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ABSTRACT

Carbamazepine is used for reduction
of aggression associated with psychiatric
disorders. Carbamazepine is not widely
known or recognized as a drug with abuse
or misuse potential. In our literature search
we have encountered only one case report
about the abuse potential of carbamazepi-
ne. Here we report a case of carbamazepi-
ne misuse we encountered in Turkey. We
speculate that the patient’s usage seems
to have started with misuse and proceeded
into abuse of the medicine. This case study
points at a possibility of misuse and perhaps
even a risk of abuse of Carbamazepine..
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OZET

Karbamazepin psikiyatrik bozukluk-
lardaki agresyonun azaltilmasinda kulla-
nilmaktadir. Karbamazepin recete Onerisi
disinda kullanimi veya kotliye kullanim po-
tansiyeli olan bir ila¢ olarak bilinmemek-
tedir. Gegmis literatiirde karbamazepinin
kotliye kullanim potansiyelinden bahse-
den sadece bir olguya rastladik. Bu yazida,
Turkiye’de karbamazepin kotlye kullanimi
olan bir olgu sunulmaktadir. Bu ilacin, 6ne-
rilen dozun disina ¢cikmakla baslayip kotlye
kullanim seklinde devam edildigi dislinl-
mektedir. Bu olgu, karbamezapinin recete
onerisi disinda kullanma egilimi veya koti-
ye kullanim riski oldugunu géstermektedir.

Anahtar

kotlye kullanim, bagimlilik.

Kelimeler: Karbamazepin,

INTRODUCTION

Medications are effective when
they are used properly but some
of them can be addictive and those
are often abused or misused. Mood
established
as a safe and effective treatment in

stabilizers have been
coexisting substance abuse (1). Mood
stabilizers especially carbamazepine
and lithium are significantly effective
for reduction of aggression associated
with some psychiatric disorders (2).

Carbamazepine received FDA (Food
and Drug Administration) approval for

the treatment of psychomotorand grand

mal seizures and trigeminal neuralgia
and was also approved for manic and
mixed episodes of Bipolar | disorder (3).

Carbamazepine is not recognized
as a drug with abuse potential and data
on carbamazepine misuse and addiction
are lacking in the previous literature.
We have encountered only one case
report about the abuse potential of
carbamazepine where it was used solely
in order to get the feeling of euphoria (4).

Here, we also report a case about
the potential abuse of carbamazepine
for euphoria. To our knowledge, this is
the first case report of carbamazepine
and abuse in

misuse Turkey.
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CASE REPORT

The patient is a 28 years-old, single and primary
school graduate man. He is living with his mother
and workingirregularly. He has a previous psychiatric
history of psychosis. His psychotic disorder appeared
six years ago because of substance abuse. The first
episode was characterized by irritability, agitation,
aggressive behavior, delusions, decreased sleep
and psychosocial dysfunction. For the treatment
of those psychotic symptoms, he was prescribed
zuclopenthixol depot and quetiapine. This treatment
produced a good effect on his psychotic thought
content, irritability and decreased sleep. Three years
ago he was presented to mental health service for
the second time with agitation, irritability, aggressive
behavior and somatic delusions and diagnosed with
substance induced psychotic disorder. The patient
was treated by quetiapine. The dosage was adjusted
and a mood stabilizer carbamazepine was added
to the treatment. He received carbamazepine for
several weeks with quetiapine. Carbamazepine
was maintained at 400 mg/day for several weeks.
As a result, his behavioral problems improved.

His relatives brought him to hospital due
to taking high dose of carbamazepine and
uncontrollable behavior. On presentation to the
emergency department, he reported that he
had taken his last dose of carbamazepine some
hours before. He complained of abdominal pain,
nausea, several episodes of vomiting and having
trouble sleeping. At the emergency department
his carbamazepine blood level was measured to
be at 15,4 pg/ml (4-12 pg/ml). He was closely
monitored for vital signs, cardiac rhythm and
his carbamazepine serum levels were followed.
No pathological sighs were found in his physical
examination. He had no comorbid medical illness
and his family history was also unremarkable. There
were no neurological signs or symptoms like ataxia,
nystagmus, mydriasis, movement disorders and
no anticholinergic signs. The patient’s examination
did not suggest any neurological symptoms so
that during his monitoring in emergency room no
neurological imaging was requested. Biological
tests including routine blood count and urine

examination were normal with exception of

the increase in mean corpuscular volume. The
possibility of megaloblastic anemia was considered.
He was started on an oral B12 supplementation. He
had hyponatremia with sodium levels of 127 mEq/L
(136-145 mEq/L). Hyponatremia was asymptomatic.

