הודעה על החמרה  ( מידע בטיחות)  בעלון לרופא 
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 תאריך _____________14.09.2014__________

שם תכשיר באנגלית ומספר הרישום :
Depalept 200 enteric coated tablets - 0483023229
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	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Indication
	
	

	contraindications
	
	

	Posology, dosage  & administration
	
	

	Special Warnings and Special Precautions for Use
	Liver diseases:
· Conditions of onset:

Exceptional cases of liver damage with a severe or sometimes fatal outcome have been reported. 

Infants and young children under the age of 3, especially in cases of multiple anticonvulsant therapy, presenting with severe epilepsy and, in particular, epilepsy associated with brain damage, mental retardation and/or a genetic metabolic or degenerative disease are the most at risk. Over the age of 3, the incidence of onset is significantly reduced and gradually decreases with age. 

In the great majority of cases, such liver damage has been observed within the first 6 months of treatment, usually between the 2nd and 12th week and generally during multiple-agent antiepileptic treatment.

· Warning signs:
Early diagnosis is primarily based on the clinical picture. In particular, two types of signs that can precede jaundice should be taken into account, particularly in patients at risk (see Conditions of onset): 

· firstly, non-specific systemic signs, generally of sudden onset, such as asthenia, anorexia, exhaustion, drowsiness, sometimes accompanied by repeated vomiting and abdominal pain, 

· secondly, a recurrence of epileptic seizures despite proper treatment compliance. 

It is recommended that patients, or their families in the case of children, be informed that they should immediately consult a doctor if this type of clinical picture occurs. In addition to a physical examination, liver function tests should immediately be performed.

· Detection:

During the first 6 months of treatment, there should be periodic monitoring of liver function. 

Tests reflecting protein synthesis and, in particular, PR (prothrombin rate) are the most pertinent of the conventional tests. Confirmation of an abnormally low prothrombin rate, especially if accompanied by other abnormal laboratory findings (significant reduction in fibrinogen and coagulation factors, elevated bilirubin, elevated transaminase levels - see Section 4.4 Special warnings and special precautions for use), requires discontinuation of sodium valproate treatment (and, as a precautionary measure, salicylate derivatives if they are concomitantly prescribed, since they use the same metabolic pathway).
Pancreatitis:

Pancreatitis with a sometimes fatal outcome has been reported in exceptional cases. This can be observed irrespective of age and treatment duration, with young children appearing to be particularly at risk. 

Pancreatitis with an unfavourable outcome is generally observed in young children or in patients with severe epilepsy, brain damage or those taking multiple-agent antiepileptic treatment. 

If pancreatitis is associated with hepatic insufficiency, the risk of a fatal outcome is increased. 

Patients experiencing acute abdominal pain should have a prompt medical evaluation. In case of pancreatitis, Sodium Valporate should be discontinued. 


	Liver diseases:
· Conditions of onset:

Exceptional cases of liver damage with a severe or sometimes fatal outcome have been reported. 

Infants and young children under the age of 3, especially in cases of multiple anticonvulsant therapy, presenting with severe epilepsy and, in particular, epilepsy associated with brain damage, mental retardation and/or a genetic metabolic or degenerative disease are the most at risk. Over the age of 3, the incidence of onset is significantly reduced and gradually decreases with age. 

In the great majority of cases, such liver damage has been observed within the first 6 months of treatment, usually between the 2nd and 12th week and generally during multiple-agent antiepileptic treatment.

· Warning signs:
Early diagnosis is primarily based on the clinical picture. In particular, two types of signs that can precede jaundice should be taken into account, particularly in patients at risk (see Conditions of onset): 

· firstly, non-specific systemic signs, generally of sudden onset, such as asthenia, anorexia, lethargy, drowsiness, sometimes accompanied by repeated vomiting and abdominal pain, 

· secondly, a recurrence of epileptic seizures despite proper treatment compliance. 

It is recommended that patients, or their families in the case of children, be informed that they should immediately consult a doctor if this type of clinical picture occurs. In addition to a physical examination, liver function tests should immediately be performed.

