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Abstract

In a 49 year old male, a chronic alcoholic with hepatomegaly, a subcapsular nodular lesion was detected in the right 

lobe of the liver. On � ne needle aspiration cytology, hepatocellular carcinoma was considered. Excision of the lesion 

showed features of nonclassical focal nodular hyperplasia with large cell dysplasia that caused the diagnostic dilemma 

on cytology. 
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Focal nodular hyperplasia (FNH) of the liver is a 

well described entity in its classical form. The 

nonclassical forms include telangiectatic FNH, mixed 

hyperplastic and adenomatous form, and FNH with 

cytologic atypia1. The atypical hepatocytes have enlarged 

nuclei with irregular nuclear contour, hyperchromasia, 

coarse granular chromatin and conspicuous nucleoli 

in FNH with cytologic atypia1. Fine needle aspiration 

cytology (FNAC) of FNH with cytologic atypia has 

to be distinguished from hepatocellular carcinoma 

(HCC) both well-differentiated, and � brolamellar 

type. Ancillary studies are of value in the differential 

diagnosis.

Case Report

A 49 year old male presented with generalized 

weakness and vomiting since one month. He had two 

to three episodes of nonbilious vomiting every second 

or third day. It was not coffee ground in colour. There 

was history of epigastric pain, loss of weight and loss of 

appetite. Patient was a chronic smoker and alcoholic for 

the past 20 years consuming about 100ml of alcohol per 

day. There was no history of jaundice in the past. 

On per abdominal examination, liver was enlarged 4 cm 

below the right costal margin and was tender. There was 

no splenomegaly. All other systems were within normal 

limits. 

The following investigations were done. Liver function 

tests were normal. Hepatitis B surface antigen and 

Hepatitis C virus antibody were negative. Stool for 

occult blood was negative. Haemoglobin, bleeding time, 

clotting time, prothrombin time and platelet count were 

within normal limits. Ultrasonography showed enlarged 

liver with fatty and inhomogenous echotexture. A 

solitary, irregular solid hypoechoic lesion was detected 

subcapsularly on the anterior surface of right lobe of 

the liver measuring 2.6 x 1.4 cm in size. It was sampled 

using a � ne needle for cytological evaluation. 

Cytology � ndings: The smears were moderately cellular 

and showed hepatocyte groups with fatty change and 

large syncytitial fragments with traversing capillaries 

composed of large hepatocytes with pleomorphic 

hyperchromatic nuclei and prominent nucleoli (� g 

1). Intranuclear cytoplasmic inclusions were evident. 

An occasional group was rounded and bordered by 

a discontinuous endothelial lining. No bare atypical 

nuclei were seen. No ductal epithelial cells were 

seen. A diagnosis of HCC was considered and serum 

alpha-foetoprotein was requested, and was found to be 

normal. 

Due to uncertainity of the diagnosis, excision of the 

mass was done and sent for histopathological study. 

Incidentally, a small gray-white nodule was found in 

the left lobe of the liver which was also removed. 

Gross pathology: An irregular tan coloured liver tissue 

with subcapsular nodular mass was received totally 

measuring 3×2×1 cms. Cut surface showed a sharply 

demarcated gray-white focal cirrhosis-like multinodular 
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lesion measuring 2.5 cm in its maximum dimension (� g 

2). The left lobe lesion consisted of a gray-white small 

nodule 0.75 cm in size.

Histopathology: The nodules were made up of enlarged 

hepatocytes arranged in two cell thick trabeculae. The 

nuclei were hyperchromatic with prominent nucleoli. 

Fatty change and intracytoplasmic Mallory hyaline 

was observed. Intranuclear cytoplasmic inclusions 

were prominent. The nodules were encircled by � brous 

septae which were in� ltrated by lymphocytes (� g 3). 

There was no bile duct proliferation. However, abortive 

ductule formation was seen at the interface between 

hepatocytes and the � brous region. Thick-walled blood 

vessels with � bromuscular hyperplasia were seen in 

the � brous septae. The reticulin stain showed a regular 

reticulin framework. The nodule from left lobe of the 

liver showed features of bile duct adenoma.

