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We used a KK-Ay mouse for examining relationship between diabetes and aging. The mice were fed
normal chow or high fat diet. We examined diabetes by OGTT. Aggravation of the glucose tolerance by
the aging was observed. Sex differences were observed for the onset of the diabetes. We measured
quantity of bile acid pool size and the serum bile acid composition of these mice. As for the change of the
quantity of total bile acid by the aging, it was not recognized in male and female mice. A tendency to
increase of TB-MCA, CA and GCA is observed during aging when we analyze the composition, and these
bile acid metabolism and the relation of the aging are interesting. The glucose tolerance with the aging
was not improved by administering of FXR contrary to bile acid to these mice model. It was suggested that
the bile acid controlled aggravation of aging by different from FXR signaling.

We performed the analysis by metabolism products and mRNA to elucidate the biophysiological
difference between bile acid and FXR agonist. Our result was different from previous report. Bile acid and
FXR agonist did not improve insulin sensitivity in adipocyte.

By the micro array analysis, a difference of the expression was found in a lot of gene, which participate
in metabolism, inflammation, cell proliferation and apoptosis, in BAT.

We measure the metabolites in BAT by CE-TOF/MS (capillary electrophoresis mass spectrometry). As a
result, a number of amino acid was changed. His and Cys were induced by bile acid. Bile acids might
affect amino acid pathways in energy metabolism.




