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FIG. 5. Phylogenetic tree constructed based on pre-S2/S region sequences of HBV/A isolates. Those from 29 patients with chronic infection
in this study are shown in boldface italic (JPN_CHI to -29), along with 10 isolates (JPN_ AH1 to -10) from patients with acute hepatitis in Japan
reported in our previous study (17). Representative isolates were retrieved from the DDBJ/EMBL/GenBank databases, including 28 HBV/Ae, 10
HBV/Aa, and 2 HBV/Ac isolates and 7 HBV isolates representative of the other seven genotypes. Isolates from the databases are identified by
accession numbers, followed by the country of origin. The bar at the bottom spans 0.01 nucleotide substitutions per site.
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90% of patients with AIDS have markers of past or ongoing
HBYV infection (18). Thus, HBV carriers are more frequent in
the HIV-1-positive than in the HIV-1-negative population (4,
9). Among patients with HIV infection in Japan, 6.3% are
HBsAg positive, in particular, 8.3% of HIV-infected MSM
(16). In this study, coinfection with HIV was found in 6 of the
44 (13.6%) patients infected with HBV/A. All of them were
men, Their median age was 27.7 * 4.1 years, and five patients
were positive for HBeAg. Thus, there is a possibility that
HIV-1 and HBV/A coinfections are increasing among young
people in Japan, and the high rate of HBeAg positivity may be
influenced by immune suppression due to HIV infection.

In the phylogenetic analysis, the HBV/A2 isolates recovered
in this study were homologous to those from Europe and the
United States, and some of them clustered with the Japanese
isolates. On the other hand, there were HBV/AT isolates that
formed a cluster with those from the Philippines and India.
Furthermore, some isolates from patients with acute hepatitis
who were infected with HBV/A in Japan were highly homol-
ogous to HBV/A isolates from patients with chronic hepatitis.
This invites speculation that some HBV/A isolates were intro-
duced into Japan from foreign countries, while others have
already settled down there and spread from patients: with
chronic infection to their contacts. HBV/A would have been
infiltrating throughout Japan by these two different routes.

Clinical differences among patients infected with HBV/A,
-B, and -C were observed. The mean age was lower in the
patients infected with HBV/A than in those infected with
HBV/B or -C. As mentioned above, AHB patients: infected
with HBV/A have been increasing in the younger generation in
Japan, and around 10% of them would have progressed to
chronic infection. This is one of the reasons why the patients
infected with- HBV/A' are younger than those infected with
HBV/B or:-C. Most patients: infected with HBV/B were neg-
ative for HBeAg, while a high proportion of the patients in-
fected with HBV/A and -C had it. In particular, this difference
was remarkable in the patients who were older than 40 years of
age; Thus, the seroconversion rate for the' loss of HBeAg
among younger people may be higher in infection with HBV/B
than in that with HBV/A or -C. Inactive carriers were com-
moner in HBV/A than in HBV/C infection, as well.

These lines of evidence indicate that the activity of hepatitis
is lower in HBV/B than HBV/C infection; and patients with
HBV/B seroconvert from HBeAg to. anti-HBe at young ages.
In addition; cirrhosis and HCC were less frequent in the pa-
tients infected with HBV/B than in those infected with HBV/C.
Therefore, the prognosis would be better in the patients in-
fected with HBV/B than in those infected with HBV/C. These
results are in accord with previous reports (5, 13, 28, 42). There

have been few reports on the clinical features of patients with :

chronic hepatitis infected with- HBV/A in Japan. Chu et al
have reported the distribution of HBV genotypes with refer-
ence to clinical characteristics in the United States (6). They
have shown that HBV/A and HBV/C infections are accompa-
nied by a higher frequency of HBeAg than HBV/B infection,
while HBV/B is associated with a lower rate of hepatic decom-
pensation than HBV/A and -C. In our study, inactive carriers
were commoner, while cirrhosis and HCC were found less
often in HBV/A than in HBV/C infection. HBeAg was more
prevalent in the patients infected with HBV/A than in those
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infected with HBV/B who were older than 40 years of age.
Therefore, it can be said that the prognosis is better for pa-
tients infected with HBV/A than for those infected with
HBV/C; it may be poorer than for those infected with HBV/B.

In conclusion, HBV/A has been increasing among CHB
patients in Japan, On the basis of phylogenetic analyses, some
HBV/A isolates appear to have been imported from foreign
countries. They clustered with HBV/A from AHB patients and
have infiltrated throughout Japan. It is very likely that acute
and chronic infections with HBV/A have been increasing in
Japan. Obviously, immunoprophylaxis of perinatal HBV infec-
tion, implemented since 1986 on a national basis, has been
insufficient to prevent horizontal HBV/A infection diffusing
among high-risk groups by transmission routes shared by HIV
infection. The foreseeable spread of HBV/A infection in Japan
should be prevented by universal vaccination programs ex-
tended to high-risk groups or the general population.
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