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

 תאריך: 16.7.15
שם תכשיר באנגלית ומספר הרישום: XEPLION (144-89-33055-00)
שם בעל הרישום:J-C Health Care Ltd. 
טופס זה מיועד לפרוט ההחמרות בלבד !

	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Indications and Usage


	
	-Schizoaffective disorder as monotherapy and as an adjunct to mood stabilizers or antidepressants

	Dosage and Administration


	The recommended needle size for administration of  XEPLION® into the gluteal muscle is the 1 ½ -inch, 22 gauge needle. 

	The recommended needle size for administration of  XEPLION® into the gluteal muscle is the 1 ½ -inch, 22 gauge needle regardless of patient weight. 


	
	[image: image1.png]Table 1. Recommended Dosing of XEPLIONS for Adults with Schizophrenia or Schizoaffective Disorder

Thifiation Dosing (@eltoid) Montily aximum Montily
Maintenance Dose? | Dose
DayT Days (@eltoid or gluteal)
Schizophrenia T50me T00mg 50-150mg © T50me
Schizoaffective T50me T00me 50-150meg © T50me
disorder

* Administered 5 weeks afterthe first injection.

® The recommendedmonthly maintenance dose fortreatment os schizophrenia is 75 mg. Some patientsmay benefit
Stomlower or higher maintenance doses within the additional available strengths ( S0mg, 100mg, and 150 mg).

©Adjust dose based on tolerability and/or efficacy using available srengths.






	2.5 Dosage Adjustments

	Coadministration with Strong CYP3A4  Inducers

It may be necessary to increase the dose of XEPLION® when a CYP3A4 strong inducer of both (e.g., carbamazepine, rifampin, St Jhon’s wort) is added.  It may be necessary to decrease the dose of XEPLION® when a CYP3A4 strong inducer is discontinued [see Drug Interactions (7.2) and Clinical Pharmacology (12.3)].


	Coadministration with Strong CYP3A4 /P-glycoprotein (P-gp) Inducers

It may be necessary to increase the dose of XEPLION® when a CYP3A4 strong inducer of both CYP3A4 and P-gp (e.g., carbamazepine, rifampin, St Jhon’s wort) is added co-administered.  It may be necessary to decrease the dose of XEPLION® when a CYP3A4 strong inducer is discontinued Conversely, on discontinuation of the strong inducer, it may be necessary to decrease the dose of XEPLION® [see Drug Interactions (7.2) and Clinical Pharmacology (12.3)].



	2.6 Maintenance Therapy


	2.6 Maintenance Therapy

XEPLION® has been shown to be effective in delaying time to relapse of symptoms of schizophrenia in long-term use. It is recommended that responding patients be continued on treatment at the lowest dose needed. Patients should be periodically reassessed to determine the need for continued treatment.


	2.6 Maintenance Therapy

XEPLION® has been shown to be effective in delaying time to relapse of symptoms of schizophrenia in long-term use. It is recommended that responding patients be continued on treatment at the lowest dose needed. Patients should be periodically reassessed to determine the need for continued treatment.



	2.6Switching from Other Antipsychotics


	There are no systematically collected data to specifically address switching patients with schizophrenia from other antipsychotics to XEPLION®, or concerning concomitant administration with other antipsychotics. 


	There are no systematically collected data to specifically address switching patients with schizophrenia or schizoaffective disorder from other antipsychotics to XEPLION®, or concerning concomitant administration with other antipsychotics. 



	2.6.1 Switching from
 Oral Antipsychotics


	Previous oral antipsychotics can be discontinued at the time of initiation of treatment with XEPLION®. Recommended  initiation of XEPLION® is with a dose of 150 mg on treatment day 1 and 100 mg one week later, both administered in the deltoid muscle [see Dosage and Administartion (2.2)]. Patients previously stabilized on different doses of Invega Extended-Release tablets can attain similar paliperidone steady-state exposure during maintenance treatment with XEPLION® monthly doses as depicted in Table 4 1 


	Previous oral antipsychotics can be gradually discontinued at the time of initiation of treatment with XEPLION®. Recommended  initiation of XEPLION® is with a dose of 150 mg on treatment day 1 and 100 mg one week later, both administered in the deltoid muscle [see Dosage and Administartion (2.2)]. Patients previously stabilized on different doses of Invega Extended-Release tablets can attain similar paliperidone steady-state exposure during maintenance treatment with XEPLION® monthly doses as depicted in Table 4 1 

	Instructions for Use


	b.
Select the appropriate needle.

