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ABSTRACT
Background: Liver being the vital organ
metabolising and detoxifying chemicals, bears the
brunt of injury, which continues to change as we have
evolved. Liver Biopsy is an effective tool providing
insights of the various liver diseases. It not only
provides etiological diagnosis, but aids in therapeutic
decisions, determines progression of various
diseases, response to therapy and prognosis
Aim: The aim of the present study is to upgrade and
understand the trends of liver disease, in present era,
their spectrum, frequency and demographics of liver
diseases at a tertiary care centre.
Materials & Method: A retrospective review of
histopathological report of liver biopsies received in
department of Pathology (Histopathology section) for
a period of two years from November 2017November2019
Results: The non-neoplasic lesions as seen on
histology were 54.6% (n=53) and neoplastic lesions
were 45.3% (n=44). 29.89% cases were of
metastasis, 8.24% cases extrahepatic biliary atresia,
5.15% glycogen storage disease, 5.15%
granulomatous lesions. Maximum number of liver
lesions occurred in 46-60 yrs of age and the male to
female ratio was 1.02:1.
Conclusions: Hepatic Lesions predominantly
occurred within 46-60 yrs of age with slight male
preponderance. Metastasis was the most common

neoplastic lesion while extrahepatic biliary atresia
was the most common non neoplastic lesion.
Keywords: Liver, biopsy, extrahepatic biliary atresia,
metastasis, lesion
INTRODUCTION
Liver is probably the one organ that is more frequently
subjected to various clinical and invasive
interventions for diagnosis and management of not
only hepatic diseases but also of several systemic
1
ones • The outlook of hepatobiliary disorders has
undergone tremendous change with the advent of
2
better diagnostic techniques • However, despite great
improvement in diagnostic imaging procedures and
immunologic testing, light microscopic examination
of liver tissue is invaluable for diagnosis and follow
up of many liver diseases. The final diagnosis is based
on an integrated use of clinical presentation,
biochemical, serological, histopathological finding
and imaging characteristics. Special stains and
immunohistochemistry is at times crucial for the
definite classification of liver disease. The aim of the
present study is to determine the spectrum, frequency
and the demographics of liver diseases at a tertiary
care centre. However, these hepatic lesions are
diverse in their behavior from being indolent to the
rapidly fatal. This diversity makes it critical to
accurately diagnose, stage, and treat them
appropriately to improve prognosis and reduce
morbidity
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MATERIALS & METHOD
A retrospective study was performed at a tertiary care
centre from November 2017 to November 2019.
Total 97 cases were selected. In all patients abnormal
liver function tests and clinical presentation were
indicative of liver disease. Detailed history was taken
including age, gender of patient, biochemical test,
serological test (if any done), sonography or other
imaging reports were obtained. Biopsy for
histopathological examination (percutaneous biopsy)
was performed in all the patients for diagnosis of
lesion . Excision biopsy specimens were also
included. Haematoxylin & eosin stained sections
were examined for microscopic features. Special
stains like reticulin, Masson trichome (MT) and PAS
stains were used wherever necessary. IHC stains were
applied as and when required. The lesions were
classified on the basis of non-neoplastic and
neoplastic pathology.
Data was collected and entered in MS Excel 2010
software. Pie chart and clustered column charts were
also plotted as and when required for an easy
understanding of this study
RESULTS
A total of 97 cases were identified in the period of
November 2017 to November 2019 .Out of the total
97 cases, 54.6% (n=53) were benign, 45.3% (n=44)
were malignant (Table 1, Figure 1). We have reported
a spectrum of 7 different type of non-neoplastic
hepatic lesions under the categories-infections
lesions, hepatitis, cholestatic pathology, fibrotic
lesion, cystic lesions, metabolic lesions & others on
the basis of their histology. (Figure1, Table 1)
Non-neoplastic lesions were more common in males
(56.6%) ( Figure 2). 49% (n=26) of these occurred
between 0-15 years of age. Most common of these
were extrahepatic biliary atresia constituting 15%
(n=8) followed by glycogen storage disorder
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constituting 9.4% (n=5)
Neoplastic lesions were more common in females
(63.6%) (Figure 2). 36.3% (n=16) of these occurred in
>60 years of age.
Most common of these were metastasis, constituting
65.9% (n=29) followed by HCC constituting 20.45%
(n=9)
Among the non-neoplastic lesions most common was
cholestatic pathology 35.8% (n=19). Extrahepatic
biliary atresia was the predominant lesion
constituting 15.09% (n=8) of all the non-neoplastic
lesion. Neonatal hepatitis and PFIC (Progressive
Familial Intrahepatic Cholestasis) Type 2 lesions
were also seen in children constituting 10% and 4%
respectively.
Unclassifiedcholestasis constituted 7.5% of all the
non neoplastic cases (n=4). These included a case of
pancreatitis, cholestasis associated with gallstones
and a case of drug induced cholestasis (tamoxifen).
Single case of choledochal cyst was seen in a 11 year
old male child leading to extrahepatic cholestasis.
Hepatitis was the second most common non
neoplastic lesion constituting 13.2% (n=7).
Autoimmune hepatitis was the predominant lesion
constituting 5.6% (n=3). Viral etiology was
confirmed with orcein stein and serological reports in
a single case of acute hepatitis and chronic hepatitis
each. Alcoholic steatohepatitis presenting in the form
of chronic hepatitis were seen in two middle aged
men.
Cystic lesions were also 13.2% (n=7) of all the non
neoplastic cases. Hydatid cysts was the predominant
cystic lesion (8%, n=7).
Metabolic diseases predominantly glycogen storage
disease (9.4%, n=5) and infectious lesions, mostly
granulomatous (9.4%, n=5) constituted 12% each of
all the non-neoplastic lesions.
2

