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Background

Results

Mesothelin Is A Commonly Expressed Tumor Antigen Fig. 1 Robust Tumor Clearance by TC-210, Faster than MSLN-CAR Despite Less In Vivo Fig. 3 Faster Migration to Tumor for TC-210 than CAR-T Cells Correlates with Higher
: Expansion, in Various MSLN+ Tumor Models Level of Tumor Homing Receptor Expression
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Mesothelin, a GPI-anchored glycoprotein, is expressed on numerous tumor types including é - NT = 106 2 .

mesothelioma, ovarian cancer, pancreatic cancer and lung cancer. Q 2000- e In%f,l‘_)CAR g 105 8 60%
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Despite success in treating hematological malignancies, T cells expressing chimeric = < 102 8 40%

antigen receptors (CARs) have shown poor efficacy in solid tumor indications. The g 01— === & 10— :h_’

failure to initiate and elicit a complete TCR response is arguably a primary underlying ~ 10 20 30 40 > 0 5 10 15 20 25 30 35 © 0%

factor preventing CAR-T cell success in solid tumor indications. Here, we present a Study Day - Study Day g

novel T cell engineering platform: T Cell Receptor Fusion Constructs (TRuC™s), which b AS49 model L 0

target tumors independent of MHC. Unlike CARs, the constructs integrate into the TCR ' R Py

complex, harnessing the full potential of natural T cell activation, effector function and 8007  vehicle 106 051' g,v'

regulation. Here, we describe preclinical evidence underscoring the efficacy of TRuC™- 600 - Q‘g_m A (o\?

T cells re-programed to target the solid tumor antigen mesothelin (TC-210). > MSLN-CAR 10° ) N

T cell migration to the tumor was monitored by bioluminescence imaging of MSTO tumor bearing NSG
10 mice injected with Renilla Luciferase (Ren Luc) expressing TC-210 (1x10® TRuC+ cells per mouse) or
MSLN-CAR (1x10® CAR+ cells per mouse) (left panel). Expression of tumor homing receptor, CXCR3, was
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T Cell Receptor Fusion Constructs (TRuC™) 10 determined for TC-210 and MSLN-CAR T cells after 24 hours co-culture with MSLN+ tumor cells. Each set
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Metabolic profile: T cell metabolic output was measured by Seahorse technology for 5 0 910 ’ 1000 o ) & oS & N 0 PN
TC-210 and MSLN-CAR T cells. T cells were plated on Cell-Tak coated Seahorse culture 7 oy Ve Y R A T S T 1 % e 6@' <Y 6&' < \}yc? ,\o“
plates and analyzed using a Seahorse XFe96 (Agilent). Extracellular acidification (ECAR) ~ 3 \4
and oxygen consumption rates (OCR) were recorded to monitor the glycolysis, oxidative Blood samples were collected at different time points and the cytokine levels in the plasma were (a) A schematic of the mitochondrial stress test using the extracellular flux analyzer. (b)
phosphorylation and respiratory capacity. determined by Luminex. During tumor clearance, TC-210 treatment was associated with less Representative OCR trace of TC-210 (TRUC) and MSLN-CAR (CAR) T cells activated with MSLN protein for
inflammatory cytokines in circulation than CAR T cells, despite of more efficient tumor clearance. 4 days. (c-e) Tubulated spare respiratory capacity (c), basal OCR (d) and basal ECAR (e) of TRUC and CAR

T cells. Each set of linked dots represent T cells generated from an individual healthy donor.

Collaborators Conclusions

UPMC - ' MASSACHUSETTS P * TC-210 T cells demonstrated potent in vivo activity in mesothelioma, NSCLC and ovarian carcinoma models.
o THE UNIVERSITY OF GENERAL HOSPITAL oz _ _ . . . . . .
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mwaN o SYDNEY CANCER CENTER = * TC-210 T cells demonstrated faster migration to tumor, faster kill kinetics, but lower cytokine release compared to CAR T cells.
gg  TC-210T cells demonstrated functional persistence in mesothelioma re-challenge model, correlated with metabolic characteristic.
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