· Detection:

Liver function tests should be performed before therapy and then periodically during the first 6 months of therapy.
Tests reflecting protein synthesis and, in particular, PR (prothrombin rate) are the most pertinent of the conventional tests. Confirmation of an abnormally low prothrombin rate, especially if accompanied by other abnormal laboratory findings (significant reduction in fibrinogen and coagulation factors, elevated bilirubin, elevated transaminase levels - see Section 4.4 Special warnings and special precautions for use), requires discontinuation of sodium valproate treatment and, as a precautionary measure, salicylate derivatives if they are concomitantly prescribed, since they use the same metabolic pathway.
Pancreatitis:

Pancreatitis with a sometimes fatal outcome has been reported in exceptional cases. Young children are at particular risk but this risk decreases with increasing age.
Severe seizures, neurological impairment or anticonvulsant therapy may be at risk factors.

If pancreatitis is associated with hepatic insufficiency, the risk of a fatal outcome is increased. 

Patients experiencing acute abdominal pain should have a prompt medical evaluation. In case of pancreatitis, Sodium Valporate should be discontinued.
.

.
.
Patients with an underlying carnitine palmitoyltransferase (CPT) type II deficiency should be warned of the greater risk of rhabdomyolysis when takin sodium valproate.
Alcohol intake is not recommended during treatment with sodium valproate.


	Interaction with Other Medicaments and Other Forms of Interaction
	Lamotrigine

Increased risk of serious cutaneous reactions (Lyell`s syndrome). Furthermore, increase in plasma lamotrigine concentrations (hepatic metabolism reduced by sodium valproate), and increase the lmotrigine mean half life by nearly two-fold. This interaction may lead to increase lamotrigine toxicity. If combination proves necessary, close clinical monitoring is required and dosages should be adjusted (lamotrigine dosage decreased) when appropriate.
Combinations requiring special precautions for use

Aztreonam, Imipenem, Meropenem, Carbapenem, Panipenem
Risk of onset of convulsive episodes due to reduced valproic acid plasma concentrations. Clinical 

monitoring, plasma assays and possibly dose adjustment of the anticonvulsant during treatment 

with the anti-infective agent and after its discontinuation.

	Lamotrigine

Increased risk of serious skin rashes Furthermore, increase in plasma lamotrigine concentrations (hepatic metabolism reduced by sodium valproate), and increase the lmotrigine mean half life by nearly two-fold. This interaction may lead to increase lamotrigine toxicity. If combination proves necessary, close clinical monitoring is required and dosages should be adjusted (lamotrigine dosage decreased) when appropriate.
Carbapenem (Imipenem, Meropenem, Panipenem)

Decreases in blood levels of valproic acid have been reported when it is co-administered with carbapenem agents resulting in a 60-100% decrease in valproic acid levels within two days, sometimes associated with convulsions. Due to the rapid onset and the extent of the decrease, co-administration of carbapenem agents in patients stabilized on valproic acid should be avoided (see section 4.4: Special warnings and special precautions for use). If treatment with these antibiotics cannot be avoided, close monitoring of valproic acid blood level should be performed.

Neuroleptics, MAO inhibitors, antidepressants and benzodiazepines:

Valproic acid may potentiate the effect of other psychotropics as neuroleptics, MAO inhibitors, antidepressants and benzodiazepines, therefore clinical monitoring is advised and dosage should be adjusted when appropriate.
Lithium:

Valproic acid has no effect on serum lithium levels.
Quetiapine

Co-administration of valproate and quetiapine may increase the risk of neutropenia/leucopenia.


	Fertility,   pregnancy and Lactation
	
	Withdrawal syndrome (such as, in particular, agitation, irritability, heperexcitability, jitterness, hyperkinesia, tonicity disorders, tremor, convulsions and feeding disorders) may occur in neonates whose mothers have taken valproate during the last trimester of pregnancy.


	Adverse events
	Blood and lymphatic system disorders

Common (≥1 and <10%): anemia,  thrombocytopenia (see “Precautions” section)

Uncommon (≥0.1 and < 1): pancytopenia, leucopenia, macrocytosis.
Rare (≥0.01 and < 0.1%): bone marrow failure, including pure red cell aplasia, Agranulocytosis,

anaemia macrocytic, macrocytosis.

