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this study was to investigate the effect of donepezil on depressive symptoms and
memory impairment in patients with major depressive disorder.

Methods: In this study, 40 patients diagnosed with major depressive disorder were
randomly assigned to two groups. The first group received sertraline plus placebo,
and the second group received sertraline plus donepezil for a period of three months.
After three months of combination therapy, sertraline was continued at the same
previous dose, while placebo and donepezil were discontinued. Data were collected
using the Hamilton Depression Rating Scale (HDRS) and the Wechsler Memory
Scale before treatment, during combination therapy, and after treatment.

Results: Repeated-measures analysis in the two intervention groups showed no
significant difference in the reduction of depression scores between the groups during
treatment up to the third month. Only at the sixth month after initiation of treatment
(three months after discontinuation of donepezil and placebo), the depression score
increased in the sertraline-plus-placebo group compared with the third month,
resulting in a statistically significant difference in depression score reduction
between the two intervention groups. In both groups—sertraline plus placebo and
sertraline plus donepezil—the memory test scores showed a significant increase three
months after the initiation of treatment. However, at the sixth month (three months
after discontinuation of donepezil and placebo), the memory test score in the placebo
group showed no significant difference compared with baseline, whereas in the
donepezil group it remained significantly higher than before treatment.

Conclusion: Overall, the improvement in depressive symptoms and memory
function was more sustained when donepezil was administered in combination with
antidepressant medication.
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Extended Abstract

Introduction

Major depressive disorder (MDD) is one of the most prevalent and disabling psychiatric conditions worldwide,
characterized not only by persistent low mood and anhedonia but also by a wide range of cognitive impairments. Among
these, deficits in memory, attention, and executive functioning are frequently reported and have been shown to
significantly affect patients’ daily functioning, treatment response, and overall quality of life. Importantly, cognitive
symptoms may persist even after partial or full remission of mood symptoms, suggesting that conventional antidepressant
therapies may not fully address all dimensions of the disorder. Selective serotonin reuptake inhibitors (SSRIs), such as
sertraline, are widely considered first-line treatments for MDD due to their efficacy and favorable safety profile. However,
despite adequate treatment, a substantial proportion of patients continue to experience residual symptoms, including
cognitive complaints. These residual cognitive deficits are associated with poorer functional outcomes, increased risk of
relapse, and reduced adherence to treatment. Consequently, there has been growing interest in adjunctive therapeutic
strategies that target neurocognitive dysfunction alongside affective symptoms in depression. The cholinergic system
plays a critical role in cognitive processes, particularly learning and memory. Dysregulation of cholinergic
neurotransmission has been implicated in various neuropsychiatric disorders, including Alzheimer’s disease and, to a
lesser extent, mood disorders. Donepezil, a reversible acetylcholinesterase inhibitor, is primarily approved for the
treatment of cognitive impairment in Alzheimer’s disease. By increasing synaptic availability of acetylcholine, donepezil
has been shown to improve memory and cognitive performance. Emerging evidence also suggests that the cholinergic
system may interact with monoaminergic pathways involved in mood regulation, indicating a potential role for
cholinesterase inhibitors in depressive disorders. Although donepezil is not routinely used in the treatment of depression,
a limited number of studies and case reports have explored its effects on depressive symptoms, particularly in elderly
patients or those with comorbid cognitive impairment. Some findings suggest that donepezil may exert antidepressant-
like effects or enhance the efficacy of standard antidepressants. However, data regarding its use in patients with major
depressive disorder without diagnosed cognitive disorders remain scarce and inconclusive. Moreover, the durability of its
potential benefits after discontinuation has not been adequately examined. Given the high prevalence of subjective
memory complaints among patients with MDD and the limitations of existing antidepressant treatments in addressing
cognitive dysfunction, investigating adjunctive therapies targeting cognitive domains is of clinical importance. Therefore,
the present double-blind randomized clinical trial was designed to evaluate the effect of adding donepezil to sertraline on
depressive symptoms and memory function in patients with major depressive disorder. By assessing outcomes during
treatment and following discontinuation of the adjunctive agent, this study aimed to provide further insight into the short-
and medium-term benefits of donepezil as an add-on therapy in the management of MDD.

