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	 פרטים על השינוי/ים המבוקש/ים

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Contraindications

	
	• Idiopathic pulmonary fibrosis (IPF), with or without secondary pulmonary hypertension (see section 5.1).


	Special warnings and precautions for use
	Reductions in haemoglobin concentrations and haematocrit have been associated with ERAs including Volibris (see section 4.8). Most of these decreases were detected during the first 4 weeks of treatment and haemoglobin generally stabilised thereafter.
	Reductions in haemoglobin concentrations and haematocrit have been associated with ERAs including Volibris (see section 4.8). Most of these decreases were detected during the first 4 weeks of treatment and haemoglobin generally stabilised thereafter. Mean decreases from baseline (ranging from 0.9 to 1.2 g/dL) in hemoglobin concentrations persisted for up to 4 years of treatment with ambrisentan in the long-term open-label extension of the pivotal Phase 3 clinical studies. In the post marketing period, cases of anaemia requiring blood cell transfusion have been reported (see section 4.8).


	Fertility, pregnancy and lactation
	Male fertility 
The development of testicular tubular atrophy in male animals has been linked to the chronic administration of ERAs, including ambrisentan (see section 5.3). The effect on male human fertility is not known. Chronic administration of ambrisentan was not associated with a change in plasma testosterone in clinical studies.


	Male fertility 
The development of testicular tubular atrophy in male animals has been linked to the chronic administration of ERAs, including ambrisentan (see section 5.3). The effect on male human fertility is not known.  Although no clear evidence of a detrimental effect of ambrisentan long-term exposure on sperm count was found in ARIES-E study, chronic administration of ambrisentan was associated with changes in markers of spermatogenesis. A decrease in plasma inhibin-B concentration and an increase in plasma FSH concentration were observed. The effect on male human fertility is not known but a deterioration of spermatogenesis cannot be excluded. Chronic administration of ambrisentan was not associated with a change in plasma testosterone in clinical studies.



	Undesirable effects


	See attached table (1)
	See attached table (1)


	Table (1) טקסט נוכחי- 

	4.8 Undesirable effects
Experience from clinical studies 

Safety of Volibris has been evaluated in clinical trials of more than 483 patients with PAH (see section 5.1). Adverse drug reactions (ADR) identified from 12 week placebo controlled clinical trial data are listed below by system organ class and frequency. With longer observation in uncontrolled studies (mean observation of 79 weeks), the safety profile was similar to that observed in the short term studies. 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). For dose-related adverse reactions the frequency category reflects the higher dose of Volibris. Frequency categories do not account for other factors including varying study duration, pre-existing conditions and baseline patient characteristics. Adverse reaction frequency categories assigned based on clinical trial experience may not reflect the frequency of adverse events occurring during normal clinical practice. Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.

Cardiac disorders 

Palpitation

Common

Blood and lymphatic system disorders 

Anaemia (decreased haemoglobin, decreased haematocrit) 

Common

 

Nervous system disorders 

Headache (including sinus headache, migraine)1 

Very common

 

Respiratory, thoracic and mediastinal disorders 

Upper respiratory (e.g. nasal2, sinus) congestion, sinusitis, nasopharyngitis, rhinitis

Common

Gastrointestinal disorders 

Abdominal pain

Common

Constipation

Common

Vascular disorders 

Flushing

Common

General disorders and administration site conditions 

Peripheral oedema, fluid retention3 

Very common

Chest pain/discomfort

Common

Immune system disorders 

Hypersensitivity reactions (e.g. angioedema, rash, pruritus)

Uncommon

1 The frequency of headache appeared higher with 10 mg Volibris. 

2 The incidence of nasal congestion was dose related during Volibris therapy. 

3 Peripheral oedema was reported more frequently with 10 mg Volibris. In clinical studies peripheral oedema was reported more commonly and tended to be more severe in patients ≥65 years (see section 4.4).

