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ovarian cancer | median PFS based twice
FDA approval in | Olaparib/bevacizumab | chemotherapy daily
2020 (n=537) 22.1 months | A

VS. bevacizumab
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(n=269) 16.6 months | FUSE—4R 445

(P<0.001) =pic
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2019 months (P=0004) | s At

AR

deleterious or | PROfound trial (SR 5 300 mg
suspected N Engl J Med 2020; enzalutamide twice daily
deleterious 382:2091-2102 Sk abiraterone
germline or median PFS: Olaparib
somatic (n=418) 5.8 months vs.
homologous enzalutamide or
recombination | abiraterone (n=214)

FEMERSE  EERME - B RS RIS EE R B -

0

Eh’ﬁah’?ﬁ@‘ﬁ'ft@?\ 2022

sqeters

BB




repair (HRR) 3.5 months (P<0.001)
gene-mutated
metastatic
castration-
resistant
prostate cancer
(mCRPQ)

FDA approval in

2020

HRD: homologous-recombination deficiency

ERKE
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CrCl 51 to 80 mL/min AZE78% (300 mg twice daily)
CrCl 31 to 50 mL/min 200 mg twice daily

CrCl €30 mL/min or ESRD | S EHISRBEEZ(CEBMRE)
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> HIMEAZEISHAEE
B ERINEAE AEFREE (300mg twice daily)
(Child-Pugh classes A and B)
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> ZIMIKETEICBC at baseline and monthly thereafter, or as clinically
indicated (weekly until recovery for prolonged hematologic toxicity)

> BINBE
> AML/MDS FMpneumonitisfsigns/symptoms
> IRZEIER S
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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.
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PARP repairs single strand DNA break
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PARP inhibition leads to double strand breaks
in BRCA-deficient cells*
Single strand DNA *BRCA-proficient cells can repair double strand breaks resulting in cell
break (SSB) survival

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

PARP = poly (ADP-ribose) polymerase.
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