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We previously reported that chemokine CXCL14/BRAK (BRAK) has antitumor

activity in several carcinoma cells, and we also indicated that secretion of BRAK was
suppressed in carcinoma cells. Meanwhile, Ras-homologous-small-GTPase (RhoA) and
Rho-associated coiled-coil-containing protein kinase (ROCK) are important regulators
of secretory processes, and activation of the RhoA/ROCK signaling pathway also
stimulates tumor invasion and metastasis. We investigated the effects of fasudil which
is a specific ROCK inhibitor on BRAK secretion and tumor progression in
mesenchymal fibrosarcoma cells (MC57). We demonstrated the antitumor activity of
secreted BRAK using MC57 transplantation of BRAK in overexpressing transgenic
mice. Further, to eliminate the influence of change in the mRNA expression of
endogenous BRAK, we produced stable MC57 cell lines expressing BRAK
(MC57-BRAK) or mock vector (MC57-MOCK). Fasudil significantly increased BRAK
secretion by MC57-BRAK cells in a dose-dependent manner. To determine the effect of



fasudil on tumor growth, MC57-BRAK and MC57-MOCK cells were transplanted into
wild-type mice. Fasudil treatment suppressed tumor growth only in mice that had
received MC57-BRAK cell allografts. These results indicate that fasudil inhibits
fibrosarcoma growth by stimulating BRAK secretion and suggests that fasudil therapy

might have clinical efficacy.
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