.......
Post-marketing data 

In addition to adverse reactions identified from clinical studies, the following adverse reactions were identified during post-approval use of Volibris. Frequencies are defined as: common (≥ 1/100 to <1/10); uncommon (≥1/1,000 to <1/100); ‘not known’ (cannot be estimated from the available data).

Nervous system disorders 
Dizziness 

Not known

Cardiac disorders 

Cardiac failure4 

Not known

Vascular disorders 

Syncope, hypotension

Not known

Respiratory, thoracic and mediastinal disorders 

Dyspnoea5 

Not known

Gastrointestinal disorders 

Nausea, vomiting, diarrhoea 

Not known

Hepatobiliary disorders

Hepatic transaminases increased

Common

Hepatic injury (see section 4.4)6
Uncommon

Autoimmune hepatitis (see section 4.4) 6
Uncommon

4Most of the reported cases of cardiac failure were associated with fluid retention.

5Cases of worsening dyspnoea of unclear aetiology have been reported shortly after starting Volibris therapy.

6Cases of autoimmune hepatitis, including cases of exacerbation of autoimmune hepatitis, and hepatic injury have been reported during ambrisentan therapy.

	Table (1)  טקסט חדש -

	4.8 Undesirable effects

Experience from clinical studies 

Safety of Volibris has been evaluated in clinical trials of more than 483 patients with PAH (see section 5.1). Adverse drug reactions (ADR) identified from 12 week placebo controlled clinical trial data are listed included below by system organ class and frequency. With longer observation in uncontrolled studies (mean observation of 79 weeks), the safety profile was similar to that observed in the short term studies. Post marketing data are also presented. 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). For dose-related adverse reactions the frequency category reflects the higher dose of Volibris. Frequency categories do not account for other factors including varying study duration, pre-existing conditions and baseline patient characteristics. Adverse reaction frequency categories assigned based on clinical trial experience may not reflect the frequency of adverse events occurring during normal clinical practice. Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.
Cardiac disorders
Palpitation
Common
Blood and lymphatic system disorders
Anaemia (decreased haemoglobin, decreased haematocrit)
Common
 
Nervous system disorders
Headache (including sinus headache, migraine)
Very common
 
Respiratory, thoracic and mediastinal disorders
Upper respiratory (e.g. nasal
Common
Gastrointestinal disorders
Abdominal pain
Common
Constipation
Common
Vascular disorders
Flushing
Common
General disorders and administration site conditions
Peripheral oedema, fluid retention
Very common
Chest pain/discomfort
Common
Immune system disorders
Hypersensitivity reactions (e.g. angioedema, rash, pruritus)
Uncommon
1 The frequency of headache appeared higher with 10 mg Volibris. 

2 The incidence of nasal congestion was dose related during Volibris therapy. 

3 Peripheral oedema was reported more frequently with 10 mg Volibris. In clinical studies peripheral oedema was reported more commonly and tended to be more severe in patients ≥65 years (see section 4.4).
Blood and lymphatic system disorders 

Anaemia (decreased haemoglobin, decreased haematocrit)1 
Common

Immune system disorders 

Hypersensitivity reactions (e.g. angioedema, rash, pruritus)

Uncommon

 

Nervous system disorders 

Headache (including sinus headache, migraine)2 

Very common

Dizziness 

Common3
 

Cardiac disorders 

Cardiac failure4 
Common

Palpitation

Common

Vascular disorders 

Hypotension
Common3

Flushing

Common

Syncope
Uncommon3

Respiratory, thoracic and mediastinal disorders 

Epistaxis

Common3
Dyspnoea5
Common3
Upper respiratory (e.g. nasal6, sinus) congestion, sinusitis, nasopharyngitis, rhinitis

