הודעה על החמרה  ( מידע בטיחות)  בעלון לרופא   ולצרכן
(מעודכן 05.2013) 

 תאריך _______ _October 15, 2013 _

שם תכשיר באנגלית____Rythmex Tablets 150 mg, 300 mg ___

מספר רישום_ _ 150 mg: 103 99 27103 00; 103 99 27103 12
300 mg: 104 01 27104 00; 104 01 27104 12                             
שם בעל הרישום Teva Pharmaceutical Industries Ltd, POBox 3190, Petach Tikva  
בעלון לרופא
טופס זה מיועד לפרוט ההחמרות בלבד !

	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Indication
	
	

	contraindications
	Rythmex is contraindicated in the presence of uncontrolled congestive heart failure, cardiogenic shock (except for shock induced by arrhythmia), sinoatrial, atrioventricular and intraventricular disorders of impulse generation and/or conduction (e.g., sick sinus node syndrome,  atrioventricular block, or bundle branch block or distal block) in the absence of an artificial pacemaker, severe  bradycardia, within three months after myocardial infarction, in patients with impaired cardiac output (left ventricular ejection fraction less than 35%) unless they have life-threatening ventricular arrhythmias, marked hypotension, severe obstructive pulmonary diseases, manifest electrolyte imbalance, myasthenia gravis, and known hypersensitivity to the drug or to any other ingredient of the preparation.

  Known Brugada syndrome 
Patients who are concomitantly taking ritonavir and propafenone hydrochloride (see Drug Interactions)


	    Rythmex is contraindicated in the presence of uncontrolled congestive heart failure, cardiogenic shock (except for shock induced by arrhythmia), sinoatrial, atrioventricular and intraventricular disorders of impulse generation and/or conduction (e.g., sick sinus node syndrome, second degree or greater atrioventricular block, or bundle branch block or distal block) in the absence of an artificial pacemaker, severe symptomatic bradycardia, within three months after myocardial infarction, in patients with impaired cardiac output (left ventricular ejection fraction less than 35%) unless they have life-threatening ventricular arrhythmias, marked hypotension, severe obstructive pulmonary diseases, manifest electrolyte imbalance, myasthenia gravis, and known hypersensitivity to the drug or to any other ingredient of the preparation.

  Known Brugada syndrome (see Warnings) .

  Concomitant treatment with Patients who are concomitantly taking ritonavir and propafenone hydrochloride (see Drug Interactions)




	Posology, dosage  & administration
	
	In those patients in whom significant widening of the QRS complex or second or third degree AV block occurs, a dose reduction should be considered.
Occasionally, it may be necessary to increase the daily dose to 900 mg of propafenone hydrochloride. The daily dose should be reduced accordingly for patients with a lower body weight.

Dose increases should not be attempted until the patient has been receiving treatment for 3-4 days.

The individual maintenance dose should be determined under cardiological surveillance including ECG monitoring and repeated blood pressure control (titration phase).



	Special Warnings and Special Precautions for Use
	
	It is essential that each patient given propafenone hydrochloride be evaluated electrocardiographically and clinically prior to and during therapy to determine whether the response to propafenone hydrochloride supports continued treatment.
Propafenone hydrochloride should be used with caution in patients with obstruction of the airways, e.g., asthma.



	Effects on ability to drive and use machines
	
	

	Interaction with Other Medicaments and Other Forms of Interaction
	Propafenone/Drugs that are Metabolized by CYP2D6 (such as venlafaxine): Coadministration of propafenone hydrochloride with drugs metabolized by CYP2D6 (such as venlafaxine) might lead to increased levels of these drugs
Propafenone/Lidocaine:  No significant effects on the pharmacokinetics of propafenone or lidocaine have been seen following their concomitant use in patients. However, concomitant use of propafenone hydrochloride and intravenous lidocaine have been reported to increase the risks of central nervous system side effects of lidocaine.


	Propafenone/Drugs that are Metabolized by CYP2D6 (such as venlafaxine): Coadministration of propafenone hydrochloride with drugs metabolized by CYP2D6 (such as venlafaxine) might lead to increased levels of these drugs. Increases in propranolol, metoprolol, desipramine, cyclosporine, theophylline and digoxin plasma levels or blood levels have been reported during propafenone hydrochloride therapy. Doses of these medicinal products should be reduced, as appropriate, if signs of overdose are observed.
Propafenone/Lidocaine:  No significant effects on the pharmacokinetics of propafenone or lidocaine have been seen following their concomitant use in patients. However, concomitant use of propafenone hydrochloride and intravenous lidocaine have been reported to increase the risks of central nervous system side effects of lidocaine.



