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Abstract  

Epilepsy is a disease of the brain defined by any of the following conditions at least two unprovoked 

(or reflex) seizures occurring >24 hours apart, one unprovoked (or reflex) seizure and a probability of 

further seizures similar to the general recurrence risk (at least 60%) after two unprovoked seizures, 

occurring over the next 10 years, diagnosis of an epilepsy syndrome. Epilepsy can cause many 

consequences, such as using long-term antiepileptic drugs. 

It is important to know when drug administration starts and the right drug selection. The choice of 

type of drug is mainly based on the type of seizure. Other factors to consider are the age of the patient 

and the existing comorbidities. In the course of efforts to achieve seizure free, sometimes the addition 

of drugs or drug substitution is needed. Absolute drug substitution is done if serious side effects occur 

to the patient. The other indication of drug substitution is if there is no improvement in the frequency 

and severity of the seizure. 

After a seizure-free period is reached, the next problem is when to stop the drug. Discontinuation of 

the drug has the consequence of the risk of recurrent seizures. But on the other hand, the cessation 

of AED in some cases corrects the side effects that arise from the drug. Some literatures suggest the 

termination of OAE begins after 3 years of seizure free. But when referring to the definition of epilepsy 

issued by ILAE in 2014, that epilepsy is considered to be resolved for individuals who have remained 

seizure-free for the last 10 years, with no seizure medicines for the last 5 years, then the cessation of 

the drug is carried out after 5 years of seizure-free period. 

 

INTRODUCTION 

Epilepsy is a disease of the brain defined by any following condition, at least two unprovoked (or 

reflex) seizures occurring >24 hours apart, one unprovoked (or reflex) seizure and a probability of 

further seizures similar to the general recurrence risk (at least 60%) after two unprovoked seizures, 

occurring over the next 10 years, diagnosis of an epilepsy syndrome. This is an operational (practical) 

definition of epilepsy, published by ILAE in 2014. This definition is continued with another statement 

that epilepsy is considered to be resolved for individuals who had an age-dependent epilepsy 

syndrome but are now past the applicable age or those who have remained seizure-free for the last 

10 years, with no seizure medicines for the last 5 years. Based on the ILAE 2014 definition, a patient 

with epilepsy will be taking therapy in a long enough period of time.  

When a person had the first seizure, it has to be confirmed whether it is an epileptic seizure or not, 

and whether it is a provoked seizure or not. If the first seizure is an unprovoked epileptic seizure with 

high possibility of recurrence, then the patient is diagnosed with epilepsy. The antiepileptic drug 

therapy has to be started immediately. While if the first seizure is an unprovoked epileptic seizure but 
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does not meet the criteria, the possibility of recurrence is very high, the patient needs observation 

first.  

There is a term “seizure beget seizures”, which means if a seizure is not treated immediately, it will 

potentially cause subsequent seizures. Therefore, if there is a patient with seizure, it has to be 

evaluated completely,  whether there is a possibility of diagnosis of epilepsy in this case. A patient 

with epilepsy will cause many consequences. The patient and their families will be burdened 

financially because they have to pay for the drugs. The patient will be affected physically if the seizure 

is not treated immediately. The patient and their families may also be affected by psychosocial work-

related conditions, such as getting driving job and so on. Therefore, establishing a diagnosis of epilepsy 

should be done very carefully. 

The principal therapy of epilepsy is managing to achieve the optimum quality of life with controlling 

the seizure, so the patient will free from seizure or has very minimal seizure. The paradigm of 

antiepileptic drug (AED) medication is done with “monotherapy, start low go slow”. The choice of 

antiepileptic drug must pay attention to some factors, such as type of seizures, syndromes of epileptic, 

age, gender, patient’s conditions, and the comorbid diseases. After free from seizure period is 

reached, it is necessary to be careful when stopping the AED. Stopping the OAE should pay attention 

to some factors, such as risk of recurrence after stopping the AED, the EEG’s pattern, and structural 

lesion in brain.  

 

STARTING AED 

When will the antiepileptic drug (AED) therapy starts? AED is given when the diagnosis of epilepsy has 

made. However, sometimes some questions are not easy to be answered. Some things that 

sometimes requires caution to start giving an epileptic drugs are: 

- Epileptic syndrome in adolescent or young adults (Rolandic epilepsy syndrome). Seizure occurs 

during sleep 

- A patient with recurrence of seizure occurs during sleep (not frequently) 

- A person with a first seizure 

 

In 2015, AAN issued a guideline for patients with an unprovoked first seizure will have the chance of 

high risk for seizure recurrence, in some conditions: 

 Prior brain insult (level A) 

 EEG with epileptiform abnormalities (level A) 

 Significant brain imaging abnormalities (level B) 

 Nocturnal seizure (level B) 

 

In addition, there are high risk for seizure recurrence in the conditions: 

 History of epilepsy in sibling 
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 History of Todd’s paralysis 

 Multiple seizures or status epilepticus at onset. 

