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	 פרטים על השינוי/ים המבוקש/ים

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Warnings and Precautions
	Approximately 30% of patients have reported tremor or exacerbation of existing tremor on treatment.  These tremors were described as an exaggerated physiological tremor of the hands.  Tremor usually began within the first month, and in many cases resolved during treatment after between 1 to 3 months during treatment.  Dose reduction may ameliorate the tremor usually within days, but discontinuation of treatment may sometimes be required.
Cases of peripheral neuropathy have been reported in patients treated with Zavesca with or without concurrent conditions such as vitamin B12 deficiency and monoclonal gammopathy. Peripheral neuropathy seems to be more common in patients with type 1 Gaucher disease (GD1) compared to the general population. All patients should undergo baseline and repeat neurological evaluation.  Patients who develop symptoms such as numbness and tingling should have a careful re-assessment of risk‑benefit.

Gastrointestinal events, mainly diarrhoea, have been observed in more than 80% of patients, either at the outset of treatment or intermittently during treatment (see section 4.8). The mechanism is probably inhibition of disaccharidases in the gastrointestinal tract leading. The majority of cases are mild and are expected to resolve spontaneously on therapy. In clinical practice, diarrhoea has been observed to respond to diet modification (reduction of lactose and other carbohydrate intake), to taking Zavesca away from meals, and/or to anti-diarrhoeal medication such as loperamide. In some patients, temporary dose reduction may be necessary. Patients with chronic diarrhoea or other persistent gastrointestinal events that do not respond to these interventions should be investigated according to clinical practice. Zavesca has not been evaluated in patients with a history of significant gastrointestinal disease, including inflammatory bowel disease.

Pregnancy and lactation

There are no adequate data from the use of miglustat in pregnant women.  Studies in animals have shown reproductive toxicity, including dystocia (see section 5.3).  

The potential risk to humans is unknown.  Miglustat crosses the placenta and should not be used during pregnancy.  Contraceptive measures should be used by women of childbearing potential.

Breast-feeding

It is not known if miglustat is secreted in breast milk.  Zavesca should not be used during breast‑feeding.

Male patients should maintain reliable contraceptive methods while taking Zavesca and for 3 months after finishing treatment (see sections 4.4 and 5.3)

Fertility


	Approximately 37% 30% of patients have reported tremor or exacerbation of existing tremor on treatment.  These tremors were described as an exaggerated physiological tremor of the hands.  Tremor usually began within the first month, and in many cases resolved during treatment after between 1 to 3 months during treatment.  Dose reduction may ameliorate the tremor usually within days, but discontinuation of treatment may sometimes be required.

Cases of peripheral neuropathy have been reported in patients treated with Zavesca with or without concurrent conditions such as vitamin B12 deficiency and monoclonal gammopathy. Peripheral neuropathy seems to be more common in patients with type 1 Gaucher disease compared to the general population. All patients should undergo baseline and repeat neurological evaluation. 

In line with standard clinical practice, monitoring of platelet counts is recommended. Mild reductions in platelet counts without association with bleeding were observed in patients with type 1 Gaucher disease who were switched from ERT to Zavesca

Gastrointestinal events, mainly diarrhoea, have been observed in more than 80% of patients, either at the outset of treatment or intermittently during treatment (see section 4.8). The mechanism is most likely probably inhibition of disaccharidases such as sucrase-isomaltase in the gastrointestinal tract leading to reduced absorption of dietary disaccharides.. The majority of cases are mild and are expected to resolve spontaneously on therapy. In clinical practice, miglustat-induced gastrointestinal events have diarrhoea has been observed to respond to individualized diet modification (for example reduction of sucrose, lactose and other carbohydrate intake), to taking Zavesca between away from meals, and/or to anti-diarrhoeal medication such as loperamide. In some patients, temporary dose reduction may be necessary. Patients with chronic diarrhoea or other persistent gastrointestinal events that do not respond to these interventions should be investigated according to clinical practice. Zavesca has not been evaluated in patients with a history of significant gastrointestinal disease, including inflammatory bowel disease.

Fertility, Pregnancy and lactation

Women of childbearing potential/contraception in males and females 

Contraceptive measures should be used by women of childbearing potential. Male patients should maintain reliable contraceptive methods while taking Zavesca (see sections 4.4 and 5.3). 

Pregnancy

There are no adequate data from the use of miglustat in pregnant women.  Studies in animals have shown reproductive toxicity, including dystocia (see section 5.3).  

