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בעלון לרופא
	 פרטים על השינוי/ים המבוקש/ים

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Precautions
	
	· Patients experiencing acute abdominal pain should have a prompt medical evaluation. In case of pancreatitis, Sodium Valporate should be discontinued.
· Woman of childbearing potential:
A decision to use Sodium Valporate in woman of childbearing potential should be taken after very careful evaluation, if the benefits of its use outweigh the risks of congenital anomalies to the unborn child. This decision is to be taken; before Sodium Valporate is prescribed for the first time as well as before a woman already treated with sodium valproate is planning a pregnancy.
Women of child-bearing potential must use effective contraception during treatment.  
· Suicidal ideation and behavior:
Suicidal ideation and behavior have been reported in patients treated with antiepileptic agents in several indications. A meta-analysis of randomized, placebo controlled trials of anti-epileptic drugs has also shown a small increased risk of suicidal ideation and behavior. The mechanism of this effect is not known.
Therefore, patients should be monitored for signs of suicidal ideation and behavior, and appropriate treatment should be considered. Patients (and caregivers of patients) should be advised to seek medical advice immediately should signs of suicidal ideation or behavior emerge.
· Decrease in blood levels of valporic acid have been reported when it is co-administered with carbapenem agents resulting in a 60-100% decrease in valporic 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 valporic acid should be avoided. If treatment with these antibiotics cannot be avoided, close monitoring of valporic acid blood level should be performed. 

· Alcohol intake is not recommended during treatment with Sodium Valporate.

· In renal insufficiency, it may be necessary to decrease the dosage. As monitoring of plasma    concentrations may be misleading, dosage should be adjusted according to clinical monitoring.
.   


	Overdose
	
	· Symptoms may however be variable and seizures have been reported in the presence of very high plasma levels.

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

	Adverse events
	
	· pancytopenia, anaemia, leucopenia. Bone marrow failure, including pure red cell aplasia, Agranulocytosis, anaemia macrocytic, macrocytosis.
· weight increased (it should be carefully monitored since it is factor for polycystic ovary syndrome).
· coagulation factors decreased (at least one),  decreased  , abnormal coagulation tests        ( such as prothrombin time prolonged, activated partial thromboplastin time prolonged, thrombin time prolonged, INR prolonged)

· tremor,  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

· coma, encephalopathy, lethargy, reversible parkinsonism,

· reversible dementia associated with reversible cerebral atrophy, cognitive disorder

· Headache have also been reported

· Vomiting
· pleural effusion

· Urinary incontinence.
· Fanconi syndrome but the mode of action is as yet unclear.
· hypersensitivity, transient and/or dose related alopecia

· angioedema, rash

· toxic epidermal necrolysis, Stevens-Jonson syndrome, erythema multiforme, Drug Rash with Eosinophilia and Systemic Symptoms (DRESS) syndrome.

· Hyperammonaemia

· syndrome of Inappropriate Secretion of ADH (SIADH)

· hypothyroidism
· haemorrhage, vasculitis
·  dysmenorrhea

· male infertility, polycystic ovaries

· confusional state, aggression, agitation, disturbance in attention

· abnormal behavior, psychomotor hyperactivity, learning disorder

· Sodium valproate is associated with decreased bone mineral density that may lead to osteopenia, osteoporosis, and increased fractures in at-risk patients
·  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
· systemic lupus erythematosus

· Teratogenic risk

	Drug Interactions
	
	· Carbapenem, Panipenem
· Rifampicin: Rifampicin may decrease the valproate blood levels resulting in a lack of therapeutic effect, due to increased hepatic metabolism of valproate by rifampicin. Therefore, valproate dosage adjustment may be necessary when it is co-administered with rifampicin.
· Zidovudine : Risk of increased adverse effects of Zidovudine, particularly hematological effects, due to decreased metabolism by valporic acid. Regular clinical and laboratory monitoring. A blood count should be performed to test for anemia during the first two months of the combination. 
· Cimetidine, Erythromycin: Valproate serum levels may be increased in case of concomitant use, as a result of reduced hepatic metabolism.
· Vitamin K dependent factor anticoagulant: Close monitoring of prothrombin rate should be performed in case of concomitant use of vitamin K dependent factor anticoagulant.
· Aspirin: In case of concomitant use of valproate and highly protein bound agents, valporic acid free serum levels may be increased.



