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Eribulin suppresses clear cell sarcoma growth by inhibiting cell proliferation and inducing

FREA | melanocytic differentiation both directly and via vascular remodeling
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(B 89(Purpose)])
Clear cell sarcoma (CCS) is a rare but chemotherapy-resistant and often fatal high-grade soft~tissue sarcoma
characterized by melanocytic differentiation under control of microphthalmia—associated transcription
factor (MITF). Eribulin mesilate (eribulin) is a mechanistically unique microtubule inhibitor commonly used
for STS treatment, particularly liposarcoma and leiomyosarcoma. In this study, we examined the antitumor

efficacy of eribulin on four human CCS cell lines and two mouse xenograft models

(5% (Methods) ]
We Tirst evaluated the potential antitumor effects of eribulin in vitro and in vive by using cell proliferation
assays, Tlow cytometric analysis, immunoblot analysis and a mouse xenograft model. Next, we explored the
underlying molecular mechanisms of eribulin—induced melanocytic differentiation. Furthermore, we investigated
the impact of eribulin—induced vascular remodeling on tumor differentiation and CCS cell growth. Finally
to examine whether MITF expression is involved in the cytotoxic effect of eribulin on CCS cells, MITF was

silenced employing siENA transduction in CCS cells.

(Aef Results)]
Eribulin inhibited CCS cell preliferation by inducing cell cycle arrest and apoptosis, shrunk CCS xenograft
tumors, and increased tumor vessel density. Eribulin-induced MITF protein upregulation and stimulated tumor
cell melanocytic differentiation through ERKI/2 inactivation (& MITF negative regulator) in vitro and in vive,
Moreover, tumor reoxygenation, probably caused by eribulin—induced vascular remodeling, attenuated cell growth
and inhibited ERK1/2 activity, thereby upregulating MITF and prometing melanocytic differentiation. Finally,
down~regulation of MITF protein levels modestly debilitated the antiproliferative effect of eribulin on CCS

cells.

% 5 (Conelusion)]
Taken together, eribulin suppresses CCS through inhibition of cell proliferation and promotion of tumor
differentiation by acting both directly on tumor cells and indirectly through tumor reoxygenation. Eribulin
gives rise to non—mitotic effects on residual tumor such as alteration of differentiation status and tumor
microenvironment, following anti-mitotie, cytotoxic activity. The complexity of these antineoplastic
mechanisms suggests beneficial therapeutic pessibilities of combination anticancer regimens including

eribulin.
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POAMIIE AT (LAFCCS) 3R A R FEWS-ATFHIZ & Dnelanocyte~dD 4 LT % 77 3 i BRI ER TS TH 5.
Eribulinbd20 1648 2R IE THREGER S /2> U NEREAMERTH 5. ((SEHF D TH B0, TOHREHSH
Tz, AR TiE, b RCCSHIREEE M TEribulin OHIELRE TOERABFIZ DN THRE LA, Eribulinkd
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