
Accepted Manuscript

Mutational analysis in patients with Autosomal Dominant
Polycystic Kidney Disease (ADPKD): Identification of five
mutations in the PKD1 gene

Mayssa Abdelwahed, Pascale Hilbert, Asma Ahmed, Hichem
Mahfoudh, Salem Bouomrani, Mouna Dey, Jamil Hachicha,
Hassen Kamoun, Leila Keskes-Ammar, Neïla Belguith

PII: S0378-1119(18)30623-1
DOI: doi:10.1016/j.gene.2018.05.112
Reference: GENE 42923

To appear in: Gene

Received date: 13 April 2018
Revised date: 24 May 2018
Accepted date: 30 May 2018

Please cite this article as: Mayssa Abdelwahed, Pascale Hilbert, Asma Ahmed, Hichem
Mahfoudh, Salem Bouomrani, Mouna Dey, Jamil Hachicha, Hassen Kamoun, Leila
Keskes-Ammar, Neïla Belguith , Mutational analysis in patients with Autosomal
Dominant Polycystic Kidney Disease (ADPKD): Identification of five mutations in the
PKD1 gene. Gene (2017), doi:10.1016/j.gene.2018.05.112

This is a PDF file of an unedited manuscript that has been accepted for publication. As
a service to our customers we are providing this early version of the manuscript. The
manuscript will undergo copyediting, typesetting, and review of the resulting proof before
it is published in its final form. Please note that during the production process errors may
be discovered which could affect the content, and all legal disclaimers that apply to the
journal pertain.

https://doi.org/10.1016/j.gene.2018.05.112
https://doi.org/10.1016/j.gene.2018.05.112


AC
C

EP
TE

D
 M

AN
U

SC
R

IP
T

Mutational analysis in patients with Autosomal Dominant Polycystic Kidney 

Disease (ADPKD): Identification of five mutations in the PKD1 gene 

 

Mayssa Abdelwahed
1
*, Pascale Hilbert

2
, Asma Ahmed

3
, Hichem Mahfoudh

4
, Salem Bouomrani

5
, 

Mouna Dey
3
, Jamil Hachicha

4
, Hassen Kamoun

6
, Leila Keskes-Ammar

1
, Neïla Belguith

1,6
 

1 Laboratory of Human Molecular Genetics, Faculty of Medicine, Magida Boulila Street, 3029 Sfax, University of Sfax Tunisia. 

2 Center of Human Genetics, Institute of Pathology and Genetics, Biopark Charleroi Brussels South. Rue Adrienne Bolland 8. Aéropole de 

Gosselies, B - 6041 Gosselies, Belgium. 

3Nephrology and Hemodialyse department of Mohamed Ben Sassi Hospital, Route EbenKhaldoun, Mtorrech, Gabes.6014, Tunisia. 

4 Nephrology Department of HediChaker Hospital, Route El Ain, Sfax 3089, Tunisie. 

5General Medicine department of Military Hospital, Route Mongi Slim, Gabes 6000, Tunisia. 

6 Medical Genetics Department of HediChaker Hospital, Route El Ain, Sfax 3089, Tunisie. 

 

1. Introduction  

Autosomal Dominant Polycystic Kidney Disease (ADPKD) is the most frequent genetic 

kidney disease, affecting approximately 1 in 400 to 1000 individuals (Audrézet et al., 2012). 

It belongs to the group of polycystic kidney diseases which are characterized by the presence 

of numerous cysts in nephron resulting in a decline of renal functions responsible for the end-

stage renal disease (ESRD) (Wu, Somlo, 2000). ADPKD is characterized by the presence of 

non-cystic manifestations such as hypertension, hematuria, urinary infection, cardiovascular 

system abnormalities and the development of brain-aneurysms (Gabow, 1993). Furthermore, 

cystic manifestations can also be observed i.e. renal cysts in both kidneys, hepatic cysts, liver 

cysts, pancreatic cysts, splenic cysts, thyroid cysts, ovarian cysts, and seminal vesicle cysts 

(Luciano, Dahl, 2014). ADPKD is a heterogeneous disease with two principal causative 

genes: PKD1 and PKD2 genes. Approximately 85% of ADPKD cases are caused by PKD1 

gene mutations; whereas 15% are due to mutations in PKD2 gene (Harris, Torres, 2009).  

PKD1 gene (OMIM, 601313; NM_000296) is located on chromosome 16 (16p13.3) and 

contains 46 exons (Hughes et al., 1995). This gene is duplicated on six copies present as 

pseudogenes (PKD1P1–P6), which has made the analysis of the PKD1 gene rather complex 

(International Polycystic Kidney Disease Consortium Polycystic kidney disease, 1995). It 

encodes a 4303 amino acid peptide called polycystin-1 (PC1) (Hughes et al., 1995). PC1 

contains a large extracellular N-terminal region, 11 transmembrane domains (TRPP channel 

homology) and a short intracellular C-terminus (Hughes et al., 1995). 

The N-terminal region consists of several protein motifs: two leucine-rich LRR domains 

(Leucine Rich Repeat), one WSC (cell wall integrity and stress response component) domain, 

one c-lectin domain, one LDL-A domain (Low Density Lipoprotein-A), 16 copies of PKD 

ACCEPTED MANUSCRIPT



Download English Version:

https://daneshyari.com/en/article/8644669

Download Persian Version:

https://daneshyari.com/article/8644669

Daneshyari.com

https://daneshyari.com/en/article/8644669
https://daneshyari.com/article/8644669
https://daneshyari.com