A � nal diagnosis of nonclassical FNH of right lobe of 

the liver with large cell dysplasia and concomitant bile 

duct adenoma of the left lobe was made.

Fig 1: Cytology smear showing jagged syncytial groups 

of hyperchromatic pleomorphic hepatocytes. 

The cell spread is poor and there are no atypical 

bare nuclei in the background (Pap stain × 400)

Fig 3: Histopathology showing � brous septae with 

lymphocytic in� ltrate encircling nodules 

composed of thin trabeculae of hepatocytes 

with fatty change and nuclear atypia (Masson 

trichrome stain × 100)

Fig 2: The excised liver tissue showing multinodular, 

focal cirrhosis-like lesion
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Discussion

FNH of the liver can be seen at any age, however 

most cases are seen during third to � fth decades of 

life. It shows a female predominance1,2. In males, it is 

particularly associated with alcohol abuse2. Atypia of 

large cell type is rarely described in FNH1. Two cases 

of FNH with cytologic features suf� ciently atypical 

to warrant a diagnosis of carcinoma is documented. 

However, neither of these cases metastasized3. FNH 

with cytologic atypia and associated alcoholic hyaline 

is reported4. In a comprehensive pathologic study of 

FNH, among 305 lesions, atypia was found in only eight 

lesions. Along with atypia, alcoholic hyaline was seen 

in four cases1. In a series of � ve cases of FNH studied 

on FNAC none showed atypia5. 

In the present case FNAC of FNH of the liver with large 

cell dysplasia was interpreted as HCC. Flat clusters 

of hepatocytes with irregular jagged edges and no 

peripheral endothelial wrapping are characteristic of a 

benign lesion. The presence of ductal epithelial cells 

favour a benign lesion, however its absence does not 

exclude FNH. The cytologic features more strongly 

associated with HCC are three-dimensional cohesive, 

rounded, smooth edged clusters and trabeculae with 

peripheral wrapping of endothelial cells, well de� ned 

capillaries traversing tissue fragments, increased 

nuclear/cytoplasmic ratio, irregular nuclear contour, 

and atypical bare nuclei6,7. Focal transgression of 

capillaries can be seen in benign lesions. Nuclear atypia 

led to a suspicion of HCC in the present case. However, 

on review the cell spread was poor. Gross inspection 

of the smear gives an important clue to the diagnosis. 

Poorly spread rigid tissue cores are seen in benign 

lesions versus � ne granularlity of the smear in HCC. 

The smear characteristic correlates with their reticulin 

status on histology8. There were no atypical bare nuclei, 

one of the most important feature of HCC6,7. Also the 

architectural features were not supportive of a diagnosis 

of HCC. The cell groups were jagged, the trabeculae 

were thin and there was no signi� cant smooth rounding 

up of the cell groups. Silver impregnation stain on 

cytology smear is useful to distinguish abnormal growth 

of regenerating hepatocytes from HCC. Reticulin 

framework is present in hepatocellular adenoma, FNH 

and cirrhotic nodules, in contrast to HCC which shows 

scarce or absent reticulin9. In this case reticulin stain 

was not done on cytology smear. On histopathology the 

reticulin framework was normal. Fibrolamellar HCC 

resembles FNH grossly, however, cytologically there is 

a discohesive pattern in � brolamellar HCC composed 

of large polygonal cells with eosinophilic granular 

cytoplasm with distinct borders resembling the Hurthle 

cells in thyroid aspirates. They have a central round 

nuclei displaying a huge nucleolus. Intracytoplasmic 

pale bodies and hyaline inclusions are additional 

helpful features. Trabecular arrangement is not seen 

in � brolamellar HCC. Fragments of � brous lamellae 

may be seen as in FNH, but the cytologic features are 

distinctive10. 

Conclusion

To conclude, atypia in FNH may be mistaken for 

HCC on FNAC. Close attention should be paid to 

architectural and cytological features. Ancillary studies 

like serum alpha-foeto protein and reticulin stain on 

cytology/cell block preparation are of value in the 

differential diagnosis. To the best of our knowledge, 

such a case of nonclassical FNH with clinical and 

cytohistopathological correlation is not recorded in the 

literature. The association of nonclassical FNH with 

bile duct adenoma may be just an incidental � nding. 
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