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Elucidation of the cause of phenotypic differences in tuberous sclerosis
complex using model mice
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TSC is a disease characterized by abnormalities mainly in the skin and
nervous system; the neuropsychiatric disorder of TSC is called TAND. sirolimus, an mTOR inhibitor,
was found to improve TAND in a mouse model of TSC. We also found that microglial polarity changes
are involved in the pathogenesis of TAND and that sirolimus treatment shifts microglia to an
anti-inflammatory state. We also found sex differences in TAND in these mice and attributed the sex

difference to the transcriptional activation by estrogen (E2) and ERa in the brain. We found that
sirolimus has steroid-modulating properties and that sirolimus treatment leads to improvement in
TAND by regulating the transcriptional activity of E2 and ERa through modulation of steroid levels
in the brain.
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Sirolimus relieves seizures and neuropsychiatric symptoms via changes of microglial polarity in 2022
tuberous sclerosis complex model mice
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Neuroinflammation and Microglial Polarity: Sirolimus Shifts Microglial Polarity to M2 phenotype 2022
in a Mouse Model of Tuberous Sclerosis Complex
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Sirolimus alters microglial polarity leading to improvement of neuropsychiatric symptoms of tuberous sclerosis complex mice
model .
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Epilepsy and TAND in the tuberous sclerosis complex are caused by an alteration in microglial polarity to M1 and sirolimus
cures them by returning microglial polarity to M2.
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The microglial decreased phagocytosis in olfactory bulb is responsible
sclerosis complex model mice.
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