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טופס זה מיועד לפרוט ההחמרות בלבד !
	ההחמרות המבוקשות 

	פרק בעלון

	טקסט נוכחי
	טקסט חדש

	לפני שימוש בתרופה

	  -  אם הנך סובל/ת מהיווצרות קרישי דם או שיש במשפחתך היסטוריה של היווצרות קרישי דם. קרישי דם 
    בריאות וברגליים הובחנו בחולים המשתמשים בריספרדל. קרישי דם בריאות עלולים להיות  קטלניים.

	-אם הינך גבר וסבלת בעבר מזקפה ממושכת או כואבת

-אם הנך סובל/ת מקושי בווסת חום הגוף או התחממות יתר

-אם הנך סובלת מרמות גבוהות בצורה לא תקינה של ההורמון פרולקטין בדם או אם הנך סובל מגידול תלוי פרולקטין
  -  אם הנך סובל/ת מהיווצרות קרישי דם או שיש במשפחתך היסטוריה של היווצרות קרישי דם. קרישי דם 
    בריאות וברגליים הובחנו בחולים המשתמשים בריספרדל. קרישי דם בריאות עלולים להיות  קטלניים.
-אם סבלת אי פעם ממצב אשר הסימפטומים שלו כוללים חום גבוה, נוקשות שרירים, הזעה או ירידה ברמת ההכרה (נקרא גם Neuroleptic Malignant Syndrom ).

-אם סבלת אי פעם מתנועות בילתי נשלטות של הלשון, פה או פנים



	אזהרות מיוחדות הנוגעות בשימוש בתרופה :

	   - לעיתים נדירות בחולים הנוטלים ריספרדל, הובחן במספר נמוך, באופן מסוכן, של תאי דם לבנים הנדרשים 

     להגנה מפני זיהומים. יתכן ורופאך יבדוק את ספירת תאי הדם הלבנים שלך. 


	   - לעיתים נדירות בחולים הנוטלים ריספרדל, הובחן במספר נמוך, באופן מסוכן, של תאי דם לבנים הנדרשים 

     להגנה מפני זיהומים. יתכן ורופאך יבדוק את ספירת תאי הדם הלבנים שלך. 

-סכרת, או החמרה של סכרת קיימת נצפו במטופלים שנטלו ריספרדל, הרופא שלך יבדוק סימנים המעידים  על רמות סוכר גבוהות בדם. במטופלים להם סכרת קיימת, יש לבצע מעקב קבוע לרמות סוכר בדם
-ריספרדל עלול לגרום לך לעלות במשקל. עליה משמעותית במשקל עלולה להשפיע על בריאותך באופן מזיק. הרופא צריך לבדוק את משקל גופך על בסיס קבוע


	   אם אתה לוקח תרופות אחרות
	
	(X ) ריפמפיצין, פניטואין ופנוברביטל- עלולות להוריד את השפעת הריספרידון



	נטילת ריספרדל ומזון


	ריספרדל עלול לגרום לעליה במשקל, נסה/י לאכול במתינות .

	ריספרדל עלול לגרום לעליה במשקל, נסה/י לאכול במתינות .
ניתן ליטול ריספרדל עם או ללא מזון. 


	הריון והנקה
	אם הנך בהריון או מתכננת להיכנס להריון יש להיוועץ ברופא אשר יחליט האם מותר לך להשתמש בריספרדל.   רעד, נוקשות שרירים ו/או חולשה, ישנוניות, חרדה, קשיי נשימה או  קשיי אכילה עלולים להתרחש בתינוקות שנולדו לנשים שהשתמשו בריספרדל בשליש האחרון של ההיריון. 
אל תשתמשי בתכשיר זה כאשר הינך מניקה. היוועצי ברופא במקרה זה.
	אם הנך בהריון או מתכננת להיכנס להריון יש להיוועץ ברופא אשר יחליט האם מותר לך להשתמש בריספרדל.   רעד, נוקשות שרירים ו/או חולשה, ישנוניות, חרדה, קשיי נשימה או  קשיי אכילה עלולים להתרחש בתינוקות שנולדו לנשים שהשתמשו בריספרדל בשליש האחרון של ההיריון. 
אל תשתמשי בתכשיר זה כאשר הינך מניקה. היוועצי ברופא במקרה זה.

ריספרדל עלול לעלות את הרמות של הורמון הנקרא פרולקטין העלול להשפיע על הפוריות. 



	נהיגה ושתיית אלכוהול 


	השימוש בתרופה זו עלול לפגום בערנות, ועל כן מומלץ לא לנהוג ברכב, לא להפעיל מכונות מסוכנות ולא  לעסוק בכל פעילות המחייבת ערנות, אלא באישור הרופא

אין לשתות יינות או משקאות חריפים בתקופת הטיפול עם ריספרדל. ריספרדל עלולה להגביר את השפעת האלכוהול. 
	השימוש בתרופה זו עלול לפגום בערנות, לגרום לעייפות, סחרחורת ולבעיות בראייה  ועל כן מומלץ לא לנהוג ברכב, לא להפעיל מכונות מסוכנות ולא  לעסוק בכל פעילות המחייבת ערנות, אלא באישור הרופא

אין לשתות יינות או משקאות חריפים בתקופת הטיפול עם ריספרדל. ריספרדל עלולה להגביר את השפעת האלכוהול. 

	
	
	מידע חשוב על חלק מהמרכיבים של התרופה

טבליות ריספרדל מכילות סוג של סוכר הנקרא לקטוז. אם הינך סובל מחוסר סבילות לסוכרים מסוימים, יש להיוועץ ברופא טרם נטילת טבליות ריספרדל. 

טבליות ריספרדל 2 מ"ג מכילות את הרכיב sunset yellow (E110) העלול לגרום לתגובות אלרגיות. 

	תופעות לוואי
	תופעות המחייבות התייחסות מיוחדת :

(X) בשימוש ארוך טווח עם ריספרדל עלול להתרחש עיוות לא רצוני בפנים. במקרה ועיוות כזה מתרחש, יש להיוועץ עם הרופא.

