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CASE STUDY

Aripiprazole is associated with early onset of Tardive Dyskinesia

like presentation in a patient with ABI and psychosis

SYED HABIB HAIDER ZAIDI & RAFEY A. FARUQUI

Kemsley, National Centre for Brain Injury Rehabilitation, St Andrew’s HealthCare, Northampton, UK

(Received 22 August 2007; accepted 21 November 2007)

Abstract
Purpose: This report describes the early onset Tardive Dyskinesia like presentation during treatment with Aripiprazole.
Case study: The patient, who had a history of acquired brain injury, was receiving treatment for his psychotic illness
characterized by persecutory delusions, second person auditory hallucinations, self-neglect and challenging behaviours.
Tardive Dyskinesia is not a well reported side-effect of Aripiprazole.
Conclusions: This report demonstrates onset of this side-effect upon commencement of Aripiprazole and cessation of this
side-effect upon termination of this medication. This case report highlights the need for careful monitoring of neurological
side-effects in patients with acquired brain injury requiring treatment with anti-psychotic medication.
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Introduction

Drug-induced neurological side-effects such as
Dyskinesia, Dystonia and Akathisia are known to
be associated with the use of psychotropic medica-
tions. Dyskinesia is the impairment of voluntary
motor activity by superimposed involuntary motor
activity [1]. Tardive Dyskinesia is defined as
continuous slow writhing movements (i.e. athetosis)
and sudden involuntary movements typically of the
oral lingual region (Chorea) [1]. However, it can
involve other parts of the body such as limbs and
respiratory muscles. Tardive Dyskinesia (TD) can
be debilitating and in many cases persistent [2, 3].
Akathisia can be described as an unpleasant feeling
of motor and mental restlessness with a need
to move, leading to an inability to keep still. This
side-effect is associated with aggression, agitated
behaviour and suicidal ideation [3].

Risk of developing Tardive Dyskinesia (TD) is
an important concern in the long-term use of

anti-psychotic (neuroleptic) medication [4]. The
risk of persistent TD is reported to be 32% after 5
years of neuroleptic exposure, 57% after 15 years of
exposure and 68% after 25 years of exposure [5].
Another study reports that the incidence of TD in
young adults is 5% at 1 year, 10% at 2 years and
15% at 3 years [6]. Although atypical anti-psychotics
are less likely to induce TD, several cases of
emerging TD have been reported in patients treated
with atypical anti-psychotic drugs [7].

This report describes the early onset and course
of TD-like presentation emerging within 15 days
of starting Aripiprazole (second generation anti-
psychotic) in a patient with acquired brain injury
(ABI), psychosis and mild learning disability. It used
three well known and widely used neurological side-
effects rating scales, BARS (Barns Akathisia Rating
Scale) [8], Simpson Angus scale for Extra pyramidal
side-effects (EPSE) [9] and AIMS (Abnormal
Involuntary Movements Scale) [10] to assess the
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nature and severity of neurological side-
effects appearing during the course of treatment.
The main advantage of these rating scales is that
they provide a comprehensive rating of abnormal
involuntary movements in various body sites; and
are useful in monitoring the progress [11–13].
The clinical history and presentation of the patient
fulfilled the Scholar and Kane RD-TD criteria
(Research-Diagnosis for Tardive Dyskinesia) [14].
A brief description of above mentioned rating scales
and RD-TD criteria is provided.

Side-effects rating scales and

RD-TD criteria

. The Barnes Akathisia Rating Scale [8] is a
four-item scale to assess the presence and severity
of drug induced akathisia. It is the most widely
used comprehensive rating scale for akathisia,
including both objective items (e.g. observed
restlessness) and subjective items (e.g. patient’s
awareness of restlessness and related distress),
together with a global clinical assessment of
akathisia. Global assessment is made on a scale
of 0–5 with comprehensive definitions provided
for each anchor point on scale: 0¼ absent;
1¼ questionable; 2¼mild akathisia; 3¼moderate
akathisia; 4¼marked akathisia; 5¼ severe
akathisia.