For GLUTEAL injection, use the 1 ½-inch 22 gauge needle (needle with gray colored hub) 
	b.
Select the appropriate needle.

For GLUTEAL injection, use the 1 ½-inch 22 gauge needle (needle with gray colored hub) regardless of patient’s weight.

	QT Prolongation


	In the four fixed-dose efficacy studies of XEPLION® in subjects with schizophrenia and in the long-term study in subjects with schizoaffective disorder, no subject experienced a change in QTcLD exceeding 60 msec and no subject had a QTcLD value of > 500 msec at any time point. In the maintenance study in subjects with schizophrenia, no subject had a QTcLD change > 60 msec, and one subject had a QTcLD value of 507 msec (Bazett’s QT corrected interval [QTcB] value of 483 msec); this latter subject also had a heart rate of 45 beats per minute.
	In the four fixed-dose efficacy studies of XEPLION® in subjects with schizophrenia and in the long-term study in subjects with schizoaffective disorder, no subject experienced a change in QTcLD exceeding 60 msec and no subject had a QTcLD value of > 500 msec at any time point. In the maintenance study in subjects with schizophrenia, no subject had a QTcLD change > 60 msec, and one subject had a QTcLD value of 507 msec (Bazett’s QT corrected interval [QTcB] value of 483 msec); this latter subject also had a heart rate of 45 beats per minute

	Hyperglycemia and Diabetes Mellitus


	Hyperglycemia and diabetes mellitus, in some cases extreme and associated with ketoacidosis or hyperosmolar coma or death, have been reported in patients treated with all atypical antipsychotics. These cases were, for the most part, seen in post-marketing clinical use and epidemiologic studies, not in clinical trials, and there have been few reports of hyperglycemia or diabetes in trial subjects treated with XEPLION®. 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. However, epidemiological studies suggest an increased risk of treatment-emergent hyperglycemia-related adverse events in patients treated with the atypical antipsychotics. Because XEPLION® was not marketed at the time these studies were performed, it is not known if XEPLION® is associated with the risk


	Hyperglycemia exacerbation of pre-existimg diabetisand and diabetes mellitus, in some cases extreme and associated with ketoacidosis or hyperosmolar coma or death, have been reported in patients treated with all atypical antipsychotics. These cases were, for the most part, seen in post-marketing clinical use and epidemiologic studies, not in clinical trials, and there have been few reports of hyperglycemia or diabetes in trial subjects treated with XEPLION®. 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. However, epidemiological studies suggest an increased risk of treatment-emergent hyperglycemia-related adverse events in patients treated with the atypical antipsychotics. Because XEPLION® was not marketed at the time these studies were performed, it is not known if XEPLION® is associated with the risk
……

During the initial 25-week open-label period of a long-term study in subjects with schizoaffective disorder, XEPLION® was associated with mean change in glucose of +5.3 mg/dL (n=518). At the endpoint of the subsequent 15-month double-blind period of the study, XEPLION® was associated with a mean change in glucose of +0.3 mg/dL (n=131) compared with a mean change of +4.0 mg/dL in the placebo group (n=120).
……

The mean changes from baseline in lipid values during the initial 25-week open-label period and at the endpoint of the subsequent 15-month double-blind period in a long-term study in subjects with schizoaffective disorder are presented in Table 8.
[image: image2.png]TableS.  Change in Fasting Lipids from an Open-Label and Double-Blind Periods of a Long-Term
Study in Subjects with Schizoaffective Disorder
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During the initial 25-week open-label period of a long-term study in subjects with schizoaffective disorder, XEPLION® was associated with a mean change in weight of +2.2 kg and 18.4% of subjects had an increase in body weight of ≥ 7%  (n=653). At the endpoint of the subsequent 15-month double-blind period of the study, XEPLION® was associated with a mean change in weight of -0.2 kg and 13.0% of subjects had an increase in body weight of ≥ 7% (n=161); the placebo group had a mean change in weight of -0.8 kg and 6.0% of subjects had an increase in body weight of ≥ 7% (n=168).



