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STANDARD ICIs INEFFECTIVE FOR MAJORITY OF SARCOMA PATIENTS
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20% of common adult type sarcomas have high expression of immune related
genes, correlating with to response to checkpoint inhibitor monotherapy

Petitprez F, et al. Nature. 2020;577:556-560. The progression-free survival graph based on the multicenter Phase 2 clinical trial of pembrolizumab in soft-tissue sarcoma (SARC028).
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BOTENSILIMAB IS A NOVEL INNATE & ADAPTIVE IMMUNE ACTIVATOR

Botensilimab Driving Activity in Cold or I-O
Multifunctional Fc-enhanced Anti-CTLA-4 Antibody Refractory Tumors!+
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1. Wilky B. SITC 2022 Annual Meeting. Oral #778. 2. Wilky B, et al. Oral Presentation at CTOS 2022. Vancouver, CA. #1294633. 3. ElI-Khoueiry A, et al. Oral Presentation at ASCO Gl 2023. San Francisco, CA, USA. Rapid Oral #LBAS.
4. Bockorny B, et al. Scientific Plenary Presentation at SGO 2023. Tampa, Florida. #2. 5. Waight et al. Cancer Cell. 2018;33(6): 1033-1047. 6. Delepine C, et al. Poster Presentation at SITC 2022. Boston, MA, USA. #470
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BALSTILIMAB IS A CLINICALLY VALIDATED PD-1 INHIBITOR

1. O'Malley, et al. Gynecol Oncol. 2021; 163: 274-280. 2. O'Malley et al, J Clin Oncol. 2022; 40(7): 762-771.

2023 C tO S®

ANNUAL MEETING

Balstilimab
Anti PD-1 Antibody

Tumor

‘\‘PD-U/Z

g balstilimab (IgG4)

PD-1 ‘f
v

- N

T Cell

Presented by:
Breelyn A. Wilky, MD

Highly Active Anti-PD-1 mAb'2
« Complete blocker of

»

D-1- P

D-L

/2 interactions

 Enhanced
effector function

" cell activation and

Content of this presentation is the property of the author,
licensed by CTOS. Permission is required to reuse.

% ctos



C-800-01 STUDY

NCT03860272: First-in-human trial of botensilimab (bot) + balstilimab (bal) in patients
with advanced cancer’

Key Eligibility Treatment (up to 2 years)
» Refractory to standard treatment @
* Prior I-O therapy allowed Monotherapy every 3 weeks

[Fc-enhanced CTLA-4]
0.1, 0.3, 1, 2, 3 mg/kg Q3W
10or 2 mg/kg Q6W Monotherapy every 6 weeks

» - » - -
Endpoints

o Efficacy: ORR, DCR, PES, DOR, OS

» » ®
« Safety: AEs
@ + @ Combination therapy
[Fc-enhanced [PD-T] : O O : O O :
CTLA-4]
0no3namalkg 3MIKI 0 2 4 6 8 10 12

Week

Thttps://clinicaltrials.gov/ct2/show/NCT03860272.
*Crossover to combination from bot monotherapy was permitted.
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C-800-01 STUDY: SARCOMA COHORT

NCT03860272: First-in-human trial of botensilimab (bot) + balstilimab (bal) in patients
with advanced cancer’

Evaluable Study Population* Treatment (up to 2 years)

» 41treated with 1or 2 mg/kg bot + bal R
as of 06 April 2023 with =1 QW @ ¥ @ PY
O O O

IMmaging assessment

[Fc-enhanced [PD-T]
CTLA-4 o o6 o6 o6 o o o
1or 2 mg/kg 3 mg/kg

O 2 = © 8 10 12

Q6W Q2W
Week

Thttps://clinicaltrials.gov/ct2/show/NCT03860272.
*Nine additional patients were treated as of 06 April 2023 but had not received the first 6-week tumor assessment (ITT/Safety population=50).
Data cutoff: 17-Aug-2023.
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PATIENT CHARACTERISTICS

All Sarcoma

N=41

Age, median (range) o1 (31-80)
Sex, n (%)