(X) בילבול, ירידה ברמת ההכרה, חום גבוה  או קישיון שרירים עלולים להתרחש, אם אלו מתרחשים פנה/י לרופא מיידית ויידע אותו כי הנך נוטל/ת ריספרדל.

(X) לעיתים נדירות דווחו מקרים של רמת סוכר גבוהה בדם. יש לפנות לרופא במידה והנך חש/ה בתסמינים כגון: צמא מוגבר או השתנה מוגברת.

(X ) אם אתה חוו אחד מהבאים , פנה מיד לרופא, ייתכן ואתה רגיש לתרופה: פריחה בעור, גרד, קוצר נשימה או נפיחות של הפנים

	תופעות המחייבות התייחסות מיוחדת :

(X) בשימוש ארוך טווח עם ריספרדל עלול להתרחש עיוות לא רצוני בפנים. במקרה ועיוות כזה מתרחש, יש להיוועץ עם הרופא.

(X) בילבול, ירידה ברמת ההכרה, חום גבוה  או קישיון שרירים עלולים להתרחש (תסמונת הנקראת Neuroleptic malignant syndrome , נדיר מאד), אם אלו מתרחשים פנה/י לרופא מיידית ויידע אותו כי הנך נוטל/ת ריספרדל.

(X) לעיתים נדירות דווחו מקרים של רמת סוכר גבוהה בדם. יש לפנות לרופא במידה והנך חש/ה בתסמינים כגון: צמא מוגבר או השתנה מוגברת.

(X ) אם אתה חוו אחד מהבאים , פנה מיד לרופא, ייתכן ואתה רגיש לתרופה: פריחה בעור, גרד, ירידה בלחץ הדם, קוצר נשימה או נפיחות של הפנים
(X ) אם אתה חווה קריש דם בורידים, בייחוד ברגליים (סימפטומים כוללים נפיחות, כאב ואדמומיות ברגל), אשר יכול לנדוד דרך כלי הדם ולהגיע לריאות ולגרום לכאב בחזה וקושי בנשימה. אם הינך חווה אחד מסימפטומים אלה פנה מייד לטיפול רפואי. 

(X ) אם יש לך דימנציה ואתה חווה שינוי פתאומי במצב המנטלי או חולשה פיתאומית או חוסר תחושה בפנים, זרועות או רגליים, בייחוד בצד אחד , או דיבור עילג, אפילו לזמן קצר. אלו עלולים להיות סימנים של שבץ.

(X ) אם הינך גבר וחווה זיקפה ממושכת וכואבת. הדבר נקרא פריפיזם. ייתכן ויהיה צורך בטיפול רפואי מיידי. 
(X ) אם הינך חווה תנועה קיצבית לא רצונית של הלשון, פה או פנים. ייתכן ויהיה צורך בהפסקת הטיפול.

	תופעות לוואי נדירות (כאלו שהתרחשו אצל יותר מ- 1 מתוך 10000 משתמשים):


	
	· קשקשים


	תופעות לוואי בעלי תדירות בלתי ידועה:


	· פעימות לב מהירות במעבר למצב עמידה.


	תופעת הלוואי הבאה נצפתה בשימוש בתרופה אחרת הנקראת פאליפרידון, תרופה מאד דומה לריספרידון, ולכן עלולה להתרחש גם בשימוש עם ריספרידון
· פעימות לב מהירות במעבר למצב עמידה.

תופעות לוואי נוספות בילדים ומתבגרים

באופן כללי, תופעות הלוואי בילדים צפויות להיות דומות לאלו במבוגרים. 

תופעות הלוואי הבאות דווחו בתדירות גבוהה  יותר בילדים ומתבגרים ( 5 עד 17 שנים) מאשר במבוגרים:

תחושת ישנוניות או ירידה בערנות, עייפות, כאב ראש, עלייה בתיאבון, הקאה, סימפטומים של צינון, גודש באף, כאב בטן, סחרחורת, שיעול, חום, רעד, שילשול וחוסר שליטה על שתן. 



	
	· 
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	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Posology and 
method of 
administration


	
	Method of administration

Risperdal is for oral use. Food does not affect the absorption of RISPERDAL

Upon discontinuation, gradual withdrawal is advised. Acute withdrawal symptoms, including nausea, vomiting, sweating, and insomnia have very rarely been described after abrupt cessation of high doses of antipsychotic medicines (see section 4.8) . Recurrence of psychotic symptoms may also occur, and the emergence of involuntary movement disorders (such as akathisia, dystonia and dyskinesia) has been reported

	Contraindications


	RISPERDAL( is contraindicated in patients with a known hypersensitivity to the product.


	RISPERDAL( is contraindicated in patients with a known hypersensitivity to the product.

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1

	Special Warnings and 
Precautions 
for Use


	Elderly patients with dementia

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS

WITH DEMENTIA-RELATED PSYCHOSIS

Elderly patients with dementia-related psychosis treated with antipsychotic drugs are at an increased risk of death. Analyses of 17 placebo-controlled trials (modal duration of 10 weeks), largely in patients taking atypical antipsychotic drugs, revealed a risk of death in drug-treated patients of between 1.6 to 1.7 times the risk of death in placebo-treated patients. Over the course of a typical 10-week controlled trial, the rate of death in drug-treated patients was about 4.5%, compared to a rate of about 2.6% in the placebo group. Although the causes of death were varied, most of the deaths appeared to be either cardiovascular (e.g., heart failure, sudden death) or infectious (e.g., pneumonia) in nature. Observational studies suggest that, similar to atypical antipsychotic drugs, treatment with conventional antipsychotic drugs may increase mortality. The extent to which the findings of increased mortality in observational studies may be attributed to the antipsychotic drug as opposed to some characteristic(s) of the

patients is not clear. RISPERDAL®  
Overall Mortality

Elderly patients with dementia treated with atypical antipsychotic drugs have an increased mortality compared to placebo in a meta-analysis of 17 controlled trials of atypical antipsychotic drugs, including RISPERDAL(. In placebo-controlled trials with RISPERDAL( in this population, the incidence of mortality was 4.0% for RISPERDAL(-treated patients compared to 3.1% for placebo-treated patients. The mean age (range) of patients who died was 86 years (range 67-100).
	Elderly patients with dementia

