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Chronic hepatitis : A clinico-pathologic study
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The histological classification of
chronic hepatitis introduced in 1968 by

) and slightly modified

(2)

in 1977 by the international group > is
still widely used. The Thai liver study
group also published histopathological
classification of liver disease as based
on Fogarty International Center Recom-

mendation in 19762 They. classified
chronic hepatitis into chronic  persistent
(CPH) and chronic aggressive or chronic
active hepatitis (CAH) of moderate and
severe activity. Chronic persistent hepa-
titis, the more benign form, was
characterized by mild inflammation mainly
confined to portal tract with or without
superimposed features of acute hepatitis
in the liver parenchyma. The other form
of chronic hepatitis, chronic active
hepatitis, was characterized by more
extensive inflammation in the portal
tract and liver parenchyma. Piecemeal
necrosis (periportal necrosis) is usually
demonstrated. Chronic active  hepatitis
usually progresses to cirrhosis and even
liver cell carcinoma.

De Groote et al

Although chronic hepatitis is one
of the major health problems in Thai-
land, available data from clinical studies

(s, 5)

are scarce. The aim of this clinico-
pathological study was to 1) correlate
clinical and laboratory features with
histological severity of chronic hepatitis.
2) Compare the clinical feature of
HBsAg positive and negative chronic active
hepatitis.

Materials and Method

- Patients admitted to Chulalongkorn
hospital during 1974 to 1978, who had

d
?ﬂ'lﬂ\lﬂiﬂll‘nfﬂ'li

liver biopsy findings diagnostic of chronic

hepatitis were selected for the study.

These patients presented with clinical

evidence of liver disease such as jaundice,

hepatomegaly, abnormal liver function

tests or positive Hepatitis B surface

antigen (HBsAg) for a duration of at

least 6 months before biopsy. Patients

who had less then 6 months history of

liver disease were also accepted if clinical

or histological evidence of cirrhosis was
present. Fifty patients were finally selected,
none had been exposed to known hepa-

totoxic drugs or heavy alcoholic intake

(consuming more than 80 grams ethanol

daily). Two patients had bepatitis after

blood transfusion.

All biopsies except one were needle
biopsies. Liver tissue was fixed in
neutral formalin and stained by standard
methods including hematoxylin and eosin,
silver impregnation for reticulin fibers
and Masson’s Trichrome stain. Shikata’s

orcein stain for detection of HBsAg was

(8, 7)

also performed. All liver biopsies
were interpreted blindly by one of us
(P.S). Attempt was made to classify the

histologic lesions into 3 groups (CPH,-

"CAH with moderate, activity and CAH

with severe activity) according to the
criteria proposed by the international
liver group-

Chronic persistent hepatitis
chronic inflammatory infiltation, mostly -
portal, with preserved lobular architecture
and little or no fibrosis. Piecemeal
necrosis is absent or slight. (Fig 1)
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Fig. 1 Chronic persistent hepatitis showing mononuclear cells
infiltration in portal tract. There is no periportal
inflammation or necrosis. H & E x 400

Chronic active hepatitis with necrosis and no overt bridging necrosis.
moderate activity : only slight piecemeal (Fig 2)

Fig. 2 Chronic active hepatitis, moderate activity showing enlarged
portal tract with a pseudorosette (R). Piecemeal necrosis(Arrows)
and acidophilic body (Arrow) are also seen. H & E x 400
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Chronic active hepatitis with severe necrosis and formation of intralobular
activity : Chronic in[lammatory infiltra- septa. Activity, as shown by piecemeal
tion involving portal tracts and extending necrosis and inflammation, is severe.
into the parenchyma, with piecemeal (Fig 3 A, 3B)

Fig. 3A. Chronic active hepatitis, severe activity showing fibrous
bridging fibrosis between portal tracts (Arrows). H & E x 100

Fig. 3B. Chronic active hepatitis, severe activity showing portal and
periportal inflammation with trapped hepatocytes (Arrows).
H & E x 400
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Serum hepatitis B surface antigen
(HBsAg) in the patients was determined
by counter — immuno — electrophoresis .
Biochemical study of serum proteins
(atbumin, globulin and gamma-globulin),
liver function tests (bilirubin, alkaline
phosphatase, SGPT, prothrombin time)
and immunoserological study (antinuclear
antibody, smooth muscle antibody and
anti-mitochondria antibody) were done
by the hospital clinical laboratory as

(s)

previously described.

