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Aluminium/polyvinylchloride blister are used as primary packaging. The materials comply with Ph. 
Eur. and are adequate to support the stability and use of the product. 

• 
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• Pharmacodynamic drug interactions 

No studies were performed in animals except the diazepam and barbital interaction studies in the rat. 
Interaction studies were performed in healthy volunteers (see Clinical Primary and Secondary 









Page 13 of 66 

2.4 Clinical aspects 

Introduction 

GCP 

The Clinical trials were performed in accordance with GCP as claimed by the applicant. 

The applicant has provided a statement to the effect that clinical trials conducted outside the 
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of distribution after oral administration (Vc/F) was estimated to be 1880 L. A linear correlation 
(r2 = 0.915) was observed between the plasma and saliva concentrations and saliva concentrations of 
agomelatine were found to represent 2.8% of the plasma concentrations. 
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Race: No studies were performed to evaluate the possible influence of race on pharmacokinetics of 
agomelatine. During the procedure the applicant was requested to discuss this. A number of references 
were submitted. It was considered that genetic factors alone were unlikely to cause the high variability 
observed with CYP1A2 substrates. However, no specific study on this was performed. 

Elderly: In study PKH-010, a single dose study evaluating the effect of smoking, age and gender, no 
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Secondary assessment criteria: At the end of treatment there was a statistically significant difference in 
total MADRS score between the treatment groups (p = 0.050): pair wise comparisons with placebo 
showed it to be significantly lower in the agomelatine 25 mg group than in the placebo group 
(estimated mean difference = 3.6). 

 
• Main studies 
 

Study CL3-042 and study CL3-043 (parallel groups, placebo-controlled short-term studies) 

Methods 

Study Participants 

Studies CL3-042 and CL3-043 included in- or out-patients, male or female, aged between 18 and 65 
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Study CL3-041 
Primary criterion 

• 
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This difference became statistically significant (HR= 0.57, p = 0.046) over the period W8-W52. In the 
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During the double-blind period, in the FAS, the therapeutic benefit, acquired during the open period 
was maintained in the agomelatine group (mean chan
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   Respiratory tract infection viral 2 (0.5) 
   Bronchitis acute 2 (0.5) 
   Tooth abscess 2 (0.5) 
   Respiratory tract infection 2 (0.5) 
   Acute sinusitis 
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• Discussion on clinical safety 

Agomelatine is an antidepressant with a claimed new mechanism of action and a different safety 
profile (lack of clinically relevant weight gain, low risk of sexual dysfunction, low incidence of gastro-
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potential risk in the RMP. This was considered acceptable, however data from post-marketing 
surveillance are to be collected and possible signals are to be analysed in PSURs regarding bleeding 
events. 
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Safety concern Proposed pharmacovigilance activities 
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No tolerance developed following chronic treatment and no withdrawal relapse was noted one week 
after cessation of treatment. Among benefits on the safety side are the lack of clinically relevant 
weight gain, no effect on the cardiovascular system, 
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risk-benefit balance of Valdoxan in the treatment of Major Depressive Episodes in adults was 
favourable and therefore recommended the granting of the marketing authorisation. 

Divergent opinions were based on the following considerations: 

Efficacy has not been consistently demonstrated and the magnitude appears less than the active 


