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Elucidation of the mechanism of anoikis induction by vitamin E-analogous compound
and application to the pharmacotherapy for hepatic cirrhosis.

Yamaguchi, Noriko

4,300,000

In pathological conditions, hepatic stellate cells (HSCs) are activated and play
crucial roles in liver fibrosis and hepatic cirrhosis. We reported that tocol, a vitamin E-analogous
compound, strongly inhibited the proliferation and promoted the apoptosis of activated HSCs. Significant
cell detachment was observed in tocol-treated HSCs, and apoptosis was mainly observed in floating cells.
Therefore, it is considered that tocol induced anoikis, a specific type of apoptosis. In this study, the
fragmentation of focal adhesion kinase was observed in tocol-treated cells, and protease inhibitors
attenuated the cell detachment. Gene expression variation analysis showed that tocol elicited decreased
expression of fibrillar collagens and increased expression of matrix metalloproteinases, which degrade
extracellular matrix proteins.
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Gene LOG2[ratio Tocol/Control]
ADAM-1a 1.17
ADAM-4 1.80
ADAM-17 1.09
ADAMTS 2.30
TIMP-1 -1.19
TIMP-2 - 0.68
TIMP-3 -0.90

ADAMTS: A disintegrin and metalloproteinase with
thrombospondin motif
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