הודעה על החמרה  ( מידע בטיחות)  בעלון לרופא 

 תאריך 07.2011
שם תכשיר באנגלית: Klacid Paediatric Suspension 
מספר רישום_ 141-72-27527-01
שם בעל הרישום:  Abbott Medical Laboratories, Israel 
	פרטים על השינוי/ים המבוקש/ים

	פרק בעלון
	טקסט נוכחי
	טקסט חדש

	CONTRAINDICATIONS


	תוספת

	
 Concomitant administration of clarithromycin and ergotamine or dihydroergotamine is contraindicated, as this may result in ergot toxicity.
Clarithromycin should not be given to patients with history of QT prolongation or ventricular cardiac arrhythmia, including torsades de pointe (see sections 4.4 and 4.5).

Clarithromycin should not be used concomitantly with HMG-CoA reductase inhibitors (statins), lovastatin or simvastatin, due to the risk of rhabdomyolysis. Treatment with these agents should be discontinued during clarithromycin treatment (see section 4.4). 
Clarithromycin should not be given to patients with hypokalaemia (risk of prolongation of QT-time).

Clarithromycin should not be used in patients who suffer from severe hepatic failure in combination with renal impairment.


	Special warnings and special precautions for use

	תוספת
	The physician should not prescribe clarithromycin to pregnant women without carefully weighing the benefits against risk, particularly during the first three months of pregnancy (see section 4.6).
Caution is advised in patients with severe renal insufficiency (see section 4.2).
Cases of fatal hepatic failure (see section 4.8) have been reported. Some patients may have had pre-existing hepatic disease or may have been taking other hepatotoxic medicinal products. Patients should be advised to stop treatment and contact their doctor if signs and symptoms of hepatic disease develop, such as anorexia, jaundice, dark urine, pruritus, or tender abdomen.
Pseudomembranous colitis has been reported with nearly all antibacterial agents, including macrolides, and may range in severity from mild to life-threatening. Clostridium difficile- associated diarrhoea (CDAD) has been reported with use of nearly all antibacterial agents including clarithromycin, and may range in severity from mild diarrhoea to fatal colitis. Treatment with antibacterial agents alters the normal flora of the colon, which may lead to overgrowth of C. difficile. CDAD must be considered in all patients who present with diarrhoea following antibiotic use. Careful medical history is necessary since CDAD has been reported to occur over two months after the administration of antibacterial agents. Therefore, discontinuation of clarithromycin therapy should be considered regardless of the indication. Microbial testing should be performed and adequate treatment initiated. Drugs inhibiting peristalsis should be avoided. 

Exacerbation of symptoms of myasthenia gravis has been reported in patients receiving clarithromycin therapy.
Caution is advised regarding concomitant administration of clarithromycin and triazolobenzodiazepines, such as triazolam, and midazolam (see section 4.5).

Caution is advised regarding concomitant administration of clarithromycin with other ototoxic drugs, especially with aminoglycosides. Monitoring of vestibular and auditory function should be carried out during and after treatment.

Due to the risk for QT prolongation, clarithromycin should be used with caution in patients with coronary artery disease, severe cardiac insufficiency, hypomagnesaemia, bradycardia (<50 bpm), or when co-administered with other medicinal products associated with QT prolongation (see section 4.5).  Clarithromycin must not be used in patients with congenital or documented acquired QT prolongation or history of ventricular arrhythmia (see section 4.3).

Pneumonia: In view of the emerging resistance of Streptococcus pneumoniae to macrolides, it is important that sensitivity testing be performed when prescribing clarithromycin for community-acquired pneumonia. In hospital-acquired pneumonia, clarithromycin should be used in combination with additional appropriate antibiotics. 

Skin and soft tissue infections of mild to moderate severity: These infections are most often caused by Staphylococcus aureus and Streptococcus pyogenes, both of which may be resistant to macrolides. Therefore, it is important that sensitivity testing be performed. In cases where beta–lactam antibiotics cannot be used (e.g. allergy), other antibiotics, such as clindamycin, may be the drug of first choice. Currently, macrolides are only considered to play a role in some skin and soft tissue infections, such as those caused by Corynebacterium minutissimum (erythrasma), acne vulgaris, and erysipelas and in situations where penicillin treatment cannot be used.

In the event of severe acute hypersensitivity reactions, such as anaphylaxis, Stevens-Johnson Syndrome, and toxic epidermal necrolysis, clarithromycin therapy should be discontinued immediately and appropriate treatment should be urgently initiated.

