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ﬂ: N A Background/Purpose: Intrahepatic cholangiocarcinoma (iCCA) and extrahepatic cholangiocarcinoma (eCCA) are clinically ONTE EURCPEAL
/J \ 7_ - \ ~ » E 7 gEB I7._\| E 7_ - -~ and genetically distinct. However, the classification of perihilar cholangiocarcinoma (phCCA) with an intrahepatic tumor mass SASTROENTENC G}
%) / d\ 75 b E ; I]_'I > —a'— % W ﬁ t ; L\J\ k} \ i —a'— a\ i) ;_ _: remains unclear. This study aimed to position phCCA near the hilar plate (hCCA) within an extrahepatic-intrahepatic frame- ueg
2 E o AY work using pathological and molecular analyses.
> — " Methods: Among 357 resected invasive CCAs, 100 hCCAs were histologically classified as either hCCA with (hCCA-M) or
}ﬁ % L i E% C - U E G V\/ e e k < U n I t e d E u r O p e a n hCCA without (hCCA-NM) a grossly evident intrahepatic mass. Transcriptomic comparison of 9 typical eCCAs and 39 mass-
forming iCCAs identified three contextual markers, which were examined by immunohistochemistry in 309 additional cases.
\\ Results: Among 100 hCCAs, 85 were hCCA-NM and 15 hCCA-M. Claudin 18 (CLDN18) and mesothelin (MSLN) were iden-
G a S t r O e n t e r O | O g y V\/ e e k [ j\ % { t %‘E l Faﬁ tified as extrahepatic contextual markers, and serpin family A member 1 (SERPINALI) as an intrahepatic contextual marker.
2023 CHFx N, HAREEF=TH
j:E N R % K whereas hCCA-M clustered with iCCA.
Conclusions: Gross intrahepatic mass formation indicates an intrahepatic contextual profile and provides a useful criterion

SERPINA1 was more highly expressed in hCCA-M than in hCCA-NM, regardless of micrescopic liver parenchymal invasion,
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'LL| — , T k/ \ i —a— ( )% '% ) for subclassifying hCCA. This contextual framework shows that hCCA-M and hCCA-NM represent biologically distinct tumor
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IZ N t ,{ \_‘j_ % whereas CLDN18 and MSLN were similarly expressed in both. Cluster analysis revealed that hCCA-NM clustered with eCCA,
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1 | Introduction unresectable at the time of clinical diagnosis [3]. Furthermore, a

o high rate of recurrence occurs even after surgical resection [4].

j— — 7 \/ 7 7 ,& Z Cholangiocarcinoma (CCA) is one of the most refractory cancers Chemotherapy is indicated for unresectable and postoperative
} and is on the increase worldwide [1]; moreover, there has been recurrence cases, but current chemotherapy drugs for CCAs,

little improvement in prognosis [2]. Surgical resection remains such as gemcitabine and cisplatin, are not sufficiently effective.

h tt p S . // d O i O rg/ 1 O 1 O O 2/ I' h b p 7 O O 7 7 the only radical treatment, but many cases are advanced and Recently, molecularly targeted drugs against specific genetic
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