Methods

In this study, 40 patients diagnosed with major depressive disorder were randomly assigned to two groups. The first group
received sertraline plus placebo, and the second group received sertraline plus donepezil for a period of three months.
After three months of combination therapy, sertraline was continued at the same previous dose, while placebo and
donepezil were discontinued. Data were collected using the Hamilton Depression Rating Scale (HDRS) and the Wechsler
Memory Scale before treatment, during combination therapy, and after treatment.

Results

Repeated-measures analysis in the two intervention groups showed no significant difference in the reduction of depression
scores between the groups during treatment up to the third month. Only at the sixth month after initiation of treatment
(three months after discontinuation of donepezil and placebo), the depression score increased in the sertraline-plus-
placebo group compared with the third month, resulting in a statistically significant difference in depression score
reduction between the two intervention groups. In both groups—sertraline plus placebo and sertraline plus donepezil—
the memory test scores showed a significant increase three months after the initiation of treatment. However, at the sixth
month (three months after discontinuation of donepezil and placebo), the memory test score in the placebo group showed
no significant difference compared with baseline, whereas in the donepezil group it remained significantly higher than
before treatment.

Conclusion

The findings of the present double-blind randomized clinical trial suggest that the addition of donepezil to sertraline may
confer more sustained benefits in the treatment of patients with major depressive disorder, particularly with respect to
both depressive symptoms and memory function. Although both intervention groups demonstrated significant
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improvement in depression scores during the initial three months of treatment, no statistically significant difference was
observed between the sertraline-plus-placebo and sertraline-plus-donepezil groups during the active combination therapy
phase. This finding indicates that the short-term antidepressant response was largely attributable to sertraline and that
donepezil did not exert an immediate additive effect on depressive symptom reduction within the first three months.
However, important differences emerged during the follow-up period after discontinuation of donepezil and placebo. At
the sixth month, corresponding to three months after cessation of adjunctive treatment, patients in the sertraline-plus-
placebo group experienced a significant increase in depression scores compared with the third month, suggesting a partial
loss of therapeutic gains. In contrast, patients who had previously received donepezil maintained a more stable reduction
in depressive symptoms, resulting in a statistically significant difference between the two groups. This pattern implies
that donepezil may contribute to the durability of antidepressant response, even after its discontinuation, possibly through
longer-lasting neurochemical or neuroplastic mechanisms. With regard to cognitive outcomes, both groups showed
significant improvement in memory performance after three months of treatment, which may be explained by alleviation
of depressive symptoms and improved attention and motivation. Nevertheless, the longer-term cognitive outcomes
differed between the groups. At the six-month assessment, memory scores in the sertraline-plus-placebo group were no
longer significantly different from baseline, indicating that the early cognitive improvements were not sustained. In
contrast, participants in the sertraline-plus-donepezil group continued to show significantly higher memory scores
compared with pretreatment levels. This finding highlights a potential role for donepezil in preserving or enhancing
cognitive function in patients with major depressive disorder, even in the absence of a diagnosed cognitive disorder. Taken
together, these results support the hypothesis that cholinesterase inhibition may play a complementary role in the
management of major depressive disorder, particularly in patients who experience memory complaints or cognitive
inefficiencies as part of their depressive syndrome. The sustained benefits observed in the donepezil group suggest that
targeting the cholinergic system may enhance both affective and cognitive resilience beyond the acute treatment phase.
Despite these promising findings, several limitations should be acknowledged, including the relatively small sample size
and the limited duration of follow-up. Future studies with larger populations and longer observation periods are warranted
to further elucidate the long-term efficacy, optimal duration, and safety of adjunctive donepezil therapy in depression.
Nonetheless, the present study provides preliminary evidence that combining donepezil with standard antidepressant
treatment may result in more persistent improvements in depressive symptoms and memory function in patients with
major depressive disorder.
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