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Alternative therapies are necessary to treat catatonia in patients
with comorbidities that are not amenable to therapy with ben-
zodiazepines or ECT. This is a patient with schizophrenia with
catatonic features and a history of polysubstance abuse. Con-
sequently, he was not a candidate for treatment with benzodi-
azepines, so an alternative needed to be found. GABAergic med-
ications have been used previously as alternatives to benzodi-
azepines and ECT. In this case we chose sodium valproate, due
to its cross-reaction with GABAergic systems. There are five
reported cases using sodium valproate. Three of which were
treated with intravenous valproate, while the remaining two do
not specify the route of administration. We present a case where
oral sodium valproate was used successfully for both acute and
long-term catatonic treatment. To our knowledge, no other report
has looked at both acute and long-term treatment with sodium
valproate. Oral sodium valproate can be considered for patients
with substance use disorders COPD, sleep apnea or myasthenia
gravis in which benzodiazepines are contraindicated and where
ECT is not an option for treatment.
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Catatonia is a complex neuropsychiatric disorder that compli-
cates numerous medical and psychiatric illnesses. The disorder

requires urgent medical attention as it can be life-threatening if left
untreated. Benzodiazepines and electroconvulsive therapy (ECT)
are considered the first line therapies for catatonia. However, in sit-
uations where benzodiazepines are contraindicated and ECT is not
available, catatonia must be managed with a second-line therapy.
Valproic acid, sodium valproate or divalproex sodium (sodium val-
proate) as a treatment for catatonia is not well documented. A liter-
ature search yielded only 5 cases of this disorder being successfully

treated mainly with parenteral sodium valproate (1-4). We present
the case of a 30-year-old schizophrenic patient with catatonic fea-
tures that was successfully treated with oral sodium valproate. The
results suggested that oral sodium valproate is an acceptable and im-
portant alternative therapy for catatonia when ECT is not available
and benzodiazepines are contraindicated. Benzodiazepines were ac-
ceptable for acute management of this patient. However, to maintain
his abstinence and promote his sobriety, he needed to be placed in
a substance abuse rehabilitation facility. For this reason, benzodi-
azepines could not be prescribed to this patient. In this patient and
others, for whom benzodiazepines are contraindicated due to co-
morbid conditions such as chronic obstructive pulmonary disease
(COPD), sleep apnea and myasthenia gravis, oral sodium valproate
may be helpful.
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Patient Information

Age: 30 years old. Gender: Male. Ethnicity: African Ameri-
can. Related Medical Problems: Schizophrenia with catatonic fea-
tures, polysubstance abuse disorder.
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Objective for Case Reporting

To discuss oral sodium valproate as an alternative to benzodi-
azepine or ECT therapy in the treatment of catatonia in schizophre-
nia and to explore scenarios in which benzodiazepines and ECT
therapy are contraindicated.

Case

The patient was a 30-year-old African American male, with a
history of schizophrenia with catatonic features. He was admitted to
the state hospital for violating his conditional release after relapsing
on alcohol, marijuana, and crack cocaine.

The patient had been previously treated for catatonia with oral
lorazepam, but this had to be discontinued in order for him to be
admitted to a rehabilitation center for chemical dependence. Pre-
viously, his catatonic symptoms consisted of stupor, negativism,
mutism, and rigidity. During his intake at the state hospital, the pa-
tient had multiple staring episodes lasting 5-10 minutes throughout
his interviews and was often slow to respond to questions. His medi-
cations included haldol decanoate 200 mg Q4/week, oral quetiapine
200 mg daily, oral propranolol 20 mg twice daily, oral benztropine
1 mg twice daily for the management of antipsychotic induced extra
pyramidal side effects, especially akathisia. There was no evidence
of acute dystonic reactions, signs of Parkinson’s, neuroleptic malig-
nant syndrome or seizures and his laboratories were within normal
limits. Since ECT was not available at this state hospital and he
could not be restarted on lorazepam, we sought an alternative ther-
apy. A literature search yielded a case of catatonia that was success-
fully treated with sodium valproate, so we decided to treat him with
oral sodium valproate.

MS was started on a 1000mg dose of sodium valproate (500mg
twice daily) which provided partial improvement. Initially, his star-
ing episodes ceased, but after a period of 8 days he reported an
episode where his eyes focused on the door handle for about 3 hours.
It is unlikely that these episodes were seizures as there was no his-
tory of seizures in this patient and the patient did not exhibit a post
ictal state. EEG was not done. This prompted us to increase the oral
dose to 1500 mg daily, which resulted in resolution of his symptoms
within 3 days. His blood levels of sodium valproate ranged from 74-
79 mcg/ml and his catatonic symptoms were completely resolved at
discharge.

