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MSLN and MUC1 dual-targeting CAR-T with conditional activation and tumor specificity to improve clinical safety and efficacy
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SUMMARY RESULTS
]

Table 3. Phase 1 dose-escalation clinical results
MSLN and MUCL are highly expressed in numerous solid tumors, making them potential targets Table 1. Affinity characterization of MUC1 or MSLN VHHs and bispecific VHHs
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In this study, a dual-targeting CAR-T (designated BZE2203) for MUC1 and MSLN was o A Diagnosis time(Months) 67 22
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engineered with a pH-dependent characteristic, enabling CAR-T cells to exhibit cytotoxicity only at
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acidic pH levels within the TME. The anti-MUC1 VHH was selected based on antigen density ~ Anti-MSLN MSLN 1.21E+04 2.54E-03 2.10E-07 B Anti-MUCL VHH CA125 (0-35U/ml) 335 15151
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lymphocytes. The Cao-V3 xenograft animal model was used to assess the safety and efficacy of T — ) 5
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In vitro experiments demonstrated that BZE2203 CAR-T cells exerted cytotoxicity against g - BispcifioVHH %] v Figure 4. In vitro evaluation of BZE2203 CAR-T “on target, off-tumor” safety risk. ey
MSLN-positive target cells only in acidic pH, not neutral pH, and targeted MUC1-positive tumor > = a0y AMUCLVEH, i A) Analysis of MUCL expression in human primary cells using anti-MUC1 VHH and a Al g ogEs - 1
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cytokine storms or neurotoxicity, commonly associated with CAR-T treatments. Notably, two VHH on MUC1-positive cells was comparable to that of the anti-MUC1 parental VHH; B) Bispecific VHH £ 497 - swrscARTols Oy e 5106 CART cells Chest tightness - 1
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chemtherapy. e, addresses the “on-target, off-tumor” toxicity issue.
Figure 3. Specific killing of BZE2203 CAR-T cells against MUC1 and MSLN-positive tumor cells. A) z'“‘:""’j""“: 3‘_’:‘” ”;O’O ¢ ’(3}" . e 3. Invivo study showed that BZE2203 CAR-T had substantial anti-tumor effects in
Human T cell Nucleus BZE2203 CAR-T exhibited pH-dependent killing against MSLN-high expressing cell lines; B) BZE2203 o 7o the Cao-V3 animal model.
CAR-T demonstrated potent killing against MUC1-positive cell lines at different E:T ratios; C-D) CAR-T ' 4| linical setti t . tient hieved tial - it
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Figure 1. Product design. A) Schematic diagram of the CAR-T structure. B) Delivery system using transposase mMRNA and Tiniplasmids. PD1 VHH concentration by CAR-T cells when co-cultured with OVCARS cells at different E:T ratios. Figure 6. Schematic diagram of research process CAR-T infusion, with no dose-limiting toxicities, CRS, or graft-versus-host

disease observed.
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