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Abstract

Background and Objectives Non-interventional studies are a valuable source of evidence that is complementary to tradi-
tional randomised, blinded and controlled clinical trials, for evaluating antidepressants in a real-world setting. The aim of the
present study was to document the use of agomelatine in current medical practice and evaluate its effectiveness and safety
in outpatients prescribed agomelatine to treat their current depressive episode.

Methods This 12-month observational French study included patients initiating agomelatine treatment. The intensity and
severity of depression were assessed using the 17-item Hamilton Depression Rating Scale (HAM-D17) total score and the
Clinical Global Impression-Severity of Illness (CGI-S) scale. Patients’ quality of life and functioning were measured using
the Quality of Life in Depression Scale and the Sheehan Disability Scale, respectively. The safety measures included emer-
gent adverse events and biological samplings, with a focus on liver acceptability.

Results A total of 1484 patients (70% of women; 49.6 + 15.4 years of age) were enrolled in the study. Most patients (62.3%)
were treated with agomelatine for at least 6 months and 28.8% were treated for at least 1 year. Mean HAM-D17 total score
and mean CGI-S scores decreased by 13.6 +8.1 and 2.1 + 1.5 points, respectively, from baseline to last visit on agomelatine.
Rates of responders (i.e. with a decrease in HAM-D17 total score by at least 50%) and remitters (HAM-D total score < 7)
at the last visit were 90.7% and 56.0%, respectively. The mean HAM-D total score decreased after agomelatine withdrawal
(— 4.1+6.7) until the last visit. The quality of life and daily functioning of patients improved, while the numbers of days
lost and underproductive days decreased over the follow-up period. Safety findings were in accordance with the known
information regarding agomelatine.

Conclusion In the current medical practice, this study confirms the effectiveness and good tolerability of agomelatine
administered for a treatment period in agreement with guideline recommendations.

Trial registration number ISRCTN53570733 on 27 August 2010.
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We conducted a non-interventional study on a large
patient sample representative of the French population of
outpatients with major depressive disorder.

The findings confirm, under daily practice conditions,
the long-term (1 year) efficacy and good tolerability of
agomelatine.

for a duration that complies with current recommendations
remains a key challenge.

Of the available licensed treatments for MDD, many have
closely similar mechanisms of action. For this reason, the
distinct pharmacological properties of agomelatine (agonis-
tic MT,/MT, and antagonistic 5-HT,. receptor activities)
[8] may translate into an original clinical profile compared
with other antidepressants. A singular pharmacokinetic
profile of a drug with a very short half-life and pharmaco-
dynamic properties allowing a single daily administration
would both avoid prolonged adverse effects and facilitate
compliance for long-term treatment [9]. It would therefore
be relevant to collect real-world data on adherence to ago-
melatine treatment.

Agomelatine antidepressant efficacy has been demon-
strated at daily doses of 25-50 mg in the treatment of the
full range of depressive symptoms in patients with moderate
to severe MDD [10], with an effect size comparable with
that of other currently available compounds [11, 12]. Ago-
melatine treatment is efficacious over the long-term [13—15].
Other aspects such as well-being, improvement of sleep dis-
orders, daily functioning, and sexual function have also been
seen with this compound [14], and have been associated
with a high rating of acceptability (i.e. treatment discon-
tinuations due to any cause) according to a recent network
meta-analysis [12].

Agomelatine clinical interest was established based on
classical evidence predominantly derived from randomised
controlled trials (RCTs).

The present observational study was conducted to fulfil
the request from the Transparency Committee of the French
National Health Technology Assessment Authority (HAS)
to document the use of agomelatine in current medical prac-
tice. The objective was to investigate agomelatine safety and
effectiveness in a real-world setting to complement data
obtained in RCTs. The clinical evolution of agomelatine-
treated patients, including the severity of depression and
rates of relapse, the effects on patients’ functioning and
quality of life, treatment duration and treatment safety were
investigated over the course of 1 year.
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2 Methods

This was a prospective, observational, national, multicen-
tre cohort study conducted from March 2012 to September
2015. The recruitment of physicians (psychiatrists and gen-
eral practitioners) was conducted through hospitals, clinics
or private practices.

2.1 Study Participants

Patients were eligible for enrolment if they met the following
entry criteria: male or female patients aged at least 18 years,
provided written informed consent, experienced a depres-
sive episode, and patients whose physician decided to begin
antidepressive treatment with agomelatine.

At baseline, physicians had to document the characteris-
tics of their patients’ current depressive episode by quoting
the Diagnostic and Statistical Manual of Mental Disorders,
Fourth Edition, Text Revision (DSM-IV-TR) diagnosis cri-
teria corresponding to a major depressive episode.

Patients were not eligible for the study if they partici-
pated in another study simultaneously, had to stop a suc-
cessful ongoing antidepressant treatment, wished to continue
another antidepressant treatment in addition to agomelatine,
or planned to move during the follow-up period of the study.

