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Volibris 5mg: Ambrisentan — 5 mg
Volibris 10mg: Ambrisentan — 10 mg
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Volibris is indicated for treatment of pulmonary arterial hypertension (PAH) in adult patients of WHO
Functional Class (FC) Il to lll, including use in combination treatment with tadalafil.
Efficacy has been shown in idiopathic PAH (IPAH) and in PAH associated with connective tissue disease.

: N9NY7 [I'7¥2 D'NaN 0'9'Y0A IWY) DUNIAN DDTY -
4.8 Undesirable effects

Summary of the safety profile

Peripheral oedema (37%)-fluidretention and headache (28%)-{including-sinus-headachemigraine)}-were the

most common adverse reactions observed with ambrisentan. The higher dose (10 mg) was associated with a
higher incidence of these adverse reactions, and peripheral oedema tended to be more severe in patients
265 years in short-term clinical studies (see section 4.4).

Serious adverse reactions associated with ambrisentan use include anaemia (decreased haemoglobin,
decreased haematocrit) and hepatotoxicity.

Reductions in haemoglobin concentrations and haematocrit (10%) have been associated with ERAs including
ambrisentan. Most of these decreases were detected during the first 4 weeks of treatment and haemoglobin
generally stabilised thereafter (see section 4.4).

Hepatic enzyme elevations (2%), hepatic injury and autoimmune hepatitis (including exacerbation of
underlying disease) have been observed with ambrisentan (see sections 4.4 and 5.1).

Tabulated list of adverse reactions

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) and not known (cannot be estimated from
available data). For dose- related adverse reactions the frequency category reflects the higher dose of
ambrlsentan FEE

seriousness.




System organ class Frequency Adverse reaction(s)

Blood and lymphatic system |Very common [Anaemia (decreased haemoglobin,
disorders decreased haematocrit)?

Immune system disorders |Common Hypersensitivity reactions (e.g. angioedema,
rash, pruritus)

Nervous system disorders |Very common |Headache (including sinus headache,

migraine)?,
dizziness
Eye disorders Common Blurred vision,
visual impairment
Ear and labyrinth disorders |Common Tinnitus®
Uncommon Sudden hearing loss?®
Cardiac disorders Very common |Palpitation
Common Cardiac failure*
Vascular disorders Very common  |Flushing?®
Common Hypotension,
syncope
Respiratory, thoracic and Common upper respiratory (e.g. nasal, sinus)
mediastinal disorders Very common  |congestion’

Very common  |Dyspnoea®, nasopharyngitis’

Common Epistaxis,
rhinitis’,
sinusitis’
Gastrointestinal disorders  [Very common  |Nausea,
diarrhoea,
vomiting®
Common Abdominal pain,
constipation
Hepatobiliary disorders Common Hepatic transaminases increased
Uncommon Hepatic injury (see section 4.4),
autoimmune hepatitis (see section 4.4)
Skin and subcutaneous Common Rash®
tissue disorders
General disorders and Very common |Peripheral oedema,
administration site fluid retention,
conditions chest pain/discomfort®,
fatigue
Common Asthenia
B —metroosred

1 See section ‘Description of selected adverse reactions’.

2 The frequency of headache appeared higher with 10 mg ambrisentan.

3 Cases were only observed in a placebo-controlled clinical study of ambrisentan in combination with
tadalafil. Data—derived-fromroutine pharmacovigilance-surreilance-and-freguencies-based-on-placebo
controllod clini X ) .

4 Most of the reported cases of cardiac failure were associated with fluid retention.Bata-derived-fromroutine

shormoesvcionecoureilinnss
5 Frequencies were observed in a placebo-controlled clinical study of ambrisentan in combination with
tadalafil. Lower incidence was observed with ambrisentan monotherapy.Mest-ofthereported-cases-ofcardiac

6 Cases of worsening dyspnoea of unclear aetiology have been reported shortly after starting ambrisentan
therapy.
" The incidence of nasal congestion was dose related during ambrisentan therapy.
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*8Rash includes rash erythematous, rash generalised, rash papular and rash pruritic.
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