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Abstract: Objective To investigate the value of single sperm SNP haplotype in preimplantation genetic testing. Methods In a patient with autosomal dominant
neurofibromatosis type Il by a heterozygous mutation of c.861delC in the NF2 gene, haplotypes were established using high-throughput
sequencing. Sperm were isolated and genome-wide amplified by mechanical isolation, and single nucleotide polymorphism (SNP) sites upstream
as well as within 1 M downstream of the gene were analyzed using ASA GeneChips to determine chromosomal haplotypes carrying and not
carrying the mutation. Five blastocyst trophoblast cell samples were biopsied, and whole genome amplification and high-throughput sequencing
were used to identify whether the embryos carried the causative mutation or not, to select suitable blastocysts for transfer, and to perform
prenatal diagnosis at 18 weeks of gestation to confirm whether the fetus carried the causative mutation or not. Results A total of 30 SNP were
selected by single sperm SNP detection, and haplotype was successfully constructed. Haplotype analysis before implantation suggested that
one embryo carried pathogenic mutation, and four did not. Amniotic fluid test in the second trimester confirmed that the fetus did not carry
heterozygous mutation NF2 gene C.861delc. Conclusion For male with de novo pathogenic variants, single sperm SNP haplotype linkage analysis,
preimplantation genetic testing, and normal embryos for transfer can be performed to block the vertical transmission of pathogenic genes.
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