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Background: The efficacy, pharmacokinetics, safety, and tolerability of bosentan (Tracleer” 32 mg, new dispers-
ible tablet for pediatric use) for pulmonary arterial hypertension (PAH) were investigated in Japanese children.
Methods: This was an open-label, multi-center, phase III, single-arm trial. Patients aged <15 years with PAH
were administered a new pediatric formulation of bosentan (2mg/kg twice per day). The efficacy of bosentan
was evaluated during the first 12 weeks of the trial, and the subsequent period, including a post-marketing study,
was evaluated by following a separate protocol. The primary outcome measure was a change in the pulmonary
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vascular resistance index (PVRI) from baseline to 12 weeks after starting treatment. Secondary outcome mea-
sures were changes in World Health Organization functional class (WHO-FC) every 12 weeks. Additionally, the
pharmacokinetics of bosentan were evaluated by measuring blood concentrations, area under the curve (AUC),
and time-to-peak blood concentrations (T, ). To assess safety and tolerability, adverse events were evaluated,
including those leading to study drug discontinuation.

Results: In total, 6 subjects with a median age of 5.5 years (range, 1-13 years; 4 males, 2 females) were enrolled.
The mean change*standard deviation from baseline to Week 12 in PVRI was 4.0+258.6 dyn-sec-m?/cm?®, which
indicated no significant change in PVRI relative to the baseline value. WHO-FC II was unchanged in all patients.

The geometric mean C___of bosentan and AUC,_ were 494ng/mL and 2300 ng-h/mL, respectively. Safety and

max
tolerability were satisfactory.
Conclusion: A new pediatric formulation of bosentan was confirmed to be safe and well-tolerated in Japanese

children with PAH. There was no worsening in the mean PVRI and WHO-FC.

Keywords: Bosentan, children, endothelin receptor antagonist, new formulation, pulmonary arterial
hypertension
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Fig. 1 Bosentan pediatric formulation
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Fig. 2 Disposition of patients
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Table 1 Baseline characteristics

6.7+4.8

Age (vear) range: 1~13
Sex: male/female (n) 4/2
PAH etiology (n) 6

Idiopathic PAH 4

Heritable PAH 1

PAH associated with congenital 1

heart disease

Medication used for PAH (n) [3)

Beraprost 3

Sildenafil 2

Tadalafil 3
WHO classification (n) 4

1 4
Cardiopulmonary Hemodynamics

PVRI (dyn-sec-:m?/cm?®) 907.7+494.9

mPAP (mmHg) 50.8+20.6

Cl (L/min/m?) 3.87+1.10

PVR/SVR 0.56+0.29
Height (cm) 119.2+33.1
Body Weight (kg) 23.5+13.1

mean*=SD
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The blue line represents the mean value.

Fig. 3 Change from baseline to Week 12 in PVRI, CI, mPAP, mRAP, SVRI, and PVR/SVR

Table 2 Change from baseline to Week12 (n=6)

PVRI Cardiac Index mPAP mRAP SVRI

PVR/SVR
(dyn-sec-m?/cm®) (L/min/m?) (mmHg) (mmHg) (dyn-sec-m?/cm®) /S
Mean=+SD —4.0+258.6 —0.40+0.71 -4.7+10.9 1.3+25 142.8+288.6 —0.06+0.14
Median 375 —-0.60 -35 1.0 308.0 —0.05
95% Clof mean  —275.4, 267.4 -1.15, 0.35 —-16.1, 6.8 -1.3,4.0 —160.0, 445.7 -0.20, 0.08

SD, standard deviation, Cl, confidence interval
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Table 3 Adverse events occurring in at least 2
patients

N=6

Ad t
verse events n (%)

Total patients with at least one adverse event 5 (83.3%)

Nasopharyngitis 4 (66.7%)
Pyrexia 3 (560.0%)
Dry skin 3 (50.0%)
Brain natriuretic peptide increased 2 (33.3%)
Vomiting 2 (33.3%)
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