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Background Despite extensive effort, no immunotherapy has
been approved for ovarian cancer patients. Ovarian cancer
patients who fail more than two lines of systemic therapies
have very poor prognosis. ONC-392 is an acid pH-sensitive
anti-CTLA-4 antibody that preserves CTLA-4 recycling and
avoids lysosomal degradation. ONC-392 is more effective for
immunotherapy but largely devoid of immunotherapy-related
adverse events (irAE) in preclinical studies. Our previous dose
escalation study has established an RP2D for monotherapy at
10.0 mg/kg.1 Here we report safety and clinical response of
ovarian cancer patients to monotherapy of ONC-392 at 10.0
mg/kg in dose finding and dose expansion studies
(NCT04140526, Part A and Part C Arm L).
Methods Thirty four patients with advanced/metastatic ovarian
cancer, including primary peritoneal cancer and fallopian tube
cancer, who have progressive disease after prior systemic treat-
ments, including chemotherapy, targeted therapy or checkpoint
inhibitors have been enrolled. Four patients were enrolled in
Part A monotherapy dose finding with defined doses. Thirty
patients in expansion cohort had ONC-392 administrated via
IV infusion with starting two doses of 10.0 mg/kg, Q3W, fol-
lowed by 6.0 mg/kg Q3W. The primary endpoints are safety
and objective response rate (ORR) using RECIST 1.1 criteria.
Results Thirty-four patients have received 1-11 cycles of
ONC-392 treatment. The safety data set consists of 32
patients. The median age is 67.5 (range 40-82), White/Asian/
Black: 27/3/2, and 5 Hispanic. The median follow up is 17
weeks. Treatment related AEs (TRAEs) were observed in 26
(81%) patients. Grade 3 TRAEs were observed in 10 pts
(31%): myocarditis (1), diarrhea (2), immune-mediated colitis
or colitis (4), immune hepatitis (1). Grade 4 TRAE in 1
patient with hypotensive shock (3%). No grade 5 AE was
observed. Among 26 evaluable patients, the CR/PR/SD/PD
numbers are 1/3/15/7 (ORR=15%, DCR=73%) (figure 1).
Conclusions The safety profile of 10.0 mg/kg x 2, followed
by 6.0 mg/kg Q3W is comparable to patients who received
substantially lower doses other CTLA-4-targeting drug in the
ovarian cancer patients. While the number of evaluable
patients is small, the preliminary assessment suggests ONC-
392 monotherapy has clinical activity among patients who has
failed multiple lines of systemic therapy. The available data
support continuous clinical testing of ONC-392 in ovarian
cancer. A new Phase 2 study with combination of ONC-392
and pembrolizumab will initiated in Q32022 (ONC-392-004,
MK3475-E24, GOG-3081).
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Abstract 564 Figure 1 Best response with ONC-392 in ovarian
cancer. Best response with ONC-392 monotherapy in ovarian cancer
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