	
	
	5.19 Hypersensitivity reactions

Although tolerability with oral paliperidone or risperidone should be established prior to initiating treatment with XEPLION, very rare cases of anaphylactic reactions have been reported during postmarketing experience in patients who have previously tolerated oral risperidone or oral paliperidone.

	adverse reactions


	
	· Antiemetic effect [see Warnings and Precautions (5.15)]
· Parkinson’s desease and dementia with Lewy bodies [see Warnings and Precautions (5.16)]
· Venous thromboembolism [see Warnings and Precautions (5.17)]
· Intraoperative Floppy Iris Syndrome [see Warnings and Precautions (5.18)]
· Hypersensitivity reactions [see Warnings and Precautions (5.19)]


	
	The most common (at least 5% in any XEPLION® group) and likely drug-related (adverse events for which the drug rate is at least twice the placebo rate) adverse reactions from the double-blind, placebo-controlled trials were injection site reactions, somnolence/sedation, dizziness, akathisia, and extrapyramidal disorder. 

	The most common (at least 5% in any XEPLION® group) and likely drug-related (adverse events for which the drug rate is at least twice the placebo rate) adverse reactions from the double-blind, placebo-controlled trials in subjects with schizophrenia were injection site reactions, somnolence/sedation, dizziness, akathisia, and extrapyramidal disorder. No occurrences of adverse events reached this threshold in the long-term double-blind, placebo-controlled study in subjects with schizoaffective disorder.

	
	The data described in this section are derived from a clinical trial database consisting of a total of 3817 subjects  with schizophrenia who received at least one dose of XEPLION® in the recommended dose range of 25 mg to 150 mg and a total of 510 subjects with schizophrenia who received placebo. Among the 3817 XEPLION®-treated subjects, 1293 received XEPLION® in four fixed-dose, double-blind, placebo-controlled trials (one 9-week and three 13-week studies), 849 received XEPLION® in the maintenance trial (of whom 205 continued to receive XEPLION® during the double-blind placebo-controlled phase of this study), and 1675 received XEPLION® in five non-placebo controlled trials (three noninferiority active-comparator trials, one long-term open-label pharmacokinetic and safety study, and an injection site [deltoid-gluteal] cross-over trial). One of the 13-week studies included a 150 mg XEPLION® initiation dose followed by treatment with either 25 mg, 100 mg, or 150 mg every 4 weeks.


	The data described in this section are derived from a clinical trial database consisting of a total of 3817 subjects (approximately 1705 patient-years exposure) with schizophrenia who received at least one dose of XEPLION® in the recommended dose range of 25 mg to 150 mg and a total of 510 subjects with schizophrenia who received placebo. Among the 3817 XEPLION®-treated subjects, 1293 received XEPLION® in four fixed-dose, double-blind, placebo-controlled trials (one 9-week and three 13-week studies), 849 received XEPLION® in the maintenance trial (median exposure 229 days during the initial 33-week open-label phase of this study, of whom 205 continued to receive XEPLION® during the double-blind placebo-controlled phase of this study [median exposure 171 days]), and 1675 received XEPLION® in five non-placebo controlled trials (three noninferiority active-comparator trials, one long-term open-label pharmacokinetic and safety study, and an injection site [deltoid-gluteal] cross-over trial). One of the 13-week studies included a 150 mg XEPLION® initiation dose followed by treatment with either 25 mg, 100 mg, or 150 mg every 4 weeks.
The safety of INVEGA® SUSTENNA® was also evaluated in a long-term study in adult subjects with schizoaffective disorder. A total of 667 subjects received INVEGA® SUSTENNA® during the initial 25-week open-label period of this study (median exposure 147 days); 164 subjects continued to receive INVEGA® SUSTENNA® during the 15‑month double-blind placebo-controlled period of this study (median exposure 446 days). Adverse reactions that occurred more frequently in the INVEGA® SUSTENNA® than the placebo group (a 2% difference or more between groups) were weight increased, nasopharyngitis, headache, hyperprolactinemia, and pyrexia.

	
	Adverse events during exposure to study treatment were obtained by general inquiry and recorded by clinical investigators using their own terminology. Consequently, to provide a meaningful estimate of the proportion of individuals experiencing adverse events, events were grouped in standardized categories using MedDRA terminology.
The majority of all adverse reactions were mild to moderate in severity.


	Adverse events during exposure to study treatment were obtained by general inquiry and recorded by clinical investigators using their own terminology. Consequently, to provide a meaningful estimate of the proportion of individuals experiencing adverse events, events were grouped in standardized categories using MedDRA terminology.
The majority of all adverse reactions were mild to moderate in severity.