Two days after he was discharged from the
emergency department, he was admitted to our
ward presenting irritability and agitation symptoms.
His carbamazepine level was down to 1 pg/ml
(therapetical reference range being 4-12 ug/ml),
with sodium levelat 144 mEq/L(136-145 mEq/L). Two
weeks after starting the patient on risperidone and
quetiapine, a successful improvement was observed
withreduction of agitationand aggressive behaviour.

He had stopped abusing substance 3 years ago
and had been taking high doses carbamazepine for
three years. He admitted to going to drugstores
and buying boxes of drug containing 400 mg of
carbamazepine. The patient admitted to consuming
approximately 10 pills (equivalent to 4000 mg)
of carbamazepine daily. He reported that a
psychiatrist had prescribed carbamazepine three
years ago to relieve his aggressive behavior and
due to anticraving efficacy. Initially carbamazepine
provided relief for both conditions. Then he started
taking excessive amounts of carbamazepine
one or two times a week for its euphoric effects.
Gradually he increased the dose of carbamazepine
to 3200-4000 mg daily. He reported that he had felt
euphoric while on high doses of carbamazepine and
that afterwards he had a little dizziness and nausea.
On experiencing nausea he would cut down the
carbamazepine intake. The euphoric effects and
relief reportedly lasted for six hours. After the pass
of the euphoria the patient reported to overdose
again thus overdosing twice daily. He failed to
cut down the drug usage and his drug cessation
attempts did not last for more than three days.

DISCUSSION

Medicine abuse is common in many countries
but drugs that are abused vary according to
the location. Often these drugs are codeine
based medicines, cough products, sedative
antihistamines, decongestants and laxatives (5).

Drug misuse is characterized by using a drug out
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of intended purposes, taking it in higher amount,
for a longer period than prescribed and taking it
out of health care professionals’ control (6, 7).

Our patient was prescribed carbamazepine and
he was taking it in higher than prescribed doses. This
type of use is compatible with the concept of misuse.
The patient reported a euphoric feeling when
taking the drug at doses higher than prescribed.
He used the drug in order to “get high” so this
complies with the term abuse. He tried but could
not cease using the drug; he had cravings for the
drug as well. He made several attempts to decrease
his use of carbamazepine, but afterwards felt very
anxious and hostile towards his family members.
In the initial period of usage, the patient started
using carbamazepine in order to get a relief but
later the patient continued using it for its euphoric
effect. Although misuse and abuse are frequently
used interchangeably, his usage seems to start
with misuse and proceed to abuse of the drug (6).

Carbamazepine is an anticonvulsant possessing
GABAergic activity and NMDA blockage (8). This
may be responsible for anxiolytic effect of the drug
and may contribute to the abuse of the drug (9,
10). Hosseini et al suggested that being the only
anticonvulsant with tricyclic structure may be a
possible mechanism of the euphoric effect (4).
The euphoric effect of alcohol and carbamazepine
taken together has been referred to in the
literature (11). Our patient however did not have
a history of alcohol abuse or any other drug abuse
or addiction for the last three years. We know of
only one other case of a patient diagnosed with a
bipolar disorder that has been reported for using
carbamazepine solely for its euphoric effect (4).

Normal reference range of carbamazepine is
4 to 12 pg/ml. In neurological examination in case
of toxicity, the expected pathological findings are
nystagmus, dysarthria, diplopia and ataxic walking
(12). Our patient complained of abdominal pain,
nausea, vomiting and epigastric pain but had
no other neurological signs at a level of 15 pg/
ml (4-12 pg/ml). He reported to stopping taking
medicine when these abdominal symptoms occur.
In our case the patients’ tolerability seems to be
over the reference range. This condition may be
due to CYP450 enzyme polymorphism. CYP450

enzyme polymorphism can cause unexpected drug
response, unanticipated adverse reactions and
can cause drug toxicities (13, 14). We postulate
that when a high serum carbamazepine level is
encountered without usual symptoms of overdose
the possibility of abuse should be evaluated.

Carbamazepine induces CYP3A4 and other
oxidative enzyme systems in the liver and
accelerates metabolism of other drugs that are used
simultaneously. Inhibition of its liver metabolism by
other drugs can cause toxic serum concentrations
of carbamazepine (15). Patients should be warned
aboutpossibleadverseeffectsofotherdrugswhileon
carbamazepine. Hence there is also risk of accidental
carbamazepine overdose when another druginhibits
the liver metabolism even though the patient is
not actually taking high doses of carbamazepine.

Carbamazepine is generally accepted as a
non-addictive drug. This case study warns us that

carbamazepine mayactually haveanabuse potential.
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