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Abstract

Allogeneic TRuC-T cells targeting MSLN are functional in vitro
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complex with improved efficacy compared to donor-matched autologous TRuC-T cells. iiroducing a TRUG transgene comprised of a single domain antibody (VHT) fueed fo the extracelllar domain of Cb epsion Becauss our autologous TRUC-T cells mamtain theit e s O B e o o e B et L e B et e TG 2 o T
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Allo TRuCs have prolonged tumor clearance compared to TC-210 Allo TRuCs have enhanced persistence in vivo
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Figure 3: Allo TRuCs targeting MSLN demonstrate prolonged tumor clearance compared to TC-210 in vivo Figure 4: MH1 Allo TRuCs are detected in vivo longer than TC-210 = =
Graphical representation of Allo TRuC-T cell in vivo study design. MSTO-MSLN cells (1e6) mixed with matrigel are injected subcutaneously into the right flank of NSG mice. When tumors reach 250-350mm”3 (21 days post On Day 19 post TRuC-T cell injection, tissues (blood, spleen, liver) were harvested, and analyzed for TRuC-T cell expansion and proliferation. Graphs shows normalized counts of TRuC-T cells
tumor engraftment), 2e6 TRuC-T cells are injected intravenously and tumors are measured every 3-4 days. Tumor growth curves of 5 distinct studies (and donors) comparing TC-210 to MH1 yd Allo TRuCs. analyzed by human CD45 detection and subsequent VHH (TRuC) detection. Results are combined from three different donors of TRuC-T cells (n = 9). I |
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Allo TRuC-T cells maintain potency with TRAC/B2M multiplexed knock out conditions
A. Surface staining of MSLN on MSTO-MSLN-Luc tumor cells compared to SUIT2-Luc cells using C30-Luc cells as a negative control. B. Graphical representation of the
in vivo efficacy study challenging TRuC-T cells against SUIT2 cells. C. MH1 yd Allo TRuCs were enhanced with membrane-bound IL15 receptor alpha, IL15 fusion protein
to increase persistence. The left plot shows the averages on the animals within the two Allo groups and the righthand plot show the individual animals within those two
A C E % @ groups. 3 animals in the MH1 yd +mblL15fus group resist tumor regrowth longer than MH1 yd alone, with one animal maintaining tumor clearance throughout the duration
. . . ‘ of the study. Study needs to be repeated in additional donors.
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