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Appendix A Search Strategies 
 

  
OVID-Medline 
June 28 2010 
1. dysthm*.tw. 
2. (subclinical adj2 depressi*).tw. 
3. (subsyndromal adj2 depressi*).tw. 
4. (subthreshold adj2 depressi*).tw. 
5. (subdiagnostic adj2 depressi*).tw. 
6. Depression/ 
7. depressive disorder/ or depressive disorder, major/ or dysthymic disorder/ 
8. or/1-7 
9. serotonin uptake inhibitors/ or citalopram/ or fluoxetine/ or fluvoxamine/ or paroxetine/ or 
sertraline/ 
10. (citalopram or celexa or cipramil or dalsan or recital or emocal or sepram or seropram).mp. 
11. (escitalopram or es citalopram or lexapro or cipralex or esertia).mp. 
12. (fluoxetine or prozac or fontex or seromex or seronil or sarafem or fluctin or fluox or 
lovan).mp. 
13. (fluvoxamine or luvox or fevarin or faverin or dumyrox or favoxil or movox).mp. 
14. (paroxetine or paxil or seroxat or sereupin or aropax or deroxat or rexetin or xetanor or 
paroxat).mp. 
15. (sertraline or zoloft or lustral or serlain).mp. 
16. ssri?.mp. 
17. selective serotonin reuptake inhibit*.tw. 
18. symbyax.mp. 
19. or/9-18 
20. Drug Resistance/ 
21. treatment failure/ 
22. Retreatment/ 
23. ((difficult or hard) adj3 treat).tw. 
24. augment*.tw. 
25. nonrespon*.tw. 
26. non-respon*.tw. 
27. switch*.tw. 
28. ((insufficient or inadequate or incomplete) adj3 respon*).tw. 
29. (ssri? adj3 (resist* or fail* or respon* or refractory)).tw. 
30. (partial adj3 respon*).tw. 
31. ((combination or adjunct*) adj3 (therap* or drug? or treat*)).tw. 
32. ((treat* or therapy or drug) adj4 (resist* or fail*)).tw. 
33. ((treatment resistant or refractory) adj3 depressi*).tw. 
34. or/20-32 
35. 8 and 34 
36. 35 or 33 
37. 8 and 19 
38. 36 or 37 



 A-2 

39. *depression/ or *depressive disorder/ or *depressive disorder, major/ or *dysthymic disorder/ 
40. or/1-5 
41. 39 or 40 
42. 5-Hydroxytryptophan/ 
43. phototherapy/ 
44. light therapy.tw. 
45. exp Exercise/ae, th [Adverse Effects, Therapy] 
46. exp Exercise Therapy/ 
47. exp Acupuncture Therapy/ 
48. exp Massage/ 
49. Relaxation Therapy/ 
50. exp vitamins/ 
51. Hypericum/ 
52. john* wort.tw. 
53. deplin.tw. 
54. methylfolate.tw. 
55. Folic Acid/ 
56. S-Adenosylmethionine/ 
57. "SAM-e".tw. 
58. exp Fatty Acids, Omega-3/ 
59. Cognitive Therapy/ 
60. Crocus/ 
61. Tryptophan/ 
62. exp Inositol/ 
63. or/42-62 
64. 41 and 63 
65. (harm? or adverse or "side effect?").tw. 
66. (adjunct* or augment*).tw. 
67. 65 or 66 
68. 41 and 67 
69. exp *antidepressive agents/ae, to [Adverse Drug Reaction, Drug Toxicity] 
70. 68 or 69 
71. 38 or 64 or 70 
72. animals/ not (animals/ and humans/) 
73. 71 not 72 
74. (comment or editorial).pt. 
75. 73 not 74 
76. review.pt,sh. 
77. 75 and 76 
78. meta-analysis.pt,ti,ab,sh. 
79. (meta anal$ or metaanal$).ti,ab,sh. 
80. ((methodol$ or systematic$ or quantitativ$) adj3 (review$ or overview$ or survey$)).ti. 
81. ((methodol$ or systematic$ or quantitativ$) adj3 (review$ or overview$ or survey$)).ab. 
82. ((pool$ or combined or combining) adj (data or trials or studies or results)).ti,ab. 
83. (medline or embase or cochrane).ti,ab. 
84. or/81-83 
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85. review.pt,sh. 
86. 84 and 85 
87. 78 or 86 or 80 or 79 
88. 75 and 87 
89. 77 not 88 
90. 75 not 89 
91. limit 90 to yr="1980 -Current" 
92. limit 91 to english language 
93. 91 not 92 
 
OVID-Embase 
June 28 2010  
1. depression/ or agitated depression/ or atypical depression/ or dysthymia/ or endogenous 
depression/ or involutional depression/ or major depression/ or masked depression/ or 
melancholia/ or "mixed anxiety and depression"/ or "mixed depression and dementia"/ or organic 
depression/ or reactive depression/ or recurrent brief depression/ 
2. dysthm*.tw. 
3. (subclinical adj2 depressi*).tw. 
4. (subsyndromal adj2 depressi*).tw. 
5. (subthreshold adj2 depressi*).tw. 
6. (subdiagnostic adj2 depressi*).tw. 
7. or/1-6 
8. serotonin uptake inhibitor/ or citalopram/ or escitalopram/ or fluoxetine/ or fluoxetine plus 
olanzapine/ or fluvoxamine/ or paroxetine/ or sertraline/ 
9. ssri?.tw. 
10. selective serotonin reuptake inhibit*.tw. 
11. (citalopram or celexa or cipramil or dalsan or recital or emocal or sepram or seropram).mp. 
12. (escitalopram or es citalopram or lexapro or cipralex or esertia).mp. 
13. (fluoxetine or prozac or fontex or seromex or seronil or sarafem or fluctin or fluox or 
lovan).mp. 
14. (fluvoxamine or luvox or fevarin or faverin or dumyrox or favoxil or movox).mp. 
15. (paroxetine or paxil or seroxat or sereupin or aropax or deroxat or rexetin or xetanor or 
paroxat).mp. 
16. (sertraline or zoloft or lustral or serlain).mp. 
17. symbyax.mp. 
18. or/8-17 
19. Drug Resistance/ 
20. exp treatment failure/ 
21. Retreatment/ 
22. ((difficult or hard) adj3 treat).tw. 
23. augment*.tw. 
24. non-respon*.tw. 
25. nonrespon*.tw. 
26. switch*.tw. 
27. ((insufficient or inadequate or incomplete) adj3 response).tw. 
28. (ssri? adj3 (resist* or fail* or response or refractory)).tw. 



 A-4 

29. (partial adj3 respon*).tw. 
30. ((combination or adjunct*) adj3 (therap* or drug? or treat*)).tw. 
31. ((treat* or therapy or drug) adj4 (resist* or fail*)).tw. 
32. ((treatment resistant or refractory) adj3 depressi*).tw. 
33. or/19-31 
34. 7 and 33 
35. 32 or 34 
36. 7 and 18 
37. 35 or 36 
38. *depression/ or *agitated depression/ or *atypical depression/ or *dysthymia/ or 
*endogenous depression/ or *involutional depression/ or *major depression/ or *masked 
depression/ or *melancholia/ or *"mixed anxiety and depression"/ or *"mixed depression and 
dementia"/ or *organic depression/ or *reactive depression/ or *recurrent brief depression/ 
39. or/2-6 
40. 38 or 39 
41. exp *side effect/ 
42. (harm? or adverse or side effect?).tw. 
43. 40 and 42 
44. 41 or 42 
45. 40 and 44 
46. exp *antidepressant agent/ae, to [Adverse Drug Reaction, Drug Toxicity] 
47. 45 or 46 
48. 5 hydroxytryptophan/ 
49. exp vitamin/ 
50. exp Fatty Acids, Omega-3/ 
51. exp acupuncture/ 
52. exp exercise/ 
53. massage/ 
54. Relaxation Therapy/ 
55. phototherapy/ 
56. light therapy.tw. 
57. Hypericum perforatum/ 
58. methylfolate.tw. 
59. folic acid/ 
60. S-Adenosylmethionine/ 
61. SAM-e.tw. 
62. (cbt or cognitive behavio?r therapy).tw. 
63. cognitive behavior therapy/ 
64. inositol/ 
65. saffron/ 
66. crocus/ 
67. tryptophan/ 
68. exp diet therapy/ 
69. or/48-68 
70. 40 and 69 
71. (adjunct* or augment*).tw. 
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72. 40 and 71 
73. 37 or 47 or 70 or 72 
74. (editorial or note).pt. 
75. 73 not 74 
76. limit 75 to human 
77. review.pt,sh. 
78. 76 and 77 
79. meta analysis/ 
80. meta-analysis.ti,ab. 
81. (meta anal$ or metaanal$).ti,ab. 
82. ((methodol$ or systematic$ or quantitativ$) adj3 (review$ or overview$ or survey$)).ti. 
83. ((methodol$ or systematic$ or quantitativ$) adj3 (review$ or overview$ or survey$)).ab. 
84. ((pool$ or combined or combining) adj (data or trials or studies or results)).ti,ab. 
85. (medline or embase or cochrane).ti,ab. 
86. or/83-85 
87. review.pt,sh. 
88. 86 and 87 
89. or/79-82 
90. 89 or 88 
91. 76 and 90 
92. 78 not 91 
93. 76 not 92 
94. limit 93 to yr=1980-current 
95. limit 94 to english language 
 
