Chronicles of EGFR TKIs

Erlotinib (Tarceva) & Gefitinib (Iressa) are the first class of drugs as epidermal growth factor
receptor (EGFR) kinase inhibitors for non-small cell lung cancer (NSCLC) treatment.
However, their clinical use is ultimately limited due to the mechanism-based toxicity and
development of drug-resistance EGFR T790M mutation. Osimeritinib (Tagrisso), an
irreversible inhibitor, has recently approved as for the next generation treatment option to
overcome the short-comings of the first class drug use. Latest Osimeritinib clinical trial report
reveals new acquired-resistant mechanism: EGFR C797S mutation limits the irreversible
inhibitor.

In this presentation, new medicinal chemistry strategy is discussed to address the currently
unmet-medical needs for EGFR-related NSCLC patients. Reversible pyrimidine-based
inhibitors and allosteric inhibitros are explored to overcome EGFR L858R/T790M/C797S
and EGFR ex19del/T790M/C797S triple mutants for effective clinical treatment for NSCLC

patients.
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ACCOMPLISHMENT

Discovery of DRAK2 inhibitor TRD-0257 > licensed out to ™ =2 & (2017)

Discovery of BBT-401 for Pellino-1 inhibition = licensed out to BridgeBio Therapeutics Inc. (2015) > Phl
study finished.

Discovery of BD1-selective BET inhibitor - licensed out to 53} ¢k (2015)

Discovery of selective Ackl inhibitor = licensed out to 2154 (2015)

Translational Research Institute of Novel Drug (TREND) Director (7] 2|5 7] 2 A A 570 A A4 2 <
1)

Discovery of selective c-MET inhibitor - licensed out to oIl ©] H] -2 (2014)

Invertor of Rociletinib (CO-1686) for Epithermal Growth Factor Receptor (EGFR) mutant selective inhibitors
(EMSI): Lead fully out-sourced medicinal chemistry program as program team head (chemistry) = licensed to
Clovis Oncology for $209M, - terminated after Phase3

Discovery of LFF571 a novel Elongation Factor Tu (EFTU) inhibitor - terminated after Phase2

Discovery of LBM415 Peptide Deformylase Inhibitors (PDF) - terminated after Phasel
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