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Regulation of TSC2 function by reversible acetylation
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Protein acetylation, a post transcriptional modification, is known to
control protein function. We found a novel acetylation site on Tuberous sclerosis complex 2 (TSC2),
and that this acetylation regulates TSC2 activity, which in turn controls mTOR signaling.
Mechanistically, acetylation reduced Akt-mediated phosphorylation (Thrl462) and increased the
ability of TSC2 to sequester an mTOR-activating GTPase, Rheb, thereby preventing mTOR activation.
Moreover, we found that acetylation status of TSC2 changes with circadian rhythm. Our study suggests

a mechanism whereby reversible acetylation regulates TSC2 activity to modulate mTOR activation, and
provides a new therapeutic target for mTOR-mediated diseases.
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Tuberous sclerosus comnplex 2 (TSC2)
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