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BACKGROUND: GPC3 is an oncofetal antigen that is highly expressed in HCC while it is hardly expressed in adult
normal tissues except placenta. CYT-303 is a multifunctional bispecific NK cell engager built on our Flex-NK™ CYT-303 NCA: 3h-168h ( 6 points )
scaffold, which engages NK cells through NKp46 and targets GPC3 expressed on tumor cells. Previously, we have . .
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dose-response of CYT-303 was evaluated in PBNK and iNK injected NSG-IL15 mice bearing subcutaneous HCC g AUC(0-inf) ng*h/ml 2520884 1654303 £2 g = 1000 PBNK injected HCC tumor model.
tumors. PBNK circulation in blood was analyzed by flow cytometry and CYT-303 distribution in blood and tumor by g 1000 DNAUC h*kg*ng/mi/mg 252088 165430 5 g = § 5 sood ™
PK immunoassay. Blood alpha fetoprotein (AFP) was measured by immunoassay. RESULTS: Similar CYT-303 PK g T1/2 h 14 114 o o ° ) o
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facilitate NK cell trafficking from blood into the tumor. Blood alpha fetoprotein (AFP), a biomarker in HCC, PB NK + Hep3B = ' P o GvT303
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mice bearing Hep3B subcutaneous tumors that were a) intratumorally injected on day 0 with 5.0 x 10"6 PBNK cells 100- according manufacturers
followed by IV injections on days 7 and 14 with 10 x 10”6 cells or b) intratumorally injected on day 0 with 2.5 x 10”6 instructions (Invitrogen).
iNK cells followed by IV injection on day 7 with 10 x 10”6 cells. Group mean tumor volumes and p values determined by .
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. - . . . - PBNK circulation in blood was analyzed by flow . CYT-303 treatment resulted in reductions in blood AFP levels in both the PBNK and iNK injected HCC tumor
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cell staining with each antibody are shown. animals were significantly lower compared to 1gG1 last CYT-303 dose in the NSG-hIL15 Hep3B tumor model using PK
isotype control treated mice suggesting CYT-303 may immunoassay. . These CYT-303 preclinical proof-of-concept studies support clinical development of CYT-303 in HCC.
, facilitate NK cell trafficking from blood into the tumor.
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