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PROPOSED AMENDMENTS  

(1) The proposed amendments to expand the eligibility criteria, would  
 

(A)  Ensure test access to the vast majority of patients with suspected HHT (Table 2):  

 

208 adult probands gene tested for HHT Meets proposed criteria Does not meet proposed criteria 

Causative HHT variant identified N=152 (73%) 148/152  (97%) 4*/152     (3%) 

No causative variant identified, N=56 (27%) 47/56      (84%  ) 9/56         (16%) 

Table 2: Combined unpublished data from the two centres- see Table 1 for further details 

 

(B)  Only modestly increase the total number of tests, effectively counteracting the decrease in 

number of tests resulting from implementation of the current overly-stringent criteria: 

• In the Liverpool/London audit in Tables 1 and 2, numbers would increase by 43% (137 to 195). 

• In a separate audit of all 241 unrelated probands reviewed for known or suspected HHT in London in 

2019, test numbers would increase by only 25% (84 to 105), since 127 (53%) had already undergone 

gene testing personally or via an affected relative, and 84 (35%) met the current inclusion criteria.  
 

(C)   Leave the pick-up rate of a pathogenic or likely pathogenic variant constant: 104/137 (75.9%) vs 

148/195 (75.9%). 
 
(D)  Crucially, improve the diagnostic rate from 68.4% (104/152) to 97.3% (148/152, Table 2). 

 

(2) The proposed amendments to expand the current panel for HHT:   

Currently ENG, ACVRL1, SMAD4 and EPHB4 are included on the panel. Variants in GDF2 and RASA1 have 

been identified in families with an initial clinical diagnosis of HHT based on the phenotype, where 

molecular testing had previously been uninformative [5-7].   We also suggest second line WGS for selected 

“gene-negative” cases following phenotypic review, in order to capture alternate molecular diagnoses. 
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Supplemental Item 2 

National Genomic Test Directory for HHT, published 4th October 2021 

  

 

 

For more information see  https://www.england.nhs.uk/publication/national-genomic-test-directories/
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PAUCITY OF CLINICAL SYMPTOMS IN PATIENTS WITH GENETICALLY-DEFINED HEREDITARY HAEMORRHAGIC TELANGIECTASIA AND PULMONARY ARTERIOVENOUS MALFORMATIONS - DIAGNOSTIC 

AND GENE TESTING IMPLICATIONS. ANDERSON E, SHARMA L, ALSAFI A, SHOVLIN CL. THORAX 2022.  
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