Evaluation of ICT01, a y962 T Cell-Activating Monoclonal Antibody,
Combined with Venetoclax and Azacitidine in 1L AML (EVICTION Study)
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ICTO1 & y952 T cells 1. ICTO1-Mediated Activation of Resting y962 T Cells Partially Protects o AML by WHO criteria, newly diagnosed in adults aged >75, or 18- City of Hope \_

| | them from VEN Induced Cell Death 74 years of age who have comorbidities that preclude use of ./o N s
o v962 T cells are emerging as novel effector cells that harbor strong cytolytic and pro- intensive induction chemotherapy and are indicated to start Dr. M. Ulrickson T US oncology

inflammatory activities, and whose intratumoral presence is associated with a . VEN/AZA Banner MDACC

favorable prognosis across solid and liquid cancer patients (Gentles et al., Nature Flow cytometry assessment _ Dr. A. Maiti

5015 T, Fl) .g I Oncoi / 2317 P ( of VEN effect on y982 T cell o IVICTO1 10 or 75 mg (n =25/dose group) every 4 weeks (Lead Investigator Group F US)
; losolini et al., Oncoimmunology ). viability in healthy donor MD Andersan

ICTO1, a first-in-class anti-BTN3A mAb activating y962 T cells, completed Phase 1 (HD)-PBMC cultured in vitro CYCLE 1 SUBSEQUENT CYCLES

testing in relapsed/refractory (r/r) solid tumors as monotherapy and in combination for 48 hours with or without

with pembrolizumab, and as monotherapy in r/r AML and lymphoma (EVICTION

ICTO1 (1 pg/mL). DAY 1 ; 3 4 5 - 1-7 8-28
>SN . - : ;
N CTO4243499) QQQQQQ o 0 0.1 04 115 Sidak's multiple comparisons LoAY D&S:SZAMP = Dr. Torregrossa

2-way ANOVA and Holm- ICTO1 L] il
ICTO1 activates circulating y962 T, CD8 T, and NK cells that leads to tumor infiltration Venetoclax [uM] Venetoclax [uM] test. ** p<0.01, *** p<0.005 | CHU Poitiers
and remodeling of the TME (De Gassart et al., STM 2021; Wermke et al., ESMO 2021) Live [ Apoptotic ' Dead = hige1S mm ICTO1 . l l l l l I ' l Pr?:fhfjpﬁir!é'; T,
VENCLEXTA =i

without dose-limiting toxicities and a good safety profile.
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(oral tablet) 100 CHU, Bordeaux

2. Ven and AZA Do Not Interfere with ICTO1-Induced Activation of y962 i il il

T CE"S in HD'PBMC Dr. E. Calvo Dr Saada
AZA G & & & & = = - = Dr. D. Morillo START, Madrid Centre Antoine Lacassagne, Nice

Part 1: Dose Escalatmn Pal"t 2: EXpanSIOn COhOf‘tS HD-PBMCs ' ' (IVor subcutaneous) 75 mg/m’ 75 mg/m’ 75 mg/m’ 75 mg/m’ 75 mg/m’ 75 mg/m’ 75 mg/m’ 75 mg/m’ START FJD, Madrid or ML Arman
Obijectives: Safety & Objectives: Safety & Preliminary Efficacy (ORR) +Ven/Aza Intracellular Surface ProllferatlfJn ICO, Barcelona  Dr. S. Garciaz
Biomarker-derived Target Engagement +ICTO1 or higG1S IFNy CD25 (CTV dilution) Continue VENCLEXTA, in combination with azacitidine, until Graphic not to scale. (Lead Investigator EU Group F)

i - di j table toxicity. ST Profs N. Vey
A. MonoTx Mixed Solid tumor [Z)'dl\g?enr)e-l\-/xelg Tf rl]g 9?535022” PSS SHAHEREET | CorEm B Institut Paoli-Calmettes, Marseille
Bladder, breast, colorectal, gastric, / P DO D1 D3 D5

melanoma, ovarian, prostate, PDAC E. MonoTx in high y982 T cell pts _ mCRPC (2L/3L) A M L CAS E STU DY
N =33
Completed 2 dose levels, IA 10pts/dose o 1%t Dose: CRS Grade 3 resolved within 48h with