The potential risk to humans is unknown.  Miglustat crosses the placenta and should not be used during pregnancy.  Contraceptive measures should be used by women of childbearing potential.
Breast-feeding

It is not known if miglustat is secreted in breast milk.  Zavesca should not be used during breast‑feeding.

Male patients should maintain reliable contraceptive methods while taking Zavesca and for 3 months after finishing treatment (see sections 4.4 and 5.3)

Fertility

Studies in the rat have shown that miglustat adversely affects sperm parameters (motility and morphology) thereby reducing fertility (see sections 4.4 and 5.3). Until further information is available, it is advised that before seeking to conceive, male patients should cease Zavesca and maintain reliable contraceptive methods for 3 months thereafter.



	Contra-indications
	
	

	Adverse events
	In nine clinical trials in different indications 206 patients were treated with Zavesca at dosages of 50-200 mg t.i.d. for an average duration of 1.9 years. Adverse reactions were generally of mild to moderate severity and occurred with similar frequency across indications and dosages tested. The most common adverse reactions were gastrointestinal, with diarrhoea and other abdominal complaints, and weight loss.

Blood and lymphatic system disorders

Common

Thrombocytopenia

Metabolism and nutrition disorders

Very common
Weight loss, decreased appetite.

Common

Anorexia, decreased appetite

Psychiatric disorders 

Common

Depression, insomnia, libido decreased

Nervous system disorders

Very Common

Tremor.

Common

Peripheral neuropathy, ataxia, amnesia, headache, paraesthesia, dizziness, coordination abnormal,  hypoaesthesia, headache, dizziness.

Gastrointestinal disorders

Very Common

Diarrhoea, flatulence, abdominal pain

Common
Nausea, vomiting, abdominal distension/discomfort, constipation, dyspepsia

Musculoskeletal and connective tissue disorders

Common


Muscle spasms, muscle weakness 

General disorders and administration site reactions

Common: 

Fatigue, asthenia, chills and malaise  

Investigations

Common

Nerve conduction velocity abnormal, somatosensory evoked potential abnormal

Weight loss has been r observed in approximately 60% of patients.  Effect was at 12 months with a mean weight loss of 6‑7% of body weight with a subsequent tendency for an increase in weight towards the baseline value.

Zavesca has been studied in indications where certain events reported as ADRs, such as neurological symptoms/signs, and thrombocytopenia could also be due to the underlying condition.


	The most common treatment-emergent adverse reactions reported in clinical studies with Zavesca were diarrhoea, flatulence, abdominal pain, weight loss and tremor (see section 4.4). The most common serious adverse reaction reported with Zavesca treatment in clinical studies was peripheral neuropathy (see section 4.4).

In 6 nine clinical trials in different indications 132 206 patients were treated with Zavesca at dosages of 50-100 200 mg t.i.d. for up to 5 years an average duration of 1.9 years. Adverse reactions were generally of mild to moderate severity and occurred with similar frequency across indications and dosages tested. The most common adverse reactions were gastrointestinal, with diarrhoea and other abdominal complaints, and weight loss.
Blood and lymphatic system disorders , , Thrombocytopenia (4.5%) 

Metabolism and nutrition disorders , , Decreased appetite (8.3%)

Nervous system disorders , Tremor (28.8%), 

Headache (13.6%), 

Paresthesia (13.5%), Dizziness (8.3%), 

Amnesia (2.3%) 

Peripheral neuropathy (3%) 

Gastrointestinal disorders , Diarrhea (83.3%), 

Flatulence (51.5%), 

Abdominal pain (37.1%), 

, Nausea (9.8%)

Constipation (5.3%), 

Abdominal distension (7.6%), 

Gastrointestinal pain (3%), 

Abdominal discomfort (6.1%), 

Dyspepsia (3.8%), 

Vomiting (2.3%), 

Musculoskeletal & connective tissue disease , , 

Muscle spasms (9.1%)

Muscular weakness (2%)

General disorder and administration site reactions , Fatigue (10%), 

Asthenia (5.3%)

Investigations , Weight loss (48.5%), 
Psychiatric disorders, , Insomnia (2.3%)
Weight loss has been reported observed in approximately 48.5% 60% of patients.  The greatest prevalence was observed between 6 and 12 months effect was at 12 months with a mean weight loss of 6‑7% of body weight with a subsequent tendency for an increase in weight towards the baseline value.