 
Ovid-PsycINFO  
June 28 2010  
1. major depression/ or dysthymic disorder/ or endogenous depression/ or reactive depression/ or 
recurrent depression/ or atypical depression/ or "depression (emotion)"/ 
2. dysthm*.tw. 
3. (subclinical adj2 depressi*).tw. 
4. (subsyndromal adj2 depressi*).tw. 
5. (subthreshold adj2 depressi*).tw. 
6. (subdiagnostic adj2 depressi*).tw. 
7. or/1-6 
8. ((difficult or hard) adj3 treat).tw. 
9. augmentation.tw. 
10. nonrespon*.tw. 
11. non-respon*.tw. 
12. switch*.tw. 
13. ((insufficient or inadequate or incomplete) adj3 response).tw. 
14. (ssri? adj3 (resist* or fail* or response or refractory)).tw. 
15. (partial adj3 response).tw. 
16. ((combination or adjunct*) adj3 (therap* or drug? or treat*)).tw. 
17. ((treat* or therapy or drug) adj4 (resist* or fail*)).tw. 
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18. or/8-17 
19. 18 and 7 
20. treatment resistant depression/ 
21. ((treatment resistant or refractory) adj3 depressi*).tw. 
22. or/19-21 
23. cognitive behavior therapy/ or cognitive therapy/ 
24. phototherapy/ 
25. "hydroxytryptophan (5-)"/ 
26. light therapy.tw. 
27. exp exercise/ 
28. acupuncture/ 
29. massage/ 
30. exp relaxation therapy/ 
31. exp vitamins/ or vitamin therapy/ 
32. hypericum perforatum/ 
33. (S-Adenosylmethionine or SAM-e).tw. 
34. folic acid/ 
35. fatty acids/ 
36. saffron.tw. 
37. inositol.tw. 
38. exp tryptophan/ 
39. or/23-38 
40. serotonin reuptake inhibitors/ or citalopram/ or fluoxetine/ or fluvoxamine/ or paroxetine/ 
41. sertraline/ 
42. (citalopram or celexa or cipramil or dalsan or recital or emocal or sepram or seropram).mp. 
43. (escitalopram or es citalopram or lexapro or cipralex or esertia).mp. 
44. (fluvoxamine or luvox or fevarin or faverin or dumyrox or favoxil or movox).mp. 
45. (fluoxetine or prozac or fontex or seromex or seronil or sarafem or fluctin or fluox or 
lovan).mp. 
46. (paroxetine or paxil or seroxat or sereupin or aropax or deroxat or rexetin or xetanor or 
paroxat).mp. 
47. (sertraline or zoloft or lustral or serlain).mp. 
48. ssri?.mp. 
49. selective serotonin reuptake inhibit*.mp. 
50. symbyax.mp. 
51. or/40-50 
52. *major depression/ or *dysthymic disorder/ or *endogenous depression/ or *reactive 
depression/ or *recurrent depression/ or *treatment resistant depression/ or *"depression 
(emotion)"/ 
53. or/2-6 
54. 52 or 53 
55. (harm? or adverse or "side effect?").tw. 
56. adverse effects.id. 
57. exp "side effects (treatment)"/ 
58. drug interactions/ 
59. exp toxicity/ 
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60. (adjunct* or augment*).tw. 
61. or/55-60 
62. 39 or 61 
63. 54 and 62 
64. 7 and 51 
65. 22 or 63 or 64 
66. limit 65 to human 
67. limit 66 to ("comment/reply" or editorial or encyclopedia entry or obituary or review-book or 
review-media or review-software & other) 
68. 66 not 67 
69. limit 68 to yr="1980 -Current" 
70. limit 69 to english language 
 
OVID-Cochrane Central Register of Controlled Trials 
June 28 2010  
1. dysthm*.tw. 
2. (subclinical adj2 depressi*).tw. 
3. (subsyndromal adj2 depressi*).tw. 
4. (subthreshold adj2 depressi*).tw. 
5. (subdiagnostic adj2 depressi*).tw. 
6. Depression/ 
7. depressive disorder/ or depressive disorder, major/ or dysthymic disorder/ 
8. or/1-7 
9. serotonin uptake inhibitors/ or citalopram/ or fluoxetine/ or fluvoxamine/ or paroxetine/ or 
sertraline/ 
10. (citalopram or celexa or cipramil or dalsan or recital or emocal or sepram or seropram).mp. 
11. (escitalopram or es citalopram or lexapro or cipralex or esertia).mp. 
12. (fluoxetine or prozac or fontex or seromex or seronil or sarafem or fluctin or fluox or 
lovan).mp. 
13. (fluvoxamine or luvox or fevarin or faverin or dumyrox or favoxil or movox).mp. 
14. (paroxetine or paxil or seroxat or sereupin or aropax or deroxat or rexetin or xetanor or 
paroxat).mp. 
15. (sertraline or zoloft or lustral or serlain).mp. 
16. ssri?.mp. 
17. selective serotonin reuptake inhibit*.tw. 
18. symbyax.mp. 
19. or/9-18 
20. Drug Resistance/ 
21. treatment failure/ 
22. Retreatment/ 
23. ((difficult or hard) adj3 treat).tw. 
24. augment*.tw. 
25. nonrespon*.tw. 
26. non-respon*.tw. 
27. switch*.tw. 
28. ((insufficient or inadequate or incomplete) adj3 respon*).tw. 
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29. (ssri? adj3 (resist* or fail* or respon* or refractory)).tw. 
30. (partial adj3 respon*).tw. 
31. ((combination or adjunct*) adj3 (therap* or drug? or treat*)).tw. 
32. ((treat* or therapy or drug) adj4 (resist* or fail*)).tw. 
33. ((treatment resistant or refractory) adj3 depressi*).tw. 
34. or/20-32 
35. 8 and 34 
36. 35 or 33 
37. 8 and 19 
38. 36 or 37 
39. *depression/ or *depressive disorder/ or *depressive disorder, major/ or *dysthymic disorder/ 
40. or/1-5 
41. 39 or 40 
42. 5-Hydroxytryptophan/ 
43. phototherapy/ 
44. light therapy.tw. 
45. exp Exercise/ae, th [Adverse Effects, Therapy] 
46. exp Exercise Therapy/ 
47. exp Acupuncture Therapy/ 
48. exp Massage/ 
49. Relaxation Therapy/ 
50. exp vitamins/ 
51. Hypericum/ 
52. john* wort.tw. 
53. deplin.tw. 
54. methylfolate.tw. 
55. Folic Acid/ 
56. S-Adenosylmethionine/ 
57. "SAM-e".tw. 
58. exp Fatty Acids, Omega-3/ 
59. Cognitive Therapy/ 
60. Crocus/ 
61. Tryptophan/ 
62. exp Inositol/ 
63. or/42-62 
64. 41 and 63 
65. (harm? or adverse or "side effect?").tw. 
66. (adjunct* or augment*).tw. 
67. 65 or 66 
68. 41 and 67 
69. exp *antidepressive agents/ae, to [Adverse Drug Reaction, Drug Toxicity] 
70. 68 or 69 
71. 38 or 64 or 70 
72. limit 71 to yr="1980-Current" 
 
OVID-AMED 
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June 28 2010  
1. depression/ 
2. dysthm*.tw. 
3. (subclinical adj2 depressi*).tw. 
4. (subsyndromal adj2 depressi*).tw. 
5. (subthreshold adj2 depressi*).tw. 
6. (subdiagnostic adj2 depressi*).tw. 
7. or/1-6 
8. antidepressive agents/ 
9. (citalopram or celexa or cipramil or dalsan or recital or emocal or sepram or seropram).mp. 
10. (escitalopram or es citalopram or lexapro or cipralex or esertia).mp. 
11. (fluvoxamine or luvox or fevarin or faverin or dumyrox or favoxil or movox).mp. 
12. (fluoxetine or prozac or fontex or seromex or seronil or sarafem or fluctin or fluox or 
lovan).mp. 
13. (paroxetine or paxil or seroxat or sereupin or aropax or deroxat or rexetin or xetanor or 
paroxat).mp. 
14. (sertraline or zoloft or lustral or serlain).mp. 
15. ssri?.mp. 
16. selective serotonin reuptake inhibit*.tw. 
17. or/8-16 
18. 7 and 17 
19. ((difficult or hard) adj3 treat).tw. 
20. (adjunct* or augment*).tw. 
21. nonrespon*.tw. 
22. non-respon*.tw. 
23. switch*.tw. 
24. ((insufficient or inadequate or incomplete) adj3 response).tw. 
25. (ssri? adj3 (resist* or fail* or response or refractory)).tw. 
26. (partial adj3 response).tw. 
27. ((combination or adjunct*) adj3 (therap* or drug? or treat*)).tw. 
28. ((treat* or therapy or drug) adj4 (resist* or fail*)).tw. 
29. or/19-28 
30. 7 and 29 
31. ((treatment resistant or refractory) adj3 depressi*).tw. 
32. 30 or 31 
33. cognitive behavior therapy/ or cognitive therapy/ 
34. phototherapy/ 
35. hydroxytryptophan.tw. 
36. light therapy.tw. 
37. exp exercise therapy/ 
38. exp acupuncture therapy/ 
39. massage/ 
40. exp relaxation/ 
41. exp vitamins/ 
42. hypericum perforatum/ 
43. (S-Adenosylmethionine or SAM-e).tw. 
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44. exp complementary therapies/ 
45. folic acid/ 
46. exp fatty acids/ 
47. crocus/ 
48. saffron.tw. 
49. inositol.tw. 
50. tryptophan/ 
51. or/33-50 
52. 7 and 51 
53. (harm? or adverse or "side effect?").tw. 
54. adverse effects/ 
55. or/53-54 
56. 7 and 55 
57. 18 or 32 or 52 or 56 
58. limit 57 to (commentary or editorial or interview or news or notes) 
59. 57 not 58 
60. limit 59 to english 
61. limit 60 to yr="1980 -Current" 
 
