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Levosulpiride-induced Parkinsonim
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The present report discusses four cases of chronic renal failure, which developed symptoms of parkinsonism in
response to levosulpiride. The temporal relationship between levosulpiride discontinuation and the disappearance of
parkinsonism suggests a causal link. In addition, decreased striatal dopamine transporter bindings assessed by [1-123]
IPT SPECT were observed in two patients suggesting that a dopamine blocking agent causes the dysfunction of nigros-
triatal dopaminergic neurons and that such injury may be involved in the pathogenesis of drug-induced parkinsonism.
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Table 1. Medica histories and neurologic findings in patients
Patient 1 2 3 4
Age/Sex 58/F 65/F 64/F 60/F
Etiology of CRF unknown DM DM unknown
Duration of CRF (yr) 6 3 4 6
Current treatment method of CRF (yr) PD (2) PD (0.5) HD (1) PD (0.5)
BUN/Cr levels when the symptom
of parkinsonism occurs (mg/d) 42.4/8.9 38.9/9.2 53.2/9.3 46.1/6.2
Duration of levosulpiride ingestion (mo) 1 2 2 1
Dose of levosulpiride (mg/day) 50 75 50 50
First sign bradykinesia gait disturbance gait disturbance tremor
Cardinal sign of parkinsonism
Tremor + + - +++
Bradykinesia +++ +++ ++ +
Cogwhed rigidity + + + ++
Postural instability ++ +++ +++ ++
Gait disturbance ++ +++ +++ ++
UPDRS 36 41 42 34
UPDRS motor 23 27 29 22
Symptom improvement
after drug cessation complete complete complete complete
Symptom duration of parkinsonism
after drug cessation (mo) 15 2 3 1
Hoehn-Y ahr stage at first examination 25 3 3 25
Hoehn-Y ahr stage at 2 months
0 0 1 0

after drug cessation

CRF; chronic renal failure, DM; diabetes mellitus, PD; peritoneal dialysis, HD; hemodialysis, BUN; blood urea nitrogen, Cr; crea

tinin
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Figure 1. Single-photon emission computed tomography (SPECT) axial images from a patient 1 after injection of 185 MBq of 1-123
labeled with IPT. It shows asymmetric reductionsin striatal dopamine transporter binding more marked in the putamen than caudate.

420 DO0D0O0O0ODOO 21040



Levosulpiride

99%
10
30% s
— L—6—[18F]—flue-
rodopa ([18F]dopa) PET ,
31% [18F]dopa
[18F]dopa
2 D2
[1-123]IBZM SPECT haloperidol
risperidol —
D2
.9 -
(e

123]IPT SPECT, B—CIT SPECT)

10

[1-123]IPT SPECT

D2

REFERENCES

1

10.

Friedman JH. Drug-induced parkinsonism. In: Lang AE,
Weiner WJ. Drug-induced movement disorders. Mt.
Kisco, NY': Futura Publishing; 1992;41-83.

Rajput AH, Rozdilsky B, Hornykiewicz O, Shannak K,
Lee T, Seeman P. Reversible drug-induced parkinsonism:
clinicopathological study of two cases. Arch Neurol 1982;
39:644-646.

Korczyn AD, Goldberg GJ. Extrapyramidal effects of neu-
roleptics. J Neurol Neurosurg Psychiatry 1976;39:866-
869.

Burn DJ, Brooks DJ. Nigral dysfunction in drug-induced
parkinsonism: an 18F-dopa PET study. Neurology 1993;
43:552-556.

Rossi F, Forgione A. Pharmacological aspects of levo-
sulpiride. Pharmacol Res 1995;31:81-94.

Mucci A, Nolfe G, Ma M. Levosulpiride: a review of its
clinical usein psychiatry. Pharmacol Res 1995;31:95-101.
Arienti V, Pretolani S, Boriani L, Gasbarrini G. I-sulpiri-
de. In: Braga PC, Guslandi M, Tittobello A. Drugsin gas -
troenterology. New Y ork: Raven press. 1991;41-53.
Benazzi F. Side-effects of benzamide derivatives. Int J
Geriatr Psychiatry 1997;12:132.

Knable MB, Heinz A, Raedler T, Weinberger DR.
Extrapyramidal side effects with risperidone and hal operi-
dol at comparable D2 receptor occupancy levels. Psychiatry
Res 1997;75:91-101.

Schwarz J, Linke R, Kerner M, Mozley PD, Trenkwalder
C, Gasser T, et al. Striatal dopamine transporter binding
assessed by [1-123]IPT and single photon emission com-
puted tomography in patients with early Parkinson’ s dis-
ease: implications for a preclinical diagnosis. Arch Neurol
2000;57:205-208.

21040 00D0DODO0ODODO 421



