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Hepatic nodules detected in patients with hepatocellular carcinoma

NS

Kazuhiro Hirohashi

AT =3k F—

Kenichi Wakasa

ESERFBIAE (eHCC) BT N2, TOH
TTREEDE (. AAH, eHCC 2B EOFEIZETT

(@S OFBIERESINS { NFFHEL L2 B LT 570, FRGHMREI AL Z L)
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B2 FFEEUR VR | International Working Party
REVEBARE Dysplastic focus
BRIE BRI Dysplastic nodule
RERIERBTR Dysplastic nodule, low-
BHIFTRBaE grade
Dysplastic nodule, high-
grade
Hepatocellular carcinoma
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Effects of lamivudine on outcome after liver resection for
hepatocellular carcinoma in patients with. active replication

of hepatitis B virus
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Hyogo College of Medicine, Hyogo, Japan

Aim: Patients with high serum hepatitis B virus (HBV) DNA
concentrations are at high risk of tumor recurrence after liver
resection for HBV-related hepatoceliular carcinoma (HCC).

Methods: Among 24 patients with high serum HBV DNA con-
HCC, postoperative famivudine therapy was chosen by 14
(lamivudine group). The other 10 patients were controls.

Results: Clinicopathologic findings did not differ between the
groups. Tumor-free survival rate after surgery was signifi-
cantly highér in the lamivudine than the control group
(P = 0.0086). By univariate analysis, multiple tumors were also
a risk factor for a short tumor-free survival. By multivariate
analysis, lack of lamivudine therapy and multiple tumors were
independent risk factors for a short tumor-free survival. In

four patients YMDD mutant viruses were detected after
beginning lamivudine administration; in two of them, adefovir
dipivoxil was -administered because of sustained serum
alanine aminotransferase elevations.

Conclusion: Lamivudine therapy improved tumor-free sur-
vival rate after curative resection of HBV-related HCC in
patients with high. serum concentrations of HBV DNA,
although careful follow up proved necessary for the detection
of YMDD mutant viruses.

Key words: adefovir dipivoxil, hepatitis B virus,
hepatocellular carcinoma, lamivudine, liver resection,
YMDD mutant virus

INTRODUCTION

EPATITIS B VIRUS (HBV) infection is an etiologic

factor for hepatocellular carcinoma (HCC).
Although liver resection is an effective treatment for
HCC, cancer often recurs even after curative hepatec-
tomy. We previously investigated risk factors for recur-
rence after resection of HBV-related HCG, finding a high
preoperative serum concentration of HBV DNA to be a
strong risk factor for HCC recurrence after surgery.' On
the other hand, the lack of an acute exacerbation of hep-
atitis and a sustained low serum concentration of HBV
DNA after surgery were significantly associated with a
low tisk of HCC recurrence after resection.”> We also
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found substantial serum concentrations of HBV DNA
persisting after surgery to be significantly related to
short postoperative survival.? These findings indicated
that biochemical evidence of remission of hepatitis and
clearance of viral markers from serum after the opera-
tion decrease the likelihood of tumor recurrence.

Recently, a nucleotide analog that inhibits reverse tran-
scriptase, lamivudine, has been developed.’ Lamivudine
was found to inhibit the replication of HBY, reduce hepa-
titis and improve histologic findings-in the liver during
long-term treatment.>$-* However, lamivudine therapy is
not freé from problems, such -as relapse of hepatitis as a
result of the emergence of YMDD mutant viruses.>"
Recent studies derhonstrated that lamivudine therapy
slows the progression of severe liver disease to dithosis as
well as to HCC.2'* However, the effects of lamivudirie on
outcome after resection of HBV-relatéd HEC are uridlear.

In this study we investigated the effects of lamivudine
on outcome after resection of HCC in patients with high
serum concentrations of HBV DNA,
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