HHT is an autosomal dominant vascular dysplasia characterized by vascular malformations missing normal capillary connections between artery and vein; referred to as telangiectases when small (typically in cutaneous or mucosal tissue) and arteriovenous malformations (AVMs) when larger (typically in solid organs). The prevalence is estimated to be 1/5,000 (PMID: 32894695). Penetrance is age-dependent. As reported by those diagnosed with HHT, the penetrance of at least one manifestation approaches 100% by age 35 (PMID: 1518020).

PS4 phenotype requirement:
In general, individuals should be reported to have at least 2 manifestations to be included as affected for the purpose of this rule. Reported history of nosebleeds alone should not be considered sufficient in application of this rule since 11% of the general population reports 6 or more nosebleeds per year (PMID: 26391603). Report and/or description of manifestations with low phenocopy rates (e.g. pulmonary AVMs (PMID: 35165143) or chronic severe nose bleeding requiring intervention) would be considered particularly suggestive of the diagnosis. Pre-capillary pulmonary arterial hypertension (PAH) is rarely associated with HHT; particularly but not exclusively in association with pathogenic variants in the ACVRL1 gene (PMID: 15065824, PMID: 28981519).
PP4_Moderate phenotype requirement:
Consensus clinical diagnostic criteria for HHT are referred to as the Curaçao Criteria (PMID: 10751092) and require at least 3 of the following:
1. Epistaxis- spontaneous and recurrent 
2. Telangiectases- multiple at characteristic sites (lips, oral cavity, fingers, nose)
3. Internal lesions- such as gastrointestinal telangiectasia; pulmonary, cerebral, hepatic, spinal AVM
4. Family history- first degree relative with HHT according to these criteria
PP1/BS4 phenotype requirements:
Assignment of affected/unaffected status to family members must consider that the most common manifestations of HHT (nosebleeds and telangiectases) have significant phenocopy rates, age-related penetrance, and variable expression. 
Recommendations for assignment of affected/unaffected status for purpose of inclusion in co-segregation study: 
Affected: 3 or more manifestations of HHT (first-degree relative with HHT by Curaçao Criteria, counts as one). 
Unaffected: Do not include for the purpose of segregation analysis. On clinical grounds an individual cannot at any age be assigned unaffected status with confidence (PMID: 35165143, PMID: 19553198).
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