Clarithromycin should be used with caution when administered concurrently with medications that induce the cytochrome CYP3A4 enzyme (see section 4.5).

HMG-CoA reductase inhibitors: Concomitant use of clarithromycin with lovastatin or simvastatin is contraindicated (see section 4.3). As with other macrolides, clarithromycin has been reported to increase concentrations of HMG-CoA reductase inhibitors (see section 4.5).  Rare reports of rhabdomyolysis have been reported in patients taking these drugs concomitantly. Patients should be monitored for signs and symptoms of myopathy. Rare reports of rhabdomyolysis have also been reported in patients taking atorvastatin or rosuvastatin concomitantly with clarithromycin. When used with clarithromycin, atorvastatin or rosuvastatin should be administered in the lowest possible doses.  Adjustment of the statin dose or use of a statin that is not dependent on CYP3A metabolism (e.g. fluvastatin or pravastatin) should be considered.  

Oral hypoglycaemic agents/Insulin: The concomitant use of clarithromycin and oral hypoglycaemic agents and/or insulin can result in significant hypoglycaemia. With certain hypoglycaemic drugs such as nateglinide, pioglitazone, repaglinide and rosiglitazone, inhibition of CYP3A enzyme by clarithromycin may be involved and could cause hypoglycaemia when used concomitantly. Careful monitoring of glucose is recommended.

Oral anticoagulants: There is a risk of serious haemorrhage and significant elevations in International Normalized Ratio (INR) and prothrombin time when clarithromycin is co-administered with warfarin (see section 4.5). INR and prothrombin times should be frequently monitored while patients are receiving clarithromycin and oral anticoagulants concurrently.

Use of any antimicrobial therapy, such as clarithromycin, to treat H. pylori infection may select for drug-resistant organisms. 

Long-term use may, as with other antibiotics, result in colonisation with increased numbers of non-susceptible bacteria and fungi. If superinfections occur, appropriate therapy should be instituted.
Attention should also be paid to the possibility of cross resistance between clarithromycin and other macrolide drugs, as well as lincomycin and clindamycin.


	Interaction with other medicinal products and other forms of Interaction 

	תוספת

	Effects of Other Medicinal Products on Clarithromycin

Drugs that are inducers of CYP3A (e.g. rifampicin, phenytoin, carbamazepine, phenobarbital, St John’s wort) may induce the metabolism of clarithromycin. This may result in sub-therapeutic levels of clarithromycin leading to reduced efficacy. Furthermore, it might be necessary to monitor the plasma levels of the CYP3A inducer, which could be increased owing to the inhibition of CYP3A by clarithromycin (see also the relevant product information for the CYP3A4 inhibitor administered). Concomitant administration of rifabutin and clarithromycin resulted in an increase in rifabutin, and decrease in clarithromycin serum levels together with an increased risk of uveitis.
The following drugs are known or suspected to affect circulating concentrations of clarithromycin; clarithromycin dosage adjustment or consideration of alternative treatments may be required.

Efavirenz, nevirapine, rifampicin, rifabutin and rifapentine

Strong inducers of the cytochrome P450 metabolism system such as efavirenz, nevirapine, rifampicin, rifabutin, and rifapentine may accelerate the metabolism of clarithromycin and thus lower the plasma levels of clarithromycin, while increasing those of 14-OH-clarithromycin, a metabolite that is also microbiologically active. Since the microbiological activities of clarithromycin and 14-OH-clarithromycin are different for different bacteria, the intended therapeutic effect could be impaired during concomitant administration of clarithromycin and enzyme inducers.
Fluconazole

Concomitant administration of fluconazole 200 mg daily and clarithromycin 500 mg twice daily to 21 healthy volunteers led to increases in the mean steady-state minimum clarithromycin concentration (Cmin) and area under the curve (AUC) of 33% and 18% respectively. Steady state concentrations of the active metabolite 14-OH-clarithromycin were not significantly affected by concomitant administration of fluconazole. No clarithromycin dose adjustment is necessary.
The following drugs or drug classes are known or suspected to be metabolised by the same CYP3A isozyme: alprazolam, astemizole, carbamazepine, cilostazol, cisapride, ciclosporin, disopyramide, ergot alkaloids, lovastatin, methylprednisolone, midazolam, omeprazole, oral anticoagulants (e.g. warfarin), pimozide, quinidine, rifabutin, sildenafil, simvastatin, sirolimus, tacrolimus, terfenadine, triazolam and vinblastine. Drugs interacting by similar mechanisms through other isozymes within the cytochrome P450 system include phenytoin, theophylline and valproate.