Investigations

Common (≥1 and <10%): weight increased (it should be carefully monitored since it is factor for polycystic ovary syndrome). 

Rare (≥0.01 and < 0.1%): coagulation factors decreased (at least one), abnormal coagulation tests ( such as prothrombin time prolonged, activated partial thromboplastin time prolonged, thrombin time prolonged, INR prolonged)  (see also “ Pregnancy ”), 

Nervous system disorders

Very common (≥10) : tremor.

Common (≥1 and <10%): extrapyramidal disorder, stupor*, somnolence, convulsion*, memory impairment, headache, nystagmus, 

Uncommon (≥0.1 and < 1%): coma*, encephalopathy*, lethargy*, reversible parkinsonism, ataxia, paresthesia.

 Rare (≥0.01 and <0. 1%): reversible dementia associated with reversible cerebral atrophy, cognitive disorder 

* Stupor and lethargy sometimes leading to transient coma /encephalopathy ; they were isolated or associated with an increase in the occurrence of convulsions whilst on therapy, and they decreased on withdrawal of treatment or reduction of dosage. These cases mostly occurred during combined therapy (in particular with phenobarbital or topiramate) or after a sudden increase in valproate doses.

Ear and labyrinth disorders

Common (≥1 and <10%):  deafness, 

Respiratory, thoracic and mediastinal disorders

Uncommon (≥0.1 and < 1%): pleural effusion.

Gastrointestinal disorders

Very common (≥10): Nausea*.

Common (≥1 and <10%):  vomiting, abdominal pain upper, diarrhea frequently occur in some patients at the start of treatment, but they usually disappear after a few days without discontinuing the treatment.

Uncommon (≥0.1 and < 1%):   pancreatitis, sometimes lethal. (See Warnings)

Renal and urinary disorders

Rare (≥0.01 and <0.1%): enuresis urinary incontinence reversible Fanconi syndrome but the mode of action is as yet unclear.

Skin and subcutaneous tissue disorders

Common (≥1 and <10%): hypersensitivity, transient and/or dose related alopecia.

Uncommon (≥0.1 and < 1%): angioedema, rash

Rare (≥0.01 and <0.1%): toxic epidermal necrolysis, Stevens-Jonson syndrome, erythema multiforme, Drug Rash with Eosinophilia and Systemic Symptoms (DRESS) syndrome.

Metabolism and nutrition disorders

Common (≥1 and <10%):  hyponatraemia, 

Rare (≥0.01 and <0.1%): hyperammonaemia*.
* Cases of isolated and moderate hyperammonemia without change in liver function testes may occur and should not cause treatment discontinuation. Hyperammonemia associated with neurological symptoms has also been reported. In such cases, further investigations should be considered.

Neoplasm benign, malignant and unspecified (incl cysts and polyps)

Rare (≥0.01 and <0.1%): myelodysplastic syndrome.

Endocrine disorders

Uncommon (≥0.1 and < 1%): syndrome of Inappropriate Secretion of ADH (SIADH)

Rare (≥0.01 and <0.1%): hypothyroidism

Vascular disorders

Common (≥1 and <10%):  haemorrhage.

Uncommon (≥0.1 and < 1%): vasculitis.

General disorders and administration site conditions

Uncommon (≥0.1 and < 1%): non-severe oedema peripheral

Hepatobiliary disorders

Common (≥1 and <10%): liver injury (See “Warnings” section).

Reproductive system and breast disorders

Common (≥1 and <10%):  dysmenorrhea

Uncommon (≥0.1 and < 1%): amenorrhea, 

Rare (≥0.01 and <0.1%): male infertility, polycystic ovaries.

Psychiatric disorders

Common (≥1 and <10%): confusional state, aggression, agitation, disturbance in attention.

 Rare (≥0.01 and <0.1%): abnormal behavior, psychomotor hyperactivity*, learning disorder*

* These ADRs are principally observed in the pediatrics population. 