	
	Other Adverse Reactions Observed During the Clinical Trial Evaluation of XEPLION® 

The following additional adverse reactions occurred in XEPLION®-treated subjects in the above four fixed-dose, double-blind, placebo-controlled trials, in the double-blind phase of the maintenance trial, or in XEPLION®-treated subjects with schizophrenia who participated in other clinical trials, and were not reported in Table 5  or in other sections of labeling above. They were determined to be adverse reactions based upon reasons to suspect causality such as timing of onset or termination with respect to drug use, plausibility in light of the drug’s known pharmacology, occurrence at a frequency above that expected in the treated population or occurrence of an event typical of drug-induced adverse reactions.


	Other Adverse Reactions Observed During the Clinical Trial Evaluation of XEPLION® 

The following additional adverse reactions occurred in XEPLION®-treated subjects in the above four fixed-dose, double-blind, placebo-controlled trials, in the double-blind phase of the maintenance trial, or in XEPLION®-treated subjects with schizophrenia who participated in other clinical trials, and were not reported in Table 5  or in other sections of labeling above. They were determined to be adverse reactions based upon reasons to suspect causality such as timing of onset or termination with respect to drug use, plausibility in light of the drug’s known pharmacology, occurrence at a frequency above that expected in the treated population or occurrence of an event typical of drug-induced adverse reactions.

The following list does not include reactions: 1) already listed in previous tables or elsewhere in labeling, 2) for which a drug cause was remote, 3) which were so general as to be uninformative, or 4) which were not considered to have significant clinical implications.



	Discontinuations Due to Adverse Events


	The percentages of subjects who discontinued due to adverse events in the four fixed-dose, double-blind, placebo-controlled schizophrenia trials trials were 5.0% and 7.8% in XEPLION®- and placebo-treated subjects, respectively.


	The percentages of subjects who discontinued due to adverse events in the four fixed-dose, double-blind, placebo-controlled schizophrenia trials trials were 5.0% and 7.8% in XEPLION®- and placebo-treated subjects, respectively.

The percentage of subjects who discontinued due to adverse events in the four fixed-dose, double-blind, placebo-controlled schizophrenia trials were similar for XEPLION®- and placebo-treated subjects.

The percentage of subjects who discontinued due to adverse events in the open-label period of the long-term study in subjects with schizoaffective disorder was 7.5%. During the double-blind, placebo-controlled period of that study, the percentages of subjects who discontinued due to adverse events were 5.5% and 1.8% in XEPLION ®- and placebo-treated subjects, respectively.

	Extrapyramidal Symptoms (EPS)


	
	In the long-term study in subjects with schizoaffective disorder, the EPS during the 25-week open-label XEPLION® treatment were hyperkinesia (12.3%), parkinsonism (8.7%), tremor (3.4%), dyskinesia (2.5%), and dystonia (2.1%). During the 15-month double-blind treatment, the incidence of any EPS was similar to that of the placebo group (8.5% and 7.1% respectively). The most commonly reported treatment-emergent EPS-related adverse events (>2%) in any treatment group in the double-blind phase of the study (XEPLION® versus placebo) were hyperkinesia (3.7% vs. 2.9%), parkinsonism (3.0% vs. 1.8%), and tremor (1.2% vs. 2.4%).


	Adverse Reactions Reported in Clinical Trials with Oral Paliperidone


	Gastrointestinal disorders: abdominal pain, constipation, flatulence, small intestinal obstruction

	Gastrointestinal disorders: abdominal pain, constipation, flatulence, small intestinal obstruction


	Drug Interactions


	Caution is advised when prescribing XEPLION with medicinal products known to prolong the QT interval, e.g. class IA antiarrhythmics (e.g., quinidine, disopyramide) and class III antiarrhythmics (e.g. amiodarone, sotalol), some antihistaminics, some other antipsychotics and some antimalarials (e.g. mefloquine). This list is indicative and not exhaustive.


	Caution is advised when prescribing XEPLION with medicinal products known to prolong the QT interval, e.g. class IA antiarrhythmics (e.g., quinidine, disopyramide) and class III antiarrhythmics (e.g. amiodarone, sotalol), some antihistaminics, some other antipsychotics and some antimalarials (e.g. mefloquine). This list is indicative and not exhaustive.

