הודעה על החמרה  ( מידע בטיחות)  
 תאריך:  11 לספטמבר 2011
שם תכשיר באנגלית: 
Nexium powder for inf/inj 40mg
מספרי רישום: 
1355631128
שם בעל הרישום: אסטרהזניקה (ישראל) בע"מ 
השינויים בעלון מסומנים ברקע צהוב
עלון לרופא
	 פרטים על השינוי/ים המבוקש/ים

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Method of administration
	
	20 mg dose

Half of the reconstituted solution should be given as an intravenous injection over a period of approximately 3 minutes. Any unused solution should be discarded.



	Contraindications


	
	Esomeprazole should not be used concomitantly with nelfinavir (See section Interactions with other medicinal products and other forms of interaction). 


	Special warnings and precautions for use
	

	Co-administration of esomeprazole with atazanavir is not recommended (see section Interaction with other medicinal products and other forms of interaction). If the combination of atazanavir with a proton pump inhibitor is judged unavoidable, close clinical monitoring is recommended in combination with an increase in the dose of atazanavir to 400 mg with 100 mg of ritonavir; esomeprazole 20 mg should not be exceeded.



	Interactions with other medicinal products and other forms of interaction
	Drugs metabolised by CYP2C19

Concomitant administration of esomeprazole and a combined inhibitor of CYP2C19 and CYP3A4, such as voriconazole, may result in more than doubling of the esomeprazole exposure. However, dose adjustment of esomeprazole is not required in either of these situations.
	Omeprazole has been reported to interact with some protease inhibitors.  The clinical importance and the mechanisms behind these reported interactions are not always known.  Increased gastric pH during omeprazole treatment may change the absorption of the protease inhibitors Other possible interaction mechanisms are via inhibition of CYP 2C19.  For atazanavir and nelfinavir, decreased serum levels have been reported when given together with omeprazole and concomitant administration is not recommended.

Co-administration of omeprazole (40 mg once daily) with atazanavir 300 mg/ritonavir 100 mg to healthy volunteers resulted in a substantial reduction in atazanavir exposure (approximately 75% decrease in AUC, Cmax and Cmin). Increasing the atazanavir dose to 400 mg did not compensate for the impact of omeprazole on atazanavir exposure. The co-administration of omeprazole (20 mg qd) with atazanavir 400 mg/ritonavir 100 mg to healthy volunteers resulted in a decrease of approximately 30% in the atazanavir exposure as compared with the exposure observed with atazanavir 300 mg/ritonavir 100 mg qd without omeprazole 20 mg qd. Co-administration of omeprazole (40 mg qd) reduced mean nelfinavir AUC, Cmax and Cmin by 36–39 % and mean AUC, Cmax and Cmin for the pharmacologically active metabolite M8 was reduced by 75-92%. For saquinavir (with concomitant ritonavir), increased serum levels (80-100%) have been reported during concomitant omeprazole treatment (40 mg qd).  Treatment with omeprazole 20 mg qd had no effect on the exposure of darunavir (with concomitant ritonavir) and amprenavir (with concomitant ritonavir). Treatment with esomeprazole 20 mg qd had no effect on the exposure of amprenavir (with and without concomitant ritonavir). Treatment with omeprazole 40 mg qd had no effect on the exposure of lopinavir (with concomitant ritonavir). Due to the similar pharmacodynamic effects and pharmacokinetic properties of omeprazole and esomeprazole, concomitant administration with esomeprazole and atazanavir is not recommended and concomitant administration with esomeprazole and nelfinavir is contraindicated. 

The CYP2C19 and CYP3A4 inhibitor voriconazole increased omeprazole AUC(  by 280%. A dose adjustment of esomeprazole is not regularly required in either of these situations. However, dose adjustment should be considered in patients with severe hepatic impairment and if long-term treatment is indicated.  

	Undesirable effects
	
	Very rare: Hypomagnesaemia 

Hepatobiliary disorders: Very rare: Hepatic failure, hepatic encephalopathy in patients with pre-existing liver disease

	Overdose


	
	The symptoms described in connection with an oral dose of 280 mg were gastrointestinal symptoms and weakness

	Pharmacokinetic properties


	
	No studies have been performed in patients with decreased renal function. Since the kidney is responsible for the excretion of the metabolites of esomeprazole but not for the elimination of the parent compound, the metabolism of esomeprazole is not expected to be changed in patients with impaired renal function.






















