ PRI L)
biomarker status) mPFS 21.9vs. 10.4 ) e
_ months (P<0.001)

FDA approval in

Overall
2020 .

population
N Engl J Med (niraparib n= 487
2019; 381:2391- vs. placebo n=
2402 246)

mPFS 13.8 vs. 8.2

months (P<0.001)

HRD: homologous-recombination deficiency, defined by either a deleterious or suspected

deleterious BRCA mutation or genomic instability and progression >6 months after

response to the last platinum-based chemotherapy.
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> BIMEEAZEEIZEFZE (Cockcroft-Gault formula)

CrCl 30 to < 90mL/min AEFHE

CrCl <30 mL/min or ESRD | S EEISREEE CFREWR)

> MIEEAZE =2 (National Cancer Institute Organ Dysfunction
Working Group Criteria)

BERINGEAE AR
PENEEEMINEER REBERBEER (RBHMR)
E

> BIEREIEREZ

tEIaTIS 300mg once daily
F—REISHEE 200mg once daily
B _REIS R 100mg once daily?
& F#HE-100mg once dailyB{IFEFREEIZRI{F lEniraparib
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Z . EEEFEN28 KD M/ ik & EA
Bl -ofEZHEE - SEIE KRR
-100mg once daily{i3&4% - RIfFA
niraparib °

Anemia Hemoglobin EiFniraparibeZ 28 XA EE A
<8 mg/dL M3k - EFANC 21,500/mm3s; 4T
£29 g/dLELFARH EEMAAZE -
EEHIFRN28KXPANC and/orMAL
REEALOA - EIE - HEE
E &3 EPE-100mg once daily{j &

4 . RIEAniraparibc

Neutropenia Neutrophils
<1,000/mm?

Secondary 52 AML/MDSK = H
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acute myeloid niraparib &l F AT = %2
leukemia/mye

lodysplastic

syndrome
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» Substrate of BCRP/ABCGZ2, P-glycoprotein/ABCB1 (major) -
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> [MIKETEICBC (weekly for the first month, then monthly for 11 months,
then periodically)

> MERRLBEIRER (at least weekly for the first 2 months, then monthly for
the first year and periodically thereafter)
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Niraparib is a poly (ADP-ribose) polymerase

SSB
converted to
DSB

HR deficient

(DSB not repaired)

(PARP ) enzyme inhibitor, which is highly - ok -
selective for PARP-1 and PARP-2. PARP-1 M — W
and PARP-2 are involved in detecting DNA . ﬁ@‘\
damage and promote repair (Mirza 2016). o |
Inhibiting PARP enzymatic activity results in W BOQ 30(
DNA damage, apoptosis and cell death. p (5{31'12217233‘
Niraparib induces cytotoxicity in tumor cell 4

lines with and without BRCA1/2 deficiencies. |+ @ @

Survival Survival

Endogenous single-strand breaks (SSB)

Apoptosis

occur frequently inproliferating cells, and SSB are repaired mostly by PARP-

de-pendent base excision repair (BER) pathway. Efficient SSBrepair is
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essential for the survival of cells. PARP inhibitorsinhibit PARP and thus the
repair of SSB by BER. The un-repaired SSB can be converted to double-
strand breaks (DSB)that are toxic to cells, and homologous recombination
(HR) isthe major pathway to repair such lesion during cell replica-tion. HR-
proficient cells can repair DSB originated from SSB toensure genome
stability and cell survival, while HR-deficientcells that cannot repair those
DSB undergo apoptosis andeventually cell death.F. Zheng, et
al.Biomedicine & Pharmacotherapy 123 (2020) 1096612
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