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ARTICLE INFO 

 

Original Article 

L-arginine 

Refractory epilepsy 

Epilepsy 

Ketogenic diets 

 epilepsy is one of the common neurological disorders and approximately 

0.5-1% of populations suffers from it. Unfortunately, despite of treatment by antiepileptic 

drugs, between 20-30% of patients cannot be controlled completely. There are a lot of 

supplementary therapies for this group of patients and in this study, L-arginine was used as an 

additional therapy in refractory epileptic patients.  

 Two groups of epileptic patients (n=21) were selected randomly. Group 1 received 

lactose as a placebo, and group 2 received L-arginine (twofold of daily need) as a drug for 

three months. We used a standard questionnaire for evaluating the effect of L-arginine on the 

quality of life before and after the study. 

 we did not find significant change in the quality of life of patients after using L-

arginine, but the epileptic attacks decreased in L-arginine group significantly.  

 L-arginine therapy is safe and can decrease the rate of seizure attacks in 

refractory epileptic patients, and can be an alternative of ketogenic diets.  

 

 

Introduction 
Lifelong seizure freedom without adverse effects can be 

considered the most clinically relevant outcome of any 

intervention for epilepsy (5). Unfortunately, despite of 

treatment by antiepileptic drugs, between 20-30% of patients 

cannot be controlled well (6-7). Drug resistant epilepsy 

(refractory epilepsy) may be defined as failure of adequate trials 

of two tolerated and appropriately chosen and used AED 

schedules (whether as monotherapies or in combination) to 

achieve sustained seizure freedom (8). Refractory epilepsy can 

significantly affect life. Patients with refractory epilepsy may 

have trouble at work or school and are always worry about their 

next seizure. They may also have injuries resulted from their 

seizures.  
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 E Results of animal and human studies show that L-arginine 

metabolism has diverse effects on human physiology. 

Collectively, the data suggest that arginine supplementation is 

a safe and generally well-tolerated nutraceutical that may 

improve metabolic profiles in humans (19, 20).   

as a 

supplementary therapy patients. 

Material and Methods  

he most common symptoms of 

lactose intolerance included audible bowel sounds, abdominal 

pain and meteorism, that occurred after consuming 25 g of 

lactose (25)], t
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Results  
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Table 1. Comparison of the rate of seizure attacks before and after the intervention in the two groups 

Mean number of attacks 

 

Group 

Before after P value 

Placebo 15±3.7 21 ± 5 0.075 

L-arginine 11±3.6 3±1 0.000 

Odd ratio # 4 for L-arginine 

 

Table 2. Comparison of the two groups in terms of quality of life (overall) and health state after the intervention  

 group Mean Std. Deviation P value 

Quality of life 

PLACEBO 5.5000 2.52357  

L-ARGININE 6.2105 2.74021 0.697 

Health state 
PLACEBO 46.5000 26.01113  

L-ARGININE 59.4737 24.60210 0.480 

 

Table 3. Comparison of the two groups in terms of subjects’ feelings during the 4-week follow up period  

feelings Group  Mean Std. Deviation P value 

feeling active 
PLACEBO  3.6500 1.59852  

L-ARGININE  3.3158 1.52944 0.894 

nervousness 
PLACEBO  2.6500 1.46089  

L-ARGININE  3.3684 .95513 0.043 

unhappiness 
PLACEBO  3.2500 1.61815  

L-ARGININE  3.8947 1.76052 0.539 

calmness 
PLACEBO  3.6500 1.69442  

L-ARGININE  3.2632 1.44692 0.346 

feeling energized 
PLACEBO  3.2500 1.48235  

L-ARGININE  3.7895 1.43678 0.720 

feeling blue 
PLACEBO  3.6000 1.63514  

L-ARGININE  3.3684 1.70654 0.700 

exhaustiveness 
PLACEBO  3.1500 1.87153  

L-ARGININE  3.9474 1.64903 0.380 

happiness 
PLACEBO  4.4000 1.66702  

L-ARGININE  3.5263 1.54087 0.919 

tiredness 
PLACEBO  3.5000 1.84961  

L-ARGININE  3.8421 1.34425 0.043  

Worry about 

next seizure 

PLACEBO  3.6500 1.75544  

L-ARGININE  3.7368 1.62761 0.668 

Problem solving 
PLACEBO  4.1000 2.46875  

L-ARGININE  3.9474 1.54466 0.342 

Social activity 

PLACEBO  3.4000 1.75919  

L-ARGININE  3.3684 1.73879 0.946 
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Table 4. Comparison of the two groups in terms of unrest feeling and memory and concentration problems after the intervention  

Problems Group Mean Std. Deviation P value 

 feeling of unrest  

PLACEBO 2.3500 .93330  

L-ARGININE 2.6842 1.20428 0.74 

memory problems 

PLACEBO 2.9500 1.27630  

L-ARGININE 3.0000 1.33333 0.619 

concentration 

problems 

PLACEBO 3.8000 1.43637  

L-ARGININE 3.6316 1.53516 0.556 

Problem in doing 

activities 

PLACEBO 

L-ARGININE 

3.6000 

3.9474 

1.18766 

1.64903 

 

0.061 

 

Table 5. Comparison of the two groups in terms of problems with certain activities after the intervention 

 Group Mean Std. Deviation P value 

Leisure 

PLACEBO 3.2000 1.00525  

L-ARGININE 3.7895 .97633 0.947 

Driving 
PLACEBO 3.2500 1.37171  

L-ARGININE 4.2632 1.28418 0.387 

Fear of seizure 
PLACEBO 1.9500 .99868  

L-ARGININE 2.2105 .85498 0.487 

self-hurting 
PLACEBO 2.0500 .94451  

L-ARGININE 2.2632 1.14708 0.149 

Social problems 
PLACEBO 2.1000 1.07115  

L-ARGININE 2.3684 1.11607 0.845 

Medicine bad 

PLACEBO 2.3500 1.30888  

L-ARGININE 2.6842 1.37649 0.758 

 

Discussion  
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Conclusion 
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