EBSCO-CINAHL 
S2  TX Hydroxytryptophan   
S3  (MH "Therapeutic Exercise+")   
S4  (MH "Alternative Therapies+")   
S5  (MH "Massage+")   
S7  (MH "Simple Relaxation Therapy (Iowa NIC)")   
S8  (MH "St. John's Wort") 
S9  "methylfolate"   
S10   (MH "Folic Acid+")   
S11  (MH "S-Adenosylmethionine")   
S12  TX SAM-e   
S13  (MH "Fatty Acids, Omega 3+")   
S14  (MH "Cognitive Therapy")   
S15  "saffron"   
S16  (MH "Tryptophan")   
S17  (MH "Inositol")   
S18  S2 or S3 or S4 or S5 or S7 or S8 or S9 or S10 or S11 or S12 or S13 or S14 or S15 or S16 or 
S17     
S19  (MM "Depression")    
S20  (MM "Depression, Reactive")    
S21  (MM "Dysthymic Disorder")    
S22  S19 or S20 or S21   
S23  (S19 or S20 or S21) and (S18 and S22)    
S24  Limiters - Publication Year from: 1980-2009  
S25  S23 and S24   
S26  Limiters - Publication Type: Accreditation, Advice and Referral Website, Anecdote, 
Audiovisual, Bibliography, Biography, Book, Book Chapter, Book Review, Cartoon, Code of 
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Ethics, Commentary, Computer Program, Consumer/Patient Teaching Materials, Directories, 
Editorial, Exam Questions, Games, Individual Testimonial Website, Interview, Listservs, 
Masters Thesis, Obituary, Pamphlet, Pamphlet Chapter, Poetry, Software, Teaching Materials, 
Tracings, Website 
S27  S25 NOT S26   
S28  S27 Limiters - Language: English                
 
 
Grey Literature Search 
 
The following sources were searched using sensitive searches similar to the searches in 
bibliographic databases 
 
Regulatory Information  
FDA 
Health Canada 
Authorized Medicines for EU 
 
Clinical Trial Registries 
ClinicalTrials.gov 
Current Controlled Trials 
Clinical Study Results 
WHO Clinical Trials 
 
Abstracts and Conference Papers 
Conference Papers Index 
Scopus 
 

Grants and Federally Funded Research 
NIH RePORTER (a searchable database of 
federally funded biomedical research projects 
conducted at universities, hospitals, and other 
research institutions) 
HSRPROJ (a database providing access to 
ongoing grants and contracts in health services 
research) 
 
Other Miscellaneous Sources  
Hayes, Inc. Health Technology Assessment 
NY Academy of Medicine’s Grey Literature 
Index 
 

 
In addition, the following website were search specifically for guidelines on depression treatment 
 
http://www.guideline.gov/  
 
http://guidance.nice.org.uk/  
 
http://www.sign.ac.uk/   
 
http://www.nhmrc.gov.au/publications/subjects/clinical.htm  
 
http://www.nzgg.org.nz/  
 
http://www.hc-sc.gc.ca/ahc-asc/legislation/guide-ld/index-eng.php  

http://www.guideline.gov/�
http://guidance.nice.org.uk/�
http://www.sign.ac.uk/�
http://www.nhmrc.gov.au/publications/subjects/clinical.htm�
http://www.nzgg.org.nz/�
http://www.hc-sc.gc.ca/ahc-asc/legislation/guide-ld/index-eng.php�
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Appendix B Forms 
 
Title and Abstract  Level I 
 

1. Is this report in English? 
 
□ No (stop) 
 
2. Is this article a commentary/note, letter, editorial, case study, or 

narrative review (non-systematic review)? 
 
□ Yes (stop) 
□ No/Can’t Tell 

 
Instruction for Q2:  
If the citation is a commentary/note /letter or editorial or is a non-systematic review* 
(i.e. a review that is not systematic) you should answer "YES" and then go on to the 
next citation (don't forget to click "submit" or your answers won't be recorded). 
If the citation is for a PRIMARY study, a clinical practice guideline or a systematic 
review* (or any study type not listed above) you should answer "NO" and then 
continue screening. 
*Look carefully for words like “systematic review”, “meta analysis”, “Cochrane 
review” or “pooling”, or some description of the methods used to assemble papers: 
Systematic reviews generally provide detailed description of their methods that 
include searches that included more than 1 database (for example, MEDLINE, 
Embase, PsychInfo, etc) and specifies inclusion and exclusion criteria for eligible 
studies. 
 

□ Discusses inclusion and exclusion criteria. 
□ Do not exclude any guideline/recommendation on question 2. We will include 

guidelines/recommendations where they are appropriate. 
 
 

3. Does this article include subjects who are 12 years of age or older? 
 

□ Yes/Can’t Tell 
□ No (stop) 

 
4. Does this article focus on the "treatment" of depression? 
 
□ Yes/Can’t Tell 
□ No (stop) 

 
5. Does this article have a "primary focus" on "subjects" who have 

depression (including Dysthymia & Subsyndromal)?  
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Please answer “no” if the type of depression focused on:  
   1. post-partum/puerperal Depression, 2. bipolar depression, 3. seasonal affective 
disorder, 4. post-operative depression, 5. premenstrual dysphoric disorder, 6. 
depressive psychosis, 7. dysphoria, mourning syndrome    8.  pseudodementia 
 

□ Yes/Can’t Tell 
□ No (exclude) 

 
6. This report published before 1980? 
 
□ Yes 

 
7. This is a guideline published before 2005? 
 
□ Yes 
□ No 

 
 
Title & Abstract Level 2 
 

1. What type of study is this citation? 
 

□ Primary study / Can't Tell 
□ Systematic Review / Meta Analysis 
□ Guideline/ Recommendation (stop) 
□ None of the above (specify & stop) 

 
2. Is the population diagnosed as Major Depressive Disorder (MDD), 

Dysthymia, or Subsyndromal Depression? 
 

□ Yes 
□ No (stop) 
□ Can’t Tell 

 
3. Does the study population include subjects who have failed to respond 

to treatment previously (if the only treatment they receive is rTMS, or 
ECT please answer No and go onto Q4)? 

 
□ Yes / Can't Tell (stop-include) 
□ No (continue) 
Instruction for Q3 
      We are interested in ANY articles with this group as the population or 
subpopulation—common terms to identify this population are: 
•        Treatment resistant, inadequate response; failed treatment, refractory 
depression 
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Sometimes they identify this population by the treatment commonly received 
after failure—common terms include: 
•        Augment/augmentation, switching, optimizing, changing dose,  
            Also respond “yes” to studies that focus on predictors of response rather 
than treatment efficacy/ effectiveness 
 
4. Does this study focus primarily on the following: 

 
□ Efficacy/effectiveness of an SSRI (monotherapy) 
□ Efficacy/ effectiveness of a COMBINED treatment 
□ Efficacy/effectiveness of a NON-pharmacological treatment (monotherapy) 
□ Adverse events related to medications 
□ Other (specify in box intervention or population) 
□ Efficacy/ Effectiveness of Non-SSRI drug intervention 
 

 
This is a relevant guideline for this SR to extract the data: 
 

□ Yes 
□ No 

 
Investigators comments: 
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Full Text Screening, Level 3 
 

1. What is the study design described in this study? 
 
□ RCT (randomized control trial) or CCT (clinical control trial) 
□ Cohort / Longitudinal 
□ Case-Control 
□ Cross-Sectional 
□ Interrupted time series with comparator group 
□ Systematic Review / Meta analysis (stop) 
□ Guideline / Recommendation (stop) 
□ Non-comparative design (before after study, case series or case report) (stop) 
□ Other (specify and can include qualitative studies, editorials, commentaries, 

etc) (stop) 
 

2. Is the study population diagnosed primarily (>50%) with Dementia 
(Alzheimer’s Disease, Vascular dementia, etc), Stroke (cerebrovascular 
accident), Parkinson’s disease, Hypo-thyroidism, or Cushing’s 
Syndrome? 

 
□ Yes (stop)  
□ No / Can't tell (continue) 

 
3. Were the study subjects (diagnosed with MDD, Dysthymia, or 

Subsyndromal depression) recruited because they had failed to respond 
to an SSRI? 