. The Simpson-Angus scale [9] was devised to
measure drug-induced Parkinsonism, providing
standardized ratings for rigidity, tremor and
salivation. The scale is entirely sign led. It
contains 10 items, each rated on a 5-point scale
(0–4), with descriptive anchors for each point and
a clearly described examination procedure for
each item. It is one of the most commonly used
rating scale for drug-induced Parkinsonism in
clinical trials over the past 25 years.

. AIMS [10] is a 12-items instrument assessing
abnormal movements associated with anti-
psychotic drugs, such as tardive dyskinesia and
chronic akathisia as well as ‘spontaneous’
motor disturbances related to the illness itself.
Scoring the AIMS consists of rating the severity
of movements in three main anatomic areas
(facial/oral, extremities and trunk), based on a
five-point scale (0¼none, 4¼ severe). Three
separate items score global severity, the subject’s
awareness, and incapacitation due to involuntary
movements (each on a 5-point scale). Two
additional items cover the subject’s dental status,
as movements in the orofacial area are more
obvious in edentulous patients.

Schooler and Kane [14] developed the research
diagnosis for TD (RD-TD) for classifying TD type.

The three pre-requisites of the diagnosis are as
follows:

(1) A history of at least 3 months’ total cumulative
neuroleptic exposure. Exposure may be contin-
uous or discontinuous.

(2) The presence of at least ‘moderate’ abnormal,
involuntary movements in one or more body
areas or at least ‘mild’ movements in two or
more body areas (face, lips, jaw, tongue, upper
extremities, lower extremities, trunk).

(3) Absence of other conditions that might produce
abnormal involuntary movements.

Case report

A 25 year old single male presented to Brain
Injury Rehabilitation services for assessment and
management of his challenging behaviour and
rehabilitation needs.

An inpatient assessment identified that, in
addition to mild cognitive and communication
difficulties, he was also suffering from a psychotic
illness characterized by persecutory delusions,
second person auditory hallucinations, self-neglect
and challenging behaviours. He was initially treated
with Risperidone along with occasional use
of Chlorpromazine on an ‘as required’ basis.
His Risperidone was gradually withdrawn, due to
partial response on this medication. At this stage he
had received more than 3 months of cumulative
neuroleptic exposure. Risperidone was replaced by
Aripiprazole. The involuntary movements were
first noticed on day 15 of commencing
Aripiprazole. At that time, the occasional ‘as
required’ use of Chlorpromazine was terminated to
further evaluate his condition.

The patient was periodically assessed
using standardized clinical and side-effects scales,
including the BARS (Barns Akathisia Rating Scale)
[8], Simpson Angus scale (For EPSE) [9] and AIMS
(Abnormal Involuntary Movements Scale)
[10].The dyskinetic movements involved a moderate
degree of perioral movements, including twisting
and protruding movements of the tongue, sucking
and lateral jaw movements. In addition to his
dyskinesia, he also presented with features of
akathisia. Aripiprazole was stopped on day 26 of
commencing this medication, due to continued
involuntary movements and observed and
reported motor and mental restlessness. His akathi-
sia subsided completely on day 32, 6 days after
stopping Aripiprazole. The severity of dyskinetic
movements also reduced gradually but dyskinesia
was still present on this review. No other extra
pyramidal side-effects were present during the
examination. The jaw movements disappeared on
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day 35. Other oral-facial movements had decreased
in intensity but were still clearly observable at this
stage. Dyskinetic movements subsided completely
on day 67.

The patient was commenced on oral Quetiapine
soon after stopping aripiprazole. The dosage of
quetiapine was titrated according to the clinical
response. There was no evidence of any association
or exacerbation of dyskinesia or akathisia with use
of Quetiapine.

Discussion

There was a recorded TD prevalence of 5% in
patients with schizophrenia before the introduction
of anti-psychotic medication, rising to up to 20%
or more thereafter. All patients treated with anti-
psychotics are at risk of developing TD, although
patients with affective illness, organic pathology such
as diabetes and learning disabilities, female gender
and elderly seem to be more likely to be affected
[15]. Numerous studies have been conducted to
determine the incidence or prevalence of TD
in persons exposed to typical or second generation
anti-psychotic medication. However, methodo-
logical differences including the use of different
case definitions, variable patient groups, use of
structured or unstructured ratings and time intervals
between ratings make it difficult to compare results.

