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Therapeutic applications and effects on liver cancer cells by reprogramming related
miRNA

Koga, Chikato
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Among three miRNAs that were previously presented for miRNA-mediated reprogramming
, MiR-302 was expressed at low levels in HCC cells. After transfecting three times with miR-302, the cells
were incubated in ES medium for 3 weeks, and then characterized. iPSC-like-spheres were obtained after th
e 3-week incubation. Spheres presented high NANOG and OCT4 expression, low proliferation, high apoptosis,
low epithelial-mesenchymal transition marker expression, and sensitization to drugs. Several miRNAs were c
hanged. cMyc was decreased, and methylation was elevated on histone 3 at lysine 4 (H3K4). Differentiated c
ells expressed markers of each germ layer (GFAP, FABP4, and ALB). AOF2 (also known as LSD1 or KDM1), one o
f the targets for miR-302, was repressed in 1PSC-like-spheres. Silencing of AOF2 resulted in similar featu
res of iPSC-like-spheres, including cMyc down-regulation and H3K4 methylation. In drug-resistant cells, se
nsitization was achieved through miR-302-mediated reprogramming.
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