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TO THE EDITOR:

Humbert et al. (April 1 issue)1 report that in the PULSAR trial, sotatercept reduced 

pulmonary vascular resistance in patients with pulmonary arterial hypertension by correcting 

dysregulated activin–growth differentiation factor signaling.2 Sotatercept is also effective in 

increasing hemoglobin levels in patients with β-thalassemia.3,4 The PULSAR trial excluded 

patients with hemoglobin levels above 16 g per deciliter at initial screening and above 18 g 

per deciliter after at least one dose of sotatercept. Depending on the prevalence of anemia 

and polycythemia among patients with pulmonary arterial hypertension, the erythropoietic 

effects of sotatercept could be consequential.

We performed a cross-sectional analysis involving a cohort of 366 patients referred 

because of dyspnea. On catheterization, these patients were categorized as having World 

Health Organization (WHO) group 1 pulmonary arterial hypertension, WHO group 2 to 5 

pulmonary hypertension, or no pulmonary hypertension. Among the patients with group 1 

pulmonary arterial hypertension, 49.4% had anemia (hemoglobin level, <12 g per deciliter in 

women and <13 g per deciliter in men). Patients with pulmonary arterial hypertension had 

lower hemoglobin levels, hematocrits, red-cell counts, and mean corpuscular hemoglobin 

concentrations and higher red-cell distribution widths than controls who did not have 

pulmonary arterial hypertension; these findings are similar to those in previous studies.5

In most patients with pulmonary arterial hypertension in our cohort (93.7%), the hemoglobin 

level was 16 g per deciliter or less. These patients would be expected to have a margin 

for the treatment-mediated increases of 1.2 to 1.5 g per deciliter in the hemoglobin level 

observed in the PULSAR trial. Therefore, a large proportion of patients with pulmonary 

arterial hypertension may receive sotatercept without unacceptable erythropoietic effects, 

and they could potentially benefit from simultaneous treatment of underlying anemia.
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