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checked and approved by it. 
 
 

SSAABBRRIILLAANN 
Tablets 
 
Composition 
Each tablet contains 500 mg vigabatrin. 
 
Action 
Vigabatrin is a selective, irreversible inhibitor of GABA-transaminase, the enzyme 
responsible for the catabolism of the neurotransmitter, GABA. Treatment with 
Sabrilan leads to an increase in brain levels of GABA (gamma aminobutyric acid), the 
major inhibitory neurotransmitter in the brain. 
Controlled and long-term clinical trials have shown that Sabrilan is an effective 
anticonvulsant agent when given as add-on therapy in patients with epilepsy not 
controlled satisfactorily by conventional therapy. Most clinical studies have been 
conducted by adding vigabatrin to existing therapy i.e. at least one or two other anti-
epilepsy drugs (AED's). Some clinical trials were done with vigabatrin as 
monotherapy. 
Efficacy was best in patients with complex partial seizures which is the most common 
seizure type. Therefore, by definition fewer patients with generalised epilepsy were 
studied, however, there was a good response in some generalised patients. 
 
Pharmacokinetics 
Vigabatrin is a water soluble compound. The absorption of Sabrilan tablets is rapid 
and complete, with the presence of food having no effect. The drug is widely 
distributed with an apparent volume of distribution slightly greater than total body 
water. Plasma and CSF concentrations are linearly related to dose over the 
recommended dose range. 
There is no direct correlation between plasma concentration and efficacy. This is a 
consequence of the mechanism of action of vigabatrin, the duration of the effects of 
the drug being dependent on the rate of enzyme resynthesis rather than on the 
concentration of drug in the plasma. 
Sabrilan is eliminated from the plasma with a terminal half life of 5-8 hours with 
approximately 70% of a single oral dose being recovered as unchanged drug in the 
urine in the first 24 hours post-dose. No metabolites have been identified. 
Sabrilan does not induce the hepatic cytochrome P450 enzymes nor is it metabolised or 
protein bound. 
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Intra myelinic oedema has been observed in rodents and the dog, regressive after 
discontinuation of the drug. In humans, there is no evidence of intramyelinic oedema. 
 
 
 
Indications 
 
Treatment in combination with other anti-epileptic drugs for patients with resistant 
partial epilepsy with or without secondary generalisation, that is where all other 
appropriate drug combinations have proved inadequate or have not been tolerated. 
 
Contraindications 
Hypersensitivity to one of the constituents of the product. 
Sabrilan is contraindicated during pregnancy and lactation. 
 
Warnings 
 
Visual Field Defects (See Precautions and Adverse Reactions): 
 
Visual field defects have been reported in about 1/3 of patients receiving vigabatrin. 
Males may be at greater risk than females. 
 
Based on currently available data (date of approved labeling), the usual pattern is a 
concentric constriction of the visual field of both eyes, which is generally more 
marked nasally than temporally. In the central visual field (within 30 degrees of 
eccentricity), frequently a nasal annular defect is seen. Central visual acuity is not 
impaired. 
 
Most patients with perimetry-confirmed defects had not previously spontaneously 
noticed any symptoms (were asymptomatic), even in cases where a severe defect was 
observed in perimetry. Hence, this undesirable effect may only be reliably detected by 
systematic perimetry which is usually possible only in patients with a development 
age of more than 9 years. (See Precautions) 
 
Severe cases of visual field defects may have practical consequences for the patient. 
Available evidence suggests that the visual field defects may persist even after 
discontinuation of treatment. The onset is after months to years of vigabatrin therapy. 
Data to date (date of approved labeling) from systematic screening of participants in 
clinical studies appear to indicate that the risk of developing visual field defects with 
the continuation of vigabatrin therapy is low, if a patient has not developed defects 
after 3 to 4 years of treatment.  
 
Vigabatrin should not be used concomitantly with retinotoxic drugs.  
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Based on currently available data (date of approved labeling), the visual field defects 
may result from increased levels of GABA in the retina. 
 
