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ABSTRACT
Objectives: The aim of this non-interventional, investigator driven study was to assess the function-

ality of patients with major depression under treatment with agomelatine in real life clinical practice.
Material and methods: The study was multicenter, non-interventional and evaluated the func-

tionality of the adult patients with a DSM-IV diagnosis of MDD (single or recurrent episode and no 
treatment in the previous 6 months). It took place in Romania and it was a 10-weeks study. After the 
clinicians took the medical decision of treatment with agomelatine and if the patient agreed to be evalu-
ated more accurate in this study, in order to assess functionality, patients completed at each visit the 
Sheehan Disability Scale (SDS). Patients were assessed also with QIDS-C (Quick Inventory of Depres-
sive Symptomatology), a measure of depression symptoms severity and CGI scale severity (CGI-S), 
CGI scale improvement (CGI-I) and therapeutic index. Also, data about demographics and disease were 
collected during clinical interviews and from medical records.

Results: The functionality as assessed with SDS showed a significant functional impairment at base-
line with scores >6 for each of the 3 inter-related domains of work/school, social and family life. At the 
end of the study, all functional aspects were improved although a mild impairment still persist requir-
ing further treatment. A total of 1191 patients were analyzed (mean age: 47 years, 68% female). Mean 
QIDS-16 total score at baseline was 14.3 and decreased over the 10-week prospective period to 2.3. Most 
patients were treated with agomelatine.

Conclusion: This study outcome confirms the fast on set of functionality improvement of agomelatine 
and further treatment need for the total remission of clinical depressive symptomatology after 10 weeks 
of treatment.
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INTRODUCTION

According to the World Health Orga-
nization (WHO), depression is esti-
mated to affect 350 million people 
worldwide (1). The most recent Eu-
ropean report of size and burden of 

mental disorders dated 2011 shows that 30.3 
millions of people are affected by unipolar de-
pression in Europe (2).  The WHO predicts that 
by 2020 depression will represent the primary 
cause of disability globally, second only to isch-
emic heart disease (3). These data are in line 
with the European report from 2011, which 
shows that the most important contributor to 
burden of disease in Europe is depression, ac-
counting for 7.2% of the overall disease burden 
in Europe  (2).

It is known that depression causes substan-
tial impairment in daily functioning. Data show 
that social functioning decreases in correlation 
with increasing depressive severity as 18% of 
patients with minor depression had major 
problems with daily interaction, compared to 
52% of patients with 7-9 symptoms of major 
depressive episode. In general, it is considered 
that depression is increasing the risk of social 
disability 23-fold over the general population 
(4).

Older studies showed that very small de-
grees of residual interepisode impairment in 
certain areas might persist in patients between 
episodes, especially in patients with recurrent 
MDD reaching a certain threshold number 
and/or lengths of episodes over the lifetime 
course of the disease. Even in the case of sub-
threshhold depressive symptoms, the disability 
is present (5). Consistent with these data, more 
recent studies highlight the relationship be-
tween the severity of depression and work 
function, suggesting that even minor levels of 
depression are associated with a loss of pro-
ductivity (6). For the Romanian patients with 
major depressive disorder there were no data 
on functionality and we considered an oppor-
tunity to evaluate a new antidepressant effect 
on this aspect.

The aim of this study was to assess daily 
functionality in Romanian patients with major 
depressive disorder, single or recurrent epi-
sode, if they had previously been initiated the 
treatment with agomelatine. Additionally, the 
study explored the severity of depressive symp-
tomatology of the study cohort, the study and 

the patients’ management, including treatment 
adherence. 

MATERIALS AND METHODS

Study design and patient population

This 10-week multi-center prospective non-
interventional study was conducted in 64 Ro-
manian centers from the public system (outpa-
tient or inpatients) or private practice in urban 
areas if they had been previously initiated by 
their clinician the treatment with agomelatine. 
After the psychiatrist took the medical decision 
the patients were asked if they want to be eval-
uated more accurate in this study.

The study population consisted of adult pa-
tient’s men and women diagnosed with major 
depressive disorder according to Diagnostic 
and Statistical Manual of Mental Disorders, 
Fourth Edition (7) criteria and no previous 
treatment for single episodes or no treatment in 
the last 6 months for recurrent episodes. The 
exclusion criteria: age <18 years, presentation 
in emergency setting, use of psychoactive sub-
stances and conditions affecting patients’ par-
ticipation to study such as limited cooperation, 
other serious condition or conditions limiting 
the life-expectancy (cancer), substance abuse 
or severe cardiovascular disease, kidney or liver 
failure.

