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Rationale for Activating y962 T Cells via Butyrophilin 3A

A.vd T cells infiltrate into most solid & liquid tumors C. Phosphoantigen (pAg)-BTN3A1-dependent stress signal
selectively activates y952 T cells
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ICTO1: a First-in-Class anti-BTN3A that Selectively
Activates the Anti-Tumor Repertoire of Y962 T Cells

ICTO1 binding =» BTN3A1/2/3 active conformation
(stress mimicking mechanism)
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1. Activation & trafficking in <30 min

2. Cytokines lead to recruitment of other immune cells,
including NK cells, CD8 T cells and B cells

3. Cytotoxicity requires a 2™ confirmatory signal (e.g.,
NKG2D-MICA) to allow activated y982 T cells to kill
stressed/malignant/infected cells
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EVICTION Trial Design: ICT01 as Monotherapy and in Combination
with Pembrolizumab in Patients with Advanced, R/R Cancer

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

Data to be presented

B. MonoTx Hematologic

AML, ALL, FL, DLBCL
N = 18-36

C. Pembro Combo
Bladder, HNSCC,

melanoma & NSCLC
N=12-24

Data to be presented
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Part 2: Expansion
Objectives: Safety &
Preliminary Efficacy (ORR)

MonoTx in high Y952 T cell pts
Ovarian Cancer (2L/3L)
N = 50, 2 dose levels

MonoTx in high Y952 T cell pts
HNSCC (2l/3L)

N = 50, 2 dose levels

MonoTx in high Y982 T cell pts
TBD
N = 50, 2 dose levels

Pembro Combo
TBD
N = 50, 2 dose levels

Part 1 Basket Indications:

1.
2.

BTN3A-expressing tumors
v T cell-infiltrating tumors

Part 1 Main Eligibility Criteria:

1.

S

M/F >18 yrs of age

No remaining standard of care
ECOG <1

Life expectancy > 3 mos
Willing to undergo biopsies

Pembro combo: failed 21 CPI &

eligible per approved label

Participating Countries:
France, Belgium, Germany, Spain, UK
and US
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Group A: Good Preliminary Safety & Tolerability of ICT01 in Solid Tumor Patients

Cohort Diagnosis Age Range Mean # Prior CA Possibly/Related AEs
ICTO1 Dose g Sex Regimens (Range) (n=1 unless specified)
Group A: ICTO1 Monotherapy in Solid Tumors (n=32)
Cohort 1 CRC x 3, Melanoma, 41-67 yo 5.6 .
20-700 mcg Ovarian, PDAC AM/2F (2-8) Fever (2), Rash, Arthralgia, N/V
Cohort 2 CRCx3 28-66 yo 4.4 . .
F 3), Chills, Fat , Elevated CRP
2mg Melanoma x 2 5M (2-6) ever (3), Chills, Fatigue, Elevate
Cohort 3 Breast x 2 50-66 yo 6.5 . .
7 mg PDAC, Gastric 1M/3F (3-11) Fever, Chills, N/V, Asthenia
Cohort 4 Bladder, CRC, Ovarian, 42-74 yo 5.8 .
20 mg PDAC, Prostate AM/1F (2-9) Fever (4), N/V, Shivers
Cohort 5 Breast x 2, CRC x 2, 28-70vyo 4.2 . . L
75 mg Gastric, Ovarian 3M/3F (2-6) Fever (5), Chills (3), Rash, Conjunctivitis
Cohort 6 CRC x 2, Gastric, 45-79yo 3.5 Fever (3), Chills, Shivering, N/V, Arthralgias,
200 mg Prostatex 3 6M (1-6) TIA (SAE), Allergic reaction (SAE)
Safety 1. 1stdose fever/chills are most common AEs (all Grade 1/2; does not recur with subsequent doses)
Summary. 2. Does not correlate with cytokines measured (IFNy, TNFa, IL-6, IL-8), but may be cytokine-related
) 3. No DLTs or safety concerns/signals identified for ICT01
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Group A: Pharmacodynamic Effects of ICT01

1. Dose-Dependent Binding
of ICT01 to BTN3A on T Cells

2. I1CTO01 Induces Dose-Dependent Migration of Y962 T Cells
from the Circulation
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Increased IFNy and TNFa Levels & Immune System Activation
post ICT01: Correlation with Baseline y952 T Cells

A. Peak Cytokine Levels post 15t Dose  B. Activation of NK Cells, CD8 T Cells, and Granulocytes post-ICT01
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ICTO1 Increases Tumor Infiltration of y5, CD3 and CD8 T Cells