	Pregnancy 
	
	· Risk associated with seizures:
During pregnancy, maternal tonic clonic seizures and status epilepticus with hypoxia carry a particular risk of death for mother and for the unborn child.
· In animals: teratogenic effects have been demonstrated in the mice, rats and rabbits.
· Data from a meta-analysis has shown an incidence of congenital malformations in children born to epileptic women exposed to valproate monotherapy during pregnancy at 10.73%. Available data  indicate dose-dependency of this effect
· However, it is difficult to establish causal relationship in view of possible confounding factors such as low maternal or paternal IQ, genetic, social and environmental factors, and poor maternal seizure control during pregnancy
· Autism spectrum disorders have also been reported in children exposed to valproate in utero. Both valproate monotherapy and valproate polytherapy are associated with abnormal pregnancy outcome. Available data suggest that antiepileptic polytherapy including valproate is associated with higher risk of abnormal pregnancy outcome that valproate monotherapy
· In addition, if appropriate, folate supplementation should be started before pregnancy and at relevant dosage (5 mg daily) as it may minimize the risk of neural tube defects. 
· Therefore, platelet count, fibrinogen plasma level, coagulation tests and coagulation factors should be investigated in neonates
· Cases of hypoglycaemia have been reported in neonates whose mothers have taken valproate during the third trimester of the pregnancy
· Cases of hypothyroidism have been reported in neonates whose mothers have taken valproate during pregnancy

	Lactation
	
	Based on literature and clinical experience, breastfeeding can be envisaged, taking into account the valproate safety profile, especially hematological disorders.


בעלון לצרכן
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	טקסט חדש

	מתי אין להשתמש בתכשיר
	
	

	אזהרות

	
	· מומלץ לנשים בגיל הפוריות שנוטלות את התרופה להשתמש באמצעי מניעה במהלך הטיפול בתרופה.
• ילדים מתחת לגיל 3, במיוחד הנוטלים טיפול אנטיאפילפטי רב-תרופתי, נמצאים בסיכון גבוה יותר ל: פגיעה מוחית, פיגור שכלי, genetic metabolic degenerative disease. 

• אם מופיע כאב בטן חריף, יש לפנות לרופא. במקרה של דלקת חריפה בלבלב יש להפסיק טיפול בדפלפט.
· יש להימנע מצריכת אלכוהול במהלך שימוש בתרופה
• אם אתה סובל מאי ספיקת כליות,יש לפנות לרופא מכיוון שייתכן צורך בהתאמת מינון.

	תופעות לוואי

	
	כאבי ראש, פריחה, שלשול, בחילה והקאה, נמנום, הפרעות במערכת העיכול, שינויים במחזור החודשי, נשירת שיער זמנית, רעד, תופעות פרקינסוניות, ירידה בשמיעה, עלייה במשקל, עלייה בתיאבון, בעיות כליה, הרטבות לילה או דחיפות בהטלת שתן, אטקסיה (נדיר), ,היפונטרנמיה – רמות נמוכות של נתרן בדם (נדיר מאד), קהות חושים, ישנוניות, זיכרון ירוד, תנועות לא רצוניות מהירות של העיניים,סחרחורת, תרדמת, דמנציה הפיכה, התקרחות, גירודים, כאבי בטן תחתונה והאגן, פגיעה בפוריות הגבר, תוקפנות, סערת רגשות, הפרעות קשב, התנהגות חריגה, פעילות פסיכומוטורית מוגברת, הפרעות למידה, פגיעה מטבולית בעצמות.אנמיה.

	תגובות בין תרופתיות
	
	קרבאפנם 
אזיתרונם 

ריפאמפיצין
 זידופודין
 סימיטידין
 איריתרומיצין
 נוגדי קרישה תלויי ויטמין K.
אספירין





















