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RESEARCH QUESTIONS 

 
1. What is the clinical efficacy of aripiprazole as an adjunct to antidepressants for the 

treatment of patients with major depressive disorder who have had an inadequate 
response to prior antidepressant treatments? 

 
2. What is the cost-effectiveness of aripiprazole as an adjunct to antidepressants for the 

treatment of patients with major depressive disorder who have had an inadequate 
response to prior antidepressant treatments? 

 
3. What are the evidence-based guidelines for the use of aripiprazole for the treatment of 

patients with major depressive disorder who have had an inadequate response to prior 
antidepressant treatments? 

 
KEY FINDINGS 

 
Three systematic reviews with meta-analyses, two randomized controlled trials, and two 
evidence-based guidelines were identified regarding the use of aripiprazole as an adjunct to 
antidepressants for the treatment of patients with major depressive disorder who have had an 
inadequate response to prior antidepressant treatments. 
 
METHODS 

 
A limited literature search was conducted on key resources including PubMed, Ovid 
PsychINFO, Ovid Embase, The Cochrane Library, University of York Centre for Reviews and 
Dissemination (CRD) databases, Canadian and major international health technology agencies, 
as well as a focused Internet search. No methodological filters were used to limit retrieval by 
study type. Where possible, retrieval was limited to the human population. The search was also 
limited to English language documents published between January 1, 2014 and April 29, 2016.  
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SELECTION CRITERIA 

 
One reviewer screened citations and selected studies based on the inclusion criteria presented 
in Table 1. 
 

Table 1: Selection Criteria 

Population Adults or children with major depressive disorder, who have had an 
inadequate response to prior antidepressant treatments  

Intervention Aripiprazole in combination with antidepressants (e.g. SNRIs, SSRIs, TCAs, 

etc.) 

Comparator Antidepressants alone or in combination with other atypical antipsychotics, 
other antidepressants, psychotherapy, neurostimulation, or placebo 

Outcomes Clinical efficacy (e.g. improved depression symptoms, quality of life); 
Harms; 

Cost-effectiveness; 
Guidelines 

Study Designs Health technology assessments, systematic reviews, meta-analyses, 
randomized controlled trials, economic evaluations, evidence-based 

guidelines 
SNRI = serotonin-norepinephrine reuptake inhibitor; SSRI = selective serotonin reuptake inhibitor; TCA = tricyclic antidepressant. 

 
RESULTS 

 
Rapid Response reports are organized so that the higher quality evidence is presented first. 
Therefore, health technology assessment reports, systematic reviews, and meta-analyses are 
presented first. These are followed by randomized controlled trials, economic evaluations, and 
evidence-based guidelines.  
 
Three systematic reviews with meta-analyses, two randomized controlled trials, and two 
evidence-based guidelines were identified regarding the use of aripiprazole as an adjunct to 
antidepressants for the treatment of patients with major depressive disorder who have had an 
inadequate response to prior antidepressant treatments. No relevant health technology 
assessments or economic evaluations were identified.  
 
Additional references of potential interest are provided in the appendix. 
 
Health Technology Assessments  
No literature identified.  
 
Systematic Reviews and Meta-analyses  

 
1. Vancampfort D, Stubbs B, Mitchell AJ, De Hert M, Wampers M, Ward PB, et al. Risk of 

metabolic syndrome and its components in people with schizophrenia and related 
psychotic disorders, bipolar disorder and major depressive disorder: a systematic review 
and meta-analysis. World Psychiatry [Internet]. 2015 Oct [cited 2016 May 3];14(3):339-47. 
Available from: http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4592657 
PubMed: PM26407790 
 
 

 

http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4592657
http://www.ncbi.nlm.nih.gov/pubmed/26407790
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2. Pae CU, Seo HJ, Lee BC, Seok JH, Jeon HJ, Paik JW, et al. A meta-analysis comparing 
open-label versus placebo-controlled clinical trials for aripiprazole augmentation in the 
treatment of major depressive disorder: Lessons and promises. Psychiatry Investig 
[Internet]. 2014 Oct [cited 2016 May 3];11(4):371-9. Available from: 
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4225200 
PubMed: PM25395967 

 
3. Wen XJ, Wang LM, Liu ZL, Huang A, Liu YY, Hu JY. Meta-analysis on the efficacy and 

tolerability of the augmentation of antidepressants with atypical antipsychotics in patients 
with major depressive disorder. Braz J Med Biol Res [Internet]. 2014 Jul [cited 2016 May 
3];47(7):605-16. Available from: http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4123841 
PubMed: PM24919175 

 
Randomized Controlled Trials  
 
4. Lenze EJ, Mulsant BH, Blumberger DM, Karp JF, Newcomer JW, Anderson SJ, et al. 

Efficacy, safety, and tolerability of augmentation pharmacotherapy with Aripiprazole for 
treatment-resistant depression in late life: a randomised, double-blind, placebo-controlled 
trial. Lancet. 2015 Dec 12;386(10011):2404-12.  
PubMed: PM26423182 
 

5. Yoshimura R, Hori H, Umene-Nakano W, Ikenouchi-Sugita A, Katsuki A, Atake K, et al. 
Comparison of lithium, aripiprazole and olanzapine as augmentation to paroxetine for 
inpatients with major depressive disorder. Ther Adv Psychopharmacol [Internet]. 2014 Jun 
[cited 2016 May 3];4(3):123-9. Available from: 
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4107705 
PubMed: PM25057345 
 

 
Economic Evaluations  

No literature identified.  
 
