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The Molecular Biological Study of Hepatolenticular Degeneration

XU Ping-yi, LIANG Xiu-lings, MA Shao-chun, WANG Li-juan, LIU Zhuo-lin

(Department of Neuwlogy, First Affilliated Hospital, Sun Yat-sen University of Medical Sciences Guangzhou 510080, China)

Abstract: [Objective] To investigate the molecular basis of hepatolenticular degeneration (Wilson disease.
WD) and to attempt to construct the feasibility of gene diagnosis in the disease. [Methods] We have performed
the molecular biological study on this disease for 10 years by molecular genetic techniques. [ Results] D Location
of WD gene in Chinese: Using pairwise linkage analysis and multipoint linkage analysis method, we constructed
a genetic map of DNA markers within D13ql4'273 w hich refined the location of WD gene by restriction fragment
length poly morphism (RFLP) and microsatellite polymorphism analysis; @Screen for mutations of WD gene in
Chinese people: we detected the structure of 21 exons of WD gene in 45 patients from 39 pedigrees by PC R-SS-
CP(Single strand conformation polymorphism) and PCR-DNA sequencing technology, found a new mutation in
exon 5 and nucleotide sequence analysis showed it is a T insertion. We also conformed the Arg778Leu in exon &,
the highest frequence mutation point in Chinese people, with mutation rate 22. 8 % in total; @ Carrier detection
and presymptomatic diagnosis of WD: Based on DN A recombination technology, we peformed successfully the
eene diagnosis in all individuals of 79 families with WD and built up a helpful specific enzyme cut method (PCR-
Msp 1) to detect the carrier and presympomatic patients in Chinese people with WD. [Conclusion] These re-
sults showed that the location of WD gene within Di3q'** ? is the same in Chinese as in Caucasians, but the

gene high mutation point, the gene diagnosis method and its pathogenesis are markly different.
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