UNAREa

% [
o d 1 o d

NzSevanAtulsAsensedalmNEaUNRIRATwNEaALEaUNEHIE  Lazin1TanLEULSas

3

©

[
o d

Foaviaaiwinaw lunsinuih §3sevianisesadeuunungesit JAK, STAT3 luigasuzse
viavns  Fodwianfunumdidsenszuannissniusaznnieonzse  wan1sAnwanud 81s
proinflammatory cytokines 1awn interleukin-6 Waz interferon-y mN'liﬂﬂi:@”%ﬂ'l’iﬁ'lmuﬂaﬁa
JAK/STATS  TnizasuziSonaunals  Zeusnnalnefinisifindwansszaulusiis  phosphorylated-
STAT3 @15 cytokine a1ansmnnieainldfinsuanaanaasiuiiifiesdaiunisdnisunaznisiia
nz159LALA inducible nitric oxide synthase (INOS) WAz intercellular adhesion molecule-1 (ICAM-1)
Windn  wananHhEns cytokine SeannnsaLreinlRigasNzSwiawnATnsIARa WAL NAwaE 95
HedANaaEme  N19ANYINAaIENsEUEeIE  JAK/STAT wuustuwzlaud  AG490  uas
piceatannol WU'ﬂWﬂ’]'ﬁﬁg\‘iﬂaﬂﬁﬁQﬂégvﬁalgﬁﬂ’]'iuﬂﬂ\‘iaﬂﬂ‘ﬂmﬁ% iNOS waz ICAM-1 findiensinlne
cytokine 16 WaARIIALABEIUNUINIDIIT JAK/STATS Elu,maﬁmf%wiafi’]ﬁium‘smuaummamaaﬂ
20985 INOS Waz ICAM-1  soundd JAK/STAT3 Sefwinanelnalunisesngnizeaailiosn
vioshwnSeodnaluowianls

Cholangiocarcinoma (CCA) is a highly malignant adenocarcinoma originating from the
cholangiocytes. Chronic inflammatory disorders of the biliary tract predispose individuals to the
development of this cancer. In this study, we have determined the role of JAK/STAT3 signaling
pathway in CCA cell as this pathway is critical in inflammation and carcinogenesis. The results
showed that cytokine mixture (interleukin-6 and interferon-y) treatment could activate the STAT3
signaling cascade in CCA cells demonstrated by increased levels of phospholyrated-STAT3 protein
(p-STAT3) in both whole cell lysates. The expression of inducible nitric oxide synthase (iNOS) and
intercellular adhesion molecule-1 (ICAM-1), the key molecules involving in inflammatory and
tumorigenesis processes, was strongly induced by treatment with the cytokine combination in
relation to the activation of STAT3. Cytokine treatment also significantly stimulated CCA cells
migration. Detailed molecular analyses revealed that pretreatment of cells with specific JAK
inhibitors, AG490 and piceatannol, diminished cytokine-induced iNOS and ICAM-1 expression in a
dose-dependent manner, suggesting a role of JAK in cytokine mediated iINOS and ICAM-1
expression via STAT3 activation in CCA cells. Taken together, inhibition of STAT3 pathway could be

valuable targets for prevention or treatment against CCA.



