Botensilimab * Balstilimab in Patients with Advanced Cutaneous Melanoma

Refractory/Resistant to Anti—PD-(L)1 £ CTLA-4: A Phase 2 Trial
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Background C-800-23 Study Design

» Patients with advanced cutaneous melanoma refractory/resistant (R/R) to PD-(L)1 ~based | | NCT05529316 (C-800-23): Phase 2 Trial of BOT+BAL in Advanced Cutaneous Melanoma R/R to Anti—PD-(L)1 + Anti-CTLA-4

therapy, including anti-PD-(L)1 + anti—-CTLA-4, have few treatment options available’

— Prognosis in this setting remains poor; median OS is ~13-14 months among patients Key Eligibility Trial Schema and Statistical Analysis

R/R to anti-PD-(L)1 and anti—-CTLA-423 « Advanced cutaneous melanoma e N Cohort B: PD-(L)1 + CTLA-4 R/R : Part 22 N Cohort B: PD-(L)1 + CTLA-4 R/R
- . . . : stage lll unresectable or IV) a - -

- Botensilimab (BOT), a multifunctional Fc-enhanced anti-CTLA-4 antibody, augments ( . _ _ Part 1 , . BOT+BAL

T-cell priming, depletes intratumoral regulatory T cells, and activates antigen-presenting * R/Rto prior anti-PD-(L)1 £ anti-CTLA-4 BOT Monotherapy [~ Arm 1: BOT 50 mg Q3W [ (AT 18 IO S ) (043 Combination Therapy BBOA-[ Zé(r)nr% Qg\évv\;- BBOA-[ Zgg}?] Qg\évv\;-

cells to overcome immune checkpoint inhibitor (ICI) resistance? Endboints (BOT x4) 11 11 (BOT x4 g g

. : . : P \_ ) Ls Arm 2: BOT 150 mg Q3w L Arm 2: BOT 150 mg Q3W \_ BALupto2years) )

« BOT % balstilimab (BAL; anti—-PD-1 antibody pharmacologically comparable to approved - Primary: Confirmed ORR by RECIST 1.1 e e et e e

PD-1 inhibitors) has shown activity in ICI-R/R and “cold” tumors®® ' ' N d q 4

. . . - Secondary: DOR, PFS, OS, safety and tolerability Data cutoff date: April 8, 2026. Tumor imaging Q9W through week 54, then Q12W until off study.

* Here, we report results from an open-label, global phase 2 trial of patients with advanced « Exploratory: CBR (CR, PR, or SD at 224 weeks) Intent-to-treat population (efficacy analyses): all patients. Safety population (safety analyses): all patients who received any amount of study drug(s).

