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ABSTRACT

Objective We assessed the most relevant clinical practice guidelines (CPGs) for the 

pharmacological treatment of depression differ for adults who respond inadequately to 

first-line treatment.

Data Sources We performed a systematic review of the literature spanning January 2011 

to August 2020 in Medline, Embase, Cochrane, and 12 databases recognized as guideline 

repositories. CPG quality was assessed using the Appraisal of Guidelines for Research & 

Evaluation (AGREE) II. 

Study Selection Only CPGs that made pharmacological recommendations for treating 

depression in primary and secondary care for individuals aged 18 years or older were 

included. 

Data Extraction Two independent researchers extracted all recommendations for 

patients who did not respond to first-line pharmacological treatment from the selected 

CPGs. This process included extracting the quality of the evidence and the strength of the 

recommendation. 

Results Of the 8 CPGs included, 5 were of high-quality (≥ 80% in domain 3 of AGREE 

II), 2 were recognized as clinically relevant, and 1 was created by an institution with 

experience developing guidelines. Less than half the guidelines defined an adequate 

response to treatment and mentioned a clear sequence of strategies in clinical practice. 

The timeline to declare that patients did not respond adequately was found to be unclear.

Conclusions An inadequate response to the pharmacological treatment of depression 

must be better defined in the guidelines, which commonly differ in recommendations for 

nonresponsive patients, mainly in their recommended sequence of strategies. Future 

guideline developers must address these concerns to improve healthcare provision.
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Strengths and limitations of this study

 The inclusion of two guidelines often used in clinical practice enabled a broader 

discussion of clinical questions mentioned in the clinical practice guidelines.

 The study benefitted from a comprehensive literature search and careful training 

of our appraisers.

 However, this study only employed English, Portuguese, or Spanish papers in its 

analysis.

 Moreover, the study employed AGREE II as an assessment method, thereby 

acquiring its inherent subjectivity in assessing quality.
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INTRODUCTION

Depression is a mental health problem with severe consequences for afflicted individuals. 

This mental disorder results in substantial professional, economic, social, and personal 

losses for affected individuals owing to its incapacitating nature.1 The World Health 

Organization2 estimates that over 300 million people globally are affected by depression, 

which is the main contributor to 800,000 suicides annually worldwide. Additionally, 

depression can cause important social problems, as depressed individuals are less 

productive, resulting in additional costs to their employers and governments.3

Along with an increasingly aging population, the number of depressed persons 

has increased considerably.4 This situation overburdens the healthcare system and 

generates a greater need for resource optimization.5 Thus, the development of evidence-

based interventions to achieve effective results is a pressing challenge in the mental health 

field.6 Owing to the 2019 coronavirus disease (COVID-19) pandemic, an increase in 

mental illnesses is expected that could persist for years. This suggests an even greater 

need to optimize resources for dealing with this major challenge.7 A survey by the WHO8 

showed that the COVID-19 pandemic had suspended essential mental health services in 

about 93% of countries around the world while the population increasingly needs mental 

health care.

Clinical practice guidelines (CPGs) are fundamental to optimize these mental 

health resources, which will be in greater demand with the increased incidence of 

depression.9 These guidelines contain recommendations for optimizing patient healthcare 

and have been developed through a review of the interventions and a cost-benefit analysis 

for each clinical health condition.10 Hence, they enable the development of objective 

clinical decisions, help decrease clinical variability, educate patients and professionals on 

updated best practices, and improve the cost-effectiveness of healthcare.11
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Among the interventions proposed in the CPGs, evidence-based pharmacotherapy 

is one of the strategies used to treat depression.12 However, a previous study demonstrated 

a lack of information regarding the best approaches when pharmacological treatment for 

first-line depression fails.13 Considering that the response to first-line treatment is only 

moderate (40%–60%) and remission after antidepressant treatment is achieved in only a 

minority of patients (30%–45%), there is a need to better investigate such gaps to improve 

the CPGs.14

Additionally, there is a lack of clarity in the guidelines on clinical actions, as well 

as a divergence among different guidelines about the sequence of strategies after 

inadequate or partial responses from depressed individuals.13 Thus, to improve mental 

health professionals’ clinical recommendations and provision of better healthcare to 

patients, in-depth evaluation of the guideline recommendations for patients who do not 

respond adequately to initial pharmacological interventions is necessary.

Study aims

This study aimed to assess similarities and differences in the recommended sequence of 

strategies among the most relevant guidelines for the pharmacological treatment of 

depression in adults who have shown an inadequate response to first-line treatment.

MATERIALS AND METHODS

A broad health search was conducted to explore the methodological quality and 

transparency of CPGs for the pharmacological treatment of non-communicable diseases, 

including depression. We updated the search of a previous Prospero systematic review 

(CRD42016043364)15 and conducted an analysis specifically assessing CPGs that can be 

used by health professionals in primary and secondary (outpatient) care for the 

pharmacological treatment of depression in adults.
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The second version of the Appraisal of Guidelines for Research and Evaluation 

(AGREE II) instrument was used to evaluate the quality of the CPGs identified in the 

research—a fundamental step of a systematic review. The recommendations of high-

quality CPGs or those most commonly used in clinical practice16 were compared to a 

method applied in a previous study published by the authors.13

Search data source

A comprehensive search was conducted on PubMed, Embase, and the Cochrane Library 

for CPGs published from January 1, 2011, to August 22, 2020 (Appendix 1). Twelve 

databases traditionally recognized as CPG repositories were also consulted.13,17,18 

Mendeley® software was used to conduct this search and remove duplicates.

Eligibility criteria

Only CPGs that made pharmacological recommendations for the treatment of depression 

in individuals aged 18 years or older were included. The following CPGs were excluded: 

those that did not have the full text available in Portuguese, English, or Spanish; those 

that focused on psychotherapeutic treatment or neuromodulation; and those for specific 

populations, such as patients with cancer, multiple sclerosis, or pregnant or lactating 

women. The latest versions of CPGs found on the original authors’ websites were 

included. Two evaluators independently read the titles and abstracts of the retrieved 

articles, and—if the content met the eligibility criteria—the full text was evaluated. 

Discrepancies were resolved by one of the authors (GCHFM) who acted as the third 

evaluator. The latest version of each CPG, and all related complementary documents, 

were sent to the evaluators for a quality assessment using the AGREE II.

Extraction of general data and evaluation of CPG quality

Previously validated forms18 were used by two independent reviewers for data extraction. 

A third reviewer resolved the discrepancies. The following data were extracted: type of 
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organization that produced the CPG (government organization or specialized society), 

country, method used to classify the evidence, and the CPG development method 

(whether done using adaptation methodology or other methods). Three independent 

researchers (FCG, IBS, and ST) evaluated the CPGs using the six AGREE II domains. 

The AGREE II contains 23 items grouped into six domains and two global classifications 

(general evaluation items). Each AGREE II domain evaluates a different dimension of 

CPG quality19: scope and purpose (domain 1), stakeholder involvement (domain 2), rigor 

of development (domain 3), clarity of presentation (domain 4), applicability (domain 5), 

and editorial independence (domain 6). A Likert scale ranging from 1 to 7 was used to 

evaluate the 23 items. Each reviewer entered an evaluation into the AGREE II platform 

for each item. The calculation was made automatically on the platform for each quality 

domain. Further, owing to the substantial heterogeneity of the general evaluation items, 

our protocol defined that these items would not be included in the analyses and that we 

would primarily focus on domain 3. All evaluators underwent rigorous training on the 

AGREE II application before making the quality assessment (details of this training have 

been previously published18). Discrepancies of two or more points were discussed by the 

evaluators until consensus was reached. The score was calculated individually for each 

domain.

Comparison of recommendations

The recommendations of high-quality CPGs, defined as those with a score of 80% or 

above in domain 3 of AGREE II and those known to be most commonly used in clinical 

practice,16 as well as the ones developed by an important CPG developer institution, were 

compared. Domain 3 (methodological rigor) was used to classify a CPG as “high-quality” 

since this is the most important item regarding the reliability of the recommendations.20 

Two independent researchers extracted all recommendations from the selected CPGs. 
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This included extracting the quality of the evidence and the strength of the 

recommendation. Recommendations for patients who did not respond to the first-line 

pharmacological treatment were grouped as follows: patient reevaluation, dosing 

adjustment, switching, combination, and medication augmentation.