The use of paliperidone should be avoided in combination with other drugs that are known to prolong QTc including Class 1A (e.g., quinidine, procainamide) or Class III (e.g., amiodarone, sotalol) antiarrhythmic medications, antipsychotic medications (e.g., chlorpromazine, thioridazine), antibiotics (e.g., gatifloxacin, moxifloxacin), or any other class of medications known to prolong the QTc interval. 


	Use in Specific Populations

Pregnancy

	Risk summary

Adequate and well controlled studies with XEPLION® have not been conducted in pregnant women. Neonates exposed to antipsychotic drugs during the third trimester of pregnancy are at risk for extrapyramidal and/or withdrawal symptoms following delivery. 


	Risk summary

Adequate and well controlled studies with XEPLION® have not been conducted in pregnant women. Neonates exposed to antipsychotic drugs during the third trimester of pregnancy are at risk for extrapyramidal and/or withdrawal symptoms following delivery. 

Neonates exposed to antipsychotics (including paliperidone) 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.



	Geriatric Use

	This drug is known to be substantially excreted by the kidney and clearance is decreased in patients with renal impairment [see Clinical Pharmacology (12.3)], who should be given reduced doses. Because elderly patients are more likely to have decreased renal function, care should be taken in dose selection, and it may be useful to monitor renal function [see Dosage and Administration (2.5)].


	This drug is known to be substantially excreted by the kidney and clearance is decreased in patients with renal impairment [see Clinical Pharmacology (12.3)], who should be given reduced doses. Because elderly patients are more likely to have decreased renal function, care should be taken in dose selection, and it may be useful to monitor renal function adjust dose based on renal function [see Dosage and Administration (2.5)].

	
	
	Effects on ability to drive and use machines

Paliperidone can have minor or moderate influence on the ability to drive and use machines due to potential nervous system and visual effects, such as sedation, somnolence, syncope, vision blurred. Therefore, patients should be advised not to drive or operate machines until their individual susceptibility to XEPLION is known.
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	טקסט נוכחי
	טקסט חדש

	למה מיועדת התרופה?
	
	טיפול בהפרעה סכיזואפקטיבית כטיפול בודד או כטיפול נלווה למיצבי מצב רוח או תרופות אנטי דכאוניות.  


	אזהרות מיוחדות הנוגעות בשימוש בתרופה

	- אם הינך סובל מסכרת או הינך בעל/ת גורמי סיכון לסוכרת כגון עודף משקל או היסטוריה משפחתית של סכרת, הרופא עשוי להורות לך לבצע בדיקה לרמת סוכר בדם בתחילת הטיפול ובמהלך הטיפול בתרופה.
- עלייה במשקל נצפתה בחולים המקבלים תרופות אנטי פסיכוטיות , כדוגמת תרופה זו. הרופא עשוי לעקוב אחר משקלך במהלך הטיפול 

	- אם הינך סובל מסכרת או הינך בעל/ת גורמי סיכון לסוכרת כגון עודף משקל או היסטוריה משפחתית של סכרת, הרופא עשוי להורות לך לבצע בדיקה לרמת סוכר בדם בתחילת הטיפול ובמהלך הטיפול בתרופה.
סכרת, רמות סוכר גבוהות או החמרה של סכרת קיימת נצפו בחולים הנוטלים קספליון. על הרופא לבדוק סימנים של רמות סוכר גבוהות. על הרופא לנטר רמות סוכר באופן קבוע בכל חולה המקבל קספליון. 
- עלייה במשקל נצפתה בחולים המקבלים תרופות אנטי פסיכוטיות , כדוגמת תרופה זו. הרופא עשוי לעקוב אחר משקלך במהלך הטיפול עלייה משמעותית במשקל עלולה להשפיע לרעה על בריאותך. על הרופא לבדוק באופן קבוע את משקלך. 
אפילו אם קודם נטלת ריספרידון במתן דרך הפה או פליפרידון במתן דרך הפה ולא פיתחת תופעת אלרגיה, לעיתים נדירות ביותר תופעות אלרגיה (רגישות יתר)  מתרחשות לאחר קבלת זריקה של קפסליון. פנה מייד לרופא אם הינך חווה פריחה, נפיחות של הגרון, גרד, או בעיות נשימה,  זאת מאחר ואלו עלולים להיות סימנים של אלרגיה חריפה.