 
□ YES – ALL (100%) of the subjects demonstrated an inadequate response to 

SSRI as a part of this study 
□ YES - ALL (100%) of the subjects based on history had an inadequate 

response to SSRI prior to the start of the current study 
□ YES - Some of the subjects have inadequate response to SSRI determined 

by history and some by demonstration in this study 
□ NO - All (100%) of the subjects had an inadequate response to a NON-SSRI 

anti-depressant determined by history or by demonstration in this study 
(STOP) 

□ NO - All (100%) of the subjects had an inadequate response to a SSRI 
combination therapy determined by history or by demonstration in this study 
(STOP) 

□ NO - All (100%) of the subjects had an inadequate response to a NON- SSRI 
combination therapy determined by history or by demonstration in this study 
(STOP) 

□ NO - All (100%) of the subjects had NOT failed to respond in this study 
(STOP) 
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□ Can’t tell if the subjects failed to respond to an SSRI or any other anti-
depressant (STOP) 

 
 
Q3: INSTRUCTION 
 
Demonstrated an inadequate response to SSRI as a part of this study means 
that at the start/enrolment of the study patients are given/started on an SSRI and 
then followed forward in time to determine who did and did not respond adequately.  
Those subjects who did NOT respond adequately, continued on in the study and 
were then managed with  
1)      a NEW intervention/ treatment OR  
2)      Switched to a different dose OR 
3)      Changed to a different duration of the SSRI OR  
4)      Combined the SSRI with another medication or supplement  
 
Based on history had an inadequate response to SSRI prior to this study 
means: 
1) that the subjects enter the study currently taking an SSRI and the investigators 
assess  their response is not adequate  
2) Subject’s report their past history and indicate they were on an SSRI previously 
and they did not have an adequate response but they are currently not on the 
medication. The investigators must determine their past inadequate response from 
patient self-report or medical records. 
 
 

4. Does the study include any of the following monotherapy interventions 
in the patients? (check all that apply) 

 
□ Change the dose or duration of the same SSRI 
□ Change/switch to another SSRI 
□ Change/switch to an antidepressant medication of another class 
□ Change to a non-pharmacological intervention (only included list of 

interventions) 
□ NONE of the above (continue) 

 
 

5. Does the study include any of the following combined therapy 
interventions in the patients? (check all that apply) 

□ Adjunct therapy: addition of an augmenter (i.e. a drug that has no formal 
indication as monotherapy treatment for unipolar deoression, or a food 
supplement) 

□ Adjunct therapy: addition of a second SSRI or antidepressant from another 
class 

□ Adjunct therapy: addition of a non-pharmacological therapy (see list) 
□ Combinations of any of the interventions listed above or other interventions 
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□ None of the above (continue) 
 

6. Does this study focus on the outcomes (primary, secondary, and harm) 
of interest for our review? 

 
□ Yes 
□ No 
□ Other (specify) 

 
Q6: INSTRUCTION  
Other outcomes could include measures of cardiovascular disease, other biological 
markers. 
 Primary Outcomes: Partial or complete response, Remission (free of all symptoms 
or with few symptoms), Speed of response or remission, and Relapse  
Secondary Outcomes: Quality of life, Adherence, Return to work, Global change,  
External service utilization  
Harms: Treatment emergent symptoms as follows: Sexual dysfunction symptoms, 
Neuropsychiatric symptoms or sedation, Gastrointestinal disturbances, Weight gain 
or metabolic disturbance, Sleep, Cardiovascular system problems, Geriatric toxicity 
problems, Other common adverse effects (for example, headaches, orthostatic 
hypotension, hypertension) 
 

7. Investigators comments: 
 
 

 
8. STARD 

 
□ Yes (exclude) 
□ No (include) 

 
9. If this study is a STARD study, is this one of the following (all excludes). 

 
□ An overview 
□ A study with only phase 1 data 
□ Other 

 
10.  This is a guideline/recommendation before 2005: 

 
□ Yes 

 
11. This is a guideline/recommendation that should be exclude because of: 

 
□ focus on diagnosis or screening rather than treatment 
□ not a population of interest 
□ not a guideline 



 B-7 

 
12. The following options are the result of contact to author(s) on "Some" 

list.: 
 

□ Responded and can't provide data 
□ Did not respond 
□ Unable to contact (wrong email address..can't find them) 
□ Responded but beyond our cut date 
□ Responded and provided data 
 
 
Level 4 Data Extraction -Primary Studies (General Information)(Groupin) 
 
□ Group1 
□ Group2 
□ Group3 
□ Exclude 

 
STUDY 
 

1. Country(s) in which study was conducted: 
 
 

2. Funding source (mark NR if not reported) 
 
METHODOLOGY 
 

3. Study type (If it is a multicentral study, please provide the number of 
centers in the box) 

 
□ RCT 
□ Non-RCT 
□ Cohort/longitudinal 
□ Case-Control 
□ Cross-Sectional 
□ Other (specify) 

 
4. Setting 

 
□ Outpatient Psychiatric 
□ Inpatient Psychiatric 
□ Outpatient Primary Care 
□ Inpatient Primary Care 
□ Other (specify) 
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Table No 1:  Type of Intervention/treatment (List all that apply) (specify for each 
arm/group) 
 
Type 
Total  
Group 1 
Group 2 
Group 3 
Group 4 
Group 5 
Group 6 
Group 7 
Intervention 
 
Table No 2: Sample characteristics 
 
Total 
Group 1 
Group 2 
Group 3 
Group 4 
Group 5 
Group 6 
Group 7 
Total Recruited           
      
Total Eligible Screened           
      
Total Run- in-Phase           
      
Sample of non-responders  
RANDOMIZED or GROUPED           
      
For each time point that have results provided (labeled as T1, T2, T3)    
       
Total who withdrew or were lost to follow-up when study outcomes are measured  
     
 Withdrawal because of adverse Effects           
      
Withdrawal because of loss to follow-up           
      
Total number of subjects analyzed 
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POPULATION CHARACTERISTICS 
 
Table No 3: Age 
 
Age 
Total 
Group 1 
Group 2 
Group 3 
Group 4 
Group 5 
Group 6 
Group 7 
Min   
 
Max   
Mean   
SD   
SEM   
Median   
IQR   
Other 
(e.g. age group) 
 
 
 
 
Table No 4: Gender 
 
Gender 
Total 
Group 1 
Group 2 
Group 3 
Group 4 
Group 5 
Group 6 
Group 7 
Male (No)                 
Male (%)        
Female (No)      
Female (%)   
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Table No 5: Ethnicity 
Ethnicity 
Total 
Group 1 
Group 2  
Group 3  
Group 4  
Group 5  
Group 6  
Group 7 
White (No)       
Hispanic (No)         
African-American (No)       
Oriental(No)           
 Asian (No)           
Other (specify) (No)                 
 
230.    List all Inclusion criteria 
1  
2  
3  
4  
5  
6  
7  
8  
 
231.    List all Exclusion criteria  
1  
2  
3  
4  
5  
6  
7  
8  
 
232. Diagnosis (list all that apply) 
 

□ Major Depressive Disorder (MDD) 
□ Dysthymia 
□ Subsyndromal 
□ Other (specify) 
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233. Method(s) used to diagnose Depression: 
 
1 
2 
3 
4 
5 
6 
7 
8 
 
 
234. Method of determining inadequate response (click all that apply and provide 
as much detail as possible. e.g. proportion). 
 

□ Prospective (Screening or Run-in Phase) 
□ Retrospective: Medical chart 
□ Retrospective: Patient self report of history of failure 
□ Retrospective: Patient self report of history of adverse event response 
□ Retrospective: Currently on medication to which they have not responded 
□ Retrospective: Confirmation by clinician 
□ Other (specify) 

 
235. Who determined previous treatment failure? 
 
Table No 6: Length of current Episode  
Length  
Total 
Group 1 
Group 2 
Group 3 
Group 4 
Group 5 
Group 6 
Group 7 
Min   
Max   
Mean   
SD   
SEM   
Median   
IQR   
Other   
 
 
300. Specify units in the mean for table 6 (above table). 
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□ Week 
□ Day 
□ Month 
□ Year 

 
 
Table No 7: Past Mental Health History (episodes of Depression over lifetime) 
No of past episode 
Total 
Group 1 
Group 2 
Group 3 
Group 4 
Group 5 
Group 6 
Group 7 
Min   
Max   
Mean   
SD   
SEM   
Median   
IQR   
Other 
e.g % (specify) 
 
 
Table No 8:  Type and number of SSRI that had previously failed to respond 
(List all that apply) (specify for each arm/group) 
Type/No 
Total 
Group 1 
Group 2 
Group 3 
Group 4 
Group 5 
Group 6 
Group 7 
Type 
No of drugs 
Type not specified 
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INTERVENTION 
 

389. Were patients tapered off existing medications prior to start of the 
study? 

 
□ Yes 
□ No 
□ Unclear 

 
390. Was a run-in phase employed? 

 
□ Yes (specify time in weeks) 
□ No 

 
391. Was there a washout period following the run-in phase? (If yes, 

specify the time-interval) 
 

□ Yes 
□ No 
□ Unclear 

 
 

392. PURPOSE OF TREATMENT 
 
 
 

393. What type of patients are excluded from proceeding to the next 
phase of treatment (List all criteria)? 

 
1 
2 
3 
4 
5 
6 
7 
8 
 
 
Table No 9:  Dose of treatment/intervention   
Dose 
Total 
Group 1  
Group 2  
Group 3  
Group 4  
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Group 5  
Group 6  
Group 7 
Initial  
(Minimum)   
Initial  
(Maximum)   
Final  
(Minimum)   
 Final  
(Maximum) 
Other 
 
