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Limited Efficacy in 3L+ MSS CRC
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Novel Immunotherapy Agents

botensilimab
Fc-enhanced CTLA-4 Inhibitor
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T Cell

Active in cold and IO refractory tumors?:

Design:

« Improved binding to activating FcyRs on APCs
and NK cells

* Reduced complement binding

Function (relative to first-gen CTLA-4)23:
1 Frequency of activated DCs

1 T cell priming, expansion, memory

1 Treg depletion

| Complement mediated toxicity

1. El-Khoueiry AB. SITC 2021 Annual Meeting. Poster #479. 2. Waight et al. Cancer Cell. 2018;33(6): 1033-1047. 3. Data on File. Agenus Inc. June 2022. 7



Novel Immunotherapy Agents
botensilimab balstilimab

Fc-enhanced CTLA-4 Inhibitor PD-1 Inhibitor
—— '
) APC/NK ’ Tumor

++ Fc-enhanced

botensilimab (IgG1) balstilimab (IgG4)
CTLA-4 \{ PD-1
' \ N
T Cell ‘~ / T Cell
Active in cold and 10 refractory tumors?: Safety and efficacy analogous to approved anti-PD-1 mAbs34
* 1 T cell priming, expansion, memory? + > 650 patients treated; 8 ongoing trials / 2 completed
* 1 Treg depletion *  Complete blocker of PD-1-PD-L1/2 interactions
* | Complement mediated toxicity * Enhanced T cell activation and effector function
1. El-Khoueiry AB. SITC 2021 Annual Meeting. Poster #479. 2. Waight et al. Cancer Cell. 2018;33(6): 1033-1047. 3. O’Malley, et al. Gynecol Oncol. 2021; 163: 274-280. 4. O’Malley et al, J Clin Oncol. 2022; 8

40(7): 762-771.



C-800 Study Design

NCT03860272: First-in-human trial of botensilimab + balstilimab in patients with advanced cancer?

KEY ELIGIBILITY TREATMENT (Up to 2 years) ENDPOINTS

Dose Escalation

» Advanced solid
tumors refractory to
standard treatment

* Prior 10 therapy
allowed

Monotherapy every 3 weeks

[Fc-enhanced CTLA-4]

0.1, 0.3, 1, 2, 3 mg/kg
Q3w

Week

1. https://clinicaltrials.gov/ct2/show/NCT03860272. 2. El-Khoueiry AB. SITC 2021 Annual Meeting. Poster #479.
*Crossover to combination from botensilimab monotherapy permitted.
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C-800 Study Design

NCT03860272: First-in-human trial of botensilimab + balstilimab in patients with advanced cancer?

KEY ELIGIBILITY TREATMENT (Up to 2 years) ENDPOINTS

Dose Escalation

» Advanced solid
tumors refractory to
standard treatment

* Prior 10 therapy
allowed

[Fc-enhanced CTLA-4]
Monotherapy every 6 weeks

1 or 2 mg/kg

Qow o o

1. https://clinicaltrials.gov/ct2/show/NCT03860272. 2. El-Khoueiry AB. SITC 2021 Annual Meeting. Poster #479.
*Crossover to combination from botensilimab monotherapy permitted.
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C-800 Study Design

NCT03860272: First-in-human trial of botensilimab + balstilimab in patients with advanced cancer?

KEY ELIGIBILITY TREATMENT (Up to 2 years) ENDPOINTS

Dose Escalation Efficacy

» Advanced solid
tumors refractory to
standard treatment

ORR
DCR (SD, CR or PR)
PFS

DOR
* Prior 1O therapy o0
allowed
Combination therapy Safety
+ . AEs
@ @ 4 4 ® - TRAEs

[Fc-enhanced CTLA-4] [PD-1] ® o ® o ) [ ) o . irAEs
0.1, 03QéV5 mg/kg Sénzg\j\ll(g 0 2 4 6 g 10 >

1. https://clinicaltrials.gov/ct2/show/NCT03860272. 2. El-Khoueiry AB. SITC 2021 Annual Meeting. Poster #479. 11
*Crossover to combination from botensilimab monotherapy permitted.



C-800 Study Design: MSS CRC

NCT03860272: First-in-human trial of botensilimab + balstilimab in patients with advanced cancer?

