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We thank Subias et al. for their response to our recent article 1. In this study we demonstrated that the clinical, radiological and histological features in patients with pulmonary veno-occlusive disease/pulmonary capillary haemangiomatosis (PVOD/PCH) (including those carrying biallelic EIF2AK4 mutations) can show significant overlap with idiopathic pulmonary arterial hypertension (PAH). In our study, none of the patients found to have a molecular diagnosis (biallelic EIF2AK4 mutations) consistent with PVOD/PCH, but classified by expert clinicians as idiopathic PAH, developed pulmonary oedema in response to pulmonary artery vasodilator therapies. This may account for the apparent increased survival reported in our study compared to Montani et al. who ascertained cases of clinically obvious cases of PVOD/PCH 2. Indeed, Tejedor et al. also show a better prognosis in Romani patients carrying a founder mutation in EIF2AK4, who were tolerant of pulmonary artery vasodilator therapies 3.

As eloquently described by Miller and Faber in the editorial accompanying our article the key question is how this impacts clinical practice 4. We would assert that clinical genetic testing is of value in the early identification of PVOD/PCH. We showed that the diagnostic yield of biallelic EIF2AK4 mutations was 53% in patients aged less than 50 years with a diffusion coefficient for carbon monoxide less than 50% of predicted. Although the presence of biallelic EIF2AK4 mutations is not of prognostic significance in cohorts of patients with PVOD/PCH, it might well be in patients diagnosed with idiopathic PAH. In our manuscript we show a worse prognosis in patients with an apparent clinical diagnosis of idiopathic PAH even though they were “tolerant” of pulmonary artery vasodilator therapies. Therefore, early identification of these patients may facilitate early transplant assessment and careful monitoring when initiating pulmonary artery vasodilatory therapies.

Specific information regarding consanguinity was not collected as part of our study. However, of the 7 patients with homozygous rare and predicted deleterious EIF2AK4 mutations, 5 (71%) were of South Asian descent, perhaps pointing towards a shared kinship.

Being an ultra-rare disease, further study of distinct subgroups requires international collaboration to obtain sufficient numbers. Only with such large prospective studies can we validate and build upon these preliminary but intriguing observations. Pulmonary venopathy is an important aspect of pulmonary hypertension associated with connective tissue disease and left heart disease. As such these questions may have much wider clinical relevance.
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