This observational study involved patients in current
medical practice; in this context, the sponsor did not provide
agomelatine treatment. For each patient, the dose and dura-
tion of treatment were individually decided by the physician
according to recommended depressive status, daily dose,
contraindication and precautionary measures mentioned in
the summary of product characteristics (SmPC). The deci-
sion to enrol a patient in the study, after his/her agreement,
was independent from the decision to prescribe agomelatine,
and was possible only after the treatment prescription. Fur-
thermore, the study was designed not to affect usual medical
practices (e.g. no additional medical visits).

The study was run in accordance with the principles
stated in the Declaration of Helsinki (Finland), Good Phar-
macoepidemiology Practices [16], Ethical Guidelines for
Epidemiological Studies [17] and the applicable regulatory
requirements.

2.2 Clinical Assessments

The effectiveness of the study medication was measured
by the investigator using the 17-Item Hamilton Depression
Rating Scale (HAM-D17) total score [18] and the Clinical
Global Impression (CGI)-severity of illness (CGI-S) scale
[19]. HAM-D17 total scores between 18 and 24 (inclusive)
are indicative of a moderate depressive episode (MDE) and
scores > 24 are indicative of a severe MDE. Response was
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defined as a decrease in HAM-D17 total score by at least
50%, remission was defined as HAM-D17 total score <7,
and relapse was defined as HAM-D17 total score > 16 after
a total score of < 10.

Patients’ quality of life and functioning were measured
using the Quality of Life in Depression Scale (QLDS) [20]
and the Sheehan Disability Scale (SDS) [21], respectively.
The QLDS is a 34-item self-rated questionnaire, scored
binomially (0-1). High scores indicate a lower quality of
life. For the SDS, the level of impairment is measured for
three domains (work, social life, family life) on a scale from
0 (‘no impairment’) to 10 (‘extreme impairment’), thus giv-
ing a total score from 0 to 30.

The tolerability and safety measures included emergent
adverse events (EAEs) spontaneously reported by the patient
at each visit, biological samplings, physical examination and
vital signs (heart rate, blood pressure, weight, body mass
index). Liver acceptability was assessed on both biological
aspartate aminotransferase (AST) and/or alanine aminotrans-
ferase (ALT) levels (liver function test in accordance with
the SmPC) and adverse events, if any. For any potentially
clinically significant abnormal (PCSA) values, defined as
AST and/or ALT >3 X upper limit of normal (ULN), or
any sign of hepatotoxicity, an adverse event was declared. A
clinical review of narratives of all patients presenting with
PCSA transaminases elevations was made by a Liver Safety
Committee composed of four clinical hepatologists and one
specialist in internal medicine. For suicidality, completed
suicides and suicide attempts were reviewed by an external
independent expert.

Cases of suicidality risk (identified using the appropriate
section of the Mini International Neuropsychiatric Interview
[MINI]) were also collected.

2.3 Data Analysis

The planned follow-up duration was 52 weeks, even if the
treatment with agomelatine was stopped. Patients no longer
attending physician visits were contacted by phone every
3 months to complete a 52-week follow-up duration. For
patients who stopped agomelatine treatment at 52 weeks,
a safety visit was performed (on-site or by phone) 2 weeks
after agomelatine discontinuation.

The sample size calculation was based on the least favour-
able estimation of incidence rates (50% for one event) of
any events, allowing evaluation of the clinical evolution of
depressed patients treated by agomelatine in current medical
practice for 1 year (e.g. relapses, hospitalisation, prescrip-
tion of a new antidepressant, vital status). As a rate of 50%
of completers can be expected in a naturalistic study, the
inclusion of 1500 patients allowed an absolute precision
of +3.6%.

For analyses by agomelatine dose, the dose of ‘25 mg’
corresponded to patients who reported an intake of no more
than 25 mg/day at each visit, while the dose of ‘25-50 mg’
corresponded to patients who took 50 mg/day at least once,
when a dose increase was judged necessary by the investiga-
tor, in accordance with the agomelatine SmPC.

Descriptive statistics are presented as mean + standard
deviation (SD) and median for continuous variables, and
as percentages and estimate (standard error) or 95% confi-
dence interval (CI) of the incidence of event for categorical
variables.

Two periods of analysis were considered: the agomela-
tine treatment period, and the period after agomelatine treat-
ment had ceased. The HAM-D17 and CGI-S (severity of
the depressive episode and relapses), QLDS and SDS were
described during the agomelatine treatment period and,
when available, after agomelatine treatment had ceased.
Safety outcomes (including EAEs, liver parameters) were
described during the agomelatine treatment period. Inci-
dences of hospitalisations for depressive disorder, suicide
attempts and suicides were also reported after agomelatine
treatment had ceased. Incidence rates and 95% Cls were
assessed for relapses, hospitalisation for depressive disor-
der, prescription of a new antidepressant treatment after
agomelatine withdrawal, and vital status.