Table No 10: Treatment interval (week) of treatment/intervention for 

arm1/group1 
SSRI 
Total  
Group 1  
Group 2  
Group 3  
Group 4  
Group 5  
Group 6  
Group 7 
Min 
Max 
Mean 
SD  
SEM 
Median 
IQR   
Other 

 
498. Specify units in the mean for table 10 (above table). 

 
□ Week 
□ Day 
□ Month 
□ Year 

 
499. Type of treatment provider (describe in brief): 
 

□ Psychiatrist  
□ Family Physician 
□ Allied Health 
□ Other 
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RESULTS 
Table No 11:  Time points at which treatment discontinued (specify when 
outcomes were collected and the length of follow up in week(s)  
Time Points 
Week(s) 
Note 
First   
Intermediate   
Other   
Final   
Follow Up 
 
 
510. Patient Compliance (Detail definition if provided) (list all methods): 
1 
2 
3 
4 
5 
6 
7 
8 
 
Table No 12: Compliance with treatment (End Point) (indicate  compliance or 
non-compliance in the last box) 
 
Comply 
Total  
Group 1  
Group 2  
Group 3  
Group 4  
Group 5  
Group 6  
Group 7 
Min   
Max 
Mean 
SD 
SEM 
Median 
IQR 
Other 
(e.g. number) 
Note 
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(compliance or 
non-compliance) 
 
 
583. Percent (%)  or number of subjects declaring use of Complementary and 
Alternative Medicine (CAM) interventions . 
 

- Baseline (No) 
- Baseline (%) 
- Concurrent (No) 
- Concurrent (%) 

 
 
584. Are there stratified ANALYSES for the following variables/factors (check 
all that apply): 

□ Depressive Diagnosis (MDD vs Other) 
□ Disease Severity 
□ Age 
□ Gender 
□ Race 
□ Socioeconomic status 
□ Medical comorbidities 
□ Psychiatric comorbidities 
□ Other 
□ Other 
□ Other 

 
 
585. List all relevant outcomes/instruments used in this study. Place a (P) after 
the outcomes indicating the primary outcomes. 
 
1 
2 
3 
4 
5 
6 
7 
8 
 
 
586. Overall conclusions on efficacy from an abstract if no/short results 
reported : 
 
 
587. Additional Comments or important notes about this study : 
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588. Go to Data Extraction form for Harm  
 

□ Yes 
□ No 

 
589. Investigator 1 Comments: 
 
 
590. Investigator 2 Comments 
 
 
591. Investigator 3 Comments 
 
592. Group 
 

□ MoCo  
□ MoMo  
□ CoCo  
□ STARD  
□ Other  

 
 
 
 
 

1. Quality Assessment for Primary Studies Rater #1 (Grouping) 
 

□ Group 1 
□ Group 2 
□ Group 3 
□ Exclude 

 
 
Instruction: Please read the instructions that were sent to you by email before 
completing this form. 
 

2. Was the method of randomization adequate? 
 

□ Yes 
□ No 
□ Unsure 

 
3. Was the treatment allocation concealed? 
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□ Yes 
□ No 
□ Unsure 

 
 
Was knowledge of the allocated interventions adequately prevented during the 
study? 
 

4. Was the patient blinded to the intervention? 
 

□ Yes 
□ No 
□ Unsure 

 
5. Was the care provider blinded to the intervention? 
 
□ Yes 
□ No 
□ Unsure 

 
6. Was the outcome assessor blinded to the intervention? 

 
□ Yes 
□ No 
□ Unsure 

 
 
Were incomplete outcome data adequately addressed? 
 

7. Was the drop-out rate described and acceptable? 
 

□ Yes 
□ No 
□ Unsure 

 
8. Were all randomized participants analysed in the group to which they 

were allocated? 
 

□ Yes 
□ No 
□ Unsure 

 
9. Are reports of the study free of suggestion of selective outcome 

reporting? 
 



 B-19 

□ Yes 
□ No 
□ Unsure 

 
 
Other sources of potential bias: 
 

10. Were the groups similar at baseline regarding the most important 
prognostic indicators? 

 
□ Yes 
□ No 
□ Unsure 

 
11. Were co-interventions avoided or similar? 
 
□ Yes 
□ No 
□ Unsure 
 
12. Was the compliance acceptable in all groups? 

 
□ Yes 
□ No 
□ Unsure 

 
13. Was the timing of the outcome assessment similar in all groups? 

 
□ Yes 
□ No 
□ Unsure 

 
14. Is the role of the study sponsor/ funder (i.e. manufacturer of the device) 

appropriate? 
 

□ Yes 
□ No 
□ Unsure 

 
15. GO to level 5 

 
□ Yes 

 
 

16. Other: 
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1. Data Extraction, Primary Study-Harm (Grouping) 
 

□ Group 1 
□ Group 2 
□ Group 3 
□ Exclude 

 
2. Did the authors specify if the harms reported encompass ALL the 

events collected or a selected SAMPLE? 
 

□ Yes 
□ No 
□ Unclear 

 
 

3. Were the harms PRE-DEFINED using standardized or precise 
definitions? 

 
□ Yes 
□ No 
□ Unclear 

 
4. Were SEVERE events precisely defined? 

 
□ Yes 
□ No 
□ Unclear 

 
5. Were SERIOUS events precisely defined? 

 
□ Yes 
□ No 
□ Unclear 

 
6. Did the author(s) use STANDARD scale(s) or checklist(s) for harms 

collection? 
 

□ Yes 
□ No 
□ Unclear 
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7. Was the mode of harms collection specified as: 

 
□ Active  
□ Passive  
□ Not Reported  
□ Unclear  

 
 

8. Did the study specify WHO collected the harms? 
 

□ Yes 
□ No 
□ Unclear 

 
9. Did the study specify the TRAINING or BACKGROUND of who 

ascertained the harms (specify)?. 
 

□ Yes 
□ No 
□ Unclear 

 
10. Did the study specify the TIMING and FREQUENCY of collection of the 

harms (specify)? 
 

□ Yes 
□ No 
□ Unclear 

 
11. Did the author(s) specify the type of analyses undertaken for harms data 

(specify)? 
 

□ Yes 
□ No 
□ Unclear 

 
Table No 1:  Type of Intervention/treatment, sample size , Adverse Events (AE), 
and Withdrawals per group 
Type 
Total 
Group1  
Group 2  
Group 3  
Group 4  
Group 5  
Group 6  



 B-22 

Group 7 
Type of 
Intervention                 
No of Pts assigned                 
No of Pts Who have AE                 
Percent of Pts Who have AE                 
No of of Pts Who Withdrew due to AE              
Percent of Pts Who Withdrew 
 
 
 
Table No 2: Identify Number (%) of Patients Who Had Severe or Serious 
Adverse Events (AE)  per group 
Sevier AD 
Total  
Group1  
Group 2  
Group 3  
Group 4  
Group 5  
Group 6  
Group 7 
Suicidality                 
Bleeding              
Low Sodium                 
Death                 
Other 1             
Other 2:               
Other 3:               
Other 4:              
Other 5: 
 
 
 
Table No 3: Identify Number (%) of Patients Who Had  Adverse Events (AE)  
per group 
Adverse 
Events 
Total  
Group1  
Group 2  
Group 3  
Group 4  
Group 5  
Group 6  
Group 7 
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Sexual Disfunction    
Anxiety                
Sedation                 
Gastrointestinal disturbance 
(nausea, vomiting,diarrhea)                 
Weight Loss                
Weight gain                 
Change in  triglycerides             
Change in  glucose         
Sleep disorder 
(insomnia or hypersomnia)                 
Cardiovascular problems 
(Hypotension, tacychardia, bradychardia)  
Toxicity Problems:                 
Headaches            
Other 1:           
Other 2:            
Other 3:            
Other 4:           
Other 5: 
 
 
278. Data extractor/Reviewer: 
 
279. Comments: 
 
280. First Reviewer: 
 
281. First Reviewer comments: 
 
282. Second Reviewer: 
 
283. Second Reviewer Comments: 
 
284. Investigators Comments: 
 
285. Go to outcome form 
 

□ Yes 
□ No 

 
286. New Question 
 
287. Group 
 

□ MoCo 
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□ MoMo 
□ CoCo 
□ STARD 
□ Other  

 
 
 
 
Level 4 -  Data Extraction Guidelines & Recommendations 
 

1. Is publication date of this guideline 2004 and forward? 
 

□ Yes 
□ No 

 
2. What organization sponsored  this Guideline? 

 
3. In which country is this guideline applied? 

 
4. What is the scope and  purpose of this Guideline/Recommendation? 

(List all that apply) 
 

□ Treatment  
□ Diagnosis  
□ Prognosis  
□ Others (specify) 

 
5. Who are the Intended Users (check all that apply) 

 
□ Primary Care Physicians (e.g. General practitioners)  
□ Mental Health Specialist (Psychiatrists)  

Allied Mental Health Professionals (Social Workers, Mental Health Nurses, 
Occupational Therapists) 

□ Patients  
Other (specify)  

 
6. What is the setting for use of this Guideline? (check all that apply) 

 
□ Primary Care  
□ Mental Health Out Patient Setting  
□ Mental Health Inpatient Setting  
□ Other (specify)  

 
 

7. What is the target population on this Guideline? (check all that apply) 
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□ Adult MDD  
□ Adult Dysthymia  
□ Adult Subsyndromal  

Adolescent MDD  
□ Adolescent Dysthymia  
□ Adolescent Subsyndromal  
□ None of the above (stop) 

 
8. Does this guideline have a specific recommendation (course of action) 

for patients who do not respond to the intervention(s)? 
 