Discussion

Catatonia is a movement disorder typically related to
schizophrenia or other psychiatric symptoms. In order to make
the diagnosis, patients must display 3 of 12 symptoms listed in the
DSM-5. These features are stupor, mutism, waxy flexibility, nega-
tivism, posturing, mannerisms, stereotypy, agitation, echolalia and
echopraxia (5). Our patient met DSM-5 criteria for catatonia by
demonstrating stupor, mutism, posturing, negativism, and agitation.

Treating catatonia is essential. Complications associated with
stuporous catatonia include dehydration, starvation, urinary tract in-
fections and pneumonia which can have poor prognoses if not ad-
dressed. Similarly, there are severe complications associated with
excited catatonia which include hyperthermia and rhabdomyolysis.
Higher doses of neuroleptics are neither safe nor effective and may
lead to worse complications like neuroleptic malignant syndrome
(NMS). NMS is the most severe sequelae of catatonia and can be
deadly (6). While rates of NMS have declined with the develop-
ment of modern antipsychotic therapies, lethal catatonia remains a
potentially grave complication if catatonic features are not appro-

priately managed (7, 8).

Benzodiazepines have long been the first-line therapy for treat-
ing catatonia, demonstrating effectiveness in 70% of cases regard-
less of cause. (9, 10). Rasmussen et al., postulate that catatonia’s
symptomatic overlap with parkinsonism and it’s responsiveness to
benzodiazepines indicate an underlying pathology of the GABAer-
gic system in the basal ganglia (11).

While therapy with benzodiazepines is considered first-line,
electroconvulsive therapy (ECT) is also a widely accepted treatment
for catatonia (10, 12). However, ECT is not always available and re-
quires clear consent to be given by the patient (11). Most catatonic
patients do not have capacity to consent and therefore are unable to
discuss ECT or to its administration.

Anti- convulsants due to their effect on GABA-nergic sys-
tem have shown effectiveness in treating catatonic symptoms (10).
There are case reports of anti-convulsants like sodium valproate,
levetiracetam, topiramate, and carbamazepine used to treat catato-
nia. Parenteral form of sodium valproate was most commonly used
anticonvulsant.

The existing literature proposes many hypotheses on how
sodium valproate exerts its effect on the GABA system. Kerwin
et al. suggest that the drug increases the concentration of GABA by
inhibiting GABA-aminotransferase, while Tunnicliff contends that
sodium valproate also increases GABA synthesis and potentiates
post-synaptic GABAergic effects (13, 14). While the exact mecha-
nism of action of sodium valproate is unclear, it is known that the
drug enhances central nervous system GABA levels and neuronal
GABA responsiveness, working on a similar pathway as benzodi-
azepines (14, 15). Considering that sodium valproate has been used
in other cases for benzodiazepine detoxification, the concern of us-
ing it in a patient with substance abuse is mitigated. The advantage
of using sodium valproate is that it is not a controlled substance. In
this case, our patient could not be admitted to a chemical depen-
dency facility on any type of controlled substance, making sodium
valproate an ideal substitute.

While researching alternative therapies, a literature search
yielded 4 case-reports detailing the treatment of catatonia with
sodium valproate. An additional report described a 46-year-old
woman with a history of alcohol use disorder that had "affective"
catatonic symptoms refractory to typical antipsychotic treatment
(2). The patient was started on a regimen of 1000 mg of sodium
valproate daily which alleviated her catatonic symptoms. A case
presented by Bowers et al. described a patient with treatment re-
fractory schizophrenia, catatonic subtype, whose healthcare power
of attorney refused to consent to ECT (1). That patient was started
on a 4000 mg per day intravenous dose of sodium valproate which
was tapered down to 1800 mg per day by the fourth day. That pa-
tient was discharged on 900 mg of oral sodium valproate daily and
his catatonic features resolved over the subsequent 10 months.

Our case is significant because he was treated both acutely and
long term with oral sodium valproate. There are no other reports
of oral sodium valproate that address both acute episodes and long-
term prevention to our knowledge. Our findings indicate that oral
sodium valproate could be used in the management of catatonia in
patient with schizophrenia. The advantage of using sodium val-
proate is that it is available in oral and in parenteral form and it is
not a controlled substance.

This patient was treated with a conventional dose of oral sodium
valproate at therapeutic blood levels, which was well tolerated with-
out side effects. Sodium valproate is not without its risks and limita-
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tions. While uncommon, hypothyroidism, thrombocytopenia, liver
failure, pancreatitis and folic acid depletion are among the potential
adverse effects. One report notes that sodium valproate can induce
hyper-ammonemic encephalopathy which can present like catatonic
features (16).

Conclusion

In situations where benzodiazepines and ECT are either un-
available, contraindicated, or ineffective, we suggest that oral
sodium valproate may be an adequate alternative. Future studies
should focus on the mechanism of valproic acid as well as long

term outcomes and side effects in catatonic patients.
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