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Transforming growth factor (3 ETGFB ) is an important factor for development
of liver cirrhosis by activating hepatic stellate cells (HSC). Senescent HSC is found in chronic
liver disease such as liver cirrhosis, but the character of the senescent HSC is not fully
understood. We discover that TGF3 response is attenuated in the senescent HSC following decreased
SMAD4 protein levels. The senescent HSC showed decreased SMAD4 protein levels without reduced SMAD4
mRNA levels and attenuated TGFP -induced nuclear translocation of phosphorylated SMAD2/3. In
addition, miR-34a-mimic decreased SMAD4 protein levels in the normal HSC while miR-34a-inhibitor
increased SMAD4 protein levels in the senescent HSC. Furthermore, an ERK1/2 activator enhanced
miR-34a expression in the normal HSC while an ERK1/2 inhibitor supﬁressed miR-34a expression in the
senescent HSC. We concluded that TGFB response is attenuated in the senescent HSC due to SMAD4
expression suppressed by ERK1/2-miR-34a axis.
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