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Abstract

Background: Aripiprazole can cause irreversible tardive dystonia in some individuals, and additional intervention
is sometimes needed. Here, we report the first case of aripiprazole-induced irreversible tardive dystonia in which
complete recovery of motor function was achieved using the antipsychotic drug clozapine.

Case presentation: A 24-year-old man with bipolar disorder was treated with aripiprazole and gradually developed
tardive dystonia. Thorough medical and neurological examinations were performed to rule out other possible causes
of tardive dystonia. Clozapine was administered when the patient did not improve following long-term withdrawal of
aripiprazole or adjuvant medications. Before administration of clozapine, the patient was experiencing severe dystonia
as assessed by the Extrapyramidal Symptom Rating Scale. Dystonic symptoms began to improve about 1 month after
starting administration of clozapine and were completely resolved 3 months after clozapine administration.

Conclusions: Clinicians should note the risk of aripiprazole-induced tardive dystonia and consider clozapine as an
alternative and effective treatment modality in cases of irreversible tardive dystonia, particularly when concomitant
treatment of psychotic symptoms is required.
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Background
Tardive dystonia is a serious movement disorder that
occurs in patients treated with antipsychotics [1], and
has been shown to develop in about 3 % of patients who
have had long-term exposure to antipsychotics [2]. If un-
treated, this condition can often cause considerable
distress and can lead to permanent debilitation [3, 4].
Chronic dopamine receptor antagonism is known to be
strongly associated with the manifestation of tardive
dystonia symptoms [5]. The low risk of tardive dystonia
for atypical antipsychotics is thought to result from their
weak affinity for dopamine receptors [6, 7].
Aripiprazole is an atypical antipsychotic with unique

pharmacological properties. Because of its partial antag-
onistic activity on dopamine D2 receptors, aripiprazole
is associated with an especially low risk of developing
tardive dystonia. Moreover, some reports have described
the use of aripiprazole in the treatment of tardive

dystonia [8, 9]. Nonetheless, aripiprazole has also been
shown to cause tardive dystonia in some cases, and motor
symptoms of aripiprazole-induced tardive dystonia can
sometimes be reversed by withdrawal of aripiprazole and
addition of anticholinergic medications [10–13]. However,
in some cases, neither withdrawal of medication nor treat-
ment with drugs, such as trihexyphenidyl, have been
shown to be effective in alleviating symptoms [10, 14, 15].
Some studies have reported improvement in symp-

toms of tardive dystonia by switching from a typical
antipsychotic to an atypical antipsychotic [16], such as
clozapine. However, attempts to assess the efficacy of
clozapine on motor symptoms in patients with tardive
dystonia are conflicting and inconclusive. Many previous
studies examining the effects of switching to clozapine
for antipsychotic-induced tardive dystonia have reported
a reversal of motor symptoms [17, 18]. However, it is
not clear whether discontinuation of the original anti-
psychotic treatment or the switch to clozapine leads to
improvements in movement symptoms.
Here, we present the first case of an aripiprazole-treated

patient who developed tardive dystonia and experienced
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reversal of symptoms with clozapine treatment. The
patient gave written informed consent for publication.

Case presentation
Mr. A, a 24-year-old man with bipolar disorder, pre-
sented with irritable mania in July 2009. His father had
schizophrenia, and his sister had a schizoaffective dis-
order. He had never taken antipsychotics prior to this
manic episode. Aripiprazole (5 mg/d) was administered
to manage the manic symptoms, and gradual titration
was tried. However, the patient and his family refused to
take more than 5-mg aripiprazole because of a concern
of adverse events by dose escalation. His manic symp-
toms slightly improved by December 2009. Though he
was still manic, he was not aggressive enough to be sui-
cidal or violent. Between September and October 2010,
an agreement was obtained from the patient and his
family for dose escalation, and gradual titration up to
15 mg/d was achieved by October 2010. The patient’s
manic symptoms were partially remitted by December
2010, and sodium valproate was later added to the treat-
ment strategy in August 2011 (titrated to 800 mg/d by
November 2011) to improve residual manic symptoms.
Propranolol (20 mg/d) was also added to the treatment
regimen because the patient complained of a twitching
sensation in the periocular area (September 2011). Pro-
pranolol was titrated up to 40 mg/d by December 2011,
and the patient reported improvement in his twitching
symptom (January 2012).
In July 2012, 3 years after the initiation of drug treat-