□ Yes 
□ No 
□ Not Sure 

 
9. What is the definition of AND method of  establishing “inadequate/ 

unsatisfactory” response? 
 
 
Recommendation #1 for populations who failed to respond to previous 
antidepressants; 
 
 

10.  Specify Recommendation #1 for populations who failed to respond to 
previous antidepressants. (Please type in the exact wording) 

 
 

11. Does the recommendation identify or stratify actions or suggestions 
based on the specific TYPE of antidepressant medication that subjects 
had not respond to adequately? 

 
□ NO: they do NOT specify previous type of antidepressant (go to Q13) 
□ YES: they specify the type of antidepressant 

 
 

 
12. Specify the type/class of DRUG intervention (check all that apply) 
 
□ SSRI (specify)  
□ SNRI (specify)  
□ SSNRI (specify)  
□ Other second generation antidepressants (specify)  
□ None Pharmological (specify)  

 
13. What type of system was used to grade or evaluate the strength of 

evidence (i.e. GRADE, or some association specific system? 
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14. Grading of the recommendation #1: (i.e. strong recommendation) 

 
15.  Rating of quality of evidence for  Recommendation #1 : (i.e. evidence at 

high risk of bias, or level I (indicating RCT design) 
 

16.  For the evidence that is cited to support the recommendation, please 
list the number and type of studies included: (i.e. 4 RCTs, and 2 
Observational studies) 

 
17.  Does the recommendation ONLY specify actions/ suggestions to switch 

to the use of MONOTHERAPY that are generic (not specific to drug or 
intervention? (Please type in the exact wording) 

 
18.  Does the recommendation specify any of the following for 

MONOTHERAPY treatment changes?(specify exact wording) 
 

□ ONLY specify actions/ suggestions to switch but is non-specific (Specify exact 
wording) 

□ Indicates to change the DOSE of the current SSRI or antidepressant 
□ Indicates to change the DURATION of the current SSRI or antidepressant 
□ Indicates a switch from one SSRI to another SSRI OR from one Non-SSRI 

antidepressant to another within the SAME drug class 
□ Indicates a switch from an SSRI to another non-SSRI antidepressant of a 

different class 
□ Indicates a switch from an SSRI or non-SSRI anti-depressant to a non-

pharmacological treatment 
 
 

19. Does the recommendation specify any of the following for COMBINED 
THERAPY treatment changes: (specify exact wording) 

 
□ ONLY specify actions/ suggestions to combine therapies but is non-specific 
□ Indicates to combine therapies with Augmenters (drugs or food supplements) 
□ Indicates to combine one SSRI or non-SSRI antidepressant with another 

SSRI or non-SSRI antidepressant of the SAME class 
□ Indicates to combine one SSRI with another non-SSRI antidepressant 
□ Indicates to combine an SSRI or antidepressant with a non-pharmacological 

intervention 
□ Indicates to combine an SSRI or antidepressant with multiple combinations 

(any intervention previously listed 
 
 
 
Recommendation #2 for populations who failed to respond to previous 
antidepressants; 
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20. Specify Recommendation #2 for populations who failed to respond to 

previous antidepressants. (Please type in the exact wording) 
 
 

21. Does the recommendation identify or stratify actions or suggestions 
based on the specific TYPE of antidepressant medication that subjects 
had not respond to adequately? 

□ NO: they do NOT specify previous type of antidepressant (go to Q23) 
□ YES: they specify the type of antidepressant 

 
 

22.  Specify the type/class of DRUG intervention (check all that apply) 
 

□ SSRI (specify)  
□ SNRI (specify)  
□ SSNRI (specify) 
□ Other second generation antidepressants (specify)  
□ None Pharmological (specify)  

 
 

23.  What type of system was used to grade or evaluate the strength of 
evidence (i.e. GRADE, or some association specific system? 

 
24.  Grading of the recommendation #2: (i.e. strong recommendation) 

 
25.  Rating of quality of evidence for  Recommendation #2 : (i.e. evidence at 

high risk of bias, or level I (indicating RCT design) 
 

26.  For the evidence that is cited to support the recommendation, please 
list the number and type of studies included: (i.e. 4 RCTs, and 2 
Observational studies) 

 
27.  Does the recommendation ONLY specify actions/ suggestions to switch 

to the use of MONOTHERAPY that are generic (not specific to drug or 
intervention? (Please type in the exact wording) 

 
28.  Does the recommendation specify any of the following for 

MONOTHERAPY treatment changes?(specify exact wording) 
 

□ ONLY specify actions/ suggestions to switch but is non-specific (Specify exact 
wording) 

□ Indicates to change the DOSE of the current SSRI or antidepressant 
□ Indicates to change the DURATION of the current SSRI or antidepressant 
□ Indicates a switch from one SSRI to another SSRI OR from one Non-SSRI 

antidepressant to another within the SAME drug class 
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□ Indicates a switch from an SSRI to another non-SSRI antidepressant of a 
different class 

□ Indicates a switch from an SSRI or non-SSRI anti-depressant to a non-
pharmacological treatment 

 
29. Does the recommendation specify any of the following for COMBINED 

THERAPY treatment changes: (specify exact wording) 
 

 
□ ONLY specify actions/ suggestions to combine therapies but is non-specific  
□ Indicates to combine therapies with Augmenters (drugs or food supplements)  
□ Indicates to combine one SSRI or non-SSRI antidepressant with another 

SSRI or non-SSRI antidepressant of the SAME class  
□ Indicates to combine one SSRI with another non-SSRI antidepressant  
□ Indicates to combine an SSRI or antidepressant with a non-pharmacological 

intervention  
□ Indicates to combine an SSRI or antidepressant with multiple combinations 

(any intervention previously listed 
 
 
 
Recommendation #3 for populations who failed to respond to previous 
antidepressants; 
 

30. Does the recommendation identify or stratify actions or suggestions 
based on the specific TYPE of antidepressant medication that subjects 
had not respond to adequately? 

 
□ NO: they do NOT specify previous type of antidepressant (go to Q33)  
□ YES: they specify the type of antidepressant 

 
 

31. Does the recommendation identify or stratify actions or suggestions 
based on the specific TYPE of antidepressant medication that subjects 
had not respond to adequately? 

 
□ NO: they do NOT specify previous type of antidepressant (go to Q33)  
□ YES: they specify the type of antidepressant 

 
32. Specify the type/class of DRUG intervention (check all that apply) 

 
□ SSRI (specify)  
□ SNRI (specify)  
□ SSNRI (specify)  
□ Other second generation antidepressants (specify)  
□ None Pharmological (specify) 
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33. What type of system was used to grade or evaluate the strength of 
evidence (i.e. GRADE, or some association specific system? 

 
 

34. Grading of the recommendation #3: (i.e. strong recommendation) 
 
 

35. Rating of quality of evidence for  Recommendation #3 : (i.e. evidence at 
high risk of bias, or level I (indicating RCT design) 

 
 

36. For the evidence that is cited to support the recommendation, please 
list the number and type of studies included: (i.e. 4 RCTs, and 2 
Observational studies) 

 
 

37. Does the recommendation ONLY specify actions/ suggestions to switch 
to the use of MONOTHERAPY that are generic (not specific to drug or 
intervention? (Please type in the exact wording) 

 
 

38. Does the recommendation specify any of the following for 
MONOTHERAPY treatment changes?(specify exact wording) 

 
 

□ ONLY specify actions/ suggestions to switch but is non-specific (Specify exact 
wording) 

□ Indicates to change the DOSE of the current SSRI or antidepressant 
□ Indicates to change the DURATION of the current SSRI or antidepressant 
□ Indicates a switch from one SSRI to another SSRI OR from one Non-SSRI 

antidepressant to another within the SAME drug class 
□ Indicates a switch from an SSRI to another non-SSRI antidepressant of a 

different class 
□ Indicates a switch from an SSRI or non-SSRI anti-depressant to a non-

pharmacological treatment 
 
 

39. Does the recommendation specify any of the following for COMBINED 
THERAPY treatment changes: (specify exact wording) 

 
□ ONLY specify actions/ suggestions to combine therapies but is non-specific 
□ Indicates to combine therapies with Augmenters (drugs or food supplements) 
□ Indicates to combine one SSRI or non-SSRI antidepressant with another 

SSRI or non-SSRI antidepressant of the SAME class 
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□ Indicates to combine one SSRI with another non-SSRI antidepressant 
□ Indicates to combine an SSRI or antidepressant with a non-pharmacological 

intervention 
□ Indicates to combine an SSRI or antidepressant with multiple combinations 

(any intervention previously listed) 
 
 
Recommendation #4 for populations who failed to respond to previous 
antidepressants; 
 
 

40. Specify Recommendation #4 for populations who failed to respond to 
previous antidepressants. (Please type in the exact wording) 

 
41. Does the recommendation identify or stratify actions or suggestions 

based on the specific TYPE of antidepressant medication that subjects 
had not respond to adequately? 

