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	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	4.2 Posology and method of administration


	
	טקסט חדש שהוסף מסומן בצהוב, טקסט שהוסר מסומן באדום עם קו מחיקה, שינוי נוסח מסומנים בירוק. טקסט מלא של פרק זה מופיע בהצעת עלון שנשלחה לאישורכם
Therapeutic dose
Adult:
Initial dose: 3mg given as a rapid intravenous bolus (over 2 seconds). 
Second dose: If the first dose does not result in elimination of the supraventricular tachycardia within 1 to 2 minutes, 6mg should be given also as a rapid intravenous bolus, followed by a rapid saline flush….

Children
No controlled pediatric study has been undertaken. Published uncontrolled studies show similar effects of adenosine in adults and children: effective doses for children were between 0.0375 and 0.25mg/kg. 
The level of evidence does not allow a recommended posology.
…………………………..

Hepatic / Renal impairment 
As adenosine requires no hepatic or renal function for its activation or inactivation, hepatic and/or renal failure would not be expected to alter efficacy or tolerance.


	4.4 Special warnings and special precautions for use 
	
	טקסט חדש שהוסף מסומן בצהוב, טקסט שהוסר מסומן באדום עם קו מחיקה, שינוי נוסח מסומנים בירוק. טקסט מלא של פרק זה מופיע בהצעת עלון שנשלחה לאישורכם. 
Due to the possibility of transient cardiac arrhythmias arising during conversion of the supraventricular tachycardia to normal sinus rhythm, administration should be carried out in hospital with electrocardiographic monitoring
……….
Since neither the kidney nor the liver are involved in the degradation of exogenous adenosine, Adenocor's efficacy should be unaffected by hepatic or renal insufficiency
. 

As dipyridamole is a known inhibitor of adenosine uptake, it may potentiate the action of Adenocor. It is therefore suggested that Adenocor should not be administered to patients receiving dipyridamoleIt is therefore suggested that Adenocor should not be administered to patients receiving dipyridamole; . If use of Adenocor is essential, dipyridamole should be discontinued 24 hours beforehand, or the dose of adenosine its dosage should be reduced (see Section 4.5 Interactions with other Medicaments and other forms of Interaction). 
……………………..

Adenosine may precipitate or aggravate bronchospasm
Precautions: 

Due to the possibility of transient cardiac arrhythmias arising during conversion of the supraventricular tachycardia to normal sinus rhythm, administration should be carried out in hospital with electrocardiographic monitoring.

……………………..

Adenosine may precipitate or aggravate bronchospasm. 



	4.5 Interaction with other medicinal products and other forms of interaction


	
	טקסט חדש שהוסף מסומן בצהוב, טקסט שהוסר מסומן באדום עם קו מחיקה, שינוי נוסח מסומנים בירוק
As dipyridamole is a known inhibitor of adenosine uptake, it may potentiate the action of Adenocor; in one study dipyridamole was shown to produce a 4 fold increase in adenosine actions. Asystole has been reported following concomitant administration. It is therefore suggested that Adenocor should not be administered to patients receiving dipyridamole; . If use of Adenocor is essential, dipyridamole should be discontinued 24 hours beforehand, or the dose of adenosine its dosage should be reduced. See Section 4.4 Special Warnings and Precautions for Use. Theophylline and other xanthines such as caffeine are known strong inhibitors of adenosine.
Aminophylline, theophylline and other xanthines are competitive adenosine antagonists and should be avoided for 24 hours prior to use of Adenosine. Food and drinks containing xanthines (tea, coffee, chocolate and cola) should be avoided for at least 12 hours prior to use of Adenosine.  Adenocor may interact with drugs tending to impair cardiac conduction.

	4.8  Undesirable effects


	
	טקסט חדש שהוסף מסומן בצהוב, טקסט שהוסר מסומן באדום עם קו מחיקה, שינוי נוסח מסומנים בירוק. טקסט מלא של פרק זה מופיע בהצעת עלון שנשלחה לאישורכם. •Cardiac Disorders: 

Very common: - Asystole , Bradycardia, Sinus pause, - Atrio-ventricular block ,  Atrial extrasystoles,  Skipped beats,  Ventricular excitability disorders such as ventricular extrasystoles, non-sustained ventricular tachycardia
………………………………………
Not known: Hypotension sometimes severe,  Asystol
/Cardiac arrest, sometimes fatal especially in patients with underlying ischemic heart disease /cardiac disorder (see section 4.4) 
MI / ST segment elevation especially in patients 
with pre-existing severe CAD(see section 4.4) 
……………………………………………………….

* Immune system disorders
Not known: 
Anaphylactic reaction (including angioedema and 
skin reactions such as urticaria and rash)


	4.9 Overdose
	
	טקסט חדש שהוסף מסומן בצהוב, טקסט שהוסר מסומן באדום עם קו מחיקה, שינוי נוסח מסומנים בירוק.
No cases of overdosage have been reported. 
As the half life of adenosine in blood is very short, the duration of any effects is expected to be limited. Pharmacokinetic evaluation indicates that methyl xanthines are competitive antagonists to adenosine, and that therapeutic concentrations of theophylline block its exogenous effects. 
As the half-life of adenosine is very short (less than 10 seconds), adverse effects are generally rapidly self-limiting.
Management.
Treatment of any prolonged adverse effects should be individualized and directed toward the specific symptom. Methylxanthines, such as caffeine and theophylline, and aminophylline are competitive antagonists of adenosine. Intravenous aminophylline or theophylline may be needed.
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