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Relationship between aromatase-related obesity and autoimmunity in Sj&#246;
gren®s syndrome.
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The mechanism by which estrogen deficiency influences autoimmunity is
unknown. Aromatase is a converting enzyme from androgens to estrogens. In the present study, we used
female aromatase gene knockout (ArkKO) mice as a model of estrogen deficiency to investigate the
molecular mechanism that underlies the onset and development of autoimmunity. Histological analyses
showed that inflammatory lesions in the lacrimal and salivary glands of ArKO mice increased with
age. Expression of mRNA encoding proinflammatory cytokines and monocyte chemotactic protein-1
(MCP-1) increased in white adipose tissue (WAT) of ArkO mice and was significantly higher than that
in wild-type mice. Moreover, an increased number of inflammatory M1l-macrophages was observed in WAT
and salivary glands of ArkO mice. These results suggest that adiposity in the target organ may
disrupt peripheral immune tolerance leading to the development of autoimmunity.
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