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eTable 1. Randomized Controlled Trials Supporting Enhanced Remission Rates 
With Combination Therapies Compared With Monotherapies From the Initiation of 
Treatment of Major Depressive Disorder 
Randomized Trial Drug Combination
Nelson et al SSRI (fluoxetine) + NRI (desipramine)
Godfrey et al, Coppen and Bailey, Resler et al SSRI (fluoxetine) + l-methylfolate
Fava et al SSRI (fluoxetine) + eszopiclone
Blier et al (2009) SSRI (paroxetine) + mirtazapine
Blier et al (2006) SSRI (fluoxetine) + mirtazapine
Blier et al (2006) SNRI (venlafaxine) + mirtazapine
Blier et al (2006) NDRI (bupropion) + mirtazapine
Abbreviations: NDRI = norepinephrine-dopamine reuptake inhibitor, NRI = norepinephrine reuptake 

inhibitor, SNRI = serotonin-norepinephrine reuptake inhibitor, SSRI = selective serotonin reuptake 
inhibitor.

References: 
Blier P, Ward HE, Tremblay P, et al. Combination of antidepressant medications from treatment 

initiation for major depressive disorder: a double blind randomized study. Presented at the 
American Psychiatric Association; May 20–25, 2006; Toronto, Ontario, Canada.

Blier P, Gobbi G, Turcotte JE, et al. Mirtazapine and paroxetine in major depression: a comparison 
of monotherapy versus their combination from treatment initiation. Eur Neuropsychopharmacol. 
2009;19(7):457–465 .

Coppen A, Bailey J. Enhancement of the antidepressant action of fluoxetine by folic acid: a 
randomised, placebo controlled trial. J Affect Disord. 2000;60(2):121–130.

Fava M, McCall WV, Krystal A, et al. Eszopiclone co-administered with fluoxetine in patients with 
insomnia coexisting with major depressive disorder. Biol Psychiatry. 2006;59(11):1052–1060.

Godfrey PSA, Toone BK, Carney MW, et al. Enhancement of recovery from psychiatric illness by 
methylfolate. Lancet. 1990;336(8712):392–395.

Nelson JC, Mazure CM, Jatlow PI, et al. Combining norepinephrine and serotonin reuptake 
inhibition mechanisms for treatment of depression: a double-blind, randomized study. Biol 
Psychiatry. 2004;55(3):296–300.

Resler G, Lavie R, Campos J, et al. Effect of folic acid combined with fluoxetine in patients with 
major depression on plasma homocysteine and vitamin B12, and serotonin levels in lymphocytes. 
Neuroimmunomodulation. 2008;15(3):145–152


