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Prevalence of HNF1B gene mutations in children with clinical phenotype of polycystic kidney diseases
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Introduction
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Mutations in HNF1B are known to cause broad spectrum of kidney pathology 70% | -
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The aim of our study: to analyze the prevalence of HNF1B gene anomalies in etiology
a large cohort of children with clinical phenotype of autosomal dominant a W mutation in HNF1B 4 2 2 1 6
recessive polycystic kidney diseases (ADPKD and ARPKD; PKD1, PKD2 and number of patients 30 4 ’ ! 40
PKHD1 genes) to identify patients with more than one mutated gene and to . . . .
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analyse the specific phenotypes.
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* Direct sequencing of HNF1B gene with exon/intron boundaries.
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* 152 Czech patients were investigated . o N
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Clinical diagnosis based on phenotype only
=Twelve patients carried HNF1B heterozygous deletion found by MLPA

=|n these patients aCGH on CytoChip Oligo 8x60K was performed
=The average length of heterozygous deletion was 1.69 Mb.
=The longest deletion reached 2.5 Mb affecting 47 genes

. ® =The shortest deletion found in three patients was 1.4 Mb long and deleted 16 genes.
Co m b I n e d m u ta t I 0 n P K Dl + H N F1 B sAll patients lost also LHX1 gene encoding transcription factor important for the development of the

renal and urogenital system.

Regardless to the length of the deletion in the region 17q, the prevailing clinical
phenotype of the patients was similar to the patients having point mutation in the
HNF1B gene. The length of the deletion can probably contribute to the individual
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diseases (prevalence 1,5% In .I . O variability in the age of manifestation and spectrum of clinical signs.
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We have identified mutations in 10% of the screened children with

HT
different types of cystic kidney diseases. Majority of the patients
PKD1: 11524_11535dE'TGGCT§GACAAC B E;Z?SE o at age 2 with cysts has a heterozygous deletion of the gene. In interestingly substantial
HNF1B: V61G M/n ’ No other renal symptoms number of the cases was the deletion not limited to HNF1B, but was
ADPKD part of a larger deletion in region 17q12.
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