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Clinical manifestations and family analysis of infant malignant osteosclerosis caused by mutation of TCIRGI gene

SHANG LiNa' ,ZHANG Huanhuan', JIANG Yi** , MAO Xuhua®( 1. Pediatric department ,Ningxia Wuzhong Renmin Hospital , Wuzhong ,
751100, NingXia; 2. a. Pediatric department, b. Department of Clinical Laboratory, Affiliated Yixing People Hospital of Jiangsu Univer-
sity , Wuxi 214200, JiangSu, China)

Abstract: Objective The clinical characteristics and genetic etiology of children in a family with osteosclerosis were analyzed by ge-
netic testing to improve the understanding of clinicians on hereditary malignant osteosclerosis. Methods The biochemical indexes and
genes of the children in the family were detected, combined with the medical history of the children, and the clinical symptoms of the
disease were summarized. Genomic DNA from peripheral blood of the children and their parents was extracted, and the whole-exome
high-throughput sequencing was used for gene detection. Sanger sequencing was used to further verify the mutation sites, and the data
were analyzed. Results Whole exome sequencing combined with Sanger sequencing verified that the homozygous CT dinucleotide in-
sertion of TCIRGI in exon 5 C493_T494, which is resulted in the code shift mutation of TCIRGI. According to the recommendations of
the American Society of Medical Genetics and Genomics (ACMG) guidelines and the ClinGen Group of Experts on the application of
the guidelines it was suggested that the C.493_494DUP mutation of TCIRGI was a pathogenic mutation, which is related to the autoso-
mal recessive genetic disease Osteopetrosis, autosomal recessive [ . Conclusion The exon of the TCIRGI gene has been mutated,
leading to the risk of bone sclerosis type I autosomal recessive genetic disease,the mutation ¢.493_494dup is a new type of mutation.
The dentification of mutations is helpful to the diagnosis of the disease of the child and the prenatal diagnosis of the parents when they
give birth again, which is conducive to healthy birth and good care, improve the family happiness and reduce the social burden.
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