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Sorafenib inhibits growth and metastasis of hepatocellular carcinoma

by blocking STAT3
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DISCUSSION

STAT3 is constitutively active in most tumor cells and
not in normal cells, and hence represents an attractive
molecular targetm]. Here, we showed that sorafenib in-
hibited STAT3 phosphorylation: (1) at S727 through the
MEK/ERK signaling pathway; (2) at Y705 by blocking
PI3K/Akt signaling pathways; and (3) independent of
JAK and SHP2, thereby inhibiting HCC tumor growth
in vitro and 7n vivo. Although some studies have reported
that sorafenib inhibits STAT3 signaling in some can-
cers including HCC"™ ' to the best of our knowledge,
this is the first report demonstrating the full inhibition
of STAT3 activity on 2 phosphorylating residues by
sorafenib acting on distinct underlying mechanisms in

HCC (Figure 4).
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