Patient and Public Involvement 

No patient involved

RESULTS

We identified 1951 records in Medline (n = 691), Cochrane (n = 105), and Embase (n = 

1155), and 44 additional records through the other 12 specific websites for CPGs. After 

removing 165 duplicates using Mendeley®, 1830 documents remained. Subsequently, by 

reading the full text and applying the eligibility criteria, we selected eight CPGs for this 

study (Figure 1).  Appendix 2 includes the reasons for excluding documents. We 

identified five CPGs that presented a score ≥ 80% for domain 3 in AGREE II; thus, they 

were considered high-quality guidelines. In addition to these selected CPGs, two more 

were included based on their widespread acceptance16: guidelines of The Canadian 

Network for Mood and Anxiety Treatments (CANMAT)21 and the American Psychiatric 

Association.22 Further, the guideline for the Management of Major Depressive Disorder 

developed by the Department of Veterans Affairs (VA), in collaboration with the 

Department of Defense (DoD), was also included as it was scored very close to the cutoff 

point. Additionally, the VA/DoD has been identified by the National Academy of 

Medicine as a leader in clinical practice guideline development.23 The eight CPGs that 

were regarded as high quality and had been selected were: Guía Clínica AUGE (score = 

89%)24; Guía de Práctica Clínica (score = 86%)25; Institute for Clinical Systems 

Improvement (ICSI) Health Care Guideline: Depression in Adults: Recognition and 

Management (score = 84%)26; Depression, Adults in Primary Care (score = 81%)27; 
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Practice Guidelines for the Treatment of Patients with Major Depressive Disorder (score 

= 46%)22; CANMAT (score = 54%)21; Clinical Practice Guideline for the Treatment of 

Depression across Three Age Cohorts (score = 81%)28; and VA/DoD Clinical Practice 

Guideline for the Management of Major Depressive Disorder (score = 78%).23 Table 1 

briefly describes the characteristics of all the CPGs. 

Terminology in guidelines and the description of treatment sequences

Less than half of the guidelines (n = 3, 37%) clearly defined responsiveness to treatment; 

that is, these guidelines defined who was a partially responsive or unresponsive 

patient.21,23,27 Only two of these guidelines that included a definition of responsiveness 

also described a clear sequence to be adopted in clinical practice for the management of 

these patients.21,27 Additionally, only half of the guidelines (n = 4) clearly defined 

refractory or resistant depression23-25,27 and only two of these provided a sequential and 

clear form for the specific patient population.24,27 Only the VA/DoD guidelines offered 

recommendations for both resistant depression and patients who were partially 

responsive to treatment.23 Tables 2 and 3 present a detailed description of the definitions 

proposed by the guidelines concerning adequate and inadequate response to first-line 

treatment, the presence and sequence of strategies to be implemented in case of 

inadequate response or resistant depression, and as other considerations outlined by the 

guidelines.

Treatment recommendations for patients nonresponsive to first-line 

pharmacological treatment for depression

Two guidelines specified the wait time required before increasing the treatment dosage 

(Table 4). Additionally, five guidelines reported the wait time before reassessing 

antidepressant effectiveness and declaring the patient nonresponsive: 3 weeks,25 2–4 

weeks,26 6 weeks,23 and 4–8 weeks.22,28  
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Most guidelines agree on verifying treatment adherence before considering 

whether a patient is responsive or not to the first line of standardization.21-25 Additionally, 

most also mention the importance of reassessing the diagnosis, and some specify bipolar 

disorder in this context (Table 4). Some guidelines have mentioned such divergences, 

including differences among the guidelines regarding the therapeutic alternatives 

recommended for nonresponsive patients. It is noteworthy that one of the guidelines 

indicated the substitution of pharmacotherapy with psychotherapy.23 However, most 

guidelines indicated that these alternatives should include medication changes, such as 

dosage adjustment, substitution of medications, combination of medications, and 

augmentation of medications. Most (87%) guidelines21,22,24-28 indicated that an increase 

in drug dosage should be considered a valid therapeutic alternative for patients who did 

not respond to treatment. The APA guideline22 effectively detailed alternatives for 

augmentation medications for nonresponsive patients, suggesting lithium, anti-

psychotics, and thyroid hormones, which were also indicated in the Colombian 

guideline.25 It was only the NICE26 and CAMNAT21 guidelines that clearly specified the 

time that should elapse before increasing the dosage; however, these durations differed 

(CANMAT: 2–4 weeks and NICE: 3–4 weeks). Thus, although most CPGs emphasized 

the importance of adjusting medication dosages in cases where patients do not respond to 

first-line treatment, they did not specify the wait time duration. Moreover, almost all, 

except for the VA/DoD guideline,23 explicitly mentioned switching antidepressants in 

these cases. Regarding the adverse events that may occur when trying pharmacological 

therapeutic alternatives, the APA guideline made it very clear that, in these cases, it is 

possible to consider replacing the drug or treating the adverse event.22

DISCUSSION
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Although there are many modalities for treating depression, pharmacotherapy remains 

the most common first-line strategy.12 However, symptom remission after 

pharmacological treatment with first-line antidepressants was only achieved in a minority 

of patients.14,67 Thus, this study aimed to assess the similarities and differences in the 

recommended sequence of strategies, among the most relevant CPGs, for the 

pharmacological treatment of depression in adults who have shown an inadequate 

response to first-line treatment.

Relevant findings regarding such recommendations included: (1) the guidelines 

did not present a standardized definition of an adequate response, and (2) they exhibited 

differences related to the time that must elapse before declaring that a patient did not 

respond adequately to initial treatment.

Alternately, the guidelines agreed on the importance of checking adherence before 

considering an adequate response to pharmacotherapy and on the indications for a gradual 

increase in the dosage of drugs. However, most guidelines lacked information about the 

expected time that should elapse before increasing the dosage in clinical practice. 

Consequently, variations in clinical practice may also be relevant. In contrast with the 

others, one guideline mentioned the substitution of drugs for psychotherapy in patients 

who did not respond to initial pharmacological therapy. 

The standardized definition of an adequate response—one that is satisfactory to 

the given treatment—was not always clear. This is a critical point—considering that we 

are dealing with high-quality guidelines—which possibly represents the highest level of 

evidence to guide clinical decision-making.12 The absence of a clear definition of an 

adequate response restrains the applicability of the recommendations for patients who do 

not respond to initial pharmacological interventions.
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Considering the lack of consensus in the literature about what constitutes an 

adequate response, a clear definition of an adequate response to treatment is fundamental 

to guide the step-by-step process presented in the clinical guidelines for patients who do 

not display an adequate response (e.g., resistant depression).68 Notably, the longer a 

patient’s depression lasts—that is, the lower the response to pharmacological treatment 

(be it a first- or second-line strategy)—the higher the chance of a more severe course of 

the disorder and, potentially, suicide.69 Therefore, filling the literature gap and defining 

adequate response, nonresponse, and partial response to depression treatment are crucial 

for clinical guidelines to help advance the treatment of these patients. 

Discrepancies in recommendations for patients who did not respond to first-line 

treatment were also observed by MacQueen et al.12 The researchers analyzed 21 CPGs 

published between 1980 and 2015 and used in primary care for the treatment of major 

depression, dysthymia, and minor depression with the AGREE II instrument. Concerning 

first-line treatment, MacQueen et al.12 found discrepancies related to the recommended 

dosage, alternative treatments, and duration of treatment before making therapeutic 

changes. We have also confirmed their findings regarding the lack of a definition for 

inadequate response to treatment in the guidelines.12

Notably, more clinical trials are needed for this specific population. This could 

contribute to consistency in the recommendations of future guidelines. Health 

professionals are hesitant to use CPGs in clinical practice because of the discrepancies.70 

Thus, to minimize discrepancies, the quality of the guidelines must be improved so that 

healthcare professionals find them more reliable and implement the recommendations.71 

A change in the attitude of these professionals is key to the implementation of CPGs72 

and to the achievement of optimal patient care.
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This study was limited in that it only included papers written in English, 

Portuguese, or Spanish. However, most guidelines are published in these languages. 

Moreover, since the AGREE II is an assessment method, there is some inherent 

subjectivity in the use of an instrument to assess quality. Hence, to minimize this, the 

appraisers discussed any discrepancies in their notes for each item until consensus was 

achieved. Another limitation was that the recommendations might not have been 

identified as main recommendations because they are often spread throughout the text of 

the guidelines. This often occurs when the guideline discusses the evidence but does not 

make a clear recommendation, thus creating doubt about whether it is a recommendation.

