הודעה על החמרה  ( מידע בטיחות)  בעלון לרופא 
 תאריך:  07 מרץ 2012
שם תכשיר באנגלית: 

Nexium 20mg tablets, Nexium 40mg tablets
מספרי רישום: 
20 מ"ג: 122 52 30237 00/11

40 מ"ג: 122 53 30238 00/11
שם בעל הרישום: אסטרהזניקה (ישראל) בע"מ 

עלון לרופא
	 פרטים על השינוי/ים המבוקש/ים

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Special warnings and precautions for use
	
	Hypomagnesemia 

Hypomagnesemia, symptomatic and asymptomatic, has been reported rarely in patients treated with PPIs for at least three months, in most cases after a year of therapy. Serious adverse events include tetany, arrhythmias, and seizures. In most patients, treatment of hypomagnesemia required magnesium replacement and discontinuation of the PPI. 

For patients expected to be on prolonged treatment or who take PPIs with medications such as digoxin or drugs that may cause hypomagnesemia (e.g., diuretics), health care professionals may consider monitoring magnesium levels prior to initiation of PPI treatment and periodically. 

Results from studies in healthy subjects have shown a pharmacokinetic/pharmacodynamic interaction between clopidogrel (300 mg loading dose/75mg daily maintenance dose) and esomeprazole (40 mg p.o. daily) resulting in decreased exposure to the active metabolite of clopidogrel by an average of 40%, and resulting in decreased maximum inhibition of (ADP induced) platelet aggregation by an average of 14%.  Based on these data, concomitant use of esomeprazole and clopidogrel should be avoided.  See also Section  4.5


	Interactions with other medicinal products and other forms of interaction
	
	Results from studies in healthy subjects have shown a pharmacokinetic/pharmacodynamic interaction between clopidogrel (300 mg loading dose/75mg daily maintenance dose) and esomeprazole (40 mg p.o. daily) resulting in decreased exposure to the active metabolite of clopidogrel by an average of 40%, and resulting in decreased maximum inhibition of (ADP induced) platelet aggregation by an average of 14%.

It is, however, uncertain to what extent this interaction is clinically important. One prospective, randomized (but incomplete) study (in over 3760 patients comparing placebo with omeprazole 20 mg in patients treated with clopidogrel and ASA) and non-randomized, post-hoc analyses of data from large, prospective, randomized clinical outcome studies (in over 47000 patients) did not show any evidence of an increased risk for adverse cardiovascular outcome when clopidogrel and PPIs, including esomeprazole, were given concomitantly.

Results from a number of observational studies are inconsistent with regard to increased risk or no increased risk for CV thromboembolic events when clopidogrel is given together with a PPI.

When clopidogrel was given together with a fixed dose combination of esomeprazole 20 mg + ASA 81 mg compared to clopidogrel alone in a study in healthy subjects there was a decreased exposure by almost 40% of the active metabolite of clopidogrel.  However, the maximum levels of inhibition of (ADP induced) platelet aggregation in these subjects were the same in the clopidogrel and the clopidogrel + the combined (esomeprazole + ASA) product groups, likely due to the concomitant administration of low dose ASA.



עלון לצרכן

	פרטים על השינוי/ים המבוקש/ים
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	טקסט חדש

	
	
	

	
	
	

	
	
	


העלון, שבו מסומנים השינויים המבוקשים על רקע צהוב הועבר
   בדואר אלקטרוני בתאריך....07.03.2012

קיים עלון לצרכן והוא מעודכן בהתאם.


אסמכתא לבקשה : עלון עמדת החברה  

השינוי הנ"ל אושר על ידי רשויות הבריאות __האנטראקציה נדרשה על ידי  FDA   ו -  EMA כעת החברה עדכנה את  נוסח האנטראקציה   לבקשתכם הוכנס נוסח FDA להיפומגנזיה
אני, הרוקחת הממונה של חברת _אסטרהזניקה (ישראל) בע"מ מצהירה בזה כי 

אין שינויים נוספים בעלון.

                                                                                  ______אורה __סטוליק__

                                                          חתימת הרוקח הממונה   
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