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Introduction: ICTO1 is a novel anti-BTN3A immunotherapeutic mAb for activating Vy9V&2 cells that is currently being evaluated in EVICTION an ongoing Phase 1/2a clinical trial in patients with solid or hematologic cancers (NCT04243499). %fliﬂf.i't‘i';‘: fieking 0 Sl s at:]iél;l;i?nzzl'N3A
EVICTION is a FIH, 2-part, open-label, multicenter (EU and US), basket trial assessing safety and activity of ICTO1 monotherapy and ICTO1 in combination with pembrolizumab in patients with advanced-stage, relapsed/refractory cancer. ,F:&tm: D > Profferater ;m?azﬁTi;ﬁ:ga?mtiﬁg
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The MOA of ICTO1 is to indirectly activate Vy9V62 T cells that secrete inflammatory cytokines (e.g., INF-y, TNF—a), migrate into tumors to coordinate antitumor immune responses, and kill cancer cells. Therefore, we wanted to determine if the baseline number of Vy9Vé2 @.o v '-'.'.E:G”“’“”?;f’eﬁ;:’m'" minu:ets, 2) -
effector cells would be useful as a potential selection criterion for patients more likely to respond to ICTO1. il | galgiﬁéigcil;:\zze cell
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Methods: In Part 1 (Dose Escalation), patients received IV ICTO1 as a 30-minute infusion every 3 weeks with doses escalating from 20 ug to 200 mg based on a favorable safety profile (i.e., No DLTs). Blood samples were collected at multiple timepoints for PK (Chimera Biotec, 1 = I O o Prolifera:io;tir:( the
Germany) target occupancy (PrecisionForMedicine, Germany), immunophenotyping and cytokine analyses (PrecisionForMedicine, Germany), . Tumor biopsies were collected at baseline and on day 28 (7 days after the 2" dose of ICTO1) and assessed by multiplex IHC coupled . \' "7 and 4) Cytotoxic attack

of malignant cells that
express a 2"d necessary
signal.

with digital pathology and NanoString for BTN3A and immune cells infiltration and activation (HalioDX/Veracyte, France).
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5- Patients with High Baseline Vy9Vo2 T Cell Counts Display Higher Tumor

1- Baseline Circulating Vy9Vo2 T Cell Counts are Variable Between and Within 3- Activation Markers on NK cells, CD8 T cells and Granulocytes are also Related

Immune Cell Infiltration and PD-L1 expression post ICTO1

Each Group of Solid Tumor Patients to Circulating Vy92Vo2 T Cell Counts
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2. Other cancers had a wider range of Vy9Vo2 T cell counts, but smaller sample sizes that need to be expanded. Baseline Vy9V52 T Cells Count Baseline Vy9V52 T Cells Count Baseline Vy9V52 T Cells Count cells, and NK cells. e T AR R baseline Vy?9Vo2 T cells level
. . . [e°) ¢ P w8 Gy & *% *
3. No correlation with sex, age, hematology labs, baseline absolute counts or frequency of granulocytes, monocytes, B cells, T cells, CD8, CD4 N g | M 20- g 40- p—— (cut-off 20,000 cells/mL) and
B B B - ()] Y- .
and NK cells. Prior therapy was too heterogeneous given the different tumor types enrolled. S B Hy £ 4 g g’ = Log10O(FoldChange) in  cell
Results: | | o | | o i Eaa 5 RS g7 10 22 2 density  (post-  over  pre-
1. ICTO1 doses =7 mg induce rapid margination from circulation of Vy9Vé2 T cells, CD8 T cells and NK cells (ref 1), with increase of s -a treatment) were plotted.
7- Elevated Serum Cytokme | evels post_|CTOj_ Dosmg are Related to Baseline CD69 expression in NK cells and CD8 T cells and increase of PD-L1 expression on granulocytes. Ovarian (75 mg ICTO1) sf 28
. . 2. Trend for correlation between baseline circulating Vy?Vo2 T cells and activated circulating CD8 T cells, NK cells and granulocytes. PD.L1+ D3+ D8+ £E c£E
QO - Q -
e ez S R s el S S o o0 .
CerU|at|ng VY9V62 T Ce” Count o Pt R e ) S g 10- S s -20- For PD_Ll’ 15 pahents from
£ 5 5 - -
. . . . . . . = | o = groups A1-A5 with available
- 75 m - 0 | e (=) a . . .
4- Baseline Vy2+ Cell Density in Tumors is Related to Baseline Circulating [R o el A Ol P IR o biopsy pairs separated into two
L4 o R LSTHRGD, SR LT i ow i . .
{0 MRS L wniivn ow 1 g groups according to baseline

75 mg

®=0%43  Serum samples collected at baselirje, 30min, 4h, 24h, 7 VY9V62 T Ce” Count - - o celle Count O cells count VyoVe2 T cells level (cut-off
days and 21 days post-ICTO1 dosing and tested for 10 | 5 000 cells/mL). and difference
cytokines (IFN-y, IL-1B, IL-2, IL-4, IL-6, IL-8, IL-10, IL- m’ PD-1 1 SCOriﬂéiﬂ DOSt- Vs

20 mg
(R2=0.9879)

7 mg

)
£
(@)
2
Q
(7))
(@)
T 2000
e
(7]
(o}
Q.
N e
<
>
Z
L

TNFa, 30min post-dose (pg/ml)
B
(=}
(=)

1000- (R? = 0.3374) _ v 12p70, 1L-13, TNF-a) and 9 chemokines (Eotaxin, I T ' _ 7 e~ ICTO1 treatment biopsies
0 y 0 Eotaxin-3, IP-10, MCP-1, MCP-4, MDC, MIP-1a, MIP- sl PRI n U 157 spearmanr=0.7255 B Y %N Svere plotted )
of s 4(;-)?0 606:0 i 0 == S e 18, TARC) using commercial  kits  (V-plex, L L e e Lo ete - 2= 2'70014 O | - '
0 20000 40000 60000 80000 : : For e divi e LN DRt g = =
Vy9 T cell levels Vy9 T cell levels MesoScaleDiagnostics). e P ) R e 25 Results:
(absolute count at baseline) (absolute count at baseline) Sl L ada BB s gl Sl ASE S 2 g 1. Increased immune infiltration (CD3+ and CD8+ T cells) post-ICTO1 dosing in patients with high baseline Vy9V&2 T cells counts.
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out of the circulation before cytokines can be released.
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