
In this study, using a weight-based dosing regimen of selexipag in patients aged ≥ 2 to < 18 years with pulmonary arterial hypertension 

reached similar exposure to adults and was well tolerated.
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STUDY DESIGN RESULTS
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What Is the Starting Dose(s) of Selexipag in Patients Aged ≥ 2 to < 18 Years With 
Pulmonary Arterial Hypertension to Achieve Exposure Comparable With Adults? 

PULMONARY VASCULAR 

•	Prospective, multicenter, open-label, single-arm 
phase 2 study:

•	 Cohort 1: aged ≥ 12 to < 18 years (N = 22)
•	 Cohort 2: aged ≥ 6 to < 12 years (N = 21)
•	 Cohort 3: aged ≥ 2 to < 6 years (N = 20)

•	Given weight-based starting doses of selexipag:
•	 200 µg bid: ≥ 50 kg
•	 150 µg bid: ≥ 25 to < 50 kg
•	 100 µg bid: ≥ 9 to < 25 kg

Titration over 12 weeks
Outcome: Safety, tolerability,  

and exploratory efficacy

•	 The weight-based dosing regimen had similar 
exposure in children to adults (as indicated by 
the AUC estimated/expected ratios)

•	 62/63 patients experienced ≥ 1 adverse event and 33/63 
patients reported serious adverse events

•	 46.0% vomiting
•	 39.7% headache
•	 36.5% diarrhea

•	 11 deaths reported, none related to selexipag
selexipag, all in the $ 12 to < 18 years age cohort 
(trismus, myalgia, and abdominal pain in 1 patient; 
syncope in 1 patient; and noncardiac chest pain in 1 
patient). Overall, 6 patients (9.5%) (4 patients in the 
oldest cohort, and 1 each in the youngest and middle 
age cohort) had AEs leading to treatment 
discontinuation, including SAEs in 5 patients (infective 
endocarditis: n = 1; heart and lung transplant: n = 1; 
PAH worsening: n = 2; pulmonary hypertension crisis: 
n = 1 [all reported not related to selexipag]) and a 
nonserious AE in 1 patient (increased blood thyroid 
stimulating hormone, reported as related to selexipag), 
none of which had a fatal outcome. More detailed AE 
and SAE data, including during the titration and 
maintenance period, are shown in e-Table 7.

AEs with a fatal outcome were reported in 11 patients 
(17.5%) (4 patients each in the oldest and middle 
cohorts, and 3 in the youngest age cohort). The 
investigator-reported terms for causes of death for these 
patients were as follows: PAH crisis (n = 2), severe 
pulmonary hypertensive crisis (n = 1), pulmonary 
hypertension worsening (n = 1), cardiac arrest (n = 1), 
congestive heart failure (n = 1), supraventricular 
tachycardia (n = 1), cerebral edema (n = 1), atrial 
septostomy (n = 1), sudden death (n = 1), and 
unexplained death (n = 1). None of these deaths were 
assessed to be related to the selexipag treatment by the 
investigator. Most of these patients had IPAH (8 of 11) 
and severe PAH (7 of 11 were classified as WHO FC III 
and presented with substantially elevated N-terminal 
pro-brain natriuretic peptide levels at baseline). Eight

patients were adolescent at the time of death, and all 8 
cases occurred at least 5 years after PAH diagnosis, with 
selexipag treatment duration ranging from 229 to 
1,944 days. The remaining 3 cases occurred in
patients < 6 years of age, 2 within 1 year, and 1 case 
within 2 years of PAH diagnosis, with selexipag 
treatment duration ranging from 40 to 91 days. None of 
the patients who died were escalated to parenteral 
prostacyclin therapy before death, and treatment with 
selexipag was not modified before any of the fatal 
events.

Exploratory and Post Hoc Efficacy and Acceptability 
End Points

Changes from baseline to week 16 and month 7 in 
exploratory efficacy variables for the overall study 
population are summarized in Table 4; data for age 
cohorts and for all follow-up time points are shown in 
e-Table 7. Overall, sustained improvements were 
observed in 6-minute walking distance (for the 2 older 
age cohorts who could perform this test) and in 
N-terminal pro-brain natriuretic peptide. Modest 
improvements were observed in echocardiographic 
parameters right ventricular systolic pressure (RVSP), 
tricuspid annular plane systolic excursion, and 
pulmonary artery acceleration time, whereas only 
marginal changes were observed in left ventricular 
eccentricity index ratio, indexed right atrial area, and 
tricuspid annular diameter (Table 4); the 
echocardiographic data report large SDs and no 
improvement in RVSP were observed in the youngest

TABLE 2 ] Comparison of Model-Based Exposures Estimated From This Study and Expected From the GRIPHON 
Model, by Age Cohort and Body Weight Group

Stratifier Value No.
Estimated

AUC σ,ss,combined (90% CI)
Expected AUC σ,ss,combined

(90% CI) Ratio (90% CI)

Cohort 1 $ 12 to < 18 y 21 21.56 (17.32-26.84) 21.47 (19.26-23.94) 1.00 (0.82-1.23)

Cohort 2 $ 6 to < 12 y 21 20.40 (16.83-24.73) 19.14 (16.92-21.63) 1.07 (0.91-1.24)

Cohort 3 $ 2 to < 6 y 17 18.57 (15.16-22.74) 15.06 (13.40-16.92) 1.23 (1.04-1.47)

Starting dose
(body weight
group)

200 μg bid (> 50 kg) 12 22.48 (16.77-30.14) 21.19 (18.28-24.56) 1.06 (0.81-1.39)

150 μg bid
($ 25 to < 50 kg)

19 20.95 (17.15-25.58) 20.92 (18.37-23.82) 1.00 (0.82-1.22)

100 μg bid
($ 9 to < 25 kg)

28 18.92 (15.97-22.42) 16.25 (14.76-17.90) 1.16 (1.02-1.33)

Total Not applicable 59 20.25 (18.00-22.78) 18.61 (17.29-20.02) 1.09 (0.98-1.21)

Data shown are for patients included in the PK analysis set (n = 59 with full 12-h PK profile and trough concentrations available; reasons for exclusion 
were the following: 1 patient had no PK samples collected and 3 only had trough concentrations available). Geometric means are AUC σ,ss,combined (ng × h/ 
mL) with 90% CI. Values rounded to 2 decimal places. e-Tables 5 and 6 summarize the individual maximum tolerated dose by age and body weight 
cohort, respectively. AUC σ,ss,combined = combined area under the plasma concentration-time curve over 1 dosing interval at steady state; PK = 
pharmacokinetic.
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