	Fertility,   pregnancy and Lactation
	
	

	Preclinical Data
	
	

	Adverse events
	MedDRA System Organ Class
MedDRA Preferred Term
Frequency
Blood and lymphatic system disorders

Thrombocytopenia

Uncommon

Agranulocytosis, leucopenia, granulocytopenia

Not Known

Immune system disorders

Hypersensitivity1
Not Known

Metabolism and nutrition disorders

Decreased appetite

Uncommon

Psychiatric disorders 

Anxiety 

Common 

Confusional state 

Not Known 

Dizziness2 
Very Common 

Nervous system disorders

Headache, dysgeusia 

Common 

Syncope, ataxia, paresthesia 

Uncommon 

Eye disorders

Vision blurred 

Common 

Ear and labyrinth disorders

Vertigo 

Uncommon 

Cardiac conduction disorders3, palpitations 

Very Common 

Cardiac conduction disorders3, palpitations 

Very Common 

Cardiac disorders

Sinus bradycardia, bradycardia, tachycardia, atrial flutter 

Common 

Ventricular tachycardia, arrhythmia 

Uncommon 

Ventricular fibrillation, cardiac failure4 

Not Known 

Vascular disorders

Hypotension 

Uncommon 

Orthostatic hypotension 

Not Known 

Respiratory, thoracic and mediastinal disorders

Dyspnea 

Common 

Gastrointestinal disorders

Abdominal pain, vomiting, nausea, constipation, dry mouth 

Common 

flatulence

Uncommon

Gastrointestinal disturbance 

Not Known 

Cardiac conduction disorders3, palpitations 

Very Common 

Hepatobiliary disorders

Hepatic function abnormal5 

Common 

Hepatocellular injury, cholestasis, hepatitis, jaundice 

Not Known 

Skin and subcutaneous tissue disorders

Urticaria, pruritus, rash, erythema 

Uncommon 

Musculoskeletal and connective tissue disorders

Lupus-like syndrome 

Not Known 

Reproductive system and breast disorders

Erectile dysfunction

Uncommon

Sperm count decreased6 

Not Known 

General disorders and administration site conditions

Chest pain, asthenia, fatigue

Common

1 May be manifested by cholestasis, blood dyscrasias, and rash. 

2 Excluding vertigo. 

3 Including sinoatrial block, atrioventricular block and intraventricular block. 

4 An aggravation of preexisting cardiac insufficiency may occur. 

5 This term covers abnormal liver function tests, such as aspartate aminotransferase increased, alanine aminotransferase increased, gamma-glutamyltransferase increased and blood alkaline phosphatase increased. 

6 Decreased sperm count is reversible upon discontinuation of propafenone. 


	Summary of the safety profile

  The most frequent and very common adverse reactions related to propafenone therapy are dizziness, cardiac conduction disorders and palpitations
MedDRA System

Organ Class

Very common

=1/10

Common

= 1/100 to 

<1/10

Uncommon

=1/1,000 to

 < 1/100

Not Known

(cannot be estimated from the available data)

Blood and lymphatic system disorders

Thrombocytopenia

Agranulocytosis

Leukopenia

Granulocytopenia

Immune system disorders

Hypersensitivity1

Metabolism and nutrition disorders
Decreased appetite

Psychiatric disorders
Anxiety

Sleep disorders

Nightmare

Conftsional state

Nervous system disorders
Dizziness2
Headache Dysgeusia

Syncope

Ataxia

Paresthesia

Convulsion

Extrapyramidal Symptoms

Restlessness

Eye disorders
Vision blurred

Ear and labyrinth disorders
Vertigo
Cardiac disorders

Cardiac conduction disoders3
Palpitations
Sinus bradycardia

Bradycardia

Tachycardia

Atrial flutter 

Ventricular tachycardia

Arrhythmia4
Ventricular fibrillation

Caridac failure5
Heart rate reduced 

Vascular disorders

Hypotension 

Orthostatic hypotension 

Respiratory, thoracic and mediastinal disorders

Dyspnea
Gastrointestinal disorders

Abdominal  pain

Vomiting

Nausea

Diarrhoea

Constipation 

Abdominal distension

Flatulence

Retching

Gastrointestinal disturbance
Hepatobiliary disorders

Hepatic function abnormal6
Hepatocellular injury
Cholestasis
Hepatitis

Jaundice
Skin and subcutaneous tissue

disorders

Urticaria

Pruritus

Rash

Erythema

Musculoskeletal and connective tissue disorders

Lupus-like syndrome
Reproductive system and breast disorders

Erectile dysftnction

Sperm count decreased7
General disorders and administration site conditions

Chest pain

Asthenia

Fatigue

Pyrexia
1 May be manifested by cholestasis, blood dyscrasias, and rash.

