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Effect of fasudil on epithelial-myofibroblast transdifferentiation of human
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Abstract

OBJECTIVE To investigate the effect of fasudil on the epithelial-myofibroblast transdifferentiation of human renal
tubular epithelial (HK-2) cells induced by high glucose and to explore the mechanism. METHODS HK-2 cells were
cultivated in glucose 5.5 mmal - LY glucose 5.5 mmol * L-L+mannitol 54.5 mmol « L1, high glucose (60 mmol « L'l) and
high glucose+fasudil 5, 10 and 20 umol « L%, respectively, for 72 h. Changes in the p-M Y PT1-Thr696 and p-MY PT1-
Thr853 were detected with co-immunoprecipitation assay. a-Smooth muscle actin (a-SMA), which reflected the
phenotypic characteristics of myofibroblast cells, was detected by immunocytochemistry. Western blotting was used to
detect the protein expression of E-cadherin, vimentin and connective tissue growth factor (CTGF). RESUL TS Compared
with HK-2 cellswithout glucose 6.0 mmol * LL, the expression of p-MY PT1-Thr696 was enhanced after 3 h exposure to
high glucose (integrated absorbance (IA) from 1.08+ 0.09 to 2.4+ 0.09, P<0.01), and that of p-MY PT1-Thr853 was
enhanced after 7 h(1A from 0.574-0.01 to 1.454-0.14, P<0.01), suggesting that the activity of Rho kinase could be
activated by high glucose. Compared with glucose 5.5 mmoal « Lt group, HK-2 cells cultured with glucose 60 mmol « Lt
showed a decreased expression of E-cadherin(P<0.01), increased expression of a-SMA, vimentin and CTGF(P<0.01).
Compared with high glucose group, the high glucosetfasudil 5, 10 and 20 umol Lt groups showed an increased
expression of E-cadherin(P<0.01), but decreased expression of a-SMA, vimentin and CTGF(P<0.01). The changes of
fasudil 20 umol - Lt group were the most obvious. CONCL USION Fasudil can inhibit high glucose-induced epithelial-
myofibroblast transdifferention of renal tubular epithelial cells, possibly by reducing the expression of CTGF.
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