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Butyrophilin (BTN) 3A

A. yd T cells infiltrate into most solid & liquid tumors C. BTN3A:Is stress signal recognized by y962 T cells
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ICTO1 MoA: a First-in-Class anti-BTN3A mAb
which triggers the Anti-Tumor Activity of y962 T Cells

ICTO1 binding = BTN3A1/2/3 active conformation
(stress mimicking mechanism)
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1. Invivo y982 T cell activation & trafficking in <30 min

2. Cytokines lead to activation of other immune cells, incl o

T Cells, APCs, & B cells

3. Cytotoxicity requires 2" signal (e.g., NKG2D-MICA) to
activated y932 T cells from stressed/malignant/infected

cell
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EVICTION Trial Design of ICT01 as Monotherapy

AAC American Association
for Cancer Research’

and in Combination with Pembrolizumab (anti-PD1)

Part 1: Dose Escalation

Objectives: Safety &
Biomarker-derived Target Engagement

A. MonoTx Mixed Solid tumor

Bladder, breast, colorectal, gastric,
melanoma, ovarian, prostate, PDAC
N =19 -37

B. MonoTx Hematologic
AML, ALL, FL, DLBCL
N = 18-36

C. Pembro Combo
bladder, HNSCC, melanoma
& NSCLC
N=12-24

Part 2: Expansion

Objectives: Safety &
Preliminary Efficacy (ORR)

MonoTx
Solid Tumor Indication #1
N = 20-25

MonoTx
Solid Tumor Indication #2
N = 20-25

MonoTx
Hematologic Indication
N = 20-25

Pembro Combo
Solid Tumor Indication
N = 20-25

Part 1 Indication Selection:

1. BTNB3A expressing tumors
2. y3 T cell infiltrating tumors

Main Eligibility Criteria:

M/F >18 yrs of age

No remaining standard of care
ECOG <1

Life expectancy > 3 mos

Willing to undergo biopsy
Pembro combo: must have been
eligible per approved label

o0k wnNE

Participating Countries/Sites:
France, Belgium, Germany, Spain,
UK and US
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Patient Characteristics and Adverse Events
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Age Average # Prior CA Regimens Possibly/Related AEs
Diagnosis Sex (Range) (n=1 unless specified)
Group A Solid Tumor ICTO1 Monotherapy
CRCx3
Cohort 1 41-67 yo 5.6 .
Melanoma, Fever (2), Rash, Arthralgia, N/V
20-700 mcg Ovarian, PDAC 4M/2F (2-8)
Cohort 2 CRCx3 28-66 yo 4.4 . .
2 me Melanoma x 2 5M (2-6) Fever (3), Chills, Fatigue, Elevated CRP
Cohort 3 Breast x 2 50-66 yo 6.5 . .
7 me PDAC, Gastric 1M/3F (3-11) Fever, Chills, N/V, Asthenia
Bladder, CRC
Cohort 4 Y 42-74 yo 5.8 * .
20 mg Ovarian, PDAC aM/1F (2-9) Fever (4*), N/V, Shivers
Prostate
Group B Hematologic Malignancies ICTO1 Monotherapy
Cohort 1 AML x 2 71-73 yo 4.3 . . .
700 mcg FL 1M/2F (4-5) Asthenia, Neutropenia, Vertigo, Tremor

*Only patient without fever had 0 g9d2 T cells at baseline

AE Summary:

» Transient 15t dose fever is most common AE (all Grade 1 or 2); frequency generally increasing with dose
> No safety concerns/signals or DLTs identified allowing dose escalation to continue
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ICTO1 Exposure and Target Occupancy AAGR i reocsion

ICTO1 Rapidly Binds BTN3A in a Dose Dependent Manner FINDING CURES TOGETHER
A. ICT01 Dose-dependent Exposure B. Target Occupancy: Available BTN3A
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Single & Multiple IV Doses of ICTO1 Induce Rapid AAGCR i rae

for Cancer Research’

Activation & Trafficking of y962 T Cells (Cohort means) T —
A. Activation (% of CD69+y9382 T Cells) B. y982+ T Cell Trafficking (% Baseline)
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1. Doses 270 ug led to rapid, selective activation of y962 T cells <30 mins post dose
2. The majority of activated y952 T cells migrated out of the circulation within 30 min post dose
3. Activation and migration of Y932 T cells were observed post 2" & 3" doses
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ICTO1 Also Impacts the Homing of CD8 T & NK Cells

Effects likely secondary to y952 T cell activation and cytokine secretion
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ICTO1 Monotherapy or in Combination with Pembro NANAGC
Produce Similar PD Effects on y962 T Cells (700ug)
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ICT01 Alone Hematologic CA
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Circulating IFNy and TNFa Levels Increase Post ICT0O1 AAGR
Group A, Relationship to Baseline 92 T Cell Counts

* IFNy and TNFa are the 2 main cytokines produced by activated Y952 T cells
* Serum samples were collected at 0.5, 4 and 24 hours post first dose of ICT0O1

+ Maximum levels were observed at 4 hours post dose and used for correlation analysis

1500 - 20 mg (R? = 0.9879)
<o 200+ 7 mg (R? = 0.9556)
—_ O 0
- 5 —~ 1504
g 1000+ 7 mg (R*=0.3374) E -©- Cohort 2 (2 mg)
(2]
a 0 a 100 = Cohort 3 (7 mg)
o o -©- Cohort 4 (20 mg)
500- ey
i £ 50- 2 mg (R2 = 0.9798)
2mg (R2 = 0.9435) E 20 mg (R2 = 0.8691)
0
0 T T T 1 3 4 d *
0 20000 40000 60000 80000 20000 40000 60000 80000
VY9 T cell levels -50- Vy9 T cell levels
(absolute count at baseline) (absolute count at baseline)
Serum cytokines were batch analyzed by dose cohort at Precision for Medicine (Berlin, Germany) using a validated MSD 10-plex panel,.
Summary

1. Trend for linear correlation between Vy9d2 T cell levels at baseline and circulating IFNy and TNFa
2. ICTO01 Dose-response for IFNy; less apparent for TNFa
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ICTO1 Increases Intra-tumor Immune Cell Density
41-yo female with Metastatic Melanoma (70/700 xg ICTO1)
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Digital Pathology: automated cell counts per mm?2 of tumor conducted at HalioDx (Marseille, France)
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ICTO1 Increases Intra-tumor Immune Cell Density PANAGCR American Association

for Cancer Research’

57-yo male with Gastric cancer (7 mg ICTO01) FINDING CURES TOGETHER
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Digital Pathology: automated cell counts per mm?2 of tumor conducted at HalioDx (Marseille, France)
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Summary Of EVICTION T”al Sa‘fety and AAC American Association
PharmaCOdynam|C ACt|V|ty Data \ for Cancer Research’

Safety and tolerability have been good at ICTO1 doses up to 75mg

ICTO1 activates circulating y952 T cells through targeting of BTN3A,
which results in rapid migration from the circulation

Activation of y962 T cells results in increases in IFNy and possibly
TNFo levels that appear to have downstream effects that lead to
activation of NK and CD8 T cells at higher ICTO1 doses

Upon ICTO1 treatment, increases in yo, CD3 and CD8 T cell
densities are observed in tumor biopsies, which supports the
hypothesis of an expanded anti-tumor immune response following
v902 T cell targeting
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Thanks to participate to the Eviction trial

To the patients and their families

To the investigators, study nurses and site staff
To the ICTO1 Clinical Advisory Board

To the Imcheck team
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