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INTRODUCTION

« ICTO1 is a first-in-class humanized, Fc-disabled anti-butyrophilin
3A (BTN3A) monoclonal antibody that selectively activates
v962 T cells (Figure 1).

* |[CTO1 leads to direct cytotoxicity against tumor cells and
indirect cytotoxic immune effects through remodeling of the
tumor microenvironment by activated y262 T, CD8, and NK
cells, which is postulated to overcome resistance to immune
checkpoint inhibitors and chemotherapy.

B. Cytokine Release &
Immune Activation
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* In vitro, ICTO1 combination with pembrolizumab leads to
enhanced IFNy production and cancer cell killing (Figure 2).

* |In study EVICTION (NCT04243499), ICTO1-pembrolizumab in
combination is being investigated in patients that progress on
one prior line of checkpoint inhibitor (CPI) therapy.
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Figure 2: ICTO1 potentiates pembrolizumab anti-tumor activity

*k %k %k

I 0 15—
%k %k L
™ —O—- Target alone
10000 ’_‘ -
% % % O No treatment ‘g — e No treatment
1000 *ok | [ ® higG1s € 3 10- = higG4
2 B ICTOf g = ol
£ nf w 8 = Pembrolizumab
2 100 1 = m e higG4 g o =,
= é $ . @ Pembrolizumab f.“g 5— - = = [CTO1+hlgG4
LL
- 10 '.’ " ® _ IcTot = ICTO
S 2 + Pembrolizumab g + Pembrolizumab
o
c
1= = 07T TTT T T T T

OVPa RSV R0®

Time (hours)

IFNY in supernatant of human isolated T cells
co-cultured with allogenic monocyte-derived
dendritic cells in the presence of indicated

antibodies *** p<0.001, ** p<0.01. Incucyte live imaging monitoring. **** p<0.0001.

STUDY DESIGN AND METHODS

Figure 3: EVICTION Phase 1/2a study design

Part 1: Dose Escalation (completed) Part 2: Expansion Cohorts

D. Monotherapy Ovarian

A. Monotherapy Mixed Solid tumor High v962 T cell 20 000/ml

Bladder, breast, colorectal, gastric, melanoma,

ovarian, prostate, pancreas

E. Monotherapy Prostate
High y262 T cell 20 000/ml

F. ICTO1 + Ven/Aza
1L AML

B. Monotherapy Hematology
AML, ALL, FL, DLBCL

C.ICTO1 + pembrolizumab
Bladder, HNSCC, melanoma, NSCLC

G. ICTO1 + pembrolizumab
Melanoma CPI-refractory

Figure 1: ICTO1 mode of action

A. Activation & Trafficking
into Tumors

Growth over time of BTN3A and PD-L1 expressing SK-OV-3 cells
co-cultured with healthy-donor-PBMC (n=8) in presence of ICTO1
(0.1 pg/mL), Pembrolizumab (10 pg/mL) or the combination.

SAFETY OF ICTO1 + PEMBROLIZUMAB

Figure 4: AEs occurring in 2 10% of melanoma patients or Grade = 3 (Group C and G, N=56)
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Abbreviations: AE, adverse event; AESI, adverse event of spcial interest; ASTCT, American Society for Transplantation and Cellular
Therapy, CRS, cytokine release syndrome; CTCAE, common terminology criteria for adverse events; Group C, I[CTO1+pembrolizumab
dose-escalation cohorts; IrAE, iIimmune-related adverse event; IRR, infusion-related reaction; PEM, pembrolizumab.
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Key eligibility criteria of melanoma patients:
« Group C: failed = 1 checkpoint inhibitor (CPI)

* Group G: CPI-refractory melanoma, primary resistance per SITC
2020 criteria (no prior PR or SD for 6 months); 2L subgroup (n=22)
failed one prior line of CPI

H. ICTO1 + pembrolizumab
Bladder Chemo failures

|. ICTO1 + pembrolizumab
HNSCC CPI r/r

SITC 2024

Table 1: Safety summary for melanoma patients treated with ICTO1+pembrolizumab in EVICTION

ICTO1+pembrolizumab
AE category

[N (%)] GroupC GroupG Pooled
(N=12) (N=44) (N=56)
Patients with any AE 12(100) 44(100) 56(100)
Maximum CTCAE Grade 1 1(8) 4 (9) 5(9)
Maximum CTCAE Grade 2 5(42) 20 (45) 25 (45)
Maximum CTCAE Grade 3 5(42) 17 (39) 22 (39)
Maximum CTCAE Grade 4 1(8) 1(2) 2 (4)
Maximum CTCAE Grade 5 0 2 (5) 2 (4)
Patients with any drug-related* AE 12 (100) 41 (93) 53 (95)
Maximum CTCAE Grade = 3 3 (25) 11 (25) 14 (25)
Patients with any SAE 2(17) 16 (36) 18 (32)
Patients with any drug-related* SAE 2(17) 8 (18) 10 (18)
Patients with any AE leading to permanent study discontinuation 0 1(2) 1(2)
Patients with any drug-related AE leading to permanent study discontinuation ‘ 0] 1(2) 1(2) ‘
Patients with any AE leading to treatment interruption and/or dose reduction 2(17) 3(7) 5(9)
Patients with drug-related AE leading to treatment interruption and/or dose reduction‘ 2(17) 2 (5) 4 (7) ‘
Patients with any AE leading to death 0 2 (5) 2 (4)
Patients with any drug-related AE leading to death 0] 0] 0]

“Drug-related’ refers to investigational drug ICTO1-related AEs (of note, the category ‘any AE’ comprises all emerging adverse
events, including unlikely/possible/probably related/not related events).

Reasons for treatment discontinuation: pneumonitis (n=1), possibly/probably related to ICTO1.

EFFICACY OF ICTO1 + PEMBROLIZUMAB IN 2L MELANOMA

Figure 6: Treatment and response duration to ICTO1+pembrolizumab in 2L
CPI-refractory or CPIl-relapsed metastatic melanoma patients (N=22)

Figure 5: Anti-tumor efficacy of ICTO1+pembrolizumab in 2L CPIl-refractory or
CPI-relapsed metastatic melanoma patients (N=22)
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Table3: Efficacy signal with ICTO1+pembrolizumab compares favorably with benchmark studies

Ipilimumab+nivolumab!? .
P Pembrolizumab

Reasons for treatment interruption: immune-related AE (n=2), laboratory abnormalities (n=2), all ICTO1+pembrolizumab  ICTO1+pembrolizumab SWOG $1616 OPDUALAG? +ipilimumab?
Most frequent adverse events were asthenia (43%), infusion related reaction (IRR, 43%) and cytokine release pQSS/b/y/probab/y re/az‘ec{to ICTO1 — laboratory abnormalities (n=2), infection (n=1), gastrointestinal (h=1), Variables 2L_R/R 2L cutarleous A CPI-refractory R/I_RT 2L+ R/Rt 2L+
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were managed with antipyretics and corticosteroids and recovered within 24-72h. No prophylactic treatment was Reasons for death: myocarditis and tumor haemorrhage, each n=1, all deaths un/ikely/not related to ICTO1. i
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elevation of IFNYy levels, and ICTO1-induced tumor immune microenvironment remodeling.
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