Result
Histological features

As shown in Table 1, 12 patients
had histological diagnosis of CPH, and
38 patients had CAH (18 with moderate
activity, 8 with severe activity and 12
with cirrhosis). Positive orcein staining
for HBsAg was found in only 14 percent,
while serum HBsAg was positive in 74
percent of the cases.

As shown in Table 2 .periportal
inflammation accompanied by portal
fibrosis with fibrous bridging was more
frequently seen in chronic active hepatitis
compared to chronic persistent hepatitis.
Piecemeal necrosis was also more fre-
quently present in chronic active hepatitis
of both moderate and severe activity.

Clinical features

The age, sex, duration of hepatitis,
serum HBsAg, and the presenting symp-
toms of the 50 patients were compared
according to the severity of histological
findings as shown in Table 3. Most
patients were male (78%) and were

Chronic hepatitis:
A clinico—pathologic study
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20-40 years of age (Mean age = 33
years). Patients with CPH had a lower
mean age than the other two groups.
There was significant difference in the
duration of hepatitis between CPH and
CAH patients, this is mainly due to the
relatively high number of asymptomatic
(carriers of HBsAg in the CPH group
42 %).

Comparison of the clinical features
showed that 72% of the whole group
manifested evidence of clinical hepatitis
(prolonged acute hepatitis or recurrent
hepatitis), which was found more fre-
quently in the group of CAH with severe
activity. Twenty-two percent of the
whole group were asymptomatic, with
the prevalence of 5% in the group of
severe CAH -and cirrhosis. Symptoms
and signs of decompensated cirrhosis
(ascites, edema, and encephalopathy) were
found only in the last group. Extrahepatic
manifestations eg arthritis, nephritis and
pericarditis were not present in- any
patient.

Laboratory features :

In the biochemical tests of .liver
function (Table 4), mean serum bilirubin
was significantly higher in CAH than

in CPH. There was no significant
difference between the three groups in
the mean level of serum alkaline phos-
phatase, aminotransferase (SGPT) and
albumin. Hyperglobulinemia and hyper-
gammaglobulinemia were more prominent
in CAH with severe activity than CAH
of moderate activity and CPH. Autoan-
tibodies were present in some patients
but only in low titers. Anti-smooth
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muscle antibodies (SMA) and anti-mito-
chondria antibodies (AMA) were positive
only in CAH. Anti-nuclear antibodies
(ANA) were infrequently found in all
groups.

To determine the clinical implica~
tions of HBsAg in chronic hepatitis,
findings in groups of HBsAg positive
and negative CAH were compared
(Table 5). HBsAg positive patients showed
a prominence of males, younger age and
longer duration of hepatitis. HBsAg
negative patients ‘had a higher incidence
of clinical hepatitis, higher mean serum
bilirubin and lower albumin level. No
significant difference in immunoserological
markers and histological features were
found.

Discussion

Chronic hepatitis is diagnosed by
the presence of hepatic parenchyma
inflammation for a duration of 6 months

(9)

or longer.  ~ Further subdivision or chronic
hepatitis into different 'typ'es is most
accurately done according to histopatho-
logical features. CPH is characterized by
inflammation largely confined to portal
tracts, with or without ‘superimposed
features of acute hepatitis in the
lobule.*® 112} CaH is defined by the
presence of portal and periportal inflam-
mation and piecemeal (periportal) necrosis.
CAH may vary from a minimal lesion
distinguishable with difficulty from CPH,
to one with moderate severity without

cirrhosis, and the most severe one with

. rosetles

4
i!W'liNﬂiﬂll’Mfﬁ‘li

widespread necrosis and inflammation,
formation, bridging hepatic

necrosis, nodular regeneration and complete

. . . . 12,18,14
disruption of hapatic archltecture.( )

From this study as well as other
two studies from Thailand, CAH is more
common than CPH. Chronic lobular

‘hepatitis (CLH), the third histological

category characterised by spotty necrosis
and inflammation which were confined

to the lobules(“’ls’la) was seldom

diagnosed and therefore not included in
this study.

