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Characteristics of BH3120

Abstract BH3120 together with TCEs Shows Favorable Safety Profiles

The Combination Induces Persistent T cell Activities in TME |
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combinability of BH3120 with different T cell engagers. In preliminary toxicity studies,
BH3120 combination did not induce additional immune activation signals in normal tissues.
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TCEs Induce T cell activation and Modulate Tumor microenvironment. Human CD3 T cells co- modulation in the tumor microenvironment. In both JIMT-1 and SHP-77 study, marginal tumor

cultured with tumor cells with or without TCEs (100 pM) were incubated for 2 days and assessed
by flow cytometry. (A) Stimulation by TCE induces PD-1 and 4-1BB expression on T cells, (B) TCEs
also trigger an adaptive immune resistance with PD-L1 on the surface of tumor cells. PD-1, PD-L1,
and 4-1BB were induced consistently and the induction level varied depending on the targets and
relevant tumor cells tested. DLL3 TCE and BCMA TCE are biosimilars of Tarlatamab and
Teclistamab, respectively.

BH3120 in combination with TCEs displays cytokine modulation and cytotoxicity superior to
those of TCE alone. Human PMBC was co-cultured with PD-L1/DLL3 expressing tumor cell, (C) NCI-
H660, PD-L1/HER2 expressing tumor cells, (D) JIMT-1 and (E) HCC1954, and PD-L1/EGFR
expressing tumor cell, (F) HTC116. Different concentrations of TCEs and the combination with
BH3120 (50nM) were incubated for 2 days. Tumor cytotoxicity was measured with CCK-8. Cytokine
in supernatant was assessed by flow cytometry with Human Th1/Th2 Cytokine CBA Kit.
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control by BH3120 was rescued by combination with TCEs. (G) HCC1954 tumor xenograft NOG
mice model, (H) JIMT-1 tumor xenograft NOG mice model, and (I) SHP-77 tumor xenograft NCG
mice model were implanted with relevant tumor cells and reconstituted with human PBMC. higgG,
DLL3 TCE, HER2 TCE, and BH3120 were administered at the indicated time and tumor volume was
measured regularly. T cell modulation in tumors were evaluated by flow cytometry at the
termination of the study.
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€ Taken together, given the immunosuppressive TME and lack of sufficient
costimulatory signals, combining optimal dose of TCEs with BH3120 may
offer alternative dosing strategies with durable efficacy and improved
safety. Further studies with different dosing scenarios are encouraged to
better understand the mechanism of the combination.
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