Changing Trends in Liver Diseases : a Histomorphological Insight
Table 1. Table showing age wise distribution of various lesions
Lesions

Age

0-15
Infectious
lesions

Granulomatous

1

Total

16-30
2

31-45
2

46-60

2

1

>60
5

Abscess
Hepatitis

Cholestatic
pathology

Fibrotic lesion

Cystic lesions

Metabolic

Benign

Malignant

Acute Hepatitis
Chronic Hepatitis
Autoimmune
hepatitis

3

5
1

NCPF
Cirrhosis

1

1

2

Is
4

1

Hydatid cyst
Polycystic
disease
Simple cyst
Glycogen
Disease
others

I2

1

1
1

Liver

storage

Hemangioma
Hepatic
adenoma
Hepatoblastoma
HCC
Metastasis

1

3
3

2

Extrahepatic biliary
atresia
Neonatal hepatitis
Cholestasis
(unclassified)
PFIC

Secondary
hemochromatosis
Nonspecific
Total

1

1

12

3
2
14
1

5

5

1

1

cell

2

1

2
1

3
4

1
11

3
13

2
0
28

15

3
9
29
2

18

19

1

1

20

97
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Cirrhosis & non-cirrhotic portal fibrosis were the
fibrotic lesion constituting 3.7% (n=2) & 5.6% (n=3)
respectively, the cause for cirrhosis identified in these
cases was namely alcohol .
The neoplastic lesions were divided into benign and
malignant. In benign lesions, hemangioma was the
only lesion seen constituting 4.5% (n=2). In the
malignant lesion metastasis was the predominant

lesion constituting 65.9% (n=29) of the neoplastic
lesions. The common site for metastasis as identified
from morphology, special stains and clinical history
were breast, lung and oral cavity. Hepatocellular
carcinoma was the second most common lesion seen
in 20.45% (n=9) of patients in the age group of31-45
yrs. Hepatoblastoma was the most common
malignant lesion seen in infants.

Figure 1. Pie chart representation of various liver lesions

Figure 2. Column chart showing sex wise distribution of
various liver lesions

Figure 3. Sclerosing HCC-a) Biopsy showing fibrous stroma in lamellar
fashion around neoplastic hepatocytes. b) High power view showing
neoplastic cells having abundant cytoplasm and intranuclear inclusions. c)
tumor cells arestrongly positive for glypican 3. d) Cells were negative for
CK20.