Guidelines and Recommendations  

 
6. Depression, adult in primary care [Internet]. Bloomington (MN): Institute for Clinical 

Systems Improvement; 2016 [cited 2016 May 3]. Available from: 
http://www.icsi.org/guidelines__more/catalog_guidelines_and_more/catalog_guidelines/ca
talog_behavioral_health_guidelines/depression/ 
See: Atypical antipsychotic-antidepressant combination, pages 54-55 
 

7. National Guideline Clearinghouse [Internet].  Rockville (MD): Agency for Healthcare 
Research and Quality (AHRQ); [1997] - . Guideline summary: Clinical practice guideline 
on the management of depression in adults; 2014 [cited 2016 May 3]. Available from: 
http://www.guideline.gov/content.aspx?id=49474  
See: Pharmacological Strategies in Resistant Depression 

 
PREPARED BY: 

Canadian Agency for Drugs and Technologies in Health 
Tel: 1-866-898-8439 
www.cadth.ca  

http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4225200
http://www.ncbi.nlm.nih.gov/pubmed/25395967
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4123841
http://www.ncbi.nlm.nih.gov/pubmed/24919175
http://www.ncbi.nlm.nih.gov/pubmed/26423182
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4107705
http://www.ncbi.nlm.nih.gov/pubmed/25057345
http://www.icsi.org/guidelines__more/catalog_guidelines_and_more/catalog_guidelines/catalog_behavioral_health_guidelines/depression/
http://www.icsi.org/guidelines__more/catalog_guidelines_and_more/catalog_guidelines/catalog_behavioral_health_guidelines/depression/
http://www.guideline.gov/content.aspx?id=49474
http://www.cadth.ca/
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APPENDIX – FURTHER INFORMATION: 

 
Previous CADTH Reports 

 
8. Common Drug Review. Aripiprazole (Abilify– Bristol-Myers Squibb Canada). New 

indication: Major depressive disorder [Internet]. Ottawa: Canadian Agency for Drugs and 
Technologies in Health; 2014. (CDEC final recommendation). [cited 2016 May 3]. 
Available from: https://www.cadth.ca/aripiprazole-27  

 
Non-Randomized Studies 

 
9. Kaneriya SH, Robbins-Welty GA, Smagula SF, Karp JF, Butters MA, Lenze EJ, et al. 

Predictors and Moderators of Remission With Aripiprazole Augmentation in Treatment-
Resistant Late-Life Depression: An Analysis of the IRL-GRey Randomized Clinical Trial. 
JAMA Psychiatry. 2016 Apr 1;73(4):329-36.  
PubMed: PM26963689 

 
10. Fisher LB, Fava M, Doros GD, Alpert JE, Henry M, Huz I, et al. The role of anger/hostility 

in treatment-resistant depression: a secondary analysis from the ADAPT-A study. J Nerv 
Ment Dis.  2015 Oct;203(10):762-8.  
PubMed: PM26348584 
 

11. Ozaki N, Otsubo T, Kato M, Higuchi T, Ono H, Kamijima K, et al. Efficacy of Aripiprazole 
augmentation in Japanese patients with major depressive disorder: a subgroup analysis 
and Montgomery-Asberg Depression Rating Scale and Hamilton Rating Scale for 
Depression item analyses of the Aripiprazole Depression Multicenter Efficacy study. 
Psychiatry Clin Neurosci. 2015 Jan;69(1):34-42.  
PubMed: PM24965202 
 

12. Sharma V, Sommerdyk C, Xie B. Aripiprazole augmentation of antidepressants for 
postpartum depression: a preliminary report. Arch Womens Ment Health. 2015 
Feb;18(1):131-4.  
PubMed: PM25223952 
 

13. Casey DE, Laubmeier KK, Eudicone JM, Marcus R, Berman RM, Rahman Z, et al. 
Response and remission rates with adjunctive aripiprazole in patients with major 
depressive disorder who exhibit minimal or no improvement on antidepressant 
monotherapy. Int J Clin Pract. 2014 Nov;68(11):1301-8.  
PubMed: PM25196314 
 

14. Clayton AH, Baker RA, Sheehan JJ, Cain ZJ, Forbes RA, Marler SV, et al. Comparison of 
adjunctive use of Aripiprazole with bupropion or selective serotonin reuptake 
inhibitors/serotonin-norepinephrine reuptake inhibitors: analysis of patients beginning 
adjunctive treatment in a 52-week, open-label study. BMC Res Notes [Internet]. 2014 
[cited 2016 May 3];7:459. Available from: 
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4119176 
PubMed: PM25037144 
 
