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Abstract A 62-year-old man had been followed up for
chronic hepatitis B (HB) since 1973, Hepatocellular carci-
noma (HCC) was detected in 1985, at the age of 42 years.
Serum HB surface antigen and anti-HB envelope antibody
were positive at that time. A right hepatic lobectomy was
performed. In 1995, serum HB surface antigen had cleared
spontaneously and liver function had normalized. In March
2005, at the age of 62 years, a 1.5-cm diameter hepatic mass
was detected in the left lateral segment. At that time, he
was seropositive only for anti-HB core antibody. A diagno-
sis of recurrent HCC was made, and partial hepatectomy
was performed. Covalently closed circular HBV DNA was
detected in both cancerous and noncancerous tissues by
nested polymerase chain reaction (PCR). Cassette-ligation-
mediated PCR showed that HBV DNA was integrated into
the telomerase reverse transcriptase geme located on
chromosome 5p15.
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Introduction

It is well known that hepatitis B virus (HBV) can cause
hepatocellular carcinoma (HCC). Persistent active hepatitis
can result in progression to cirrhosis and the development
of HCC. During the natural history of chronic hepatitis B
(HB), seroconversion from HB surface antigen (HBsAg) to
anti-HB surface antibody (anti-HBs) is associated with
remission of active hepatitis and improvement of liver func-
tion and pathologic features." Although it is thought that
clearance of HBsAg from the serum indicates clinical cure
and a decreased risk of carcinogenesis, HCC is sometimes
detected after this seroconversion.”® It has also been
reported that occult HBV infection is important in the
development of HCC.*"* In this report, we describe a case
of HCC which recurred in 2005, 10 years after the clearance
of HBsAg in 1995, and 20 years after resection of the first
HCC while the patient was seropositive for HBsAg
in 1985.

Case report

A 62-year-old man had been followed up for chronic HB
since 1973. In 1985 (at age 42 years), a hepatic tumor was
detected in the anterior superior segment (S8) by ultraso-
nography (US) and computed tomography (CT). Serum
HBsAg was positive, serum anti-HBs was negative, HB
envelope antigen (HBeAg) was negative, and anti-HB
envelope antibody (anti-HBe) was positive (Table 1). Liver
function tests indicated active hepatitis. Transcatheter arte-
rial embolization and percutaneous transhepatic portal vein
embolization were performed, followed by right lobectomy.
He was transfused with 1500 ml whole blood and 880 ml
fresh frozen plasma during the operation. The tumor mea-
sured 1.8 x 1.5 cm (Fig. 1A), and was classified as TINOMO
according to the TNM system." Pathologic examination
revealed a moderately differentiated HCC and no
microvascular invasion (Fig. 1B). Examination of the



Table 1. Results of laboratory tests at the times of the first and second operations

Test First operation Second operation
(Oct. 1985) (March 2005)

Albumin (g/dl) 4.0 2

Total bilirubin (mg/dl) 0.6 0.6

Aspartate aminotransferase (IU/1) 50 24

Alanine aminotransferase (TU/T) 115 27

ICGRI1S5 (%) 135 19.6

Prothrombin test (%) 105 113

HBeAg -

Anti-HBe + +

HBsAg + -

Anti-HBs -

Anti-HBe +(99% INH) + (99% INH)

HBYV DNA ND et

Anti-HCV (titer) ND 22

HCV RNA ND -

a-Fetoprotein (AFP; ng/ml) 57 4

AFP-1.3 (%) ND 0

PIVKA-II (AU/ml) ND 21

ICGR15, indocyanine green retention rate at 15 min; HBeAg, hepatitis B envelope antigen; anti-
HBe, anti-hepatitis B envelope antibody; HBsAg, hepatitis B surface antigen; anti-HBs, anti-
hepatitis B surfece antibody; anti-HBc, anti-hepatitis B core antibody; HBV DNA, hepatitis B

virus DNA; anti-HCV, anti-hepatitis C virus antibody; HCV RNA, hepatitis C virus RNA;
PIVKA II, protein induced by vitamin K absence or antagonist II; ND, not determined; INH,
inhibition

nontumorous hepatic tissue showed minimal hepatitis activ-
ity (grade 1) and portal-portal septa without architectural
distortion (stage 2) according to the histologic activity index
score.'? In 1995 (at age 52 years), serum HBsAg had cleared.
In 1996, serum HBV DNA was negative by the polymerase
chain reaction (PCR) method. Serum anti-hepatitis C virus
antibody (anti-HCV; Ortho Diagnostic Systems, Tokyo,
Japan) was positive, but serum hepatitis C virus RNA
(Quantiplex HCV-RNA; Chiron, Emeryville, CA, USA)
was negative. The anti-HCV titer was consistently low. The
serum levels of aspartate aminotransferase (AST) and
alanine aminotransferase (ALT) had normalized in 1995. In
March 2005 (at age 62 years), a hepatic mass measuring
1.5 cm in diameter was detected in the left lateral segment
by CT and US. At that time, serum HBsAg, anti-HBs, and
HBV DNA were all negative (Table 1). Anti-HB core
antibody was positive. The anti-HCV titer was very low.
Although the indocyanine green retention rate at 15 min
was 19.6%, the results of other liver function tests were
within the reference ranges. Renal function tests were
abnormal because of renal failure following coronary artery
bypass grafting and graft replacement of the ascending
aorta at the age of 59 years. The levels of the tumor markers
a-fetoprotein (AFP), AFP-L3 fraction, and protein induced
by vitamin K absence or antagonist II were all within the
reference ranges, In May 2005, partial hepatectomy was
performed with a preoperative diagnosis of recurrent HCC.
The tumor measured 2.5 x 2.0 cm (Fig. 2A), and was classi-
fied as T2NOMO. Pathologic examination showed a moder-
E—— it P ately differentiated HCC and no microvascular invasion
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