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS

WITH DEMENTIA-RELATED PSYCHOSIS

Elderly patients with dementia-related psychosis treated with antipsychotic drugs are at an increased risk of death. Analyses of 17 placebo-controlled trials (modal duration of 10 weeks), largely in patients taking atypical antipsychotic drugs, revealed a risk of death in drug-treated patients of between 1.6 to 1.7 times the risk of death in placebo-treated patients. Over the course of a typical 10-week controlled trial, the rate of death in drug-treated patients was about 4.5%, compared to a rate of about 2.6% in the placebo group. Although the causes of death were varied, most of the deaths appeared to be either cardiovascular (e.g., heart failure, sudden death) or infectious (e.g., pneumonia) in nature. Observational studies suggest that, similar to atypical antipsychotic drugs, treatment with conventional antipsychotic drugs may increase mortality. The extent to which the findings of increased mortality in observational studies may be attributed to the antipsychotic drug as opposed to some characteristic(s) of the

patients is not clear. RISPERDAL®  
Overall Mortality

Elderly patients with dementia treated with atypical antipsychotic drugs have an increased mortality compared to placebo in a meta-analysis of 17 controlled trials of atypical antipsychotic drugs, including RISPERDAL(. In placebo-controlled trials with RISPERDAL( in this population, the incidence of mortality was 4.0% for RISPERDAL(-treated patients compared to 3.1% for placebo-treated patients. The mean age (range) of patients who died was 86 years (range 67-100).

Increased mortality in elderly people with dementia
In a meta-analysis of 17 controlled trials of atypical antipsychotics, including RISPERDAL, elderly patients with dementia treated with atypical antipsychotics have an increased mortality compared to placebo. In placebo-controlled trials with oral RISPERDAL in this population, the incidence of mortality was 4.0% for RISPERDAL-treated patients compared to 3.1% for placebo-treated patients. The odds ratio (95% exact confidence interval) was 1.21 (0.7, 2.1). The mean age (range) of patients who died was 86 years (range 67-100). Data from two large observational studies showed that elderly people with dementia who are treated with conventional antipsychotics are also at a small increased risk of death compared with those who are not treated. There are insufficient data to give a firm estimate of the precise magnitude of the risk and the cause of the increased risk is not known. The extent to which the findings of increased mortality in observational studies may be attributed to the antipsychotic drug as opposed to some haracteristic(s) of the patients is not clear.



	
	Cerebrovascular Adverse Events (CVAE)

In placebo-controlled trials in elderly patients with dementia, there was a higher incidence of cerebrovascular adverse events, (cerebrovascular accidents and transient ischemic attacks), including fatalities, in patients treated with RISPERDAL® compared to patients receiving placebo (mean age 85 years; range 73-97).
	Cerebrovascular Adverse Events (CVAE)

In placebo-controlled trials in elderly patients with dementia, there was a higher incidence of cerebrovascular adverse events, (cerebrovascular accidents and transient ischemic attacks), including fatalities, in patients treated with RISPERDAL® compared to patients receiving placebo (mean age 85 years; range 73-97).

An approximately 3-fold increased risk of cerebrovascular adverse events have been seen in randomized placebo controlled clinical trials in the dementia population with some atypical antipsychotics. The pooled data from six placebo-controlled studies with RISPERDAL in mainly elderly patients (>65 years of age) with dementia showed that CVAEs (serious and non-serious, combined) occurred in 3.3% (33/1009) of patients treated with risperidone and 1.2% (8/712) of patients treated with placebo. The odds ratio (95% exact confidence interval) was 2.96 (1.34, 7.50). The mechanism for this increased risk is not known. An increased risk cannot be excluded for other antipsychotics or other patient populations.

RISPERDAL should be used with caution in patients with risk factors for stroke.

The risk of CVAEs was significantly higher in patients with mixed or vascular type of dementia when compared to Alzheimer’s dementia. Therefore, patients with other types of dementias than Alzheimer’s should not be treated with risperidone.

Physicians are advised to assess the risks and benefits of the use of RISPERDAL in elderly patients with dementia, taking into account risk predictors for stroke in the individual patient. Patients/caregivers should be cautioned to immediately report signs and symptoms of potential CVAEs such as sudden weakness or numbness in the face, arms or legs, and speech or vision problems. All treatment options should be considered without delay, including discontinuation of risperidone.

RISPERDAL should only be used short term for persistent aggression in patients with moderate to severe Alzheimer’s dementia to supplement non-pharmacological approaches which have had limited or no efficacy and when there is potential risk of harm to self or others.

Patients should be reassessed regularly, and the need for continuing treatment reassessed.


	
	Tardive Dyskinesia/Extrapyramidal Symptoms (TD/EPS)

Drugs with dopamine receptor antagonistic properties have been associated with the induction of tardive dyskinesia characterized by rhythmical involuntary movements, predominantly of the tongue and/or face. It has been reported that the occurrence of extrapyramidal symptoms is a risk factor for the development of tardive dyskinesia. Because RISPERDAL( has a lower potential to induce extrapyramidal symptoms than classical neuroleptics, it should have a reduced risk of inducing tardive dyskinesia as compared to classical neuroleptics. If signs and symptoms of tardive dyskinesia appear, the discontinuation of all antipsychotic drugs should be considered.


	Tardive Dyskinesia/Extrapyramidal Symptoms (TD/EPS)

Drugs with dopamine receptor antagonistic properties have been associated with the induction of tardive dyskinesia characterized by rhythmical involuntary movements, predominantly of the tongue and/or face. The onset of extrapyramidal symptoms is a risk factor for tardive dyskinesia. It has been reported that the occurrence of extrapyramidal symptoms is a risk factor for the development of tardive dyskinesia. Because RISPERDAL( has a lower potential to induce extrapyramidal symptoms than classical neuroleptics, it should have a reduced risk of inducing tardive dyskinesia as compared to classical neuroleptics. If signs and symptoms of tardive dyskinesia appear, the discontinuation of all antipsychotic drugs should be considered.