Antiarrhythmics


There have been post-marketed reports of torsade de points occurring with the concurrent use of clarithromycin and quinidine or disopyramide. Electrocardiograms should be monitored for QTc prolongation during co-administration of clarithromycin with these drugs. Serum levels of quinidine and disopyramide should be monitored during clarithromycin therapy.

Omeprazole

Clarithromycin (500 mg every 8 hours) was given in combination with omeprazole (40 mg daily) to healthy adult subjects. The steady-state plasma concentrations of omeprazole were increased (Cmax, AUC0-24, and t1/2 increased by 30%, 89%, and 34%, respectively), by the concomitant administration of clarithromycin. The mean 24-hour gastric pH value was 5.2 when omeprazole was administered alone and 5.7 when omeprazole was co-administered with clarithromycin.
Sildenafil, tadalafil and vardenafil


Each of these phosphodiesterase inhibitors is metabolised, at least in part, by CYP3A, and CYP3A may be inhibited by concomitantly administered clarithromycin. Co-administration of clarithromycin with sildenafil, tadalafil or vardenafil would likely result in increased phosphodiesterase inhibitor exposure. Reduction of sildenafil, tadalafil and vardenafil dosages should be considered when these drugs are co-administered with clarithromycin.

Theophylline, carbamazepine

Results of clinical studies indicate that there was a modest but statistically significant (p≤ 0.05) increase of circulating theophylline or carbamazepine levels when either of these drugs were administered concomitantly with clarithromycin.  Dose reduction may need to be considered. 


Tolterodine

The primary route of metabolism for tolterodine is via the 2D6 isoform of cytochrome P450 (CYP2D6). However, in a subset of the population devoid of CYP2D6, the identified pathway of metabolism is via CYP3A. In this population subset, inhibition of CYP3A results in significantly higher serum concentrations of tolterodine. A reduction in tolterodine dosage may be necessary in the presence of CYP3A inhibitors, such as clarithromycin in the CYP2D6 poor metaboliser population.
Triazolobenzodiazepines (e.g., alprazolam, midazolam, triazolam)

When midazolam was co-administered with clarithromycin tablets (500 mg twice daily), midazolam AUC was increased 2.7-fold after intravenous administration of midazolam and 7-fold after oral administration. Concomitant administration of oral midazolam and clarithromycin should be avoided. If intravenous midazolam is co-administered with clarithromycin, the patient must be closely monitored to allow dose adjustment. The same precautions should also apply to other benzodiazepines that are metabolised by CYP3A, including triazolam and alprazolam. For benzodiazepines which are not dependent on CYP3A for their elimination (temazepam, nitrazepam, lorazepam), a clinically important interaction with clarithromycin is unlikely. 

There have been post-marketing reports of drug interactions and central nervous system (CNS) effects (e.g., somnolence and confusion) with the concomitant use of clarithromycin and triazolam. Monitoring the patient for increased CNS pharmacological effects is suggested.
Digoxin

Digoxin is thought to be a substrate for the efflux transporter, P-glycoprotein (Pgp). Clarithromycin is known to inhibit Pgp. When clarithromycin and digoxin are administered together, inhibition of Pgp by clarithromycin may lead to increased exposure to digoxin. Elevated digoxin serum concentrations in patients receiving clarithromycin and digoxin concomitantly have also been reported in post marketing surveillance. Some patients have shown clinical signs consistent with digoxin toxicity, including potentially fatal arrhythmias. Serum digoxin concentrations should be carefully monitored while patients are receiving digoxin and clarithromycin simultaneously.
Phenytoin and Valproate 

There have been spontaneous or published reports of interactions of CYP3A inhibitors, including clarithromycin with drugs not thought to be metabolised by CYP3A (e.g. phenytoin and valproate). Serum level determinations are recommended for these drugs when administered concomitantly with clarithromycin. Increased serum levels have been reported.

Bi-directional drug interactions



Atazanavir

Both clarithromycin and atazanavir are substrates and inhibitors of CYP3A, and there is evidence of a bi-directional drug interaction. Co-administration of clarithromycin (500 mg twice daily) with atazanavir (400 mg once daily) resulted in a 2-fold increase in exposure to clarithromycin and a 70% decrease in exposure to 14-OH-clarithromycin, with a 28% increase in the AUC of atazanavir. Because of the large therapeutic window for clarithromycin, no dosage reduction should be necessary in patients with normal renal function. For patients with moderate renal function (creatinine clearance 30 to 60 mL/min), the dose of clarithromycin should be decreased by 50%. For patients with creatinine clearance <30 mL/min, the dose of clarithromycin should be decreased by 75% using an appropriate clarithromycin formulation. Doses of clarithromycin greater than 1000 mg per day should not be co-administered with protease inhibitors.

