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Pathology of Hepatocellular Carcinoma: Recent Update

Young Nyun Park, M.D., Ph.D.
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In recent years, growing number of literatures have supported the concept that large nodules usually found in

cirrhotic livers represent premalignant lesions in the setting of chronic liver disease. With the use of advanced

imaging techniques, nodules suspicious for malignancy have often been identified and resected. While some

resected lesions were found to be small hepatocellular carcinomas (HCCs), others were not. Some of these

non-malignant nodules were devoid of atypia, some had architectural or cytological atypia insufficient for a

diagnosis of HCC though they are suggestive of a premalignant state, while others contained microscopic sub-

nodules of HCC. In follow-up studies and series of explants from liver transplant centers, the occasional finding

of microscopic foci of HCC in the nodules was confirmed and significant associations with HCC elsewhere in

the same liver were established. Such findings suggested that these nodular lesions, which are referred as

“dysplastic nodules” (or adenomatous hyerplasia), are probably a frequent pathway in human hepatocarcinogenesis.

We discuss the pathological characteristics of dysplastic nodules and small HCCs. (Korean J Gastroenterol

2005;45:227-233)
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Fig. 1. Dysplastic nodule in hepatitis B viral cirthosis. Two nod-
ules (arrows) distinct from surrounding cirrhotic nodules in size
are easily seen; however, confirmation requires histological exa-
mination.
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Table 1. Features that May be Found in Low Grade and High Grade Dysplastic Nodules

Low grade dysplastic nodule

High grade dysplastic nodule

Normal architecture

Normal cytology or large cell change

Iron accumulation in otherwise non-siderotic liver
Iron resistance in otherwise siderotic liver
Diffuse fatty change

Copper accumulation

Diffuse small cell-change

Nodule-in-nodule lesions with small cell change
Iron accumulation

Iron resistance in siderotic nodule

Fatty change

Clear cell change

Mallory body clustering
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Fig. 2. Pathological features of low grade dysplastic nodule (A), high grade dysplastic nodule (B), well differentiated hepatocellular
carcinoma (C) and moderately differentiated hepatocellular carcinoma (D). Stromal invasion of tumor cells (arrows) into the entrapped portal
tracts are seen in hepatocellular carcinomas.

Fig. 3. Small hepatocellular carcinoma with distinct margin. The Fig. 4. Small hepatocellular carcinoma with indistinct margin. The
tumor shows an multinodular confluent gross feature with well de- tumor shows vaguely nodular gross feature without tumor capsule.
marcated margin.
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