Clinical Features of Long-Term Survivors Treated With Next-Generation Anti-CTLA-4 (Botensilimab) Plus Anti—-PD-1 (Balstilimab)
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Background C-800-01 Study Design

Survival >18 months remains uncommon in refractory microsatellite-stable metastatic colorectal cancer (MSS mCRC), even in patients with no active liver metastases (NLM) NCT03860272 (C-800-01): First-in-Human, Phase 1b Trial of BOT+BAL in Patients with Advanced Solid Tumors

- Given the limited durability of currently available later-line therapies,’3 next-generation immune checkpoint inhibitors (ICl) may help address the unmet need in this setting Key MSS mCRC NLM Cohort Eligibility Endpoints Analyses

« Botensilimab (BOT), a multifunctional Fc-enhanced anti-CTLA-4, augments T-cell priming, reduces regulatory T cells, and activates antigen-presenting cells? - Relapsed/refractory mCRC NLM - Efficacy: ORR per RECIST 1.1 by investigator, - Data Cutoff: December 13, 2025 BOT Q6W . BAL Q2W

« BOT # balstilimab (BAL; anti-PD-1 pharmacologically comparable to approved PD-1 inhibitors) has shown activity in “cold” and ICl-refractory tumors52 + MSS by local assessment DOR, DCR (CR/PR/SD at 26 weeks), - Safety Population (all analyses): All patients who received =1 dose of study drug(s) 1 mg/kg or 2 mg/kg 3 mg/kg

* In a phase 1b cohort (C-800-01 trial) of 123 patients with refractory MSS mCRC NLM, BOT+BAL demonstrated clinically meaningful long-term survival, with a median OS of > Boter e 2lamze oBR (CB/PR/SD A EE G RS 02 = OverallPopulation: All patients Fc-enhanced anti—PD-1
21.2 months and a 3-year OS rate of 33%, including an OS curve plateau beyond 2 years? * ECOGPSof0OorT * Safety: ImAEs — Long-Term Survivors (LTS; post hoc): OS =18 months from treatment initiation anti—-CTLA-4

Here, we describe clinical features and efficacy/safety outcomes of long-term survivors (LTS; OS =18 months from treatment initiation) ~ Sh9rt-Term Suryl\{ors (S pEsiiee) O <1 memtis o tréatm.ent |r:|t|at|on
within the 123-patient cohort of the C-800-01 trial » Baseline characteristics were compared between LTS and STS using Fisher's exact test

Results

Patient Characteristics Efficacy in Long-Term Survivors Safety in Long-Term Survivors