Itraconazole

Both clarithromycin and itraconazole are substrates and inhibitors of CYP3A, leading to a bidirectional drug interaction. Clarithromycin may increase the plasma levels of itraconazole, while itraconazole may increase the plasma levels of clarithromycin. Patients taking itraconazole and clarithromycin concomitantly should be monitored closely for signs or symptoms of increased or prolonged pharmacologic effect.

Saquinavir


Both clarithromycin and saquinavir are substrates and inhibitors of CYP3A, and there is evidence of a bi-directional drug interaction. Concomitant administration of clarithromycin (500 mg twice daily) and saquinavir (soft gelatin capsules, 1200 mg three times daily) to 12 healthy volunteers resulted in steady-state AUC and Cmax values of saquinavir which were 177% and 187% higher than those seen with saquinavir alone. Clarithromycin AUC and Cmax values were approximately 40% higher than those seen with clarithromycin alone. No dose adjustment is required when the two drugs are co-administered for a limited time at the doses/formulations studied. Observations from drug interaction studies using the soft gelatin capsule formulation may not be representative of the effects seen using the saquinavir hard gelatin capsule. Observations from drug interaction studies performed with saquinavir alone may not be representative of the effects seen with saquinavir/ritonavir therapy. When saquinavir is co-administered with ritonavir, consideration should be given to the potential effects of ritonavir on clarithromycin.


Verapamil

Hypotension, bradyarrhythmias and lactic acidosis have been observed in patients taking clarithromycin and verapamil concomitantly.


	Effects on ability to drive and use machines 
	Not known

	There are no data on the effect of clarithromycin on the ability to drive or use machines.   The potential for dizziness, vertigo, confusion and disorientation, which may occur with the medication, should be taken into account before patients drive or use machines.

	Undesirable effects

	כל הפרק השתנה. נתונים לא הוצגו בטבלה ולפי שכיחות ולא ניתן להשוות לעלון המעודכן  ”אחד לאחד". מסומנות ת. הלוואי שכלל לא הופיעו בעלון המאושר עבור צורת המתן הנוכחית ואת שאר הפרק אנו מבקשים לקבל כמות שהוא. 

	Common

Dysgeusia
Rash

 hyperhidrosis 

Uncommon
Infection
vaginal infection  
thrombocythaemia
Anorexia

decreased appetite
nervousness
somnolence
tremor
Vertigo

hearing impaired

 tinnitus
electrocardiogram QT prolonged
constipation
dry mouth
eructation
flatulence
alanine aminotransferase increased

aspartate aminotransferase increased

pruritus

rash maculo-papular
Muscle spasms
musculoskeletal
pyrexia
asthenia
Not Known (cannot be estimated from the available data)

Erysipelas

Erythrasma
Agranulocytosis,
Hypoglycaemia
Depression
Ageusia

parosmia,
Deafness
Torsade de pointes
 ventricular tachycardia
Haemorrhage
tongue discolouration

Hepatic failure 
jaundice hepatocellular
drug rash with eosinophilia and systemic symptoms (DRESS)

acne
Myopathy
International normalised ratio increased
prothrombin time prolonged
urine color abnormal

	
	
	


העלון, שבו מסומנים השינויים המבוקשים על רקע צהוב(מאושרים בבריטניה) הועבר בדואר אלקטרוני בתאריך....

X קיים עלון לצרכן והוא מעודכן בהתאם.

אסמכתא לבקשה:  SPC עדכני – מצ"ב
 השינויים אושרו על ידי רשויות הבריאות בבריטניה, נוספו מספר שינויים נוספים הנתמכים ב- CCDS של החברה.
אני, נעמי רביב, הרוקחת הממונה של חברת אבוט לבורטוריס מצהירה בזה כי יש שינויים נוספים בעלון שאינם שינויי בטיחות.
                                                                                  _____________________________

                                                                  חתימת הרוקח הממונה
הודעה על החמרה  ( מידע בטיחות)  בעלון לצרכן 

תאריך 07.2012
שם תכשיר באנגלית: KLACID PAEDIATRIC SUSPENSION 125MG/ 5ML
מספר רישום_141-72-27527-01
 שם בעל הרישום:  Abbott Medical Laboratories, Israel 
	פרטים על השינוי/ים המבוקש/ים

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	מתי אין להשתמש בתכשיר?

