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 Epilepsy is a long-standing neurological disorder defined by 
recurrent, unprovoked seizures, affecting more than 50 million 
individuals globally and influencing physical, mental, and social 
aspects of life. Continuous administration of antiepileptic drugs 
(AEDs) such as phenytoin is a common therapeutic strategy; 
however, prolonged use may result in adverse effects that 
complicate treatment. This case report describes a 40-year-old 
woman with epilepsy since the age of four, presenting with 
recurrent seizures, impaired memory, headaches, and sexual 
dysfunction. Her most recent event was an absence seizure 
accompanied by upward eye deviation and tongue biting. 
Electroencephalography (EEG) demonstrated generalized spike-
and-wave patterns. The patient was treated with phenytoin and 
folic acid, with the recent addition of clobazam, leading to favorable 
outcomes, including reduced seizure frequency, improved sleep, 
and diminished anxiety and dizziness. A persistent reduction in 
libido, first noted during adolescence, was suspected to be 
associated with long-term phenytoin use. Additionally, dental 
problems such as caries and tooth impaction were believed to 
worsen headache intensity. This case emphasizes the need for a 
comprehensive approach to epilepsy care, considering 
psychological conditions, cognitive impairment, and oral health. 
Prompt recognition of AED-related side effects and individualized 
treatment planning are essential to optimize patient outcomes. 
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INTRODUCTION  

Epilepsy is a persistent neurological disorder marked by repeated, unprovoked seizures, 

impacting more than 50 million people worldwide and potentially diminishing quality of life 

across physical, emotional, and social spheres. Its clinical presentation is highly diverse, 

encompassing various seizure types and comorbid conditions, which demand a comprehensive 

and multidisciplinary approach to management. Long-term use of antiepileptic drugs (AEDs) 

continues to be the mainstay of therapy; however, it frequently poses challenges due to potential 

adverse effects that can complicate treatment. This report describes the case of a 40-year-old 
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woman with long-standing epilepsy, discussing the strategies employed in her management and 

examining the possible association between prolonged phenytoin therapy and sexual 

dysfunction1–3. 

 

CASE PRESENTATION  

A 40-year-old woman visited the neurology outpatient clinic for follow-up after 

experiencing a seizure episode five days earlier. She had been diagnosed with epilepsy since the 

age of four, with the initial event being a febrile seizure occurring when her body temperature 

exceeded 38°C. The latest episode was characterized as an absence seizure, accompanied by 

upward deviation of the eyes and tongue biting. No aura preceded the event, and it was followed 

by postictal disorientation and memory loss. Over the years, she had exhibited multiple seizure 

types, including generalized tonic–clonic and absence seizures. 

In addition to her seizure history, the patient reported experiencing left-sided, pulsating 

headaches for the past six months. These headaches were linked to dental problems, including 

caries and tooth impaction, which significantly disrupted daily functioning. Six months earlier, she 

had suffered a severe bout of dizziness that required a month of bed rest and was accompanied by 

nausea and vomiting. She also complained of cognitive issues, such as impaired memory, 

confusion, and disorientation. 

The patient described a long-standing history of affective disturbances, including marked 

anxiety, fearfulness, and emotional instability, particularly when discussing sensitive subjects 

such as family issues, separation, or death. These psychological symptoms had persisted for years 

and gradually worsened, at times accompanied by somatic signs such as tachycardia. She also 

noted a decline in sexual desire beginning in adolescence, which was suspected to be linked to 

prolonged phenytoin use. Her obstetric history included a full-term delivery via vacuum 

extraction, with the pregnancy marked by poor maternal nutrition and lack of antenatal care, 

potentially affecting her neurological development. Cardiovascular assessment, including ECG and 

echocardiography, yielded normal findings, suggesting her tachycardia was likely psychogenic. 

The patient had been receiving continuous phenytoin therapy since the age of 15. Although 

effective for seizure control, long-term treatment had been associated with side effects, notably 

sexual dysfunction. She also took folic acid supplementation to prevent deficiency and support 

neurological health. Recently, clobazam was prescribed three times daily, leading to better seizure 

control, reduced anxiety, improved sleep quality, and diminished dizziness. She had previously 

used phenobarbital but discontinued it due to excessive sedation and cognitive impairment. 
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On examination, the patient was alert and oriented but appeared anxious. Vital signs showed 

normal blood pressure 103/68 mmHg,  tachycardia with heart rate 121 beats per minute (bpm), 

respiratory rate 20 breath per minute, normal body temperature 36,5oC and oxygen saturation 

98% on room air. Neurological assessment revealed no focal deficits. Cardiovascular examination 

demonstrated normal heart sounds without murmurs. Oral evaluation identified dental caries and 

impacted teeth, which were believed to exacerbate her headaches. EEG results showed 

generalized spike-and-wave discharges consistent with absence seizures. Routine laboratory 

tests, including complete blood count and metabolic profile, were within normal limits. 