 

Based on the AAN 2015 recommendation and adjusted on the ILAE 2014 practical / operational 

definition of epilepsy, some conditions meet the criteria for diagnosis of epilepsy, so that the 

antiepileptic drugs treatment can be started. While in history of Todd’s paralysis, there is possible 

abnormalities found in brain imaging, multiple seizures or status epilepticus most likely will be found 

abnormalities in EEG’s recording. 

In some conditions below, maintenance of AED are not required : 

 Acute symptomatic seizures 

 Febrile convulsion 

 Alcohol withdrawal 

 Specific benign epileptic syndrome 

Based on the ILAE 2014 operational definition of epilepsy, some conditions above (besides the specific 

benign epileptic syndrome) are provoked seizures, so that it cannot be included in the definition of 

epilepsy.  

If it has been decided  when to start giving the AED therapy, the next question is, which AED will be 

chosen? Before choosing AED therapy, always remember the paradigm of epileptic therapy, which is 

“monotherapy, start low go slow”.  First choice of AED should be monotherapy. This is to reduce the 

possibility of interactions between some drugs that may occur when using poly therapy. The next 

paradigm is start low, which means starting with the minimum dose that can control seizure and under 

observation. If at a minimum dose cannot control seizures, then the dosage can be increased slowly 

(go slow) until the optimum dose to control seizures is reached. 

When choosing AED, there are some factors to be considered, such as the characteristics of AED, the 

patients and policies of a country. 

Some factors to be considered when choosing AED are : 

o Seizure types or epilepsy syndrome specific efficacy or effectiveness 

o Dose-dependent adverse effects 

o Idiosyncratic reactions 

o Teratogenicity 

o Carcinogenicity 

o Pharmacokinetics 

o Interaction potential 

o Formulations  
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Some of patient-specific factors to be considered when choosing AED : 

o Genetic background 

o Age 

o Gender 

o Comedications 

o Comorbidities 

o Insurance coverage 

o Ability to swallow pills / tablet 

Nation specific factors must be taken into account when choosing AED : 

o AED availability 

o AED cost 

o Insurance coverage 

 

AED SUBSTITITION 

In managing patient with epilepsy, sometimes seizure cannot be controlled with AED given or there is 

a serious drug side effect. In such conditions, it is necessary to substitute the AED. However, before 

substituting the AED, especially if it caused by uncontrolled seizure, it is necessary to question some 

things as follows: 

• Is the diagnosis of epilepsy correct?  

• Is the individual taking his or her medication?  

• Is the wrong AED for the seizure type being prescribed?  

• Has a progressive underlying condition, e.g. glioma, been missed?  

• Is there undeclared use of alcohol or drugs?  

In choosing the AED substitution, it is still by following some considered factors when choosing the 

AED, with the addition of AED selection with different work mechanism from previous AED. 

 

STOPPING AED 

The result from several studies show that about two-thirds of epilepsy patients will achieve seizure 

free with appropriate and adequate AED administration. As the seizure free period has been reached, 

there will be some questions, such as: is the drug needs to be continued or stopped?  If it is continued, 
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until when? If it is stopped, when will it be? How to stop the AED? 

Sometimes, it is not easy to answer the questions above. To consider whether the drug is continued 

or stopped, it needs cooperation between the doctor and the patient or the patient’s family. Patients 

and/or their families have the right to determine whether the drug will be continued or stopped if a 

seizure free period has been reached. Even there is still no official agreement between the experts 

about when the AED can be stopped. In general, AED dose starts to be lowered when there is at least 

2 years of seizure free period. Based on the ILAE 2014 definition of epilepsy is considered to be 

resolved, then stopping the AED is done after 5 years of seizure free period. 

The experts that agree to stop AED after seizure free period has been reached consider that stopping 

the AED will improve some AED side effects to: 

• Cognitive function 

• Learning difficulties 

• Lipid profile 

• Cardiac function. 

Meanwhile some experts who disagree to stop the AED consider that stopping AED will increase the 

risk of seizure recurrence, which will result to some consequences: 

• Mental strain 

• Protection against seizure-related accidents 

• Losing job 

• Losing driving license 

In pediatric patients, there are some factors to be considered when stopping the AED. Stopping AED 

will increase the risk of seizure recurrence, especially in some conditions as follows: 

• Early onset of seizures (< 2 years) 

• Onset of seizures in adolescence (> 10 years)  

• Symptomatic epilepsy (seizure-generating substrate determined on MRI scan)  

• Special epilepsy syndromes, e.g. Lennox- Gastaut syndrome or juvenile myoclonic epilepsy  

• Neurological deficit  

• Several types of seizure  

• Developmental delay  

• Use of more than one antiepileptic drug  

• Pathological EEG, epileptiform activity or slow background activity  
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For adult patients, the risk of seizure recurrence will increase after stopping AED in some conditions 

as follows: 

• Late onset of seizures (> 16 year)  

• Generalized epileptiform EEG disturbances in the last year  

• Information regarding myoclonic seizures, focal seizures with impaired awareness and/or 

tonic-clonic seizures  

• Seizure after start of treatment 

• Use of more than one antiepileptic drug  

• Neurological outcomes  

Therefore, careful consideration and good cooperation are needed when deciding to stop AED. 
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