. It has been widely accepted that
CPH and CAH have dilTerent prognoses
and require different therapeutic approach,
CPH produces no cumulative damage

. 10,1112 .
to the 11ver,( »11,12) while CAH produce
cumulative liver damage with eventual

liver cirrhosis, liver failure and even he-

. 13,17,18 '
patocellular carcmoma.( »17,18) Long

term follow—-up of chronic viral hepatitis

(s)

by Sucha Kurathong et al *however de-
monstrated that CPH may progress to
CAH and cirrhosis.

Chronic hepatitis may be asympto-
matic and its presence may be suspected
when abnormal physical findings or
laboratory tests such as enlargement of
the liver or spleen, vascular spiders,

abnormal liver function tests or HBsAg

. 1,2, 12
are found on routine check up? 2, 12)

Others may be symptomatic, and present
with fatique, weakness or jaundice.
Bleeding esophageal varices, ascites and

“hepatic encephalopathy are rare presenting

features. In this study, 22% of the group
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were asymptomatic, 72 % presented with
clinical evidence of hepatitis and 6%
with manifestation of decompensaied
cirrhosis. Arthralgia as well as other
extrahepatic manifestation of presumed
autoimmune disorders eg thyroiditis,
pericarditis, Coomb’s positive hemolytic
anemia which have been described in
the Western literature, have not been
found.

The most significant biochemical
indicator of chronic hepatitis is a sustained
elevation of the serum aminotransferase
level. The level of aminotransferases
(SGOT and SCPT) are usually 5 to 10
times that of normal. Hyperglobulinemia
especially high gamma globulin which

is considered essential in the diagnosis

of CAH in the literature(lg) was not

usually found in our cases. Non specific
autoantibodies (anti-smooth mucle, anti-
nuclear and anti-mitochondria) were
found in about one third of patients,
but only in low titers.

Biochemical tests may indicate
severity of the disease since evidence of
impaired overall hepatocellular function
is more indicative of significant hepato-
cellular damage and therefore of CAH
rather than CPH. These parameters
include a low serum albumin level, a
high serum globulin especially gamma
globulin, an elevated serum bilirubin,
and low prothrombin concentration.
From this study, the biochemical tests
which showed some difference between
CPH and CAH were serum bilirubin,
serum globulin and gamma globulin.

Chronic hepatitis:
A clinico-pathologic study
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Other investigators found standard liver
chemistry tests not reliably correlate

with the severity of the histological

(12, 20)

lesions, and demonstated that some

recently developed tests, such as the

(20)

aminopyrine breath test and serum

bile acids 2% 2122

which measure specific
liver functions were more useful in
predicting the histological severity of
chronic hepatitis than were standard liver
chemistries.

Report from many countries have
domonstrated a close relation between

hepatitis B infection and chronic hepa-

(23)

titis. Studies from the United Kingdom

(24) (25)

Scandinavia,
lia(zs)

Germany~  and Austra-

found a prevalence of hepatitis
B Surface antigenemia of 21, 25%, 31%
and 26 % in CAH and 257, 48.3%,46.2%
and 47 % in CPH respectively. The studies
from areas with high HBsAg carrier
rates showed a more significant role of
hepatitis B infection in the etiology of
chronic hepatitis. The frequency of

association as high as 90% has been

reported from Taiwan.(27) The present
study showed that 28/38 (74%) of our
patients with CAH and 9/12 (75%) with -
CPH were HBsAg positive.

Because a more sensitive serologic
test for HBsAg such as radioimmunoassay
or additional tests for HBV investigation
such as anti-HBs and anti-HBc were
not available in this study, the prevalence
of HBV associated chronic hepatitis may
be slightly underestimated. Any how this
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finding is consistent with the other 2

studies(4’ 5) from Thailand which found
that 76 % and 88 % respectively of their
patient with CAH were HBsAg positive.
The prevalence of hepatitis B surface
antigenemia was 91% in CPH cases
reported from Ramathibodi hosptial using

(5)

compelment fixation test.