2 Excluding vertigo.

3 Including sinoatrial block, atrioventricular block and intraventricular block.

4Propafenone may be associated with proarrhythmic effects which manifest as an increase in heart rate (tachycardia) or ventricular fibrillation. Some of these arrhythmias can be life-threatening and may require resuscitation to prevent a potentially fatal outcome

5 An aggravation of preexisting cardiac insufficiency may occur.

6 This term covers abnormal liver function tests, such as aspartate aminotransferase increased, alanine aminotransferase increased, gamma-glutamyltransferase increased and blood alkaline phosphatase increased.

7 Decreased sperm count is reversible upon discontinuation of propafenone
MedDRA System Organ Class
MedDRA Preferred Term
Frequency
Blood and lymphatic system disorders

Thrombocytopenia

Uncommon

Agranulocytosis, leucopenia, granulocytopenia

Not Known

Immune system disorders

Hypersensitivity1
Not Known

Metabolism and nutrition disorders

Decreased appetite

Uncommon

Psychiatric disorders 

Anxiety 

Common 

Confusional state 

Not Known 

Dizziness2 
Very Common 

Nervous system disorders

Headache, dysgeusia 

Common 

Syncope, ataxia, paresthesia 

Uncommon 

Eye disorders

Vision blurred 

Common 

Ear and labyrinth disorders

Vertigo 

Uncommon 

Cardiac conduction disorders3, palpitations 

Very Common 

Cardiac disorders

Sinus bradycardia, bradycardia, tachycardia, atrial flutter 

Common 

Ventricular tachycardia, arrhythmia 

Uncommon 

Ventricular fibrillation, cardiac failure4 

Not Known 

Vascular disorders

Hypotension 

Uncommon 

Orthostatic hypotension 

Not Known 

Respiratory, thoracic and mediastinal disorders

Dyspnea 

Common 

Gastrointestinal disorders

Abdominal pain, vomiting, nausea, constipation, dry mouth 

Common 

flatulence

Uncommon

Gastrointestinal disturbance 

Not Known 

Hepatobiliary disorders

Hepatic function abnormal5 

Common 

Hepatocellular injury, cholestasis, hepatitis, jaundice 

Not Known 

Skin and subcutaneous tissue disorders

Urticaria, pruritus, rash, erythema 

Uncommon 

Musculoskeletal and connective tissue disorders

Lupus-like syndrome 

Not Known 

General disorders and administration site conditions
Chest pain, asthenia, fatigue
Common

General disorders and administration site conditions
1 May be manifested by cholestasis, blood dyscrasias, and rash. 

2 Excluding vertigo. 

3 Including sinoatrial block, atrioventricular block and intraventricular block. 

4 An aggravation of preexisting cardiac insufficiency may occur. 

5 This term covers abnormal liver function tests, such as aspartate aminotransferase increased, alanine aminotransferase increased, gamma-glutamyltransferase increased and blood alkaline phosphatase increased. 

6 Decreased sperm count is reversible upon discontinuation of propafenone. 

Reporting of suspected adverse reactions is an important way to gather more information to continuously monitor the benefit/risk balance of the medicinal product. Any suspected adverse reaction should be reported.




	Mechanism of Action/Pharmacodynanics/Pharmacokinetics
	
	Pharmacotherapeutic group: Antiarrhythmics, class IC

ATC-Code: C01BC03
Pharmacokinetic properties

Propafenone is a racemic mixture of S- and R-propafenone.

Absorption

Maximal plasma concentrations are reached between two to three hours following the administration of propafenone hydrochloride. Propafenone is known to undergo extensive and saturable presystemic biotransformation (CYP2D6 hepatic first pass effect) which results in a dose- and dosage formdependent absolute bioavailability. Although food increased the maximal plasma concentration and bioavailability in a single dose study, during multiple dose administration of propafenone to healthy subjects food did not change bioavailability significantly.