	
	Hyperglycemia and Diabetes Mellitus

Hyperglycemia, diabetes mellitus and exacerbation of pre-existing diabetes have been reported during treatment with RISPERDAL(. Assessment of the relationship between atypical antipsychotic use and glucose abnormalities is complicated by the possibility of an increased background risk of diabetes mellitus in patients with schizophrenia and the increasing incidence of diabetes mellitus in the general population. Given these confounders, the relationship between atypical antipsychotic use and hyperglycemia-related adverse events is not completely understood. Any patient treated with atypical antipsychotics, including RISPERDAL( should be monitored for symptoms of hyperglycemia and diabetes mellitus 

 (See also section 4.9 Undesirable effects).

Suicide

There is an increased risk of suicide attempt in patients with schizophrenia or bipolar disorder, and close supervision of high risk patients should accompany drug therapy. 

	Hyperglycemia and Diabetes Mellitus

Hyperglycemia, diabetes mellitus and exacerbation of pre-existing diabetes have been reported during treatment with RISPERDAL(. In some cases, a prior increase in body weight has been reported which may be a predisposing factor. Association with ketoacidosis has been reported very rarely and rarely with diabetic coma. Appropriate clinical monitoring is advisable in accordance with utilized antipsychotic guidelines. Assessment of the relationship between atypical antipsychotic use and glucose abnormalities is complicated by the possibility of an increased background risk of diabetes mellitus in patients with schizophrenia and the increasing incidence of diabetes mellitus in the general population. Given these confounders, the relationship between atypical antipsychotic use and hyperglycemia-related adverse events is not completely understood. Any patient Patients treated with any atypical antipsychotics, including RISPERDAL( should be monitored for symptoms of hyperglycemia (such as polydipsia, polyuria, polyphagia and weakness) and patients with diabetes mellitus should be monitored regularly for worsening of glucose control. 

 (See also section 4.9 Undesirable effects).

Suicide

There is an increased risk of suicide attempt in patients with schizophrenia or bipolar disorder, and close supervision of high risk patients should accompany drug therapy. 


	
	Weight Gain 

Significant weight gain has been reported. Monitoring weight gain is advisable when RISPERDAL( is being used.  

	Weight Gain 

Significant weight gain has been reported with RISPERDAL use. Monitoring weight gain is advisable when RISPERDAL( is being used.  Weight should be monitored regularly 



	
	
	Hyperprolactinaemia

Tissue culture studies suggest that cell growth in human breast tumours may be stimulated by prolactin. Although no clear association with the administration of antipsychotics has so far been demonstrated in clinical and epidemiological studies, caution is recommended in patients with relevant medical history. RISPERDAL should be used with caution in patients with pre-existing hyperprolactinaemia and in patients with possible prolactin-dependent tumours.



	
	QT Interval 

As with other antipsychotics, caution should be exercised when RISPERDAL® is prescribed in patients with a history of cardiac arrhythmias, in patients with congenital long QT syndrome, and in concomitant use with drugs known to prolong the QT interval.


	QT Interval prolongation

QT prolongation has very rarely been reported postmarketing. As with other antipsychotics, caution should be exercised when RISPERDAL® risperidone is prescribed in patients with known cardiovascular disease, family history of QT prolongation, bradycardia, or electrolyte disturbances (hypokalaemia, hypomagnesaemia), as it may increase the risk of arrythmogenic effects,a history of cardiac arrhythmias, in patients with congenital long QT syndrome, and in concomitant use with drugs medicines known to prolong the QT interval.



	
	
	Renal and hepatic impairment

Patients with renal impairment have less ability to eliminate the active antipsychotic fraction than adults with normal renal function. Patients with impaired hepatic function have increases in plasma concentration of the free fraction of risperidone (see section 4.2).



	
	
	Paediatric population

Before risperidone is prescribed to a child or adolescent with conduct disorder they should be fully assessed for physical and social causes of the aggressive behaviour such as pain or inappropriate environmental demands.

The sedative effect of risperidone should be closely monitored in this population because of possible consequences on learning ability. A change in the time of administration of risperidone could improve the impact of the sedation on attention faculties of children and adolescents. Risperidone was associated with mean increases in body weight and body mass index (BMI). Baseline weight measurement prior to treatment and regular weight monitoring are recommended. Changes in height in the long-term open-label extension studies were within expected age-appropriate norms. The effect of long-term risperidone treatment on sexual maturation and height has not been adequately studied. Because of the potential effects of prolonged hyperprolactinemia on growth and sexual maturation in children and adolescents, regular clinical evaluation of endocrinological status should be considered, including measurements of height, weight, sexual maturation, monitoring of menstrual functioning, and other potential prolactin-related effects.

During treatment with risperidone regular examination for extrapyramidal symptoms and other movement disorders should also be conducted.

For specific posology recommendations in children and adolescents see Section 4.2.

Excipients

The film-coated tablets contain lactose. Patients with rare hereditary problems of galactose intolerance, the Lapp lactase deficiency or glucose-galactose malabsorption should not take this medicine. 

Contains sunset yellow (E110). May cause allergic reactions. (pertains only to the 2 mg film coated tablets)



	Interaction with
Other 

medicinal products and

 Other Forms of Interaction


	As with other antipsychotics, caution is advised when prescribing risperidone with medicinal products known to prolong the QT interval
Risperidone should be used with caution in combination with other centrally-acting substances 

RISPERDAL( may antagonize the effect of levodopa and other dopamine agonists. 
Clinically significant hypotension has been observed postmarketing with concomitant use of risperidone and antihypertensive treatment.

RISPERDAL does not show a clinically relevant effect on the pharmacokinetics of lithium, valproate, digoxin or topiramate.


	As with other antipsychotics, caution is advised when prescribing risperidone with medicinal products known to prolong the QT interval, such as antiarrhythmics (e.g., quinidine, dysopiramide, procainamide, propafenone, amiodarone, sotalol), tricyclic antidepressant (i.e., amitriptyline), tetracyclic antidepressants (i.e., maprotiline), some antihistaminics, other antipsychotics, some antimalarials (i.e., quinine and mefloquine), and with medicines causing electrolyte imbalance (hypokalaemia, hypomagnesiaemia), bradycardia, or those which inhibit the hepatic metabolism of risperidone. This list is indicative and not exhaustive. 