ment, the patient began complaining of neck stiffness.
By this time, he was taking daily doses of aripiprazole
(15 mg), sodium valproate (800 mg), and propranolol
(30 mg). He was not taking any other medication that
could potentially cause tardive dystonia, including herbal
medication, within 1 month before dystonia developed.
Benztropine (4 mg) and valium (2 mg) were prescribed
to treat his neck stiffness, but these were not effective.
By September 2012, he had gradually developed cervical
dystonia with right-side convexity and neck hyperexten-
sion. The patient could voluntarily reposition himself at
first. However, 1 month later, this had become impos-
sible. His symptoms satisfied the following diagnostic
criteria for tardive dystonia [19]: (1) he had dystonia; (2)
he developed dystonia during antipsychotic treatment;
(3) Wilson’s disease was ruled out, and there were no
other neurological signs to suggest one of the many
causes of secondary dystonia; (4) there was no family
history for dystonia. He showed slight abnormalities in
liver function (Aspartate transaminase 27 IU/L, Alanine
transaminase 52 IU/L), ceruloplasmin (15 mg/dL), and
24-h urine copper tests (77.99 μg/day); however, further
studies, including ultrasonography of the liver and oph-
thalmologic examination did not reveal or confirm

Wilson’s disease. Otherwise, there were no abnormal
findings on hematology tests, biochemistry tests, or
serum valproate levels. A thorough neurologic examin-
ation confirmed that he had no other movement disor-
ders. No abnormalities were detected in brain magnetic
resonance imaging (MRI).
Aripiprazole was continued for about 6 months even

after the onset of dystonia, because he and his family
refused to change medication because of fear of adverse
events by new medication. Because his dystonia became
worse as time progressed we decided to discontinue aripi-
prazole. The daily dose of aripiprazole was tapered and dis-
continued over 11 weeks after the appearance of torticollis.
By January 2013, administration of aripiprazole ceased
completely. The patient reported experiencing an irritable
mood and frequent anger outbursts in February 2013. No
other accompanying tardive syndromes other than neck
tardive dystonia were observed in this patient. To treat
tardive dystonia and to prevent relapse of mania, clozapine
treatment was recommended to the patient in March
2013; however, he refused to take clozapine because of fear
of developing agranulocytosis. By April 2013 the patient
was experiencing severe dystonia (Score of Dystonia = 10)
based on the Extrapyramidal Symptom Rating Scale
(ESRS). Despite withdrawal from aripiprazole, the dystonic
symptoms persisted, and the index of severity, measured
by the ESRS, was unchanged, even 8 months after
complete discontinuation of aripiprazole. His neck dystonia
caused severe distress and impaired social and occupa-
tional function. He was concerned about what people
would think about his posture, and tended to stay home
from work and social events. He ultimately quit his pos-
ition at his university. Moreover, the patient continued to
experience fluctuating irritability and uncontrolled anger.
We decided to administer clozapine for the treatment

of tardive dystonia because it was a promising candidate
for improving motor symptoms [14, 20] and was ex-
pected to control his manic symptoms. The potential
efficacy of clozapine in treating aripiprazole-induced
tardive dystonia had not yet been previously reported.
The starting dose of clozapine was 12.5 mg/day, and the
dose was gradually titrated weekly up to 87.5 mg/day
until August 2013. Dystonic symptoms began to improve
1 month after clozapine was started, and tardive dys-
tonia was completely resolved 3 months after clozapine
administration was started (September 2013). His ESRS
score reached zero. At that time, the dose of clozapine
was 87.5 mg/day. Additionally, by November 2013 his
manic symptoms dramatically improved, and his daily
dose of clozapine was 100 mg/d.

Conclusions
In the present case, the occurrence of tardive dystonia in
an antipsychotic-naïve patient strongly suggested that
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aripiprazole was the causal agent. While he showed tard-
ive dystonia, his father and sister, who are on other anti-
psychotics, did not experience tardive dystonia, and
thus, there is no history of familial dystonia. To our
knowledge, concomitant medications, i.e., sodium val-
proate and propranolol, have not been reported to cause
tardive dystonia, and in fact, valproate was reported to
improve tardive syndrome in an open trial [20]. Neuro-
logic examinations did not show other causes of dys-
tonia. This patient has several well-known risk factors,
e.g., young, male, and was diagnosed with affective dis-
order [1]. Several hypotheses, such as interactions
between antipsychotics and antidepressants, or short-
term use of high dose antipsychotics in affective disorder
have been suggested for high risk of tardive dystonia in
affective disorder [21]. Among them, vulnerability of the
brain due to cyclic mono- and catecholamine activity
during mood swings may account for tardive dystonia in
this case.
This patient was a good candidate for clozapine ther-

