and disturbed biological functions,
and she was diagnosed with schi-
zophreniform disorder. Past and
family history revealed no psychi-
atric or neurological illness. Ini-
tially, she was treated with trifluo-
perazine (15mg/day) for 4 months,
which was replaced with clozapine
due to severe akathisia. The dose
of clozapine was increased from
25mg to 100mg/day over a period
of 2 weeks after performing hema-
tological investigations, and she
was maintained on the same dose
for 4 months.

While being treated with cloza-
pine, Mrs. F developed frequent and
forceful blinking of her eyelids. She
would blink her eyes about 40 times
in a minute when exacerbated by
bright light. An ophthalmological
consultation was unremarkable for
any eye pathology contributing to
this presentation and the neurologi-
cal exam did not reveal any abnor-
mal movements, except for the
blepharospasm. The patient had no
prior personal or family history of
blepharospasm or other movement
disorders.

Five months later, clozapine was
tapered and stopped, but Mrs. F
continued to have blepharospasm
even 4 weeks after discontinuing
clozapine. Subsequently, clonaze-
pam (Img/day) was started and the
blepharospasm disappeared a
month after its initiation. Two years
later, the patient had a second epi-
sode of psychotic illness and was
again treated with clozapine, ti-
trated up to 75mg/day. Five weeks
later, she exhibited a similar form
of blepharospasm, though it was
not as severe. Again, clozapine was
discontinued and Mrs. F had a
complete resolution of the blepha-
rospasm with clonazepam.

Comment

The reappearance of blepharospasm
with the administration of cloza-
pine strongly implicates this drug

in this dystonic reaction. Blepharo-
spasm is classified as a type of focal
dystonia and has been reported to
occur with atypical antipsychotics.
In contrast to other atypicals, such
as olanzapine, which have been
anecdotally reported to cause tar-
dive dystonia,” clozapine has been
used in treating tardive dystonia,
including blepharospasm.** How-
ever, in rare instances, clozapine
has been reported to induce tardive
dystonia as well.” In the above case,
the patient developed cervical dys-
tonia 2 years after clozapine was
started. Given the rarity of reports
of clozapine-induced tardive dys-
tonia, our patient may have devel-
oped an idiosyncratic reaction to
this drug. This is further supported
by the observations that this patient
did not develop tardive dystonia
with trifluoperazine, which is a
more potent D, receptor antagonist
than clozapine, and that the pro-
posed mechanism of drug-induced
tardive dystonia is the sensitization
of dopamine receptors following
their blockade.® Another issue high-
lighted by this report and the exist-
ing literature is that clonazepam is
an effective treatment of tardive
dystonia,® and may be considered
before more invasive procedures,
such as botulinum toxin, are tried.
HARrPREET S. DuccaLr, M.D.,
D.P.M
Herrick Memorial Hospital,
Tecumseh, Mich.
D.N. MENDHEKAR, M.D., D.P.M
Delhi, India
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Clozapine-Induced
Cataplexy

SIR: Cataplexy is an abnormal
state characterized by atonia and
believed to represent dissociated
REM (rapid eye movement) phe-
nomena that intrude into wakeful-
ness. Cataplexy-like phenomenon
as a rare side effect of clozapine
treatment was initially reported by
Chiles et al." in a series of four peo-
ple with schizophrenia who were
on variable doses of clozapine.
Blum? also noted cataplexy during
clozapine treatment along with hy-
perthermia and increased REM
sleep. We report another patient
presenting with this rare side effect
of clozapine and attempt to explain
the phenomenon with possible neu-
robiological mechanisms.