Figure 4. DLBCL Liver a) Biopsy showing diffuse growth with large round
cells.b) neoplastic cells showing nuclear crowding, overlapping and
smudging. c) tumor cells are LCA positive. d) tumor cells are CD20
positive. Tumor cells were negative for Hepar &PanCK

The RMJ: Volume-14, lssue-2, Sep 2020

4

Changing Trends in Liver Diseases : a Histomorphological Insight

IT]

GJ

IT]

Figure 5. Neonatal Hepatitis a)Low power view showing expanded portal
tracts and feathery degeneration of hepatocyes with giant cell formation. b)
High power depicts lobular disarray and focal bile ductular proliferation. c)
Massons trichome stain shows absence of portal fibrosis

Figure 6. Metastatic carcinoma (infiltrating duct ca) a) Low power view
showing tumor cells infiltrating the liver parenchyma in cords and sheets b).
tumor cells showing strong ER nuclear positive c). Tumor cells showing
strong PR nuclear positivity.

Secondary hemochromatosis was significant lesion
also seen constituting 2.06% ofall the cases.

breast, oral mucosa, lung and colon. These findings
3
are in concordance with studies done by Aggarwal
and Chawla4 .

DISCUSSION
Viral hepatitis, Alcoholic cirrhosis, Hepatocellular
carcinoma, metastatsis and a few inherited diseases
such as hemachromatosis or Wilsons disease has
doomed our nation and confined our knowledge of
liver diseases for years.
With the advances in present era, it is not only the
different external stimuli, but the advent of new
diagnostic techniques expanding our knowledge of
present diseases, that have lead to the diversity and
changing trends ofliver diseases.
Most common lesion observed was metastasis.
Metastasis was common in the females of 46-60 years
&>60 years of age. The primaries identified were
5