KEY ELIGIBILITY TREATMENT (Up to 2 years) ENDPOINTS

Imaging Q6W
Combination therapy

CRC Cohort + °

+ Metastatic CRC ® 6 o6 o o o o
[Fc-enhanced CTLA-4] [PD-1]
* MSS by local 1 or 2 mg/kg 3 mglkg
0 2 4 6 8 10 12
assessment QewW Q2w

Week
Overall MSS CRC (N=41)

1. https://clinicaltrials.gov/ct2/show/NCT03860272. 2. El-Khoueiry AB. SITC 2021 Annual Meeting. Poster #479.
*Crossover to combination from botensilimab monotherapy permitted.
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MSS CRC Patient Characteristics

Age, median (range) 57 (36-82)
Sex, n (%)

Male 17 (41)

Female 24 (59)
ECOG PS at baseline, n (%)

0 17 (41)

1 24 (59)

Prior lines of therapy, n (%) Evaluable patients

e [2 z-10) | treated with Bot + Bal
2 5 (12) had =21 Q6W imaging
3 13 (32) assessment
4 9 (22)
5+ 14 (34)
Prior immunotherapy, n (%)t | 14 (34) |
Botensilimab dose, n (%)
1 mg/kg Q6W + bal (PD-1) Q2W 7(17)
2 mg/kg Q6W + bal (PD-1) Q2W 34 (83)
Microsatellite stable status, n (%) | 41 (100)
RAS mutation, n (%) 21 (51)
BRAF mutation, n/N (%) 2/38 (5)

13

*Five patients had early clinical progression and did not have 6-week imaging. Two patients withdrew consent and were not evaluable.
TIncluding prior PD-(L)1 and/or CTLA-4 inhibitors, PD-1/TKI combinations, CD137 agonists, and others.



Efficacy: Durable Objective Responses

Overall (N=41)

ORR, % (95% CI)
BOR, n (%)
CR
PR
SD
PD
DCR (PR + SD), % (95% ClI)

Median Follow-up, mo. (range)

24% (14-39)

0 (0)

10 (24)

20 (49)

11 (27)

73% (58-84)

5.8 (1.6-24.4)

» 8/10 objective responses ongoing
« 3 responses >1 year

 Median DOR not reached

14



Waterfall Plot (N=41)

Change in Target Lesions (%)

100

ORR DCR

| 20%  73%
| 95% ClI, 14-39 95% CI, 58-84
IIIiI“III....I-___

Patients

+ =Ongoing PR/SD % =Complete metabolic response by PET X=Progression of non-target lesions

20% Tumor Growth

- 30% Tumor Reduction
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Safety

TRAES in 210% of Patients (N=41)

TRAE, n (%) Any Grade Grade 1-2 Grade 3 o
Any 31 (76) 21 (51) 10 (24) No hypophysitis
GASTROINTESTINAL
Diarrhea/colitis 16 (39) 12 (29) 4 (10) Pneumonitis is rare
Nausea 7 (17) 7 (17) 0 (0)
Vomiting 4 (10) 4 (10) 0 (0)
CONSTITUTIONAL No grade 4 or 5 TRAEs
Fatigue 9 (22) 8 (20) 1(2)
Decreased appetite 9 (22) 9 (22) 0 (0) Investigator-assessed irAEs:
Chills 7 (17) 7(17) 0 (0) e 46% any grade
Pyrexia 6 (15) 5 (12) 1(2) . o
ST 17% grade 3
Alanine aminotransferase increased 5(12) 5(12) 0 (0)
Aspartate aminotransferase increased 4 (10) 3(7) 1(2) Discontinuation due to a TRAE:
MUSCULOSKELETAL . 0
Arthralgia 5(12) 4 (10) 1(2) . 18; EO: OnldyB |
Myalgia 5 (12) 5 (12) 0 (0) o botand ba
SKIN
Pruritus 4 (10) 4 (10) 0 (0)
Rash 4 (10) 4 (10) 0 (0)

16



Exploratory Analysis by Liver Involvement

Enriched responses in patients without active liver metastases (n=24)

70 B No History of Liver Metastases (n=19)
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Summary

« Botensilimab plus balstilimab is a novel Fc-enhanced CTLA-4/PD-1 combination

* In heavily pretreated patients with MSS CRC:
» Deep objective responses with evidence of durability

» Well tolerated with a differentiated safety profile
» Enriched responses in patients without active liver metastases

« Aglobal phase Il dose-randomized trial in MSS CRC will launch this year

18
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Abbreviations

3L, third line

AE, adverse event

APC, antigen presenting cell

Bal, balstilimab

Bot, botensilimab

CR, complete response

CRC, colorectal cancer

CTLA-4, cytotoxic T-lymphocyte antigen-4
DC, dendritic cell

DCR, disease control rate

DOR, duration of response

Durva, durvalumab

ECOG, Eastern Cooperative Oncology Group
Fc, fragment crystallizable

FcyRIIIA, Fc gamma receptor [IIA

IO, immunotherapy

Ipi, ipilimumab

iIrAE, immune-relate adverse event

mADb, monoclonal antibody

MSS, microsatellite stable

Nivo, nivolumab

NK, natural killer

ORR, objective response rate

OS, overall survival

PD-1, programmed death receptor-1
PD-L1, programmed death-ligand 1
Pembro, pembrolizumab

PFS, progression-free survival

PR, partial response

PS, performance status

QXW, every X weeks

Rego, regorafenib

SD, stable disease

SOC, standard of care

TAS-102, trifluridine/tipiracil

TKI, tyrosine kinase inhibitor

TNFa, tumor necrosis factor alpha
TRAE, treatment-related adverse event
Treme, tremelimumab

20
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