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Abstract: Objective To establish a multiple primer high resolution melting analysis ( Multi-HRMA ) and identify gene mutation
in patients with osteogenesis imperfecta (Ol). Methods The clinical data of two patients was collected. Blood samples from two
patients, as well as 50 normal controls, were also collected. Design primers of 103 exons in COL1A1 and COL1A2 individually and
mix two of them up in some conditions with one piece of DNA sample. Then the mutation was screened using HRMA and validated
by the gene sequence. Results We succeeded in matching 39 pairs of primers accounting for 75. 73%in all 103 exons, including
48 exons in COL1A1 and 30 exons in COL1A2. And there were 3 COL1A1 exons and 22 COL1A2 exons unpaired. The detection of
Multi-HRMA showed the abnormal result of COL1A1 41 exon in proband from family one.The sequencing result was c.2877delT,
which meant that cDNA of 2877 base T disappeared. The mutation transformed the amino acid valine into tryptophan. The detection

of Multi-HRMA showed the abnormal result of COL1A1 16 exon in proband from family two.The sequencing result was c¢.1028delC,
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which meant that cDNA of 1028 base C disappeared. The mutation transformed the amino acid proline into leucine. Both mutations

were novel mutations, the same as the traditional HRMA. Conclusion Multiple primer high resolution melting analysis identifying

gene mutation has higher innovation and feasibility than traditional PCR. Not only does it decrease the workload, but it is cheaper

and improves efficiency. It is really a new thought for the gene mutation screening in patients with OI and other genetic disorders.
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Table 1 Clinical presents of the two proband
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