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Abstract

Tardive dyskinesia is an extrapyramidal side effect that can
occur after a prolonged use of antipsychotic medication, it
appears to be about 0.4% to 4% worldwide. Prior reports
suggest that clozapine may be effective in the management
of tardive dyskinesia.

We present the case of a patient with tardive dyskinesia
induced by antipsychotics. After treatment failure with
other psychotropic medications, clozapine medication was
initiated; we used the "evaluation of tardive dyskinesia"
scale to assess severity of tardive dyskinesia. We noticed a
significant improvement in tardive dyskinesia from the fifth
week of treatment with clozapine at the dose of 250 mg per
day with a decrease in the scale score for "evaluation of
tardive dyskinesia" from 70 to 22.

Clozapine appears to be efficacious in the management of
tardive dykinesia. Larger, randomized, blinded, and
controlled prospective studies are needed to confirm these
findings and to determine optimal dosage.
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Introduction

Tardive dyskinesia is an extrapyramidal side effect that can
occur after a prolonged use of medication that block dopamine
receptors; it is characterized by involuntary and persistent
muscle contractions frequently causing twisting and repetitive
movements or abnormal postures [1]. Tardive dyskinesia
commonly involves the head and neck region and can start as a
focal dystonia, which can progresses to a segmental form,
involving two to four body parts [2].

The prevalence of tardive dyskinesia associated with
antipsychotics appears to be about 0.4% to 4% worldwide [3].
Almost half of the patients who develop tardive dyskinesia tend
to do so in the first 5 years of exposure to antipsychotics, the
onset is earlier in men than in women [4]. Several cases of
tardive dyskinesia were reported primarily in patients with
disorders of schizophrenia spectrum. The tardive dystonia

mechanism is not fully known and Currently, there are no
approved drugs for treating tardive dyskinesia, though some
have shown efficacy in studies [3,4].

The present study aims to illustrate the effectiveness of
clozapine in a patient with tardive dyskinesia induced by
antipsychotics. We used the "evaluation of tardive dyskinesia"
[5] scale to assess severity of tardive dyskinesia.

Case

A male patient 43 yeras of age married and father of a
daughter. He is fallowed from the age of 23 for a bipolar
disorder. In 2001, the patient was initially treated with
Carbamazepine (600 mg daily) and Haloperidol (40 mg daily)
treating a manic episode, he developed an induced tardive
dyskinesia involving muscles spasm in the neck and nape, which
completely resolved after stopping Haloperidol for three weeks.
The reintroduction of Haloperidol at doses below 10 mg/day
was well tolerated in combination with lithium carbonate
treating the second manic relapse.

In 2007, during the third maniac relapse, he was treated with
Olanzapine (30 mg daily) in combination with lithium carbonate
with recurrence of the tardive dyskinesia. The neurological
examination and brain scan were in favor of iatrogenic origin.
Since 2008 until 2014 and despite a switch by several
antipsychotics (to treat the tardive distonia) in combination with
lithium carbonate the patient did not show any improvement
and dyskinesia becomes very troublesome with a scale score for
"tardive dyskinesia assessment" at 70:

e Ziprasidone (160 mg daily who was arrested during the
appearance of long QT)

¢ medication with antimuscarinic,

¢ benzodiazepines,

e Pregabalin,

¢ Injections of botulinum toxin,

e Aripiprazole at the dose of 15 mg daily

In March 2015 we used Clozapine (in combination with
Aripiprazole and lithium carbonate) with gradual dose increase
to 250 mg daily and regular monitoring of blood counts formula.
A significant improvement in tardive dyskinesia was noticed
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from the fifth week of treatment with Clozapine at the dose of
250 mg per day with a scale score for "evaluation of tardive
dyskinesia" at 22.

The decreasing of Aripiprazole was followed by a depressive
relapse then we maintained the combination: Clozapine (250
mg) daily+Aripiprazole (15 mg daily)+lithium carbonate (1500
mg) daily. Since April 2015 the patient showed no relapse
neither in mood nor in tardive dyskinesia.