 
 

□ NO: they do NOT specify previous type of antidepressant (go to Q43) 
□ YES: they specify the type of antidepressant 

 
 

42. Specify the type/class of DRUG intervention (check all that apply) 
 

□ SSRI (specify) 
□ SNRI (specify) 
□ SSNRI (specify) 
□ Other second generation antidepressants (specify)  
□ None Pharmological (specify) 

 
43. What type of system was used to grade or evaluate the strength of 

evidence (i.e. GRADE, or some association specific system? 
 

44. Grading of the recommendation #4: (i.e. strong recommendation) 
 

45. Rating of quality of evidence for  Recommendation #4 : (i.e. evidence at 
high risk of bias, or level I (indicating RCT design) 

 
46. For the evidence that is cited to support the recommendation, please 

list the number and type of studies included: (i.e. 4 RCTs, and 2 
Observational studies) 

 
47. Does the recommendation ONLY specify actions/ suggestions to switch 

to the use of MONOTHERAPY that are generic (not specific to drug or 
intervention? (Please type in the exact wording) 
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48. Does the recommendation specify any of the following for 

MONOTHERAPY treatment changes?(specify exact wording) 
 

□ ONLY specify actions/ suggestions to switch but is non-specific (Specify exact 
wording) 

□ Indicates to change the DOSE of the current SSRI or antidepressant 
□ Indicates to change the DURATION of the current SSRI or antidepressant 
□ Indicates a switch from one SSRI to another SSRI OR from one Non-SSRI 

antidepressant to another within the SAME drug class 
□ Indicates a switch from an SSRI to another non-SSRI antidepressant of a 

different class 
□ Indicates a switch from an SSRI or non-SSRI anti-depressant to a non-

pharmacological treatment 
 
 

49. Does the recommendation specify any of the following for COMBINED 
THERAPY treatment changes: (specify exact wording) 

 
□ ONLY specify actions/ suggestions to combine therapies but is non-specific 
□ Indicates to combine therapies with Augmenters (drugs or food supplements) 
□ Indicates to combine one SSRI or non-SSRI antidepressant with another 

SSRI or non-SSRI antidepressant of the SAME class 
□ Indicates to combine one SSRI with another non-SSRI antidepressant 
□ Indicates to combine an SSRI or antidepressant with a non-pharmacological 

intervention 
□ Indicates to combine an SSRI or antidepressant with multiple combinations 

(any intervention previously listed 
 

50. Data Extractor/Reviewer: 
 
 

51. Second Reviewer: 
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Level 5: Quality Assessment Tools for Guidelines and Recommendations: 
AGREE II instrument for Guidelines: 

General Instruction, Rating Scale:  

All AGREE II items are rated on the following 7-point scale: 

Score of 1 (Strongly Disagree). A score of 1 should be given when there is no 
information that is 

relevant to the AGREE II item or if the concept is very poorly reported. 

Score of 7 (Strongly Agree). A score of 7 should be given if the quality of reporting 
is exceptional and where the full criteria and considerations articulated in the User’s 
Manual have been met. 

Scores Between 2 and 6. A score between 2 and 6 is assigned when the reporting of 
the AGREE II item does not meet the full criteria or considerations. A score is 
assigned depending on the completeness and quality of reporting. Scores increase 
as more criteria are met and considerations addressed. The “How to Rate” section 
for each item includes details about assessment criteria and considerations specific 
to the item. (see instruction) 

 

1.    The overall objective(s) of the guideline is (are) specifically described. 

 1  2  3  4  5  6  7  

2.    The health question(s) covered by the guideline is (are) specifically described. 

 1  2  3  4  5  6  7  

3.    The population (patients, public, etc.) to whom the guideline is meant to apply 
is specifically described. 

 1  2  3  4  5  6  7  

4.    The guideline development group includes individuals from all the relevant 
professional groups. 

 1  2  3  4  5  6  7  

5.    The views and preferences of the target population (patients, public, etc.) 
have been sought. 
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 1  2  3  4  5  6  7  

6.    The target users of the guideline are clearly defined. 

 1  2  3  4  5  6  7  

7.    Systematic methods were used to search for evidence. 

 1  2  3  4  5  6  7  

8.    The criteria for selecting the evidence are clearly described. 

 1  2  3  4  5  6  7  

9.    The strengths and limitations of the body of evidence are clearly described. 

 1  2  3  4  5  6  7  

10.    The methods used for formulating the recommendations are clearly 
described. 

 1  2  3  4  5  6  7  

11.    The health benefits, side effects and risks have been considered in 
formulating the recommendations. 

 1  2  3  4  5  6  7  

12.    There is an explicit link between the recommendations and the supporting 
evidence. 

 1  2  3  4  5  6  7  

13.    The guideline has been externally reviewed by experts prior to its publication. 

 1  2  3  4  5  6  7  

14.    A procedure for updating the guideline is provided. 

 1  2  3  4  5  6  7  

15.    The recommendations are specific and unambiguous. 

 1  2  3  4  5  6  7  
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16.    The different options for management of the condition  or health issue are 
clearly presented. 

 1  2  3  4  5  6  7  

17.    Key recommendations are easily identifiable. 

 1  2  3  4  5  6  7  

18.    The guideline describes facilitators and barriers to its application. 

 1  2  3  4  5  6  7  

19.    The guideline provides advice and/or tools on how the recommendations can 
be put into practice . 

 1  2  3  4  5  6  7  

20.    The potential resource implications of applying the recommendations have 
been considered. 

 1  2  3  4  5  6  7  

21.    The guideline presents monitoring and/ or auditing criteria. 

 1  2  3  4  5  6  7  

22.    The views of the funding body have not influenced the content of the 
guideline. 

 1  2  3  4  5  6  7  

23.    Competing interests of guideline development group members have been 
recorded and addressed. 

 1  2  3  4  5  6  7  

 
 
24. Overall Assessment: 
 Would you recommend these guidelines for use in practice? 
 

- Strongly recommend 
- Recommend (with provisos alteration) 
- Would not recommend 
- Unsure 
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25. Comments: 
 
26. Appraiser 1: 
 

- Catherine 
- Sara 
- Homa 
- Lina  

other (specify) 
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Appendix C - Table 2. Strength of evidence  

Quality assessment 
Summary of findings 

Importance  
 

No of patients Effect 
Quality 

No of studies Design Limitations Inconsistency Indirectness Imprecision Other considerations Mono 1 
Combo 1 

Mono 2 
Combo 2 

Relative Risk 
(95% CI) 

Monotherapy versus Monotherapy (Pharmacological and Non-Pharmacological) 
Outcome Response 
71-8 RCT/CCT Study limitations N/A Indirect  Imprecise  1058 1124 0. 27 vs 1.06 Low Critical  
Outcome Remission 
51-4,6,7 RCT/CCT Study limitations N/A Indirect  Imprecise  1042 1011 0. 27 vs 1.06 Low Critical  

Combined Therapy versus Combined Therapy  (Pharmacological and non-pharmacological) 
Outcome Response 
62,3,9-14 RCT/ CCT Study limitiations -2 N/A Indirect Imprecise    434 377 0.37 – 1.36 Low Critical 
Outcome Remission 
13,15 RCT/ CCT Study limitations N/A Indirect Imprecise  344 286 0.69 – 1.0 Low Critical 
* For the STAR*D trial monotherapy medications (n=86) was added to the monotherapy 2 group. 
^ For the STAR*D trial combined medications (n=117) was added to combined therapy 2 
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Appendix C -  Table 1. Strength of evidence  

Quality assessment 
Summary of findings 

No of patients Effect 
Quality Importance  No of 

studies Design Limitations Inconsistency Indirectness Imprecision Other 
considerations 

Combined 
Therapy 

Mono 
therapy 

Relative Risk 
(95% CI) 

Monotherapy vs Combined Therapy  (maintaining SSRI or Switching AD and adding any Augmenting agents) 
Outcome Response  

181-19 RCT/ 
CCT 

Study 
limitations  N/A Indirect 

(pop/int) Imprecise -2 12 different agents 
considered 1137 1904 0.40 – 13.0 Insufficient Critical  

Outcome Remission  
83,5,8-

10,16,18,20,21 RCT/CCT Study 
limitations N/A Indirect Imprecise -2 7 different agents 

considered 1679 951 0.72 – 4.74 Insufficient Critical 

Monotherapy vs Combined Therapy  (Maintinaing SSRI and adding Atypical Antipsychotics agents)* 
Outcome Response 

33,7,8 RCT Study 
Limitations N/A Indirect  Imprecise -0  290 492 1.37 – 13.0 Low Critical 

Outcome Remission 

33,8,21 RCT Study 
Limitations N/A Indirect Imprecise -0  327 496 1.63 -4.74 Moderate Critical 

Monotherapy versus Combined Therapy  (Maintaining SSRI and Adding Buspirone) 
Outcome Response 

211,12 RCT 
Study 
Limitations 
+ 1 

N/A Indirect  Imprecise -0 108 108 111 1.06 – 1.09 Insufficient  Critical 

Outcome Remission 
0           Critical 

Monotherapy versus Combined Therapy  (switching AD and Adding Buspirone) 
Outcome Response 