Musculoskeletal and connective tissue disorders:
Sodium valproate is associated with decreased bone mineral density that may lead to osteopenia, osteoporosis, and increased fractures in at-risk patients (see "precaution").

Uncommon (≥0.1 and < 1%): bone mineral density decreased osteopenia, osteoporosis and fractures in patients on long-term therapy with sodium valproate. The mechanism by which sodium valproate affect bone metabolism has not been identified.

Rare (≥0.01 and <0.1%): systemic lupus erythematosus, 

Congenital, familial and genetic disorder

Teratogenic risk (see section "pregnancy and lactation").


	Blood and lymphatic system disorders

Common (≥1 and <10%): anemia,  thrombocytopenia (see “Precautions” section)

Uncommon (≥0.1 and < 1): pancytopenia, leucopenia.
Rare (≥0.01 and < 0.1%): bone marrow failure, including pure red cell aplasia, Agranulocytosis,

anaemia macrocytic, macrocytosis.

Investigations

Common (≥1 and <10%): weight increased (it should be carefully monitored since it is factor for polycystic ovary syndrome). 

Rare (≥0.01 and < 0.1%): coagulation factors decreased (at least one), abnormal coagulation tests ( such as prothrombin time prolonged, activated partial thromboplastin time prolonged, thrombin time prolonged, INR prolonged)  (see also “ Pregnancy ”), biotin deficiency/biotinidase deficiency.
Nervous system disorders

Very common (≥10) : tremor.

Common (≥1 and <10%): extrapyramidal disorder, stupor*, somnolence, convulsion*, memory impairment, headache, nystagmus, dizziness may occur a few minutes after intravenous injection; it disappears spontaneously within a few minutes.  

Uncommon (≥0.1 and < 1%): coma*, encephalopathy*, lethargy*, reversible parkinsonism, ataxia, paresthesia.

 Rare (≥0.01 and <0. 1%): reversible dementia associated with reversible cerebral atrophy, cognitive disorder 

* Stupor and lethargy sometimes leading to transient coma /encephalopathy ; they were isolated or associated with an increase in the occurrence of convulsions whilst on therapy, and they decreased on withdrawal of treatment or reduction of dosage. These cases mostly occurred during combined therapy (in particular with phenobarbital or topiramate) or after a sudden increase in valproate doses.

Ear and labyrinth disorders

Common (≥1 and <10%):  deafness, 

Respiratory, thoracic and mediastinal disorders

Uncommon (≥0.1 and < 1%): pleural effusion.

Gastrointestinal disorders

Very common (≥10): Nausea*.

Common (≥1 and <10%):  vomiting, gingival disorder (mainly gingival hyperplasia), stomatitis, abdominal pain upper, diarrhea frequently occur in some patients at the start of treatment, but they usually disappear after a few days without discontinuing the treatment.

* Also observed a few minutes after intravenous injection with spontanueous resolution within a few minutes.
Uncommon (≥0.1 and < 1%):   pancreatitis, sometimes lethal. (See Warnings)

Renal and urinary disorders

Uncommon (≥0.1 and < 1%): renal failure  

Rare (≥0.01 and <0.1%): enuresis, tubulointerstitial nephritis, reversible Fanconi syndrome but the mode of action is as yet unclear.

Skin and subcutaneous tissue disorders

Common (≥1 and <10%): hypersensitivity, transient and/or dose related alopecia.

Uncommon (≥0.1 and < 1%): angioedema, rash, hair disorder (such as hair texture abnormal, hair colour changes, hair growth abnormal)
Rare (≥0.01 and <0.1%): toxic epidermal necrolysis, Stevens-Jonson syndrome, erythema multiforme, Drug Rash with Eosinophilia and Systemic Symptoms (DRESS) syndrome.

Metabolism and nutrition disorders

Common (≥1 and <10%):  hyponatraemia, 

Rare (≥0.01 and <0.1%): hyperammonaemia*.
* Cases of isolated and moderate hyperammonemia without change in liver function testes may occur and should not cause treatment discontinuation. Hyperammonemia associated with neurological symptoms has also been reported. In such cases, further investigations should be considered.

