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Abstract (limited to 4000 words):

Histone lysine specific demethylase 1 (LSD1) is overexpressed in lung tissues
and closely related with tumor proliferation, evasion, migration, and poor
prognosis, inactivation or down-—regulation of LSD1 by small molecules or RNAi
leads to inhibition of proliferation, migration and evasion. Three
irreversible LSD1 inhibitors, namely ORY-1001, GSK-2879552, and INCB059872,
have advanced into clinical trials for the treatment of AML and SCLC, while no
reversible LSD1 inhibitors are currently investigated in clinical trials.
Following our previous work on LSD1, we intend to carry out the following
work: (1) Design of new LSD1 inhibitors employing the high throughput virtual
screening and structure—based drug design strategies, and then to establish
the small-molecule library of LSD1 with structural diversity and complexity
based on the bioisosteric replacement and scaffold hopping methods; (2). We
also plan to design novel LSD1 protein degraders based on the PROTACs strategy
and to explore the feasibility of LSD1 degraders for the treatment of lung
cancer. In this project, we are expecting to obtain 2-3 highly potent and
selective small-molecule compounds targeting LSD1 through multi-level activity
evaluation, and mechanistic investigations, hoping to provide evidence for the
design of novel anticancer drugs targeting LSDI.
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