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Abstract: Objective To investigate the clinical manifestations, underlying genetic change and diagnosis and treatment of cranioclavicular dysplasia syndrome
(CCD)in a family comprising two patients. Methods Detailed clinical examinations and whole-exome sequencing were performed in the proband
of the family.We used Sanger sequencing to confirm the candidate variant obtained by exome sequencing. We also sequenced the variant in
other affected family member (I-2) in a genotype—phenotype co-segregation analysis. Resufts The clinical symptoms of the teeth of two patients in
the family are consistent with the reported classic type of CCD. The proband also has severe thoracolumbar scoliosis.Exome sequencing revealed
a heterozygous mutation in RUNX2: a rare nonsense mutation, ¢.1096G>T (p.Glu366*). Exome sequencing also excluded other mutations
in genes known to cause thoracolumbar scoliosis.Another patient in the family also carried the mutation. Ourresearch designed a detailed
diagnosis and treatment plan for two patients, emphasizing the importance of early treatment. Conclusion \We diagnosed a rare RUNX2 mutation,
¢.1096G>T (p.Glu366*) in a Chinese family comprised by a CCD and severe thoracolumbar scoliosis proband and his CCD mother. To the best of
our knowledge, this mutation constitutes the first reported associated with very severe thoracolumbar scoliosis.Moreover, CCD has typical clinical
symptoms, and physicians should understand its manifestationsand choose appropriate timing for treatment intervention.
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