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Pulmonary Hypertension VCEP

The BMPR2 c.1019T>C (p.Leu340Pro) variant is an exonic variant which is located in exon 8. This variant is absent from gnomAD v2.1.1

controls and v4.1 (PM2_supporting met). The variant is located in a well-established protein kinase domain (PM1_met) and has been

identified in 3 apparently unrelated individuals with PAH to date (PMIDs 18356561, 19555857, 32581362; PS4_supporting met). BMPR2 has

a low rate of benign missense variation and missense variants are a common mechanism of disease (PP2). In silico prediction is consistent

with a pathogenic effect ((REVEL score 0.980 (>0.75; PP3 met)). PP1 was not assessed due to absence of co-segregation data. No other
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missense variants at the same amino acid have been reported for pulmonary arterial hypertension (PS1, PM5 not assessed). In summary,

this variant meets the criteria to be classified as a likely pathogenic for pulmonary arterial hypertension based on the ACMG/AMP criteria

applied, as specified by the ClinGen Pulmonary Hypertension VCEP: PM1, PM2_supporting, PP2, PP3, PS4_supporting (VCEP specification

version 2.0, 1/30/2026).

Met criteria codes

PP2   In gnomAD v4.1, BMPR2 has a z-score of 3.28 for missense variants which is above the threshold of 3.09 (PMID:

404967) for constraint.

PP3   REVEL score: 0.980. SpliceAI score: 0.01 (benign)

PM1   Variant present in established Kinase domain

PM2_Supporting   Variant absent from gnomAD

PS4_Supporting   PS4_supp: met (+1). Three independent patients. PMID 18356561 (Sztrymf et al., 2008; French PH network): 1

patient (IPAH/HPAH) PMID 19555857 (Machado et al., 2009): 1 HPAH patient PMID 32581362 (Turro et al, 2020) WGS

study (1 PAH patient E010683, supplemental data). No segregation or functional data present to date (11-09-2024)

Not Met criteria codes

PS1   No reported pathogenic variants for p.Leu340

PM5   No reported pathogenic variants for p.Leu340

PVS1   Missense variant with no apparent effect on splicing (SpliceAi score 0.01)
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