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Combined hepatocellular-cholangiocarcinoma, intermediate-cell subtype (INT)
is a rare liver tumor and could even be misdiagnosed by trained liver pathologists. We aimed to
identify specific diagnostic markers of INT. We compared 4,7000 gene expression between HCC, iCCA,
and INT by cDNA microarray and identified 91 significantly up- or down-regulated genes. Malic enzyme

1 (ME1) was most significantly up-regulated. Histologically, the positive rates of MEL in INT,
iCCA, and HCC were 77%, 28%, and 62%, respectively. After scoring immunohistochemical expressions of
HepPar-1, ME1l, K7, and K19, composite score can discriminate between INT and HCC or iCCA. INT could
be discriminated from iCCA with high sensitivity (89%) and high specificity (88%). This can make
precise pathological diagnosis of INT in many institutes.
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