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A novel guanidine derivative 1-n—pentyl-5—(4—trifluoromethoxyphenyl)
biguanide combined with osimertinib inhibited the proliferation of
bladder cancer cells*

PENG Yan, ZHOU Xiaochen®, XIE Lejing, ZHANG Xingjian, XIAO Di’, YANG Xiaoping”
(Key Laboratory of Study and Discovery of Small Targeted Molecules of Hunan Province, School of Medicine,
Hunan Normal University, Changsha, 410013, Hunan, China)

Abstract: Objective To investigate the inhibitory effect and mechanism of a novel guanidine derivative, 1 -n—pentyl-5—(4-
trifluoromethoxyphenyl) biguanide (5C) and osimertinib alone or in combination on bladder cancer. Methods MTT assay and cell
colony formation assay were used to detect the effects of 5C and osimertinib alone or in combination on the proliferation and colo-
ny formation of bladder cancer cells. Western blotting was used to detect the effects of 5C combined with osimertinib on the epi-
dermal growth factor receptor (EGFR) and its downstream signaling pathways. Results 5C or osimertinib alone significantly inhib-
ited the proliferation and colony formation of bladder cancer cells, and the combination of 5C and osimertinib could better inhibit
the proliferation and colony formation of bladder cancer cells. Mechanism studies showed that 5C combined with osimertinib
could significantly inhibit the phosphorylation of EGFR and its downstream signaling pathway Akt/Erk. Conclusion 5C com-
bined with osimertinib could inhibit the growth of bladder cancer cells by down-regulating EGFR and its downstream signaling
pathway.
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Fig. 1

5C inhibits the proliferation and viability of bladder cancer cell lines (n=3, "P<0. 05, “P<0. 01, ""P<0. 001)
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Fig. 2 Osimertinib inhibits the proliferation and viability of bladder cancer cell lines (n=3, "P<0. 05, “P<0. 01, ""P<0. 001)
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Fig. 3 5C enhances the sensitivity of bladder cancer cells to osimertinib (n=3, "P<0. 05, “P<0. 01, ""P<0. 001)
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Fig. 4 Comparison of the protein expression levels of p~EGFR, p—Akt, p~Erk1/2 in bladder cancer cells in different treatment groups
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