Table 1. Demographics and Baseline Disease Characteristics Figure 1. (A) Best Overall Response and (B) Response Over Time in LTS Table 3. Treatment-Related Immune-Mediated Adverse Events Occurring in 21% of Patients
Characteristic A % 123 _ LTS (n=63) B ¢ 123_ LTS (n=63) (l)\lvirgil-ll
Ul § ] *Confirmed response (CR or PR) & | -
Age, years Median (range) 56 (25-82) 57 (36-82) 56 (25-77) 3 60 % 60 n (%) Any Grade Grade =3 Any Grade Grade =3
Sex Male 63 (51) 34 (54) 29 (48) S 40 O Al o Any imAE?b 72 (59) 37 (30) 47 (75) 24 (38)
ECOGPS 1 67 (54) 30 (48) 37 (62) T 20 RESSEEE 20% tumor growth £ 20 MG ' 20% tumor growth Gastrointestinal
c —
. _ Colon 81 (66) 40 (63) 41 (68) o 04 % 0 ~ Diarrhea/colitis® 51 (41) 19 (15) 34 (54) 12 (19)
P"mary site Rectal 42 (34) 23 (37) 19 (32) E =201 30% tumor reduction g -20 30% tumor reduction Hepatitisd 6 (5) 3 (2) S (8) 3 (5)
: S -40- S -401 Pancreatitis® 1(1) 1(1) 1(2) 1(2)
Liver Treated li tast 20 (16 8 (13) 12 (20) 5 2 ”
e R SIS (16) 8 601 5 -60- _ Enteritis onlyef 1(1) 1(1) 1(2) 1(2)
ST No liver metastases 103 (84) 55 (87) 48 (80) - E & ~807 Endhocrine
: : $ -100- * ~100 id di g
22 MEESIE.IE OrEEn Slise 85 (69) 39 (62) 46 (77) = T 0 ; 2 18 24 30 36 42 48 Xd)rlg?wlgl ?Qiﬁ??iiincyh Z EQ 2 (()2) 81((123)) 1 (()2)
Lymph node metastases 54 (44) 21 (33) 33 (55) aResponse data for this patient were corrected due to documented database error identified after database lock (reflects validated source data). Time from start of therapy (months) Hypophysitise 1 (1 ) 1 (1 ) 1 (2) 1 (2)
Metastatic -Ung metastases 96 (78) 51(81) 45 (75) Figure 2. (A) Duration of Response and (B) Overall Survival in LTS Pulmonary’ 6 (5) 3(2) 2 (3) 0
disease Peritoneal metastases 48 (39) 23 (37) 25 (42) Dermatologici 4 (3) 1(1) 2 (3) 1(2)
Median time from metastatic 33.9 32.3 37.1 A 1004 LTS B 10 LTS Cardiac* 2(2) 2(2) 2 (3) 2 (3)
disease to 15t dose, months (range)  (0.2-179.4) (5.4-177.3) (0.2-179.4) 90 - 90 Renal' 2(2) 2(2) 1(2) 1(2)
: - - Neurologic™ 2(2 2 (2 1(2 1(2
Median (range) 3 (1-10) 3 (1-9) 4 (1-10) _ jg i 32 el Ogskel - ) (2) ) (2)
>3 prior lines 82 (67) 35 (56) 47 (78) 2 cod E ) Myositise 1(1) 0 1(2) 0
. . £ 60 *0-0——0-0 . o= © = 60
S Free Prior anti—-PD-(L)1 or CTLA-4 18 (15) 6 (10) 12 (20) 5 § ] o o Polyarthritise 1(1) 1(1) 1(2) 1(2)
>1 regimen of regorafenib, '§ 0 g . aimAEs were medically adjudicated and defined as related to treatment, thought to have an immune mechanism, determined by the investigator to be immune-related, and/or treated with systemic steroids (of any dose) and/or
. e . . . - =% 7 7] theri t ith thyroid | th . imAE identified f ified list of preferred t .PTh ly 1 de 4 imAE (i -mediated diarrhea/colitis in the BOT 2 mg/kg + BAL
trifluridine/tipiracil + bevacizumab, 37 (30) 15 (24) 22 (37) x| 2 o ST, T G (G 5 N 2 15 37 el R o T e o s 6 e e 5, 0 U 1, A e el 4305 P = 2 vl i s e A
or fI’UC]UIntInIb o increased, immune-mediated hepatitis, and autoimmune hepatitis. ¢Preferred term. fPatient was excluded from diarrhea/colitis grouping because they experienced enteritis only (involves the upper gastrointestinal tract). 9Thyroid
20 207 disorders ( d term) included th ferred t f hypothyroidism, blood TSH i d, h thyroidism, i -mediated hypothyroidism, and thyroiditis. "Ad | insuffici ( d term) included th ferred
MSS/ pMM R 123 (1 00) 63 (1 00) 60 (1 00) | ® Censored | ® Censored telfr?:s ce);sadgrreonuapleinsLJefrfT;ieI:gyuar?d imernpurr?e?rrr:idiae’[rerL]Sagrenyapl?ns}tljrf?ilcilzgc]:y. ilgzlmonarlgc(:gerziie)ed gleareT:) i?\rcolljdlzg]trl\r:r;rg‘}eergg tlea:ris o¥[i)r?1m)::r?le-$:]dig?ed Iuynr(g) Idilslesase arr?crj] T)r:zzlr;(;ﬁ:teirs].cinegrﬁ:?oelogiec:grg]ucpideterme) %rsljc;reed the
TMB >15, Mut/Mb. n/N (%)a,b 0/77 (O) 0/40 (0) 0/37 (O) 10 Median DOR: NR (95% Cl, 12.1 months—NR) 10 Median OS: NR (95% Cl, 31.3 months—NR) preferred terms of rash maculo-papular and immune-mediated dermatitis. Patients with skin and subcutaneous tissue disorders who received topical steroids only (n=30 in the overall population) were excluded from the imAE