 

 

https://www.cadth.ca/aripiprazole-27
http://www.ncbi.nlm.nih.gov/pubmed/26963689
http://www.ncbi.nlm.nih.gov/pubmed/26348584
http://www.ncbi.nlm.nih.gov/pubmed/24965202
http://www.ncbi.nlm.nih.gov/pubmed/25223952
http://www.ncbi.nlm.nih.gov/pubmed/25196314
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4119176
http://www.ncbi.nlm.nih.gov/pubmed/25037144
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15. Han C, Wang SM, Seo HJ, Lee BC, Jeon HJ, Kim W, et al. Aripiprazole augmentation, 
antidepressant combination or switching therapy in patients with major depressive 
disorder who are partial- or non-responsive to current antidepressants: a multi-center, 
naturalistic study. J Psychiatr Res. 2014 Feb;49:75-82.  
PubMed: PM24268719 
 

16. Lin CY, Tsai GE, Wang HS, Wu YH, Chiou CC, Wu VY, et al. Effectiveness of 
aripiprazole, olanzapine, quetiapine, and risperidone augmentation treatment for major 
depressive disorder: a nationwide population-based study. J Clin Psychiatry. 2014 
Sep;75(9):e924-e931.  
PubMed: PM25295435 
 

17. Nasr S, Wendt B, Popli A, Crayton J. Comparing outcomes of adjunctive treatment in 
depression: Aripiprazole versus bupropion. J Affect Disord. 2014;162:50-54. 
 

18. Nelson JC, Rahman Z, Laubmeier KK, Eudicone JM, McQuade RD, Berman RM, et al. 
Efficacy of adjunctive aripiprazole in patients with major depressive disorder whose 
symptoms worsened with antidepressant monotherapy. CNS Spectr [Internet]. 2014 Dec 
[cited 2016 May 3];19(6):528-34. Available from: 
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4255320 
PubMed: PM24642260 
 

19. Sharma V, Sommerdyk C, Xie B. Aripiprazole augmentation of antidepressants for 
postpartum depression: a preliminary report. Archives of Women's Mental Health. 
2014;18(1):131-4.  
 
We describe the results of an open-label study designed to assess the effectiveness and 
tolerability of Aripiprazole addition to an antidepressant in patients with major depressive 
disorder with postpartum onset who had not experienced significant clinical improvement 
following an adequate trial of an antidepressant. Eight of ten women completed the trial 
with augmentation of Aripiprazole (2-10 mg) to their existing antidepressant treatment. Our 
results suggest a possible therapeutic role for Aripiprazole when added to an 
antidepressant in non-breastfeeding women with postpartum depression. Aripiprazole 
addition appeared effective and safe with no serious adverse events reported. 

 
20. Stewart TD, Hatch A, Largay K, Sheehan JJ, Marler SV, Berman RM, et al. Effect of 

symptom severity on efficacy and safety of Aripiprazole adjunctive to antidepressant 
monotherapy in major depressive disorder: a pooled analysis. J Affect Disord. 2014 
Jun;162:20-5.  
PubMed: PM24766999 
 

Review Articles 

 
21. Han C, Wang SM, Lee SJ, Jun TY, Pae CU. Optimizing the use of aripiprazole 

augmentation in the treatment of major depressive disorder: From clinical trials to clinical 
practice. Chonnam Med J [Internet]. 2015 Aug [cited 2016 May 3];51(2):66-80. Available 
from: http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4543152 
PubMed: PM26306301 
 

Additional References 

http://www.ncbi.nlm.nih.gov/pubmed/24268719
http://www.ncbi.nlm.nih.gov/pubmed/25295435
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4255320
http://www.ncbi.nlm.nih.gov/pubmed/24642260
http://www.ncbi.nlm.nih.gov/pubmed/24766999
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4543152
http://www.ncbi.nlm.nih.gov/pubmed/26306301
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22. Macaluso M, Flynn A, Preskorn S. Determining whether a definitive causal relationship 

exists between aripiprazole and tardive dyskinesia and/or dystonia in patients with major 
depressive disorder, part 4: Case report data. J psychiatr pract. 2016 May;22(3):203-20.  
PubMed: PM27123800 
 

23. Kang S. Research round-up. The Lancet Psychiatry. 2015;2(12):1060.  
 

24. Preskorn S, Flynn A, Macaluso M. Determining whether a definitive causal relationship 
exists between aripiprazole and tardive dyskinesia and/or dystonia in patients with major 
depressive disorder: Part 1. J psychiatr pract. 2015 Sep;21(5):359-69.  
PubMed: PM26348804 
 
 

http://www.ncbi.nlm.nih.gov/pubmed/27123800
http://www.ncbi.nlm.nih.gov/pubmed/26348804
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