הודעה על החמרה  ( מידע בטיחות)  בעלון לרופא 

 תאריך __10.04.2014
שם תכשיר באנגלית
Seroquel 25mg:109 39 29313 00
Seroquel 100mg: 109 40 29314 00
Seroquel 200mg: 109 41 29315
Seroquel 100mg:135 33 31257 00
שם בעל הרישום____אסטרהזניקה(ישראל) בע"מ____________
	 פרטים על השינוי/ים המבוקש/ים

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Special warnings and precautions for use


	Children and adolescents (10 to 17 years of age)
Seroquel is not recommended for use in children and adolescents below 18 years of age, due to a lack of data to support use in this age group. Clinical trials have shown that in addition to the known safety profile identified in adults (see section 4.8 Undesirable effects), certain adverse events occurred at a higher frequency in children and adolescents compared to adults (increased appetite, elevations in serum prolactin and extrapyramidal symptoms) and one was identified that has not been previously seen in adult studies (increases in blood pressure). Changes in thyroid function tests have also been observed in children and adolescents. 

….

In placebo-controlled clinical trials with children and adolescent patients, quetiapine was associated with an increased incidence of extrapyramidal symptoms (EPS) compared to placebo in patients treated for schizophrenia and bipolar mania (see section 4.8 Undesirable effects).

Sever Neutropenia

Severe neutropenia (<0.5 X 109/L) has been uncommonly reported in SEROQUEL   clinical trials. Most cases of severe neutropenia have occurred within the first two months of starting therapy with SEROQUEL.  There was no apparent dose relationship. During post-marketing experience, resolution of leucopenia and/or neutropenia has followed cessation of therapy with Seroquel.  Possible risk factors for neutropenia include pre-existing low white cell count (WBC) and history of drug induced neutropenia.
Hyperglycaemia
…..
Interactions
…..


	Children and adolescents (10 to 17 years of age)
Seroquel is not recommended for use in children and adolescents below 18 years of age, due to a lack of data to support use in this age group. Clinical trials have shown that in addition to the known safety profile identified in adults (see section 4.8 Undesirable effects), certain adverse events occurred at a higher frequency in children and adolescents compared to adults (increased appetite, elevations in serum prolactin vomiting, rhinitis and syncope) or may have different implications for children and adolescents, (extrapyramidal symptoms) and one was identified that has not been previously seen in adult studies (increases in blood pressure). Changes in thyroid function tests have also been observed in children and adolescents. 

….
In placebo-controlled clinical trials with children and adolescent patients, quetiapine was associated with an increased incidence of extrapyramidal symptoms (EPS) compared to placebo in patients treated for schizophrenia and bipolar mania and bipolar depression (see section 4.8 Undesirable effects).

Suicide/suicidal thoughts or clinical worsening: 
…..
Other psychiatric conditions for which quetiapine is prescribed can also be associated with an increased risk of suicide-related events.  In addition, these conditions may be co-morbid with major depressive disorder.  The same precautions observed when treating patients with major depressive disorder should therefore be observed when treating patients with other psychiatric disorders.

Patients with a history of suicide related events, or those exhibiting a significant degree of suicidal ideation prior to commencement of treatment are known to be at greater risk of suicidal thoughts or suicide attempts, and should receive careful monitoring during treatment. A meta analysis of placebo controlled clinical trials of antidepressant drugs in adult patients with psychiatric disorders showed an

increased risk of suicidal behaviour with antidepressants compared to placebo in patients less than 25 years old. Close supervision of patients and in particular those at high risk should accompany drug therapy especially in early treatment and following dose changes. Patients (and caregivers of patients) should be alerted about the need to monitor for any clinical worsening, suicidal behaviour or thoughts and unusual changes in behaviour and to seek medical advice immediately if these symptoms present.