To the authors’ knowledge, this is the first case
report in which early onset tardive dyskinesia has
been described in a patient treated with Aripiprazole.
This case reports establishes a temporal relationship
between commencing Aripiprazole and onset of TD
in this patient. There was no evidence of presence
of this side-effect prior to commencement
of Aripiprazole. The side-effect persisted despite
stopping the occasional low dose use of chlorpro-
mazine. There was clear evidence that the side-effect
was getting worse and becoming more prominent
when Aripiprazole was continued at the dose of
15 mg daily.

Aripiprazole was stopped completely 11 days after
the onset of TD and akathisia. Akathisia responded
quickly to stopping this medication and gradually

disappeared over the next few days, subsiding
completely on day 6 of stopping Aripiprazole.
It can be argued that this was indicative of a possible
dose–response relationship and, as the bioavailability
of the medication reduced, the side-effect intensity
also reduced. Tardive Dyskinesia gradually reduced
in intensity and continued for a total of 41 days after
the medication was stopped completely.
Introduction of another atypical anti-psychotic
medication, Quetiapine, did not appear to have
influenced the features or course of dyskinesia.
Aripiprazole and Quetiapine have a relatively differ-
ent receptor binding profile and this difference in
receptor binding may have influenced the emergence
of TD on one medication but not on the other
one. The presence of EPSEs during treatment with
anti-psychotics is associated with a 3-fold increase in
risk of TD and it is likely that the newer atypical anti-
psychotics (which produce less frequent EPSEs) will
be associated with a lower incidence of TD [16].
However, it is important to note that the data
regarding the long-term impact of Quetiapine or
Aripiprazole use on TD is limited. Two studies on
Quetiapine report 1-year TD rates of 2.7% and
0.74%, respectively [2]. The trial reports identify
that treatment-emergent TD was reported in 0.2%
of patients receiving Aripiprazole. The authors claim
that this incidence was similar to that seen in placebo
recipients (0.2%) [17]. It is important to note that
widely used resources of medication information
such as British National Formulary [18] do not
recognize and report TD as a side-effect of
Aripiprazole.

Tardive Dyskinesia is reported to be relatively
more common amongst women, the elderly and
patients who present with brain pathology. This case
report reinforces the ongoing need for careful
monitoring of neurological side-effects amongst
patients requiring short-term or long-term use of
atypical anti-psychotic agents. The risk of Tardive
Dyskinesia may be declining with introduction of
second generation or atypical anti-psychotic medica-
tion. However, this risk has not completely disap-
peared and remains a clinical concern in patients
requiring anti-psychotic treatment [19]. Patients
suffering from psychosis and acquired brain injury

Table I. Incidence of TD on typical or second generation anti-psychotic medication.

Drugs Incidence

Haloperidol (197 patients on 20 mg/day) (4.6%) 203 days trial
Olanzapine (707 patients on 20 mg/day) (1.0%) 237 days trial
Risperidone (503 patients) (0.3%) 1 year trial
Clozapine (28 patients) Very rare (two cases) 1 year trial
Quetiapine (184 elderly patients) (2.7%) 1 year trial

Sources: Table has been developed using data from following sources. Llorca et al. (7) and Jeste, D.V. et al.
(20).
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may be at a relatively higher risk of developing anti-
psychotic induced Tardive Dyskinesia like
presentation.

References

1. Semple D, Smyth R, Burns J, Darjee R, Mclntosh A.
Symptoms of psychiatric illness, schizophrenia and related
psychosis. In: Beauclair L, Miller R, Annable L, editors.
Oxford handbook of psychiatry. New York: Oxford University
Press Inc; 2005. p 90, 210.

