Accepted Manuscript

GENE

Pathogenicity analysis of novel variations in Chinese Han patients
with polycystic kidney disease

Zishui Fang, Shiyan Xu, Yonghua Wang, Liwei Sun, Yi Feng,
Yibin Guo, Hongyi Li, Weiying Jiang

PII: S0378-1119(17)30403-1

DOI: doi: 10.1016/j.gene.2017.05.046
Reference: GENE 41946

To appear in: Gene

Received date: 22 February 2017

Revised date: 24 April 2017

Accepted date: 22 May 2017

Please cite this article as: Zishui Fang, Shiyan Xu, Yonghua Wang, Liwei Sun, Yi Feng,
Yibin Guo, Hongyi Li, Weiying Jiang , Pathogenicity analysis of novel variations in
Chinese Han patients with polycystic kidney disease, Gene (2017), doi: 10.1016/
j-gene.2017.05.046

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.


http://dx.doi.org/10.1016/j.gene.2017.05.046
http://dx.doi.org/10.1016/j.gene.2017.05.046
http://dx.doi.org/10.1016/j.gene.2017.05.046

Pathogenicity analysis of novel variations in Chinese
Han patients with Polycystic Kidney Disease
Zishui Fang®, Shiyan Xu'? Yonghua Wang®, Liwei Sun®, Yi Feng', Yibin Guo’,

Hongyi Li'", Weiying Jiang"

1. Department of Medical Genetics, ZhongShan School of Medicine, Sun Yat-sen University,
Guangzhou 510080, China.

2. Shenzhen People’s Hospital

*Corresponding author: Weiying Jiang. Tel:+(86) 20 87331928; fax: +(86) 20 87331928; E-mail

address: jiangwy@mail.sysu.edu.cn and Hongyi Li. Tel:+(86) 20 87331928; fax: +(86) 20

87331928; E-mail address: lihongyi@mail.sysu.edu.cn

Zishui Fang and Shiyan Xu contributed equally to this work.

Abstract

Objective Locus and allellic heterogeneity in polycystic kidney disease
(PKD) is a great challenge in precision diagnosis. We aim to establish
comprehensive methods to distinguish the pathogenic mutations from the
variations in PKD1, PKD2 and PKHD1 genes in a limited time and lay
the foundation for precisely prenatal diagnosis, preimplantation genetic
diagnosis and presymptom diagnosis of PKD. Methods Nested PCR
combined with direct DNA sequencing were used to screen variations in
PKD1, PKD2 and PKHD1 genes. The pathogenicity of de novel
variations was assessed by the comprehensive methods including clinic
data and literature review, databases query, analysis of co-segregation of
the variants with the disease, variant frequency screening in the
population, evolution conservation comparison, protein structure analysis

and splice sites predictions. Results 17 novel mutations from 15 Chinese
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