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Anti-tumorigenic AIMP2-DX2 Inhibitors

Control

AIMP2-DX2 is an oncogenic protein that is highly-expressed in lung cancer.
The protein is a splice variant of the scaffold protein AIMP2, an important
constituent of the Multi Synthetase Complex (MSC) formed by nine
aminoacyl-tRNA synthetases. Our novel BC-DXI-842 series small molecule
inhibitors induce in vitro AIMP2-DX2 degradation, and cause cancer
cell death in a AIMP2-DX2 dependent manner with nanomolar potency.
The BC-DXI-842 series inhibitors suppress tumor growth in vivo, offering an
innovative approach to small cell lung cancer.
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Commercial Opportunity

e Lung cancer is the number one cause of death world wide and small cell lung cancer (SCLC) is the most
malignant type of lung cancer forming about 15% of it. The 5-year survival rate of SCLC is less than 10%.

e Etoposide, Cisplatin and Taxol are used for the treatment of cancer but there is no gold-standard therapy
for SCLC treatment.

e The SCLC market size is expected to be $362.3M in 2018 (http://www.researchandmarkets.com)

Technology

The BC-DXI-842 series are believed to interact with AIMP2-DX2 and hinder the association between
AIMP2-DX2 and chaperone protein Heat Shock Protein 70 (HSP70). Without HSP70, AIMP2-DX2 is
rendered unstable and is subject to ubiquitin-mediated degradation.

Our lead compounds BC-DXI-842 series induce cancer cell death at 20 nM (GI50) and are more potent than
Taxol in 3D culture. These compounds also inhibit tumor growth with over 80% efficacy at 50 mpk in vivo.

AIMP2-DX2 is highly expressed in lung cancer especially in SCLC and thus the BC-DXI-842 series offer
a novel therapeutic approach as a potential first in class approach to SCLC where only limited therapeutic
options are available.
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