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Mutant LRRK2 is the causal molecule for autosomal dominant familial Parkinson’ s
disease. In the present study, we demonstrated that the protective effect of 12020T LRRK2
against hydrogen peroxide—induced apoptosis was impaired in comparison with the wild-type
(WT) molecule. Also, Pulse—chase experiments proved that the 12020T LRRK2 molecule has
a higher degradation rate than WT or G2019S LRRK2. Upon addition of proteasome and lysosome
inhibitors, the protein level of I2020T mutant LRRK2 reached that of WT LRRK2, and
simultaneously the mutant LRRK2 exhibited an elevated protective effect against apoptosis.
We further confirmed that a decrease in the intracellular protein level of WT LRRK2 by
knocking down resulted in a reduction of protectivity against apoptosis.
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Leucine—Rich Repeat Kinase 2 (LRRK2)
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