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[ Abstract] Background About 50% congenital cataract is associated with inheritance, and the autosomal
dominant (AD) inheritance is the most common mode. At least 39 candidate genetic locus and 26 cataract-related
genes have been identified to be relevant with AD congenital cataract (ADCC). To identify the disease-causing gene
is important.  Objective This study was to identify the mutation gene in a three-generation Chinese family with AD
congenital posterior polar cataract. =~ Methods A Chinese family of AD congenital posterior polar cataract was
investigated in Shanxi Eye Hospital from June to December in 2009. Nineteen families were included in this pedigree
with 8 patients and 11 normal phenotypes. Regular ocular examinations were performed and 8 ml periphery blood
simples were collected for the extraction of DNA under the informed consent in each subject. PCR amplification and
allele detection were carried out in microsatellite markers. Logarithm of the odds ( LOD ) scores were calculated using
the linkage analysis of 21 polymorphic microsatellite markers in the region of chromosome of 1q21-25,1p22.3,2¢33-
36,11¢22.1-23.21,7ql1-12,21¢22.3,22ql1.2-12. 1. Mutations were detected by DNA sequence analysis of the
candidate genes. Mutation pathogenicity was predicted by PolyPhen2 software for new mutations with the risk intensity
from 0 to 1. Results Eight ADCC patients distributed in each generation with the similar subjects in male and
female members, complying with the AD mode. Linkage analysis showed the maximal limit of detection (LOD) scores
of 4.06 (6=0) in microsatellite marker D1183178. Haplotype analysis showed that the candidate gene located in the
region between D11S4176 and D11S908. Direct DNA sequence of CRYAB revealed a T—>C mutation at nucleotide
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209 ,resulting in a novel 209 T—>C (p. Leu 70 Pro) mutation. Analysis with polyphen-2 software indicated that this

new mutation caused the damage of structure and function of encoded protein ( prediction score = 0.996 ).

Conclusions
this family.
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DI1S3178 112.3 4.06 3.21 2.29 1.04 0.99 0.32 0.20
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