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Advanced, Single arm study fERBE3AELL | B 400 mg
refractory (n=137) R EEEEY) twice daily
ovarian cancer, | Clin Cancer Res. 2015 Oct
(BRCA mutated) 1;21(19):4257-61.
FDA approval in Overall response rate
2014 34%; median duration

of response 7.9

months
Advanced SOLO-1 EHE—#& EH 300 mg
ovarian cancer, | NEnglJMed2018; platinum- twice daily
(BRCA mutated) 379:2495:2305 based
FDA approval in 3Y PFS. chemotherapy
5018 Olaparib (n= 260) 60% =5 CREIPRIE

vs. placebo (n= 131) o — gt

27% (P<0.001) .
HRD-positive | PAOLA-1 ER%E—#& aff 300
advanced N EnglJ Med 2019; platinum- bevacizumab | mg
ovarian cancer 381:2%16_2428 based twice
FDA approval in medlar.m PFS , chemotherapy daily
5020 Olaparib/bevacizumab A

(n=537) 22.1 months bevacizumab

N | FCREPR

placebo/bevacizumab ot e 1

(n=269) 16.6 months .
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(P<0.001)

Metastatic OlympiAD trial sr R | B 300 mg
breast cancer, | NEnglJMed 2017;377:523- | y=i% 5 #8582 twice daily
(BRCA mutated, >33 . BEEAE
HERZ2 negative) medlar.m PFS
FDA approval in Olaparib (n=205) 7.0
5018 months vs. standard

therapy (single agent)

(n=97) 4.2 months

(P<0.001)
germline BRCA- | POLO trial s EB MR | B 300 mg
mutated N EnglJMed 2019; 381:317- | iy ig S — twice daily
metastatic 32 , , #Rplatinum-
pancreatic median PFS: Olaparib based
cancer (n=92)7.4 months vs. chemotherapy
FDA approval in placebo (n= 62) 3.8 BERRAE
2019 months P=0.004) | g gom A s

HEFT IR

deleterious or | PROfound trial (SR & 300 mg
suspected N Engl J Med 2020; enzalutamide twice daily
deleterious 382:2091-2102 St abiraterone
germline or median PFS: Olaparib
somatic (n=418) 5.8 months vs.
homologous enzalutamide or

recombination
repair (HRR)
gene-mutated
metastatic
castration-
resistant
prostate cancer

abiraterone (n= 214)
3.5 months (P<0.001)
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(mCRPC)
FDA approval in

2020

HRD: homologous-recombination deficiency
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poly (ADP-ribose) polymerase (PARP) enzyme inhibitor (ZBADPZEER S
HIHIE) Olaparib@—{E5&3% (0 ARPARPHIHIE - PARPESFIDNAEEEE - AifE HA
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> BOLM . PR (moderate emetic risk) (30-90% frequency of
emesis) -

> BRHEEE  PEE - B (23%-44% ; 3/448 : 7%-21%) - BIMIKE/ME
(2%-16% : 3/44% : 3%) - BHRHIR D (5%-19% ; 3/4%K : 4%-6%) - [/)\
BORVME (4%-14% ; 3/448 : 1%-3%) -

AERFERERBEIFEA>10%

1. DMEZRH : /KE (8%-9%)

2. KB : KZ(6%-15%)

3. W /Jé\*ﬁﬁlﬁﬁnﬂi 1M $24E (14%)

4 BHRA BB (34%-45% ; LHENE : 7%) - M (22%-28%) - BRA N
(20%-25%) - KR (28%-37%) - WREERE (11%-27%) - HIEAR (5%-
20%) - W& (45%-77%) - AFER (9%-20% - 3/47K : 1%) - &Mt (20%-40%)
M EEIfFRE —JFEEE

5. WRZRA  WRERR (13%)

. RURERR  ORITHMRE (36%)
7. MENRMEEEZRMA  BEE (<30%) @ E5T (<66%) - EHiE (19%) - HLARE

(<30%)
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9. WKz : TREKX (s28%) - X (9%-18%) « I (13%-15%) - B3K/EF
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> ERHEENMRSEIFRFLER< 1447 afEiafEMolaparib -

> BIMEEAEE=F%E (Cockcroft-Gault equation)

CrCl 51 to 80 mL/min AZE7%E (300 mg twice daily)
CrCl 31 to 50 mL/min 200 mg twice daily

CrCl £30 mL/min or ESRD | SEHISREBERCREINE)

>  HIEAZH=ERZE

B ERINEAE A/EFEEE (300mg twice daily)
(Child-Pugh classes A and B)
S EINEEARZ (Child-Pugh class C) | R BT = BEEZ(IBMR)
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FATEIE 300mg bid
F—REEE  |250mg bid
F_RELE®  |200mg bid
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myeloid leukemia/
myelodysplastic
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» Substrate of CYP3A4 (major), P-glycoprotein/ABCB1 (minor) -

> DREGEETEMNBZEYIOFR  TEREESSEER - MDA/ EE
BEENEL FEREYHEOFRAEELDIENEZHAER -

)P SERE L=
>  ZIMIKETEICBC at baseline and monthly thereafter, or as clinically
indicated (weekly until recovery for prolonged hematologic toxicity)
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Olaparib is a poly (ADP-ribose) polymerase (PARP) enzyme inhibitor,
including PARP1, PARP2, and PARP3. PARP enzymes are involved in DNA
transcription, cell cycle regulation, and DNA repair. Olaparib is a potent oral
PARP inhibitor which induces synthetic lethality in BRCA1/2 deficient tumor
cells through the formation of double-stranded DNA breaks which cannot
be accurately repaired, which leads to disruption of cellular homeostasis and

cell death.
| | cell
{ 4 X H — Sivha
/ PARP repairs single strand DNA break
- \
cell
PARP inhibition leads to double strand breaks
Single strand DNA *BRCA-proficient cell " Bmiﬁﬂtﬁm?lﬁm ks resulting in cell
hm (ssﬂ) |:mﬂcmn calls can fﬂpﬂgﬂvﬁiﬂalﬂ stran aKs resulling In cel

FIGURE Hlustration of Olaparib Mechanism Specifically in BRCA-Deficient Cells
Compared With Normal Cells[1]

PARP = poly (ADP-ribose) polymerase.
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