No inferential statistics were performed. Descriptive sta-
tistical analyses were performed using SAS® software ver-
sion 9.2 (SAS Institute, Cary, NC, USA).

3 Results
3.1 Study Population

The study involved 134 physicians in France who enrolled
a total of 1517 patients initiating agomelatine treatment;
33 patients with a missing date of agomelatine first intake
were excluded from the analysis. The agomelatine cohort
consisted of 1484 patients. Most patients were recruited by
general practitioners (70.9% of patients), while psychiatrists
recruited 29.1% of patients.

Baseline characteristics are presented in Table 1. Patients
were mostly female (70%) with a mean age (+SD) of
49.6 +15.4 years (235 patients [15.8%] were > 65 years of
age), and a large majority of patients (90.6%) fulfilled the
full DSM-IV criteria for MDD diagnosis. Patients presented
a mean disease duration of 9.9 +9.7 years, a current depres-
sive episode duration of 7.6 + 18.6 months, and had expe-
rienced 1.9 depressive episodes on average (including the
current episode). According to the investigators’ diagnosis,
17.9% of patients had psychiatric comorbidities, including
anxiety disorders (10.2% of patients), personality disorders
(2.0%), bipolar disorders (2.0%), obsessive—compulsive
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Table 1 Patient baseline characteristics (N = 1484)

Characteristic Value
Age, years (mean +SD) 49.6+154
Age > 65 years (n) 235
Male/female (%) 30/70
Body mass index, kg/m? (mean + SD) 25.0+5.0
Time since the first episode, years 9.9+9.7
Number of depressive episodes, including the pre-  1.9+1.5
sent episode (mean +SD)
Duration of current MDE, months (mean + SD) 7.6+18.6
Concomitant diseases (%) 50.7
HAM-D17 total score (mean + SD) 21.8+6.4
QLDS total score [0-34] 223+7.6
CGI-S [0-7] (mean + SD) 4.9+0.7
SDS total score [0-30] (mean + SD) 16.4+6.0
SDS work (mean + SD) 6.1+2.5
SDS social life (mean + SD) 6.3+22
SDS family life (mean + SD) 6.1+2.2

SD standard deviation, MDE major depressive episode, HAM-D17
17-Item Hamilton Depression Rating Scale, QLDS Quality of Life in
Depression Scale, CGI-S Clinical Global Impression—Severity of IlI-
ness scale, SDS Sheehan Disability Scale

disorders (1.2%) and psychotic disorders (0.7%). Based on
the MINI suicidality items, 33.4% of patients had a suicidal
risk, most (15.2%) of whom were at a low level of risk, 8%
at a moderate level of risk and 10.1% at a severe level of risk.

Table 2 Baseline characteristics according to dose of agomelatine

Half of the patients (50.7%) had at least one concomitant
disease at inclusion, with hypertension, hypercholesterolae-
mia and anxiety being the most frequently reported. Based
on the HAM-D score, most patients (1062/1484; 71.6%)
were moderately (36.5%) or severely (35.1%) depressed at
inclusion. According to the SDS, on average, the patients
felt moderately disrupted by symptoms for the three func-
tional domains. In the week preceding the study, a mean of
3.0+2.8 days were lost, and 3.6 +2.7 days were underpro-
ductive. Patients felt their quality of life was rather poor
(Table 1).

3.2 Treatment and Follow-Up Duration,
and Treatment Discontinuation

A total of 1213 patients (81.7%) were treated with agomela-
tine 25 mg and 271 (18.3%) were treated with agomelatine
25-50 mg (Table 2). Patients treated with the 25-50 mg dose
had more severe disease history in terms of the number of
previous depressive episodes, previous hospitalisations and
higher suicidal risk (Table 2).

Most patients (62.3%) were treated with agomelatine for
at least 6 months and 28.8% were treated for at least 1 year;
the mean agomelatine treatment was 7.9 +4.5 months.
Patients with uptitrated agomelatine had a mean duration of
treatment of 9.4 + 3.8 months (versus 7.6 +4.6 months for
patients who remained on the 25 mg dose).

