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Abstract: Objective To analyze the clinical features and detect the gene of a child with primary microcephaly, so as to identify the cause of the disease.
Methods The clinical data of a child with primary microcephaly were analyzed retrospectively. Next generation sequencing (NGS) technology was
used to detect the whole exon gene of children, and Sanger sequencing method was used to verify the mutation sites. Bioinformatics analysis
was carried out on the mutation sites. Results The main clinical manifestations of the children were microcephaly, slightly smaller mandible,
high palatal arch, slightly inclined canthus, and poor motor and cognitive development.Gene results showed that there was a compound
heterozygous variation of exon 6 ¢.445G>A (Val149Lle) and exon 13 ¢.2312C>G (Pro771Arg) in MCPH1 gene. The father of the child carries c.445G>A
heterozygous variation of MCPH1 gene, and the mother carries c.2312C>G heterozygous variation of MCPH1 gene. The sister does not detect
this variation.HGMD Pro, PubMed and ClinVar databases have no reports on the c.445G>A and ¢.2312C>G variants of MCPH1 gene. The exAC
database and the 1000 person genome database did not include the c.445G>A variation and ¢.2312C>G variation of MCPH1 gene. Polyphen_2.
SIFT. Mutation Taster The online software predicts that the c.445G>A mutation of MCPH1 gene is benign (BH4), and the ¢.2312C>G mutation
of MCPH1 gene is harmful.According to the guidelines of the American Society of Medical Genetics and Genomics (ACMG), the two variants
were evaluated as possible pathogenic variants. Conclusion The clinical phenotypes of the children are highly consistent with the diagnosis of
microcephaly, but the evidence of genetic detection is insufficient. Therefore, in addition to the mutations in the MCPH1 gene (8p23.1) region,
there may also be mutations that affect the functional intron region.
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