Discussion

This case presents important findings consistent with the
available literature regarding the effects of clozapine in tardive
dyskinesia showing improvement along the symptom severity.
Late dyskinesia has been associated with antipsychotic exposure
to both typical and atypical antipsychotic, such as Olanzapine,
Risperidone and Ziprasidone [6].

Several pathogenic mechanisms causing tardive dyskinesia
has been reported including hypersensitivity of dopamine
receptors according to the antagonism of dopamine receptor
blockade of serotonin and genetic polymorphisms linked to the
D2/D3 receptor alleles [7]. The ability of Clozapine to treat
tardive dyskinesia may be related to the antagonism of D1
receptor [8]. Clozapine has a lower risk of developing tardive
dyskinesia and have even specifically antidyskinetic properties
[9].

It should be noted that without increasing extrapyramidal
disorder, Clozapine is used to curb psychotic symptoms induced
by antiparkinsonian dopaminergic agonists [10]. In patients with
resistant schizophrenia and concomitantly presenting TD,
Clozapine is a treatment of choice in the average dose of 400 mg
daily to act on both psychotic and motor symptoms [11].

In the indication of treatment of extrapyramidal movement
disorders (TD but also akathisia and Parkinsonism) in
schizophrenic subjects with residual psychotic symptoms despite
first-line treatment, Clozapine can reduce dyskinesia initially,
before then improve psychotic symptoms [12]. Uzun et al.
reported a clinical case where TD is curbed by the introduction
of Clozapine up to 450 mg daily, but, lowering dosages, they
reappear [13].

A similar case is reported by Shrivastava et al. With recurrence
of TD at the lower doses of Clozapine at 150 mg/day, then again
their disappearance following the doses reincreases at 200 mg
daily [14]. Yunxin Sim Kwan and Kang [15] reported a clinical
case of a patient followed for bipolar disorder suffering from
tardive dyskinesia induced by antipsychotics and has improved
and resolved completely after 21 months of treatment with
Clozapine at the dose of 300 mg per day. He remained symptom-
free despite the higher reduction of Clozapine at the current
dose of 200 mg per day.

There have also been case reports of tardive dystonia treated
with Olanzapine [16] and Quetiapine [17]. Botulinum toxin has
been described as effective in the treatment of localized tardive
dystonia. However, repeated injections are required because its
effects are only temporary (Havaki Kontaxaki et al) [18]. The
dopaminergic drugs such as Reserpine and Tetrabenazine can be
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effective in the treatment of moderate to severe tardive
dystonia [8].

Clonazepam has also been reported to reduce dyskinetic and
dystonic movements [19]. In terms of combination therapy,
Havaki-Kontaxaki et al. [18] treating a patient with a
combination of Clozapine, Clonazepam and Botulinum Toxin
showed good results. More recent data have suggested the use
of deep brain stimulation areas such as globuspallidus suchas
and subthalamic nucleus in the treatment of tardive dystonia
[20].

Conclusion

We report a successful resolution of tardive dyskinesia in a
bipolar patient using a combination of Clozapine (250 mg) daily
+Aripiprazole (15 mg) daily+lithium carbonate (1500 mg) daily.
Clozapine may be a reasonable treatment for tardive dystonia in
patients with bipolar disorder. However, the risks of clozapine
merit caution. Controlled studies are needed to further
determine clozapine's role in treating tardive dystonia in
patients with bipolar disorder.

References

1. Bruke RE, Fahn S, Jankovic J, Marsden CD, Lang AE, et al. (1982)
Tardive dystonia: late-onset and persistent dystonia caused by
antipsychotic drugs. Neurology 32: 1335-1346.

2. Kiriakakis V, Bhatia DP, Quinn NP, Marsden CD (1998) The natural
history of tardive dystonia: a long-term follow-up study of 107
cases. Brain 121: 2053-2066.

3. Raja M (1995) Tardive dystonia: Prevalence, risk factors and
comparison with tardive dyskinesia in a population of 200 acute
psychiatric inpatients. Eur Arch Psychiatry Clin Neurosci 3:
145-151.