Despite these limitations, this study had several strengths. Among these was the 

inclusion of two guidelines21,22 that are often used in clinical practice in addition to those 

with the highest score in domain 3 of the AGREE II. Such a strategy enabled a broader 

discussion of clinical questions mentioned in the CPGs. Other strengths of this study 

included the comprehensive search of the literature and the careful training of our 

appraisers. In describing the recommendations in the tables, we have offered a 

comparative view of distinct CPGs, which provides physicians and patients with a more 

comprehensive understanding of pharmacological approaches to the treatment of 

depression. Our findings can aid in the elaboration or adaptation of a CPG, as we 

identified important divergences between CPGs to which patients and professionals 

should pay special attention. The step-by-step process of pharmacological management 

of adult patients who do not respond to first-line pharmacological treatment of depression 

needs to be clarified in the guidelines. Currently, while there is little evidence in the 

literature on this specific recommendation, this can be helpful in leading to an 

improvement in patient-related outcomes. Moreover, identification of the points on which 

CPGs converge fully and that have been well-addressed in certain CPGs may also be 
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helpful for the elaboration or adaptation of a CPG for local contexts, as well as for 

contributing to clinical decisions regarding treatment for depression. Considering that 

healthcare professionals have little available time to read literature in their field and that 

the amount of information available has grown exponentially,73,74 there is a need to base 

decision-making on evidence synthesis that is reliable. 

In conclusion, the guidelines most often referenced for the pharmacological 

treatment of depression differed in recommendations for nonresponsive patients, mainly 

in their recommended sequence of strategies. The definition of partial or adequate 

response to treatment, as well as that of symptomatic remission, must be clarified and 

standardized in future guidelines to effectively improve patient care.
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fondation FondaMental (Bennabi et 
al., 2019)

5
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2
2

6
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1
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6
7

Specia
lty 
society

Fran
ce

Does 
not 
mentio
n

New 
develop
ment

The South African Society of 
Psychiatrists (SASOP) Treatment 
Guidelines for Psychiatric Disorders 
(Grobler, 2013).

5
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lty 
society
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h 
Afri
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Does 
not 
mentio
n
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develop
ment

If at first you don't succeed: a 
review of the evidence for 
antidepressant augmentation, 
combination and switching 
strategies (Connolly and Thase, 
2011).
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Indepe
ndent 
author
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Unit
ed 
State
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mentio
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New 
develop
ment

Korean medication algorithm for 
depressive disorder: comparisons 
with other treatment guidelines 
(Wang et al., 2014).
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Depression in the primary care 
setting (Park and Zarate, 2019)

3
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2
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1
7

5
0

1
8

3
1

Indepe
ndent 
author
s 

Unit
ed 
State
s

Does 
not 
mentio
n

New 
develop
ment

Management of treatment-resistant 
depression: Challenges and 
strategies (Voineskos et al., 2020)
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5
0

1
0

2
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Indepe
ndent 
author
s

Cana
da

Does 
not 
mentio
n

New 
develop
ment

Evidence-based practice guideline 
for the treatment of adult patients 
with depressive disorders. Part I: 
Psychiatric management (Voytenko 
et al., 2018)
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3
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1
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6
5
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Indepe
ndent 
author
s 

Unit
ed 
State
s

Does 
not 
mentio
n

New 
develop
ment

Guidelines of the Polish psychiatric 
association – Wroclaw division, the 
Polish Society of Family Medicine 
and the College of Family 
Physicians in Poland for diagnosis 
and treatment of depressive 
disorders in primary health care 
(Piotrowski et al., 2017)
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1
5

7
2

2
5

5
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lty 
society

Pola
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mentio
n

New 
develop
ment

How to choose an antidepressant 
medication (Bayes and Parker, 
2019)

4
6

2
2

1
4

4
8

0
7

3
3

Indepe
ndent 
author
s

Aust
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Does 
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mentio
n

New 
develop
ment

Pharmacological management of 
unipolar depression (Malhi et al., 
2013).

4
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3
9

Gover
nment
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organi
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ralia
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not 
mentio
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New 
develop
ment

A systematic approach to 
pharmacotherapy for geriatric major 
depression (Mulsant et al., 2014).
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Clinical practice guidelines for 
management of depression in the 
elderly (Avasthi and Grover, 2018)
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mentio
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New 
develop
ment

Position statement of the European 
Psychiatric Association on the value 
of antidepressants in the treatment 
of unipolar depression (Möller et al., 
2012).

2
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New 
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Combined treatment of depression 
(Busch and Sandberg, 2012).
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New 
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Clinical Practice. Depression in the 
elderly (Taylor, 2014)
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Diagnostic and therapeutic protocol 
of depression (Sanchez and Santos, 
2019)

5
4

2
4

6 6
1

8 3
3

Indepe
ndent 
author
s

Span
ish

Does 
not 
mentio
n

New 
develop
ment

Clinical practice guidelines for the 
management of depression (Gautam 
et al., 2017).

3
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2
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ndent 
author
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not 
mentio
n

New 
develop
ment

Note. GRADE: Grades of Recommendation Assessment, Development and Evaluation; CHL: Chile; 
COL: Colombia; VA/DoD: United States Department of Veterans Affairs/Department of Defense; 
WFSBP: World Federation of Societies of Biological Psychiatry; WHO: World Health Organization; 
CPG: Clinical Practice Guidelines
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Table 2. Guideline definitions of adequate/inadequate response to first-line treatment and strategies for 

patients who respond inadequately

Guidelin
e

Termin
ology 
for 
patient
s who 
do not 
show 
an 
adequa
te 
respon
se to 
first-
line 
treatm
ent

Defin
ition 
of 
inade
quate 
respo
nse to 
first-
line 
treat
ment 
(if it 
is 
defin
ed)

Guidelin
e 
establish
es 
sequence 
of 
therapeu
tic 
strategie
s for this 
populati
on

Reeval
uation

Increa
se 
consul
tation 
freque
ncy

Adju
sting 
dosa
ge

 
Switc
hing

Combi
nation

Augme
ntation 

Combinin
g 
pharmaco
therapy 
with 
psycholog
ical 
treatment
s

Substit
ution 
of 
drugs 
with 
non-
pharm
acologi
cal 
therap
y 

Other 
considerat
ions

Depresió
n en 
personas 
de 15 
años y 
más. 
2017. 
(Minister
io de 
Salud 
[CHL], 
2013) 

Not 
define
d

Detecció
n 
temprana 
y 
diagnósti
co del 
episodio 
depresiv
o y 
trastorno 
depresiv
o 
recurrent
e en 
adultos. 
Atención 
integral 
de los 
adultos 
con 
diagnósti
co de 
episodio 
depresiv
o o 
trastorno 
depresiv

Not 
define
d
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o 
recurrent
e 
(Minister
io de 
Salud 
[COL], 
2015

Depressi
on in 
adults: 
Recognit
ion and 
manage
ment 
(NICE, 
2009)

Patient 
with 
inadequ
ate 
respons
e

Defin
ed

Yes, 
proposes 
a step-
by-step 
care plan 
for these 
patients, 
although 
the 
sequence 
is not 
clear 
owing to 
its form 
of 
presentat
ion

Yes, 
check 
adhere
nce 
and 
side 
effects 
(first 
strateg
y)

Yes, 
second

Yes, 
(third
)

Yes 
(fourt
h)

Yes 
(fifth)

Yes 
(fifth 
too)

Yes (sixth) Augment
ation for 
the NICE 
guideline 
is 
augmenti
ng 
antidepre
ssants 
with 
classes 
of drugs 
other 
than 
antidepre
ssants. 