Potential for RISPERDAL to affect other medicinal products

Risperidone should be used with caution in combination with other centrally-acting substances notably including alcohol, opiates, antihistamines and benzodiazepines due to the increased risk of sedation.

RISPERDAL( may antagonize the effect of levodopa and other dopamine agonists. If this combination is deemed necessary, particularly in end-stage Parkinson’s disease, the lowest effective dose of each treatment should be prescribed.

Clinically significant hypotension has been observed postmarketing with concomitant use of risperidone and antihypertensive treatment.

RISPERDAL does not show a clinically relevant effect on the pharmacokinetics of lithium, valproate, digoxin or topiramate.



	
	Carbamazepine has been shown to decrease the plasma levels of the active antipsychotic fraction of risperidone. Similar effects may be observed with other CYP 3A4 hepatic enzyme inducers. When carbamazepine or other CYP 3A4 hepatic enzyme inducers are initiated or discontinued, the physician should re-evaluate the dosing of RISPERDAL® 
Fluoxetine and paroxetine, CYP 2D6 inhibitors, increase the plasma concentration of risperidone, but less so of the active antipsychotic fraction. When concomitant fluoxetine or paroxetine is initiated or discontinued, the physician should re-evaluate the dosing of RISPERDAL(.

Topiramate modestly reduced the bioavailability of risperidone, but not that of the active antipsychotic fraction. Therefore, this interaction is unlikely to be of clinical significance.


	Potential for other medicinal products to affect RISPERDAL
Carbamazepine has been shown to decrease the plasma levels concentrations  of the active antipsychotic fraction of risperidone. Similar effects may be observed with e.g. rifampicin, phenytoin and phenobarbital which also include other CYP 3A4 hepatic enzyme inducers as well as P-glycoprotein. When carbamazepine or other CYP 3A4 hepatic enzyme/P-glycoprotein (P-gp) inducers are initiated or discontinued, the physician should re-evaluate the dosing of RISPERDAL® 
Fluoxetine and paroxetine, CYP 2D6 inhibitors, increase the plasma concentration of risperidone, but less so of the active antipsychotic fraction.It is expected that other CYP2D6 inhibitors, such as quinidine may affect the plasma concentartions of risperidone in a similar way. When concomitant fluoxetine or paroxetine is initiated or discontinued, the physician should re-evaluate the dosing of RISPERDAL(.

Topiramate modestly reduced the bioavailability of risperidone, but not that of the active antipsychotic fraction. Therefore, this interaction is unlikely to be of clinical significance.

Verapamil, an inhibitor of CYP 3A4 and P-gp, increases the plasma concentration of risperidone. 



	
	When RISPERDAL( is taken together with other highly protein-bound drugs, there is no clinically relevant displacement of either drug from the plasma proteins.
See section 4.5 regarding increased mortality in elderly patients with dementia concomitantly receiving furosemide.

Food does not affect the absorption of RISPERDAL(.


	When RISPERDAL( is taken together with other highly protein-bound drugs, there is no clinically relevant displacement of either drug from the plasma proteins.

The combined use of psychostimulants (e.g., methylphenidate) with RISPERDAL in children and adolescents did not alter the pharmacokinetics and efficacy of RISPERDAL.

See section 4.54 regarding increased mortality in elderly patients with dementia concomitantly receiving furosemide.

Concomitant use of oral RISPERDAL with paliperidone is not recommended as paliperidone is the active metabolite of risperidone and the combination of the two may lead to additive active antipsychotic fraction exposure.

Food does not affect the absorption of RISPERDAL(.

Paediatric population

Interaction studies have only been performed in adults

	Fertility, pregnancy 

and lactation


	The safety of RISPERDAL( for use during human pregnancy has not been established. Although, in experimental animals, risperidone did not show direct reproductive toxicity, some indirect, prolactin- and CNS-mediated effects were observed. No teratogenic effect of risperidone was noted in any study. 

Neonates exposed to antipsychotic drugs (including RISPERDAL) during the third trimester of pregnancy are at risk for extrapyramidal and/or withdrawal symptoms that may vary in severity following delivery. These symptoms in the neonates may include agitation, hypertonia, hypotonia, tremor, somnolence, respiratory distress, or feeding disorder. 

RISPERDAL( should only be used during pregnancy if the benefits outweigh the risks.

In animal studies, risperidone and 9-hydroxy-risperidone are excreted in the milk. It has been demonstrated that risperidone and 9-hydroxy-risperidone are also excreted in human breast milk. Therefore, women receiving RISPERDAL( should not breast-feed. 

	Pregnancy

There are no adequate data from the use of risperidone in pregnant women. Risperidone was not teratogenic in animal studies but other types of reproductive toxicity were seen (see section 5.3). The potential risk for humans is unknown.

The safety of RISPERDAL( for use during human pregnancy has not been established. Although, in experimental animals, risperidone did not show direct reproductive toxicity, some indirect, prolactin- and CNS-mediated effects were observed. No teratogenic effect of risperidone was noted in any study. 

Neonates exposed to antipsychotic drugs (including RISPERDAL) during the third trimester of pregnancy are at risk of adverse reactions including for extrapyramidal and/or withdrawal symptoms that may vary in severity following delivery. There have been reports of These symptoms in the neonates may include agitation, hypertonia, hypotonia, tremor, somnolence, respiratory distress, or feeding disorder.Consequently, newborns should be monitored carefully.

RISPERDAL should not be used during pregnancy unless clearly necessary. If discontinuation during pregnancy is necessary, it should not be done abruptly.
RISPERDAL( should only be used during pregnancy if the benefits outweigh the risks.

Breast-feeding

In animal studies, risperidone and 9-hydroxy-risperidone are excreted in the milk. It has been demonstrated that risperidone and 9-hydroxy-risperidone are also excreted in human breast milk in small quantities. Therefore, women receiving RISPERDAL( should not breast-feed. There are no data available on adverse reactions in breast-feeding infants. Therefore, the advantage of breast-feeding should be weighed against the potential risks for the child.
Fertility

As with other drugs that antagonize dopamine D2 receptors, RISPERDAL elevates prolactin level. Hyperprolactinemia may suppress hypothalamic GnRH, resulting in reduced pituitary gonadotropin secretion. This, in turn, may inhibit reproductive function by impairing gonadal steroidogenesis in both female and male patients.

