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INTRODUCTION DISCUSSION AND CONCLUSION

* Third-generation EGFR tyrosine kinase inhibitors (TKls) have Key Findings and Conclusion

Improved progression-free survival (PFS) and overall survival (OS) in « VRN110755 is a potent, next-generation, mutant-selective EGFR TKI that demonstrates a wider therapeutic window with respect to WT ERBB family inhibition and enhanced CNS penetration compared
patients with EGFR-mutant non-small cell lung cancer (NSCLC)

* However, their clinical utility is limited by dose-dependent ERBB-
mediated toxicities, including rash and diarrhea. « |ts greater intracranial efficacy in BM and LM models, combined with deeper tumor responses in SC xenografts, positions VRN110755 as a promising candidate for the treatment of EGFR-mutant NSCLC,

* Furthermore, although osimertinib demonstrates intracranial activity,
patients with brain metastasis (BM) continue to experience shorter
PFS than those without CNS disease, indicating a need for agents
with enhanced CNS penetration.

°* VRN110755 (VRN11) is a novel mutant-selective, brain-penetrant

with osimertinib in preclinical models.

particularly in patients with CNS disease.
 These findings provide a preclinical rationale for the ongoing and future clinical evaluation of VRN110755.
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e 3 . Clinical signs * Treatment with VRN110755 demonstrates outstanding CNS activity in brain metastasis (BM) and leptomeningeal metastasis (LM) in vivo models. * Significant reduction of pEGFR levels within tumor cells located in the ventricular region, a key site associated with CSF flow, supports
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