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Abstract

Background and purpose: Persistent cognitive deficits in schizophrenia contribute substantially to
functional disability and often respond poorly to conventional antipsychotic treatment. Given its
neuroprotective and antioxidant properties, melatonin may have potential as an adjunctive treatment. This
study evaluated the effects of adjunctive melatonin on neurocognitive performance and sleep quality in
patients with schizophrenia whose symptoms were stabilised with risperidone.

Materials and methods: In this six-week, double-blind, randomised controlled trial, 66 patients
with schizophrenia were randomly allocated to receive either melatonin (6 mg/day) or placebo alongside
risperidone. Cognitive performance and sleep quality were assessed at baseline and at weeks 4 and 6
using the Montreal Cognitive Assessment (MoCA), Wechsler Memory Scale-111 (WMS-III), and
Pittsburgh Sleep Quality Index (PSQI). As the data were not normally distributed (Shapiro—Wilk test, P <
0.05), non-parametric tests were used, including the Friedman test, Mann—-Whitney U test, and Wilcoxon
signed-rank test with Bonferroni correction. Effect sizes were calculated using r = Z/VN.

Results: At week 6, the melatonin group showed significant improvements in WMS-III general memory
scores (P < 0.001, r = 0.74) and MoCA scores (P < 0.001, r = 0.61), whereas changes in the placebo group
were not statistically significant (P > 0.05, r = 0.07). PSQI scores decreased significantly only in the melatonin
group (P < 0.001, r = 0.61), indicating improved sleep quality. Week 6 between-group comparisons showed
statistically significant differences favouring melatonin across the assessed cognitive and sleep outcomes (P =
0.001). Within-group analyses showed significant changes across the three assessment time points (P < 0.001).
Adverse events were mild and did not differ significantly between groups (P > 0.05).

Conclusion: Adjunctive melatonin was associated with improvements in neurocognitive performance
and sleep quality in patients with schizophrenia receiving risperidone, with no significant between-group
difference in adverse events observed. These findings suggest that melatonin may be a promising adjunctive
approach for addressing residual cognitive deficits and sleep disturbances in this population.
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