There were no relevant effects observed in the non-clinical studies.

	Effects on ability to 
Drive and use machines


	RISPERDAL( may interfere with activities requiring mental alertness.

	RISPERDAL( may interfere with activities requiring mental alertness.RISPEDAL can have minor or moderate influence on the ability to drive and use machines due to potential nervous system and visual effects (see section 4.8)

	Undesirable Effects
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	Overdose


	Symptoms 

In general, reported signs and symptoms have been those resulting from an exaggeration of the drug's known pharmacological effects These include drowsiness and sedation, tachycardia and hypotension, and extrapyramidal symptoms. In overdose, QT‑prolongation and convulsions have been reported. Torsade de pointes has been reported in association with combined overdose of oral RISPERDAL® and paroxetine.

In case of acute overdosage, the possibility of multiple drug involvement should be considered.

Treatment

Establish and maintain a clear airway and ensure adequate oxygenation and ventilation. Gastric lavage (after intubation, if the patient is unconscious) and administration of activated charcoal together with a laxative should be considered. Cardiovascular monitoring should commence immediately and should include continuous electrocardiographic monitoring to detect possible arrhythmias.

There is no specific antidote to RISPERDAL(. Therefore, appropriate supportive measures should be instituted. Hypotension and circulatory collapse should be treated with appropriate measures such as intravenous fluids and/or sympathomimetic agents. In case of severe extrapyramidal symptoms, anticholinergic medication should be administered. Close medical supervision and monitoring should continue until the patient recovers.


	Symptoms and signs

In general, reported signs and symptoms have been those resulting from an exaggeration of the drug's known pharmacological effects of risperidone. These include drowsiness and sedation, tachycardia and hypotension, and extrapyramidal symptoms. In overdose, QT‑prolongation and convulsions have been reported. Torsade de pointes has been reported in association with combined overdose of oral RISPERDAL® and paroxetine.
In case of acute overdosage, the possibility of multiple drug involvement should be considered.

Treatment

Establish and maintain a clear airway and ensure adequate oxygenation and ventilation. Gastric lavage (after intubation, if the patient is unconscious) and administration of activated charcoal together with a laxative should be considered only when drug intake was less than one hour before. Cardiovascular monitoring should commence immediately and should include continuous electrocardiographic monitoring to detect possible arrhythmias.

There is no specific antidote to RISPERDAL(. Therefore, appropriate supportive measures should be instituted. Hypotension and circulatory collapse should be treated with appropriate measures such as intravenous fluids and/or sympathomimetic agents. In case of severe extrapyramidal symptoms, an anticholinergic medication medicinal product should be administered. Close medical supervision and monitoring should continue until the patient recovers.



	PHARMACOLOGICAL PROPERTIES


	Risperidone is a selective monoaminergic antagonist with unique properties. It has a high affinity for serotoninergic 5-HT2 and dopaminergic D2 receptors. Risperidone binds also to alpha1-adrenergic receptors, and, with lower affinity, to H1-histaminergic and alpha2-adrenergic receptors. Risperidone has no affinity for cholinergic receptors. Although risperidone is a potent D2 antagonist, which is considered to improve the positive symptoms of schizophrenia, it causes less depression of motor activity and induction of catalepsy than classical neuroleptics. Balanced central serotonin and dopamine antagonism may reduce extrapyramidal side effect liability and extend the therapeutic activity to the negative and affective symptoms of schizophrenia.


	Pharmacodynamic effects

Clinical efficacy

Schizophrenia

The efficacy of risperidone in the short-term treatment of schizophrenia was established in four studies, 4-to 8-weeks in duration, which enrolled over 2500 patients who met DSM-IV criteria for schizophrenia. In a 6-week, placebo-controlled trial involving titration of risperidone in doses up to 10 mg/day administered

twice daily, risperidone was superior to placebo on the Brief Psychiatric Rating Scale (BPRS) total score. In an 8-week, placebo-controlled trial involving four fixed doses of risperidone (2, 6, 10, and 16 mg/day, administered twice daily), all four risperidone groups were superior to placebo on the Positive and Negative Syndrome Scale (PANSS) total score. In an 8-week, dose comparison trial involving five fixed

doses of risperidone (1, 4, 8, 12, and 16 mg/day administered twice-daily), the 4, 8, and 16 mg/day risperidone dose groups were superior to the 1 mg risperidone dose group on PANSS total score. In a 4-week, placebo-controlled dose comparison trial involving two fixed doses of risperidone (4 and 8 mg/day administered once daily), both risperidone dose groups were superior to placebo on several PANSS measures, including total PANSS and a response measure (>20% reduction in PANSS total score). In a longer-term trial, adult outpatients predominantly meeting DSM-IV criteria for schizophrenia and who had been clinically stable for at least 4 weeks on an antipsychotic medicinal product were randomised to risperidone 2 to 8 mg/day or to haloperidol for 1 to 2 years of observation for relapse. Patients receiving

risperidone experienced a significantly longer time to relapse over this time period compared to those receiving haloperidol.

Manic episodes in bipolar disorder

The efficacy of risperidone monotherapy in the acute treatment of manic episodes associated with bipolar I disorder was demonstrated in three double-blind, placebo-controlled monotherapy studies in approximately 820 patients who had bipolar I disorder, based on DSM-IV criteria. In the three studies, risperidone 1 to 6 mg/day (starting dose 3 mg in two studies and 2 mg in one study) was shown to be significantly superior to placebo on the pre-specified primary endpoint, i.e., the change from baseline in total Young Mania Rating Scale (YMRS) score at Week 3. Secondary efficacy outcomes were generally consistent with the primary outcome. The percentage of patients with a decrease of 50% in total YMRS

score from baseline to the 3-week endpoint was significantly higher for risperidone than for placebo. One of the three studies included a haloperidol arm and a 9-week double-blind maintenance phase. Efficacy was maintained throughout the 9-week maintenance treatment period. Change from baseline in total YMRS showed continued improvement and was comparable between risperidone and haloperidol at Week 12.

