10th Update on Hepatology CourseBucharest,
23" 25" March 2023

THE GENOTYPIC PROFILE OF PATIENTS WITH WILSON'S DISEASE IN THE REPUBLIC OF MOLDOVA

Veronica Cumpata®, Victoria Sacara?, Adela Turcanu®

1Department of Internal Medicine, the Discipline of Gastroenterology, "Nicolae Testemitanu" State University
of Medicine and Pharmacy, Kishinev, Republic of Moldova.
%Institute of Mother and Child, Genetic Center of Excellence in the Republic of Moldova, Kishinev, Republic of

Moldova.

BACKGROUND: Wilson's disease (WD) is a monogenic disorder associated with the disturbance of copper

metabolism. It is characterized by extraordinary mutational heterogeneity and phenotypic diversity.

AIM: The study aims to evaluate the genotypic presentation in patients with Wilson's disease in the Republic

of Moldova.

METHODS: There were evaluated retrospectively 60 patients (29 women and 31 men) suspected of WD,
between 2006 and 2021. The Leipzig score was used to specify the diagnosis. Genetic testing was
performed in 25 cases (14 women and 11 men) by the Sanger sequencing method. Exons with a high and

moderate frequency of mutations were examined.

RESULTS: The mean age was 29 years (range 3-69 years). In 14 patients (56%) pathogenic variants were
detected on both alleles, in 7 patients (28%) - a single pathogenic variant, in 2 patients (8%) - benign variants
and in 2 patients (8%) - no mutation was identified. In 9 patients (36%) the homozygous recessive p.H1069Q
mutation was detected, in 6 patients (24%) compound heterozygous mutations with different associations
were observed, and in 8 patients (32%) only 1 mutation was identified. The most frequent p.H1069Q mutation

is associated with a hepatic onset in 35 % of cases.

CONCLUSIONS: The most frequent variants detected in patients of Moldovan origin are identified at exons 8,
14, and 20. In the presence of a clinical and biochemical picture suggestive of WD, it is necessary to evaluate

all the exons and areas outside the exons.