	הוספה

	לובסטאטין או סימבסטטין (להורדת רמות הכולסטרול בדם).

אין להשתמש בתרופה זו אם הינך סובל/ת מרמות נמוכות של אשלגן בדם (היפוקלמיה)

אין להשתמש בתרופה זו אם הינך סובל/ת ממחלת כבד קשה ביחד עם מחלת כליה לילקוי בתפקוד הכליה/ מערכת השתן.
אין להשתמש בתרופה אם הינך סובל מהפרעות בקצב הלב.

	אין להשתמש בתרופה מבלי להיוועץ ברופא לפני התחלת הטיפול:
	הוספה

	אם הינך סובל/ת או נוטה לסבול מזיהומים פטרייתיים.

	תגובות בין-תרופתיות:


	הוספה
	· תרופות לבעיות בתפקוד הלב (דיגוקסין, דיסופיראמיד, קווינידין) 
· תרופות לאפליפסיה ( קרבמאזפין, פניטואין, וולפרואט, פנוברביטל)
· תרופות להורדת רמות הכולסטרול (אטורבסטאטין, רוזורבסטאטין)
· תרופות לטיפול בגאוט (כולכיצין)
· תרופות בהורדת רמות הסוכר בדם (רפאגליניד, נטאגליניד, פיאוגליטאזון, רוזיגליטאזון, אינסולין)
· תרופות לטיפול באסטמה ולקשיי נשימה (תיאופילין)
· תרופות להרגעה (, מידזולאם, אלפרזולם, טריאזולאם)
· תרופות להרחבת כלי דם (צילוסטזול)
· תרופות לטיפול בכיב (אולקוס) במערכת העיכול (אומפרזול) 
· תרופות מסוג קורטיקוסטרואידים (מתילפרדניזולון) 
· תרופות לטיפול בסרטן (וינבלסטין)
· תרופות המדכאות את מערכת החיסון ומשמשות נגד דחיית שתלים להשתלות ( ציקלוספורין, טקרולימוס וסירולימוס)
· תרופות לאיידס (זידובודין, ריטונביר, אפבירנאז, נביראפין, אטאזנאביר, סאקווינאביר)
· תרופות לטיפול בזיהומים מסויימים (ריפאמפיצין, ריפאבוטין, פלוקונאזול, איטראקונזול)
· תרופות לפעילות יתר של שלפוחית השתן (טולטרודין) 
· תרופות להורדת לחץ דם (וראפמיל)
· תרופות לבעיות בתפקוד המיני או יתר לחץ דם ריאתי (סילדנאפיל, ורדנפיל, טדלפיל)
· תרופות אנטיביוטיות (לינקומיצין וקלינדאמיצין)


	נהיגה והפעלת מכונות

	הוספה חדשה

	· קלאציד עשוי לגרום לתחושת טשטוש או סחרחורת. אם התרופה משפיעה עליך בצורה זו אין לבצע משימות הדטרשות ממך להיות עירני.


	תופעות לוואי:
	
	תופעות לוואי המופיעות לעיתים קרובות:
· הזעת יתר
תופעות לוואי פחות נפוצות:
· אקנה
· איבוד תיאבון, צרבת נפיחות וגזים עצירות
· דלקת בלבלב
· חרדה, עצבנות, סחרחורת, עייפות, רעד
· בלבול, הזיות, דיכאון, איבוד תחושת מציאות או פאניקה, סיוטי לילה
· עוויתות 
· , זמזומים צלצולים באזניים או ירידה בשמיעה
· ורטיגו (תחושת סחרור)
· שטף דם פנימי
· דלקת בפה או בלשון
· יובש בפה
· כאבים בחזה או שינוי בקצב הלב,
· החמרה במחלת מיאסתניה גרביס (חולשת שרירים), עוויתות שרירים
· הפרעות בתפקוד הכבד
· הפרעות בתפקוד הכליה



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

· Xקיים עלון לרופא והוא מעודכן בהתאם.

· X אסמכתא לבקשה: PIL UK (מרבית השינויים.
· אני, הרוקח הממונה של חברת אבוט לבורטוריס מצהיר בזה כי יש שינויים נוספים שאינם שינויי בטיחות בעלון.
                                                                                  _____________________________

                                                                  חתימת הרוקח הממונה
















