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Letter to the Editor

The Effects of Carbamazepine and Lithium 
Combination on Serious Aggression  
and Anger Outbursts in a Case  
of Seronegative Limbic Encephalitis

To the Editor: Limbic encephalitis involves the hippocampus, 
amygdala, and insular cortex1 and causes changes in behavior and 
personality such as aggression and anger.2 Despite the reported 
effects of antipsychotics and benzodiazepines,3 some patients with 
limbic encephalitis may not respond to these drugs. Although 
antiaggressive effects of lithium and carbamazepine have been 
reported,4 there is no report showing such effects in limbic 
encephalitis.

We describe a case of limbic encephalitis in which serious 
aggression and anger outbursts responded to the combination of 
carbamazepine and lithium.

Case report. Mr A, a 22-year-old man with headache, was 
admitted to the neurosurgery ward after an anger outburst during 
which he exhibited an automatic masticatory-like movement. Mr A 
had no prior history of neurologic or psychiatric illness.

He was transferred to the neurology ward for further examination 
wherein seronegative limbic encephalitis (ICD-10 code G04.81) was 
diagnosed based on laboratory findings and brain imaging. Mr A 
was admitted to the psychiatric ward because of serious aggression 
and anger outbursts. He was secluded in a quiet room and received 
800 mg/d of valproate, 75 mg/d of levomepromazine, and 4 mg/d 
of risperidone. The observable aggressive and violent behavior was 
assessed to be 5 points (normal range: 0) by the Overt Aggression 
Scale (OAS)5 and 28 points by the excitability subscale (normal 
range: 0–6) of the Positive and Negative Syndrome Scale (PANSS).6

Despite increases of valproate to 1,200 mg/d (96.5 μg/mL) and 
levomepromazine to 250 mg/d, his serious aggression and anger 
outbursts persisted (eg, abusing medical staff and beating himself 
with his fist). After 500 mg/d (7.8 μg/mL) of carbamazepine was 
combined, however, Mr A’s symptoms began to improve, but not 
sufficiently. After lithium was added and gradually increased 
to 1,000 mg/d (0.98 mEq/L), his serious aggression and anger 
outbursts subsided significantly, and he was allowed to leave the 
seclusion room. He began to talk and behave politely to medical 
staff.

Thereafter, valproate, risperidone, and levomepromazine were 
tapered off without exacerbation. Mr A was able to joke with 
medical staff with a smile. The OAS score was 0 points and the 
excitability subscale on the PANSS was 6 points. His parents and 
friends confirmed that he had completely returned to his premorbid 
state. Five months after admission to the psychiatric ward, he was 

discharged on 600 mg/d of carbamazepine (7.4 μg/mL) and 800 
mg/d of lithium (0.71 mEq/L). One month after discharge, his 
mental state was stable and he returned to his job as an office 
clerk. Three months after discharge, Mr A continued to work and 
have a good relationship with his family and friends, but his serum 
carbamazepine and lithium levels were undetectable.

In this case, Mr A’s serious aggression and anger outbursts 
did not respond to valproate, risperidone, or levomepromazine. 
However, the combination of carbamazepine and lithium was 
clearly effective, and his behavior and personality completely 
returned to his premorbid state. Although Mr A’s undetectable 
serum carbamazepine and lithium levels 3 months after discharge 
were probably due to noncompliance, his mental state continued 
to be stable, indicating that both carbamazepine and lithium were 
unnecessary for long-term treatment most likely because his 
encephalitis remitted. These findings suggest that the combination 
of carbamazepine and lithium may be useful for serious aggression 
and anger outbursts in the acute phase of limbic encephalitis in 
some patients.
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