2015 2016

luminal

Est??lishment of luminal induction therapy of triple-negative breast cancer stem
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MET (mesenchymal-epithelial transition)
shP1, shH1 shP1
shP1 shH1 miR-200 shH1
sShRNA
miR-200c hybrid shRNA

Through the shRNA library screening with MET reporter, | identified two
shRNAs, shP1 and shH1. The shPl-infected MDA-MB-231 (231) breast cancer cells became mammary
progenitor-like cells, but not luminal, maintained proliferative ability, and hence exhibit
sensitivity to paclitaxel and EGFR inhibition. On the other hand, the shPl-infected U251
glioblastoma (GBM) cells increased the expression of ES-like genes. In contrast to shP1-231 cells,
the shP1-U251 cells showed marked inhibition of their proliferative ability both in vitro and in
vivo. We have found the sequence shared between shP1 and shH1 corresponding to miR-200c sequence.
The shH1 has stronger growth-suppressive effect than shPl in both 231 and U251. We have also
identified the target genes whose inhibition leads to marked suppression in growth in artificial
cancer stem cell model. These genes also have miR-200 sequence in common. In the future plan, we
will see the effect of miR-200- containing shRNAs of the genes.
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