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Hemophagocytic lymphohistiocytosis (HLH) is a rare life-threatening hyperinflammatory disease. This study aimed to investigate the frequencies and distributions of inherited mutations in PRF1, UNC13D, STX11, STXBP2, SH2D1A, and XIAP genes in Chinese patients with HLH. A total of 265 patients diagnosed with HLH from January 2010 to December 2016 were recruited and analyzed for the six genes. Mutations were observed in 89 (33.58%) patients. 36 (13.58%) exhibited mutations in UNC13D, 18 (6.79%) exhibited PRF1 mutations, 11 (4.15%) exhibited mutations in STXBP2, 10 (3.77%) had mutations in XIAP, 6 (2.26%) carried mutations in SH2D1A, 1 (0.38%) had STX11 mutation, and 7 (2.64%) exhibited synergistic mutations of two distinct genes. Monoallelic mutations were the most common, which accounted for 50.56% of all cases with mutations. All mutations were confirmed to be germline derived. The present study describes a distinct mutation spectrum in Chinese patients with HLH, whereby UNC13D is the most frequently mutated gene with missense mutations that are the most common molecular defects. The mutation profile of Chinese HLH patients is quite different from that of Western cohorts but similar to that of Korean patients, yet showing its own uniqueness. This racial difference shows the role of genetic background in the occurrence of HLH.
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Daijing Nie is a 3rd year PhD student at the Lu Daopei Hospital working in structural biology and complement related diseases. Part of his work was published in the following journal: http://www.pnas.org/content/115/4/768.long. 
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