
BACKGROUND
Major depressive disorders (MDD) represent an important public health problem since it is highly prevalent in the 
industrialized world, being the fourth most important cause of disability worldwide, and are expected to become 
the second most important cause in the near future1. MDD are associated with substantial economic consequences 
for patients and their families, for health care payers and also employers, due to high disability and costs.

OBjeCtives
The purpose of the present study is to conduct an economic evaluation of Agomelatine vs the current alternatives 
in daily clinical practice for treating patients with major depression disorders (MDD) in Italy (Venlafaxine, Fluoxetine, 
Sertraline, Escitalopram and Duloxetine).

MethODs
The results are based on adjustment to the Italian context of a model appeared on peer review publications2 . 
According to the guide line of the Italian Health Economic Association (AIES), the 3% annual discount rate was 
applied to costs and outcome occurred beyond the year.
Using a Markov model-based cost-effectiveness analysis, Agomelatine was compared with other antidepressant 
therapies commonly prescribed and belonging to the SSRI and SNRI pharmacological classes (Venlafaxine, Fluoxetine, 
Sertraline, Escitalopram and Duloxetine), chosen on the basis of market shares, and compared with placebo. The 
deterministic Markov model consists of six states: healthy, depressive episode on treatment, remission on treatment, 
depressive episode off treatment, remission off treatment and death. The cycle length of the model is 1 month. The 
model is outlined in Figure 1. 
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Figure 1. Structure of Markov Model

The time horizon adopted is 24 months.  The population considered in the model consists of patients suffering from 
MDD and with an average age of 45 years. The perspective of both the third party payer (Italian National Healthcare 
Service) and the society were considered in the analysis. 
Due to lack of Italian utility values for patients with depression, the values proposed for the Swedish population by 
Sobocki et al. for each health state of model (i.e. healthy, remission, and depressive episode) were used 3-4 .
The direct health care cost reflects and encapsulates all the resource consumption incurred for the care of patients 
during a depressive episode or remission. In particular, costs associated with patients’ hospitalization, outpatient 
visits, medication, laboratory tests and management of adverse events were considered. Data for resource utilization 
during a depressive episode or remission were taken from a recent publication5  and all the values (both direct and 
indirect costs) has been validated by an expert.
Drug prices (Table 1) were taken from the Italian Medicines Agency (AIFA) website, considering ex-factory prices 
gross of the legal discounts (from the transparency list for equivalent drugs updated on 27/06/2014 and from A-class 
reimbursability list for Duloxetine), while as regards Agomelatine the cost/mg calculated from the gross ex-factory 
proposed price (1.14 €/unit) was applied.

The outcomes were measured in terms of quality-adjusted life years, QALYs, which represent a synthetic index which 
incorporates both quantity and quality of life. The calculation of QALYs was carried out on the basis of efficacy, 
proven by randomised comparative clinical trials, in inducing remission and maintaining it.
The results of the model were expressed in terms of incremental cost-effectiveness ratio (ICER).
Considering that most of the input data included in the model are subject to variations, in order to manage the 
uncertainty a probabilistic sensitivity analysis was carried out using a Monte Carlo simulation.

ResULts
Results show that Agomelatine administration is linked with lower direct costs than all the comparators with lower 
and substantially equivalent indirect costs compared to Escitalopram. Agomelatine has the highest efficacy in terms 
of QALY gained (1.477 in the direct comparison and 1.474 in the indirect comparison) compared to all medications 
considered in the analysis (Table 2).

Table 1. Cost of medication

Fluoxetina

Escitalopram

Sertralina

Duloxetina

Venlaflaxina

Agomelatina

Cost of medication (€)

0,0456 1,14 34,70

0,0032 0,24 7,38

0,0191 1,15 34,86

0,0192 0,38 11,69

0,0066 0,13 4,02

0,0024 0,12 3,69

Per mg Per day Per month

According to the societal perspective, considering both direct and indirect costs, the results reported in Table 3 
were obtained. Agomelatine is dominant against Venlafaxine, Fluoxetine, Sertraline and Duloxetine, since it is less 
expensive and more effective. Moreover, the ICER for Agomelatine vs. Escitalopram was calculated to be €310/QALY, 
indicating that Agomelatine is a cost-effective alternative for MDD treatment in Italy vs. Escitalopram.