ICSI 
Health 
Care 
Guidelin
e: 
Depressi
on, 
Adults in 
Primary 
Care 
(Trangle 
et al., 
2016)

Not 
define
d

Clinical 
practice 
guideline 
for the 
treatment 
of 
depressio
n across 
three age 
cohorts. 
(APA, 
2019)

Partiall
y- or 
non-
respons
ive to 
initial 
antidep
ressant 
treatme
nt

Not 
define
d

Does not 
mention 
a 
sequence 
clearly. 
Substituti
on of 
drugs by 
non-
pharmac
ological 
therapy, 
switchin
g 
antidepre
ssants, 
combinat
ion of 
antidepre
ssants 
with 
non-
pharmac
ological 
therapy 
or 
augment

Yes
Yes

Yes Unlike 
NICE, it 
uses 
augment
ation to 
mean 
augmenti
ng 
antidepre
ssants 
with 
antidepre
ssants

For non-
responde
rs or 
partial 
responde
rs to 
second 
generatio
n 
pharmac
ological 
therapy, 
no 
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ation of 
antidepre
ssants 
with 
other 
drugs are 
mentione
d 
alternativ
es

evidence 
for 
preferenc
e 
between 
switchin
g to 
another 
second 
generatio
n 
antidepre
ssant, 
changing 
to non-
pharmac
ology 
(self-help 
cognitive 
therapy), 
or 
augment
ation 
treatment 
with 
guided 
self-help,

VA/DoD 
clinical 
practice 
guideline 
for the 
manage
ment of 
major 
depressiv
e 
disorder 
(The 
Manage
ment of 
Major 
Depressi
ve 
Disorder 
Working 
Group, 
2016) 

Partial 
respons
e 
defined 
as less 
than 
50% 
reducti
on of 
sympto
ms

Very 
clear 
defini
tion 
for 
partial 
respo
nse

Does not 
state the 
sequence 
very 
clearly 

Yes Yes Yes Yes Yes Yes

Canadian 
Network 
for Mood 
and 
Anxiety 
Treatmen
ts 
(CANM
AT) 
2016 
clinical 
guideline
s for the 
manage
ment of 

Patient 
with 
partial 
or no 
respons
e (both 
referred 
to as an 
“inadeq
uate 
respons
e”)

Defin
ed

Sequence 
of 
strategies 
not 
explicitly 
stated 
despite, 
having 
used an 
algorith
m for 
patients 
with 
inadequa
te 

Yes Yes Yes An 
adjunct 
strategy 
(the 
addition 
of a 
second
medicati
on to an 
initial 
medicati
on) is the 
preferred 
term 
over 
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adults 
with 
major 
depressiv
e 
disorder: 
Section 
3. 
Pharmac
ological 
Treatmen
ts 
(Kenned
y et al., 
2016)

Partial 
respon
se:
Reducti
on of 
scores 
by 25-
49%.

No 
respon
se:
Less 
than 
25% 
reducti
on in 
scores

response 
to 
antidepre
ssants
The 
algorith
m 
indicates 
the 
importan
ce of 
consideri
ng 
factors 
when 
switchin
g 
antidepre
ssants or 
using 
adjuvant 
therapy”
?

combinat
ion 
(adding a 
second 
antidepre
ssant to 
the first) 
or 
augment
ation 
(adding 
another 
medicati
on that is 
not an 
antidepre
ssant).
Psychoth
erapy or 
neuro-
stimulati
on may 
be 
considere
d for a 
patient 
with an 
inadequa
te 
response 
to the 
initial 
antidepre
ssant.

Practice 
guideline 
for the 
treatment 
of 
patients 
with 
major 
depressiv
e 
disorder 
(Gelenbe
rg et al., 
2010)

“Adequ
acy of 
treatme
nt 
respons
e” 
defined. 
A 
figure 
indicate
s the 
strategi
es that 
must be 
followe
d both 
for 
nonresp
onsive 
and for 
partiall
y 
respons
ive 
patients 
at each 
stage of 
treatme
nt, 
includi
ng 
weekly 

Uncle
ar 
defini
tion 
regard
ing 
the 
perce
ntages 
of 
chang
es in 
the 
scales 
to 
measu
re 
depre
ssion.

Presente
d in a 
sequentia
l form in 
the 
figure 
but 
througho
ut the 
text it is 
presented 
otherwis
e

In the 
figure 
(for 
nonrespo
nsive and 
partially 
responsiv
e 
patients):
Initial 
weeks:
Assess 
adherenc
e. If 
treatment 
is well 
tolerated,
consider 
increasin

Yes Yes Yes Yes Yes Yes Yes Patients 
with a 
history 
of poor 
adherenc
e to 
treatment 
or
incomple
te 
response 
to 
adequate 
trials of 
single 
treatment 
modalitie
s can 
benefit 
from 
combine
d 
treatment 
with 
medicati
on and 
psychoth
erapy 
focused 
on 
depressio
n.
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arrange
ments

g the 
dosage 
of the 
medicati
on or the
intensity 
of 
psychoth
erapy, 
especiall
y if there 
is no 
response. 
If 
symptom
s are 
severe or 
life-
threateni
ng, 
consider 
ECT.
4-8 
weeks of 
treatme
nt:
In 
patients 
treated 
with an 
antidepre
ssant,
consider 
increasin
g the 
dose (if 
well
tolerated)
, 
changing 
to a 
different
antidepre
ssant, 
switchin
g to or
augmenti
ng with 
psychoth
erapy, 
using 
potentiati
on 
therapy 
or ECT.
For an 
insufficie
nt 
response 
to 
psychoth
erapy,
change 
the 
intensity 
or type 
of 
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psychoth
erapy or 
add/subst
itute with 
medicati
on.

Through
out the 
treatme
nt:
In case 
of 
significa
nt 
antidepre
ssant 
side 
effects, 
consider
switchin
g to a 
different 
antidepre
ssant, 
reduce 
the dose, 
or treat 
the side 
effect, or 
switch to 
psychoth
erapy or 
ECT.
If the 
trials of 
two 
drugs in 
the same 
class of 
antidepre
ssants 
were 
ineffectiv
e,
consider 
moving 
antidepre
ssants to 
a 
different 
class.
For 
patients 
who 
have 
difficulty 
tolerating 
psychoth
erapy, 
consider 
changing 
the 
intensity 
or
type of 
therapy 
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or adding 
or 
changing 
medicati
on.

Note. CHL: Chile; COL: Colombia; NICE: National Institute for Health and Care Excellence; ICSI: 
Institute for Clinical Systems Improvement; APA: American Psychiatry Association; VA/DoD: 
United States Department of Veterans Affairs/Department of Defense; ECT: Electroconvulsive 
therapy 
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Table 3: Guideline definitions refractory/ resistant and strategies for patients

Guidel
ine

Termi
nolog
y for 
patien
ts 
who 
do 
not 
show 
refrac
tory/r
esista
nt 
depre
ssion

Definitio
n of the 
term (if 
it is 
defined)

Seque
nce of 
thera
peutic 
strate
gies 
establ
ished 
for 
this 
popul
ation

Reev
aluat
ion

Incre
ase 
cons
ultati
on 
freq
uenc
y 

Adj
usti
ng 
dos
age

 
Switc
hing

Co
mb
ina
tio
n

Aug
ment
ation 

Co
mb
ini
ng 
ph
ar
ma
cot
her
ap
y 
wit
h 
psy
ch
olo
gic
al 
tre
at
me
nts

Substit
ution 
of 
drugs 
with 
non-
pharm
acologi
cal 
therap
y 

Othe
r 
consi
dera
tions

Depres
ión en 
person
as de 
15 años 
y más. 
2017. 
(Minist
erio de 
Salud 
[CHL], 
2013) 

Refrac
tory 
depres
sion 
“depre
sión 
resiste
nte o 
refract
aria”

Seems 
to 
have 
consid
ered 
the 
two 
terms 
distinc
t

Resistan
t 
depressi
on: one 
that does 
not 
respond 
to 
adequate 
treatment
, at the 
appropria
te dose, 
for the 
appropria
te time. 
Also 
defined 
as 
depressio
n that 
presents 
an 
invalid or 
poor 
response 
to one or 
more 
therapeut
ic 

Yes, 
establi
shes 
seque
nce 
for 
refract
ory 
depres
sion 
interv
ention
s

.

Yes 
(first 
strate
gy)

Yes 
(sec
ond 
strat
egy)

Yes 
(third 
strateg
y)

 Ye
s 
(Fi
fth 
stra
teg
y)

Yes 
(Four
th 
strate
gy

Ment
ions:
Mind
fulne
ss, 
cogni
tive 
beha
viora
l 
thera
py, 
psyc
hoed
ucati
on 
(resis
tant 
depre
ssion
).
For 
resist
ant 
sever
e 
depre
ssion
, 
modi
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treatment
s 
administe
red in 
adequate 
doses, 
methods, 
and 
times.

fied 
electr
ocon
vulsi
ve 
thera
py is 
reco
mme
nded.

