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In this study, we investigated whether disease modifier genes are associated
with the onset of PD with heterozygous PRKN mutations. We performed targeted sequencing and
sequenced the genes which are previously known as PD genes, functionally associated with PRKN
protein, and associated with lysosomal storage disease (total 79 genes). We enrolled 3 groups (total
285 subjects): (i) PD with heterozygous PRKN mutations (n=50), (ii) PD with homozygous mutations
whose parents are not PD (n=105), (iri) healthy controls (n=130).The frequency of variant A in Gene
X was significantly increased in heterozygous PRKN group compared to Healthy control group. (19% vs
10%, P=0.035, OR 2.02, 95%Cl 1.00-4.00). We found a potential genetic modifier of PRKN, Variant A in
Gene X as a risk factor. Gene A was previously reported to protect against neuronal death in
cellular Parkinson' s disease models by maintaining levels of PRKN. Further studies are warranted to
confirm the genetic modifiers of PRKN.
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