In shorter-term placebo controlled clinical studies of patients with major depressive episodes in bipolar disorder an increased risk of suicide-related events was observed in young adult patients (younger than 25 years of age) who were treated with quetiapine as compared to those treated with placebo (3.0% vs. 0%, respectively).
Sever Neutropenia and agranulocytosis:
Severe neutropenia (<0.5 X 109/L) without infection has been uncommonly reported in Shortterm placebo controlled monotherapy   clinical trials with quetiapine. There have been reports of agranulocytosis (severe neutropenia with infection) among all patients treated with quetiapine during clinical trials (rare) as well as post-marketing reports (including fatal cases).
 Most of these cases of severe neutropenia have occurred within the first two months of starting therapy with  quetiapine .  There was no apparent dose relationship. During post-marketing experience, resolution of leucopenia and/or neutropenia has followed cessation of therapy with Seroquel.  Possible risk factors for neutropenia include pre-existing low white cell count (WBC) and history of drug induced neutropenia.
There have been cases of agranulocytosis in patients without pre-existing risk factors. Neutropenia should be considered in patients presenting with infection, particularly in the absence of obvious predisposing factor(s), or in patients with unexplained fever, and should be managed as clinically appropriate. 
Increases in blood glucose and Hyperglycaemia

Increases in blood glucose and Hyperglycaemia and/or development or exacerbation of diabetes occasionally associated with ketoacidosis or coma has been reported rarely, including some fatal cases (see section 4.8)……
Constipation and intestinal obstruction

Constipation represents a risk factor for intestinal obstruction. Constipation and intestinal obstruction have been reported with quetiapine (see section 4.8 Undesirable effects). This includes fatal reports in patients who are at higher risk of intestinal obstruction, including those that are receiving multiple concomitant  medications that decrease intestinal motility and/or may not report symptoms of constipation.
Cardiomyopathy and Myocarditis 
Cardiomyopathy and myocarditis have been reported in clinical trials and during the post-marketing experience, however, a causal relationship to quetiapine has not been established.  Treatment with quetiapine should be reassessed in patients with suspected cardiomyopathy or myocarditis.
Interactions
…..

During concomitant administration of drugs, which are potent CYP3A4 inhibitors (such as azole antifungals, macrolide antibiotics, and protease inhibitors), plasma concentrations of quetiapine can be significantly higher than observed in patients in clinical trials.  As a consequence of this, lower doses of quetiapine. should be used.  Special consideration should be given in elderly and debilitated patients.  The risk-benefit ratio needs to be considered on an individual basis in all patients.
Body Temperature Regulation

Although not reported with SEROQUEL, disruption of the body's ability to reduce core body

temperature has been attributed to antipsychotic agents. Appropriate care is advised when prescribing SEROQUEL for patients who will be experiencing conditions which may contribute to an elevation in core body temperature, e.g., exercising strenuously, exposure to extreme heat, receiving concomitant medication with anticholinergic activity, or being subject to dehydration.


	4.5 Interactions with other medicinal products and other forms of interaction


	
	In a 6-week, randomised, study of lithium and Seroquel XR versus placebo and Seroquel XR in adult patients with acute mania, a higher incidence of extrapyramidal related events (in particular tremor), somnolence, and weight gain were observed in the lithium add-on group compared to the placebo add-on group (see section 5.1
).


	Pregnancy and lactation
	
	Neonates exposed to antipsychotics (including quetiapine) during the third trimester of pregnancy are at risk of adverse reactions including extrapyramidal and/or withdrawal symptoms that may vary in severity and duration following delivery. There have been reports of agitation, hypertonia, hypotonia, tremor, somnolence, respiratory distress or feeding disorder. Consequently, newborns should be monitored carefully
There have been published reports of quetiapine excretion into human breast milk

	Undesirable effects 


	Blood and lymphatic system disorders
Common:

Leucopenia 

Uncommon:

Eosonophilia, Thrombocytopenia 
Immune system disorders
Uncommon:

Hypersensitivity
Endocrine disorders
Common:
Hyperprolactinaemia **, 

Common: 

Uncommon:

Very Rare:
Metabolism and nutritional disorders
Increased  appetite, 
Hyponatraemia20 , 
Diabetes Mellitus 

Very common

 Common

  uncommon
Nervous system disorders

Dizziness4, somnolence 2, headache 
Syncope 4 Dysarthria, Extrapyramidal symptoms1
Seizure 1, Restless legs syndrome,  
Tardive dyskinesia1 
Common:

Uncommon:
Cardiac disorders
Tachycardia 4 Palpitations 24
bradycardia

Gastrointestinal disorders
Very common:
Common:
Uncommon:

Rare:      

Very rare:  
Dry mouth vomiting
Constipation, dyspepsia, 26

Dysphagia8
Hepato-biliary disorders
Jaundice6, Hepatitis
Skin and subcutaneous tissue disorders
Angioedema6, Stevens-Johnson syndrome6
Common:

