Structural activity relationship approach on a novel compound for
the treatment of triple negative breast cancer.
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Assessing FGFR1 as a potential target for studied analogs
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Figure : Identified areas for structural modification of hit molecule

4-Cl, 3-CF3; 3.79 To understand the pharmacophore requirements, we have desighed and

synthesized a library of analogs. These analogs were evaluated in vitro. The

4-Cl 17.93 SAR studies are ongoing, but current result suggests the following trend:

* Phenyl ring of part B requires disubstitution at meta and para positions,
4-Cl, 3-CF, 330 with preferred electron withdrawing character of substituents.

* Part A of the hit molecule can tolerate the presence of a diphenyl as well
4-Cl. 3-NO, 3 09 as a monophenyl moeity. Electron withdrawing para substitution is

favored.

 The drop in activity of cyclic analogs in alkyl urea linker suggested that

4-Cl, 3-CFs 1.69 unsubstituted alkyl chain linker is preferred for the observed anticancer

activity of the hit molecule.

* Prepared analogs have low, if any, activity at the selected GPCRs
suggesting optimized toxicological profile if used in the treatment of

4-Cl. 3-CF- 12.20 secondary tumors.
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