As for 
refractor
y 
depressio
n, it only 
mentions 
biologica
l 
interventi
ons 
without 
defining 
them. It 
is not 
clear 
whether 
it was 
considere
d 
synonym
ous. The 
the 
interventi
ons 
recomme
nded are 
valid for 
both 
refractor
y and 
resistant 
depressio
n, 
although 
with a 
different 
sequence 
for each.

For 
refract
ory 
depres
sion, a 
seque
nce is 
unders
tood

Yes 
(first 
strate
gy)

Yes 
(sec
ond 
strat
egy)

Yes 
(fourt
h 
strateg
y)

Ye
s 
(Fi
fth 
stra
teg
y)

Yes 
(third 
strate
gy)

Detecci
ón 
tempra
na y 
diagnó
stico 
del 

Refrac
tory 
or 
resista
nt 
depres
sion 

Treatmen
t 
resistanc
e defined 
as
the 
absence 

Seque
nce of 
interv
ention
s not 
specifi
ed; 

Yes Yes Yes Ye
s

Yes Ye
s

Neur
o-
stimu
latio
n, 
electr
ocon
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episodi
o 
depresi
vo y 
trastorn
o 
depresi
vo 
recurre
nte en 
adultos
. 
Atenci
ón 
integral 
de los 
adultos 
con 
diagnó
stico de 
episodi
o 
depresi
vo o 
trastorn
o 
depresi
vo 
recurre
nte 
((Minis
terio de 
Salud 
[COL], 
2015)

consid
ered 
as 
being 
synon
yms
“depre
sión 
refract
aria o 
resiste
nte”

of 
sustained 
remission
, with 
respect to 
severity 
of 
depressiv
e 
symptom
s or 
alteration 
of 
functiona
lity, even 
after 
appropria
te 
treatment 
both in 
terms of 
duration 
and dose.

only 
menti
ons 
optimi
zing 
the 
dose 
and 
reasse
ssing 
diagn
osis; 
adhere
nce 
and 
advers
e 
events 
must 
be 
consid
ered 
before 
the 
additi
on of 
psych
othera
py, 
substit
ution 
of 
combi
nation 
medic
ations, 
and 
augme
ntatio
n of 
medic
ations

vulsi
ve 
thera
py, 
and 
trans
crani
al 
magn
etic 
stimu
latio
n are 
valid 
thera
peuti
c 
optio
ns 
for 
these 
patie
nts. 

Depres
sion in 
adults: 
Recogn
ition 
and 
manag
ement 
(NICE, 
2009)

Does 
not 
use 
the 
refract
ory or 
resista
nt 
depres
sion 
nome
nclatu
re
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ICSI 
Health 
Care 
Guideli
ne: 
Depres
sion, 
Adults 
in 
Primar
y Care 
(Trangl
e et al., 
2016)

Depre
ssion-
resista
nt 
patien
t 
define
d

Partia
l 
positi
ve 
respo
nse to 
medic
ation: 
at 
least 
25% 
reduct
ion in 
sympt
oms 
after 6 
weeks 
with a 
therap
eutic 
dose

Clearly 
defines 
failure to 
achieve 
adequate 
trial 
remission 
(correct 
dose) 
through 
three 
antidepre
ssants of 
different 
classes 
(stresses 
that its 
focus is 
primary 
care)

A 
very 
detaile
d step-
by-
step 
proce
dure 
menti
oned

Yes 
(First 
and 
sixth 
strate
gy 
befor
e 
augm
entati
on- 
in 
case 
of 
bipol
ar, 
como
rbidit
ies, 
and 
subst
ance 
abus
e

Yes 
(Sec
ond)

Yes 
(Third
)

Yes 
(Fifth 
and 
seven
th) 
augm
entin
g 
lithiu
m 
and 
antip
sych
otic 
drugs
)

Ye
s 
(Fi
fth)

Yes 
(Fourth
)

Othe
r 
strate
gies: 
phot
other
apy, 
electr
ocon
vulsi
ve 
thera
py, 
and 
hospi
taliza
tion.
Refer 
the 
patie
nt to 
a 
ment
al 
healt
h 
speci
alist 
if 
using 
MA
OI

Clinica
l 
practic
e 
guideli
ne for 
the 
treatme
nt of 
depress
ion 
across 
three 
age 
cohorts
. (APA, 
2019)

Does 
not 
use 
the 
refract
ory or 
resista
nt 
depres
sion 
nome
nclatu
re

VA/Do
D 
clinical 
practic
e 
guideli

= 
Treat
ment 
resista
nce 
define

Resistant 
depressio
n defined 
well

Seque
nce of 
strateg
ies not 
explic
itly 
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ne for 
the 
manag
ement 
of 
major 
depress
ive 
disorde
r
(The 
Manag
ement 
of 
Major 
Depres
sive 
Disord
er 
Workin
g 
Group, 
2016)

d as a 
lack 
of full 
respon
se, 
despit
e at 
least 
two 
adequ
ate 
treatm
ent 
trials.

stated. 
For 
patien
ts with 
resista
nt 
depres
sion, 
it is 
recom
mende
d to 
offer 
MAOI
s and 
TCAs 
in 
conju
nction 
with 
patien
t 
educat
ion on 
safety 
and 
side 
effect. 
Also a 
possib
ility to 
offer 
them 
transc
ranial 
magne
tic 
stimul
ation

Canadi
an 
Networ
k for 
Mood 
and 
Anxiet
y 
Treatm
ents 
(CAN
MAT) 
2016 
clinical 
guideli
nes for 

Does 
not 
use 
the 
refract
ory or 
resista
nt 
depres
sion 
nome
nclatu
re

Page 44 of 68

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

BMJ Open

1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60

 on A
pril 17, 2024 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2021-051918 on 1 A

pril 2022. D
ow

nloaded from
 

http://bmjopen.bmj.com/


For peer review only

the 
manag
ement 
of 
adults 
with 
major 
depress
ive 
disorde
r: 
Section 
3. 
Pharma
cologic
al 
Treatm
ents 
(Kenne
dy et 
al., 
2016)
Practic
e 
guideli
ne for 
the 
treatme
nt of 
patient
s with 
major 
depress
ive 
disorde
r 
(Gelen
berg et 
al., 
2010)

Does 
not 
use 
the 
refract
ory or 
resista
nt 
depres
sion 
nome
nclatu
re

Note. CHL: Chile; COL: Colombia; NICE: National Institute for Health and Care Excellence; ICSI: 
Institute for Clinical Systems Improvement; APA:, American Psychiatry Association; VA/DoD: 
United States Department of Veterans Affairs/Department of Defense; MAOI: Monoamine Oxidase 
Inhibitor; TCA: Tricyclic Antidepressants
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Table 4. Clinical practice guidelines for the pharmacological treatment of depression: patients with partial or no response 

Recommendations/clinical 

practice guidelines 

Depresión en 
personas de 
15 años y 
más. 2017. 
(Ministerio 
de Salud 
[CHL], 
2013), 

Detección 
temprana y 
diagnóstico 
del episodio 
depresivo y 
trastorno 
depresivo 
recurrente 
en adultos. 
Atención 
integral de 
los adultos 
con 
diagnóstico 
de episodio 
depresivo o 
trastorno 
depresivo 
recurrente 
(Ministerio 
de Salud 
[COL], 
2015)

Depression 
in adults: 
Recognitio
n and 
manageme
nt (NICE, 
2009)

ICSI 
Health 
Care 
Guideline: 
Depression, 
Adults in 
Primary 
Care 
(Trangle et 
al., 2016)

VA/DoD 
clinical 
practice 
guideline 
for the 
manageme
nt of 
major 
depressive 
disorder 
(The 
Manageme
nt of 
Major 
Depressive 
Disorder 
Working 
Group, 
2016)

Clinical 
practice 
guideline for 
the 
treatment of 
depression 
across three 
age cohorts. 
(APA, 2019)

CANMAT 
2016 
clinical 
guidelines 
for the 
managemen
t of adults 
with major 
depressive 
disorder: 
Section 3. 
Pharmacolo
gical 
Treatments 
(Kennedy et 
al., 2016)

Practice 
guideline 
for the 
treatment 
of patients 
with major 
depressive 
disorder 
(Gelenberg 
et al., 2010)

Clear presence of a definition 

 Partially responsive 
patient

- - - - -
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43
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 Nonresponsive patient - - - - - - -