Zavesca has been studied in indications where certain events reported as ADRs, such as neurological and neuropsychological symptoms/signs, cognitive dysfunction, and thrombocytopenia could also be due to the underlying condition.

Adverse reactions from spontaneous reporting 

Adverse reactions reported in post-marketing use were not different from those reported in clinical trials.



	Drug Interactions
	
	

	Pharmaco-dynamic properties
	
	An open-label, non comparative, 2-year study enrolled 42 patients with type 1 Gaucher disease, who had received a minimum of 3 years of ERT and who fulfilled criteria of stable disease for at least 2 years. The patients were switched to monotherapy with miglustat 100 mg t.i.d. Liver volume (primary efficacy variable) was unchanged from baseline to the end of treatment. Six patients had miglustat treatment prematurely discontinued for potential disease worsening, as defined in the study. 
Thirteen patients discontinued treatment due to an adverse event. Small mean reductions in haemoglobin [–0.95 g/dL (95% CI: –1.38, –0.53)] and platelet count [-44.1 × 109/L (95% CI: –57.6, –30.7)] were observed between baseline and end of study. Twenty-one patients completed 24 months of miglustat treatment. Of these, 18 patients at baseline were within established therapeutic goals for liver and spleen volume, haemoglobin levels, and platelet counts, and 16 patients remained within all these therapeutic goals at Month 24.



	Pharmaco-

kinetic properties
	Pharmacokinetic parameters of miglustat were assessed in a small number of patients with type 1 Gaucher disease.
Biotransformation results in a number of metabolites which are excreted in both urine and faeces. The major route of excretion is via the urine, with a mean of 82.8% of the administered dose recovered. Faecal excretion accounted for a mean of 11.9% of the dose administered. Apparent oral clearance (CL/F) is 230 ± 39 ml/min. The average half‑life is 6–7 hours. 


	Pharmacokinetic parameters of miglustat were assessed in healthy subjects, in a small number of patients with type 1 Gaucher disease, . Fabry disease, HIV-infected patients, and in adults, adolescents and children with Niemann-Pick type C disease or type 3 Gaucher disease.

Miglustat is mainly eliminated by renal excretion, with urinary recovery of unchanged drug accounting for 70-80% of the dose. Apparent oral clearance (CL/F) is 230 ± 39 ml/min. The average half-life is 6–7 hours.

Following administration of a single dose of 100 mg 14C-miglustat to healthy volunteers, 83% of the radioactivity was recovered in urine and 12% in faeces. Several metabolites were identified in urine and faeces. The most abundant metabolite in urine was miglustat glucuronide accounting for 5% of the dose. The terminal half-life of radioactivity in plasma was 150 h suggesting the presence of one or more metabolites with very long half-life. The metabolite accounting for this has not been identified, but may accumulate and reach concentrations exceeding those of miglustat at steady state. 

The pharmacokinetics of miglustat is similar in adult type 1 Gaucher disease patients and Niemann-Pick type C disease patients when compared to healthy subjects.

Paediatric population 

Pharmacokinetic data were obtained in paediatric patients with type 3 Gaucher disease aged 3 to 15 years, and patients with Niemann-Pick type C disease aged 5–16 years. Dosing in children at 200 mg t.i.d. adjusted for body surface area resulted in Cmax and AUCτ values which were approximately two-fold those attained after 100 mg t.i.d. in type 1 Gaucher disease patients, consistent with the dose-linear pharmacokinetics of miglustat. At steady state, the concentration of miglustat in cerebrospinal fluid of six type 3 Gaucher disease patients was 31.4–67.2% of that in plasma. 

Biotransformation results in a number of metabolites which are excreted in both urine and faeces. The major route of excretion is via the urine, with a mean of 82.8% of the administered dose recovered. Faecal excretion accounted for a mean of 11.9% of the dose administered. Apparent oral clearance (CL/F) is 230 ± 39 ml/min. The average half‑life is 6–7 hours. 




בעלון לצרכן
	פרטים על השינוי/ים המבוקש/ים

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	מתי אין להשתמש בתכשיר
	
	

	אזהרות

	בדיקת זיכרון ויכולת חשיבה
אם הינך רגיש/ה למזון כלשהו או לתרופה כלשהי, עליך להודיע על כך לרופא לפני נטילת התרופה.
אם הינך סובל/ת משלשול, יתכן שהרופא ימליץ על שינוי בתזונה שלך כגון הורדת כמות הלקטוז והפחמימות הנצרכות  , או לא ליטול את זבסקה יחד עם אוכל, או להפחית את המינון באופן זמני. במקרים מסויימים הרופא עשוי לשקול 
מתןתכשיר נגד שלשול כגון לופרמיד. במידה ואין הקלה בשלשול בעקבות הצעדים הללו, או אם הינך סובל/ת מבעיה אחרת 
במערכת העיכול, יש להיוועץ ברופא. במקרה זה יתכן והרופא יחליט לבצע בירור נוסף.