During the 1-year follow-up, 893 patients (60.2%)
stopped treatment with agomelatine. The main reason for

Characteristic Agomelatine 25 mg fixed dose (n=1213) Agomelatine
25-50 mg dose
(n=271)
Psychotherapy (%) 11.1 13.7
Suicidal risk according to investigators (%) 17.3 27.3
Number of previous suicide attempts (mean + SD) 0.2+0.8 04+1.1
Suicidality scale [MINI] (%)
No risk 66.1 59.0
Low risk 15.6 13.7
Moderate risk 7.6 9.9
High risk 8.7 16.2
HAM-D17 total score (mean + SD) 21.8+6.3 22.0+7.1
CGI-S (mean=+SD) 4.8+0.7 5.0+0.7
SDS total score (mean + SD) 16.1+£6.0 179+5.8
QLDS total score (mean +SD) 21.7+£7.7 247+6.3
Number of depressive episodes (mean + SD) 1.8+14 2.3+2.0
Patients with more than two episodes (%) 36.0 44.3
Patients previously hospitalised for MDE (%) 8.7 15.1

N number of patients in the analysis set, MINI Mini International Neuropsychiatric Interview, SD standard deviation, MDE major depressive
episode, HAM-D17 17-Item Hamilton Depression Rating Scale, QLDS Quality of Life in Depression Scale, CGI-S Clinical Global Impression—

Severity of Illness scale, SDS Sheehan Disability Scale
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stopping was ‘remission’ or ‘marked improvement’ in more
than half of the patients (491 patients; 54.9% of patients who
stopped treatment), and other reasons were ‘non-medical’
(19.2% of patients who stopped), ‘adverse event’ (17.2%
of patients who stopped), and ‘lack of efficacy’ (14.6% of
patients who stopped). A new antidepressant was prescribed
to 206 (23.1%) of the 893 patients who stopped treatment
with agomelatine.

During the study period, 70.8% of patients received at
least one concomitant psychotropic treatment, the most com-
mon being anxiolytics (34.3% of patients), antidepressants
(20.6% of patients), hypnotics and sedatives (16.3%) and
antipsychotics (6.2%).

3.3 Change in Disease Severity

The mean HAM-D17 total score decreased by 13.6 +£8.1
from baseline to the last visit under agomelatine treat-
ment (Table 3); 90.7% of patients were responders (i.e.
had a decrease in HAM-D17 total score by at least 50%)
and 56.0% were remitters (HAM-D-17 total score <7) at
their last visit under agomelatine treatment. During the
same period, the mean CGI-S scores decreased by 2.1+ 1.5
points. The mean HAM-D total score still decreased after
agomelatine withdrawal (— 4.1 +6.7), as well as the mean
CGI-S score (— 1.0+ 1.5) and the mean SDS total score
(—3.3+6.3).

In patients with moderate or severe MDE at baseline,
the mean HAM-D17 total score change from baseline to
last value under agomelatine treatment was — 15.5 +8.1
(Table 3), and the mean HAM-D total score after ago-
melatine withdrawal until the end of study follow-up was
— 4.9+7.2. This subset of patients included 92.4% of
responders and 50.1% of remitters. The mean CGI score
decreased by — 2.2+ 1.5. Similar findings were observed for
patients rated moderately or severely depressed according to
the HAM-D17 (Table 3).

3.4 Relapse

Relapses occurred in 7.2% of patients receiving agomela-
tine treatment during the follow-up period. The frequency
of relapses was 8.2% in the subset of moderately or severely
depressed patients.

Hospitalisation as a result of depression was reported in
1.6% of patients. The estimated incidence of hospitalisations
was low in patients treated with the 25 mg fixed dose (0.9%)
and 4.8% in the group of patients treated with the 25-50 mg
dose. These incidence rates in the moderate or severe sub-
populations were similar (2.2% of hospitalisations, distrib-
uted into 1.3% in the 25 mg dose group and 6.7% in the
25-50 mg dose group).

3.5 Quality of Life and Functional Status

The mean QLDS total score decreased by 12.7 +10.7 from
baseline to the last visit under agomelatine treatment. At the
end of the treatment period, the mean score was 9.8 +£9.5,
indicating a relatively positive rating of patients regarding
their quality of life. Similar results were found in patients
with moderate or severe MDE at baseline (Table 4).

SDS total score and subscores decreased from baseline
to the last visit, showing an improvement in the functional
status of patients in terms of work/daily activities, social
life and family life (Table 4). The number of days lost and
number of underproductive days decreased on treatment
(mean change from baseline to last visit: — 1.8 + 2.9 days
and — 2.2 + 2.9 days, respectively). Similar results were
obtained in the subset of patients with moderate to severe
MBDE (Table 4).

3.6 Safety

The percentages of patients who reported at least one EAE
on treatment was 30.7% (agomelatine 25 mg, 28.8%; ago-
melatine 25-50 mg, 39.5%) [Table 5]. Of note, a similar
rate (32.8%) was observed in the subset of patients aged
aged > 65 years (n=235). The most frequently affected sys-
tem organ classes were psychiatric disorders (8.6%), infec-
tions and infestations (8.2%), nervous system disorders
(6.9%) and gastrointestinal disorders (5.7%).