 
 
 
Precautions 
Vigabatrin should be used with caution in patients with a history of psychosis, 
depression or behavioural problems. Psychiatric events (eg. agitation, depression, 
abnormal thinking, paranoid reactions) have been reported during vigabatrin therapy. 
These events occurred in patients with and without a psychiatric history, and were 
usually reversible when vigabatrin doses were reduced or gradually discontinued. In 
clinical trials, depression occurred in less than 10% of patients and seldom required 
discontinuation of vigabatrin. Less common events included psychotic symptoms.  
 
Rare reports of encephalopathic symptoms such as marked sedation, stupor and 
confusion in association with non-specific slow wave activity on 
electroencephalogram have been described soon after the initiation of vigabatrin 
treatment. Risk factors for the development of these reactions include higher than 
recommended starting dose, faster dose escalation at higher steps than recommended, 
and renal failure. These events have been reversible following dose reduction or 
discontinuation of vigabatrin. (See Adverse Reactions) 
 
Visual Field Defects (See Warnings and Adverse Reactions): 
Vigabatrin is not recommended for use in patients with any pre-existing clinically 
significant visual field defect. All patients should have ophthalmological consultation 
with visual field examination before the initiation of vigabatrin treatment.  
 
To detect visual field defects, if possible, appropriate visual field testing (perimetry) 
by using a standardized static perimetry (such as Humphrey or Octopus) or kinetic 
perimetry (such as Goldmann) must be performed before treatment initiation and at 
six month intervals. Static perimetry is the preferred method for detecting vigabatrin 
associated visual field defect.  
 
Several electroretinographic parameters appear to be correlated with vigabatrin 
associated visual field defect; therefore, electroretinography may be useful only in 
adults who are unable to co-operate with perimetry or in children less than 3 years of 
age. Based on the available data, the first oscillatory potential and 30 Hz flicker 
responses of the electroretinogram appear to be correlated with a vigabatrin associated 
visual field defect. These responses are delayed and reduced beyond the normal limits. 
Such changes have not been seen in vigabatrin treated patients without a VFD.  The 
patient and/or caregiver must be given a thorough description of the frequency and 
implications of the development of visual field defects during vigabatrin treatment. 
Patients should be instructed to report any new vision problems and symptoms which 
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may be associated with visual field constriction. If visual symptoms develop, then the 
patient should be referred to an ophthalmologist.  
 
If visual field defects are identified during follow-up, the decision to continue or 
discontinue vigabatrin should be based on an individual benefit-risk assessment. If the 
decision to continue treatment is made, consideration should be given to more 
frequent follow-up (perimetry) in order to detect progression or sight threatening 
defects.  
 
Perimetry is seldom possible in children less than 9 years of development age. 
Currently, there is no established method to diagnose or exclude visual field defect in 
children in whom a standardized perimetry cannot be performed. A specifically 
developed method based on field specific Visual Evoked Potentials (VEP) is available 
to test the presence of peripheral vision in children aged 3 years and above. If the 
method reveals normal central visual field response but an absent peripheral response, 
the benefit-risk of vigabatrin must be reviewed and consideration given to gradual 
discontinuation. The presence of peripheral vision does not exclude the possibility of 
developing a visual field defect.  
 
As with other anti-epileptic drugs, some patients may experience an increase in 
seizure frequency, including status epilepticus, with vigabatrin, or the onset of new 
types of seizures with vigabatrin. These phenomena may also be the consequence of 
an overdosage, a decrease in plasma concentrations of concomitant antiepileptic 
treatment, or a paradoxical effect. New onset myoclonus and exacerbation of existing 
myoclonus may occur in rare cases (see Adverse Reactions). 
 
As with other anti-epileptic drugs, abrupt withdrawal may lead to rebound seizures; 
therefore, it is recommended that withdrawal from vigabatrin treatment occur by 
gradual dose reduction over a 2- to 4-week period.  
 
Vigabatrin is eliminated via the kidney and, therefore, caution should be exercised 
when administering the drug to patients with a creatinine clearance of less than 60 
ml/min. Because of decreased clearance in elderly patients with normal or decreased 
renal function, similar precautions are necessary. These patients should be monitored 
closely for adverse events such as sedation and confusion.   
 
