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Background Ovarian cancer is the most lethal gynecologic
malignancy. Most patients will experience disease recurrence
after initial platinum-based chemotherapy. Although PRAP
inhibitors showed clinical benefit in terms of progression free
survival (PFS) as recurrence therapy in platinum-sensitive ovar-
ian cancer with BRCA mutation, there is limited treatment
options for patients who are BRCA wild-type. MEDIOLA
study showed that the combination of PD-L1 inhibitor (durva-
lumab) plus PARP inhibitor (olaparib) and bevacizumab dem-
onstrated higher ORR and PFS than reported for PD-1 and
PARP inhibitor doublet or single-agent PARP or VEGF inhibi-
tors in non-gBRCAm platinum-sensitive relapsed ovarian can-
cer." Therefore, AK112, a bispecific antibody against PD-1
and VEGF, combined with PARP inhibitor may achieve a bet-
ter anti-tumor effect in recurrent ovarian cancer.

Methods This multicenter, open-label, phase Ib/Il study will
evaluate the safety and efficacy of AK112 in combination with
PARP inhibitor in BRCA1/2 germline wild-type (gBRAC1/2
WT) platinum-sensitive recurrent ovarian cancer patients. The
dose-escalation phase will evaluate three dose levels of AK112
(10mg/kg, 20mg/kg, and 30mg/kg Q2W) in combination with
fixed dose of olaparib (300 mg, BID) using a 3+3 study
design to determine the recommended Phase 2 dose (RP2D).
Phase II study will evaluate the efficacy and safety of AK112
at RP2D in combination with olaparib in subjects with
BRCA1/2 germline wild-type (gBRAC1/2 WT) platinum-sensi-
tive recurrent ovarian cancer. The primary efficacy endpoint is
objective response rate (ORR) based on RECIST v1.1. Secon-
dary endpoints include disease control rate (DCR), duration of
response (DoR), time to response (TTR), progression free sur-
vival (PFS), overall survival (OS), pharmacokinetics, immuno-
genicity, the correlation between the antitumor activity and
PD-L1 expression or the gBRCA1/2 mutation status in periph-
eral blood. Exploratory endpoints are the correlations between
clinical activity and homologous recombination deficiency
(HRD) as well as tumor infiltrating lymphocytes in tumor tis-
sues. Subjects with gBRAC1/2 WT platinum-sensitive ovarian
cancer who had received > 2 lines of platinum-based chemo-
therapy will be enrolled. Subjects with active or prior autoim-
mune disease that may relapse, significant cardiovascular
disease, prior exposure to PARP inhibitor, antiangiogenic ther-
apy or immunotherapy will not be eligible.
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