Rare:
Psychiatric disorders
Abnormal dreams and nightmares, 
Somnambulism and other related
 events
Investigations

Very common

Elevations in serum triglyceride levels 

Elevations in total cholesterol

 (predominantly LDL cholesterol) 

Decreases in HDL cholesterol, weight 
gain, decreased haemoglobin 

Common:

,elevations in serum transaminases
 (ALT, AST), decreased neutrophil count,
 blood glucose increased to 
hyperglycaemic levels decreases in total
 T4, decreases in free T4, decreases in total
 T3, increases in TSH 

Uncommon:

Rare:

Elevations in gamma-GT levels , Platelet
 count decreased, QT prolongation
 decreases in free T3

Elevations in blood creatine phosphokinase

Children and adolescents (10 to 17 years of age) 

Nervous system disorders
Very Common  Extrapyramidal symptoms

	Blood and lymphatic system disorders
Very Common
Decreased haemoglobin
Common:

Leucopenia 1 decreased neutrophil count, 

eosinophils increased 
Uncommon:

 Thrombocytopenia Anaemia, 

Platelet count decreased
Rare
Agranulocytosis
Immune system disorders
Uncommon: Hypersensitivity (including allergic skin reactions)
Endocrine disorders
Hypersensitivity (including allergic skin reactions)
Endocrine disorders
Common:
Hyperprolactinaemia **, decreases in Total T4, decreases in Free T4, decreases in Total T3, increases in TSH
Uncommon:

Decrease in free T3, Hypothyroidism
Very Common:

Common: 

Uncommon:

Rare:
Metabolism and nutritional disorders
Elevations in serum triglyceride levels,
 Elevations in total cholesterol (predominantly LDL 
cholesterol), , Decreases in HDL cholesterol, 
Weight gain
Increased  appetite, Blood glucose increased to
 hyperglycaemic levels
Hyponatraemia20 , Diabetes Mellitus 

Metabolic syndrome
Very common

 Common

  uncommon

Nervous system disorders

Dizziness4, somnolence 2, headache Extrapyramidal 
symptoms1
Syncope 4 Dysarthria 

Seizure 1, Restless legs syndrome,  Tardive dyskinesia1 
Common:

Uncommon:
Cardiac disorders
Tachycardia 4 Palpitations 24
QT prolongation, , bradycardia
Gastrointestinal disorders
Very common:
Common:
Uncommon:

Rare:
Common
Rare:      

Very rare:  
Dry mouth
Constipation, dyspepsia, vomiting 26

Dysphagia8
Pancreatitis , Intestinal obstruction/Ileus
Hepato-biliary disorders
Elevations in serum transaminases alanine aminotransferase (ALT, AST)3 , Elevations in gamma-GT levels3
Jaundice6, Hepatitis
Skin and subcutaneous tissue disorders
Angioedema6, Stevens-Johnson syndrome6
Unknown:
Toxic Epidermal Necrolysis, Erythema Multiforme
Pregnancy, puerperium and perinatal conditions 

Unknown: 

Drug withdrawal syndrome neonatal 

Renal and urinary disorders
Uncommon:
Common:

Rare:

Urinary retention
Psychiatric disorders
Abnormal dreams and nightmares, 
Suicidal ideation and suicidal behaviour21
Somnambulism and related reactions such as 
sleep talking and sleep related eating disorder
Investigations

Rare:

Elevations in blood creatine phosphokinase

(27) Shift in neutrophils from ≥1.5 x 109/L at baseline to <0.5 x 109/L at any time during treatment. 

(28) Based on shifts from normal baseline to potentially clinically important value at any time post-baseline in all trials. Shifts in eosinophils are defined as ≥1 x 109 cells/L at any time. 

(29) Based on shifts from normal baseline to potentially clinically important value at any time post-baseline in all trials. Shifts in WBCs are defined as ≤3 x 109 cells/L at any time. 

(30) Based on adverse event reports of metabolic syndrome from all clinical trials with quetiapine. 

(31) In some patients, a worsening of more than one of the metabolic factors of weight, blood glucose and lipids was observed in clinical studies (See Section 4.4 Special Warnings and Precautions for Use) 

(32) See section 4.6 (Fertility, pregnancy and lactation). 

