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Case Report

Olanzapine-Induced Tardive Blepharospasm: A Case Report
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Abstract

Introduction: The objective of this case report was to highlight one of the uncommon subtypes of tardive dyskinesia (TD) as tardive
blepharospasm secondary to olanzapine.
Case Presentation: We reported a rare case of young-onset schizophrenia in an adolescent patient, who was treated with olanza-
pine, but subsequently developed tardive blepharospasm. Clinical resolution of the blepharospasm after olanzapine was stopped
and switched to quetiapine.
Conclusions: Tardive blepharospasm can be a regarded as a presentation of tardive dyskinesia. Complete recovery of the symptoms
can be achieved by stopping the offending drug early and switching to a serotonin-dopamine receptor antagonist.
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1. Introduction

Tardive dyskinesia (TD) is a delayed-onset movement
disorder, which is characterized by repetitive, spasmodic
and patterned muscle contraction. Exposure to long-
term antipsychotics is one of the known causes for TD
(1). It is estimated that about one-third of outpatients
with schizophrenia treated with antipsychotics has expe-
rienced TD (2). Younger age is associated with a higher risk
of TD (3). There are few recognized subtypes of TD, includ-
ing choreoathetosis, tardive dystonia, blepharospasm, and
tardive akathisia. Blepharospasm is characterized by the
repetitive, forceful, and sustained involuntary contrac-
tions of the orbicularis oculi (4, 5). Blepharospasm can
be uncommonly presented as the only sign of TD (5). The
symptoms can be unpleasant and distressing to the pa-
tients. We reported a case of olanzapine-induced tardive
blepharospasm in an adolescent patient diagnosed with
the young-onset schizophrenia.

2. Case Presentation

This case report depicts a 17-year old Malay male pa-
tient diagnosed with young-onset schizophrenia, who had
been treated in a mental health institution due to poor
family support. He was treated with oral olanzapine (20
mg) taken daily for the past two years without any side

effects, and he was in partial remission with residual psy-
chotic symptoms. During one of the reviews, he reported
blepharospasm, characterized by excessive forceful blink-
ing on both of his eyelids. Further interviews revealed
that he had difficulty to keep his eyes open due to the ex-
cessive forceful blinking that he had experienced. He re-
ported feeling of discomfort over both his eyes and the
blepharospasm had affected his daily activities, as he has
spent a longer amount of time in the bed during the day-
time resting and has closed his eyes. The severity of ble-
pharospasm alleviated when he was asleep and exacer-
bated when in stressful situations. He was neither used an-
ticholinergic medication nor any other medications that
are known to cause dystonia or blepharospasm.

He had normal birth and early developmental mile-
stones. His academic performance was below the average
before he dropped out of the school at the age of 14 years.
He was diagnosed with early-onset schizophrenia at the
age of 15 years. He had neither a history of blepharospasm
nor movement disorders and also had no family history of
such disorders. The patient was treated with risperidone
before it was switched to olanzapine, due to poor response
to risperidone. He was previously treated with risperidone
for four months, and risperidone dosage was titrated up to
4 mg daily.

On mental state examination, he was concerned with
the blepharospasm and had difficulty to maintain eye con-
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tact during the interview. He experienced residual third
person auditory hallucinations, however there were no ac-
tive perceptual disturbances during examination. Physi-
cal examination revealed that he had spasm over his bi-
lateral eyelids, which was characterized by frequent and
excessive blinking, at a rate of about 50 to 60 times per
minute. Neurological examination did not reveal any ab-
normalities other than blepharospasm. No other involun-
tary movements were noted during physical examination.
An initial eye assessment and fundus examination were
done by a trained medical assistant at the ophthalmology
clinic of the hospital and the results showed no significant
abnormality except for the bilateral blepharospasm. Rou-
tine blood investigation results were normal. He was then
given an early appointment to visit the ophthalmologist
clinic. The hospital’s physician was consulted and other
secondary causes of blepharospasm were improbable. A
provisional diagnosis of olanzapine-induced tardive ble-
pharospasm was made clinically based on the clinical his-
tory and physical examination.

Dosage of olanzapine was gradually tapered down to
10mg daily and subsequently to 5 mg daily over two weeks.
At the same time, he started taking clonazepam (1 mg)
orally per day as recommended by the American Academy
of Neurology (AAN) guideline in 2013 for treatment of tar-
dive syndrome (6). The psychiatrist decided to initiate a
new antipsychotic and olanzapine was cross-tapered. He
started receiving quetiapine (200 mg) orally per day con-
currently with clonazepam and olanzapine was tapered off
gradually. As suggested in the 13th Edition of Maudsley Pre-
scribing Guidelines in Psychiatry, quetiapine may be use-
ful in the alleviation of the tardive syndrome (7). Unfor-
tunately, clonazepam had to be taken off after one week,
because he experienced daytime somnolence, likely due to
the cross tapering between olanzapine and quetiapine. He
had achieved a complete resolution of blepharospasm af-
ter olanzapine was taken off for two weeks, whereas queti-
apine (200 mg) was continued. There was no worsening of
his psychotic symptoms during the cross tapering period.
He felt relieved with the resolution of blepharospasm. Psy-
choeducation regarding the possible side effects was given
to him, so that he could inform the therapist swiftly about
the side effects in the future. He was monitored closely
for any possible recurrence of blepharospasm or other side
effects, since he was at the risk of developing similar ad-
verse drug reactions. To date, there is no recurrence of ble-
pharospasm or any form of TD due to quetiapine use.

3. Discussion

The search for the most efficacious antipsychotic with
the improved drug delivery systems (8) considering the
risks for side effects (9, 10) has been ongoing, aiming at

providing an optimum treatment for psychosis in patients
with schizophrenia.

