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Opsumit® film-coated Tablets
(macitentan 10mg/Tab)
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OPSUMIT® is an endothelin receptor antagonist (ERA) indicated for the
treatment of pulmonary arterial hypertension (PAH, WHO Group I) to delay
disease progression.

Disease progression included: death, initiation of intravenous (V) 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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4.4 Special warnings and precautions for use

Concomitant use with moderate dual or combined CYP3A4 and CYP2C9 inhibitors

Caution should be exercised when macitentan is administered concomitantly with
moderate dual inhibitors of CYP3A4 and CYP2C9 (e.g., fluconazole and amiodarone)
(see section 4.5).

Caution should also be exercised when macitentan is administered concomitantly with
both a moderate CYP3A4 inhibitor (e.g., ciprofloxacin, cyclosporine, diltiazem,
erythromycin, verapamil) and moderate CYP2C9 inhibitor (e.g., miconazole, piperine).

4.5 Interaction with other medicinal products and other forms of
interaction

In vitro studies

The cytochrome P450 CYP3A4 is the main enzyme, involved in the metabolism of
macitentan and in formation of its active metabolite, with minor contribution from
CYP2C8, CYP2C9, and CYP2C19 enzymes (see section 5.2). Macitentan and its
active metabolite do not have clinically relevant inhibitory or inducing effects on
cytochrome P450 enzymes.
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In vivo studies

Fluconazole: In the presence of fluconazole 400 mg daily, a moderate dual inhibitor of
CYP3A4 and CYP2C9, exposure to macitentan may increase approximately 3.8-fold
based on PBPK modelling. However, there was no clinically relevant change in
exposure to the active metabolite of macitentan. The uncertainties of such modelling
should be considered. Caution should be exercised when macitentan is administered
concomitantly with moderate dual inhibitors of CYP3A4 and CYP2C9 (e.g.,
fluconazole and amiodarone) (see section 4.4).

Caution should also be exercised when macitentan is administered concomitantly with

both a moderate CYP3A4 inhibitor (e.g., ciprofloxacin, cyclosporine, diltiazem,
erythromycin, verapamil) and moderate CYP2C9 inhibitor (e.g., miconazole, piperine).

5.2 Pharmacokinetic properties

Biotransformation

Macitentan has four primary metabolic pathways. Oxidative depropylation of the
sulfamide yields a pharmacologically active metabolite. This reaction is dependent on
the cytochrome P450 system, mainly CYP3A4 (approximately 99%) with minor
contributions of CYP2C8, CYP2C9 and CYP2C19. The active metabolite circulates in
human plasma and may contribute to the pharmacological effect. Other metabolic
pathways yield products without pharmacological activity.

For these pathways, CYP2C9 plays a predominant role with minor contributions from
CYP2C8, CYP2C19 and CYP3AA4.
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