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BACKGROUND RESULTS

« Agomelatine is a melatonergic agonist and 5-HT2C antagonist indicated for major depressive episodes Study Population
in adults.

+ There were 3,238,495 new users of study antidepressants (74,440 new users of agomelatine).

Hepatotoxicity, including acute liver injury (ALI), is an identified risk in the risk management plan for
agomelatine, and hepatotoxic reactions have been observed with other antidepressants; however,
population-based studies quantifying this risk are scarce. Figure 3. Cohort Attrition

All users of study
OBJ ECTIVE antidepressants

+ To evaluate the risk of ALl associated with the use of agomelatine and other selected antidepressant drugs. Eligibility criteria

METHODS

Study Design and Data Sources

« Multinational, multiple—data source, nested case-control study of new users of agomelatine and other

» The cohort attrition process in each data source is presented in Figure 3.

EpiChron SIDIAP GePaRD Denmark Sweden
319,708 361,821 2,326,803 1,127,244 4,222,582
Main cause of ineligibility: prevalent use (patients did not meet the new-user definition)

I I N
Main exclusion conditions: malignancy and alcohol use disorders

Exclusion criteria

New users
included

selected antidepressants Citalopram 9,016 (46.7%) 41,295 (59.4%) 229,895 (36.6%) 199,887 (56.1%) 302,719 (28.9%)

« Population-based data sources: EpiChron (Aragon, Spain), SIDIAP (Catalonia, Spain), GePaRD (Germany), and
Danish and Swedish national registers

185,628 203,101 817,072 664,205 1,368,489
(58.1%) (56.1%) (35.1%) (58.9%) (32.4%)

Agomelatine 8,826 (82.5%) 3,243 (69.2%) 30,155 (43.0%) 18,032 (81.5%) 14,184 (56.7%)

Study Population

+ The selection of cases and controls is described in Figure 1.

Main Results

« The main results for agomelatine and the other antidepressants for the primary endpoint are presented in
Figure 1. Selection of Cases and Controls Figure 4. A total of 472 cases for the primary endpoint was identified. PPVs for the primary endpoint ranged
from 60% to 84%.

A total of 178 cases (confirmed by validation) for the secondary endpoint and 17,118 cases for the tertiary
citalopram, and 8 other antidepressants endpoint was identified. Agomelatine results for the secondary (OR, 0.40; Cl, 0.05-3.11) and tertiary endpoints
(OR, 0.79; CI, 0.50-1.25) were similar to the results of the primary endpoint. PPVs for the tertiary endpoint
ranged from 8% to 47%.

New user cohorts for agomelatine,

Inclusion criteria Exclusion criteria

For the other study antidepressants that were compared with citalopram, most OR point estimates were also
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1CD-10-CM analyses). The following confounders were included in most analyses: obesity, hyperlipidaemia and hypertriglyceridaemia, diabetes,
Secondary and tertiary endpoints K76.8 Other specified diseases of liver hypertension, indication of treatment with drugs for depression for major depression, indication of treatment with drugs for depression for
were validated in Denmark and Spain K76.9 Liver disease, unspecified anxiety disorders, indication of treatment with drugs for depression for other mental and behavioural disorders, Charlson Comorbidity Index,
. R17 Unspecified jaundice, excludes neonatal number of liver tests performed, concurrent use of hepatotoxic drugs, and concurrent use of other drugs for depression.
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PPV = positive predictive value. Strengths Limitations
Statistical Anal + Large, multinational, and multiple—data source study -+ Low ALl incidence and low precision in the main
atistical Analyses including nine different antidepressants compared analyses of risk estimates and PPVs
+ Crude and adjusted odds ratios (ORs) and 95% confidence intervals (Cls) of ALI for current use of each study with citalopram - Despite the pharmacoepidemiological methods
antidepressant compared with current use of citalopram were estimated via conditional logistic regression - Validation activities used to minimize its presence, bias as a result of
models that used a prespecified list of confounders, and other potential confounders were added after a - Three different endpoints with different incidences potential misclassification of exposures or
backward selection process. of ALI and different PPVs endpoints, and of residual confounding, is still
possible.

+ Meta-analytic methods were employed to obtain the pooled adjusted ORs (random models were used when
heterogeneity was present, i.e., 1> > 30%).

» Several preplanned sensitivity analyses (SAs) were done to check the robustness of results, and 2 post hoc CONCLUSIONS
SAs (requested by the European Medicines Agency), one applying no liver-related exclusion criteria and one + The results of this study do not suggest that the risk of ALI with the use of agomelatine constitutes a public
with all exclusion criteria but alcohol and drug abuse, were implemented to check the robustness of the results. health problem, at least among patient populations in health care systems with prescription patterns and
risk-minimisation measures similar to those in this study.
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