Selective recognition of over-expressed self-antigens in solid tumors using calibrated CAR-T therapy
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Background: Results:

e While effectiveness of CAR-T in hematological cancers has been well proven and products PrismCore platform has identified engineered CAR-T against several self-antigens, with the first CAR-T, termed B4t2-001, advanced to clinical testing against the target BT-001. Libraries (1E10 to
commercialized, their utility as an effective treatment of solid malignancies has yet to be 1E11) of camelid antibodies were designed, synthesized, and assessed. Selected antibody variants subsets were combinatorially assembled into CAR-Ts and rigorously screened against gradient of
established. BT-001. Multiple candidates were advanced to further testing in mice to evaluate anti-tumor effect and sustained in vivo biological activity. B4t2-001 was evaluated in NHP that express basal

* Future development depends on identifying targets for CAR-T that differentiate between normal levels of BT-001. No toxicity observed despite measurable circulating CAR-T and in vitro activity to NHP BT-001 when at high density. The turnaround from target selection to B4t2-001 for clinical
and malignant cells. evaluation was six months. I Caat.001 ¢
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Tablel: Percentage Of cases Figure 1. BT-001 antigen target C) Selected CAR-T hits further verified in vivo in NSG mice engrafted A) Pancreatic cancer orthotopic model showing B4t2-001 antitumor response nearly 10 days post CAR-T infusion. In this study, BxPC3 pancreatic tumor cell
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_Tg'%_ H “H’l Flgure 3. Pre-clinical Evaluation of B4t2-001 CAR-T re-engraftment of new tumor cells, which correlates well with the anti-tumor response for the secondary tumor. These findings highlight the superior
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evaluatEd for Safety In non human prlmates (N H P) \063 .\o‘é Q,\ob‘ Q,o'\'QO\ A‘,"G\;O\ B4t2-001 was evaluated for safety in NHP in a dose escalation after lymphodepletion. A) BT-001 is conserved (ortholog) between human and monkey. The
PrismCore Platform \% @ Q\@ \OQ' Q\é \OQ’ CAR-T generated by transduction and expansion of NHP PBMC & tested in in vitro cytotoxicity assay against gastric and pancreatic cancer cell lines
expressing BT-001 at 5:1 effector to target ratio. Compared to UNT, NHP CAR-T showed robust tumor killing response. B) Grouping and dosing (The dose is
Desi f CAR-T T T f CAR-T Clinical - f CAR-T A) In vitro antitumor activity of B4T2-001 against multiple solid tumor targets, including gastric, pancreatic and NSCLC cancer models expressing the BT-001 target according to CAR positive T cells of B4T2-001 CAR T in NHP study using Naive monkeys. C) Schematic diagram of dosing and blood collection of NHP safety
esignh o i esting o i Inical evaluation o i antigen. Very efficient anti-tumor activity is observed in all effectors to target ratios tested. The assay was done using target cells that are tagged with luciferase. study. D) CAR-T engraftment after infusion was evaluated by FACS, CAR-T was transiently detected above LLOQ of the assay in all monkeys infused with
Thn:ashold ~ Selected recognition.and k||||ng B) B4T2-001 CAR-T exhibits no response to normal human primary cells in vitro by interferon gamma response test. Left pane|, Untransduced control t cells (UNT), ”ght B4t2-001 NHP-CAR-T. The best engraﬂment was observed in group 4 or h|ghest dose level. No clinical adverse events’ inc'uding hemato'ogical toxicity'
E Positive of canccra};gﬁlrl];ggllgnorlng panel, B4t2-001 CAR-T cells. Effector to target ratio 1:1, 24 hrs incubation. PMA/ lonomycin as positive control, black column. were observed in animals tested.
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