EAEs were related to treatment in 6.3% of patients, and
led to treatment discontinuation in 8.7% of patients. Seri-
ous EAEs were reported in 8.8% of patients, with a high
incidence in uptitrated patients (agomelatine 25 mg, 7.1%;
agomelatine 25-50 mg, 16.6%) (Table 5). Death occurred in
eight patients (0.5%), of whom five were > 65 years of age.
No death was considered as treatment-related. Death was
related to neoplasm benign, malignant, and unspecified (four
patients, 0.3%) and infections and infestations (two patients,
0.1%), one patient died in a highway accident, and one
patient treated with the 25-50 mg dose committed suicide.

EAE:s related to sexual dysfunction were reported in three
patients (0.2%): erectile dysfunction was reported twice in
one patient taking the 25 mg fixed dose, and anorgasmia and
ejaculation failure were each reported in one patient taking
the 25-50 mg dose. Erectile dysfunction occurred within
the first week of treatment, anorgasmia occurred within the
second and third months of treatment, and ejaculation failure
occurred beyond 3 months of treatment. Anorgasmia was
reported with severe intensity. None of these events were
serious or led to treatment withdrawal, and none were con-
sidered treatment-related by the investigator. All patients
with EAEs were recovering or had recovered at the end of
the study.
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Table3 HAM-D17 and CGI-S mean change from baseline to last visit for patients receiving agomelatine

Variable Agomelatine cohort Patients with moder-
ate or severe MDE at
baseline

HAM-D17 (n=1252) (n=926)

Baseline

Mean +SD 22.0+6.5 249+4.7
Median 22.0 24.0
Last visit on agomelatine
Mean +SD 8.4+7.1 9.4+74
Median 7.0 8.0
Change between baseline and last visit on agomelatine
Mean +SD —-13.6+8.1 —-15.5+8.1
Median - 14.0 - 16.0
(n=602) (n=437)
Last visit after agomelatine
Mean +SD 6.2+6.2 7.1+6.6
Median 4.0 5.0
Change between last visit on agomelatine and last visit on follow-up
Mean +SD -4.1+6.7 -49+72
Median -3.0 -3.0
CGI-S (n=1263) (n=915)
Baseline
Mean +SD 4.9+0.7 5.1£0.6
Median 5.0 5.0
Last visit on agomelatine
Mean +SD 2.8+1.5 28+1.5
Median 3.0 3.0
Change between baseline and last visit on agomelatine
Mean+SD -21+x15 -22+15
Median -2.0 -2.0
(n=441) (n=321)
Last visit after agomelatine
Mean+SD 23+1.5 24+15
Median 2.0 2.0
Change between last visit on agomelatine and last visit on follow-up
Mean=+SD -1.0£1.5 -1.1+15
Median -10 -1.0

n number of patients with an available baseline value and at least one available post-baseline value, MDE major depressive episode, SD standard
deviation, HAM-D17 17-Item Hamilton Depression Rating Scale, CGI-S Clinical Global Impression severity of illness

With regard to liver acceptability, 13 patients (1.1%)
had at least one AST and/or ALT >3 x ULN, which were
divided into four patients with values > 10 X ULN, two
patients with values [5—10 X ULN] and 7 patients with val-
ues [3-5 x ULN] (Table 6). There were no cases of PCSA
values of AST and/or ALT associated with a total bilirubin
increase above 2 X ULN, and no transplantation or hepatic
failure was reported. Agomelatine was temporarily inter-
rupted in two patients and discontinued in 10 patients, as
recommended by the SmPC in cases of AST and/or ALT
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increases >3 X ULN. At the end of the study, seven patients
had recovered, four were recovering and two did not recover
(alcoholism was reported in both patients).

An event was reported as a serious adverse event (SAE)
in seven patients; agomelatine was discontinued in these
patients, in line with the SmPC, and all recovered.

e Four patients had an AST and/or ALT
increase > 10 X ULN: two cases occurred in the context
of a suicide attempt and acute alcoholism leading to
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Table 4 QLDS and SDS mean change from baseline to last visit for patients receiving agomelatine
Variable Agomelatine cohort Patients with moder-
ate or severe MDE at
baseline
QLDS (n=576) (n=442)
Baseline
Mean =+ SD 22.5+7.6 23.6+7.3
Median 24.0 25.0
Last visit on agomelatine
Mean +SD 9.8+9.5 10.2+9.6
Median 7.0 8.0
Change between baseline and last visit
Mean +SD —12.7+10.7 -13.4+10.9
Median -13.0 -14.0
SDS total score (n=1175) (n=2858)
Change between baseline and last visit
Mean =+ SD -9.2+75 =9.7x7.7
Median -9.0 —-10.0
Work/school (n=704) (n=511)
Change between baseline and last visit
Mean=+SD -34+3.0 -3.6+3.0
Median -3.0 -4.0
Social life (n=1175) (n=2858)
Change between baseline and last visit
Mean +SD -35+£28 —-37+28
Median -4.0 -4.0
Family life (n=1175) (n=2858)
Change between baseline and last visit
Mean +SD -34+29 -37+29
Median -4.0 -4.0
Number of days lost (n=1156) (n=2845)
Change between baseline and last visit
Mean +SD - 1.8+29 -2.0+3.0
Median -1.0 -1.0
Number of underproductive days (n=1149) (n=2843)
Change between baseline and last visit
Mean +SD -22+29 —-24+29
Median -20 -20

n number of patients with an available baseline value and at least one available post-baseline value, MDE major depressive episode, QLDS Qual-

ity of Life in Depression Scale, SDS Sheehan Disability Scale

hospitalisation, and no symptoms were reported for the e One patient had an AST and/or ALT increase

remaining two patients.