Case Report

A 29-year-old unmarried woman
with unremarkable past, family and
personal history presented with an
episodic illness of 4 years duration
suggestive of schizoaffective disor-
der, manic type. As she remained
symptomatic even after adequate
trials with various antipsychotics
along with mood stabilizers, cloza-
pine was introduced. She was on a
regimen of sodium valproate,
1000mg/day, when clozapine was
initiated and gradually hiked to
150mg/day. Though her symptoms
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decreased significantly, she started
complaining of a sudden onset of
knee-buckling along with dropping
objects, which was not associated
with any emotional trigger, loss of
awareness, or falling. She did not
complain of sleep troubles at that
time. The phenomenon started oc-
curring in the first week after reach-
ing 150mg/day and was taking
place two to three times per day. A
detailed neurological examination
and laboratory work-up were unre-
markable. Valproate serum levels
were at 120 and 125pg/dl on two
different occasions. A 32-channel 1-
hour EEG (electroencephalogram)
study revealed background slowing
in 4.5-5 Hz theta range with no epi-
leptiform abnormality. Clozapine
was reduced to 125mg/day and ca-
taplectic attacks decreased in fre-
quency to one to two attacks on al-
ternate days. Repeat EEG after a
month was similar to the previous
one. Increasing the dose of sodium
valproate to 1200mg/day did not
alter the frequency of such attacks.
Because she continued to drop ob-
jects, administration of clozapine
was stopped, followed by complete
cessation of cataplexy attacks.

Comment

We can make three important ob-
servations from the case presenta-
tion. The example of cataplexy in
our case was mild and probably a
nonepileptic phenomenon. Such
EEG descriptions were not previ-
ously included in Chiles’ case se-
ries. Additionally, our patient did
not have any sleep disorder. This
corroborates with Chiles’ descrip-
tion and the dissociation is sup-
ported by the recent finding that
mechanisms for triggering cata-
plexy are different from those for
REM sleep.’

The exact mechanism of drug-
induced cataplexy is still unknown.
Work on canine narcolepsy” sug-
gests abnormality in the noradren-
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ergic system, which influences do-
pamine D2/D3 receptors via a
presynaptic mechanism, as key for
generation of cataplexy. Another
important mechanism is a lack of
orexin-induced facilitation of moto-
neurons in cataplexy.* Clozapine is
known for antagonism of noradren-
ergic a; and a, receptors and a re-
cent study found that it can inhibit
orexin A action.” Based on these re-
cent neurobiological insights, we
propose that clozapine’s significant
antiadrenergic effects coupled with
inhibition of orexinergic transmis-
sion could possibly underlie the
emergence of cataplexy.

PusaPAL DESARKAR, M.D., D.P.M.

NisHANT GoyAaL, D.P.M.
CHRISTOPHER R. J. KHESs, M.D.

Central Institute of Psychiatry,
Ranchi, Jharkhand, India
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A Sibutramine-Induced
Delusional Disorder Relapse

SIR: Sibutramine, an antiobesity
drug, is a serotonin, norepineph-
rine, and, to a minor degree, dopa-
mine reuptake inhibitor. Sibutra-
mine has been associated with

previous reports of psychosis,' hy-
pomania and mania,>’ exacerba-
tions of panic attacks,* depression,
and suicidal tendencies.” Its abuse
is currently under investigation. We
report a patient who experienced a
delusional disorder relapse shortly
after being started on a regimen of
sibutramine.

Case Report

A 50-year-old man presented with
an acute paranoid state and behav-
ioral alterations. He was diagnosed
in 1987 as having a delusional dis-
order due to a paranoid and eso-
teric systematized delirium. Mainte-
nance treatment with thioridazine
(50mg/day) provided him with a
mental state fit for social and work
environments with only three simi-
lar relapses in 15 years. He was
married, had one daughter, and
worked in a company business.

On June 27, 2002, he was pre-
scribed sibutramine, 9mg b.i.d., to
treat obesity. Two days later, he be-
gan to feel anxious, with concentra-
tion and coordination difficulties
mainly in vehicle conduction. The
patient reduced the sibutramine
dosage himself to 9mg/day. Over
the next two weeks, his mental state
continued to deteriorate. He pre-
sented with an acute florid delirious
state associated with intense refer-
ence, suspiciousness, anxiety, and
insomnia, requiring hospital admis-
sion. He denied any other psychiat-
ric treatment, neurological distur-
bance, or substance abuse.
Sibutramine treatment was discon-
tinued and replaced by antipsy-
chotic treatment. During the follow-
ing 3 weeks, symptoms completely
resolved. Diagnosis was a delu-
sional disorder relapse without con-
sidering a potential sibutramine in-
fluence.

A few weeks later, sibutramine
was reintroduced (9mg/day).
Within days, he suffered another re-
lapse with intense reference and
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