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Table 1. Use of benzamide analogues resulted in improved CYP and
hERG inhibition profiles compared to 1a. However, this series suffered
from low oral bioavailability due to their identification as P-gp
substrates.(Efflux Ratio: 67.1 (1c); 31.6 (1f)). @ Single diastereomer with
(S,R) configuration on the C5 amine.

3) Sang, et al. Front. Oncol. 2022, 12:811247.

4) Gajiwala, et al. J. Biol. Chem. 2017, 292(38):15705.

5) Hamm, et al. Arch. Toxicol. 2022, 96:613.

6) Data generated by Arcus. Compound purchased from Synnovator (Bemcentinib)
7) Analysis performed at Eurofins DiscoverX Corporation (San Diego, CA, USA).

significant kinase/compound 3c interactions
in red.

Table 5. K, values for compound 3c with TNIK
kinases showing <35% of control activity.

Table 3. Further modification of C3 and hinge-binding central core with a STK16
variety of functional groups to find the right balance between AXL cellular
potency, physicochemical properties, and pharmacokinetic profile.

Compound 3c was selected for additional characterization.
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OVERVIEW INITIAL DESIGN, OPTIMIZATION, AND CHARACTERIZATION OF NOVEL AXL INHIBITORS
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