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Comprehensive analysis of aggregate-resistant structure and its application for
disease prevention
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Comprehensive analysis of a?gregation property in o -synuclein protein was
conducted using all single amino acid substitution library. Among aggregation-resistant single
substitutions, the XXX substitution has been reported as human SNP and is evolutionarily conserved
in many species. The XXX knock-in mouse was generated and underwent fibril seed injection in
striatum as Parkinson’ s disease model. Fibril transmission was observed in the control wild-type
mice. In contrast, the knock-in mice exhibited the clear disappearance of a -synuclein fibril. These
results indicate that XXX is disease-protective polymorphism can be applied to disease prevention
by genome editing in the future.
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