 Inadequate response or 
adequacy of treatment 
response undefined, but 
step-by-step care for 
patients mentioned

- - - - - - -

 Inadequate response to 
treatment undefined, but 
sequential 
recommendations for 
resistant or refractory 
depression provided

- - - - - -

 Inadequate response to 
treatment undefined; 
recommendations for 
refractory or resistant 
depression provided, 
although not 
sequentially

- - - - - - -

 Refractory or resistant 
depression defined

- - - -

 Does not define 
treatment for partially 
responsive patients and 
does not have a clear 
sequence for these 
patients

- - - - - - -
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34
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37
38
39
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41
42
43
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59
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 Partial response defined, 
but does not have a clear 
sequence for the 
treatment of patients

- - - - - -  

Clear description of waiting 
period prior to declaring that 
the patient had a partial, 
inadequate, or no response to 
the initial pharmacological 
treatment

- - -

 Duration of waiting 
period prior to declaring 
that the patient had a 
partial, inadequate, or 
no response to the initial 
pharmacological 
treatment

- 3 weeks 4 weeks 6 weeks  4–6 weeks 4–8 weeks 2–4 weeks 4–8 weeks

Clear description of waiting 
period before changing the 
dose of antidepressants

- - - - - -

 Duration of waiting 
period before changing 
the dose of 
antidepressants

- - 3–4 weeks - - - 2–4 weeks -
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A clear and organized 
sequence established for 
treating patients with an 
inadequate response

- - - - - -

No clear sequence established 
for treating patients with an 
inadequate response; however, 
it is possible to assume a 
sequence in the order of the 
recommendations 

- -
-

Recommendations in case of 
patients with an inadequate 
response

 Reassess the diagnosis - - -

 Suspect bipolar disorder - - - - - -

 Check for the presence 
of comorbidities

- - - -

 Check for psychosocial 
factors that predict poor 
response to 

- - - - - - -
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34
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37
38
39
40
41
42
43
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pharmacological 
treatment

 Check for the presence 
of a personality disorder 

- - - - - -

 Check for the presence 
of a substance-use 
disorder 

- - - - -

 Check adherence to 
pharmacological 
treatment

- - -

 Check to ensure if the 
treatment time was 
adequate before 
declaring that the patient 
is not responding or 
with an inadequate 
response

- - - - - - -

 Check the quality of the 
therapeutic alliance 

- - - - - - -

 Check for any side 
effects 

- - - -
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 Increase the frequency 
of consultations and 
monitor the results

- - - - - - -

 Reintroduce previous 
treatments administered 
incorrectly (for 
example, at an 
inadequate dose)

- - - - - - -

 Switching from 
antidepressants to non-
pharmacological therapy 
as a possibility

- - - - -

Therapeutic options 
(interventions for patients 
with a partial, inadequate, or 
no response to the initial 
pharmacological treatment)

 Dosage adjustment -

 Switching 
antidepressants

-

 Combination or 
augmentation drugs

-
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 Addition of 
psychotherapy 
(combination of 
treatments)

- - -

 Substitution of drugs by 
non-pharmacological 
therapy

- - - - - - -

Switching antidepressants 
(drug classes)

- -

 Switching serotonin 
selective reuptake 
inhibitors with 
serotonin-
norepinephrine reuptake 
inhibitor

- - - - - - -

 Switching with 
monoamine oxidase 
inhibitor (as a 
possibility)

- - -

First among the same 
class (serotonin 
selective reuptake 
inhibitors), then 
different classes 
(tricyclic 
antidepressants, 

- - - - - - -
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39
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41
42
43
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monoamine oxidase 
inhibitor)

 witching antidepressants 
with tricyclic 
antidepressants 

- - - - -

Criteria established to decide 
between either replacing the 
antidepressant or augmenting it 
with another medication / 
another antidepressant

- - - - -

Criteria established for 
suggesting psychotherapy for 
patients with an inadequate first-
line treatment response or the 
combination of psychotherapy 
and pharmacotherapy

- - - - - - - -

Guideline suggests adding 
psychotherapy to drugs as a 
possibility for the treatment of 
non-responders

- -

The specific types of 
psychotherapy recommended for 
patients with an inadequate 
response to first-line 
pharmacological treatment

- - Cognitive 
behavioral 
therapy, 
cognitive 
behavioral 
therapy in 

Cognitive 
psychothera

py in 
combination 
with drugs 

Cognitive 
behavioral 
therapy, 

interperson
al therapy, 

psychodyna
mic therapy

- - -
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combination 
with drugs

Therapeutic strategies, based on 
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- - - - - -

Note. CHL: Chile; COL: Colombia; NICE: National Institute for Health and Care Excellence; ICSI: Institute for Clinical Systems Improvement; APA:, 

American Psychiatry Association; VA/DoD: United States Department of Veterans Affairs/Department of Defense; CANMAT, Canadian Network for 

Mood and Anxiet

Figure 1. Flowchart of clinical practice guidelines selection.
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Appendix 1. Systematic search strategies 

 

Medline (PubMed website) 

((((((&quot;Guideline&quot; [Publication Type] OR &quot;Guidelines as Topic&quot;[Mesh] OR 

&quot;Practice 

Guideline&quot; [Publication Type] OR &quot;Health Planning Guidelines&quot;[Mesh]) OR 

&quot;Clinical 

Protocols&quot;[Mesh])) OR (&quot;Consensus Development Conference, NIH&quot; 

[Publication 

Type] OR &quot;Consensus Development Conference&quot; [Publication Type] OR 

&quot;Consensus&quot;[Mesh]))) OR &quot;Standard of Care&quot;[Mesh])) 

&quot;Guideline&quot; [Publication Type] 

OR &quot;Guidelines as Topic&quot;[Mesh] OR &quot;Practice Guideline&quot; [Publication 

Type] OR 

&quot;Health Planning Guidelines&quot;[Mesh]) OR &quot;Clinical Protocols&quot;[Mesh])) 

OR 

(&quot;Consensus Development Conference, NIH&quot; [Publication Type] OR &quot;Consensus 

Development Conference&quot; [Publication Type] OR &quot;Consensus&quot;[Mesh]))) OR 

&quot;Standard 

of Care&quot;[Mesh])))))) AND ((&quot;Depressive Disorder&quot;[Mesh] OR 

&quot;Depressive Disorder, 

Major&quot;[Mesh] OR Depressive Disorders OR Disorder, Depressive OR Disorders, 

Depressive OR Neurosis, Depressive OR Depressive Neuroses OR Depressive Neurosis 

OR Neuroses, Depressive OR Depression, Endogenous OR Depressions, Endogenous 

OR Endogenous Depression OR Endogenous Depressions OR Depressive Syndrome 
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OR Depressive Syndromes OR Syndrome, Depressive OR Syndromes, Depressive OR 

Depression, Neurotic OR Depressions, Neurotic OR Neurotic Depression OR Neurotic 

Depressions OR Melancholia OR Melancholias OR Unipolar Depression OR 

Depression, Unipolar OR Depressions, Unipolar OR Unipolar Depressions))  

 

 Cochrane Library 

# 1—MeSH descriptor: [Guideline] explode all trees 

# 1—MeSH descriptor: [Consensus] explode all trees 

# 1—MeSH descriptor: [Clinical Protocols] explode all trees 

# 1—#1 OR #2 OR #3 

# 1—MeSH descriptor: [Depression] explode all trees 

 

 

EMBASE 

#1 &#39;practice guideline&#39;/mj OR &#39;consensus 

development&#39;/exp/mj OR &#39;clinical 

protocol&#39;/mj 

#2 &#39;depression&#39;/exp 

#3 #1 AND #2  

 

 

Appendix 2. Reasons for excluding clinical practice guidelines 

 

References of the excluded guidelines 
Reasons for 

exclusion 

Institute for Clinical Systems Improvement. Adult Depression 

in Primary Care. Bloomington, MN: ICSI; 2016. 
Duplicate 

Austin M-P, Highet N, The Expert Working Group. Mental 

Health Care in the Perinatal Period: Australian Clinical 
Duplicate 
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Practice Guideline. Melbourne, Australia: Centre of Perinatal 

Excellence; 2017.  

Grinspun, D, Bajnok I, Rey M. Delirium, Dementia, and 

Depression in Older Adults: Assessment and Care. Toronto, 

Canada: Registered Nurses' Association of Ontario; 2016. 