Distribution

Propafenone distributes rapidly. The steady-state volume of distribution is 1.9 to 3.0 L/kg. The degree of plasma protein binding of propafenone is concentration dependent and decreased from 97.3% at 0.25 ng/mL to 91.3% at 100 ng/mL.

Biotransformation and elimination

There are two genetically determined patterns of propafenone metabolism. In over 90% of patients, the drug is rapidly and extensively metabolized with an elimination half-life from two to ten hours (i.e., extensive metabolizers). These patients metabolize propafenone into two active metabolites: 5-hydroxypropafenone which is formed by CYP2D6 and N-depropylpropafenone (norpropafenone) which is formed by both CYP3A4 and CYP1A2. In less than 10% of patients, metabolism of propafenone is slower because the 5-hydroxy metabolite is not formed or is minimally formed (i.e.,

poor metabolizers). The estimated propafenone elimination half-life ranges from two to ten hours for extensive metabolizers and from ten to 32 hours for poor metabolizers. Clearance of propafenone is 0.67 to 0.81 L/h/kg.

Linearity/non-linearity

In extensive metabolizers, the saturable hydroxylation pathway (CYP2D6) results in nonlinear pharmacokinetics. In slow metabolizers, propafenone pharmacokinetics are linear. 

Inter/intra subject variability 

With propafenone hydrochloride, there is a considerable degree of individual variability in pharmacokinetics which is due in large part to the first pass hepatic effect and non-linear pharmacokinetics in extensive metabolizers. The large variability in blood levels requires that the dose be titrated carefully in patients, paying close attention to clinical and electrocardiographic evidence of toxicity.

Elderly population

Propafenone exposure in elderly subjects with normal renal function was highly variable, and not significantly different from healthy young subjects. Exposure to 5-hydroxypropafenone was similar, but exposure to propafenone glucuronides was doubled.

Renal impairment

In patients with renal impairment, exposure to propafenone and 5-hydroxypropafenone was similar to that in healthy controls, while accumulation of glucuronide metabolites was observed. Propafenone hydrochloride should be administered cautiously in patients with renal disease.

Liver impairment

Propafenone shows an increased oral bioavailability and half-life in patients with liver impairment. The dosage must be adjusted in patients with liver disease.



	Overdose
	hypotension, drowsiness, somnolence, bradycardia, intra-atrial and intraventricular conduction disturbances, and rarely convulsions and high grade ventricular arrhythmias and cerebral convulsions. Death may occur.

Treatment:  Defibrillation as well as infusion of dopamine and isoproterenol have been effective in controlling rhythm and blood pressure.
   In the rare instances where SA-,  AV-  or  IV-blocks appear, the following countermeasures should be instituted:


	Myocardial Symptoms:

The effects of propafenone hydrochloride overdose in the myocardium manifest as impulse generation and conduction disorders such as PQ prolongation, QRS widening, suppression of sinus node automaticity, AV block, ventricular tachycardia, ventricular flutter and ventricular fibrillation. Reduction of contractility (negative inotropic effect) can cause hypotension which, in severe cases, can lead to cardiovascular shock.

Non-cardiac symptoms

Headache, dizziness, blurred vision, paraesthesia, tremor, nausea, constipation and dry mouth may occur frequently. In extremely rare cases, convulsions have been reported on overdose. Death has also been reported.

In severe cases of poisoning, clonic-tonic convulsions, paraesthesia, somnolence, coma and respiratory arrest may occur.
hypotension, drowsiness, somnolence, bradycardia, intra-atrial and intraventricular conduction disturbances, and rarely convulsions and high grade ventricular arrhythmias and cerebral convulsions. Death may occur.

Treatment:  Defibrillation as well as infusion of dopamine and isoproterenol have been effective in controlling rhythm and blood pressure.

   In the rare instances where SA-,  AV-  or  IV-blocks appear, the following countermeasures should be instituted:

In addition to general emergency measures, the patient's vital parameters should be monitored in an intensive care setting, and rectified, as appropriate.




בעלון לצרכן 

	ההחמרות המבוקשות 

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	התוויות


	
	

	מתי אין להשתמש בתכשיר?
	
