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Background: $88 §§4 Butyrophilins (BTN) belong to
: : : : e e : : : : : : .. . o : : - : : : ® 88 @& a the Immunoglobulin superfamily

Vy9Vo2 T cells constitute the predominant subset (60 to 95%) among vy T cells in peripheral blood (1). Their infiltration into malignant tissues is associated with a favorable prognosis (2). Their anti-tumor activity is triggered by the binding to the intracellular domain of butyrophillin 3A (BTN3A) of intracellular organic phosphoantigens (pAgs) _ and share structural homolo

accumulated during tumorigenesis (3). Recently, BTN2A1 was shown to act jointly with BTN3A to initiate the pAg sensing of Vy9Vé2 (4). Indeed, BTN2A1 interacts with the Vy9+ TCR chain, which constitutes the first step of the immune synapse between Vy9Vé2T cells and cancer cells that triggers Vy9Vé2T cell anti-tumor responses (4, 5). In this lgV domain gy

to the B7 family. Only BTN2A
and BTN3A sub-families are

nmoee Shown (adapted from Redwan et
al. (6)). BTNs are immune
regulators with either
stimulatory or inhibitory effects
on immune cells (7).

study, antagonist and agonist mAbs against BTN2A1 were generated and their ability to modulate Vy9Vé2 cell cytotoxicity against cancer cell lines and primary cancer cells was evaluated in vitro.
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Methods:
Mouse anti-human BTN2A1 mAbs were generated by mouse immunization using recombinant human BTN2A1-Fc fusion protein. The effect of anti-BTN2A1 mAb on Vy9Vé2T T cell degranulation (as depicted by the percentage of CD107+ Vy9Vé2T cells), secretion of IFNy and TNFa, and target cell killing (as depicted by caspase 3/7 cleavage), gﬁ%ﬁ!asmm
were tested in co-cultures with Daudi (Burkitt lymphoma) and HL-60 (acute myeloblastic leukemia) cell lines, and primary acute myelocytic leukemia (AML, n=12) blasts or primary acute lymphocytic leukemia (ALL, n=11) blasts in the presence or absence of zoledronate or the anti-BTN3A mAb (20.1) as activators of ydT cell responses.

Endometrial cancer spheroids were used to assess the ability of anti-BTN2A1 antagonist 7.48 mAb to inhibit Vy9Vé2 T cell killing of cancer cells.

7) Anti-BTN2A1 107G3B5 agonist mAb increases Vy9V62 T cell-driven apoptosis of
primary acute lymphocytic leukemia (ALL) blasts

5) Anti-BTN2A1 7.48 antagonist mAb supresses Vy9Vo62 T-cells cytotoxicity against

1) Anti-BTN2A1 antagonist mAbs Inhibit Vy9Vé2 T cell cytotoxicity against cancer cell lines orimary acute myloblastic leukemia (AML) blasts
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