Despite the introduction of atypical antipsychotics,
which are known to have a lower incidence of extrapyrami-
dal side effects (EPS) and TD, there are still reported cases
of TD (11). Atypical antipsychotics have thought to have a
lower incidence of EPS (12), due to its serotonergic block-
ade, which leads to the release of dopamine to balance out
the post-synaptic blockade (13). Among the atypical an-
tipsychotics, olanzapine has a higher risk of developing TD,
due to its relatively higher D2 receptor occupancy, which is
dose-dependent (14).

Generally, TD is commonly present in elderly patients
with long-term antipsychotic use (13). Nevertheless, there
is still limited information about TD in adolescent patients.
The prevalence of TD associated with antipsychotic usage
in children and adolescents generally ranged from one to
4.8%, whereas its prevalence in adults is as high as 20% (15).
A recent study conducted on the pediatric population sug-
gested that the younger age is one of the risk factors for de-
veloping TD (3).

Blepharospasm is an ocular symptom presented as in-
voluntary closure of both eyelids (4, 5). It is a clinical
symptom and must be distinguished regarding the pri-
mary and secondary causes. Primary blepharospasm is
also known as benign essential blepharospasm (BEB) de-
velops spontaneously and can run in families (16). Sec-
ondary blepharospasm is less common than the primary
blepharospasm and is usually due to the consumed med-
ications (antipsychotics, dopaminomimetics, dopamine
antagonists and antihistamines) (5) or is less commonly
occurred secondary to other conditions (such as Parkin-
son’s disease, Wilson’s disease, eye-related infection, and
allergy) (16).

Tardive blepharospasm, which is a recognized subtype
of TD has rarely reported (17). The pathophysiology of
tardive blepharospasm is still unknown. However, some
theories suggested that the imbalance of D1 and D2 re-
ceptors caused by the long-term use of antipsychotics,
subsequently leads to thalamofrontal pathway disinhibi-
tion and consequent dystonia (6). A retrospective cohort
study found that blepharospasm accounts for 1% of drug-
induced TD, with the mixed type being the most common
(45%) followed by orofacial dyskinesia (26%) (18). The data
on the prevalence of tardive blepharospasm associated
with a specific antipsychotic treatment is still limited. Sev-
eral cases of olanzapine-induced blepharospasm have re-
ported (17).

The diagnosis of drug-induced tardive blepharospasm
is made clinically and it is very important to rule out the
presence of other associated conditions. A thorough his-
tory taking with additional physical and neurological ex-
aminations can aid the clinician in making a correct diag-
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nosis. Van Egmond et al. (19) proposed a diagnosis algo-
rithm of dyskinesia in children and adolescents, which in-
clude stopping the possible offending drug as an early step
before proceeding to other specific biochemical tests and
magnetic resonance imaging (MRI) of the brain (19). Iden-
tifying and diagnosing tardive blepharospasm in patients
with schizophrenia is challenging, especially in those with
negative symptoms. They may have the lack of sponta-
neous communication and difficulty in expressing their
complaints. In this case, the symptom was first noted by
the therapist and only after further clinical history takings,
he expressed an unpleasant symptom over both his eyes.
Fortunately, the presented sign was identified early, as the
delayed recognition of TD can be a risk factor for develop-
ing severe and disabling TD (20).

Treatment of TD is mainly symptomatic or empirical,
since its pathophysiology is still poorly understood, how-
ever various theories have been proposed (1). The Amer-
ican Psychiatric Association Task Force recommends the
discontinuation of the offending antipsychotic as soon as
TD diagnosis is established, considering the patient’s psy-
chosis (21). However, the short-term discontinuation of an-
tipsychotics is associated with the relapse of psychosis and
worsening of dyskinesia, particularly in younger patients
who are at the higher risk (22) On the other hand, the Amer-
ican Academy of Neurology Guidelines for treatment of TD,
published in 2013, states that the evidence of withdrawal of
antipsychotics or switching to another antipsychotic with
a lower propensity of TD is still insufficient (6). However,
clozapine and quetiapine may alleviate the symptoms of
TD (23). It has also proposed to consider suppressive ther-
apy by prescribing Clonazepam (2).

Quetiapine has an almost similar pharmacologic pro-
file with clozapine, which may explain the its benefits as
a choice of treatment for TD (23). Its relieving effect on
TD has thought to be its low affinity for the D2 receptor in
the striatal region (24). Besides, another possible mecha-
nism that leads to a lower incidence of TD is its rapid re-
lease from dopamine D2 receptors (24). A better phasic
dopamine transmission due to the “rapid release effect”
subsequently leads to a decline in dyskinesia effect (23). As
highlighted in this case, quetiapine was initiated and even-
tually led to the resolution of the blepharospasm. A similar
case of olanzapine-induced tardive blepharospasm was re-
ported and a complete recovery of symptoms was achieved
by stopping the offending drug and switching to quetiap-
ine (17).

As the patient stayed for a long time in the hospital,
he was seen regularly in the ward throughout his stay
and the observable side effect was detected and addressed
promptly. However, due to the unavailability of the oph-
thalmology service in the hospital, assessment by an oph-
thalmologist was not done during the acute symptoms.

The diagnosis of drug-induced tardive blepharospasm was
made clinically by the psychiatrist.

There is limited data available specifically on the re-
versibility of TD, however the reported remission rate of TD
varies between 1 and 62% (1). As TD is difficult to treat with
no definitive treatment, prevention should be highly con-
sidered. Therefore, to minimize the risk of developing side
effects, the clinician should use the lowest effective dose of
antipsychotics and extra caution should be taken regard-
ing the patients at risk for developing TD.
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