	

	אזהרות מיוחדות הנוגעות לשימוש בתרופה:
	
	

	אין להשתמש בתרופה מבלי להיוועץ ברופא לפני התחלת הטיפול:
	
	

	תגובות בין תרופותיות:
	
	

	הריון והנקה:
	
	

	כיצד תשתמש בתרופה:
	
	

	תופעות לוואי:
	תופעות לוואי נוספות 
תופעות לוואי שכיחות מאוד (משפיעות על יותר מ 1 מתוך 10 מטופלים)

· סחרחורת

· דופק לב לא סדיר או החמרה בדופק הלב

תופעות לוואי שכיחות (משפיעות על פחות מ 1 מתוך 10 מטופלים)

· חרדה,

· כאב ראש

· שינויי טעם

· טישטוש ראייה

· דופק מהיר או לא סדיר

· בעיות נשימה

· כאב בטן

· הקאה, בחילה

· עצירות

· בדיקות לא תקינות של תפקודי כבר

· כאב בחזה

· חולשה

· , עייפות.

תופעות לוואי שאינן שכיחות (משפיעות על פחות מ 1 מתוך 100 מטופלים)

· ספירת נמוכה של טסיות הדם

· ירידה בתיאבון

· עילפון

· חוסר שליטה בשרירים

· תחושת נימול

· סחרחורת,

· הפרעות קצב חדריות

· לחץ דם נמוך

· נפיחות בבטן

· גירוד,

· פריחה בעור

· אדמומיות בעור

· אין אונות.

תופעות לוואי המתחרשות במספר לא ידוע של מטופלים

· ספירה נמוכה מאוד של כדורי דם הלבנות (חום, כאב גרון, צמרמורת)  (leucopenia)

· רגישות יתר

· בלבול,

· חוסר מנוחה

· אי ספיקת לב חדשה או החמרה באי ספיקה קיימת (נפיחות בידיים או ברגליים, קשיי נשימה, עליה פתאומית במשקל)

· ירידה פתאומית בלחץ הדם במעבר ממצב ישיבה לעמידה

· הפרעות במערכת העיכול

· פגיעה בתאי הכבד ועמדון המרה

· דלקת כבד, צהבת

· תופעה דומה למחלת הזאבת

· ירידה בספירת תאי זרע.


	תופעות לוואי נוספות 2
תופעות לוואי שכיחות מאוד (משפיעות על יותר מ 1 מתוך 10 מטופלים)
· סחרחורת

· דופק לב לא סדיר או החמרה בדופק הלב

· דופק חזק
תופעות לוואי שכיחות (משפיעות על פחות מ 1 מתוך 10 מטופלים)
· חרדה,

· נדודי שינה

· כאב ראש

· שינויי טעם

· טישטוש ראייה

· דופק מהיר או לא סדיר

· פרפור פרוסדורי

· בעיות נשימה

· כאב בטן

· הקאה, בחילה

· שלשול

· עצירות

· בדיקות לא תקינות של תפקודי כבר

· כאב בחזה

· חולשה

· , עייפות.

· עליה בחום הגוף

תופעות לוואי שאינן שכיחות (משפיעות על פחות מ 1 מתוך 100 מטופלים)
· ספירת נמוכה של טסיות הדם

· ירידה בתיאבון

· סיוטי לילה

· עילפון

· חוסר שליטה בשרירים

· תחושת נימול

· סחרחורת,

· הפרעות קצב חדריות

· לחץ דם נמוך

· תחושת בטן מלאה.

· נפיחות בבטן

· גירוד,

· פריחה בעור

· אדמומיות בעור

· אין אונות.

תופעות לוואי המתחרשות במספר לא ידוע של מטופלים
· ספירה נמוכה מאוד של כדורי דם הלבנות (חום, כאב גרון, צמרמורת)  (leucopenia)

· מיעוט גרנולוציטים

· חוסר גרנולוציטים

· רגישות יתר

· בלבול,

· עוויתות

· תופעות הקשורות למערכת העצבים (extrapyramidal)
· חוסר מנוחה

· פרפור חדרי

· אי ספיקת לב חדשה או החמרה באי ספיקה קיימת (נפיחות בידיים או ברגליים, קשיי נשימה, עליה פתאומית במשקל)

· ירידה בדופק

· ירידה פתאומית בלחץ הדם במעבר ממצב ישיבה לעמידה

· הפרעות במערכת העיכול

· פגיעה בתאי הכבד ועמדון המרה

· דלקת כבד, צהבת

· תופעה דומה למחלת הזאבת

· ירידה בספירת תאי זרע.




