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Introduction

Trifluoperazine was developed in the late 1950s and was
utilized as a conventional antipsychotic in the treatment of
psychotic disorders. Trifluoperazine, apart from dopamine
blockade, exhibits anticholinergic and antiadrenergic prop-
erties leading to anxiolytic effects of the drug.’

Apart from the action on neuronal receptors, trifluopera-
zine also acts as a calmodulin modulator and an inhibitor of
P-glycoprotein.? Due to its effects on calmodulin receptors,
trifluoperazine has been associated with cardiac adverse
effects such as tachycardia, arrhythmia, and QT prolonga-
tion.! Apart from cardiac side effects, trifluoperazine has
been reported to cause cholestatic jaundice and electrolyte
abnormalities such as hypokalemia.>*

Psychotropics can lead to ocular adverse events among
various other systemic side effects. Nystagmus, as an ocular
adverse event, has been noted with mood stabilizers (lith-
ium, carbamazepine, lamotrigine, topiramate) and benzodi-
azepines, but not with antipsychotics.> We report a case of
new-onset nystagmus following the administration of triflu-
operazine in a patient with chronic psychosis.
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Trifluoperazine is a conventional antipsychotic whose use has been limited with the
arrival of relatively new atypical antipsychotics. However, conventional antipsychotics
are utilized in the management of psychiatric illnesses comorbid with metabolic disor-
ders such as diabetes or dyslipidemia. Though trifluoperazine has been known to cause
extrapyramidal symptoms, rarely ophthalmic symptoms manifest. Here, we discuss
the rare occurrence of newly-emergent nystagmus in an individual with persistent hal-
lucinatory disorder and comorbid diabetes mellitus treated with trifluoperazine.

Case Report

Mrs. A, a 53-year-old female, presented with auditory hallu-
cinations, sleep disturbances, and irritability for a duration
of 4 months. Upon clarification, the patient had a history of
similar symptoms 5 years ago, which had resolved in a month
by taking psychotropics on an outpatient basis. The treat-
ment details were not available, though the patient remained
off medications until the current presentation. Her medical
history revealed type-2 diabetes mellitus for the past 3 years
and on regular oral hypoglycemic agents. There was no his-
tory of substance use in the patient. Family history was nil
contributory. She was diagnosed with persistent hallucina-
tory disorder under “other non-organic psychotic disorders
(F28)” group as per International Classification of Diseases,
10th revision Diagnostic Criteria for Research.®

The patient was started on risperidone (2 mg/day) along
with trihexyphenidyl (2 mg/day) initially. Risperidone
dose was optimized to 4 mg/day over the week based on
symptom response. However, the response was inadequate
and the patient reported excess sedation with risperi-
done 4 mg/day. Hence, risperidone was cross-tapered
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with trifluoperazine in view of fewer side effects profile.
Risperidone was gradually tapered (at the rate of 1 mg every
3 days) and trifluoperazine was given at 2.5 mg/day for the
first week, which was later increased to 5 mg/day. After
2 weeks, improvement in psychotic symptoms was noted
with trifluoperazine 5 mg/day that was evident by a 20%
reduction from baseline in the scores of Brief Psychiatric
Rating Scale (BPRS).

During the third week of trifluoperazine administra-
tion, the patient reported visual disturbances in the form
of reduced vision leading to difficulty in walking. Clinical
examination revealed newly emergent bilateral horizon-
tal nystagmus. The nystagmus was binocular, conjugate,
continuous, horizontal, right-beating with smooth pur-
suit ocular movements compensated by interspersed sac-
cades. The nystagmus was not associated with change of
head postures ruling out vestibular causes. There were no
accompanying clinical features such as dysdiadochokine-
sia, intentional tremors, or past-pointing ruling out acute
cerebellar pathology. No features of drug-induced parkin-
sonism or oculogyric crisis were noted. No clinical features
suggestive of or seizures could be made out. The ophthal-
mological evaluation was found to be normal except for
evident bilateral horizontal nystagmus and associated
blurring of vision. The blood biochemistry returned nor-
mal results. The magnetic resonance imaging of the brain
returned normal, which ruled out common causes of nys-
tagmus (cerebellar atrophy, brainstem or midbrain lesions,
multiple sclerosis). The clinical condition suggested a
drug-induced cause for acute nystagmus due to trifluop-
erazine, which was immediately stopped. The horizontal
nystagmus subsided within 48 hours of stopping the drug.
The Naranjo scale for causality revealed a score of 7 impli-
cating the nystagmus to be a “probable” adverse event due
to trifluoperazine.

After 3 days, the patient was started on aripiprazole
(5 mg/day) in view of its lesser propensity to cause neurolog-
ical side effects. Aripiprazole was optimized up to 15 mg/day
based on the clinical response. The patient had shown much
improvement in psychotic symptoms affirmed by a 50%
reduction in BPRS scores and had been on regular monthly
follow-up for the past 3 months. Written informed consent
was obtained from the patient prior to the write-up of the
report.

Discussion

The above case scenario reports the occurrence of an acute
onset of “bilateral horizontal nystagmus” as a neurological
adverse event secondary to initiation of an antipsychotic (tri-
fluoperazine). Naranjo scale for causality suggests nystagmus
as a “probable” adverse drug event with trifluoperazine.’
The present report is one of the first reports of trifluop-
erazine-induced nystagmus. Trifluoperazine belongs to the
class of phenothiazines and has lesser sedative and metabolic
side effects favoring its use in the current patient profile.
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Trifluoperazine has been previously reported to cause retinal
pigmentary changes and accommodative deficits as ophthal-
mological side effects that were unobserved in the current
report.>®

Nystagmus has been reported in the presence of severe
hypokalemia, which in turn has been reported in patients on
therapeutic doses of trifluoperazine.>® The reported patient
was found to have normal levels of potassium and other elec-
trolytes measured both at baseline and after the onset of nys-
tagmus, ruling out hypokalemia as a possible mechanism of
nystagmus. However, a transient change in potassium levels
during the change of antipsychotics could not be ruled out in
the current scenario.

We conclude by reporting the rare adverse effect of nys-
tagmus with trifluoperazine at therapeutic doses. The eval-
uation of newly emergent nystagmus should also encompass
the pharmacological profile of the patient along with the
commonly considered metabolic and central nervous system
causes. A keen outlook is warranted for prompt recognition
of the rare adverse effects during switching and dose titra-
tion of psychotropics.
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