Neoplasm benign, malignant and unspecified (incl cysts and polyps)

Rare (≥0.01 and <0.1%): myelodysplastic syndrome.

Endocrine disorders

Uncommon (≥0.1 and < 1%): syndrome of Inappropriate Secretion of ADH (SIADH), hyperandrogenism (hirsutism, virilism, acnea, male pattern alopecia, and/or androgen increased)
Rare (≥0.01 and <0.1%): hypothyroidism

Vascular disorders

Common (≥1 and <10%):  haemorrhage.

Uncommon (≥0.1 and < 1%): vasculitis.

General disorders and administration site conditions

Uncommon (≥0.1 and < 1%): hypothermia,  non-severe oedema peripheral

Hepatobiliary disorders

Common (≥1 and <10%): liver injury (See “Warnings” section).

Reproductive system and breast disorders

Common (≥1 and <10%):  dysmenorrhea

Uncommon (≥0.1 and < 1%): amenorrhea, 

Rare (≥0.01 and <0.1%): male infertility, polycystic ovaries.

Psychiatric disorders

Common (≥1 and <10%): confusional state, hallucinations, aggression, agitation, disturbance in attention.

 Rare (≥0.01 and <0.1%): abnormal behavior, psychomotor hyperactivity*, learning disorder*

* These ADRs are principally observed in the pediatrics population. 

Musculoskeletal and connective tissue disorders:
Uncommon (≥0.1 and < 1%): bone mineral density decreased osteopenia, osteoporosis and fractures in patients on long-term therapy with sodium valproate. The mechanism by which sodium valproate affect bone metabolism has not been identified.

Rare (≥0.01 and <0.1%): systemic lupus erythematosus, rhabdomyolysis (See Warnings).



	Overdose
	The clinical picture for massive acute poisoning usually includes a calm coma, which may be more or less deep, with muscle hypotonia, hyporeflexia, miosis, reduced respiratory autonomy and metabolic acidosis, 
Symptoms may however be variable and seizures have been reported in the presence of very high plasma levels. A few Cases of intracranial hypertension related to cerebral oedema have been described.

Measures to be undertaken in a hospital setting are: gastric evacuation may be useful up to 10 to 12 hours following ingestion, maintenance of effective diuresis, and monitoring of cardio-respiratory function. Dialysis will be cairried out in very severe cases, if need be.

Naloxone has been successfully used in a few isolated cases. In case of massive overdose, hemodialysis and hemoperfusion have been used successfully. 
The prognosis of such poisoning is generally favorable,. However a few deaths have been reported.


	The clinical picture for massive acute poisoning usually includes a coma, with muscle hypotonia, hyporeflexia, miosis, reduced respiratory functions, metabolic acidosis, hypotension and circulatory collapse/shock.
Death have been occurred following massive overdose, nevertheless, a favorable outcome is usual.

Symptoms may however be variable and seizures have been reported in the presence of very high plasma levels. Cases of intracranial hypertension related to cerebral oedema have been reported  

The presence of sodium content in the valproate formulations may lead to hypernatremia when taken in overdose.
Measures to be undertaken in a hospital setting should be symptomatic: gastric evacuation may be useful up to 10 to 12 hours following ingestion monitoring of cardio-respiratory function.

Naloxone has been successfully used in a few isolated cases. In case of massive overdose, hemodialysis and hemoperfusion have been used successfully. 


	Interference with laboratory and diagnostic test
	
	Since valproate is excreted mainly through the kidney partly in the forms of ketone bodies, ketone body excretion test may give positive results in diabetic patients.
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	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	למה מיועדת התרופה?
	
	

	אין להשתמש בתרופה אם:
	
	

	אזהרות מיוחדות הנוגעות לשימוש בתרופה
	
	

	אנטרקציות
	
	· תרופות המשפיעות על מערכת העצבים המרכזית (כגון: תרופות להרגעה, לשינה כמו בנזודיאזפינים, תרופות לפרקינסון,תרופות לאפילפסיה מסוג פנוברביטל, פניטואין, קרבמזפין ופירימידון, ליתיום, קווטיאפין).