" ' o, \b 0 , , , , , , , , , , , , , 0 — T T T T T T T T T T T T T T T T T T T I analysis. kCardiac (grouped term) included the preferred terms of immune-mediated myocarditis and myocarditis. 'Renal (grouped term) included the preferred terms of immune-mediated nephritis and tubulointerstitial nephritis.
RAS mutation, n/N (/0) 76/113 (67) 41/60 (68) 35/53 (66) 0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 mNeurologic (grouped term) included the preferred terms of Bell’s palsy and myasthenia gravis.
Other BRAF V600E mutation, n/N (%) 1/60 (2) 0/29 (0) 1/31 (3) . Time from confirmed response (months) — Time from start of therapy (months) - imAEs were more frequent among LTS than in the overall population, consistent with prior observations of an association between imAE occurrence
NLR >3, n/N (%) 76/123 (62) 35/63 (56) 41/60 (68) 2 20 18 17 15 11 9 8 6 4 4 3 1 0 63 63 63 63 63 63 63 54 41 28 23 21 16 10 6 2 1 1 1 1 1 0 and survival with BOT+BAL""
(o)
;II)bH >l,JLN|'_Ir_]l/\I a (//"Ij ) 2190/ /111293((284;) 1;%; 2; g;) ) 177//6 508 ((1229)) - Among LTS, DORs ranged from 1.9 to >37.4 months, with 10 responses ongoing at data cutoff * No treatment-related deaths were observed
umin < n . o : - : _ . L . . _
) unfes otheraise statec ' ° - At last follow-up, 15 of 63 LTS (24%) were alive and off all therapy, of whom 13 (87%) were responders Immune-mediated diarrhea/colitis (imDC) resolved in 97% of LTS (n=33/34); median time to resolution from imDC onset was 13 days (IQR, 8—-22)
n (%) unless otherwise stated. . . . . e . . .
aTMB per tumor-based local clinical test. °N represents the number of patients with available data from local clinical test. bl p  imDC was successfully managed with early mid-dose oral steroids followed promptly by definitive TNFa therapy with rapld steroid taper8
Table 2. Efficacy Overview
« More than half of patients were LTS (51%, 63/123) Overall LTS Overall == C I .
\'J
. Lopg-term survival occurred even in heavily pretreated patients, including those previously exposed N=123 n=63 N=123 n=63 onciusions
to immunotherapy ORR, n (%) | 95% ClI 26 (21) 114-29 22 (35) | 23-48 Median PFS, mo (95% ClI) 4.0 (2.8-4.1) 5.5 (4.0-12.5) « In this heavily pretreated, refractory MSS mCRC NLM population, 51% of patients survived =18 months
* Most baseline characteristics did not differ gignificgntly (P>0.05) between LTS and STS, including CR 3(2) 3 (5) 18-mo PFS, % (95% Cl) 18 (11-26) 32 (20-44) A " LTS OS plat d ab 50% b 43
exposure to prior immunotherapy and later-line regimens, ECOG PS, and prognostic biomarkers PR 23 (19) 19 (30) Median 0S, mo (95% Cl) 212 (16.2-23.8) NR (31.3-NR) mong these ) piateaued above o Deéyond o years
* Fewer prior treatment lines were associated with Iong-term survival, supporting the gvaluatloq of sSp 59 (48) 30 (48) 24-mo 0S, % (95% CI) 41 (32-50) 72 (58-81) * In the overall population and LTS, median DOR was not reached
BOT+BAL earlier in the treatment course; LTS were less likely than STS to have received =3 prior 30 0S. % (95% Cl 37 (28-46
i % vs 78%: P=0.008 PD 34 (28) 11 (17) -mo 08, % (95% Cl) ( ) 65 (51-76) - . . : :
ines (56% vs 78%; P=0.008) 36:-m0 0S, % (95% Cl) 33 (24-43) 50 (43-71) * Long-term survival was not confined to patients with favorable prognostic features
- . % A — —
» The median number of BOT was 2 (range, 1-17) in both the overall lation and LT NE 4(3) 0 . : : .
e median number of BOT doses was 2 (range, ) in both the overall population and LTS Median DOR, mo (95% CI) NR (7.3-NR) NR (12.1-NR) Follow-up, mo - Clinical benefit was accompanied by deep, durable responses, as well as treatment-free intervals among a subset of LTS
« The median number of BAL doses was 6 (range, 1-52) and 9 (range, 1-52) in the overall population ' ' ' di _ _
) ' ’ DCR at 26 wks, n (%) | 95% CI 85 (69) | 60—77 52 (83) | 71-91 Median (range) 20.2 (0.7-62.3) 28.2 (18.7-62.3) : : : : : N
: .  imDC was the most common imAE and was rapidly resolvable with early steroids and definitive TNFa thera
and LTS, respectively CBR at 224 wks, n (%) | 95% ClI 34 (28) | 20-36 30 (48) | 35-61 Median reverse KM (95% ClI) 34.8 (28.2-38.1) 35.2 (28.5-40.7) Pty y 24
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