[3-5 x ULN]: no symptoms were reported but, neverthe-

e Two patients had an AST and/or ALT increase less, the investigator considered this increase as serious.
[5-10 x ULN]: one occurred in the context of alcohol
intoxication leading to hospitalisation, and the other After review by a Liver Safety Committee, five cases of
patient experienced asthenia, headache, and erythema-  PCSA were considered as ‘probably related to agomelatine’,

tous eruption on her back but no hospitalisation was  one case was considered as ‘possibly related’, three cases

reported.

were considered as ‘unlikely related’ and four cases were
considered ‘not related’ to the treatment.
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3.7 Suicidality

Based on the MINI, 45 patients (3.4%) receiving agomela-
tine treatment had a severe (2.0%) or moderate (1.6%) risk of
suicide. Events related to suicide/self-injury were reported
as SAEs in 23 patients (1.6%), including emergent suicide
attempt and suicidal ideation (13 patients [0.9%] and 10
patients [0.7%], respectively), 10 patients receiving ago-
melatine 25 mg and 13 patients receiving agomelatine 50 mg

(Table 7). The first event occurred during the first month of
treatment for 9 of 23 patients (39.1%).

One patient (0.1%) aged 39 years committed suicide
during the second month of treatment; this patient had
a high risk of suicide according to the MINI suicidal-
ity scale, at inclusion. This event was not considered as
treatment-related.

Excluding the completed suicide, all events except one
(which was a recovering patient) were resolved at the end of

Table 5 Incidence® of each type of EAE, per dose of agomelatine and in the subset of patients aged > 65 years

Type of adverse events Agomelatine cohort Agomelatine 25 mg Agomelatine 25-50 mg Patients > 65 years

(n=1484) (n=1213) (n=271) of age (n=235)
All 30.7 28.8 39.5 32.8
Serious EAE? 8.8 7.1 16.6 10.6
EAE related to treatment 6.3 6.4 5.5 5.1
Withdrawal due to EAE 8.7 9.1 7.1 9.8

FAE emergent adverse event

“Expressed as a percentage of the number of affected patients to the number of exposed patients

®Including sponsor upgrade

Table 6 Incidence of emergent abnormal AST and/or ALT values (>3 x ULN), per dose of agomelatine and in the subset of patients aged > 65

years

PCSA value classes® Agomelatine cohort Agomelatine Agomelatine Patients > 65
(N=1178) 25 mg (N=937) 25-50 mg (n=241) years of age

(n=194)

All 13 (1.1) 8(0.9) 5@2.1) 2(1.0)

3-5 x ULN 7 (0.6) 4(0.4) 3(1.2) 2 (1.0)

5-10 x ULN 2(0.2) 1(0.1) 1(0.4) -

>10 x ULN 4(0.3) 3(0.3) 1(0.4) -

Data are expressed as n (%)

N number of patients in the analysis set, n number of patients with at least one abnormal value, % (n/N) x 100

AST aspartate aminotransferase, ALT alanine aminotransferase, ULN upper limit of normal, PCSA potentially clinically significant abnor-
mal, >3 x ULN emergent abnormal value was defined as a baseline value <3 X ULN or missing and post-baseline value on treatment

period>3 x ULN
#Considering the highest post-baseline value

®79.4% of patients in the agomelatine cohort with at least one ALT and/or AST value

Table 7 Emergent adverse event related to suicidality

Type of adverse events Agomelatine cohort

Agomelatine 25 mg  Agomelatine

Patients > 65 years of Patients <30 years

(N=1484) (N=1213) 25-50 mg (n=271) age (n=235) of age (N=161)
All 23 (1.6) 10 (0.8) 13 (4.8) 1(0.4) 3(1.9)
Suicide attempt 13 (0.9) 6 (0.5) 7 (2.6) - 2(1.2)
Suicidal ideation 10 (0.7) 4(0.3) 6(2.2) 1(0.4) 1 (0.6)
Committed suicide 1(0.1) - 1(0.4) - -
Suicidal behaviour 1(0.1) - 1(0.4) - -

Data are expressed as n (%)

N number of patients in the analysis set, » number of patients with at least one emergent adverse event in any given level
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the study. The frequency of suicidal events was not different
in patients aged <30 years (n=161) or > 65 years (n=235;
1.9% and 0.4%, respectively).