Common

Gastrointestinal disorders 

Abdominal pain

Common

Constipation

Common

Nausea, vomiting, diarrhoea 

Common3
Hepatobiliary disorders
Hepatic transaminases increased

Common3

Hepatic injury (see section 4.4)7
Uncommon3

Autoimmune hepatitis (see section 4.4)7
Uncommon3

General disorders and administration site conditions 

Peripheral oedema, fluid retention8 

Very common

Chest pain/discomfort

Common

Asthenia and fatigue
Common3

1 In the post-marketing period, cases of anaemia requiring blood cell transfusion have been reported (see section 4.4).

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

3 Data derived from Post-marketing surveillance and frequencies based on placebo-controlled clinical trial experience.

4 Most of the reported cases of cardiac failure were associated with fluid retention. Data derived from post marketing experience, frequencies based on statistical modelling of placebo-controlled clinical trial data.

5 Cases of worsening dyspnoea of unclear aetiology have been reported shortly after starting Volibris therapy.

6 The incidence of nasal congestion was dose related during Volibris therapy. 

7 Cases of autoimmune hepatitis, including cases of exacerbation of autoimmune hepatitis, and hepatic injury have been reported during ambrisentan therapy.
8 Peripheral oedema was reported more frequently with 10 mg Volibris. In clinical studies peripheral oedema was reported more commonly and tended to be more severe in patients ≥65 years (see section 4.4).
.......
Post-marketing data 

In addition to adverse reactions identified from clinical studies, the following adverse reactions were identified during post-approval use of Volibris. Frequencies are defined as: common (≥ 1/100 to <1/10); uncommon (≥1/1,000 to <1/100); ‘not known’ (cannot be estimated from the available data).

Nervous system disorders 
Dizziness 

Not known

Cardiac disorders 

Cardiac failure4 

Not known

Vascular disorders 

Syncope, hypotension

Not known

Respiratory, thoracic and mediastinal disorders 

Dyspnoea5 

Not known

Gastrointestinal disorders 

Nausea, vomiting, diarrhoea 

Not known

Hepatobiliary disorders

Hepatic transaminases increased

Common

Hepatic injury (see section 4.4)6
Uncommon

Autoimmune hepatitis (see section 4.4) 6
Uncommon

4Most of the reported cases of cardiac failure were associated with fluid retention.

5Cases of worsening dyspnoea of unclear aetiology have been reported shortly after starting Volibris therapy.

6Cases of autoimmune hepatitis, including cases of exacerbation of autoimmune hepatitis, and hepatic injury have been reported during ambrisentan therapy.




בעלון לצרכן 

	 פרטים על השינוי/ים המבוקש/ים

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	מתי אין להשתמש בתכשיר?

	
	אם הנך סובל מהצטלקויות בריאות (אדיופטית פולמונרי פיברוזיס)


	תופעות לוואי
	
	 דימום מהאף
הרגשת עייפות או חולשה


	
	תופעות לוואי המחייבות התייחסות מיוחדת:
תגובה אלרגית המתאפיינת בפריחה, גירוי ונפיחות (בד"כ של פנים, שפתיים, לשון או גרון) העלולה לגרום לקשיי נשימה ובליעה. 
פגיעה כבדית.דלקת בכבד כתוצאה מפעילות מע' החיסון (הפטיטיס אוטואימיונית).
יש לפנות לרופא מיד אם הדבר מתרחש בפתאומיות לאחר לקיחת התרופה!


	תופעות לוואי המחייבות התייחסות מיוחדת:
תגובה אלרגית המתאפיינת בפריחה, גירוי ונפיחות (בד"כ של פנים, שפתיים, לשון או גרון) העלולה לגרום לקשיי נשימה ובליעה. 
פגיעה כבדית.דלקת בכבד כתוצאה מפעילות מע' החיסון (הפטיטיס אוטואימיונית).
עילפון
דווח לרופא שלך מיד אם תופעות אלה מתרחשות או אם הם מתרחשות בפתאומיות לאחר לקיחת ווליבריס.
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