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|NTRODUCT|ON RESU LTS Figure 1. Temporal and spatial activation of HSCs Figure 2. Peritumoral HSCs suppress, and Figure 3. ICC-ptHSC interaction induces Vcam1
in mouse and patient ICC tumors. intratumoral HSCs promote, ICC cell growth. upregulation in tumor cells.
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ChOIangiocarCinOma (ICC). is the 2"9 most « There is a wide activation of HSCs A Pt Tumor 1 Pt Tumor 2 PT Tumor 3 B ~ICCallografttumors A 3D T-SpherOId 3D T+HSC-SpherOId
common hepatic tumqr after hepatocellullar in the tumor and surrounding liver LRy  Tumor | o ..... . 332;:2:3E§C &
carcinoma (HCC) that is characterized by its tissues in ICC patients. ' s : o ATgad

highly desmoplastic stroma. This has led to

iInvestigations on cancer-associated fibroblasts
as well as hepatic stellate cells (HSCs), the
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HSCs are activated in a temporal-
and spatial-specific manner during
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progression. Findings from these studies remain both tumor core and tumor-
inconsistent on whether the fibrotic components surrounding liver at later stages.

function to promote or restrain ICC progression.
Qne of tthe pote_ntli\rl] rteatsr?ns acciog.ntmgdfcc)jr thlst with tumor cells) promote ICC S WO s B
InConSIS enCy IS a ese S U IeS I nO grOWth, however, ptHSCS (HSCS 1-mon allograft 3-mon allograft

. . . " Tumor core Tumor border Tumor core Tumor border
d|ﬁ_erent|ate the fibrous _Compon_ents _regardmg surrounding the tumor mass) (d): small disseminating clones on tumor border. (C) ZsG
their temporal and spatial relationship to ICC exhibit a strong suppressive effect . images of the lung metastases of the tail vein injection model

development. The liver is one of the few internal S _ Top—>  T-spheroid ~ T+HSC-spheroid | Negetd /) | Bottom Top treated with IgG or Vcam14, (D, E) Vcam1Ab treatment
P ' on ICC QFOWth- B Wi o] 28 e REEN R s 100 ' ' e reduces lung met size (D) and increases the number of small
organs that are developmental equipped with a Prolonged ICC-ptHSC interaction ' ' 5 1P lung metastases (E). (H) H&E, ZsG, Vcam1/aSMA IHC on
complex damage-response machinery to protect elicits tumor cell invasion and the lung mets in (C) showing decreased Vcam1 level in
its vital function in metabolism. Considering that dissemination. DTCs and colocalization of Vcam1* and aSMA* regions.
nearly every chronic liver condition eventually
results in liver fibrosis, it is conceivable that a
growing malignant mass will elicit various
fibrotic responses Iin the liver during its dynamic regulation of the growth : | :
progression, resgltlng in a dynamlg tumor-liver and dissemination of metastatic ook 8o 3-mon alograf 3 e oy e (O3 Posemt
interaction that dictates tumorigenesis. ICC in both liver and lung. S oo T ® s | oea) p T A
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images of the orthotopic tumors treated with IgG or Vcam14®,
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Vcam1 is upregulated in the tumor
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first efforts to map liver host response to this rare
but deadly cancer, providing new scientific insights
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