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Abstract:

Background: Several clinical reports have suggested that the mirtazapine-induced augmentation of risperidone activity may effec-
tively improve treatment of the negative and certain cognitive symptoms of schizophrenia.
Methods: The aim of the present study was to evaluate the effect of mirtazapine and risperidone, given separately or jointly, on the
impact of MK-801(an NMDAreceptor antagonist), given prior to the first introductory session, on the object recognition memory in
mice. To this end, we used the object recognition test in which animals were tested for the ability to discriminate between an old, fa-
miliar and a novel object. Mirtazapine (2.5 or 5 mg/kg) and risperidone (0.01 mg/kg) were given 30 min before MK-801, and
MK-801 (0.1 or 0.2 mg/kg) was administered 30 min before the first introductory session. Memory retention was evaluated 1.5 h
after the introductory session.
Results: The obtained results showed that MK-801 (0.2 mg/kg) decreased memory retention when given before the introductory
session. Co-treatment with risperidone (0.01 mg/kg) and mirtazapine (2.5 or 5 mg/kg) abolished the effect of MK-801, whereas
those drugs given separately did not change the action of MK-801.
Conclusions: The obtained results suggest that mirtazapine may enhance the antipsychotic-like effect of risperidone in the animal
test modeling some cognitive symptoms of schizophrenia. Further studies are necessary to elucidate its mechanism of action.
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