 

DISCUSSION  

Epilepsy treatment often requires prolonged administration of antiepileptic drugs (AEDs), 

which may result in a variety of side effects. Phenytoin, one of the frequently prescribed AEDs, has 

been linked in several reports to sexual dysfunction. While the precise pathophysiological 

mechanism remains unclear, it is thought that that phenytoin may disrupt hormonal regulation 

and alter neurotransmitter activity, accelerating sexual hormone metabolism, and stimulating the 

production of the hormone binding globulin resulting in decreased free testosterone (FT). 

Furthermore, its direct action on the central nervous system could impair sexual arousal and 

performance4–7. 

In this patient, the persistent decrease in libido is likely associated with long-term phenytoin 

exposure. Nevertheless, sexual dysfunction is a multifactorial condition; psychological distress, 

chronic illness, and the inherent impact of epilepsy on sexual health must also be considered. The 

onset of her symptoms during adolescence aligns with the initiation of phenytoin therapy, 

strengthening the suspected link.8-9 

Her history of headaches and dental pathology suggests a potential relationship between 

oral health and neurological manifestations Studies show that people with epilepsy have 

significantly poorer dental outcomes than non-epileptic controls of similar age, characterized by 

more decayed and absent teeth, limited restorative or prosthetic treatment, and higher 

periodontal and abrasion scores. This condition is partly caused by the use of phenytoin, which is 

associated with gingival hyperplasia. Conditions such as dental caries and tooth impaction can 

aggravate headache intensity, underscoring the value of thorough dental assessment and 

management in individuals with chronic neurological disorders. Early dental intervention may 

alleviate pain and contribute to overall well-being. Furthermore, headaches are a common (>10%) 
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adverse effect of anti-seizure medication, and are most often associated with carbamazepine, 

phenytoin, lamotrigine and levetiracetam10-12. 

Cognitive impairment is another common concern in epilepsy, influenced by the underlying 

neurological disorder, medication effects, and the psychosocial burden of chronic disease. 

Prolonged phenytoin therapy has been specifically associated with deficits in memory and 

cognition, which can interfere with daily functioning and reduce quality of life. Prolonged use of 

phenytoin has been associated with folate and vitamin B12 deficiency, which subsequently leads 

to elevated homocysteine levels. Hyperhomocysteinemia has been implicated in neurotoxicity and 

vascular dysfunction, thereby contributing to cognitive impairment in affected patients.  In this 

case, the management plan incorporated continued use of phenytoin and folic acid, with the 

addition of clobazam to address breakthrough seizures. Her prior intolerance to phenobarbital—

manifesting as excessive sedation and cognitive slowing—illustrates the need for personalized 

treatment selection and close monitoring. Ongoing evaluation of therapeutic efficacy and side 

effects is vital to balance seizure control with quality of life9–13. 

Clobazam, a benzodiazepine derivative used as an adjunctive AED, acts by potentiating 

gamma-aminobutyric acid (GABA) activity, thereby stabilizing neuronal excitability. In this 

patient, its use was associated with reduced seizure frequency and duration, improved mood 

stability, decreased anxiety, and relief from dizziness. Its anxiolytic effects likely contributed to 

improved sleep quality, which in turn may further reduce seizure risk14–16. 

Restorative sleep plays a crucial role in epilepsy management, as sleep deprivation can 

trigger seizures in susceptible patients. By enhancing both seizure control and overall well-being, 

clobazam addresses multiple therapeutic goals. However, given the risks of tolerance and 

dependence, long-term administration should be carefully supervised, with periodic dose 

adjustments based on clinical response and side effect monitoring17 – 20. 

 

CONCLUSION 

This case underscores the multifaceted nature of epilepsy management, particularly when 

complicated by multiple comorbidities. Long-term adverse effects of antiepileptic drugs (AEDs), 

such as sexual dysfunction, require careful consideration due to their profound influence on 

patients’ quality of life. Optimal seizure control depends on regular follow-up, continuous 

monitoring, and individualized treatment strategies. A comprehensive care plan should also 

address psychological symptoms, cognitive deficits, headaches, and oral health problems. Further 

investigation is needed to clarify the mechanisms behind AED-induced sexual dysfunction and to 

establish effective therapeutic interventions.  
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