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Analysis of regulation of bone mass using brain-specific SF-1 knockout mice
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The orphan nuclear receptor steroidogenic factor 1 ESF—l) is expressed in
both Sertoli and Leydig cells in testes. We generated conditional knockout (cKO) mice, in which SF-1
was specifically inactivated in the brain using Cre-loxP recombination with Nestin-Cre. Expression
levels of SF-1 were specifically lower in the brain of the brain-specific SF-1 KO mice compared with
wild-type controls, whereas those in the testis or the adrenal gland were similar between the two
genotypes. The body weight was apparently lower in the brain-specific SF-1 KO mice than in wild-type

controls during postnatal development. Micro-CT analysis showed that bone mineral density was
increased in both the trabecular and cortical bone compartments in brain-specific SF-1 KO mice
compared with controls. The results indicate that inactivation of central SF-1 signaling results in

increased bone mass, suggesting that central inhibitory SF-1 actions are involved in the regulation
of bone mass.
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