Elderly and patients with renal impairment 
 
Since vigabatrin is eliminated via the kidney, caution should be exercised when 
administering the drug to patients with creatinine clearance less than 60 ml/min. 
Because of decreased clearance in elderly patients with normal or decreased renal 
function, similar precautions are necessary. Adjustment of dose or frequency of 
administration should be considered. Such patients may respond to a low maintenance 
dose. Such patients should be monitored for undesirable effects such as sedation or 
confusion. (See Precautions).   
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Use in Pregnancy: see contraindications. 

Use in Breastfeeding: There is no evidence of the safety of Sabrilan treatment whilst 
breastfeeding and so it is not recommended. 

Effects on ability to drive and use machines 
As a general rule, patients with uncontrolled epilepsy are not allowed to drive or 
handle potentially dangerous machinery. In view of the fact that drowsiness has been 
observed in clinical trials with Sabrilan, patients should be warned of this possibility 
at the start of treatment. 
Visual field defects which can significantly affect the ability to drive and use 
machines have been frequently reported in association with Sabrilan. Patients should 
be evaluated for the presence of visual field defects (see also Special warnings and 
special precautions for use). Special care should be taken by patients driving, 
operating machinery or performing any hazardous task. 
  
Interaction with other medicinal products and other forms of interaction 
 
As vigabatrin is neither metabolised, nor protein bound and is not an inducer of hepatic 
cytochrome P450 drug-metabolising enzymes, interactions with other drugs are unlikely.  
However, during controlled clinical studies a gradual reduction of 16%-33% in the plasma 
concentrations of phenytoin has been observed.  The exact nature of this interaction is 
presently not understood, however, in the majority of cases it is unlikely to be of therapeutic 
significance. 
 
The plasma concentrations of carbamazepine, phenobarbitone and sodium valproate have 
also been monitored during controlled clinical trials and no clinically significant interactions 
have been detected. 
 
Vigabatrin may lead to a decrease in measured plasma activity of alanine aminotransferase 
(ALT) and to a lesser extent, aspartate aminotransferase(AST).  The magnitude of 
suppression for ALT has been reported to vary between 30% and 100%.  Therefore, these 
liver tests may be quantitatively unreliable in patients taking vigabatrin.  (See Section 4.8 
Undersirable effects). 
 
Vigabatrin may increase the amount of amino acids in the urine possibly leading to a false 
positive test for certain rare genetic metabolic disorders (eg, alpha aminoadipic aciduria). 
This effect is speculated to be due to inhibition of other transaminases by vigabatrin and, 
other than the potential for false positive laboratory tests, has no other known clinical 
relevance.  
 
Adverse Reactions 
CNS: Sedation, drowsiness, or somnolence; fatigue, tiredness, or asthenia; dizziness 
or vertigo; nervousness; agitation including irritability; depression; suicide attempt; 
headache; nystagmus; tremor; paresthesia; abnormal thinking; impaired or decreased 
concentration or alertness; confusion; psychosis; hallucinations; amnesia including 
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memory disturbance or forgetfulness; and vision disturbances such as blurred vision 
or diplopia.  
 
The sedative effect of vigabatrin decreases with continuing treatment. 
Pooled data from prevalence surveys suggest that as many as 1/3 of patients receiving 
vigabatrin therapy develop visual field defects. (See Warnings and Precautions). 
 
Rare cases of retinal disorders (such as peripheral retinal atrophy) and very rare cases 
of optic neuritis or atrophy have also been reported. 
 
Hypomania and mania have been rarely reported. 
 
Rare instances of marked sedation, stupor, and confusion associated with nonspecific 
slow wave activity on electroencephalogram have been described soon after the 
introduction of vigabatrin therapy. These events have been reversible following dose 
reduction or discontinuation of vigabatrin. 
 
The most commonly reported adverse effects in children are excitation and agitation.  
 
Some patients may experience an increase in seizure frequency, including status 
epilepticus, with vigabatrin treatment. Patients with myoclonic seizures may be 
particularly liable to this effect. New onset myoclonus and exacerbation of existing 
myoclonus may occur in rare cases. 
 