19,10 RCT Study 
Limitations N/A Indirect  Imprecise -0 STAR*D 

Equipoise 286 727 0.96 – 1.02 Low Critical 

Outcome Remission 

19,10 RCT Study 
Limitations N/A Indirect  Imprecise -0 STAR*D 

Equipoise 286 727 1.21 – 1.70 Low Critical 
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Appendix  C - Table 1. (Cont’d) Strength of evidence  

Quality assessment 
Summary of findings 

No of patients Effect 

Quality Importance  No of 
studies Design Limitations Inconsistency Indirectness Imprecision Other 

considerations 
Combined 
Therapy 

Mono 
therapy 

Relative 
Risk 

(95% CI) 
Monotherapy versus Combined Therapy  (MAINTAINING SSRI and Adding Lithium agents) 

Outcome Response 

313,15,16 RCT Study 
Limitations N/A Indirect  Imprecise -2  67 81 0.40 -4.20 Insufficient Critical 

Outcome Remission 

116 RCT Study 
Limitations N/A Indirect  Imprecise -2  9 32 N/A Insufficient Critical 

Monotherapy versus Combined Therapy  (MAINTAINING SSRI and Adding Mianserin agents) 
Outcome Response 

218,19 RCT Study 
Limitations N/A Indirect  Imprecise -2  130 269 0.97 – 1.70 Insufficient Critical 

Outcome Remission 

118 RCT Study 
Limitations N/A Indirect  Imprecise -2 STAR*D 

Equipoise 98 197 1.17 – 1.54 Insufficient Critical 

Monotherapy versus Combined Therapy  (MAINTAINING SSRI  and Adding Other Augmenting agents) 
Outcome Response 
61,2,4-

6,17 RCT Study 
Limitations N/A Indirect  Imprecise -2  235 227 0.23 – 4.55 INSUFFICIENT Critical 

Outcome Remission 

25,20  RCT Study 
Limitations N/A Indirect  Imprecise -2  230 227 1.06 – 1.20 INSUFFICIENT Critical 

Monotherapy versus Combined Therapy  (MAINTAINING SSRI  and Adding another treatment (Non-SSRI, SSRI and non-pharmacological) 
Outcome Response  
413,14,23-

25 RCT Study limitations  N/A Indirect Imprecise -2  3 different 
interventions 74 76 0.47-19.00 INSUFFICIENT Critical 

Outcome Remission   
126 RCT Study limitations N/A Indirect  Imprecise   20 12 1.20 INSUFFICIENT Critical 
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Appendix Table 1. (Cont’d) Strength of evidence  

Quality assessment 
Summary of findings 

No of patients Effect 

Quality Importance  No of 
studies Design Limitations Inconsistency Indirectness Imprecision Other 

considerations 
Combined 
Therapy 

Mono 
therapy 

Relative 
Risk 

(95% CI) 
Monotherapy versus Combined Therapy (SWITCHING monotherapy versus adding another treatment (Non-SSRI, SSRI, and non-pharmacological) 

Outcome of Response 

29,10,16,22 RCT/ 
CCT  N/A Indirect Imprecise -1  353 776 0.4 -1.02 LOW  Critical 

Outcome Remission  

126 RCT/CCT  N/A Indirect Imprecise  STAR*D 
Equipoise 344 763 1.21-1.70 LOW Critical 
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Appendix D - Excluded 
Studies 
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disorder in adults.  Am Fam Physician 
1993;48(7):1312-3.  
Exclude: For Guideline published before 2005, 
OVID-Embase. 
Augmenting standard antidepressant treatment may 
help recovery in elderly.  Brown University Geriatric 
Psychopharmacol Update 2007;11(8):1   
Exclude: For population/not failed to respond to an 
SSRI, EBSCO-CINAHL. 
Cognitive behavioral therapy + alternative selective 
serotonin reuptake inhibitor better than alternative 
SSRI alone in adolescent depression.  J Natl Med 
Assoc 2008;100(6):762-3.  
Exclude: For study design, OVID-Embase. 
Do omega-3 fatty acids help in depression?  Drug 
Ther Bull 2007;45(2):9-12.  Exclude: For study 
design, EBSCO-CINAHL. 
Effect of Hypericum performatum (St John's wort) in 
major depressive disorder: A randomized controlled 
trial.  .  JAMA  2002;287(14):1807-14.  
Exclude: For population/not failed to respond to an 
SSRI, OVID-PsycINFO. 
Electroconvulsive therapy.  JAMA 
1985;254(15):2103-8.  
Exclude: For Guideline published before 2005, 
OVID-Embase 
 
Fluoxetine, Cognitive-Behavioral Therapy, and Their 
Combination for Adolescents With Depression: 
Treatment for Adolescents With Depression Study 
(TADS) Randomized Controlled Trial.  JAMA  
2004;292(7):807-20.  
Exclude: For population/not failed to respond to an 
SSRI, OVID-PsycINFO. 
Guidelines for treating depressive illness with 
antidepressants: A statement from the British 
Association for Psychopharmacology.   J 
Psychopharmacol 1993;7(1):19-23.  
Exclude: For Guideline published before 2005, 
OVID-PsycINFO. 
Omissions in acknowledgments in: "The treatment for 
adolescents with depression study (TADS): Long-term 
effectiveness and safety outcomes".  Arch Gen 
Psychiatry 2008;65(1):101  
Exclude: For study design, OVID-PsycINFO. 
POEMs. CBT plus alternative SSRI is better than 
alternative SSRI alone in adolescent depression.  J Am 
Acad Physician Assist 2008;21(5):58   
Exclude: For study design, EBSCO-CINAHL. 
Practice guideline for major depressive disorder in 
adults.  American Psychiatric Association.  Am J 
Psychiatry 1993;150(4:Suppl):Suppl-26  
PMID:8465906 
 

 
 
 
 
Exclude: For Guideline published before 2005, 
OVID-Medline. 
Separate and combined anxiolytic and anti-depressant 
treatment of mixed anxiety/depression. A double-
blind, placebo controlled comparison. Sussex Clinical 
Trials Group.  Acta Psychiatr Scand 1985;72(1):81-8.  
PMID:2863922 
Exclude: For population/not failed to respond to an 
SSRI, OVID-Medline. 
St John's wort = SSRI for moderate-severe depression.  
South African Fam Pract 2005;47(4):18  
Exclude: For study design, OVID-Embase. 
Switching antidepressants plus CBT best for 
treatment-resistant depression in teens. cognitive 
behavioral therapy.  Brown University Child & 
Adolescent Psychopharmacol Update 2008;10(5):1-3.  
Exclude: For study design, EBSCO-CINAHL. 
TADS results show fluoxetine plus CBT safer and 
more effective for teen depression.. Cognitive-
behavioral therapy; Treatment for Adolescents with 
Depression Study.  Brown University Child & 
Adolescent Psychopharmacol Update 2007;9(1):1-4.   
Exclude: For study design, EBSCO-CINAHL. 
The Treatment for Adolescents With Depression 
Study (TADS): Long-term effectiveness and safety 
outcomes. Arch Gen Psychiatry  2007;64(10):1132-
44.  
Exclude: For population/not failed to respond to an 
SSRI, OVID-PsycINFO. 
Treating depression with comorbid personality 
disorder: meds, CT or both?..Cognitive therapy.  
Brown University Psychopharmacol Update 
2008;19(4):1  Exclude: For study design, EBSCO-
CINAHL. 
Aan Het Rot MCD, Mathew S. Intravenous ketamine 
for treatment-resistant major depressive disorder.  
Prim Psychiatry 2008;15(4):39-47.  
Exclude: For study design, Wiley-CCTR. 
Aarsland D, Larsen JP, Lim NG, et al.  Citalopram 
plus mianserin in patients with Parkinson's disease and 
depression: An open-label study.  Nord J Psychiatry 
1998;52(2):115-6.  
Exclude: For population/diagnosis, OVID-Embase. 
Abbass AA. Intensive short-term dynamic 
psychotherapy of treatment-resistant depression: A 
pilot study.  Depress Anxiety  2006;23(7):449-52.  
Exclude: For study design, OVID-Embase. 
Aberg-Wistedt A. Comparison between zimelidine 
and desipramine in endogenous depression. A cross-
over study.  Acta Psychiatrica 1982;66(2):129-38.  
PMID:6215831 
Exclude:For Mixed antidepressants; some failed on 
SSRI, OVID-Medline. 
Aberg A. Controlled cross-over study of a 5-HT 
uptake inhibiting and an NA uptake inhibiting 
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antidepressant.  Acta Psychiatr Scand, Supplementum 
1981;290:244-55.  PMID:6452794 
Exclude:For Mixed antidepressants; some failed on 
SSRI , OVID-Medline. 
Abraham G, Milev R, Lawson JS. T3 augmentation of 
SSRI resistant depression.  J Affect Disord 2006;91(2-
3):211-5.  
Exclude: For study design, OVID-PsycINFO. 
Abraham IL, Neundorfer MM, Currie LJ. Effects of 
group interventions on cognition and depression in 
nursing home residents.  Nurs Res 1992;41(4):196-
202.  PMID:1383947 
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