
Bosentan is strongly recommended
to improve 6MWD for

PAH WHO FC patients.1

* 6MWD : 6-min walk distance, PAH : Pulmonary arterial hypertension,

WHO FC : World Health Organization functional class
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After 16 weeks of treatment, the distance walked in six minutes was increased by
36 m in the combined bosentan groups, whereas a deterioration of 8m occurred in
the placebo group.

* PAH: Pulmonary arterial hypertension

There was no significant difference between the two bosentan groups (P = 0.18 by the Mann-Whitney U test)
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Treatment with 125 mg of bosentan twice daily was not associated with a significant
increase in adverse events or with a change in their nature when compared with 
placebo.

Headache Dizziness Cough Dyspnea Syncope Flushing Abnormal
hepatic function

Worsening of 
symptoms of 

pulmonary arterial
hypertension
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[Most frequent adverse events in the placebo and bosentan groups]
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In this double-blind, placebo-controlled study, 213 patients with pulmonary arterial hypertension (WHO functional class Ⅲ or Ⅳ) were assigned to receive placebo or to
receive 62.5mg of bosentan twice daily for 4 weeks followed by either of two doses of bosentan (125 or 250mg twice daily) for a minimum of 12 weeks. The primary end
point was the degree of change in exercise capacity indicated by the distance a patient could walk in six minutes.

STUDY DESIGN



Overall, 36 patients (46%) improved by at least one class, 34 patients (44%) 
remained in the same functional class, and 8 patients (10%) worsened by
one class.

* CHD: Congenital heart disease

World Health Organization functional class at bosentan initiation and after at least eight weeks of treatment with bosentan. The median follow-up of these patients was 12
months (range 3 to 25 months).

[WHO Functional Class]

Improved Unchanged Worsened

60

40

20

0

pa
tie

nt
s 

(%
) P < 0.001

Bosentan (all patients)
Bosentan without prostanoid
Bosentan with prostanoid

[Patient Survival and Treatment Status at Data Cutoff Date]

At data cutoff date, 68 of the 86 patients (79%) continued bosentan.
Fatigue leading to discontinuation was observed in two patients, and two patients with
unrepaired CHD discontinued bosentan.

Continued bosentan 
treatment, n (%)

Discontinuation, n (%)
Increase in liver enzymes
Other adverse event
Treatment failure

Deaths, n (%)

All patients
(n = 86)

Bosentan without prostanoid
(n = 42)

Bosentan with prostanoid
(n = 44)

68 (79%) 35 (83%) 33 (75%)

3 (3%) 2 (5%) 1 (2%)
4 (5%) 2 (5%) 2 (4%)
6 (7%) 1 (2%) 5 (11%)

5 (6%) 2 (5%) 3 (7%)

* PAH: Pulmonary arterial hypertension
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In this study, 86 children (ranged in age from 9 months to 18 years at the start of bosentan therapy) with PAH in WHO functional classⅠto Ⅳ were treated with bosentan
with or without concomitant intravenous epoprostenol or subcutaneous treprostinil therapy. The median exposure time to bosentan was 14 months (range 2 to 28 months).
Hemodynamics, WHO functional class, and safety data were collected.

STUDY DESIGN



The overall number of new ulcers was significantly reduced in patients receiving
bosentan. Among patients in the bosentan group, a mean of 1.4 new ulcers per patient
developed, compared with 2.7 ulcers per patient among those receiving placebo.

Using a Kaplan-Meier-type estimate for risk of onset of subsequent ulcers, the protective
effect of bosentan persisted throughout the study but was most evident after 8 weeks
of treatment.

* SSc: Systemic Sclerosis

Development of new digital ulcers in all systemic sclerosis (SSc) patients (left) and those who had digital ulcers at baseline (right), including comparisons between patients
with diffuse disease and those with limited disease. The number of patients in each group is shown superimposed on the bars. NS = not significant.
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This study was a double-blind, placebo-controlled study evaluating bosentan treatment for digital ulcers. 122 patients who had limited or diffuse SSc were randomized into 2 parallel
groups using a 2:1 bosentan-to-placebo ratio and were treated for 16 weeks. Subjects  received 62.5 mg of bosentan twice daily for 4 weeks, or placebo. For the next 12 weeks,
patients received 125 mg of bosentan twice daily or placebo. The primary outcome variable was the number of new digital ulcers developing during the 16- week study period.

STUDY DESIGN

Visits occurred at 4, 8, 12, and 16 weeks (±12 days) after starting the study drug. The number of patients remaining at risk is shown on the abscissa.
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Bioequivalence conducted between bosentan tablets
(Geometric Mean)
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(N = 31, Mean + S.D.)
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[Reference] 1. CHEST 2019; 155(3):565-586.  2. N Engl J Med 2002;346:896-903.  3. J Am Coll Cardiol 2005;46:697-704  4. Arthritis & Rheumatism, December 2004, 50(12):3985-3993
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