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VRN101099, a Covalent HER2 Inhibitor Driving HER2 Internalization, Demonstrates Early Clinical Activity (
and Synergy With HER2-Targeted Antibody and ADC Therapies
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Table 1. This ongoing open-label, dose-escalation study (NCT06806982) has completed DLT
assessment for the 240 mg cohort. Among patients treated at 80 mg and 160 mg, clinically
meaningful tumor shrinkage was observed across multiple HER2-positive solid tumors, including
two patients who previously progressed on T-DXd. Data cut-off: Nov 21, 2025.

Contact

<BD: Jaeyoung Ahn>
<Voronoi, inc.>

Email: ahn@voronoi.io
Website: http://www.voronoi.io

Table 2. VRN101099 demonstrates a favorable safety profile across 80-240 mg, with no Grade
>3 TRAEs. All-grade events were infrequent and primarily Grade 1-2, showing a more tolerable
profile relative to Zongertinib (Beamion LUNG-1 study).
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Figure 3. T-DXd internalization with or without HER2 TKIls in SK-BR-3 cells. Cells were treated
with fluorescence labeled T-DXd (1 pg/ml) with or without indicated HER2 TKIs. The
fluorescence signal was measured by Incucyte® Live-Cell Analysis System..
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degradation, VRN101099 shows strong monotherapy activity and
synergistic efficacy when combined with HER2-directed antibodies or ADCs,
supporting its potential across HER2-positive tumors.
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