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LETTER TO THE EDITOR

Reproducibility of the Efficacy of Escitalopram in 
Patients with Major Depression Who Had Previously 
Remitted with Escitalopram

Dear Editor,

Major depression (MD) is one of the most common and prevalent mental disorders and is 
characterized by low energy, low mood, low self-esteem, and cognitive impairments. It is one 
of the leading causes of disability worldwide and is associated with an approximate 15-18% 
lifetime prevalence rate.1,2 Following each new episode, the condition of depression becomes 
worse, and the risk of subsequent relapse increases.3 When relapse occurs after tapering 
off an antidepressant, clinicians generally restart the former antidepressant. However, the 
reproducibility of the former drug is unknown. Thus, we investigated the remission rate of 
escitalopram in MD patients who had remitted with escitalopram. Sixty-eight patients with 
drug-naïve, first-episode MD patients diagnosed with the Diagnostic and Statistical Manual of 
Mental Disorders 5 (DSM-5)4 and treated with escitalopram for at least 12 weeks were selected 
for the present study. Twenty-three patients (17/6: out-/in-patients) who had achieved remis-
sion for at least 8 weeks and had their escitalopram tapered off for at least 6 months or more 
and who then suffered a relapse with a major depressive episode were also included. The 
patients were retreated with escitalopram for the relapse episode. The dosage of escita-
lopram was 16.9 (4.6) mg/day. We evaluated the depressive state of MD patients with the 
17-item Hamilton Rating Scale for Depression (HAMD),5 at 0, 2, 4, and 8 weeks after restart-
ing the treatment with escitalopram. The remission was defined as the score of HAMD was 
7 points or less. This study protocol was approved by the Institutional Review Board at the 
University of Occupational and Environmental Health, Japan, and was conducted in accor-
dance with the Declaration of Helsinki. All participants provided written informed consent 
after being given a detailed description of the study.

The difference between the mean value of improvement in the HAMD in the previous treat-
ment and the mean value of improvement in the current treatment was compared using a 
paired t-test. P-values were two-tailed and a P < .05 was considered a statistically significant 
difference. We used multivariable logistic regression to control for the potentially confound-
ing roles of the number of recurrences and withdrawal period from a medical point of view. 
Patient backgrounds are as follows: 14 of 23 patients were female (61%) and the mean age 
was 44.22±12.21 (mean (SD) years). The mean number of recurrences was 2.8 (0.7). The aver-
age withdrawal period was 12.8 (7.8) months.

Ten of the 23 patients (43.4%) responded to escitalopram, and 6 of 23 (26.0%) patients 
achieved remission at week 8. The mean reduction in the HAMD score with the first esci-
talopram treatment was 17.3 (2.6) points. The mean reduction in the HAMD score with the 
current (second) escitalopram treatment was 10.3 (3.9) points. The reduction of the HAMD 
score was significantly higher with the first escitalopram treatment than with the second 
treatment (P < .001, paired t-test). We performed a logistic regression analysis with the 
presence of remission as the objective variable and the number of recurrences and with-
drawal period as explanatory variables. The explanatory variables were selected based on 
previous medical observations. Multivariate analysis suggested that the number of relapses 
but not withdrawal period is a predictor of remission (odds ratio = 0.093, 95% CI; 0.012-
0.723, P = .023). The cutoff value of the number of relapses was 2, as calculated by receiver 
operatorating characteristic curve (ROC) analysis. The sensitivity and specificity were 60.0% 
and 84.6%, respectively.
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Fava  et  al6 reported that patients who, after an initial response to 
fluoxetine, relapsed upon switching to placebo have a relatively 
high probability of responding to the reinitiation of fluoxetine treat-
ment. This supports the reinitiation of the same antidepressant as a 
first-line treatment strategy in patients who relapsed after stopping 
a previously effective antidepressant. According to the recent sys-
tematic review, a failure to respond only seems to occur in a minor-
ity of patients restarting antidepressants (16.5%, range 3.8-42.9%), 
it is of clinical relevance given the high number of patients taking 
antidepressants, the occurrence of the phenomenon in all com-
mon classes of antidepressants.7 The results of the present study are 
largely in accordance with that finding. The reason why the reduc-
tion of HAMD in the first treatment was greater than that in the 
present treatment remains unknown. The desensitization of the 
serotonin receptor might be involved in the reduced efficacy of esci-
talopram.8 We also recommended that MD patients with 2 or fewer 
relapse episodes should reinitiate escitalopram, and those with 3 or 
more relapse episodes should change other antidepressants, that is, 
different classes of antidepressants such as serotonin-norepineph-
rine reuptake inhibitors, tricyclic antidepressants, augmentation, or 
combination strategy. We must perform randomized controlled tri-
als to ascertain whether changing to a dual-acting antidepressant, or 
strategy of augmentation, or combination, is superior to reinitiating 
escitalopram in patients with 3 or more relapses. The present study 
had several limitations: with 23 patients the sample was severely 
underpowered and statistical inferences were thus highly uncertain 
and most likely biased. Heterogeneity including symptom severity, 
clinical characteristics, and psychosocial factors exited. Moreover, the 
generalizability and representativeness of the study findings were 
limited. Finally, we could not check the compliance and measured 
blood levels of escitalopram. We should reconfirm these preliminary 
findings considering these points.
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