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    Dear Editor


    I appreciate the letter to the editor on the review article on “Approach to the management of psychosis in Parkinson’s disease” published in the last issue of the journal.[bookmark: ft1][1] The author has highlighted the potential role of mirtazapine in the treatment of psychosis in Parkinson’s disease (PD). Mirtazapine is a potent tetracyclic antidepressant having a complex mechanism of action. It augments norepinephrine and serotonin release through central presynaptic α2-adrenergic antagonistic effects. In addition, mirtazapine also antagonizes 5-hydroxytryptamine2 (5-HT2), 5-hydroxytryptamine3 (5-HT3), and H1 histamine receptors.[bookmark: ft2][2] As pointed out by the author, a number of case reports have observed clinically meaningful amelioration of psychotic symptoms by mirtazapine in patients with PD.[bookmark: ft3][3],[bookmark: ft4][4],[bookmark: ft5][5] However, the biggest problem lies in the fact that we do not have further evidence to justify the claim that mirtazapine leads to a promising therapeutic avenue for PD-associated psychosis. Moreover, several reports have documented acute psychosis after initiating treatment with mirtazapine.[bookmark: ft6][6],[bookmark: ft7][7] Hyponatremia, delirium, and drowsiness have also been noted as the side effects of mirtazapine.[bookmark: ft8][8] In view of these adverse effects and the lack of higher level of evidence, mirtazapine does not stand out well among the currently available pharmacological options (pimavanserin, quetiapine, and clozapine) for PD-associated psychosis. In summary, mirtazapine seems to be far from being recognized as a first-line agent for the treatment of psychosis in PD until we attain better insights into its role through larger clinical trials. However, the only silver lining would be the fact that mirtazapine can be preferred over other antidepressants if patients with PD have coexisting depression and psychosis. As depression is frequently associated with psychosis in PD,[bookmark: ft9][9] treatment with mirtazapine while being vigilant about the aforementioned adverse effects may be effective.
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