The efficacy of risperidone in addition to mood stabilisers in the treatment of acute mania was demonstrated in one of two 3-week double-blind studies in approximately 300 patients who met the DSM-IV criteria for bipolar I disorder. In one 3-week study, risperidone 1 to 6 mg/day starting at 2 mg/day in addition to lithium or valproate was superior to lithium or valproate alone on the pre-specified primary endpoint, i.e., the change from baseline in YMRS total score at Week 3. In a second 3-week study, risperidone 1 to 6 mg/day starting at 2 mg/day, combined with lithium, valproate, or carbamazepine was not superior to lithium, valproate, or carbamazepine alone in the reduction of YMRS total score. A possible explanation for the failure of this study was induction of risperidone and 9-hydroxy-risperidone clearance by carbamazepine, leading to subtherapeutic levels of risperidone and 9-hydroxy-risperidone. When the carbamazepine group was excluded in a post-hoc analysis, risperidone

combined with lithium or valproate was superior to lithium or valproate alone in the reduction of YMRS total score.
Persistent aggression in dementia

The efficacy of risperidone in the treatment of Behavioural and Psychological Symptoms of Dementia (BPSD), which includes behavioural disturbances, such as aggressiveness, agitation, psychosis, activity, and affective disturbances was demonstrated in three double-blind, placebo-controlled studies in 1150 elderly patients with moderate to severe dementia. One study included fixed risperidone doses of 0.5, 1, and 2 mg/day. Two flexible-dose studies included risperidone dose groups in the range of 0.5 to 4 mg/day and 0.5 to 2 mg/day, respectively. Risperidone showed statistically significant and clinically important effectiveness in treating aggression and less consistently in treating agitation and psychosis in elderly dementia patients (as measured by the Behavioural Pathology in Alzheimer’s Disease Rating Scale [BEHAVE-AD] and the Cohen-Mansfield Agitation Inventory [CMAI]). The treatment effect of risperidone was independent of Mini-Mental State Examination (MMSE) score (and consequently of the severity of dementia); of sedative properties of risperidone; of the presence or absence of psychosis; and of the type of dementia, Alzheimer’s, vascular, or mixed. (See also section 4.4)

Paediatric population

Conduct disorder

The efficacy of risperidone in the short-term treatment of disruptive behaviours was demonstrated in two double-blind placebo-controlled studies in approximately 240 patients 5 to 12 years of age with a DSMIV diagnosis of disruptive behaviour disorders (DBD) and borderline intellectual functioning or mild or moderate mental retardation/learning disorder. In the two studies, risperidone 0.02 to 0.06 mg/kg/day was significantly superior to placebo on the pre-specified primary endpoint, i.e., the change from baseline in the Conduct Problem subscale of the Nisonger-Child Behaviour Rating Form (N-CBRF) at Week 6.



	Pharmacokinetic Properties


	Risperidone is completely absorbed after oral administration, reaching peak plasma concentrations within 1 to 2 hours.. The absorption is not affected by food and thus risperidone can be given with or without meals. 
	Risperidone is metabolised to 9-hydroxy-risperidone, which has a similar pharmacological activity to risperidone (see Biotransformation and Elimination).

Absorption

Risperidone is completely absorbed after oral administration, reaching peak plasma concentrations within 1 to 2 hours. The absolute oral bioavailability of risperidone is 70% (CV=25%). The relative oral bioavailability of risperidone from a tablet is 94% (CV=10%) compared with a solution. The absorption is not affected by food and thus risperidone can be given with or without meals. Steady-state of risperidone is reached within 1 day in most patients. Steady-state of 9-hydroxy-risperidone is reached within 4-5 days of dosing.



	
	Risperidone is metabolized by CYP 2D6 to 9-hydroxy-risperidone, which has a similar pharmacological activity as risperidone. Risperidone plus 9‑hydroxy-risperidone form the active antipsychotic fraction. 

	Biotransformation and elimination

Risperidone is metabolized by CYP 2D6 to 9-hydroxy-risperidone, which has a similar pharmacological activity as risperidone. Risperidone plus 9‑hydroxy-risperidone form the active antipsychotic fraction. CYP 2D6 is subject to genetic polymorphism. Extensive CYP 2D6 metabolisers convert risperidone rapidly into 9-hydroxy-risperidone, whereas poor CYP 2D6 metabolisers convert it much more slowly. Although extensive metabolisers have lower risperidone and higher 9-hydroxy-risperidone concentrations than poor metabolisers, the pharmacokinetics of risperidone and 9-hydroxy-risperidone combined (i.e.,the active antipsychotic fraction), after single and multiple doses, are similar in extensive and poor metabolisers of CYP 2D6.



	
	Another metabolic pathway of risperidone is N-dealkylation. 

	Another metabolic pathway of risperidone is N-dealkylation. In vitro studies in human liver microsomes showed that risperidone at clinically relevant concentration does not substantially inhibit the metabolism of medicines metabolised by cytochrome P450 isozymes, including CYP 1A2, CYP 2A6, CYP 2C8/9/10, CYP 2D6, CYP 2E1, CYP 3A4, and CYP 3A5. One week after administration, 70% of the dose is excreted in the urine and 14% in the faeces. In urine, risperidone plus 9-hydroxy-risperidone represent 35- 45% of the dose. The remainder is inactive metabolites. After oral administration to psychotic patients, risperidone is eliminated with a half-life of about 3 hours. The elimination half-life of 9-hydroxy-risperidone and of the active antipsychotic fraction is 24 hours.

	
	After oral administration to psychotic patients, risperidone is eliminated with a half-life of about 3 hours. The elimination half-life of 9‑hydroxy‑risperidone and of the active antipsychotic fraction is 24 hours.

Steady-state of risperidone is reached within 1 day in most patients. Steady‑state of 9-hydroxy-risperidone is reached within 4-5 days of dosing. Risperidone plasma concentrations are dose-proportional within the therapeutic dose-range.