Duplicate 

National Guideline Clearinghouse. Delirium, Dementia, and 

Depression in Older Adults: Assessment and Care. Rockville, 

MD: Agency for Healthcare Research and Quality (AHRQ); 

2016. Available from: https://www.guideline.gov. Accessed 

January 19, 2017. 

Duplicate 

National Institute for Health and Care Excellence. Depression 

in Adults: Recognition and Management. 2009. Available 

from: https://www.nice.org.uk/guidance/cg90/evidence. 

Accessed June 30, 2017. 

Duplicate 

Boltz M (Ed.). Evidence-based Geriatric Nursing Protocols 

for Best Practice. New York, NY: Springer; 2012. 
Duplicate 

Depression. University of Michigan Health System. 

NGC:008672. 
Duplicate 

Álvarez Ariza M, Atienza Merino G, Ávila González MJ, 

González García A, Guitián Rodrígue D. GPC sobre el 

Manejo de la Depresión en el Adulto. Madrid, Spain: 

Ministerio de Sanidad, Servicios Sociales e Igualdad; 2014.  

Duplicate 

National Guideline Clearinghouse. Depression (Singapore). 

Rockville, MD: Agency for Healthcare Research and Quality 

(AHRQ); 2012. Available from 

https://www.guideline.gov/summaries/summary/39324. 

Accessed October 19, 2016. 

Duplicate 

Austin M-P, Highet N, The Expert Working Group. Mental 

Health Care in the Perinatal Period: Australian Clinical 

Practice Guideline. Melbourne, Australia: Centre of Perinatal 

Excellence; 2017. 

Duplicate 

McDermott B, Baigent M, Chanen A, et al. Clinical Practice 

Guidelines: Depression in Adolescents and Young Adults. 

Melbourne, Australia: Agency for Healthcare Research and 

Quality; 2010. 

Duplicate 

Michigan Quality Improvement Consortium Guideline. 

Primary Care Diagnosis and Management of Adults with 

Depression. Detroit, MI: MQIC; 2018. Available from: 

http://mqic.org/guidelines.htm. Accessed October 19, 2016.  

Duplicate 

National Institute for Health and Clinical Excellence. 

Depression in Children and Young People: Identification and 

Management in Primary, Community and Secondary Care. 

Leicester, UK: British Psychological Society; 2005.  

Duplicate 

Michigan Quality Improvement Consortium Guideline. 

Primary Care Diagnosis and Management of Adults with 

Depression. Detroit, MI: MQIC; 2018. Available from: 

http://mqic.org/guidelines.htm. Accessed October 19, 2016.  

Duplicate 
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Connolly KR, Thase ME. If at first you don’t succeed: a review 

of the evidence for antidepressant augmentation, combination 

and switching strategies. Drugs. 2011;71(1):43–64. 

doi:10.2165/11587620-000000000-00000. 
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National Institute for Health and Care Excellence. Common 

Mental Health Disorders. Identification and Pathways to 

Care. London, UK: NICE; 2011. 

Without 

pharmacological 

treatment 

Grinspun, D, Bajnok I, Rey M. Delirium, Dementia, and 

Depression in Older Adults: Assessment and Care. Toronto, 

Canada: Registered Nurses' Association of Ontario; 2016.  

Duplicate 

Joffres M, Jaramillo A, Dickinson J, et al. Recommendations 

on screening for depression in adults. CMAJ. 

2013;185(9):775–782. doi:10.1503/cmaj.130403. 

Without 

pharmacological 

treatment 

Boltz M (Ed.). Evidence-based Geriatric Nursing Protocols 

for Best Practice. New York, NY: Springer; 2012.  
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Patten SB. Updated CANMAT guidelines for treatment of 

major depressive disorder. Can J Psychiatry. 2016; 

61(9):504–505. doi:10.1177/0706743716660034.  

Without 

pharmacological 

treatment 

Rush AJ, Aaronson ST, Demyttenaere K. Difficult-to-treat 

depression: a clinical and research roadmap for when remission 

is elusive. Aust N Z J Psychiatry. 2019;53(2):109–118. 

doi:10.1177/0004867418808585. 

Without 

pharmacological 

treatment 

Frye MA. Clinical practice: bipolar disorder--a focus on 

depression. N Engl J Med. 2011;364(1):51–59. 
Subject matter 

Malhi GS, Bassett D, Boyce P, et al.  Royal Australian and 

New Zealand College of Psychiatrists clinical practice 

guidelines for mood disorders. Aust N Z J Psychiatry. 

2015;49(12):1087–1206. doi:10.1177/0004867415617657. 

Duplicated 

Andersen BL, DeRubeis RJ, Berman BS, et al. Screening, 

assessment, and care of anxiety and depressive symptoms in 

adults with cancer: an American Society of Clinical Oncology 

guideline adaptation. J Clin Oncol. 2014;32(15):1605–1619. 

doi:10.1200/JCO.2013.52.4611. 

Subject matter 

American Medical Directors Association. Guideline 

Summary: Depression in the Long Term Care Setting. 

Columbia, MD: AMDA; 2011. 

Subject matter 

Joffres M, Jaramillo A, Dickinson J, et al. Recommendations 

on screening for depression in adults. CMAJ. 

2013;185(9):775–782. doi:10.1503/cmaj.130403.  

Subject matter 

Li M, Kennedy EB, Byrne N, et al. The management of 

depression in patients with cancer: a clinical practice guide. J 

Oncol Pract. 2016;12(8):747–756. 

doi:10.1200/JOP.2016.011072.  

Subject matter 

Ostacher MJ, Tandon R, Suppes T. Florida best practice 

psychotherapeutic medication guidelines for adults with 

bipolar disorder: a novel, practical, patient-centered guide for 

clinicians. J Clin Psychiatry. 2016;77(7):920–926. 

doi:10.4088/JCP.15cs09841. Available in: 

Subject matter 
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Pfennig A, Bschor T, Falkai P, Bauer M. The diagnosis and 

treatment of bipolar disorder: recommendations from the 
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doi:10.3238/arztebl.2013.0092.  
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154. doi:10.1017/S1092852916000432.  

Subject matter 
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355. doi:10.1016/j.psc.2011.02.005. 
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ABSTRACT

Objective To assess similarities and differences in the recommended sequence of 

strategies among the most relevant clinical practice guidelines (CPGs) for the treatment 

of depression in adults with inadequate response to first-line treatment.

Data Sources We performed a systematic review of the literature spanning January 2011 

to August 2020 in Medline, Embase, Cochrane, and 12 databases recognized as CPGs 

repositories.  CPGs quality was assessed using the Appraisal of Guidelines for Research 

& Evaluation (AGREE) II. 

Study Selection The eligibility criteria were CPGs that described pharmacological 

recommendations for treating depression for individuals aged 18 years or older in 

outpatient care setting. We included CPGs considered of high-quality (≥ 80% in domain 

3 of AGREE II) or recognized as clinically relevant.

Data Extraction Two independent researchers extracted recommendations for patients 

who did not respond to first-line pharmacological treatment from the selected CPGs.

Results We included 46 CPGs and selected 8, of which 5 were considered high-quality 

(≥ 80% in domain 3 of AGREE II) and 3 were recognized as clinically relevant. Three 

CPGs did not define inadequate response to treatment and 3 did not establish a clear 

sequence of strategies. The duration of treatment needed to determine that a patient had 

not responded was not explicit in 3 CPGs and was discordant in 5 CPGs. Most CPGs 

agree in reassessing the diagnosis, assessing the presence of comorbidities and adherence 

to treatment, and increase in dosage as first steps. All CPGs recommend psychotherapy, 

switching and considering augmentation / combining antidepressants.

Conclusion Relevant CPGs present shortcomings in recommendations for non-

responders to first line antidepressant treatment including absence and divergencies in 

definition of inadequate response and sequence of recommended strategies.  Overall, 
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most relevant CPGs recommend reassessing the diagnosis, evaluate comorbidities and 

adherence to treatment, increase dosage of antidepressants and psychotherapy as first 

steps.
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Strengths and limitations of this study

● All included clinical practice guidelines (CPGs) were assessed for quality using 

the recognized tool “Appraisal of Guidelines for Research & Evaluation 

(AGREE) II” in which a careful training of appraisers was conducted.

● The study was based on a comprehensive literature search about the 

pharmacological treatment of depression conducted in 15 databases using a 

sensitive strategy.