2. Margolese HC, Chouinard G, Kolivakis TT, et al. Tardive
Dyskinesia in the era of typical and atypical antipsychotics.
Canadian Journal of Psychiatry 2005;50:703–714.

3. Gelder M, Harrison P, Cowen P. Drugs and other
physical treatments. Shorter Oxford textbook of psychiatry.
New York: Oxford University Press Inc; 2006. p 534.

4. Kane JM. Tardivedyskinesia: Epidemiological and clinical
presentation. In: Borroni E, Ksnmr DJ, editors.
Psychopharmacology: The fourth generation of progress.
New York: Raven Press Ltd; 1995. pp 1485–1495.

5. Glazer WM, Morgenstern H, Doucette JT. Predicting the long
term risk of tardive dyskinesia in outpatients maintained on
neuroleptic medication. Journal of Clinical Psychiatry
1993;54:133–139.

6. Jeste DV. Tardive dyskinesia in older patients. Journal of
Clinical Psychiatry 2000;61(suppl 4):27–32.

7. Llorca PM, Chereau I, Bayle FJ, Lancon C. Tardive dyskinesia
and antipsychotics: A review. European Psychiatry
2002;17:129–138.

8. Barnes TRE. A rating scale for drug -induced akathisia. British
Journal of Psychiatry 1989;154:672–676.

9. Simpson GN, Angus JWS. A rating scale for extra
pyramidal side effects. Acta Psychiatrica Scandinavica 1970;
212(suppl 44):11–19.

10. Guy W. ECDEU assessment manual for psychopharmacol-
ogy. Rev. ed. Washington DC: US Department of Health,
Education and Welfare; 1976.

11. Gervin M, Barnes TRE. Assessment of drug-related move-
ment disorders in schizophrenia. Advanced Psychiatric
Treatment 2000;6:332–341.

12. Lane RD, Glazer WM, Hansen TE, Berman WH, Kramer S.
Assessment of tardive dyskinesia using the abnormal invo-
luntary movement scale. Journal of Nervous and Mental
Disease 1985;173:353–357.

13. Munetz MR, Benjamin S. How to examine patients using the
abnormal involuntary movement scale. Hospital and
Community Psychiatry 1988;39:1172–1177.

14. Schooler NR, Kane JM. Research diagnosis for Tardive
Dyskinesia. Archives of General Psychiatry 1982;
39:486–487.

15. Kane JM, Jeste DV, Barnes TRE, Casey DE, Cole JO, Davis
JM, Gualtier CT, Schooler NR, Sprague RL, Wettstein RM.
American Psychiatric Association. Tardive Dyskinesia: A task
force report of the American Psychiatric Association.
Washington, DC: APA; 1992.

16. Glazer W. Expected incidence of tardive dyskinesia asso-
ciated atypical antipsychotics. Journal of Clinical Psychiatry
2000;61(Suppl. 4):21–26.

17. Swainston Harrison T, Perry CM. Aripiprazole: A review of
its use in schizophrenia and schizoaffective disorder. Drugs
2004;64:1715–1736.

18. British Medical Association & Royal Pharmaceutical Society
of Great Britain. London: BMJ Publishing Group Ltd; 2007.

19. Tarsy D, Baldessarini RJ. Epidemiology of tardive dyskinesia:
Is risk declining with modern antipsychotics? Movement
Disorder 2006;21:589–598.

20. Jeste Glazer WM, Morgenstern H, Politz JA, Yeung PP.
Rarity of tardive dyskinesia with quetiapine treatment of
psychotic disorders in the elderly. Scientific book of abstracts,
p. 142. The 38th Annual meeting of the American College of
Neuropsychopharmacology; 12 December 1999. pp. 12–16.

102 S. H. H. Zaidi & R. A. Faruqui

B
ra

in
 I

nj
 D

ow
nl

oa
de

d 
fr

om
 in

fo
rm

ah
ea

lth
ca

re
.c

om
 b

y 
U

ni
ve

rs
ita

t d
e 

G
ir

on
a 

on
 1

2/
15

/1
4

Fo
r 

pe
rs

on
al

 u
se

 o
nl

y.