מטופלים גברים חייבים להשתמש באמצעי מניעה בטוחים בזמן הטיפול עם זבסקה ושלושה חודשים לאחר גמר הטיפול.

על נשים בגיל הפוריות להשתמש באמצעים למניעת הריון בעת הטיפול בתכשיר.


	בדיקת זיכרון ויכולת חשיבה; ניטור ספירת הטסיות בדם.
אם הינך רגיש/ה למזון כלשהו או לתרופה כלשהי, עליך להודיע על כך לרופא לפני נטילת התרופה.
אם הינך סובל/ת משלשול, יתכן שהרופא ימליץ על שינוי בתזונה שלך כגון הורדת כמות הלקטוז והפחמימות הנצרכות (כגון 
סוכרוז) , או לא ליטול את זבסקה יחד עם אוכל, או להפחית את המינון באופן זמני. במקרים מסויימים הרופא עשוי לשקול 
מתןתכשיר נגד שלשול כגון לופרמיד. במידה ואין הקלה בשלשול בעקבות הצעדים הללו, או אם הינך סובל/ת מבעיה אחרת 
במערכת העיכול, יש להיוועץ ברופא. במקרה זה יתכן והרופא יחליט לבצע בירור נוסף.

מטופלים גברים חייבים להשתמש באמצעי מניעה בטוחים בזמן הטיפול עם זבסקה ושלושה חודשים לאחר גמר הטיפול.

על נשים בגיל הפוריות להשתמש באמצעים למניעת הריון בעת הטיפול בתכשיר.



	תופעות לוואי

	בנוסף לפעילות הרצויה של התרופה בזמן השימוש בה עלולות להופיע השפעות לוואי, כגון:

תופעות מאוד נפוצות: ירידה במשקל, רעד, , שלשול, בטן נפוחה, כאב בטן, ירידה בתיאבון, רעד..

תופעות נפוצות: אובדן תיאבון, ירידה בתאבון, כאבי ראש, סחרחורת, , מחלת עצבים היקפית (נוירופתיה), תחושת נימול, חוסר קואורדינציה, תת-חישה (ירידה בתחושה למגע), , הפרעות בעיכול, בחילה, עצירות, והקאות, נפיחות או חוסר נוחות בקיבה, ירידה ברמת הטסיות בדם  (thrombocytopenia. . התופעות הניורולוגיות והירידה ברמת הטסיות בדם עלולות להיווצר כתוצאה מהמחלה עצמה.
תופעות לוואי נוספות: התכווצות שרירים, עייפות, , קשיי שינה, ירידה בחשק המיני.

	בנוסף לפעילות הרצויה של התרופה בזמן השימוש בה עלולות להופיע השפעות לוואי, כגון:

תופעות מאוד נפוצות: ירידה במשקל, רעד, כאבי ראש, תחושת נימול, שלשול, בטן נפוחה, כאב בטן, עייפות וירידה במשקל, 
ירידה בתיאבון, רעד..
תופעות נפוצות: אובדן תיאבון, ירידה בתאבון, כאבי ראש, סחרחורת, אובדן זיכרון, מחלת עצבים היקפית (נוירופתיה), תחושת נימול, חוסר קואורדינציה, תת-חישה (ירידה בתחושה למגע), נפיחות בקיבה, כאבים במערכת העיכול, חוסר נוחות בקיבה, הפרעות בעיכול, בחילה, עצירות, והקאות, נפיחות או חוסר נוחות בקיבה, ירידה ברמת הטסיות בדם  (thrombocytopenia), התכווצות שרירים, חולשת שרירים, חולשה ונדודי שינה. . התופעות הניורולוגיות והירידה ברמת הטסיות בדם עלולות להיווצר כתוצאה מהמחלה עצמה.
תופעות לוואי נוספות: התכווצות שרירים, עייפות, , קשיי שינה, ירידה בחשק המיני.


	תופעות לוואי הדורשות התייחסות מיוחדת
	
	


