Mechanistic and Early Clinical Characterization of VRN101099, a Selective HER2 inhibitor with Receptor Degradation Activity
LUMIN-HERZ2 (Phase 1 Study in HER2-Driven Advanced Solid Tumors)
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VRN101099, trastuzumab, and immune cells enhances HER2 reduction, Figure 4. FACS analysis confirmed reduced surface HER2, while IF microscopy showed co-localization of HER2 (green)

leading to stronger ERK suppression and tumor cell apoptosis. and EEA1 (red). This degradation process involves HER2 ubiquitination and a chaperone switch (HSP90->HSP70) as Figure 7. VRN101099 shows sustained brain target engagement for 24 hours, and synergistic antitumor activity was observed
(D) Brain penetration: VRN101099 efficiently crosses the BBB, enabling HER2 ~ Validated by the restoration of HER2 levels upon treatment with lysosomal acidification inhibitor. with VRN101099 alone and in combination with T-DXd/Trastuzumab in HER2+ and T-DXd-resistant in vivo models.

pathway inhibition in the brain.
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