cutaneous melanoma R/R to prior anti-PD-(L)1 + anti—-CTLA-4

Results

Patient Characteristics Efficacy with BOT+BAL Combination Therapy

Table 1. Demographics and Baseline Disease Characteristics Table 3. BOT+BAL Combination Therapy Efficacy Overview Figure 2. Responses (A) and Responses Over Time (B) with BOT+BAL Combination Therapy Case Study: .
BOT Monotherapy BOT+BAL Combination Therapy A 258 Durable BOT+B/-}L respons? after prior ant|—.PD-1 + anti-CTLA-4
Overall Overall Cohort B Overall B ol 67-year-old male with BRAF wild-type metastatic cutaneous melanoma
Cohort B onor BOT+BAL £ 1601 € 1604 who completed 2 years of treatment
BOT BOT+BAL E 140 4/4 responders had primary anti—PD-(L)1 resistance E 140 - Cohort B
Characteristic N=138 n=14 N=36 n=14 N=36 2 1201 Cohort B G 120 * Prior therapy: Pembrolizumab then ipilimumab (each with primary progression)
Age, years, median (range) 63 (20-88) 67 (36-91) 61(49-78) 65(36-91) - o) e e A e o & 1004 . Baseline di . TR :
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M staging BOR, n (%) S 20 J_II_...- 2RO s .  Best response: Ongoing PR (functional CR by PET at 30+ months per investigator
£ o S
M1a or Ill 34 (25) 10 (45) 3(21) 13 (36) CR 0 0 0 e . o ] £ -20- 30% tumor reduction after data cutoff)
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M1b 30 (22) 4(18) 5 (36) 9 (25) PR 4(18) 4 (29) 8 (22) 2 o & 0] — — Figure 4. Case Study Liver CT Scans (A) and Skin Photos (B)
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V600 42/137 (31) 7 (32) 2 (14) 9 (25) PD 9 (41) 5 (36) 14 (39) n=33. RECIST-evaluable patients with best change from baseline in sum of diameters available. Py " o 2
Wild type 95/137 (69) 15 (68) 12 (86) 27 (75) Not evaluable 2(9) 0 2(6) Figure 3. Duration of Response (A) and Overall Survival (B) with BOT+BAL Combination Therapy
Prior BRAF/MEK thera 35 (25 29 2(14 4 (11 : 0 _ _ _
Elevated LDH, >1 x ULII\:I,y 54 E39§ 8 (§36)) 5 2363 13((363) el RS SIE AT, HRGIN MG A 122 Overall BOT+BAL Combination Therapy B 12: i RS UL 2
Prior anti-PD-(L)1 therapy 12-month DOR, % (95% Cl) 67 (5-95) 100 (100-100) = 86 (33-98) o _ o] Cohort B
Primary resistance? 92 (67) 19 (86) 10 (71) 29 (81) o o _ _ _ & 704 j\_; oy
Secondary resistance® 44 (32) 3 (14) 3 (21) 6 (17) CBR,n (%) | 95% ClI 7(32) | 14-55 5(36) | 13-65 12(33) | 19-51 2o Zo
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Prior anti—-CTLA-4 therapy & 30 3 30-
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n (%) unless otherwise noted. 2Primary resistance was defined as BOR of PD or PD <6 months from 24-month 0S. % (950/0 CI) 28 (1 1 —48) 64 (34—83) 42 (25—58) No. at rick Time from confirmed response (months) No. at risk Time from start of therapy (months)
most recent course of respective ICl type.’® PSecondary resistance was defined as PD =6 months from ' g s 5 5 4 3 2 2 0 e 1 :
most recent course of respective ICl type.'0 €76 patients in the monotherapy arm had prior anti-CTLA-4. Median FU, months (range) 9.9(2.1-30.1) | 28.3(3.2-29.0) 13.8(2.1-30.1) 14 14 m 10 8 8 8 8 7 5 0
- In the BOT monotherapy arm, median number of BOT doses was 3 (range, 1-4) * In the BOT+BAL combination arm (N=36), 16 patients (44%) survived =18 months 3 %8 .
« |n the BOT+BAL combination arm, median number of BOT and BAL doses was « Cohort A: All 4 responders had primary ICl resistance — Among these 16 patients, 4 patients (25%) had BRAF mutant disease e Sl
3 (range, 1-4) and 4.5 (range, 1-35), respectively » Cohort B: 3 responders had primary and 1 responder had secondary ICI resistance — The 2 patients who received BRAF/MEK inhibitors following PD after BOT+BAL had received prior BRAF/MEK inhibitor therapy Dual ICI-R/R, BRAF WT, elevated LDH 2 x ULN; functional CR with BOT+BAL
Efficacy with BOT Monotherapy Safety Conclusions
Table 2. BOT Monotherapy Efficacy Overview Figure 1. Responses with BOT Monotherapy Table 4. Safety Overview o eaL o . \',\lvgrgegéig:\?;ﬁ signals + In this advanced cutaneous melanoma population with predominantly primary IC resistance,
onotherapy + ombination ]
ovﬁra1"32°T 10 (ORR: 8% [5/62; 95% C1, 3-16) o BOT 50 mg BOT150mg  |BOT 75 mg+BAL 450 mg RO BOT+BAL produced:
= &:/ 1404 3/5 responders had primary and 2/5 had secondary anti—PD-(L)1 resistance n (% n=62 n=76 N=36 treatment-related . H o/ H . o/ . .
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12-month DOR, % (95% C|) 38 (9_67) % 1:8: 3/3 responders had primary anti—PD-(L)1 and anti-CTLA-4 resistance Grade =23 12 (1 9) 30 (39) 13 (36) with BOT 50 mg R/R tO pI'IOI’ antl - PD'[L]1 + antl_CTLA'4)
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CBR,n (%) | 95%Cl 19(14)19-21 £ %] Lot o e G AL (1) - : E1 43 (immunemediated — Durable responses, with median DOR not reached and a 12-month DOR of 86% in the
Mzedlan Oi. (-)nsontlz; (95;4»)00 12.9 ((9-7—1 6)-2) & 2y cormergont Most common (215%) TRAEs¢ Any Grade Grade>3 AnyGrade Grade=3 AnyGrade Grade >3 enterocolitis) overall population and 100% in Cohort B
4-month OS, % (95% Cl 28 (21-36 S =TI Diarrhea/colitis? 20 (32) 4 (6) 48 (63) 18 (24) 19 (53) 4(11) ] ] ] )
Median FU, months (range) 12.3(0.2-38.7) & I T : II Asthenia 5 (8) 0 15 (20) 1(1) 8 (22) 1(3)  “Related to BOT. bRelated to BAL. — Median OS of 16.6 months in the overall population and not reached in Cohort B
& -60; a Pyrexia 5(8) 1(2) 18 (24) 0 8 (22) 0 AR UETTS (U - - 0 :
, , % o0 5 . . AT 0 b e 220 0 otherwise noted). Multiple « With BOT+BAL, grade =3 TRAEs occurred in 36% of patients and there were no treatment-
« Unconfirmed ORR in the BOT monotherapy arm 2 o ecreased appetite (5) (16) (1) (22) preferred terms may have
was 10% (n=14/138;95% Cl, 6-16) Pruritus 0 0 11 (15) 1(1) 8 (22) 0 occurred in 1 patient during a related deaths
i i t. dDiarrhea/coliti
. Efficacy vtvssh jsi:lilar azrosz BOT monottheﬁﬁy aNew lesions CiLtIigclacreased 71((121)) 1 (()2) 383 1 (()1) Z 833 ? (()6) ?;¥§E§§§ ?erm;?nr%ﬁje%f The encouraging ORRs, especially in the dual ICl-exposed cohort, support further evaluation
0ses, Wi igher-grade adaverse events a e . . . L preferred terms of diarrhea, .
hiaher dose (19able%1) n=117. RECIST-eyaIuabIe patients with best change from baseline in sum Nausea 5(8) 0 17 (22) 2 (3) 5(14) 1(3) colitis, enteritis, enterocolitis, and of BOT+BAL in ICI-R/R cutaneous melanoma
g of diameters available. Vomiting 3 (5) 1(2) 13 (17) 1(1) 3 (8) 1(3) immune-mediated enterocolitis.
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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); Cl, 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 20—June 2. 2026 Chicago IL US
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