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Clarification of the microRNA pathway regulating resistance to Trastuzumab in
gastric cancer
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We established the Trastuzumab resistance gastric cancer (GC) cell line with

continuous Trastuzumab administration. Parent GC cell line and resistance GC cell line are
subjected to miR microarray. We identified miR-21 which can regulate PTEN and miR-223, which can
regulate FBXW7, using miR array analysis using by resistance cell lines which we established.
Overexpression of miR-21 decreased PTEN expression and the sensitivity of gastric cancer cells to
Trastuzumab, while suppression of miR-21 restored PTEN expression and the sensitivity of GC cells to
Trastuzumab. Similarly, Overexpression of miR-223 decreased FBXW7 expression and the sensitivity of
gastric cancer cells to Trastuzumab, while suppression of miR-223 restored FBXW7 expression and the
sensitivity of GC cells to Trastuzumab. Moreover, overexpression of miR-223 significantly
suppressed Trastuzumab-induced apoptosis.
These findings suggest that this pathway may be crucial to the mechanism of resistance to
Trastuzumab In GC.
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