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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 (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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4.6 Fertility, pregnancy, and lactation

Male fertility

The development of testicular tubular atrophy in male animals was observed after
treatment with macitentan (see section 5.3). Decreases in sperm count have been
observed in patients taking ERAs. Macitentan, like other ERAs, may have an adverse

effect on spermatogene3|s in men. Iherelevane&e#th%n@ng%—human&s

5.3 Preclinical safety data

Testicular tubular dilatation was observed in chronic toxicity studies with male rats and
dogs with safety margins of 11.6 and 5.8, respectively. Tubular dilatation was fully
reversible. After 2 years of treatment, testicular tubular atrophy was seen in rats at 4-
fold the human exposure. Hypospermatogenesis was observed in the life-long
carcinogenicity study in rats and in the repeat-dose toxicity studies in dogs at
exposures that provide safety margins of 9.7 in rats and 23 in dogs. The safety
margins for fertility were 18 for male and 44 for female rats. No testicular findings were
noted in mice after treatment up to 2 years. The-effectof-macitentan-on-human-male
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