	כיצד תשתמש בתרופה?
	אם נטלת בטעות מינון גבוה יותר הסימנים כוללים בין היתר: תחושת חולי, בחילות, אישוני העיניים הופכים להיות קטנים יותר, סחרחורת, אובדן הכרה, רפלקסים מוחלשים, חולשת שרירים, בעיות נשימה, כאבי ראש, פרכוסים, בלבול, אובדן זיכרון והתנהגות יוצאת דופן או בלתי הולמת. 


	אם נטלת בטעות מינון גבוה יותר הסימנים כוללים בין היתר: תחושת חולי, בחילות, אישוני העיניים הופכים להיות קטנים יותר, סחרחורת, אובדן הכרה, רפלקסים מוחלשים, חולשת שרירים, בעיות נשימה, כאבי ראש, פרכוסים, בלבול, אובדן זיכרון והתנהגות יוצאת דופן או בלתי הולמת, ירידה בלחץ הדם, בעיות במערכת הלב/כלי הדם. 



	מידע חשוב על חלק מהמרכיבים של התרופה

	

	

	תופעות לוואי
	תופעות לוואי שכיחות מאוד: בחילות, רעד.

תופעות לוואי שכיחות: שלשול, כאבי בטן, קהות חושים, נמנום, ישנוניות, זיכרון ירוד, כאבי ראש, תנועות לא רצוניות מהירות של העיניים, היפונטרנמיה – רמות נמוכות של נתרן בדם, עלייה במשקל, ירידה בשמיעה, אנמיה, תוקפנות, נשירת שיער זמנית.
תופעות לוואי לא שכיחות: תרדמת, תופעות דמויות פרקינסון, אטקסיה, פריחה, שינויים במחזור החודשי, פגיעה מטבולית בעצמות (אוסטאופניה, אוסטאופרוזיס, שברים).
תופעות לוואי נדירות: פעילות פסיכומוטורית מוגברת, הפרעות למידה, פגיעה בפוריות הגבר, הרטבות לילה או חוסר שליטה במתן שתן, בעיות כליה, דמנציה הפיכה, , הפרעות קשב, הקאות.
תופעות לוואי בשכיחות לא ידועה: עלייה בתיאבון, עליה בצורך להטלת שתן, הפרעות במערכת העיכול.


	תופעות לוואי שכיחות מאוד: בחילות, רעד.

תופעות לוואי שכיחות: שלשול, כאבי בטן, קהות חושים, נמנום, ישנוניות, זיכרון ירוד, כאבי ראש, תנועות לא רצוניות מהירות של העיניים, היפונטרנמיה – רמות נמוכות של נתרן בדם, עלייה במשקל, ירידה בשמיעה, אנמיה, תוקפנות, נשירת שיער זמנית, מחלות בחניכיים, הזיות.
תופעות לוואי לא שכיחות: תרדמת, תופעות דמויות פרקינסון, אטקסיה, פריחה, שינויים במחזור החודשי, פגיעה מטבולית בעצמות (אוסטאופניה, אוסטאופרוזיס, שברים), כשל כלייתי, שיעור יתר, הופעת מאפיינים גבריים אצל האישה, אקנה, הקרחה גברית 
 שינויים בשיער(מרקם,צבע, צמיחה וכו..) , עליה ברמות הורמונים אנדרוגניים, היפותרמיה ( ירידה בטמפרטורת הגוף).
תופעות לוואי נדירות: פעילות פסיכומוטורית מוגברת, הפרעות למידה, פגיעה בפוריות הגבר, הרטבות לילה או חוסר שליטה במתן שתן, בעיות כליה, דמנציה הפיכה, , הפרעות קשב, הקאות, כאבי שרירים לא מוסברים עם שתן כהה (רבדומיוליזיס).
תופעות לוואי בשכיחות לא ידועה: עלייה בתיאבון, עליה בצורך להטלת שתן, הפרעות במערכת העיכול.




�התווסף מה-data sheet בניו זילנד.





