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Lecture Title
From Bench to Clinic: Novel HER2/EGFR Kinase Inhibitor DBPR112

Abstract (500 words maximum)

Lung cancer is one of the chief causes of cancer death in the world; in addition, non-small
cell lung cancer (NSCLC) accounts for 85% of the lung cancer deaths. The development of
tyrosine kinase inhibitors (TKIs) targeting epidermal growth factor receptor (EGFR) have
shown remarkable effects in patients but some acquired resistance after treatment. Therefore,
the discovery of efficacious EGFR-TKIs poses an utmost priority.

Based on our achievement, we established a knowledge-based screening, followed by
High Throughput Parallel Synthesis (HTPS) to synthesize more than 500 compounds. Further
structure modification based on scaffold hopping approach by changing the pharmacophore
moiety had led us to discover DBPR112 as a potent EGFR-TKI clinical candidate showing
excellent inhibitory ability on EGFR™**°™M and EGFR™"2’ DBPR112 was orally effective
against the growth of human lung H1975 tumors subcutaneously xenografted in nude mice. A
dramatic reduction in tumor size was noted with DBPR112 treatment, while displaying
negligible body weight loss in all dosing groups. Furthermore, DBPR112 was more tolerable
than afatinib in mice. To date, all pre-clinical studies were completed, and the IND application
of DBPR112 was approved by US FDA and TW FDA in 2016. DBPR112 was licensed to a new
startup company, AnBogne Therapeutics in 2020. Currently, the Phase 1b/2 clinical trial has
been undergoing in Taiwan.
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