OTHER: Edema, weight gain and minor gastrointestinal side effects. Rash and rare 
reports of hypersensitivity reactions (including angioedema and urticaria) have been 
received. Chronic treatment with vigabatrin may be associated with a slight decrease 
in hemoglobin, which rarely attains clinical significance. Decreases in ALT and AST, 
which are considered to be a result of inhibition of these aminotransferases by 
vigabatrin, have been observed. (See Interference with Laboratory and Diagnostic 
Tests).  
 
Dosage and Administration 
 
Sabrilan treatment may only be initiated by a specialist in epiletology, neurology 
or pediatric neurology. Follow up should be arranged under supervision of a 
specialist in epileptology, neurology or paediatric neurology.  
Sabrilan is for oral administration once or twice daily and may be taken before or after 
meals. 
Adults: Vigabatrin is intended for oral administration once or twice daily. The 
starting daily dose of 1 g may be added on to the patient's current anti-epileptic drug 
regimen. If necessary the daily dose may be titrated in 0.5 g increments at weekly or 
longer intervals depending on clinical response and tolerability. Maximum efficacy 
usually occurs in the range of 2 to 3g daily. 
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Doses may be taken before or after meals.  

Children: The recommended starting dose in children is 40 mg/kg/day increasing to 
80-100 mg/kg/day depending on response. Convenient whole tablet recommendations 
are: 
Bodyweight  10-15 kg 1 - 2 tablets/day 
   15-30 kg 2 - 3 tablets/day 
   30-50 kg  3 - 6 tablets/day 
   > 50 kg 4 - 6 tablets/day (adult dose) 
 
The maximum recommended dose in each of the categories should not be exceeded. 
 
For the management of infantile spasms (West Syndrome), the optimum daily dosage 
is 60-100 mg/kg/day. Infants with West Syndrome may require doses of 100 
mg/kg/day or higher. Sabrilan is not presently indicated for monotherapy in children. 
As for adults add-on treatment is indicated. 

Elderly: Dosage reduction may be necessary in patients with impaired renal function, 
particularly patients with creatinine clearance less than 60 ml/min. See 'Precautions'. 
 
Overdosage 
Symptoms 
Vigabatrin overdose has been reported. When provided, doses most commonly were 
between 7.5 to 30 g: however, up to 90 g have been reported. Nearly half of the cases 
involved multiple drug ingestions. When reported, the most common symptoms 
included drowsiness or comma. Other less frequently reported symptoms included 
vertigo, headache, psychosis, respiratory depressin or apnea, bradycardia, 
hypotension, agitation, irritability, confusion, abnormal behaviour and speech 
disorder. None of the overdoses resulted in death. 
Management 
There is no specific antidote. The usual supportive measures should be employed. 
Measures to remove unabsorbed drug should be considered. Activated charcoal has 
been shown to not significantly absorb vigabtrin in an in vitro study. The effectiveness 
of hemodialysis in the treatment of vigabtrin overdose is unknown. In isolated case 
reports in renal failure patients receiving therapeutic doses of vigabtrin, hemodialysis 
reduced vigabtrin plasma concentrations by 40% to 60%. 
 
Presentation 
Blister strips of 10 in cartons of 100. 
 
Agis Industries (1983), Yeruham  

 01.2004 
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 תאריך עדכון אחרון של העלון לרופא 24.9.03
,21.8.00  

11.2.99,12.96, 
01.04 

הבריאות-תאריך אישור משרד  

 תאריך אישור יצרן 12.96
 תאריך עלון קודם 21.8.00

 
1V - 21.8.00 –ב "י משה"עלון מאושר ע 
 
  – 99 מאוקטובר CPMPפי עלון של הברה וכן החלטת "ע

Prescribing information, based on the  
French SPC (May 98) 

 
 HMR – 26.1.2000 של SPC –מבוסס על ה , ב"למשה) (VFDהוגש עלון מעודכן 

 
V2 – עדכון לפי  V6CDS -  24.9.03 
 
3V –2004 ינואר –ב "י משה" עלון מאושר ע 
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