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The MPZ gene provides instructions for making a protein called myelin protein zero. It is the most
abundant protein in myelin, a protective substance that covers nerves and promotes the efficient
transmission of nerve impulses.

Charcot-Marie-Tooth disease (CMT) is a hereditary monogenic peripheral nerve disease. Variants in
the gene encoding myelin protein zero (MPZ) lead to CMT, and different variants have different
clinicalphenotypes. A variant site, namely, c.389A > G (p.Lys130Arg), in the MPZ gene has been found
in Chinese people. The pathogenicity of this variant has been clarified through pedigrees, and
peripheral blood-related functional studies have been conducted.

Whole-exome sequencing and Sanger sequencing were used to detect the c.389A > G (p.Lys130Arg)
variant in the MPZ gene in family members of the proband. Physical examination was performed in
the case group to assess the clinical characteristics of MPZ site variants. The expression of MPZ and
phosphorylated MPZ in the blood of 12 cases and 12 randomly selected controls was compared by RT-
qPCR, Western blotting, and ELISA.

The proband and 12 of her family members presented the AG genotype with different clinical
manifestations. The expression of MPZ mRNA in the case group was increased compared with that in
the control group, and the levels of MPZ and phosphorylated MPZ in peripheral blood were higher
than those in normal controls.

The heterozygous genotype of the c.389A > G (p.Lys130Arg) variant in the MPZ gene mediated the
increase in MPZ and phosphorylated MPZ levels in peripheral blood and was found to be involved with
CMT 1).
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