4 Discussion

The present non-interventional study was aimed at inves-
tigating the efficacy and tolerability reported by clinicians
prescribing agomelatine in current medical practice in
France. The cohort was large and representative of a broad
population of depressed patients, including those with mul-
tiple comorbidities and drug therapies. In addition, the main
sociodemographic characteristics of patients were consistent
with those recorded in the IMS-EPPM (Etude Permanente
de la Prescription Médicale, a study conducted by IMS-
Health; unpublished data) observatory panel of everyday
medical practice and prescription by general practitioners in
France, therefore suggesting that findings were obtained in a
sample of patients who might be more or less representative
of the MDD population treated in France.

A diagnosis of MDD according to the DSM-IV criteria
was confirmed in a large majority of patients (90.6%), most
of whom were moderately to severely ill at baseline (72%),
with a rather poor quality of life and a moderate functioning
impairment; one-third of patients presented a suicidal risk.
Uptitration to 50 mg was required for 18.3% of patients, a
ratio in line with that found during phase III studies of the
agomelatine development programme (15-35%). Character-
istics of patients whose treatment was uptitrated to 50 mg
included a long disease duration, numerous depressive epi-
sodes, and hospitalisations for MDE; these patients had
been receiving an antidepressant treatment within the past
12 months and showed high suicidal risk. These character-
istics are associated with poorer treatment response and are
therefore typical of a population that is medically complex
to treat.

The mean HAM-D total score and CGI-S score showed
that patients gradually improved along the agomelatine treat-
ment path, even after agomelatine treatment had stopped
and until the end of the follow-up period. Rates of respond-
ers and remitters according to the HAM-D17 were satisfac-
tory (91% and 56%, respectively) at the end of the treat-
ment period. The rate of responders and remitters observed
in this study, in current medical practice, were in the same
range as those reported in previous clinical trials assess-
ing the efficacy of agomelatine in the long-term (6 months)
[13, 22], or compared with response and remission rates
measured by the Montgomery—/oksberg Depression Rating
Scale (MADRS) for antidepressants in clinical trials, such
as escitalopram and, more recently, vortioxetine [23, 24].
Our results are also in accordance with the improvement
observed in patients treated with agomelatine over a shorter

follow-up period (12 weeks) in the large non-interventional
Vivaldi study conducted in Germany [25].

Nevertheless, a major residual burden still exists due to
insufficiently long treatment durations in everyday medical
practice. Patients who are reluctant to and/or do not toler-
ate antidepressant treatment can rapidly discontinue the
treatment [26]. A treatment duration of at least 6 months
is recommended to achieve a sufficient improvement of
symptoms, and prevent relapse and the chronic evolution
of depression [4-6, 24, 27]. However, a 12-month follow-
up study of a large cohort of French patients [7] reported
that more than 80% of patients had a treatment duration
of < 6 months in real-life conditions. By comparison, 62% of
patients in the current study were still treated 6 months after
agomelatine initiation, and the mean duration of agomela-
tine treatment reached approximately 8 months in real-life
medical practice conditions in France. Hence, adherence to
agomelatine treatment in medical practice observed here is
in good agreement with recommendations and is therefore
encouraging. This satisfactory adherence could be explained
by the low relapse rate in patients receiving agomelatine
(7% of patients in the present survey), while approximately
20% of patients who continue treatment with antidepres-
sants generally experience a relapse [28]. The risk of relapse
also depends on the number of residual symptoms [29]. The
measured low risk of relapse could be connected to a weak
persistency of residual symptoms in patients taking agomel-
atine, a proposal that would need more controlled protocols.
Indeed, agomelatine was shown to improve symptoms such
as sleep disorders and anxiety symptoms [14, 30], which
are some of the most common residual symptoms [31, 32].

Depressive disorders give rise to serious handicaps and
disabilities, which result in the deterioration of a patient’s
quality of life [33]. The functional status of patients was
examined using the SDS [21, 34], because the return to
a normal level of disabled functioning is as important as
a reduction in depressive symptoms [35]. Agomelatine
improved depression-related functional disability in treated
outpatients. Improvements promoted a balanced functional
outcome to a similar degree on all patient functioning
domains (work, social life, family life and home responsi-
bilities) associated with a notable decrease in the number of
days lost or underproductive days.

Depression and psychiatric comorbid conditions nega-
tively impact quality of life and functioning of patients and
there is growing recognition of both types of outcomes in the
treatment of depressive disorders [36, 37]. The improvement
of social functioning on agomelatine might contribute to an
increased quality of life for patients. At the last visit, the
mean QLDS total score reflected a relatively good feeling
about patients’ quality of life. These findings in everyday
medical practice are in line with results reported in agomela-
tine trials [15, 38-40].