Several investigators have compared
findings in CAH with .and without
hepatitis B surface antigen. Differences
is sex, age and incidence of non-organ

specific immuno-serological markers have

been déscribed.(za’zg’so) Our finding

confirmed the predominance of male with
HBsAg positive CAH found in previous
studies, but not the higher age of patients
with HBsAg positive disease. Similarly,
the presence of non-organ specific
immunoserological markers in high titer
in HBsAg negetive patients, was not
substantiated. As the incidence of such
autoantibodies were present infrequently
and in low titers in both groups. HBV-
associated CAH is therefore indistinguisha-
ble from CAH not associated with HBV
by clinical and biochemical features.
The presence of ground-glass hepatocytes,
positive orcein stain for HBsAg in liver.
tissue is circumstantial evidence of an
HBV etiology. Natural history of HBsAg
positive CAH has been incompletely
described. Initial observation suggested
a slow progression of the untreated

disorder in comparison with HBsAg

negative CAH.(zg) Subsequent  studies,

however suggested a more aggressive
course, with poor response to treatment

<
i!ﬂ'lflslﬂiﬂll'l‘lfﬁ‘li

programmes with prednisone and azathio~

(30,81,32)

prine. About one half to two-

thirds of the patients developed cirrhosis

within 2-5 years(5’17), 6 of the 57

patients died within 10 years of diagnosis,

(38)

and one from hepatocellular carcinoma.

Summary : The clinical, biochemical,
immunological and histological features
in twelve patients with chronic presistent
hepatitis, 18 patients with chronic active
hepatitis of moderate activity and 20
patients with chronic active hepatitis of
severe activity were compared. Young
males were predominated in all 3 groups
of the patients, and 74% of patients had
positive HBsAg in their sera. Of the 38
patients with chropic active hepatitis,
the duration of hepatitis was statistically

‘different between HBsAg positive and

HBsAg negative patients (P < .05).
Asymptomatic patients were found more

often in HBsAg positive patients than
in the negative ones (P <.05)

Histologically, piecemeal necrosis,
portal fibrosis with fibrous bridging,
cirrhosis and cholestasis were found more
frequently in 2 groups of chronic active
hepatitis patients than in chronic persis-
tent hepatitis patients. These histological
difference would be of help in differentia-
ting between chronic persistent hepatitis
and chronic active hepatitis.
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Wilairatana and his staffs in the gastroen-
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from their patients.
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Table 1. Hepatic lesions in 50 patients :
No (%)
Chronic persistent hepatitis 12 (24%)
Chronic active hepatitis (activity moderate) 18 (36%)
Chronic active hepatitis (activity severe) 8 (16%)
Chronic active hepatitis ¢ cirrhosis 12 (24%)
Orcein stain positive 7 (14%)
Serum HBsAg positive 37 (74%)

Table 2 Hepatic Lesions in Liver Biopsies

_ _ CAH (Severe +
/ CPH (N=12) CAH(Mod) (N=18) Cirrhosis) (N=20)
' No. Cases (%) No. Cases (%) No. Cases (%)

Inflammation

Portal 11 (92%) 18 (100%) 20 (100%)

Periportal 0 (0) 18 (100%)" 20 (100%)"

Intralobular 10 (83%) 7 (39%)° 4 (20%)""
Hepatocellular Necrosis

Focal Necrosis 11 (92%) 7 (39%)° 4 (20%)*

Piecemeal (Periportal) 1 (8%) 14 (78 %)™ 18 (90%)™*

Bridging Necrosis 0 (0% 0 (0%) 0 (0%
Fibrosis

Portal 6 (50%) 8 (44%) 4 (20%)

Portal with fibrous Bridging 0 (0%) 5 28%)" 15 (75"
Cirrhosis 0 (0% 0 (0% 12 (60%)*
Cholestasis 1 (8%) 6 (33%) 10 (50%)°
Acidophilic Body _ 3 (25%) 5 (28%) 9 (45%)
Orcein Stain Positivity 2 17(%) 1 (5%) 4 (20%)

