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Letter to the editor

Recurrent Catatonia Treated With Lithium 
and Carbamazepine: A Series of 2 Cases

To the Editor: Catatonia refers to a broad group of 
movement abnormalities usually associated with mood disorders 
and schizophrenia.1 Recurrent forms of catatonia have been 
described by Gjessing2 and by Wernicke, Kleist, and Leonhard 
(as discussed by Taylor and Fink3). While the prevalence of 
catatonia among psychiatric patients ranges from 7.6% to 38%,3 
there are no reliable prevalence figures for recurrent forms of 
catatonia. The lifetime prevalence of periodic catatonia, one 
form of recurrent catatonia, is estimated to be 0.001 in the 
general population.4 The role of benzodiazepines, antipsychotics, 
and lithium in the prevention of recurrence in periodic catatonia 
has been documented. We present 2 cases of recurrent catatonia 
seen in 2006 treated with lithium and carbamazepine.

Case 1. Ms A, a 30-year-old housewife who was premorbidly 
well adjusted with no significant family psychiatric history, 
presented in January 2006 with an acute-onset illness without 
an identifiable precipitating factor characterized initially by 
fearfulness and within a few hours by mutism, posturing, 
active and passive negativism, intermittent periods of agitation, 
decreased sleep and appetite, and poor self-care. She was 
initially treated with haloperidol 15 mg/d and diazepam 15 
mg/d and also received 4 electroconvulsive therapy (ECT) 
treatments, with which symptoms resolved in 6 weeks. 

For the next few months, she intermittently experienced 
fatigue, anxiety, depressed mood, and body aches and presented 
to our center in April 2006 with these complaints. Detailed 
evaluations ruled out a depressive disorder. She was initially 
treated with fluoxetine 20 mg/d, olanzapine 10 mg/d, and 
lorazepam 8 mg/d. She improved completely in a month. 
A thorough organic workup, including head computed 
tomography (CT) and electroencephalogram (EEG), revealed 
no abnormalities. There was a history of similar symptoms 
occurring episodically in the preceding 16 years. Each episode 
had an acute onset, and episodes occurred once every 1 or 2 
years without a seasonal pattern. Over the years, episodes had 
increased in duration (from 3 to 4 months initially to 8 to 9 
months later) and she had been prescribed various medications 
(sodium valproate, carbamazepine, imipramine, haloperidol, 
olanzapine, trifluoperazine, and risperidone) for varying lengths 
of time. Despite this, there was poor control over her symptoms. 

After review in April 2006, we treated the patient with 
lithium 750 mg/d (serum lithium level, 0.62–0.70 mmol/L) 
for the purpose of preventing a recurrence of symptoms. We 
withdrew olanzapine, fluoxetine, and lorazepam as she was 
asymptomatic at the time and as her history suggested that 
these agents were ineffective in preventing symptom recurrence 
in the past. She had no recurrence of symptoms until her last 
follow-up in May 2008, despite having stressors during this 
period that had led to symptom recurrence in the past.

Case 2. Ms B, a 21-year-old housewife who was premorbidly 
well adjusted with no significant past or family psychiatric 
history, developed an episodic illness at the end of 2005 
characterized by acute-onset episodes (about 16–18 at the time 
of presentation) without any identifiable precipitating factor, 
lasting from 1 to 7 days. There was complete interepisodic 
recovery, with 15 days to 3 months between episodes. Each 
episode had similar symptoms characterized by mutism, 
posturing, rigidity, active and passive negativism, and poor self-
care. For these episodes, she had been treated in the past with 
parenteral/oral lorazepam 3–6 mg/d, risperidone 2–6 mg/d, 
and fluoxetine 20–40 mg/d, alone or in combination, and would 

respond well to them in the short-term (would recover in 2–4 
days) but would relapse despite good compliance to them. 