Male 13 (32)

Female 28 (68)
ECOG PS at baseline, n (%)

0 16 (39)

1 25 (61)
Prior lines of therapy, n/N (%)

Median (range) 3 (1-10)

>3 20/38 (53)
Botensilimab dose, n (%)

1 mg/kg 27 (66)
2 ma/kg 14 (34)
Prior PD-(L)1 therapy, n/N (%) 6/38 (16)
TMB >10 mut/Mb, n/N (%) 2/16 (13)
PD-L1 (=1% positive), n/N (%) 7/27 (26)

ctos T WD

All Sarcoma

N=41
Sarcoma subtype, n (%)

Angiosarcoma (AS) 12 (29)
Cutaneous 7 (17)
Visceral 5(12)
Leiomyosarcoma (LMS) 16 (39)
Soft tissue 13 (32)
Uterine 3 (7)

Other 13 (32)

Dedifferentiated liposarcoma (ddLipo) 4 (10)

Undifferentiated pleiomorphic (UPS) 4 (10)

Undifferentiated spindle cell 2 (5)

Myxofibrosarcoma
Osteosarcoma/spindle cell

Myxoid liposarcoma
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BROAD ACTIVITY IN HETEROGENOUS SARCOMA POPULATION

100 — B AS(c) Bl AS(v) B8 LMS [l ddLipo || UPS [ Other subtypes (excluding ddLipo, UPS)
All Sarcoma (N=41)* IRECIST RECIST vl.1
80 —
O —~ ORRt, % 20% 17%
01 S 00 — (95% Cl) (9-35) (7-32)
c =~ ORR at Img/kg (%)
® 0N 40 — N 15% 11%
5 g 20% Tumor Growth n=27
o)
o OE 20 i | P71 1t L T il 1 ETUTEEE 7=ttt O_F\_)Iz at 2mg/kg (A)) 299, 299,
€ QO 0A =
8 4 N _----.l R BOR, n (%)
&h’ g 20 — h CR O O
e e
® ,0_ . PR 8 (20) 7 (17)
"g' = 40 30% Tumor Reduction . s -
B .E 60— “4) “)
PD 15 (37) 16 (39)
-80 — Median DOR, months 19.4 11.8
100 — (95% ClI) (1.9-NR) (1.9-NR)
DCR (CR + PR + SD), % 63% 61%
(95% ClI) (47-78) (45-76)
. . L o . CBR(CR+PR+SDat6 o
Two additional patients showed significant clinical response (NOT INCLUDED in RECIST vl.1 response rate): 0 27% 24%
months), % (14-43) (12-40)
O01deep PR in AS (v) by iRECIST; patient had minor early progression at 6 weeks followed by a deep response in (95% Cl)
target lesion (-98%) that is durable at 102+ weeks. 6-month PFS, % 40% 37%
(95% ClI) (23-57) (20-54)

A 1 unconfirmed CR in AS (c); patient had a visible skin lesion that disappeared on exam, images on file.
* Median f/u: 5.7 months (range: 1.4-28.4).

TOne response confirmed after data cutoff.
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DURABILITY OF BENEFIT IN HETEROGENOUS SARCOMA POPULATION
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Time From Start of Therapy (Weeks) CBR(CR+PR +SD at 6 70s .
0 e o
One additional patients showed significant clinical response (NOT INCLUDED in RECIST vl.1 response rate): g\;;n(;cl)hs), % (14-43) (12-40)
01 deep PR in AS (v) by IRECIST; patient had minor early progression at 6 weeks followed by a deep response in 6-month PFS, % 40% 37%
target lesion (-98%) that is durable at 102+ weeks. (95% Cl) (23-57) (20-54)

* Median f/u: 5.7 months (range: 1.4-28.4).
TOne response confirmed after data cutoff.
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PROGRESSION-FREE SURVIVAL

