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Cholangiolocellular Component Predicts a
Biologically Distinct Subgroup of Mass-Forming
Intrahepatic Cholangiocarcinoma
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ABSTRACT

Cholangioboce/lular carcinoma (C1C) s a histopathological varianl of primary Bver lumor with unigue morphologies, and in-
trahepatic cholangiocarcinomas (I0CAS) frequently conlain a CLC component; bowever, the biodogical characteristics of 10CA
wilh CLC remain undescribed. In this study, 36 mass-forming 1ICCAS (MFACCAS) histobogically small-doct Lype 1CCA, were
classified inlo CLCTH) BOCAS and CLCI-)ICCAS by the presencesabsence of the CLEC componenl. Two genelic subgroups were
penerated using highly expressed genes tn CLOHE) 10CA and CLO(-) B0CA. As the results of chinicopathological and penetic
analyses, CLC(+) BOCA had better overall survival and wpregulation of stromal- and oxidation-related genes, wheneas CLCI-)
1A showed upregu lation of profiferation- and hy poxia-relaled genes. Two genetic subgroops ol 1ICCA were Identifed: 10CA-G1,
which was related o CLC, and 10CA-G2, which was unrelated o CLC. BOCA-G1 comprised all 14 CLOGH) 1I0CAS [CLCH)
G1] and 7 of 19 CLO-) BOCAS [CLO-)G1], whereas 1ICCA-GI was composed only of CLC-) 1CCAS [CLO-MEZ]. CLOH)GT
and CLC-E exhibited similar palterns of somatic gene allerations compared with CLO-)G2. Anglogenests-relaled penes
were upregulated in CLOGHG, and the nomber of lumor vessels was larger In CLOGHMG, followed by CLC-ME1, compared
wilh CLO-)G2. Further, P77 {encoding osteopontin) was identified as a highly expressed angiopenesis-relaled gene in CLCE)
1CCA. Immunohistochemical expression of osleopontin was high in CLOE) 10CA, showing apical andfor cyloplasmic expres-
shon pallerns, which should [acilitale the histopathological classification of 10CA-G1 and 1I0CA-GZ. CLC component 15 uselul
lor predicting a distincl genelic subgrooup of MFACCA with better prognosts, high angiogenests, and difTerent gene alleration
pallerns, Indicating dilferent carcinogenic pathways of MEICCA.
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