apy because he needed medication to concurrently
improve tardive dystonia and to alleviate his manic
symptoms. Other therapies for tardive dystonia are not
known to be effective in manic symptoms. In addition,
he is young and duration of tardive dystonia was rela-
tively short (about 8 months). In a recent review, cloza-
pine was reported to be more beneficial in treating
tardive dystonia in patients who are young and have
shorter duration [22]. In this case, tardive dystonia per-
sisted and was unchanged for a relatively long period,
despite withdrawal of aripiprazole, and the symptoms
were rapidly and completely reversed after clozapine

administration. This indicates that clozapine reversed
aripiprazole-induced tardive dystonia in this case.
Previous case studies [10, 14] reported that antipsychotic-

naïve patients developed aripiprazole-induced tardive dys-
tonia (Table 1). Among them, spontaneous reversal of
tardive dystonia symptoms by antipsychotic withdrawal and
the passage of time occurred in only one case [10]. In
another case, dystonia persisted for over 18 months,
and medications, including trihexyphenidyl and botu-
linum toxins, were not effective in alleviating symp-
toms. Deep brain stimulation therapy finally produced
an improvement in this patient [10]. In another case,
dystonia was reported to have persisted over a 2-month
observation period [14].
Withdrawal of aripiprazole alone was not enough to

reverse tardive dystonia in previous cases [10, 11, 14].
Trihexyphenidyl and quetiapine were used in those
cases. However, it is not clear whether the medication or
withdrawal of aripiprazole reversed the motor symp-
toms. Unlike previous reports, the present case study
had a relatively long interval between withdrawal of aripi-
prazole and the onset of clozapine administration, sup-
porting the idea that clozapine exerted therapeutic effects
in aripiprazole-induced tardive dystonia. Although the use
of clozapine has some limitations because of the risk of
agranulocytosis, it can be an effective alternative treatment
in the management of irreversible tardive dystonia.
The exact pathophysiology of tardive dystonia remains

uncertain. Tardive dystonia has been ascribed to supersen-
sitivity of dopamine receptors, particularly D2, after long-
term blockade [22]. However, this may not be the only
explanation for the development of tardive dystonia.

Table 1 Case studies of aripiprazole induced-tardive dystonia

Oommen
et a.l. [12]

Lungu
et al. [10]

Pinninti
et al. [13]

Matsuda et
al. [11]

Lungu
et al. [10]

Sato et
al. [15]

Friedman [14]

Sex Female Female Male Female Male Male Female

Age 25 19 35 23 62 19 53

Diagnosis Schizoaffective
disorder

Anxiety disorder &
violent outburst

Schizoaffective
disorder

Schizophrenia Post- traumatic
stress disorder

Schizophrenia Depression

Involved body
part

Trunk (lumbar) Head & trunk Trunk (thoracic) Larynx Periocular area,
neck

Wrist, elbow,
shoulder

Trunk, pelvis

Reversibility (+) (+) (+) (+) (−) (−) (−)

Effective
treatment

Trihexyphenidyl (−) (−) Quetiapine Deep Brain
Stimuationa

Tetrabenazineb

Duration of
aripiprazole
medication

2 months 3 years About 8 weeks 7 months 18 months 8 months 2 years

Previous
antipsychotics use

(+) Drug naïve (+) (+) Drug naïve (+) Drug naïve

Examinations (−) (−) (−) Lab, brain
MRIc

(−) Lab, brain
MRIc

(−)

aUnresponsive to trihexyphenidyl, clonazepam, baclofen, and botulinum
bPartially effective
cResults: normal
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Imbalance between direct and indirect pathways of the
basal ganglia was recently mentioned as an underlying
mechanism for tardive dystonia [23]. In addition, mal-
adaptive synaptic plasticity in corticostriatal transmission
and oxidative stress, both provoked by chronic D2 block-
ade, were proposed to be responsible for tardive dystonia
[24, 25]. Also 5-HT2A/2C receptors are probably involved
in the pathogenesis of tardive dystonia [26]. 5-HT2A and
5-HT2c antagonism enhance dopamine release, and the
low risk of tardive dystonia by clozapine and quetiapine is
attributed to these properties.
The relatively low risk of tardive dystonia with aripi-

