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Clinical and genetic features of hereditary angioedema with normal C1-INH in Japan.
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[Abstract]
Hereditary angioedema (HAE) is a disabling and potentially fatal condition. HAE can be classified into
two types: type 1/2 with C1-INH deficiency (HAE-C1-INH), and type 3 with normal C1-INH
(HAE-nC1-INH). HAE-nC1-INH is the rarer type. The genetic background of HAE-nC1-INH in Japan
differs from that in other countries, and its clinical and genetic features are unknown. We conducted a
nationwide questionnaire survey in 2019 to clarify the incidence and clinical characteristics of HAE in
Japan, and performed whole exome sequencing of 35 families with HAE-nC1-INH. HAE-nC1-INH
patients included significantly more females (p=0.021), had a less paternal family history (p=0.002), a
greater maternal family history (p=0.027), more facial edema (p=0.023), and less lower extremity edema
(p<0.001). Whole exome sequencing showed no previously-reported variant. The genetic background of
HAE-nC1-INH in Japan differs significantly from that in other countries, although the clinical features

are somewhat similar.
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