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Background: Vy9Vé2 T are key players of innate and adaptive anti-tumor immunity (1). Butyrophilin 3A1 (BTN3A1) plays a key role in their activation through sensing of intracellular phosphoantigens by its cytoplasmic domain (2)(6). Butyrophillin 3A (BTN3A) three 2. Cytokine & Trafficking Binds'tcoz‘l’llh"r"eggTNm
isoforms (3A1/3A2/3A3) are widely expressed on a variety of tumors (4). Vy9Vo2 T cell infiltration into tumor tissues is associated with a positive prognosis across multiple cancers (3), making BTN3A an interesting target for enhancing Vy9Vo2 anti-tumor activity. %I‘.’.i‘::ffﬁé’ Q oo CTorms triggering
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ImCheck Therapeutics is developing ICT01, an anti-BTN3A mAb that specifically activates Vy9Vé2 T cells. ICTO1 is currently in an international, multi-center Phase 1/2a clinical trial (NCT04243499, EVICTION Study). The level of BTN3A expression required for a clinical

response to ICTO1 is not known. Therefore, we developed novel immunohistochemistry (IHC) methods to enable a precision-medicine based approach to target population selection for dose escalation and potentially guide patient selection in the expansion cohorts of -:-:g:@ffy:;ﬁ:ﬂn f;irr‘:ﬁ::‘s‘°g)"l‘;‘r‘2;'l‘j§gon
the ongoing EVICTION study. oo of IFNyand TNFa
eading to immune ce

cTor activat_ion, o
Methods: A panBTN3A IHC staining that recognizes the three isoforms was developed on Fresh frozen (FF) tissues, while BTN3A2 and BTN3A3 specific stainings were developed on formalin-fixed paraffin embedded (FFPE) tissues. BTN3A1-specific staining is still under : }’# v TR
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signal.

development. Transfected knock-out/knock-in cell lines and positive tissues were used to assess antibody specificity. BTN3A expression was then analyzed on both normal and associated tumor tissue using tissue microarrays (TMA) and selected frozen blocks from tumor
biopsies. FACS analyses were also performed on dissociated lung and pancreatic cancer biopsies to determine BTN3A (3 isoforms) membrane expression on tumor-infiltrating immune cells and cancer/stromal cells.
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3) In solid tumors, BTN3A is upregulated in malignant tissue when
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