(33) May occur at or near initiation of treatment and be associated with hypotension and/or syncope. Frequency based on adverse event reports of bradycardia and related events in all clinical trials with quetiapine. 

Cases of QT prolongation, ventricular arrhythmia, sudden unexplained death, cardiac arrest and torsades de pointes have been reported very rarely with the use of neuroleptics and are considered class effects.
Children and adolescents (10 to 17 years of age) 

Nervous system disorders
Common  Syncope
Respiratory, thoracic and mediastinal disorder

Common: Rhinitis

Gastrointestinal disorders
Very commone Vomiting

	Overdose
	
	In this context, published reports describe a reversal of severe CNS effects, including coma and delirium, with administration of intravenous physostigmine (1-2 mg), under continuous ECG monitoring.
In cases of quetiapine overdose refractory hypotension should be treated with appropriate measures such as intravenous fluids and/or sympathomimetic agents (epinephrine and dopamine should be avoided, since beta stimulation may worsen hypotension in the setting of quetiapine-induced alpha blockade).
Close medical supervision and monitoring should be continued until the patient recovers.



בעלון לצרכן

	פרטים על השינוי/ים המבוקש/ים

	פרק בעלון
	טקסט נוכחי
	טקסט חדש

	לפני נטילת התרופה, יש לידע את הרופא אם:

	
	· במספר מטופלים דווח על  מחלת שריר הלב (החלשות שריר הלב) ועל דלקת שריר הלב .לא ידוע אם לטיפול בסרוקואל יש קשר   לבעיות אלו.
· חום, תסמינים דמויי שפעת, כאב גרון או כל זיהום אחר (עלול לנבוע מספירה נמוכה של תאי דם לבנים(

· עצירות ביחד עם כאב בטן ממושך, או עצירות שאינה משתפרת לאחר טיפול, כיוון שזה עלול לגרום לחסימת מעי.


	
	
	

	אם אתה לוקח תרופות אחרות
	תיורידזין
	תרופות שעלולות לגרום לעצירות
תיורידזין או ליתיום(אנטי פסיכוטי),


	הריון והנקה

	
	אין ליטול סרוקואל במהלך הריון, אלא אם דיברת על כך עם הרופא שלך.

	תופעות לוואי
	
	תו   תופעות לוואי נדירות (משפיעות על פחות מ 1 חולים מתוך 1000):
· שילוב של חום, תסמינים דמויי שפעת, כאב גרון , כיבים בפה או כל זיהום אחר יחד עם ספירה מאוד נמוכה של תאי דם לבנים, מצב הנקרא אגרנולוציטוזיס.
· חסימת מעי
תופעות לוואי מאוד שכיחות (המשפעיות על יותר מאדם 1 מתוך 10 אנשים):
· בעיות בתנועות שרירים (קושי בהתחלת תנועה, רעד, תחושת חוסר מנוחה או קשיון שרירים ללא כאב),
תופעות לוואי שכיחות (המשפיעות על פחות מאדם 1 מתוך 10 אנשים):

· הרגשת חולשה, התעלפות (עלול לגרום לנפילות)
· אף סתום
תופעות לוואי לא שכיחות (המשפיעות על פחות מאדם 1 מתוך כל 100 אנשים):
· הרגשת חולשה, התעלפות (עלול לגרום לנפילות)
· אף סתום
· התפתחות סוכרת, החמרת סוכרת קיימת
קשיים במתן שתן
תופעות לוואי נדירות (משפיעות על פחות מ 1 חולים מתוך 1000):

· מצב בו יש שילוב של 3 או יותר מהתסמינים הבאים: עליה בשומן הבטני, ירידה ברמת "הכולסטרול הטוב" ((HDL-C, עלייה ברמות טריגליצרידים בדם, לחץ דם גבוה ועלייה בסוכר בדם.
תופעות לוואי בשכיחות לא ידועה:
· תגובה אלרגית חריפה פתאומית עם תסמינים כגון חום ושלפוחיות על העור וקילוף העור.



�UK March 2014


�תופעות לוואי אלו הועברו למעלה לסעיפים הרלבנטיים


�תופעות לוואי אלו הועברו למעלה לסעיפים הרלבנטיים


�תופעות לוואי אלו הועברו למעלה לסעיפים הרלבנטיים





