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Background
• Patients with advanced cutaneous melanoma refractory/resistant (R/R) to PD-(L)1–based 

therapy, including anti–PD-(L)1 + anti–CTLA-4, have few treatment options available1

– Prognosis in this setting remains poor; median OS is ~13–14 months among patients 
R/R to anti–PD-(L)1 and anti–CTLA-42,3

• Botensilimab (BOT), a multifunctional Fc-enhanced anti–CTLA-4 antibody, augments 
T-cell priming, depletes intratumoral regulatory T cells, and activates antigen-presenting 
cells to overcome immune checkpoint inhibitor (ICI) resistance4

• BOT ± balstilimab (BAL; anti–PD-1 antibody pharmacologically comparable to approved 
PD-1 inhibitors) has shown activity in ICI-R/R and “cold” tumors5-9

• Here, we report results from an open-label, global phase 2 trial of patients with advanced 
cutaneous melanoma R/R to prior anti–PD-(L)1 ± anti–CTLA-4

NCT05529316 (C-800-23): Phase 2 Trial of BOT±BAL in Advanced Cutaneous Melanoma R/R to Anti–PD-(L)1 ± Anti–CTLA-4 

Abbreviations: ALT, alanine aminotransferase; BAL, balstilimab; BOR, best overall response; BOT, botensilimab; BRAF, V-Raf murine sarcoma viral oncogene homolog b; CBR, clinical benefit rate (CR, PR or SD at ≥24 weeks); CI, confidence interval; CR, complete response; CT, computed tomography; 
CTLA-4, cytotoxic T-lymphocyte associated protein 4; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; FU, follow up; ICI, immune checkpoint inhibitor; LDH, lactate dehydrogenase; MEK, mitogen-activated extracellular signal-regulated kinase; NE, not estimable; 
NR, not reached; ORR, objective response rate; OS, overall survival; PD, progressive disease; PD-(L)1, programmed cell death (ligand) 1; PET, positron emission tomography; PFS, progression-free survival; PR, partial response; QXW, every X weeks; RECIST, Response Evaluation Criteria in Solid Tumors; 
R/R, refractory/resistant; SD, stable disease; TRAE, treatment-related adverse event; ULN, upper limit of normal; WT, wild-type.

Poster presented at the Annual American Society of Clinical Oncology Congress: May 29–June 2, 2026. Chicago, IL, US.

Conclusions

• In this advanced cutaneous melanoma population with predominantly primary ICI resistance, 
BOT+BAL produced:

– Confirmed ORR of 22% in the overall population and 29% in Cohort B (patients who were 
R/R to prior anti–PD-[L]1 + anti–CTLA-4)

– Durable responses, with median DOR not reached and a 12-month DOR of 86% in the 
overall population and 100% in Cohort B

– Median OS of 16.6 months in the overall population and not reached in Cohort B

• With BOT+BAL, grade ≥3 TRAEs occurred in 36% of patients and there were no treatment-
related deaths 

The encouraging ORRs, especially in the dual ICI-exposed cohort, support further evaluation 
of BOT+BAL in ICI-R/R cutaneous melanoma

Key Eligibility

Endpoints

• Advanced cutaneous melanoma 

(stage III unresectable or IV)

• R/R to prior anti–PD-(L)1 ± anti–CTLA-4

Trial Schema and Statistical Analysis

Data cutoff date: April 8, 2026. Tumor imaging Q9W through week 54, then Q12W until off study.

Intent-to-treat population (efficacy analyses): all patients. Safety population (safety analyses): all patients who received any amount of study drug(s).

Patient Characteristics 

n (%) unless otherwise noted. aPrimary resistance was defined as BOR of PD or PD <6 months from 
most recent course of respective ICI type.10 bSecondary resistance was defined as PD ≥6 months from 
most recent course of respective ICI type.10 c76 patients in the monotherapy arm had prior anti–CTLA-4.

• In the BOT monotherapy arm, median number of BOT doses was 3 (range, 1–4)

• In the BOT+BAL combination arm, median number of BOT and BAL doses was 
3 (range, 1–4) and 4.5 (range, 1–35), respectively

Table 1. Demographics and Baseline Disease Characteristics 

• Primary: Confirmed ORR by RECIST 1.1

• Secondary: DOR, PFS, OS, safety and tolerability

• Exploratory: CBR (CR, PR, or SD at ≥24 weeks)

aStudy was enrolled sequentially. 