	Linearity/non-inearity

After oral administration to psychotic patients, risperidone is eliminated with a half-life of about 3 hours. The elimination half-life of 9‑hydroxy‑risperidone and of the active antipsychotic fraction is 24 hours.

Steady-state of risperidone is reached within 1 day in most patients. Steady‑state of 9-hydroxy-risperidone is reached within 4-5 days of dosing. Risperidone plasma concentrations are dose-proportional within the therapeutic dose-range.



	
	One week after administration, 70% of the dose is excreted in the urine and 14% in the feces. In urine, risperidone plus 9-hydroxy-risperidone represent 35-45% of the dose. The remainder is inactive metabolites.
	One week after administration, 70% of the dose is excreted in the urine and 14% in the feces. In urine, risperidone plus 9-hydroxy-risperidone represent 35-45% of the dose. The remainder is inactive metabolites.

	
	A single-dose study showed higher active plasma concentrations and a reduced clearance of the active antipsychotic fraction by 30% in the elderly. and 60%  in patients with renal insufficiency. Risperidone plasma concentrations were normal in patients with liver insufficiency, but the mean free fraction of risperidone in plasma was increased by about 35%.

The pharmacokinetics of risperidone, 9-hydroxy-risperidone and the active antipsychotic fraction in children are similar to those in adults.

RISPERDAL( oral solution is bio-equivalent to RISPERDAL( oral tablets.

.


	Elderly, hepatic and renal impairment

A single-dose study showed on average a 43% higher active antipsychotic fraction plasma concentrations a 38% longer half-life and a reduced clearance of the active antipsychotic fraction by 30% in the elderly. Higher active antipsychotic fraction plasma concentartions and a reduced clearance of the active antipsychotic fraction by on average and 60%  were observed in patients with renal insufficiency. Risperidone plasma concentrations were normal in patients with liver insufficiency, but the mean free fraction of risperidone in plasma was increased by about 35%.

Paediatric patients

The pharmacokinetics of risperidone, 9-hydroxy-risperidone and the active antipsychotic fraction in children are similar to those in adults.

RISPERDAL( oral solution is bio-equivalent to RISPERDAL( oral tablets.

Gender, race and smoking habits

A population pharmacokinetic analysis revealed no apparent effect of gender, race or smoking habits on the pharmacokinetics of risperidone or the active antipsychotic fraction.

	Preclinical Safety Data


	In (sub)chronic toxicity studies, in which dosing was started in sexually immature rats and dogs, dose-dependant effects were present in male and female genital tract and mammary gland. These effects were related to the increased serum prolactin levels, resulting from the dopamine D2-receptor blocking activity of risperidone. 
In a toxicity study with juvenile rats, increased pup mortality and a delay in physical development was observed. In a 40-week study with juvenile dogs, sexual maturation was delayed. long bone growth was not affected at a dose similar to the maximum human dose in adolescents (6 mg/day); effects were observed at a dose 4-fold (on an AUC basis) or 7-fold (on a mg/m2 basis) the maximum human dose in adolescents

All other safety data relevant to the prescriber have been included in the appropriate section.

	In (sub)chronic toxicity studies, in which dosing was started in sexually immature rats and dogs, dose-dependant effects were present in male and female genital tract and mammary gland. These effects were related to the increased serum prolactin levels, resulting from the dopamine D2-receptor blocking activity of risperidone. In addition, tissue culture studies suggest that cell growth in human breast tumours may be stimulated by prolactin. Risperidone was not teratogenic in rat and rabbit. In rat reproduction studies with risperidone, adverse effects were seen on mating behaviour of the parents, and on the birth weight and survival of the offspring. In rats, intrauterine exposure to risperidone was associated with cognitive deficits in adulthood. Other dopamine antagonists, when administered to pregnant animals, have caused negative effects on learning and motor development in the offspring.

In a toxicity study with in juvenile rats, increased pup mortality and a delay in physical development was observed. In a 40-week study with juvenile dogs, sexual maturation was delayed. Based on AUC, long bone growth was not affected at a dose similar to the maximum human dose in adolescents (6 mg/day); effects were observed at a dose 4-fold (on an AUC basis) or 7-fold (on a mg/m2 basis) the maximum human dose in adolescents. in dogs at 3.6-times the maximum human exposure in adolescents (1.5 mg/day); while effects on long bones and sexual maturation were observed at 15 times the maximum human exposure in adolescents. 

Risperidone was not genotoxic in a battery of tests. In oral carcinogenicity studies of risperidone in rats and mice, increases in pituitary gland adenomas (mouse), endocrine pancreas adenomas (rat), and mammary gland adenomas (both species) were seen. These tumours can be related to prolonged dopamine D2 antagonism and hyperprolactinaemia. The relevance of these tumour findings in rodents in terms of human risk is unknown. In vitro and in vivo, animal models show that at high doses risperidone may cause QT interval prolongation, which has been associated with a theoretically increased risk of  torsade de pointes in patients.

All other safety data relevant to the prescriber have been included in the appropriate section.

	Incompatibilities


	RISPERDAL( tablets: none.
RISPERDAL( oral solution: incompatible with tea 


	RISPERDAL( tablets: none.not applicable

RISPERDAL( oral solution: incompatible with most types of tea including black tea.

	Nature and Contents
Of Container


	Oral solution:

RISPERDAL( Oral Solution is provided in 30 ml amber glass bottles with plastic child resistant closures.

The pipette supplied with the 30 ml bottle is calibrated in milligrams and milliliters with a minimum volume of 0.25 ml and a maximum volume of 3 ml. Calibration marks every 0.25 ml up to 3 ml are printed on this pipette.
	Oral solution:

RISPERDAL( Oral Solution is provided in 30 ml amber glass bottles with plastic (polypropylene)  child resistant closures.

The pipette supplied with the 30 ml bottle is calibratedgraduated  in milligrams and milliliters with a minimum volume of 0.25 ml and a maximum volume of 3 ml. Calibration Graduation marks every 0.25 ml (equals 0.25 mg oral solution) increments up to 3 ml (equals 3mg oral solution) are printed on this pipette.

	
	
	