A\ Adis



1018

P. Gorwood et al.

The present study confirms the profile of common emer-
gent adverse effects reported with agomelatine [10, 11]. The
nature and frequency of adverse events reported here were in
accordance with previous knowledge obtained during clini-
cal trials and with the known product information (SmPC).
No unexpected EAEs were reported in agomelatine-treated
patients. Compared with the group of patients taking the
25 mg fixed dose during the study, there was more frequent
reporting of serious EAEs in the group of patients who
required uptitration to 50 mg. This could not only be due
to a lower tolerance of the 50 mg dose but could also be
related to the more complex medical history of these patients
at baseline.

The good sexual acceptability of agomelatine has been
widely demonstrated in short-term studies [41-45] and is
confirmed in the present cohort. Over a 1-year period in
standard medical practice, three events were reported, of
which none were considered related to agomelatine. The
absence of deleterious adverse effects on sexual function
during agomelatine treatment could be translated into
enhanced patient quality of life, and adherence to treatment,
therefore potentially favouring recovery from the depressive
episode.

As regards to events related to the risk of suicide, the
incidence did not differ according to the age of the patients,
but was numerically more elevated in the group of patients
who required uptitration to 50 mg, i.e. who presented with
more severe depression characteristics (higher number of
previous episodes, higher number of hospitalisations, higher
suicidal risk) at the start of treatment.

Regarding hepatic risk, no new information emerged from
this observational cohort study. The incidence of AST and/or
ALT >3 x ULN was low at 0.9% in patients receiving 25 mg
and 2.1% in patients receiving 25-50 mg (1.1% for all doses
of agomelatine); these increases were isolated and revers-
ible. These observed rates of increases in transaminases
in this large cohort were in agreement with those initially
reported at the time of agomelatine registration in 2009, and
with those from a pooled analysis of 49 agomelatine trials
[46]. As with other antidepressants [47], the hepatic adverse
events observed with agomelatine consisted mainly of iso-
lated and asymptomatic increases in transaminases, detect-
able during the first months of treatment, with rare clinical
signs. For 1-year follow-up of the agomelatine cohort, there
was no Hy’s law case (AST or ALT PCSA values + total
bilirubin >2 X ULN), no liver transplant, no fulminant hepa-
titis, no cases of hepatic failure, and no hepatic disorders
with fatal outcome. In fact, a study conducted by the French
Competent Authority (ANSM) on a cohort of more than
3.8 million subjects has established there was no argument
supporting an increased risk of serious hepatic impairment
related to the initiation of agomelatine treatment (taken
in accordance with the SmPC) compared with selective
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serotonin reuptake inhibitors [48]. As hepatic transaminase
elevation is seen with most antidepressants, their monitoring
during, and on discontinuation of, treatment could be seen in
general health care for depressed patients [49].

This study has several limitations, including the biases
that are typically associated with an observational study
design and with the absence of a control group. Various
bias factors, apart from the test therapy, could have affected
clinical outcomes, such as natural evolution of the disease,
adjunctive therapies or observation bias. Nevertheless, the
observational nature of the study and the large sample size
were adapted to improve the knowledge of the drug in usual
practice. Additionally, one limitation of this prospective
study was that physicians who agreed to participate in the
study, compared with those who never answered or refused,
were probably more prone to work in accordance with the
recommendations of treatment for depression or the product
SmPC. However, in France, the distribution of active physi-
cians according to type of practice matched the distribution
according to prescription, therefore it can be expected to be
close to real life. In addition, it may be that the population
of patients who agreed to enter this prospective study was
more compliant, or was more concerned by the disease, and
as such might not be fully representative of the depressed
population seen in daily practice in France. For these rea-
sons, patients recruited in the present cohort might more
easily adhere to the study medication, and it cannot be ruled
out that this had inflated the duration of exposure. Of note,
in order to address a potential selection bias related to a par-
ticular profile of patients prescribed agomelatine, and at the
request of the HAS, the study also involved a large cohort
involving 7157 depressed patients initiating any antidepres-
sant treatment other than agomelatine and participating only
to the baseline visit (data not shown). The comparison of the
two cohorts showed only few differences, suggesting that the
agomelatine cohort was representative of a broad population
of depressed patients treated with antidepressants.

Finally, the rates of missing data could have influenced
some results (i.e. QLDS); however, we assume that the num-
ber of values analysed in the present cohort might be enough
to generate accurate and reliable results. The consistent find-
ings obtained across clinical and observational studies sup-
port this hypothesis.

5 Conclusion

Our findings confirm, under daily practice conditions, the
long-term reported efficacy and good tolerability of agomel-
atine administered at therapeutically recommended doses
according to the SmPC, in a large and mixed patient sample
representative of the French population of depressed outpa-
tients. The improvements in symptomatic distress and the
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good tolerability are equally important benefits for patients,
and may contribute to a positive perception of agomelatine,
likely translate into low relapse rates, and encourage adher-
ence to treatment, the duration of which could be optimised
to comply with guideline recommendations.
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