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OPSUMIT® is an endothelin receptor antagonist (ERA) indicated for the
treatment of pulmonary arterial hypertension (PAH, WHO Group |) to delay
disease progression.
Disease progression included: death, initiation of intravenous (IV) or
subcutaneous prostanoids, or clinical worsening of PAH (decreased 6-minute
walk distance, worsened PAH symptoms and need for additional PAH
treatment). OPSUMIT also reduced hospitalization for PAH.
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4.2 Posology and method of administration

Treatment should only be initiated and monitored by a physician experienced in the treatment of PAH.

Posology

The recommended dose is 10 mg orally once daily. Opsumit should be taken every day at about the
same time.

If the patient misses a dose of Opsumit, the patient should be told to take it as soon as possible and then
take the next dose at the regularly scheduled time. The patient should be told not to take two doses at the
same time if a dose has been missed.

Paediatric population

establishedNo-data-are-available: Opsumit is not indicated in children and adolescents below 18 years.
Method of administration

The film-coated tablets are not breakable and are to be swallowed whole, with water. They may be taken
with or without food.

4.8 Undesirable effects

Summary of the safety profile.

The most commonly reported adverse reactions in the SERAPHIN study were are nasopharyngitis (14

%), headache (13.6%) and anaemia (13.2%, see section 4.4). The-majority-of adverse reactions-are-mild
| s e

Tabulated list of adverse reactions

The safety of macitentan has been evaluated in a long-term placebo-controlled trial of 742 patients with
symptomatic PAH (SERAPHIN study). The mean treatment duration was 103.9 weeks in the macitentan
10 mg group, and 85.3 weeks in the placebo group. Adverse reactions associated with macitentan
obtained from this clinical study are tabulated below. Post-marketing adverse reactions are also
included.

Frequencies are defined as: very common (> 1/10); common (> 1/100 to < 1/10); uncommon (> 1/1,000
to < 1/100); rare (> 1/10,000 to < 1/1,000); very rare (< 1/10,000); not known (cannot be estimated from
the available data).

System organ class Frequency Adverse reaction
Infections and infestations Very common Nasopharyngitis
Very common Bronchitis
Common Pharyngitis
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Common

Influenza

Common

Urinary tract infection

Blood and lymphatic system
disorders

Very common

Anaemia; haemoglobin
decrease’

Common Leukopenia®
Common Thrombocytopenia’
Immune system disorders Uncommon Hypersensitivity reactions

(e.g., angioedema, pruritus,
rash) !

Nervous system disorders

Very common

Headache

Vascular disorders Common Hypotension?, flushing
Respiratory, thoracic and Common Nasal congestion'
mediastinal disorders

Hepatobiliary disorders Common Aminotransferase elevations*
Reproductive system and Common Increased uterine bleeding®

breast disorders

General disorders and
administration site conditions

Very common

Oedema, fluid retention’

! Data derived from pooled placebo-controlled studies.

8

Includes PTs of heavy menstrual bleeding, abnormal uterine bleeding, intermenstrual bleeding,

uterine/vaginal haemorrhage, polymennorhoea and menstruation irregular. Frequency based on

exposure in females.

Paediatric population

Opsumit is not indicated in children and adolescents below 18 years
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