prazole is attributed to the unique partial agonistic activ-
ity on D2 receptor [18]. However, aripiprazole has one
of the highest D2 receptor affinities at a therapeutic dose
[18]. Theoretically, long-term exposure of aripiprazole to
D2 receptors may cause irreversible hypersensitivity of
D2 receptors. A model explaining the development of
the tardive syndrome suggests that chronic D2 (indirect
inhibitory pathway) receptor occupancy by long term
antipsychotic medication may sensitize D1 receptors and
may lead to an imbalance of D1 and D2 striatal outputs.
According to this model, a D1 antagonist may be an
effective treatment for tardive syndrome [27]. Clozapine
has relatively high D1 and low D2 receptor occupancy.
[28]. This may explain the efficacy of clozapine for tard-
ive dystonia in our case. Also, aripiprazole has partial
antagonistic properties at 5-HT2A/2C receptors, which
is very unique and another difference of aripiprazole
and clozapine. This may be involved in reversal of aripi-
prazole induced tardive dystonia by clozapine in this
case. [29].
To date, there is no established treatment to cure this

severe form of movement disorder [22]. This case report
suggests that clozapine may be effective in treating irre-
versible aripiprazole-induced tardive dystonia. Because
this is a case report, overgeneralization of the results
should be avoided, and more systematic research, such
as randomized, controlled, blinded studies, should be
carried out. As a relatively new antipsychotic, the thera-
peutic indications of aripiprazole are broadening, and
the occurrence of tardive dystonia among patients taking
aripiprazole may increase. Clinicians should be aware of
the risk of aripiprazole-induced tardive dystonia and
should consider clozapine treatment in irreversible
cases, especially when concomitant treatment for psych-
otic symptoms is needed.

Consent
The patient has given his written informed consent for
this case report to be published. Before he gave his writ-
ten informed consent for this case report to be pub-
lished, he was in healthy enough mental and physical
condition that would have allowed them to provide

informed consent for publication with his free will, good
enough intelligence for decision making ability and clear
consciousness.

Abbreviations
MRI: Magnetic Resonance Imaging; ESRS: Extrapyramidal Symptom Rating Scale.

Competing interests
The authors declare that they have no competing interests.

Authors’ contributions
SJ was involved in the formulation of the original idea, collected the data,
analyzed the data, and participated in writing the first draft. JP was involved in
the formulation of the original idea, analyzed the data, participated in writing
the first draft, and approved the final manuscript. JL and JA collected data and
participated in writing the first draft. CP analyzed the data and participated in
writing the first draft. All authors have read and approved the final version of
the manuscript.

Received: 7 January 2015 Accepted: 12 October 2015

References
1. Marsalek M. Tardive drug-induced extrapyramidal syndromes.

Pharmacopsychiatry. 2000;33 Suppl 1:14–33.
2. van Harten PN, Kahn RS. Tardive dystonia. Schizophr Bull. 1999;25(4):741–8.
3. Louza MR, Bassitt DP. Maintenance treatment of severe tardive dyskinesia

with clozapine: 5 years’ follow-up. J Clin Psychopharmacol. 2005;25(2):180–2.
4. Skidmore F, Reich SG. Tardive Dystonia. Curr Treat Options Neurol.

2005;7(3):231–6.
5. Klawans Jr HL, Rubovits R. An experimental model of tardive dyskinesia.

J Neural Transm. 1972;33(3):235–46.
6. Jeste DV. Tardive dyskinesia rates with atypical antipsychotics in older

adults. J Clin Psychiatry. 2004;65 Suppl 9:21–4.
7. Kane JM. Tardive dyskinesia rates with atypical antipsychotics in adults:

prevalence and incidence. J Clin Psychiatry. 2004;65 Suppl 9:16–20.
8. Grunder G, Carlsson A, Wong DF. Mechanism of new antipsychotic

medications: occupancy is not just antagonism. Arch Gen Psychiatry.
2003;60(10):974–7.

9. Kantrowitz JT, Srihari VH, Tek C. Resolution of tardive dyskinesia after
addition of aripiprazole to haloperidol depot. J Clin Psychopharmacol.
2007;27(5):525–6.

10. Lungu C, Aia PG, Shih LC, Esper CD, Factor SA, Tarsy D. Tardive dyskinesia
due to aripiprazole: report of 2 cases. J Clin Psychopharmacol.
2009;29(2):185–6.

