A novel HER2/4-1BB bispecific antibody, YH32367 (ABL105) exerts significant anti-tumor effects through tumor-directed T cell activation
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Fig. 9. Remarkable anti-tumor efficacy of YH32367
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Mechanism of action: Tumor-targeted 4-1BB agonism

Co-stimulation effect for HER2 signal blocking NK cell-mediated
T cell activation in tumor cytotoxicity

Tumor cell
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YH32367 leads to 4-1BB activation through HERZ2 expression
level-dependent binding and FcyRI-mediated crosslinking

Anti-4-1BB Ab 7.5 mg/kg

YH32367 (ABL105) 10 mg/kg Immune cells analysis
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YH32367 is designed to minimize undesirable immune repeat-dose cynomolgus monkey toxicology study
e 4-week repeated dose monkey GLP toxicology study in progress

response in peripheral blood and liver
e During the in life phase, no notable changes in body weight/food

consumption as well as no mortality
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Fig. 7. Immune cell analysis in blood and liver of HCC1954 bearing
hPBMC engrafted mice
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Table. 1. GLP-Toxicology study design
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Conclusion

YH32367 exhibits a significant anti-tumor effect to HER2+
tumor in h4-1BB KI mice model

YH32367 (ABL105) exhibited

YH32367 enhances the cytotoxic effect of immune cells

expression of hHER2/MC38 tumor was evaluated by immunohistochemistry (IHC).
MDA-MB-231 tumor tissue (HER2™ tumor) and HCC1954 tumor tissue (HER2*
tumor) were used as control of HER2 immunohistochemical stains.

via 4-1BB activation in vitro

Fig. 8. Significant tumor growth inhibition following single i.v.
treatment

* Tumor localized 4-1BB activation depending on crosslinking
with HER2 and FcyRl

» Tumor infiltrated immune cells were measured by IHC in tumors and livers. Fig. 4. In vitro efficacy on IFN-y secretion and tumor cell survival

" Potent in vitro activity achieved by HER2 and 4-1BB binding
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""p<0.001, "p <0.01 and "p < 0.05 compared to Control group (G1).
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