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[Abstract] Objective To study the clinical and genetic characteristics of twins and siblings affected
with Wilson’s disease (WD). Methods Clinical data and blood samples were collected from the subjects
after informed consent was obtained. Genomic DNA was extracted and potential mutations in the exons in
ATP7B gene were detected with PCR-DNA sequencing. Short tandem repeat (STR) genotyping was
performed to determine the zygosity of the twins. Results The 5 pairs of twins have all met the diagnostic
criteria for WD. STR genotyping has confirmed that 4 pairs were monozygotic twins. 3 pairs of twins had an
onset with liver symptoms, the other 2 had an onset with brain symptoms. ATP7B gene mutations were
detected in 4 pairs of twins, which have all located in exons 8 and 13. A heterozygous p. R778 W mutation in
exon 8 and homozygous p. P992L. mutation in exon 13 were detected in all patients from one family, whose
parents have carried a heterozygous p. R778 W mutation and p. P992L heterozygous mutation, respectively,
which suggested loss of heterozygosity (LOH). In one family. no mutation was detected in all exons of the
ATP7B gene in the patients and their parents. For a triplet, one female was with definite WD and brain
symptoms at the onset, one male had subclinical type with WD, whilst another female was completely
normal. The triplets and their mother have all carried a p. P992L. heterozygous mutation. Conclusion Our
study has confirmed an important role for genetic factors in the pathogenesis of WD. In addition to point
mutations, LOH is also involved in the pathogenesis for WD.
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2 28 BT RAEAR o VEH 73 #7 . Bk ATP7B P %
AN A R E I DNA H 340 fl gl &5 [ B i 2 57
S5 DA R AR a8t A PR R AR T Dy 2R AR 3 BRI A 1 ek AR B
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