The new treatment strategy prescribed was 
based only on the psychiatrists’ choice.

All patients whom agreed to be monitor 
more accurately in this study signed written, in-
formed consent. The study was conducted in 
accordance with ethical principles derived 
from the Declaration of Helsinki and Declara-
tion of Madrid of World Psychiatric Association 
(1995).

Assessments

Patients meeting inclusion criteria were en-
rolled in the study and followed up for 10 
weeks as following: at baseline (V1), at 2 (V2), 
6 (V3) and 10 weeks (V4).

Socio-demographic and clinical data, in-
cluding the new pharmacological treatment 
prescribed and adherence to treatment, were 
collected from medical records and clinical in-
terviews. At each visit, same psychometric 
scales have been used, as following: in order to 
evaluate the patients’ functionality impairment 
the Sheehan Disability Scale (SDS) has been 
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Functionality

At inclusion, all mean scores for the 3 inter-
related domains of SDS scale were above 6, as 
following: 6.4 for work/school, 6.3 for social 
life, and 6.3 for family life/home responsibili-
ties. The mean number of days lost in the pre-
vious week of inclusion was 3.1 with a mean 
number of unproductive days of 4.6.

At V2 (week 2), SDS scores started to im-
prove and this improvement continued and 
was sustained until the end of study, with sig-
nificant differences between the different eval-
uation time points. At V4 (week 10), a mild 
impairment persisted, with a mean score of 2 
for work/school, similar with social and family 
life/home responsibilities, where the mean was 
1.9 for each. In terms of days lost, the improve-
ment was net, for V4 being recorded a mean of 
0.1 days.

Treatment outcome

All patients received treatment during the 
study and almost all were treated with agomel-
atine (1188 patients at V1, respectively, 1175 
patients at V4), for most the initial dosage of 25 
mg being maintained for the entire period of 
study.

The mean QDIS-C score during the 10-
week prospective follow-up decreased from 
14.3 at baseline to 7.5 at V2, 4.3 at V3 and 2.3 
at V4. The differences between all visits were 
considered statistically significant (p=0.05). 
The symptoms whom more than 50% patients 
had scores of 2 at baseline were insomnia at 
beginning of sleep and insomnia early in the 
morning, mood and concentration/thinking.

The CGI-S score at V4 was significantly low-
er, decreasing from 4.6 to 1.8.

Improvement of disease, as assessed by 
CGI-I scale was observed already after 2 weeks 
of treatment (mean of 2.6) and continued to 
improve at V4 (mean of 1.4), a very small num-
ber of patients from one visit to another being 
rated with “no change” (5% of patients at V2, 1 
% at V3 and <1% at V4). The trend of net im-
provement during the study for all psychomet-
ric scales used is shown in Figure 1.

The efficacy index of the CGI-scale showed 
the improvement of disease based on treat-
ment efficacy with a mean score of 2.1 at V2 
(week 2) and 1.2 at V4 (week 10), the differ-
ence between visits being considered signifi-
cant (p=0.05).

used, due to the fact that assesses the function-
al impairments in 3 inter-related domains: 
work/school, social and family life (0: no im-
pairment, 1-3: mild impairment, 4-6: moder-
ate impairment, 7-9: marked impairment, 10: 
extreme impairment). The other psychometric 
evaluations included the QIDS-C for the as-
sessment of the severity of depressive symp-
toms, CGI-S, CGI-I and efficacy therapeutic 
index.

Statistical analyses

An initial sample size of 900 patients was 
calculated (taking into consideration the data 
from literature on agomelatine effect), but in 
study were enrolled 1191patients.

Descriptive statistics and tests have been 
used to identify the significant differences of 
variables between all visits. T-test paired has 
been used for means, ANOVA method for 
comparing the means between more than 2 
subgroups, Z-test for percentages, �2-test for 
frequency of distribution. All data were normal 
distributed. All significant differences (p=0.05) 
have been analyzed at 95% level of confidence 
(95% CI).

Statistical analysis was performed using 
SPSS software, version 13.0 (SPSS Inc., Chica-
go, Illinois). 

RESULTS

Patients’ characteristics

A total of 1191 patients were included in 
the analysis. 68% of patients were females and 
the mean age of cohort was 47 years. 62% of 
the patients presented with single, new epi-
sode.

Clinical characteristics of the patients are in-
cluded in Table 1. At baseline the mean QDIS-
C Score was 14.3, with a mean CGI-S score of 
4.6.

