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The mechanisms of arsenic-induced carcinogenesis via fibroblast senescence
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Although senescent cells themselves irreversibly stop proliferation, they
secrete multiple factors called senescence-associated secretory phenotype (SASP) such as cytokines,
chemokines, and matrix metalloproteinases. SASP is known to involve tumorigenesis. In this study, we

revealed arsenite exposure induced premature senescence and following SASP induction in human
derived hepatic stellate cell line (fibroblast-like) LX-2. Furthermore, high level of gene
expression of SASP factors were remained even after removing arsenite from culture medium. Thus, it
was shown that the effect of arsenite exposure persist even after exposure to arsenite has ceased.
The gene expression changes of SASP factors were also observed in human derived skin fibroblast cell

line HFb16d after arsenite exposure. Therefore, it is suggested that induction of SASP factors in
fibroblasts by arsenite exposure is involved in carcinogenesis.
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