




Towards a better aetiological definition of chronic liver disease

Fig Liverfrom alcoholic patient with chronic active
hepatitis showing cytoplasmic hepatitis B surface antigen
(HBsAg). (Indirect immunoperoxidase stainingfor HBsAg.)
x 400.

serum with normal HBcAg negative human serum;

(vi) using normal liver tissue as control.

Results

Table I shows the laboratory data for the two groups.
At least one HBV serum marker was found in 17 of

the 35 alcoholic (486%) and 11 of the 23 non-

alcoholic patients (47T8%). These figures are higher
than that found (22%) in 8000 subjects from the same
area as our patients and tested in the Blood Trans-
fusion Centre at the Ospedale Avellino.

~ ~ ~ ~

Fig 2 Hepatitis B core antigen (HBcAg) expression in
nuclei ofhepatocytes in alcoholic patient with chronic active
hepatitis. (Indirect immunoperoxidase stainingfor HBcAg.)
x 280.

HBsAg or HBcAg, or both was found in liver cells
in 16 of the 35 alcoholic subjects (45-7%) and in nine
of the 23 non-alcoholic subjects (39-1%) (figs I and
2). Taking into account the presence of HBV serum

and tissue markers, the prevalence of viral markers
went up to 65-7% (23 of 35) of alcoholic patients and
69-6% (16 of 23) of non-alcoholic patients.

Tables 2 and 3 show the HBsAg and HBcAg tissue
distribution in relation to the pattern of serum mark-
ers in alcoholics and non-alcoholics, respectively.
Tables 4 and 5 show the distributions of serum and
tissue positivity in alcoholics and non-alcoholics,
respectively.

Table 2 HBV tissue markers and their association with HBVserum markers in 35 alcoholic patients

Steatosis Chronic persistent Chronic active Cirrhosis
(n = 4) hepatitis (n = 4) hepatitis (n = 12) (n = 15)

Serological patterns HBsAg HBcAg HBsAg HBcAg HBsAg HBcAg HBsAg HBcAg

HBsAg + anti-HBc - - I - 5 1 2
Anti-HBs + anti-HBc - - -
Anti-HBc - - 1 1 1
No HBV serum marker - - - 1 1 1 3 2

Table 3 HBV tissue markers and their association with HBV serum markers in 23 non-alcoholic patients

HBV tissue markers

Chronic persistent hepatitis Chronic active hepatisis Cirrhosis
(n = 4) (n = 6) (n = 13)

Serological patterns HBsAg HBcAg HBsAg HBcAg HBsAg HBcAg

HBsAg + anti-HBc - - - 3 1
Anti-HBs + anti-HBc
Only anti-HBc - - - - -
No HBV serum marker - 1 1 4 2

169

 group.bmj.com on February 9, 2012 - Published by jcp.bmj.comDownloaded from 



170 Cuccurullo, Rambaldi, Iaquinto, Ferraraccio, Ambrosone, Giardullo, De Vita
Table 4 Distribution ofserum and tissue positivity in 35
alcoholic subjects

Liver HBsAg or Serum at least
HBcAg, or both one marker No (%)

Tissue + Serum + 10/35 (28 6)
Tissue - Serum - 12/35 (34.3)
Tissue + Serum - 6/35 (17.1)
Tissue - Serum + 7/35 (200)

Table 5 Distribution ofserum and tissue positivity in 23
non-alcoholic subjects

Liver HBsAg or Serum at least
HBcAg, or both one marker No (%)

Tissue + Serum + 5/23 (21.7)
Tissue - Serum - 7/23 (304)
Tissue + Serum - 5/23 (21-7)
Tissue - Serum + 6/23 (26.1)

Discussion

It has been shown that the association between
alcohol abuse and HBV infection is severely dam-
aging for the liver.2' 22 Several studies have reported
the presence of HBV serum markers in alcoholics
with chronic liver disease.23-26 Nonetheless, HBV
serum markers, although more common in this group
than in the population at large, mainly consist of anti-
HBs or anti-HBc, or both. Generally, the presence of
chronic infection induced by HBV is indicated by the
presence of circulating HBsAg or, in a limited number
of cases, by the very high values of anti-HBc.2728 The
results of this study show that 171% of alcoholics
and 217% of non-alcoholics had HBV markers in
the liver in the absence of any serological marker. The
incidence of this tissue-serum discrepancy was similar
between alcoholics and non-alcoholics. This series of
patients was not tested for serum or liver tissue HBV-
DNA. Our tissue positive, seronegative patients,
alcohol abusers, and non-abusers, however, probably
correspond to the patients with HBV-DNA but not
serum markers, described by Nalpas et al.'6
As already stated,`4-7 the negativity of HBV

serum markers is not itself sufficient to exclude HBV
infection, but could have a relevant role in the
progression of chronic liver disease, even if the usual
activity markers (HBsAg and HBcAg) are not
observed.
Numerous hypotheses have been formulated to

explain the discrepancy between serum negativity and
tissue positivity for HBV markers. Incidentally, every
hypothesis-depending on the case-may, indeed, be
valid, in that each hypothetical factor might have had
a causal or cocausal role. There are various factors
which have been suggested:

1 Non-specific positivity of immunoperoxidase.29
2 An incomplete blockage of the increased hepa-
tocellular endogenous peroxidase activity.30
3 Extremely low serum values of HBsAg.28 31-34
4 A masking of the serum antigens in immuno-
complexes whenever antibodies are present.3'33
5 Modifications of the humoral immune response in
the host.'6
6 Uncoordinated relations between biological
rhythms of viral reproduction, histological activity of
the hepatitic process, and elimination of the virus
from infected cells.30
7 Multiplication of HBV in hepatic cells without
relase into the serum of antigens in concentrations
which may be assessed by radioimmunoassay.6
The demonstration of infection induced by HBV

when the usual serological markers are negative is
particularly important in those subjects in whom both
the personal history and laboratory investigations
could indicate liver disease caused by alcohol abuse,
thereby redefining the role of alcohol in determining
chronic liver disease in alcoholics. Furthermore, not
only does it permit attribution of a definitive
aetiology to HBsAg negative liver disease in non-
alcoholic subjects, but is also invalidates, to a great
extent, the classic distinction between HBsAg positive
and HBsAg negative chronic hepatitis.
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