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Antipsychotics-induced hypersensitivity of visual perception
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1. Introduction

Antipsychotic agents have been reported to sometimes
induce recurrent brief episodes of hypersensitivity of visual
perception, known as paroxysmal perceptual alteration (PPA)
[3–5]. Yamaguchi and Nakai [6] reported PPA for the first
time and regarded it as a schizophrenic symptom because the
patients who experienced PPA had been diagnosed with
schizophrenia.

We recently reported a mean overall prevalence of PPA
among 338 patients treated with antipsychotic agents of
3.25%, and a higher rate among patients treated with high-
potency antipsychotic agents (3.91%) than in those treated
with medium- or low-potency agents (1.16%) [5]. We also
found that PPA and oculogyric crises (OGC) occurred simul-
taneously in 36.4% of our subjects.

Here we report the case of a non-schizophrenic patient who
experienced PPA that was worsened by taking more of the
antipsychotic agent and ameliorated by reducing the dose of
the antipsychotic agent during the first occasion, and amelio-
rated by taking an antiparkinsonian agent in the second series
of episodes.

2. Case report

The patient was a single 24-year-old woman with a 6-year
history of generalized anxiety disorder (GAD) and com-
plained of anxiety and severe insomnia had been treated at
our clinic for 2 years. A neurological examination that
included computed tomography and an electroencephalo-

gram showed no abnormal findings, and she had good vision
and no history of use of illicit drugs. None of various antide-
pressants and anxiolytics ameliorated her symptoms, how-
ever, propericyazine 45 mg/day diminished the symptoms.
Two months after introducing propericyazine, she became ter-
rified by recurrent unpleasant episodes, and OGC had started
and ended simultaneously with each episode. She described
the episodes as follows:

“Tiny objects seem to be prominent and approach me. The
light became brighter during each episode, and the fine pat-
tern of the wall appeared more vivid than usual. The symp-
toms start suddenly in the evening, last about 30 min, and
occur once a week. They terrify me. My eyes roll upward at
the same time.”

The symptoms were temporarily relieved by injecting
biperiden 2 mg i.m., and reducing the dose of propericyazine
to 5 mg/day was followed by resolution of both the percep-
tual alteration and OGC. Although the anxiety disorder remit-
ted for a year, she relapsed. We then increased the dose of
propericyazine to 45 mg and added biperiden 3 mg to prevent
OGC, which occurred previously. Her anxiety symptoms
improved, but 2 weeks later the same bizarre symptoms
recurred.

“I am having the same symptoms. Light seems much
brighter than usual, and tiny objects seem to be emphasized
for about 30 min in the evening once a week. Colors seem
more vivid, and the contrast between light and shadow seems
more prominent. But my eyes have not been rolling upward
this time.”

She took an extra tablet of propericyazine (5 mg) to try to
relieve the symptoms, but they deteriorated. We diagnosed
the symptoms as PPA and increased the dose of biperiden to
5 mg/day, and PPA disappeared successfully in 2 weeks. The
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patient’s anxiety disorder has been well controlled on the same
regimen ever since.

3. Discussion

To our knowledge this is the first report of an antipsy-
chotic agent worsening already existing PPA and an antipar-
kinsonian agent diminishing PPA in a non-schizophrenic
patient. The PPA was diminished by reducing the dose of pro-
pericyazine and taking biperiden, and it was worsened by tak-
ing additional propericyazine. OGC occurred and disap-
peared simultaneously with the PPA during the first series of
episodes. The fact that reducing the dose of antipsychotic
agents or injecting biperiden ameliorated both the PPA and
OGC suggests a relationship between them. The findings in
this case indicate that PPA represents an adverse effect of
antipsychotic agents.

PPA is often regarded as a sign of exacerbation of the pri-
mary illness, especially schizophrenia. However, our patient
was non–schizophrenic and her primary illness, GAD, was
well controlled when she experienced PPA. Therefore, the
recurrent episodes of perceptual alteration are thought to be
unrelated to GAD.

What is the mechanism of PPA? We can speculate about
the mechanism based on the similarities between PPA and
OGC. Although no definitive mechanism for the dystonias,
including OGC, has been established, the basal ganglia are
thought to play an important role in their genesis [2]. The
basal ganglia have a wide variety of functions and are known
to affect not only motor function but emotions, such as anxi-
ety and arousal, by themselves and their network [1]. The

change in the arousal level caused by dopaminergic imbal-
ance may induce the visual hypersensitivity and dysphoric
sensations, and thus the dopaminergic imbalance induced by
antipsychotic agents in the basal ganglia may lead to PPA as
a sensory manifestation and/or OGC as a motor counterpart.

Because PPA is frequently misdiagnosed as a sign of exac-
erbation of the primary illness, patients and even physicians
tend to add antipsychotic agents to the current regimen, which
often worsens PPA, as it did in our case. Although the ideal
treatment strategy to PPA is dose reduction of antipsychot-
ics, there exist patients whose symptoms require antipsychot-
ics. Therefore, an alternative way for those patients might be
to titrate the dose and to add minimum antiparkinsonian agents
on the ongoing regimen.
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