78-yo male diagnosed Sept 2023 supportive care, including steroids and adrenaline
NPM1, DNTM3A, IDH2, JAK2, PTPN11 mutations 2"d Dose: pre-treated with 20 mg dexamethasone
BM: 25% blasts at diagnosis e and no IRR/CRS observed

Dosing: 10 mg of ICTO1 plus VEN/AZA Clinical Assessments AEs: Neutropenia G3/4 resolved with Filgastrim

BM Day 21: Blasts decreased to 3%, MRD+ NPM1 3%
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B. MonoTx Hematologic
AML, FL, DLBCL
N= 26

F. Combo with Ven/Aza _ First-line AML
2 dose levels, IA 10pts/dose
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Flow cytometry assessment of VEN and AZA effect on ICTO1-mediated Y902 T-cell activation 0
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after in vitro culture of healthy donor (HD) PBMC for indicated time
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Completed 3. Combination of ICTO1 and VEN/AZA Significantly Improves y9562
Enrolling T Cells-Mediated Control of MOLM14 AML Cell Line Growth In Vivo
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PBS 0 4 8 Vy9 TCR 0 4 8 0 4 8 0 4 8
80- 1 Ven/Aza Days Days Days Days

60- 11 T vd + hlgG1S ‘ . ICTO1 binds rapidly to Activation & Trafficking of Y902 T Cells and Broad v902 T cells well infiltrated & BTN3A
L‘ Tyo +I1CT01 BTN3A on leukocytes Immune Activation in Peripheral Blood well expressed on blasts in BM
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Rationale for using ICTO1 in VEN/AZA setting

BTN3A

o ICTO1 was well tolerated and demonstrated encouraging clinical activity in the
hematologic cancer cohort with a 30% DCR on the 10 patients evaluable at week 8
or beyond (Garciaz et al., SITC 2023) including blast reductions in 3 patients.

, , , _ T vyd + hlgG1S + Ven/Aza
VEN/AZA is the standard of care for patients with newly diagnosed AML who are not
candidates for intensive chemotherapy.

40-
N
20- Tvd +ICTO1 +Ven/Aza 1*
o LL 1= CONCLUSION
In addition to their anti-leukemic activity: o T 1 2 2895 42 49 %6

* AZA improves cancer cell recognition by immune effector cells through induction Day post-engraftment

of stress ligand expression (Gang et al., BCJ 2014; Lee et al., Blood 2021) NSG mice engrafted with human AML cell line (MOLM14). From D1, mice received indicated o Encouraging results obtained in the EVICTION Phase 1 trial and preclinical demonstration of the benefit of using
VEN enhances T cell and NK cell-mediated cytotoxicity against AML blasts (Lee et al. treatments as follow: ICTO1 plus VEN/AZA have led to initiation of a Phase 2a expansion cohort in EU and US to evaluate the clinical

- VEN (40mg/kg/day OG 5 d k for 3 weeks)/AZA (2mg/kg/day IP 5 d k for 1 week i i ihation i :
Blood 2021; Wu et al., Int Immunopharmacol 2022) (40mg/kg/day ays/week for 3 weeks)/AZA (2mg/kg/day IP 5 days/week for 1 week) benefit of this combination in 1L AML patients.

* Adoptive transfer of human y902 T cells (3x10° cells weekly 4 weeks)
* hlgG1S or ICTO1 (Img/kg IV twice/week 4 weeks)

p values calculated with log-rank (Mantel-Cox) test. *p<0.05, **p<0.005, ***p<0.0005.
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