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Hypothalamic hypo?onadism: Elucidation of the mechanisms controlling GnRH neural
activity via Toll-like receptor 4
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Inflammatory/immune challenge is known to suppress LH secretion. We
previously discovered that the pretreatment with minocycline (Mino), a potent inhibitor of microglia
activation, significantly alleviate the suppression of ovarian steroid-induced LH surge by
lipopolysaccharide (LPS) in ovariectomized rats. We also found that Mino suppressed LPS induced
interleukin 1B (IL-1B ) expression in macrophage in the OVLT. In the present study, we examined
distribution of IL-1 receptor in the preoptic area/0OVLT, and found IL-1 receptor mRNA located in
some vascular structure but not GnRH neurons. Next, we examined whether kissl neurons were involved
in suppression of LH surge by LPS. We found LPS treatment decreased c-Fos expression in both the
kissl and GnRH neurons at the peak time of LH surge, that was ameliorated by Mino pretreatment.
These results suggest IL-13 induced by LPS suppress GnRH neural activity indirectly through

depression of activity in the Kiss-1 neurons.
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