Part 1a 
BOT Monotherapy

(BOT ×4) 

Cohort A: PD-(L)1 R/R

Arm 1: BOT 50 mg Q3W

Arm 2: BOT 150 mg Q3W

1:1

Cohort B: PD-(L)1 + CTLA-4 R/R Part 2a 
BOT+BAL 

Combination Therapy
(BOT ×4; 

BAL up to 2 years)

Cohort A: PD-(L)1 R/R

BOT 75 mg Q3W + 
BAL 450 mg Q3W

Cohort B: PD-(L)1 + CTLA-4 R/R

BOT 75 mg Q3W + 
BAL 450 mg Q3W

Results

BOT Monotherapy BOT+BAL Combination Therapy
Overall 

BOT
Cohort A Cohort B

Overall 
BOT+BAL

Characteristic N=138 n=22 n=14 N=36
Age, years, median (range) 63 (20–88) 67 (36–91) 61 (49–78) 65 (36–91)
Male 87 (63) 13 (59) 11 (79) 24 (67)
ECOG PS of 1 49 (36) 11 (50) 4 (29) 15 (42)
M staging

M1a or III 34 (25) 10 (45) 3 (21) 13 (36)
M1b 30 (22) 4 (18) 5 (36) 9 (25)   
M1c 68 (49) 7 (32) 5 (36) 12 (33)
M1d 6 (4) 1 (5) 1 (7) 2 (6)

BRAF status
V600 42/137 (31) 7 (32) 2 (14) 9 (25)
Wild type 95/137 (69) 15 (68) 12 (86) 27 (75)

Prior BRAF/MEK therapy 35 (25) 2 (9) 2 (14) 4 (11)
Elevated LDH, >1 × ULN 54 (39) 8 (36) 5 (36) 13 (36)
Prior anti–PD-(L)1 therapy

Primary resistancea 92 (67) 19 (86) 10 (71) 29 (81)
Secondary resistanceb 44 (32) 3 (14) 3 (21) 6 (17)
Unknown 2 (1) 0 1 (7) 1 (3)

Prior anti–CTLA-4 therapy
Primary resistancea 48/76 (63)c - 12 (86) -
Secondary resistanceb 25/76 (33)c - 2 (14) -
Unknown 3/76 (4)c - 0 -

Cohort A Cohort B
Overall 

BOT+BAL

n=22 n=14 N=36

Confirmed ORR, n (%) │ 95% CI 4 (18) │ 5–40 4 (29) │ 8–58 8 (22) │ 10–39

BOR, n (%)

CR 0 0 0

PR 4 (18) 4 (29) 8 (22)

SD 7 (32) 5 (36) 12 (33)

PD 9 (41) 5 (36) 14 (39)

Not evaluable 2 (9) 0 2 (6)

Median DOR, months (95% CI) 13.0 (4.2–NE) NR (NR–NR) NR (4.2–NR)

12-month DOR, % (95% CI) 67 (5–95) 100 (100–100) 86 (33–98)

CBR, n (%) │ 95% CI 7 (32) │ 14–55 5 (36) │ 13–65 12 (33) │ 19–51

Median PFS, months (95% CI) 3.9 (2.1–6.2) 4.2 (2.0–NE) 4.0 (2.1–6.2)

12-month PFS, % (95% CI) 25 (9–44) 36 (13–59) 29 (15–44)

Median OS, months (95% CI) 10.1 (5.4–23.8) NR (5.2–NR) 16.6 (9.1–NE)

24-month OS, % (95% CI) 28 (11–48) 64 (34–83) 42 (25–58)

Median FU, months (range) 9.9 (2.1–30.1) 28.3 (3.2–29.0) 13.8 (2.1–30.1) 

Table 3. BOT+BAL Combination Therapy Efficacy Overview 

Efficacy with BOT Monotherapy

Overall BOT

N=138

Confirmed ORR, n (%) │ 95% CI 8 (6) │ 3–11

12-month DOR, % (95% CI) 38 (9–67)

CBR, n (%) │ 95% CI 19 (14) | 9–21

Median OS, months (95% CI) 12.9 (9.7–16.2)

24-month OS, % (95% CI) 28 (21–36)

Median FU, months (range) 12.3 (0.2–38.7)

Table 2. BOT Monotherapy Efficacy Overview 

• Unconfirmed ORR in the BOT monotherapy arm 
was 10% (n=14/138; 95% CI, 6–16)

• Efficacy was similar across BOT monotherapy 
doses, with higher-grade adverse events at the 
higher dose (Table 4)

• No new safety signals 
were observed

• One possibly 
treatment-related 
death was reported 
with BOT 50 mg 
monotherapy 
(immune-mediated 
enterocolitis)

aRelated to BOT. bRelated to BAL. 
cPreferred terms (unless 
otherwise noted). Multiple 
preferred terms may have 
occurred in 1 patient during a 
given event. dDiarrhea/colitis 
(grouped term) includes the 
preferred terms of diarrhea, 
colitis, enteritis, enterocolitis, and 
immune-mediated enterocolitis.

