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BACKGROUND
•	 Antidepressants are one of the drug types with the highest 

prescription rates in Europe.

•	 The number of approved antidepressants has increased 
dramatically in recent decades. Antidepressant choice is 
influenced by factors related to the specific antidepressant 
drug profile but is also related to prescriber characteristics 
(e.g., specialty: psychiatrist or general practitioner); 
reimbursement policies in each country; or patient 
characteristics, including age, sex, and severity of the 
depression or the presence of comorbidities.

•	 No studies have described the use of antidepressants and 
the characteristics of adult users in Europe since 2012.

OBJECTIVE
•	 To describe patterns of use and characteristics of adult users 

of 10 of the most commonly prescribed antidepressants from 
2009 to 2014 in Denmark, Germany, Spain, and Sweden.

METHODS
•	 This drug utilization study was conducted using data 

collected during a postauthorization safety study 
investigating the potential risk of acute liver injury 
associated with the use of agomelatine compared with 
other antidepressants.

•	 10 antidepressants were included: 

–	 5 selective serotonin reuptake inhibitors: citalopram, 
escitalopram, fluoxetine, paroxetine, and sertraline

–	 2 serotonin-norepinephrine reuptake inhibitors: duloxetine 
and venlafaxine

–	 1 tricyclic antidepressant: amitriptyline

–	 1 noradrenaline and specific serotonergic  
antidepressant: mirtazapine

–	 1 melatonergic agonist and 5-HT2C antagonist: agomelatine

•	 The list of study antidepressants included different classes 
of the most commonly used antidepressants in the 
participating countries. Agomelatine was selected for 
regulatory reasons.

•	 Adult initiators of each study antidepressant from 2009 to 
2014 were identified in the Danish and the Swedish national 
registers, GePaRD (Germany), EpiChron (Aragon, Spain), and 
SIDIAP (Catalonia, Spain).

•	 Cumulative incidence of antidepressant initiation was 
calculated. Initiators were characterized at the start of 
treatment episode according to age, sex, and presence of 
comorbidities. Patterns of use, including use of antidepressants 
before and during the current episode, were also assessed.

RESULTS
•	 The study included 4.8 million initiators of antidepressants.

•	 Citalopram had the highest cumulative incidence (users per 
1,000) in all populations except in Aragon, ranging from 65 in 
Denmark to 38 in Catalonia. Agomelatine (fewer than 10) and 
paroxetine had the lowest cumulative incidence (Table 1).

•	 The cumulative incidence for mirtazapine was high in 
Denmark, Germany, and Sweden.

•	 Women (> 60%) comprised the majority of antidepressant 
initiators (data not shown).

•	 Mirtazapine was used among older initiators (median age 
range 54 years in Denmark, 67 years in Aragon) with a 
higher prevalence of comorbidities, and fluoxetine was used 
among younger and healthier initiators (median age range 
38 years in Sweden, 50 years in Aragon) (Figure 1).

•	 The most prevalent comorbidities among initiators were 
hypertension, diabetes, hyperlipidemia, and obesity (see 
Figure 1 for initiators of mirtazapine and fluoxetine).

•	 The results indicated that citalopram and amitriptyline were 
the most common first-line treatments, whereas agomelatine 
and duloxetine were mostly used in the second line (Figure 2).

•	 Agomelatine, venlafaxine, and duloxetine were mostly used 
in combination therapy (Figure 2).

CONCLUSIONS
•	 This study suggests that citalopram and mirtazapine were 

the most commonly prescribed antidepressants in the 
populations studied during 2009-2014. 

•	 Age, presence of comorbidities, and patterns of use among 
adult initiators differed between antidepressants.

Table 1. Cumulative Incidence of Study Antidepressant Initiation at the End of Study Period (Per 1,000 Population)

Denmark GePaRD, 
Germany

EpiChron, 
Aragon, Spain

SIDIAP, 
Catalonia, Spain Sweden

Citalopram 64.5 43.7 9.5 38.0 52.5

Escitalopram 14.5 7.3 47.5 21.1 18.3

Fluoxetine 4.7 6.3 15.5 17.0 10.0

Paroxetine 4.8 4.7 23.8 27.8 4.5

Sertraline 35.0 8.3 11.7 20.1 46.5

Duloxetine 9.5 7.5 21.6 9.7 11.2

Venlafaxine 22.2 13.9 10.9 11.1 16.9

Amitriptyline 10.0 29.2 20.6 24.2 26.4

Mirtazapine 42.5 35.0 21.8 14.5 45.0

Agomelatine 5.6 5.9 9.2 3.0 2.5

Total 213.3 161.8 192.0 186.5 233.8

Note: �The estimated cumulative incidence of study antidepressant initiation at the end of the study period was calculated by dividing the total number of initiators during the study period 
(2009 to 2013/2014) of each antidepressant by the total reference adult population in each data source at the end of 2013 or 2014 (depending on the end of the study period).
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Figure 1. Comorbid Conditions Among Fluoxetine and Mirtazapine Initiators

Note: �Only results for new users of mirtazapine and fluoxetine are displayed in this figure. For more information, please review the manuscript here:  
https://www.sciencedirect.com/science/article/pii/S016503271832398X?via%3Dihub

Figure 2. Proportion of Study Antidepressant Initiators by Antidepressant Treatment in the 12 Months Before Drug Initiation (No Previous 
Treatment, 1 Antidepressant, 2 or More Antidepressants)

NASSA = noradrenaline and specific serotonergic antidepressant; SNRI = serotonin-norepinephrine reuptake inhibitor; SSRI = selective serotonin reuptake inhibitor;  
TCA = tricyclic antidepressant.


