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Background: ATHENA (NCT03522246) consists of 2 studies, MONO and COMBO. In
MONO, RUCA monotherapy provided a sustained investigator-assessed progression-
free survival (PFS) vs placebo (PBO, median [mdn] 20.2 vs 9.2 months [mo], data
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cutoff 23 Mar 2022) in pts with newly diagnosed, advanced high-grade OC (AHGOC)
after first-line (1L) treatment. COMBO was designed to evaluate if the addition of
NIVO to RUCA could further delay time to progression. RUCA + NIVO (COMBO) was
compared with RUCA + PBO (MONO) with an additional 2 years (y) of follow up
(cutoff 17 May 2024). We report primary efficacy and safety results from COMBO.

Methods: Pts with FIGO stage IIIeIV AHGOC with response to 1L platinum-based
chemotherapy were randomized 1:1 to RUCA 600 mg PO BID + NIVO 480 mg IV Q4W
or RUCA + PBO. The primary endpoint was PFS in the intent-to-treat (ITT) population.
PFS in homologous recombination deficiency (HRD) subgroups and programmed
death-ligand 1 (PD-L1) subgroups were exploratory.

Results: Between 7 Aug 2018 and 26 Oct 2020, 863 pts were randomized. After a mdn
follow-up of 48 mo, COMBO was associated with numerically shorter mdn PFS vs
MONO in the ITT (15.0 vs 20.2 mo; HR, 1.3; 95% CI, 1.1e1.5), HRD subgroups, and in
pts with PD-L1 �1% and �5% (table). PFS benefit of 20.2 mo with RUCA MONO was
maintained with the additional 2 y follow-up. COMBO had shorter mdn exposure to
treatment vs MONO (PO 8.4 vs 14.7 mo, IV 4.6 vs 11.1 mo). Common grade �3
treatment-related AEs in COMBO vs MONO were anemia/hemoglobin decreased
(27.1% vs 28.6%), neutropenia/neutrophil count decreased (25.4% vs 15.4%), and
ALT/AST increased (21.2% vs 10.0%).

Table: LBA30
COMBO vs MONO Data cutoff 17 May 2024
RUCA + NIVO
(COMBO), n
RUCA + PBO
(MONO), n
Median
investigator-
assessed
PFS, mo
HR (95% CI)
ITT
 436
 427
 15.0 vs 20.2
 1.3 (1.1e1.5)

HRD
 193
 185
 28.9 vs 31.4
 1.1 (0.9e1.5)

BRCA mutation
 94
 91
 48.0 vs NR
 1.1 (0.7e1.7)

BRCA wt/LOHhigh
 99
 94
 17.3 vs 22.3
 1.1 (0.7e1.5)

BRCA wt/LOHlow
 188
 189
 11.0 vs 12.1
 1.3 (1.0e1.7)

BRCA wt/
LOHindeterminate
55
 53
 9.2 vs 17.5
 1.6 (1.0e2.5)
PD-L1 � 5%
 69
 72
 22.8 vs 52.2
 1.5 (0.9e2.4)

PD-L1 � 1%
 199
 197
 18.3 vs 25.8
 1.3 (1.0e1.7)
LOH, loss of heterozygosity; NR, not reached; wt, wild-type.

Conclusions: NIVO in combination with RUCA did not add to the PFS benefit of RUCA
observed in MONO. The safety profile of RUCA in combination with NIVO was
consistent with previously reported studies and their individually known safety
profiles.

Clinical trial identification: NCT03522246.
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Background: Gotistobart (ONC-392/BNT316) is a humanized anti-CTLA-4 mAb that
preserves CTLA-4 immune checkpoint activity by avoiding lysosomal degradation. The
safety and clinical activity of gotistobart monotherapy in ovarian cancer was previ-
ously reported [https://doi.org/10.1136/jitc-2022-SITC2022.0564]. We report safety
and efficacy results of gotistobart + pembrolizumab in a randomized, open-label,
multicenter phase 2 trial in patients with PROC.

Methods: Patients with platinum-resistant high-grade serous OC, tubal or peritoneal
cancer who previously received 1 line of platinum-based therapy and progressed
between 3-6 months, or received �1 line and progressed within 6 months of last
dose, were randomized 1:1 to receive different doses of gotistobart + pembrolizumab
200 mg, Q3W. Primary endpoints are ORR (RECIST 1.1) and safety. Secondary end-
points include PFS and OS.

Results: As of May 24, 2024, 83 patients had received �1 dose of gotistobart +
pembrolizumab with 33 and 29 patients in 1 mg/kg and 2 mg/kg gotistobart +
pembrolizumab groups, respectively. At the safety and efficacy cutoff date of May 10,
2024, with a median follow-up of 2.1 months (range 0.1-9.2), grade �3 treatment-
related adverse events (TRAEs) were observed in 35.7% and 31.0% patients in 1 mg/
kg or 2 mg/kg groups, respectively. No grade 5 TRAEs were observed. Common grade
3 TRAEs from combined groups were increased ALT and AST (both 7.0%), and diarrhea
(5.3%). Unconfirmed ORR was 31.8% (7/22; 95% CI 13.9-54.9) and 36.4% (8/22; 95%
CI 17.2-59.3) in 1 mg/kg and 2 mg/kg groups, respectively.

Table: LBA32
Gotistobart + 200 mg Pembrolizumab
Q3W Cutoff date: 10 May 2024
1 mg/kg n[28
Volume 35 -
2 mg/kg n[29
Issue S2 - 20
Safety

Treatment cycles, Mean (Range)
 3.6 (1-9)
 3.4 (1-9)

Treatment duration in months,
Mean (Range)
2.71 (0.1-7.6)
 2.55 (0.3-7.1)
Any TEAEs, N (%)
 25 (89.3)
 26 (89.7)

TRAEs: All grades, N (%)
 21 (75.0)
 20 (69.0)

TRAEs: Grade � 3, N (%)
 10 (35.7)
 9 (31.0)

irAE All grades, N (%)
 11 (39.3)
 13 (44.8)

irAE: Grade � 3, N (%)
 5 (17.9)
 8 (27.6)

TRAE leading to study drug
discontinuation
4 (14.3)
 3 (10.3)
Efficacy

Efficacy-evaluable population
 22
 22

Unconfirmed ORR, N (%)
 7 (31.8)
 8 (36.4)

CR
 1 (4.5)
 1 (4.5)

PR
 6 (27.3)
 7 (31.8)

SD
 6 (27.3)
 2 (9.0)

PD*
 9 (40.9)
 12 (54.5)
*PD included those without post baseline disease assessment
24
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