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Elugidation of the role of FSTL3/Activin axis in the development of obesity-induced
iabetes
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FSTL3/Activin axis

We have identified FSTL3 as an adipokine whose expression starts increasing at
the very early stage of obesity. Adenovirus-mediated gene transfer of FSTL3 in mice resulted in impaired
glucose tolerance, while suppression of FSTL3 by an antisense oligonucleotide or a neutralizing antibody
improved it in obese diabetic mice. On the other hand, Adenovirus-mediated gene transfer or
administration of Activin B, which is known to bind to FSTL3, markedly ameliorated impaired glucose
homeostasis in obese diabetic mice. We have found that this beneficial effect of Activin B is mediated
through enhancement of insulin secretion, suppression of hepatic gluconeogenesis and improvement of
insulin sensitivity. These data suggest that modulation of FSTL3/Activin axis may be a promising
therapeutic strategy for the treatment of obesity-induced diabetes.
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