11. Matsuda N, Hashimoto N, Kusumi I, Ito K, Koyama T. Tardive laryngeal
dystonia associated with aripiprazole monotherapy. J Clin Psychopharmacol.
2012;32(2):297–8.

12. Oommen E, Chand PK, Sharma PS. Aripiprazole-induced tardive dystonia.
Primary Care Companion J Clin Psychiatry. 2006;8(6):378–9.

13. Pinninti NR, Mago R, Adityanjee. Tardive dystonia-associated prescription of
aripiprazole. J Neuropsychiatry Clin Neurosci. 2006;18(3):426–7.

14. Friedman JH. Tardive dystonia due to aripiprazole use in a neuroleptic-naive
patient. J Clin Psychiatry. 2010;71(5):652–3.

15. Sato K, Yoshida K, Higuchi H. Probable aripiprazole-induced tardive writer’s
cramp. J Neuropsychiatry Clin Neurosci. 2012;24(3):e44.

16. Bhidayasiri R, Fahn S, Weiner WJ, Gronseth GS, Sullivan KL, Zesiewicz TA, et
al. Evidence-based guideline: treatment of tardive syndromes: report of the
Guideline Development Subcommittee of the American Academy of
Neurology. Neurology. 2013;81(5):463–9.

17. Larach VW, Zamboni RT, Mancini HR, Mancini RR, Gallardo RT. New
strategies for old problems: tardive dyskinesia (TD). Review and report on
severe TD cases treated with clozapine, with 12, 8 and 5 years of video
follow-up. Schizophr Res. 1997;28(2–3):231–46.

18. Margolese HC, Chouinard G, Kolivakis TT, Beauclair L, Miller R, Annable L.
Tardive dyskinesia in the era of typical and atypical antipsychotics. Part 2:
Incidence and management strategies in patients with schizophrenia.
Can J Psychiatr Rev Can Psychiatr. 2005;50(11):703–14.

19. Burke RE, Fahn S, Jankovic J, Marsden CD, Lang AE, Gollomp S, et al. Tardive
dystonia: late-onset and persistent dystonia caused by antipsychotic drugs.
Neurology. 1982;32(12):1335–46.

Joe et al. BMC Psychiatry  (2015) 15:253 Page 4 of 5



20. Chadda R, Kulhara P. A trial of sodium valproate in tardive-dyskinesia. Indian
J Psychiatry. 1986;28(1):79–82.

21. Casey DE. Affective disorders and tardive dyskinesia. L’Encéphale.
1988;14:221–6.

22. Hazari N, Kate N, Grover S. Clozapine and tardive movement disorders: a
review. Asian J Psychiatry. 2013;6(6):439–51.

23. Aquino CC, Lang AE. Tardive dyskinesia syndromes: current concepts.
Parkinsonism Relat Disord. 2014;20 Suppl 1:S113–7.

24. Cho CH, Lee HJ. Oxidative stress and tardive dyskinesia: pharmacogenetic
evidence. Prog Neuro-Psychopharmacol Biol Psychiatry. 2013;46:207–13.

25. Teo JT, Edwards MJ, Bhatia K. Tardive dyskinesia is caused by maladaptive
synaptic plasticity: a hypothesis. Mov Disord: Off J Movement Disord Soc.
2012;27(10):1205–15.

26. Meltzer HY. Update on typical and atypical antipsychotic drugs. Annu Rev
Med. 2013;64:393–406.

27. Trugman JM, Leadbetter R, Zalis ME, Burgdorf RO, Wooten GF. Treatment of
severe axial tardive dystonia with clozapine: case report and hypothesis.
Mov Disord: Off J Movement Disord Soc. 1994;9(4):441–6.

28. Nordström AL, Farde L, Nyberg S, Karlsson P, Halldin C, Sedvall G. D1, D2,
and 5-HT2 receptor occupancy in relation to clozapine serum
concentration: a PET study of schizophrenic patients. Am J Psychiatry.
1995;152(10):1444–9.

29. Bolden C, Cusack B, Richelson E. Clozapine is a potent and selective
muscarinic antagonist at the five cloned human muscarinic acetylcholine
receptors expressed in CHO-K1 cells. Eur J Pharmacol. 1991;192(1):205–6.

Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit

Joe et al. BMC Psychiatry  (2015) 15:253 Page 5 of 5


	Abstract
	Background
	Case presentation
	Conclusions

	Background
	Case presentation
	Conclusions
	Consent
	Abbreviations

	Competing interests
	Authors’ contributions
	References