* - P<.05 VS CPH
** = P<.005 VS CPH

Compaired test by t—test of proportion.
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Table 8 Clinical features
1 11 1]
CPH CAH (Moderate) CAH(severe)+cirrhosis
(n = 12) (n = 18) (n = 20)
Age, year (mean = SD) 26.33 +9.75 36.83 +=12.442 - 43.40 +10.772
Sex, male 9(75%) 12 (67 %) 18 (90 %)
Duration of hepatitis, months 18.25 +11.30 10.22 £ 13.322 7.90 + 5.792
(mean*SD)
Serum HBsAg" ‘ 9 (75%) 12 (67%) 16 (80)
Asymptomatic 5 (42%) 5 Q8% 1 (5%)
Clinical hepatitis 7 (58%) 13 (72%) 16 (80%)
- prolonged hepatitis 1 (8%) 9 (50%) 8 (40%)
— recurrent hepatitis 6 (50%) 4 (22%) 8 (40%)
Decompensated cirrhosis 0 (0% 0 (0%) 3 (15%)eb

a:p<005 Vs grl
b:p<0.05 Vsgrll

Table 4 Biochemical and Immunoserological findings :

1 1 I
CPH CAH (Moderate) CAH (severe)-cirrhosis
(n = 12) (n = 18) (n = 20)
Bilirubin (0.1-1.0 mg/dl) 3.4l'i 3.55 1265 = 14412 10.32 = 10.362
Alkaline phosphatase 44,58 + 21.67 5627+ 34.12 52.15 £ 21.01

(9-351u)

SGPT (upto 35 KU) 285.33 = 478.37 471.66 £ 558.20 302.36 += 353.73

Albumin (4.3-5.7 gm/dD) 40 = 0.81 345+ 1.06 321 0.79

Globulin (1.2-3.5 gm/dl) 3.30 & 0.85 377+ 1.08 3.94 - 0.94a)
7-Globulin (1.5-1.8 gm/d) 1.76 = 0.28 222+ 054 2.48 £ 0.76%b
Prothrombin time 9590 £ 0.28 86.15 +  11.472:}b

94.00 = 6.27

(80-100 % control) '
ANA (>1 :10)
SMA (>1 : 10)
AMA(>1 : 10)

21/4 (14%)
2/14 (14%)2
2/14 (14 %)2

3/9 (33%)
0/9 (0%)
0/9 (0%)

4/16 (25%)
2/16 (13%)
1/16 (6%)®

a:p<005 Vsgrl
b:p<005 Vs grll
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Table 5 Contrasting features between HBsAg+ and HBsAg— CAH

HBsAg® CAH HBsAg CAH Student’s
= 28) (n = 10) t—-test
Clinical feature
Sex, Male 26 (93 %) 4 (40%) P< .05
Age, Yr (mean + SD) 3392+ 11.80 40.10 +£9.72 NS
Duration of hepatitis, month 10.89 + 10.32 3.70 + 1.15 P <.05
(mean + SD)
Asympiomatic 7(25%) 0(0%) P<.05
Clinical hepatitis 19 (68 %) 9(90%) NS
Decompensated cirrhosis 2(7%) 1010%) NS
Biochemical features
Bilirubin, mg/dl (Mean + SD) 9.20 + 11.43 14.84 +12.17 NS
AP, Iy (Mean £ SD) 57.46  24.48 71.60 + 41.18 NS
SGPT. Ky (Mean + SD) 352.30 + 447.64 343.80 - 258.64 NS
Albumin, g/dl (Mean * SD) - 341 +0.86 3.28 +£ 0.64 NS
Globulin, g/dl (Mead & SD) 3.98 £ 09.3 3.71 < 1.11 NS
7-globulin, g/d! (Mean £ SD) 2.56 > 0.63 2.17 > 0.63 NS
Immunoserological feature
ANA pos (> | : 10) 4/22 (18 %) 2/8 (25%) NS
SMA pos (> 1 ° 10) 3/22 (14 %) 1/8 (13%) NS
AMA pos (> 1 : 10) 1/22 (5%) 2/8 (25%) NS
Histological features
CAH (Moderate) 12 (43%) 6 (60%) NS
CAH (Severe) 6 2Q1%) 1 (10%) NS
CAH + Cirrhosis 10 (36%) 3 (30%) NS
( ) : percent, NS : not signilicant
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