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Table S1: Criteria for judgement of risk of bias* 

Judgment Criteria (any 1 or more of the following) 

Low risk of bias  No missing outcome data 
 Reasons for missing outcome data unlikely to be related to true outcome 
 Missing outcome data balanced in numbers across intervention groups, with similar reasons for missing data 
across groups 

 For dichotomous outcome data, the proportion of missing outcomes compared with observed event risk not 
enough to have a clinically relevant impact on the intervention effect estimate 

 For continuous outcome data, plausible effect size among missing outcomes not enough to have a clinically 
relevant impact on observed effect size 

 Missing data have been imputed using appropriate methods 
High risk of bias  Reason for missing outcome data likely to be related to true outcome 

 For dichotomous outcome data, the proportion of missing outcomes compared with observed event risk enough 
to induce clinically relevant bias in intervention effect estimate 

 For continuous outcome data, plausible effect size among missing outcomes enough to induce clinically relevant 
bias in observed effect size 

 Potentially inappropriate application of simple imputation 
Unclear risk of bias  Insufficient reporting of attrition/exclusions to permit judgment of “low risk” or “high risk” (e.g. number randomized 

not stated, no reasons for missing data provided) 
 The study did not address the outcome 

*Modified from Cochrane review. 

Fig. S1: Overall risk of bias of the studies included in our meta-analysis. 
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Fig. S2: Meta-analysis of the mean changes from baseline in the primary end point between vortioxetine and 
comparators (serotonin-norepinephrine reuptake inhibitors [SNRIs]).1–6 CI = confidence interval. 

Fig. S3: Meta-analysis of the response rate in the secondary end point between vortioxetine and comparators (serotonin-
norepinephrine reuptake inhibitors [SNRIs]).1–6 CI = confidence interval. 
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Fig. S4: Meta-analysis of the remission rate in the secondary end point between vortioxetine and 
comparators (serotonin-norepinephrine reuptake inhibitors [SNRIs]).1–6 CI = confidence interval. 

Fig. S5: Meta-analysis of the discontinuation rate owing to adverse events between vortioxetine and 
placebo.1–11 CI = confidence interval. 
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Fig. S6: Meta-analysis of the discontinuation rate owing to lack of efficacy between vortioxetine and 
placebo.1–11 CI = confidence interval. 

Fig. S7: Meta-analysis of the discontinuation rate owing to adverse events between vortioxetine and 
comparators.1–6,12 CI = confidence interval. 



Appendix 1 to Pae C-U, Wang S-M, Han C, et al. Vortioxetine: a meta-analysis of 12 short-term, 
randomized, placebo-controlled clinical trials for the treatment of major depressive disorder. J Psychiatry 
Neurosci 2014. 

DOI: 10.1503/jpn.140120 

References 

1. Alvarez E, Perez V, Dragheim M, et al. A double-blind, randomized, placebo-controlled, active reference study of Lu AA21004 in
patients with major depressive disorder. Int J Neuropsychopharmacol 2012;15:589-600. 

2. Baldwin DS, Loft H, Dragheim M. A randomised, double-blind, placebo controlled, duloxetine-referenced, fixed-dose study of three 
dosages of Lu AA21004 in acute treatment of major depressive disorder (MDD). Eur Neuropsychopharmacol 2012;22:482-91. 

3. Katona C, Hansen T, Olsen CK. A randomized, double-blind, placebo-controlled, duloxetine-referenced, fixed-dose study comparing
the efficacy and safety of Lu AA21004 in elderly patients with major depressive disorder. Int Clin Psychopharmacol 2012;27:215-23. 

4. Mahableshwarkar AR, Jacobsen PL, Chen Y. A randomized, double-blind trial of 2.5 mg and 5 mg vortioxetine (Lu AA21004) versus
placebo for 8 weeks in adults with major depressive disorder. Curr Med Res Opin 2013;29:217-26. 

5. Boulenger JP, Loft H, Olsen CK. Efficacy and safety of vortioxetine (Lu AA21004), 15 and 20 mg/day: a randomized, double-blind, 
placebo-controlled, duloxetine-referenced study in the acute treatment of adult patients with major depressive disorder. Int Clin
Psychopharmacol 2014;29:138-49. 

6. Mahableshwarkar AR, Jacobsen PL, Serenko M, et al. A duloxetine-referenced, fixed-dose study comparing efficacy and safety of 2 
vortioxetine doses in the acute treatment of adult MDD patients (NCT01153009) [poster]. American Psychiatric Association 166th
Annual Meeting; 2013 May 18-22; San Francisco. 

7. Henigsberg N, Mahableshwarkar AR, Jacobsen P, et al. A randomized, double-blind, placebo-controlled 8-week trial of the efficacy and 
tolerability of multiple doses of Lu AA21004 in adults with major depressive disorder. J Clin Psychiatry 2012;73:953-9. 

8. Jain R, Mahableshwarkar AR, Jacobsen PL, et al. A randomized, double-blind, placebo-controlled 6-wk trial of the efficacy and
tolerability of 5 mg vortioxetine in adults with major depressive disorder. Int J Neuropsychopharmacol 2013;16:313-21. 

9. Jacobsen PL, Mahableshwarkar AR, Serenko M, et al. A randomized, double-blind, placebo-controlled study of the efficacy and safety 
of vortioxetine 10 mg and 20 mg in adults with major depressive disorder (NCT01163266) [poster]. American Psychiatric Association 
166th Annual Meeting; 2013 May 18-22; San Francisco. 

10. Mahableshwarkar AR, Jacobsen PL, Serenko M, et al. A randomized, double-blind, parallel-group, placebo-controlled, fixed-dose study
comparing the efficacy and safety of 2 doses of vortioxetine (Lu AA21004) in acute treatment of adults with major depressive disorder
(NCT01179516) [poster]. American Psychiatric Association 166th Annual Meeting; 2013 May 18-22; San Francisco. 

11. Efficacy and safety study of vortioxetine (Lu AA21004) for treatment of major depressive disorder. NCT01255787. Available:
http://clinicaltrials.gov/show/NCT01255787 (accessed 2014 Apr. 1). 

12. Dragheim M, Nielsen RZ. A randomized, double-blind, study of vortioxetine versus agomelatine in adults with major depressive
disorder (MDD) switched after inadequate response to SSRI or SNRI treatment (NCT01488071) [poster]. NCDEU 53rd Annual Meeting; 
2013 May 28-31; Hollywood, FL. 


