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A study of molecular mechanisms by which D-dopachrome tautomerase improves insulin
resistance in obesity

IWATA, Takeo

4,000,000

D DOT
DDT DDT 16

DDT DDT 16
DDT VEG
F-A SEPP-1 DDT c-Fos
LNO3

D-dopachrome tautomerase (DDT), an adipokine, improves insulin resistance in
obesity. To clarify the mechanisms, we performed analysis using transgenic mice overexpressing DDT in the
adipocytes (TG mice), identification of genes whose expressions change in DDT-knockdown preadipocytes,
and investigation of molecular mechanisms by which DDT inhibits adipogenesis. TG mice fed high fat diet
tended to inhibit the insulin resistance. DDT-knockdown in adipocytes decreased expression of VEGF-A that
was reported to accelerate insulin resistance, and increased expression of SEPP-1 that inhibits insulin
signals in the adipose tissue and skeletal muscle. Adipogenesis inhibited by DDT was specific in a human
preadipocyte cell line, SGBS cells. Expressions of LMO3 and c-Fos were decreased in SGBS cells treated
with DDT in the presence of glucocorticoid, suggesting that these genes may be involved in adipogenesis
inhibited by DDT in human preadipocytes.
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