4. FebVan Harten PN, Kampuis DJ, Matroos GE (1996) Use of
clozapine in tardive dystonia. Prog Neuropsychopharmacol Biol
Psychiatry 20: 263-274.

5. Rey JM, Hunt GE, Johnson GFS (1981) Assessment of Tardive
Dyskinesia in Psychiatric Outpatients Using a Standardized Rating
Scale. Aust N Z J Psychiatry 15: 33-37.

6. Papapetropoulos S, Wheeler S, Singer C (2005) Tardive dystonia
associated with ziprasidone. Am J Psychiatry 162: 2191.

7. Casey DE (2004) Pathophysiology of antipsychotic drug-induced
movement disorders. J Clin Psychiatry 65: 25-28.

8. Fernandez HH, Friedman JH (2003) Classification and treatment of
tardive syndromes. Neurologist 9: 16-27.

9. Remington G (2007) Tardive dyskinesia: eliminated, forgotten, or
overshadowed? Curr Opin Psychiatry 20: 131-137.

10. The Parkinson Study Group (1999) Low-dose of clozapine for the
treatment of drug-induced psychosis in Parkinson’s disease. N Engl
J Med 340: 757-763.

11. Bassitt DP, Louza Neto MR (1998) Clozapine efficacy in tardive
dyskinesia in schizophrenic patients. Eur Arch Psychiatry Clin
Neurosci 248: 209-211.

12. Spivak B, Mester R, Abesgaus J, Wittenberg N, Adlersberg S, et al.
(1997) Clozapine treatment for neurolepticinduced tardive

This article is available from: http://dx.doi.org/10.21767/2472-5048.100019


http://dx.doi.org/10.21767/2472-5048.100019

13.

14.

15.

16.

dyskinesia, parkinsonism, and chronic akathisia in schizophrenic
patients. J Clin Psychiatry 58: 318-322.

Uzun O, Cansever A, Ozsahin A (2001) A case of relapsed tardive
dyskinesia due to clozapine dose reduction. Int Clin
Psychopharmacol 16: 369-371.

Browne S, Roe M, Lane A, Gervin M, Morris M, et al. (1996)
Quality of life in schizophrenia: relationship to sociodemographic
factors, symptomatology and tardive dyskinesia. Acta Psychiatr
Scand 94: 118-124.

Yunxin K, Kang S (2010) Resolution of tardive dystonia in a patient
with bipolar disorder treated with clozapine: A case report.
Progress in Neuro-Psychopharmacology & Biological Psychiatry 34:
238-239.

Lucetti C, Bellini G, Nuti A, Bernardini S, Dell Agnello G, et al (2002)
Treatment of patients with tardive dystonia with olanzapine. Clin
Neuropharmacol 25: 71-74.

© Under License of Creative Commons Attribution 3.0 License

Dual Diagnosis: Open Access

17.

18.

19.

20.

2016

ISSN 2472-5048 Vol.1 No.3:19

Gourzis P, Polychronopoulos P,  Papapetropoulos S,
Assimakopoulos K, Argyriou AA, et al. (2005) Quetiapine in the
treatment of focal tardive dystonia induced by other atypical
antipsychotics: a report of 2 cases. Clin Neuropharmacol 28:
195-1966.

Havaki-Kontaxaki BJ, Kontaxakis VP, Margariti MM, Paplos KG,
Christodoulou GN (2003) Treatment of severe neuroleptic-induced
tardive torticollis. Ann Gen Hosp Psychiatry 2: 9.

Gerding LB, Labbate LA (1999) Use of clonazepam in an elderly
bipolar patient with tardive dyskinesia: a case report. Ann Clin
Psychiatry 11: 87-89.

Sun B, Chen S, Zhan S, Le W, Krahl SE (2007) Subthalamic nucleus
stimulation for primary dystonia and tardive dystonia. Acta
Neurochir Suppl 97: 207-214.



	Contents
	Resolution of Tardive Dyskinesia with Clozapine: A Case Report
	Abstract
	Keywords:
	Introduction
	Case
	Discussion
	Conclusion
	References