Table 2. Base case results of cost-effectiveness analysis

Direct comparison

Study
medication Indirect cost Total cost QALY

Direct cost 
(excluding study 
medication)

Venlaflaxina

Agomelatina 320 1.559 3.839

47 1.757 4.032

1,477

1,453

1.960

2.228

Sertralina

Fluoxetina

Placebo

Escitalopram 83 1.662 3.835

32 1.811 4.141

1,464

1,449

2.090

2.298

28 1.859 4.246

0 2.309 5.368

1,445

1,389

2.359

3.059

Indirect comparison

Duloxetina

Agomelatina 473 1.536 3.997

372 1.668 4.181

1,474

1,459

1.988

2.142

According to the perspective of the Italian NHS, and thus considering only direct costs, Agomelatine is dominant against 
Fluoxetine, Sertraline and Duloxetine, while proves to be a cost-effective alternative in comparison to Venlafaxine 
(ICER 329 €/QALY) and Escitalopram (8,035 €/QALY) (Table 4).

Direct comparison

QALY
Incremental

cost (€)
Incremental

QALYs

ICERTotal
cost

Venlaflaxina

Agomelatina 1,477 - -

1,453 -193 0,024

-

Ago dominant

3.839

4.032

Sertralina

Fluoxetina

Placebo

Escitalopram 1,464 +4 0,013

1,449 -302 0,028

310 €/QALY

Ago dominant

3.835

4.141

1,445 -407 0,032

1,389 -1.529 0,088

Ago dominant

Ago dominant

4.246

5.368

Indirect comparison

Duloxetina

Agomelatina 1,474 - -

1,459 -344 0,015

-

Ago dominant

3.997

4.181

Agomelatine vs. comparator

Table 3. Incremental cost-effectiveness ratio (ICER) results from the societal perspective analysis

Direct comparison

QALY
Incremental

cost (€)
Incremental

QALYs

ICERTotal
direct cost

Venlaflaxina

Agomelatina 1,477 - -

1,453 +5 0,024

-

329 €/QALY

2.280

2.275

Sertralina

Fluoxetina

Placebo

Escitalopram 1,464 +107 0,013

1,449 -50 0,028

8.035 €/QALY

Ago dominant

2.173

2.330

1,445 -107 0,032

1,389 -779 0,088

Ago dominant

Ago dominant

2.387

3.059

Indirect comparison

Duloxetina

Agomelatina 1,474 - -

1,459 -53 0,015

-

Ago dominant

2.458

2.511

Agomelatine vs. comparator

Table 4. Incremental cost-effectiveness ratio (ICER) results from the Italian NHS perpective analysis (only direct costs)

Regarding the comparison with Duloxetine, the only branded comparator, and with Escitalopram, the only one 
compared with Agomelatine is not dominant, the figure 2 shows the effects of varying the price of Agomelatine on 
cost-effectiveness.

The probabilistic sensitivity analysis showed that at a willingness to pay threshold of €25,000/QALY Agomelatine is 
highly likely to be cost-effective, with probabilities of 75% vs Duloxetina, 80,5% vs Venlaflaxina, 88,6% vs Fluoxetina, 
93,5% vs Escitalopram, 97,1% vs Sertralina.

CONCLUsiONs
According to results of the present study, Agomelatine dominates (i.e. is cost-saving for the payer and in parallel 
improves effectiveness) all active comparators included in the analysis (Venlafaxine, Duloxetine, Fluoxetine and 
Sertraline) except for Escitalopram, where we found that Agomelatine is cost-effective with an ICER equal to €310 
per QALY gained.
In conclusion, according to its favorable tolerability profile and its proven efficacy, Agomelatine represents a powerful 
tool for many patients suffering from MDD, which may lead to both clinical and economic advantages.

Figure 2. Effects of varying the price of Agomelatine on C/E
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