FrE Y

SR

= TR
%(L ~ )ﬁ\!}‘?[%
7 T
#5710

« B

ply Fﬁ%%J
b s

s fhI¥ jﬁ]&y

-

Y

&

&

RN9601-0590
TS TR R R Y S

Study on the Mechanisms of Alcohol-Induced Liver Fibrosis--- Inhibitory Role of Flavanones
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Tissue transglutaminase (tTG) is a Ca2+ dependent enzyme which plays an important role in the stabilization of the extracellular matrix (ECM)

and formation of fibrotic lesions by catalysing protein-protein cross-linkage. Increased activity of tTG in an animal cirrhosis model has been



associated with impairment of spontaneous recovery of micronodular cirrhosis of liver. Ethanol has been considered as a significant inducing
mediator of the liver fibrosis. In this study, we first investigated the mechanism of how ethanol regulates tTG mRNA expression in HCC cells. We
found that only Hep3B cell synthesized tTG mRNA after addition of ethanol. Recent works have shown that transcription factor NF-kappaB was
required to regulate tTG expression. In this study, we used the NF-kappaB-specific inhibitor, TLCK, to investigate the correlation between tTG and
NF- kappaB and demonstrated that ethanol-induced tTG expression can be suppressed after addition of TLCK, providing evidence that NF-
kappaB may participate the regulation in tTG expression. In addition, phosphorylation of ERK was also induced by ethanol in the Hep3B cell, and
activation of NF-kappaB can be suppressed by adding MEK inhibitor, PD98059. Therefore, ERK and NF-kappaB are the possible signaling
molecules to mediate the tTG activation. Pinocembrin, the most abundant flavanone isolated from various types of propolis and honey, has been
considered as a potent antioxidant. Since it has been proposed that ethanol-induced liver fibrosis partially involved increased oxidative stress. We
will test whether pinocembrin could suppress ethanol-induced tTG expression and its activity, along with the inhibition of nuclear translocation of
NF- kappaB subunit p65. Furthermore, we also want to evaluate 2 whether pinocembrin could also suppress ethanol-induced activation of ERK.

Hopefully in the future we could find methods to modulate the liver fibrosis to HCC pathway.