57-yo male with Gastric Cancer (7 mg ICT01)
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50-yo female with Ovarian Cancer (75 mg ICT01)

pan-yd TCR+ T Cells CD3+ T Cells CD8+ T Cells

';,f( g b g _,,?,,A I
- by
c f
© ™ oy
v =3
= I:
o ‘
=]
o
)
©
a

" __ 3000 _ 800
E i "E 2389 "E
] 2 2.6X  fead
g w H e / g
z z z
E “ E'm 914 K
= 20 - ézo
8 8 8

o o o

Baseline D28 Baseline D28 Baseline D28

Digital Pathology: automated cell counts per mm? of tumor (HalioDx)

Mcongress



Group A Swimmer Plot: RECIST Performed Every 8 Weeks

02-01-001 - Colorectal
01-01-003 - Ovarian
01-02-001 - Colorectal
01-01-001 - Melanoma
02-01-002 - Colorectal
01-01-002 - PDAC
04-01-001 - Colorectal
04-01-002 - Colorectal
01-01-004 - Melanoma
02-01-003 - Melanoma
04-01-003 - Colorectal
01-02-003 - Breast
01-02-005 - Breast
01-02-006 - Gastric
03-01-001 - PDAC
01-01-005 - Colorectal
02-01-005 - PDAC
05-01-001 - Prostate
01-02-008 - Ovarian
04-01-008 - Bladder
04-01-010 - Breast
02-01-007 - Ovarian
02-01-006 - Colorectal
01-02-021 - Breast
01-02-013 - Colorectal
03-01-003 - Gastric
03-01-002 - Breast
04-01-012 - Colorectal
05-01-002 - Prostate
06-01-001 - Colorectal
01-02-018 - Prostate
05-01-004 - Prostate
04-01-013 - Gastric
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Group C ICTO01 + Pembro (200 mg IV Q3W): Similar Safety, Tolerability and PD Effects

Mean # Prior CA Regimens
Cohort Age Range (Range) Possibly/Related AEs
ICTO1 Dose Cancer Diagnosis (n) Sex Prior CPI Treatment (n) {n=1 unless specified)
3.7 (3-4)
Cohort 1 NSCLC, Bladder (2) 48-57 yo Avelumab (1), Nivo (1), Pembro Rash, Fever, Dyspnea, Liver enzyme inc.
700 mcg 1M/2F L
(1), Investigational (1)
Cohort 2 Bladder, Melanoma, 60-72 yo 2.7 (2-4) Fever, CRS (G1, fever), shoulder pain,
2mg NSCLC 1M/2F Nivo (1), Ipi/Nivo (1), Pembro (1) asthenia, diarrhea
2.8 (2-4)
Cohort 3 Bladder (3), NSCLC(2) | 61-84yo Nivo (2), Pembro (3), Asthenia (2), IRR (G2, Shivers)
7 mg Melanoma 4M/2F L
Investigational (1)

Safety Summary: No DLTs or new safety signals. ICTO1 20 mg dose cohort enrolling.
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Group C ICT01 + Pembro 200mg IV: Spider Plot

Evaluable Patients in ICTO1 Dose Cohorts 1 (700 ug, n=2*) and 2 (2 mg, n=3)

Q 100%
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Key: 0 =iUPD, O0=SD, A=PR, x =PD/Off study

*1 pt died at Wk 4 (unrelated stroke); not efficacy evaluable

Patients in Dose Cohort 3 (7 mg ICTO1+Pembro) have not reached first efficacy evaluation at Week 8.
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60yo Female with Metastatic Melanoma: CNS & Liver Mets (Ipi/Nivo Refractory)

7 APR 2021 11 JUN 2021 7 JUL 2021
Baseline C3D14: iuPD (+29%)  C4D21:iSD (-9%) 14 APR 2021 26 MAY2021
_ - 3 : — C1D1 (pre-dose) C3D1 (pre-dose)

8 mm lesion 4 mm lesion

Scans on 17 AUG 2021 (C6D20) showed
-40% in tumor burden (RECIST)
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Summary of Solid Tumor Experience in EVICTION

ICT01 Monotherapy
1. Dose escalation completed in monotherapy without any observed DLTs and strong PD effects
on cytokines and tumor-infiltrating CD8 T cells that are linked to baseline y982 T cell counts.

2. Part 2: Cohort Expansion of ICT01 monotherapy in ovarian and HNSCC patients with high
baseline y902 T cells (> 20K/mL blood) planned to start Q4 2021.

ICT01 Combination with Pembrolizumab
1. Dose escalation ongoing with no DLTs observed up to 7 mg ICT01 + 200 mg Pembro.

2. Preliminary signs of tumor regression observed at low ICT01 doses may reflect the
contribution of remodeling of the tumor immune microenvironment by ICT01 that increases
tumor infiltration of CD8 T cells, which can be activated by an anti-PD-1 agent like
pembrolizumab.

3. Additional experience with the combination needed to confirm these results.
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