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ThehMoIecuIar mechanism of trastuzumab for gastric cancer via microRNA &#8211;gene
pathway
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The aim of this study was to identify microRNA- gene pathway that regulates the
sensitivity of HER2-positive GC cells to trastuzumab. We performed following experiments: (i)
trastuzumab-resistant GC cell: We cultured the HER2-positive cell line in the presence of trastuzumab
(ii) microRNA array: We examined the miR expression profile using miR array analysis. (iii) novel
miR-?ene pathway: We focused on miR-223-FBXW7 ﬁathway based on miRarray analysis.
Results: (i) We established resistant cell without significant changes in HER2 in the presence of
trastuzumab_continuously for 6 months. (ii) We identified 23 miRs up-regulated in the resistant cells.
(iii) the miR-223/FBXW7 pathway regulates the sensitivity of a HER2-positive GC cell line to trastuzumab.
In conclusion, this study suggested that the miR-223-FBXW7 pathway can be a crucial clue to the mechanism
of resistance to trastuzumab in GC.
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