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Abstract Cidea is a gene highly expressed in thermogenesis-competent (UCP1-containing) adipose cells, both brown and brite/beige. Here, we initially demonstrate a remarkable adipose-depot specific
regulation of Cidea expression. In classical brown fat, Cidea mRNA is expressed continuously and invariably, irrespective of tissue recruitment. However, Cidea protein levels are regulated
posttranscriptionally, being conspicuously induced in the thermogenically recruited state. In contrast, in brite fat, Cidea protein levels are regulated at the transcriptional level, and Cidea mRNA
and protein levels are proportional to tissue “briteness.” Although routinely followed as a thermogenic molecular marker, Cidea function is not clarified. Here, we employed a gain-of-function
approach to examine a possible role of Cidea in the regulation of thermogenesis. We utilized transgenic aP2-hCidea mice that overexpress human Cidea in all adipose tissues. We demonstrate
that UCP1 activity is markedly suppressed in brown-fat mitochondria isolated from aP2-hCidea mice. However, mitochondrial UCP1 protein levels were identical in wild-type and transgenic
mice. This implies a regulstory effect of Cidea on UCP1 activity, but as we demonstrate that Cidea itself is not localized to mitochondriz, we propose an indirect inhibitory effect. The Cidea-
induced inhibition of UCP1 activity (observed inisolated mitachondria) is physiologically relevant since the mice, through an appropriate homeostatic compensatory mechanism, increased the
total amount of UCP1 in the tissue to exactly match the diminished thermogenic capacity of the UCP1 protein and retain unaltersd nonshivering thermogenic capacity. Thus, we verified Cidea as
being a marker of thermogenesis-competent adipose tissues, but we conclude that Cidea, unexpectedly, functions molecularty as an indirect inhibitor of thermogenesis. “
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