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Figure 2. The covalent bond formation of VRN101099 was confirmed by MALDI-TOF analysis. Figure 6. VRN101099 overcomes T-DXd resistance. T-DXd-resistant SK-BR-3 cells were
Compounds were washed out after 24hr treatment to BT474 cells. VRN101099 remained high  generated by long-term T-DXd treatment and characterized by low T-DXd binding, low
potency after wash-out, supporting longer resident time by covalent binding. Internalization, and overexpression of BCRP. BCRPI (KO-143) restored T-DXd potency,

and VRN101099, a non-BCRP substrate, could overcome this resistance.
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Figure 8. in vivo efficacy in BT474 intracranial model

Conclusion

e VRN101099

- Competitive HER?2 selective TKI offering a favorable profile regarding potency, tolerability, and brain permeability.

- Anovel systemic treatment option for patients with HER2-driven cancer, particularly with brain metastasis or who have progressed after or discontinued T-DXd.

- The first-in-human study of VRN101099 is expected at the end of 2024. Contact : sunghwan@voronoi.io
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