She presented to us in June 2007 with similar symptoms. 
Findings of blood investigations were all within normal limits. 
Head CT and brain magnetic resonance imaging revealed a 
well-defined small round hyperdense lesion of 2 × 2 mm in 
the right temporal cortex suggestive of an old granulomatous 
lesion. Two EEGs revealed no abnormalities. The possibility 
of temporal lobe epilepsy was considered but ruled out. She 
was treated with lorazepam 6 mg/d and made a full recovery 
in about 5 days. Lorazepam was tapered and stopped during 
the next 10 days, during which time she was treated with 
carbamazepine titrated to 600 mg/d and had no recurrence of 
symptoms. She was well at her last follow-up in May 2009.

The cases described shared several features: symptom 
onset in the second decade; frequent episodes with 
complete interepisodic recovery; abrupt to acute 
episode onset without identifiable precipitating factors; 
catatonic symptoms as the dominant symptomatology 
in the absence of syndromal depressive, manic, or other 
psychotic symptoms; and good response in the short-
term to benzodiazepines and/or antipsychotics. In both 
cases, benzodiazepines and/or antipsychotics were 
ineffective in preventing the recurrence of symptoms.

Classifying these patients as per current nosologic 
systems proved difficult. In DSM-IV 5 and ICD-10,6 catatonia 
remains mainly as a subtype of schizophrenia. Periodic 
catatonia, as defined by the Wernicke, Kleist, and Leonhard 
school, is characterized by catatonic episodes occurring in 
a cyclical pattern with clinical features of combined stupor 
and excitement, remissions to an interval state, and an 
autosomal dominant pattern of transmission.4 With the 
exception of a positive family history, the cases described 
meet the definition of periodic catatonia. A follow-up 
study of periodic catatonia patients, however, found their 
prognosis to be poor, and benzodiazepines and ECT were 
deemed unhelpful,3 quite unlike the treatment response and 
outcome in the patients described. We provisionally diagnosed 
these patients to have idiopathic, recurrent catatonia.

Lithium,7–9 risperidone,10 lorazepam,11 and olanzapine12 
have been used effectively to prevent recurrence of catatonia 
in recurrent catatonia. The neurochemical hypothesis for 
catatonia proposed by Northoff13 focuses on a central role 
for γ-aminobutyric acid (GABA), with down-regulation 
of GABA-A receptors and an excessive glutamatergic 
neurotransmission. Northoff suggests that motor and affective 
symptoms might be more amenable to GABA agonists 
(eg, lorazepam) than are behavioral symptoms, which may 
respond better to antiglutamatergic agents (eg, topiramate).

Both lithium and carbamazepine have actions on both of 
these neurotransmitter systems: carbamazepine has modest 
GABAergic and antiglutamatergic activity,14 while evidence 
suggests that lithium stimulates GABA uptake15 and modulates 
N-methyl-d-aspartate (NMDA) or amino-3-hydroxy-5-
methylisoxazole-4-propionic acid (AMPA) receptors. It is 
interesting to note, however, that sodium valproate, which 
has strong GABAergic potency and modest antiglutamatergic 
potency, was unsuccessful in preventing relapses in the first case 
described. This suggests alternative or additional mechanisms 
for the efficacy of these agents in recurrent catatonia.

Both lithium and carbamazepine have been implicated in 
actions on the phosphoinositol cycle, reducing protein kinase 
C (PKC) activity and increasing the spread of growth cones in 
cultured neurons.16 It is postulated that mood stabilization is 
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due to the chronic effects of mood stabilizers on this pathway.17 
One of the substrates of PKC is myristoylated alanine-
rich C kinase substrate (MARCKS) implicated in calcium/
calmodulin signaling, defects in which have been identified 
in catatonic states like neuroleptic malignant syndrome.18 
This raises intriguing possibilities about the role of this 
pathway in the pathophysiology of recurrent catatonia.

Furthermore, the above supports the classification of 
catatonia as an independent syndrome. We suggest that 
in the Proposed Categories for Diagnostic Classification 
of Catatonia,19 idiopathic as an etiology specifier and 
recurrent as a course specifier might be profitably added. 
This will encourage greater identification, more focused 
treatment, and further research into this disorder.
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