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Common Mechanism of Dyskinesia Onset between Antipsychotic Drugs and Parkinson®s
Disease Treatments
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A hypothesis was tested that L-DOPA-induced dyskinesia (LID) and tardive
dyskinesia (TD) share a common molecular mechanism mediated by GABA. In LID and TD model mice, it
was found that an increase in globus pallidus volume, increased GABA levels, and hypertrophy of
VGAT-positive terminals commonly occurred. Overexpression of VGAT led to increased GABA levels,
terminal hypertrophy, and worsening dyskinesia. Furthermore, changes in dopamine receptor (D2R)
signaling and fluctuations in dopamine levels in the striatum were found to contribute to VGAT
overexpression and the onset of dyskinesia.
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