Second most common malignant lesion was also seen
in the adults and was primary hepatocellular
carcinoma (n=9). There was the history of alcohol
intake (n=4) and HBsAg (n=3). These findings
3
correlate with similar findings in Aggarwal and
Kosh/study. Microscopically, it showed trabecular,
pseudoglandular and solid pattern. Sinusoidal vessels
around tumor cells were seen. Well differentiated to
poorly differentiated, all types of cases were seen.
Variable histological features like intranuclear
pseudoinclusions, Mallory hyaline bodies and ground
glass change ofHbsAg were seen.
Few benign tumors were also reported. These were
hemangioma 2.06% and adenoma 1.03%. Benign
The RMJ: Volume-14, lssue-2, Sep 2020
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liver tumors are relatively rare, most of them are
6
haemangiomas •
In the present study maximum affected population
belong to the age group 0-15 years. Although male:
female ratio was 1.02:1, there was slight male
predominance. The youngest child included in the
study was life day LD 25. This was probably, as
paediatric lesions are more common in males. Also
because this is the largest pediatric hospital (800 bed)
in Rajasthan and third largest in India. Similar
7
findings were seen in a study done by Sachin Dohle •
In the pediatric population, most common lesion was
extrahepatic biliary atresia (EHBA) similar to the
8
study done by M.Y Leong • Second most common
lesion was metabolic liver disease like the study done
9
by K.P Sathe • While in Sathe study the most common
metabolic disease was glycogen storage disease. This
is probably because in infants, cirrhosis is most often
caused by biliary atresia and genetic-metabolic
diseases 1 °.
The cholestatic lesions were also common in the
pediatric population. Apart from EHBA, Neonatal
hepatitis was quite common. These findings are in
11
concordance with Sujay choudhary • Histologically,
it showed multinucleated giant cells, pseudoglandular
transformation, dilated canaliculi, inflammatory
infiltrates in hepatocellular lobules with necrosis,
mild portal tract fibrosis, bile ducts proliferation.
Progressive Familial Intrahepatic cholestasis (PFIC)
was also suspected clinically . Histological features
were corelated with clinical findings and IHC.
Microscopically,portal fibrosis and true ductular
proliferation with mixed inflammatory infiltrate and
disrupted liver architecture, hepatocyte necrosis,
giant cell change was seen. Thus, congenital disease
identification is a step forward in the diagnostic
approach to a patient, leading to reduction in patient
burden and improves the overall survival.
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4 cases of unclassified cholestasis were reported
where the aetiologies were gallstone, tamoxifen
induced, pancreatitis and a young female with
choledochal cyst. Although we got a single case of
choledochal cyst (1.03%), it was a common pediatric
liver disease in leong study.
Hepatitis was the next common category, observed in
7.21% (n=8) cases. Majority of the cases were of
autoimmune type in the females of 16-30 years of age.
We observed an increasing incidence of autoimmune
hepatitis reported in India as seen in other studies.
Amarapurkar in his study reported an incidence of
12
4.5% • This may be due to referral bias or due to
increased awareness among the clinicians to consider
it as a differential diagnosis of any type of liver
disease presentation, whether acute, chronic or
cirrhotic in female gender, with insignificant alcohol
intake history, negative viral markers and especially
12
in those patients without any risk factor for NAFLD •
All the cases were corelated with serological findings .
Chronic hepatitis was seen in 3.09% (n=3). These
were mostly due to viral etiology. Viral hepatitis is
now equated to a threat comparable to the "big three"
communicable diseases - HIV/AIDS, malaria and
1 3 1 4
tuberculosis ' •
Acute hepatitis was less common
(1.03%, n=l ). This is probably because biopsy is not
done routinely in acute liver disease, unless cause is
not identified.
The fourth common hepatic lesion found in this study
was infectious, mostly granulomatous (n=5).
Tuberculosis was confirmed in 4 cases with AFB
positivity. This further supports tuberculosis as the
major health care burden in our country even today.
Non-cirrhotic portal fibrosis (NCPF) was seen in
3.09% of cases. These findings support the findings in
a progress report on NCPF in gut which said the
largest number of cases of NCPF in the world have
15
been reported from India • NCPF is one of the
6

Changing Trends in Liver Diseases : a Histomorphological Insight

important causes of upper gastrointestinal
16
haemorrhage in patients of tropical countries •
Madhu et al evaluated causes of liver disease in
patients with unexplained intrahepatic portal
hypertension and concluded that 48% of it is due to
7 18
NCPF on liver biops/ ' • Cirrhosis was seen m
2.06% of cases. The aetiologies were alcoholic liver
disease, hepatitis B infection & primary biliary
cirrhosis. We saw a dramatically low incidence of
cirrhosis in the biopsies compared to other studies by
3
Aggarwal et al • This was probably because
alternative diagnostic methods have been validated
and have a good diagnostic accuracy similar to biopsy
in cases of cirrhosis. As a consequence, the use ofliver
biopsy has dramatically decreased in the last 10
19
years • But, liver biopsy is largely used in patients
with suspected liver cirrhosis of unknown aetiology
in order to confirm the diagnosis and expand on its
poss1'ble cause 19.
Among the cystic lesions, hydatid cyst was the most
common cyst (4.12%, n=4). Grossly, pearly white
cysts with clear fluid were received. On microscopy,
laminated avascular membrane is seen. Scolices were
also seen in single case. These findings are m
20
concordance with results of Mathur PN •
2.06% cases of secondary hemochromatosis were
also seen. Both of these were young children with
thalassemia, receiving multiple transfusions round
the year, leading to high iron levels in their blood.

adults, we are not only dealing with cirrhosis,
hepatitis or a few inflammatory lesions, a rise in
autoimmune hepatitis and NCPF cases is seen these
days. While, metastasis and HCC continue to be the
largest part of malignant spectrum, a rare case of
primary lymphoma is also seen. Hence, liver lesions
continue to evolve and widen the spectrum, making
studies like these necessary for awareness of
pathologists, clinicians and medical students.
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