Table 4. Safety Overview

Copies of this poster obtained 
through Quick Response (QR) 
Code are for personal use only and 
may not be reproduced without 
permission from ASCO® or the 
author of this poster.

Arm 1: BOT 50 mg Q3W

Arm 2: BOT 150 mg Q3W

1:1

Figure 1. Responses with BOT Monotherapy
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) Cohort A (ORR: 8% [5/62]; 95% CI, 3–18)
3/5 responders had primary and 2/5 had secondary anti–PD-(L)1 resistance

Cohort B (ORR: 4% [3/76]; 95% CI, 1–11)
3/3 responders had primary anti–PD-(L)1 and anti–CTLA-4 resistance
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aNew lesions.
n=117. RECIST-evaluable patients with best change from baseline in sum 
of diameters available.
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• Cohort A: All 4 responders had primary ICI resistance

• Cohort B: 3 responders had primary and 1 responder had secondary ICI resistance

Case Study: 
Durable BOT+BAL response after prior anti–PD-1 + anti–CTLA-4

67-year-old male with BRAF wild-type metastatic cutaneous melanoma 
who completed 2 years of treatment

• Prior therapy: Pembrolizumab then ipilimumab (each with primary progression)

• Baseline disease: M1c melanoma with liver, lymph node, peritoneal, and 
subcutaneous tissue involvement; LDH 2 × ULN

• Best response: Ongoing PR (functional CR by PET at 30+ months per investigator 
after data cutoff)

BOT Monotherapy BOT+BAL Combination

n (%)
BOT 50 mg BOT 150 mg BOT 75 mg+BAL 450 mg

N=36n=62 n=76
Any TRAE 43 (69) 69 (91) 34 (94)
Grade ≥3 12 (19) 30 (39) 13 (36)
Leading to discontinuation of BOTa 6 (10) 30 (39) 8 (22)
Leading to discontinuation of BALb - - 5 (14)

Most common (≥15%) TRAEsc Any Grade Grade ≥3 Any Grade Grade ≥3 Any Grade Grade ≥3
Diarrhea/colitisd 20 (32) 4 (6) 48 (63) 18 (24) 19 (53) 4 (11)
Asthenia 5 (8) 0 15 (20) 1 (1) 8 (22) 1 (3)
Pyrexia 5 (8) 1 (2) 18 (24) 0 8 (22) 0
Decreased appetite 3 (5) 0 12 (16) 1 (1) 8 (22) 0
Pruritus 0 0 11 (15) 1 (1) 8 (22) 0
ALT increased 7 (11) 1 (2) 7 (9) 1 (1) 7 (19) 2 (6)
Vitiligo 1 (2) 0 2 (3) 0 6 (17) 0
Nausea 5 (8) 0 17 (22) 2 (3) 5 (14) 1 (3)
Vomiting 3 (5) 1 (2) 13 (17) 1 (1) 3 (8) 1 (3)
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Figure 2. Responses (A) and Responses Over Time (B) with BOT+BAL Combination Therapy 

• In the BOT+BAL combination arm (N=36), 16 patients (44%) survived ≥18 months 

– Among these 16 patients, 4 patients (25%) had BRAF mutant disease

– The 2 patients who received BRAF/MEK inhibitors following PD after BOT+BAL had received prior BRAF/MEK inhibitor therapy

Figure 3. Duration of Response (A) and Overall Survival (B) with BOT+BAL Combination Therapy 
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Cohort A
4/4 responders had primary anti–PD-(L)1 resistance

Cohort B
3/4 responders had primary and 1/4 had secondary anti–PD-(L)1 and 
anti–CTLA-4 resistance

aNew lesions.
n=33. RECIST-evaluable patients with best change from baseline in sum of diameters available.
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Figure 4. Case Study Liver CT Scans (A) and Skin Photos (B)

Dual ICI-R/R, BRAF WT, elevated LDH 2 × ULN; functional CR with BOT+BAL

Liver 
CT Scan

Study treatment started: November 2023 October 2025 CT Scan

A

B

Before BOT+BAL After BOT+BAL
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