All Sarcoma (N=41)* IRECIST RECIST v1.1
Q ORRT, % 20% 17%
9 (95% ClI) (9-35) (7-32)
Y= 7" 0
S O_RR at Img/kg (%) 150 1%
C= n=27
= M 0
" > o_RR at 2mg/kg (%) 59% 9%
$ c N=14
=1 5 BOR, n (%)
O “ o—e * CR 0 0
Q o PR 8 (20) 7 (17)
SD 18 (44) 18 (44)
| | | | | | | PD 15 (37) 16 (39)
9 12 15 18 21 24 27 Median DOR, months 19.4 1.8
. (95% Cl) (1.9-NR) (1.9-NR)
Time From Start of Therapy (Months) DCR (CR + PR + SD), % 63% 61%
Number at Risk (95% ClI) (47-78) (45-76)
CBR (CR + PR + SD at 6 — .
All Sarcoma 41 19 8 5 3 3 3 2 1 0 months), % ’ °
(14-43) (12-40)
(95% Cl)
6-month PFS, % 40% 37%
(95% Cl) (23-57) (20-54)

* Median f/u: 5.7 months (range: 1.4-28.4).

TOne response confirmed after data cutoff.
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SAFETY
TRAEs In =10% of All Sarcoma

Datients in the ITT/Safety Population (N=50)

All Grades Grade 3 Grade 4

Any* 39 (78) 6 (12) O
Gastrointestinal

Immune-mediated

diarrhea/colitist 17(34) “(8) 0

Nausea 7 (14) 1(2) O
Vomiting 6 (12) 1(2) O
Constitutional

Fatigue 12 (24) 1(2) O

Pyrexia 9 (18) 0] 0]

Chills 7 (14) O O
Endocrine

Hypothyroidism 5 (10) O O
Musculoskeletal

Myalgia 6 (12) 1(2) O
Skin

Rash 7 (14) 1(2) O

Rash maculo-papular 6 (12) O O

* Note: A higher frequency of any TRAEs was observed in patients receiving 2 mg/kg of botensilimab (93%) relative to the 1 mg/kg dose (70%).

T Patient received immunosuppressants (eg, steroids and/or a TNF-a inhibitor).

ctos T WD

No new safety signals

Safety consistent across tumor

types

No cases of related
hypophysitis, pneumonitis,
hepatitis or myocarditis

8% discontinued

due to a TRAE

No grade 4 or 5 TRAEs
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CONCLUSIONS & FUTURE DIRECTIONS

 Botensilimab and balstilimab demonstrates objective responses, durability, and disease
stabilization In poorly immunogenic or “cold” sarcoma subtypes

 Durable and broad clinical benefit observed in visceral and cutaneous angiosarcoma,
eilomyosarcoma, dedifferentiated liposarcoma, and undifferentiated pleomorphic sarcoma

» Relapsed/refractory sarcoma represents an unmet medical need where previous
Immunotherapies have shown limited activity

« Safety profile is manageable, and reversible with diarrhea/colitis the most clinically
significant iImmune-mediated adverse event

 The current phase 1study (C-800-01) Is actively enrolling patients in an expansion sarcoma
cohort (NCT0O3860272)
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ABBREVIATIONS

AE, adverse event

APC, antigen presenting cell

bal, balstilimab

BOR, best overall response

bot, botensilimalb

Cl, confidence interval

CBR, clinical benefit rate

CR, complete response

CTLA-4, cytotoxic T-lymphocyte antigen-4
DCR, disease control rate

DOR, duration of response

ECOQG, Eastern Cooperative Oncology Group
Fc, fragment crystallizable

F/U, follow-up

ICI, iImmune checkpoint inhibitors

I-O, immunotherapy

ctos T D

ITT, Intent-to-treat
NSCLC, non-small cell lung cancer

NR,

not reached

ORR, objective response rate

PD,

PD-

PD-

orogressive disease
, programmed death receptor-]

|1, programmed death-ligand 1

PFS, progression-free survival

PR, partial response

PS, performance status

QXW, every X weeks

R/R,

relapsed/refractory

SD, stable disease

TMB, tumor mutational burden

TRAE, treatment-related adverse event
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