The previous antidepressants treatments 
used by patients with recurrent depressive dis-
order were the following: doxepin (46% from 
the 104 patients that administered TC), sertra-
line and escitalopram (31, respectively 28% 
from the 211 patients administering SSRI), mir-
tazapine (53% from 288 patients receiving 
NaSSa), venlafaxine (47% from 256 patients 
with previous SNRI treatment) and tianeptine 
(85% from 160 patients from group ‘Others’).
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There were no treatment emergent adverse 
events reported.

Treatment adherence was evaluated a very 
good (98.9%), a very low number of patients 
interrupting the treatment under study (n=26), 
mainly because of insufficient treatment. 

DISCUSSION

Consistent with published data, this study 
confirms that in Romania more women 

than men are affected by depression (ratio of 
2:1.2). More than 70% of patients from the 
study cohort were aged more than 40 years 
and more than half of the patients presented 
with a single episode of major depression.

The functional impairment at baseline was 
moderate to severe and after only 10 weeks of 
treatment was reduced to mild impairment. 
The symptomatology had a moderate intensity 
at baseline as assessed with both QDIS-C and 
CGI-S. Even though more than half of the pa-
tients presented with new episodes, 36% of pa-
tients had recurrent episodes with residual 
symptoms impairing patients’ functionality so 
that they needed specialized care after at least 
6 months of no treatment.

The study results emphasize the importance 
of the treatment as shown by the net improve-
ment of all psychometric scales used in the 
study. Baseline data indicate that the more se-
vere depression was, the greater the amount of 
productivity loss and disruption level of work/
school, social and family life.

After 10 weeks of treatment, both symp-
tomatology and functionality showed clear im-
provement and the trend of improvement was 
slower for functionality as the patients declared 
that the symptoms still disrupted their work/
school work, social/life/leisure activities and 
family life/responsibilities in the last week. De-
spite the fact that no more days have been lost 
due to symptoms, after 10 weeks of treatment 
some patients still declared at least one day 
with loss of productivity. These results are in 
line with previous studies showing that depres-
sion has the potential to impact productivity 
(6). 

Agomelatine was well tolerated and effica-
cious, improvements occurring as early as 
Week 2. These findings are in line with data 
from previous studies that demonstrated a rap-
id antidepressant efficacy (8). In the same time, 
this almost exclusive treatment with agomela-

FIGURE 1. The improvement of QDIS-C, CGI-S and SDS scales from 
baseline to the end of study. For SDS, the sum of the 3 inter-related 
domains is represented into a single measure of global functioning: 
work/school, social life and family life/home responsibilities 
(0-unimpaired; 30-highly impaired).

TABLE 1. Clinical characteristics of the sample.
MDD, major depressive disorder
BD, bipolar disorder
SSRI=selective serotonin reuptake inhibitors
NaSSa=Noradrenergic and specific serotonergic antidepressant
SNRI=serotonin noradrenaline reuptake inhibitors
* Category ‘Others’ included tianeptine and agomelatine

Characteristic % of all patients

Age
18-30 yrs 11
31-40 yrs 19
41-50 yrs 24
51-60 yrs 32
> 61 yrs 13
No data 1

Diagnosis
MDD, single episode 62
MDD, recurrent episode 36
Other 1

Duration of disease for patients with recurrent MDD
Less than 1 year 14
Less than 6 months 24
Less than 3 months 40
More than 1 year 18
Unknown 4

Previous antidepressant treatment and type
No 68
Yes 32

Tricyclic antidepressants 9
SSRI 21
NaSSa 24
SNRI 21
Others* 10

Reasons for discontinuing previous treatment
Patient’s belief that she/he doesn’t 
need the treatment

42

Inadequate response 50
Lack of tolerability 7
Not known 1
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tine represents a study limitation, as this does 
not allow comparisons with other treatment 
options.

Another study limitation is the relative small 
duration of the prospective period – 10 weeks, 
which doesn’t allow for observation of evolu-
tion and long-term adherence to treatment and 
further evolution of functionality. 

CONCLUSION

Patients’ functionality was clearly improved 
over the 10-weeks treatment, but a mild im-

pairment of daily functioning persisted in all 
domains analyzed: work/school, social and 
family life, which shows the need of continu-
ous treatment management of depression. 
Moreover, 10 weeks of treatment were insuffi-
cient to restore complete remission.

 In conclusion, the treatment with agomela-
tine provided an early improvement of symp-
tomatology (week 2) and sustained over the 
10-weeks period, but the treatments have to 
be continued as all international clinical guide-
lines recommend.
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