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Abstract

AIM: To study the relationship among tumor necrosis factor-
a, Fas expression and hepatocyte apoptosis in an experi-
mental model of fulminant hepatic failure (FHF).

METHODS: A mouse model of FHF was established by
LPS and D-GalN. The expression of Fas in liver tissue was
detected by immunohistochemical method. Serum TNF-a
level and TNF-a mRNA expression in liver were analyzed
by ELISA and RT-PCR method respectively. Hepatocytic
apoptosis was examined by DNA agarose gel electrophoresis
and TUNEL method. TNF-a, Fas and hepatocytic apoptosis
were observed in the different stage after drug administr-
ation. In addition, changes of the above items were ob-
served after pretreatment with anti-TNF-algG1.

RESULTS: There was a little expression of Fas at 2 h in
model group. The expression of Fas increased distinctly at
8 h and 12 h and there was no statistical difference
between them. The expression of Fas at 8 h and 12 h was
higher than that at 2 h and 4 h (P <0.01 and P <0.05,
respectively). TNF-a mRNA expression in liver increased
statistically (0.91+0.75) and the data of normal control
was (0.3210.10) in 2 hours to 4 hours after administration
of LPS and D-GalN. The level of serum TNF-a increased
(320+87 ng/L, the data of normal control was 17+7 ng/L).
There was typical manifestation of hepatocytic apoptosis
at 8 h after the drug administration. The level of serum
ALT and TBil obviously increased (9 352+1 000 nkat/L and
163.7+34.5 mmol/L, respectively, the data of normal con-
trol was 393+134 nkat/L and 14.9+4.8 mmol/L,
respectively). and there were hepatocytic apoptosis and

necrosis at 12 hour after drug administration, at the same
time, the level of serum ALT and TBil reached the peak
(11 141+1 312 nkat /L and 203.2+19.9 nmol/L,
respectively). Hepatocytic apoptosis and liver injury and
the expression of Fas could be blocked after antagonized
with TNF-a.

CONCLUSION: TNF-a plays an important role on hepatocytic
apoptosis and liver injury in fulminant hepatic failure. The
hepatocytic apoptosis induced by TNF-a is correlated with
the expression of Fas.
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