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Parkinson’s disease (PD) exhibits non-motor symptoms (NMS), including cognitive and neuropsychiatric de�cits, and 
o�en appear a decade or more before the �rst signs of motor symptoms. Sirtuin-3 (SIRT3) is a member of the sirtuin 

family of mitochondria NAD(+)-dependent deacetylase that acts as a regulator of mitochondrial protein function. Emerging 
evidence demonstrates that activation of SIRT3 exhibits neuroprotection, while reduced SIRT3 exacerbates neuropathogenesis, 
suggesting SIRT3 is a critical target for neurodegenerative pathogenesis and therapeutics. Here, we evaluated the impact of 
SIRT3 in PD cognitive de�cits including hippocampal synaptic and neural network impairments in PD mouse models. First, 


