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Asymptomatic BMPR2 mutation carriers have a 2.3% per year risk of developing PAH. DELPHI-2
provides the platform for future international multicentre studies to refine multimodal screening
algorithms in BMPR2 mutation carriers. http://bit.ly/30i2KJ1
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Abstract

Background Heritable pulmonary arterial hypertension (PAH) is most commonly due to heterozygous
mutations of the BMPR2 gene. Based on expert consensus, guidelines recommend annual screening
echocardiography in asymptomatic BMPR2 mutation carriers. The main objectives of this study were to
evaluate the characteristics of asymptomatic BMPR2 mutation carriers, assess their risk of occurrence of
PAH and detect PAH at an early stage in this high-risk population.

Methods Asymptomatic BMPR2 mutation carriers underwent screening at baseline and annually for a
minimum of 2 years (DELPHI-2 study; ClinicalTrials.gov: NCT01600898). Annual screening included
clinical assessment, ECG, pulmonary function tests, 6-min walk distance, cardiopulmonary exercise
testing, chest radiography, echocardiography and brain natriuretic peptide (BNP) or N-terminal (NT)-
proBNP level. Right heart catheterisation (RHC) was performed based on predefined criteria. An optional
RHC at rest and exercise was proposed at baseline.

Results 55 subjects (26 males; median age 37 years) were included. At baseline, no PAH was suspected
based on echocardiography and NT-proBNP levels. All subjects accepted RHC at inclusion, which
identified two mild PAH cases (3.6%) and 12 subjects with exercise pulmonary hypertension (21.8%). At
long-term follow-up (118.8 patient-years of follow-up), three additional cases were diagnosed, yielding a
PAH incidence of 2.3% per year (0.99% per year in males and 3.5% per year in females). All PAH cases
remained at low-risk status on oral therapy at last follow-up.

Conclusions Asymptomatic BVVPR2 mutation carriers have a significant risk of developing incident PAH.
International multicentre studies are needed to confirm that refined multimodal screening programmes with
regular follow-up allow early detection of PAH.

Eur Respir J 2021; 58: 2004229


https://orcid.org/0000-0002-9358-6922
https://orcid.org/0000-0002-8695-0503
https://orcid.org/0000-0002-8545-4452
https://orcid.org/0000-0003-2571-7932
https://orcid.org/0000-0002-1942-1951
https://orcid.org/0000-0002-6862-8975
https://orcid.org/0000-0003-0703-2892
mailto:marc.humbert@aphp.fr
https://crossmark.crossref.org/dialog/?doi=10.1183/13993003.04229-2020&domain=pdf&date_stamp=
http://bit.ly/3oi2KJ1
http://bit.ly/3oi2KJ1
https://doi.org/10.1183/13993003.04229-2020
https://clinicaltrials.gov/
mailto:permissions@ersnet.org
erj.ersjournals.com
erj.ersjournals.com
https://doi.org/10.1183/13993003.00286-2021
https://doi.org/10.1183/13993003.00286-2021
https://doi.org/10.1183/13993003.00286-2021
https://doi.org/10.1183/13993003.00286-2021

	Screening for pulmonary arterial hypertension in adults carrying a BMPR2 mutation
	Abstract