● The main comparison of management strategies was focused on the eight most 

relevant CPGs leading to a high-quality synopsis.

● The inclusion of three CPGs often used in clinical practice (from The Canadian 

Network for Mood and Anxiety Treatments – CANMAT; from the American 

Psychiatric Association – APA-Psychiatry; and from the US Department of 

Veterans Affairs (VA), US Department of Defense (DOD), enabled a broader 

discussion of clinical questions mentioned in the CPGs. 

● The main limitation was that the inclusion had been restricted to papers written in 

English, Portuguese, or Spanish.
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INTRODUCTION

Depression is a mental health problem with severe consequences for afflicted individuals. 

This mental disorder results in substantial professional, economic, social, and personal 

losses for affected individuals owing to its incapacitating nature.1 The World Health 

Organization2(WHO) estimates that over 300 million people globally are affected by 

depression, which is the main contributor to 800,000 suicides annually worldwide. 

Additionally, depression can cause critical social problems, as depressed individuals are 

less productive, resulting in additional costs to their employers and governments.3

The number of depressed persons has increased considerably.4 This situation 

overburdens the healthcare system and generates a greater need for resource 

optimization.5 Thus, developing evidence-based interventions to achieve effective results 

is a pressing challenge in the mental health field.6 Moreover, owing to the 2019 

coronavirus (COVID-19) pandemic, an increase in mental illnesses is expected, perhaps 

persisting for years. There will be an even greater need to optimize resources for dealing 

with this significant challenge.7 A survey by the WHO8 showed that the COVID-19 

pandemic had suspended essential mental health services in about 93% of countries 

worldwide while the population increasingly needs mental health care.

Clinical practice guidelines (CPGs) are fundamental to optimize these mental 

health resources, which will be in greater demand with the increased incidence of 

depression.9 These CPGs contain recommendations for optimizing patient healthcare and 

have been developed by reviewing interventions and a cost-benefit analysis for each 

clinical health condition.10 Hence, they enable the development of objective clinical 

decisions, help decrease clinical variability, educate patients and professionals on updated 

best practices, and improve the cost-effectiveness of healthcare.11
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Among the interventions proposed in the CPGs, evidence-based pharmacotherapy 

is one of the strategies used to treat depression.12 However, a previous study demonstrated 

a lack of information regarding the best approaches when pharmacological treatment for 

first-line depression fails.13 Considering that the response to first-line treatment is only 

moderate (40%–60%) and remission after antidepressant treatment is achieved in only a 

minority of patients (30%–45%), there is a need to investigate such gaps more thoroughly 

to improve CPGs.14

Additionally, there is a lack of clarity in the CPGs on clinical actions, and 

divergence among different approaches about the sequence of strategies for depressed 

individuals who presented an inadequate response to first-line treatment.13 Thus, to 

improve mental health professionals’ clinical recommendations and provide better 

healthcare to patients, in-depth evaluation of the CPGs recommendations for patients who 

do not respond adequately to initial pharmacological interventions is necessary.

Study aims

Here we aimed to assess similarities and differences in the recommended sequence of 

strategies among the most relevant clinical practice guidelines for the treatment of 

depression in adults who have shown an inadequate response to first-line treatment. 

MATERIALS AND METHODS

A broad health search was conducted to explore the methodological quality and 

transparency of CPGs for the pharmacological treatment of non-communicable diseases, 

including depression. We updated the search of a previous PROSPERO systematic review 

(CRD42016043364)15 and conducted an analysis specifically assessing CPGs that can be 

used by health professionals for the pharmacological treatment of adults with depression 

in outpatient settings.
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We used the second version of the Appraisal of Guidelines for Research and 

Evaluation (AGREE II) instrument (https://www.agreetrust.org) to evaluate the quality 

of the CPGs identified in the research—a fundamental step of a systematic review. 

Additionally, the recommendations of high-quality CPGs or those most commonly used 

in clinical practice16 were compared to a method applied in a previous study published by 

the authors.13

Search data source

A comprehensive search was conducted on PubMed, Embase, and the Cochrane 

Library for CPGs published from January 1, 2011, to August 22, 2020 (Appendix 1). We 

consulted twelve databases traditionally recognized as CPGs repositories.13,17,18 

Mendeley® software was used to conduct this search and remove duplicates. In December 

2021, we searched the literature to update the included CPGs.

Eligibility criteria

Only CPGs that made pharmacological recommendations for treating depression 

in individuals aged 18 years or older were included. The following CPGs were excluded: 

those that did not have the full text available in Portuguese, English, or Spanish; those 

that focused on psychotherapeutic treatment or neuromodulation; and those for specific 

populations, such as patients with cancer, multiple sclerosis, or pregnant or lactating 

women. CPGs for the treatment of bipolar depression only were also excluded. The latest 

versions of CPGs found on the original authors’ websites were included. Two evaluators 

independently read the titles and abstracts of the retrieved articles and—if the content met 

the eligibility criteria—evaluated the full text. Discrepancies were resolved by one of the 

authors (GCHFM), who acted as the third evaluator. The latest version of each CPG, and 

all related complementary documents, were sent to the evaluators for a quality assessment 

using the AGREE II. To be included, the CPGs should have a score > 80% or domain 3 
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of AGREE II - considered of high-quality; or were among the those most relevant in 

clinical practice either by being the most used ones,16 or developed by an institution 

considered as a leader in developing CPGs.  

Extraction of general data and CPGs quality evaluation

Previously validated forms18 were used by two independent reviewers for data 

extraction. A third reviewer resolved the discrepancies. The following data were 

extracted: type of organization that produced the CPG (government organization or 

specialized society), country, method used to classify the evidence, and the CPG 

development method (whether done using adaptation methodology or other methods). 

Three independent researchers (FCG, IBS, and ST) evaluated the CPGs using the six 

AGREE II domains. The AGREE II contains 23 items grouped into six domains and two 

global classifications (general evaluation items). Each AGREE II domain evaluates a 

different dimension of CPG quality:19 scope and purpose (domain 1), stakeholder 

involvement (domain 2), rigour of development (domain 3), clarity of presentation 

(domain 4), applicability (domain 5), and editorial independence (domain 6). A Likert 

scale ranging from 1 to 7 was used to evaluate the 23 items. Each reviewer entered an 

evaluation into the AGREE II platform for each item. The calculation was made 

automatically on the platform for each quality domain.

Further, owing to the substantial heterogeneity of the general evaluation items, 

our protocol defined the items would not be included in the analyses. We decided to 

primarily focus on domain 3. All evaluators underwent rigorous training on the AGREE 

II application before making the quality assessment (details of this training have been 

previously published).18 The evaluators discussed discrepancies of two or more points 

until consensus was reached. The score was calculated individually for each domain.
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Comparison of recommendations

The recommendations of high-quality CPGs were compared. The inclusion criteria were: 

a score of 80% or above in domain 3 of AGREE II, CPGs that were the most commonly 

used in clinical practice, and the ones developed by an important CPGs developer 

institution. Domain 3 (methodological rigour) was used to classify a CPG as “high-

quality” since this is the most important item regarding the reliability of the 

recommendations.20 Two independent researchers extracted all recommendations from 

CPGs that were included.  The final version of the comparative tables of 

recommendations were achieved after two rounds of discussion. The recommendations 

were grouped by the following main topics: terminology for responsiveness and 

recommended management strategies. The terminologies and sequences of the 

therapeutic strategies were compared between the CPGs and the strategies and 

terminologies that the CPGs had in common were synthesized in a third table.

Patient and Public Involvement 

No patients were involved in this study.

RESULTS

We identified 1949 records in the database search – Medline (n = 689), Cochrane 

(n = 105), and Embase (n = 1155), and 44 additional records through the other 12 specific 

websites for CPGs. After removing 165 duplicates using Mendeley®, 1993 documents 

remained. From those we included 46 CPGs21-66 for quality assessment and selected eight 

for analysis of recommendation (Figure 1). Appendix 2 includes the reasons for 

including/excluding documents. Five CPGs that presented an AGREE-II domain 3 score 

≥ 80% were considered high-quality and selected. Two others (from The Canadian 

Network for Mood and Anxiety Treatments – CANMAT21 and from the American 
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Psychiatric Association – APA22) were also selected based on their widespread 

acceptance16 and an additional one (US Department of Veterans Affairs (VA), US 

Department of Defense (DOD) – VA/DoD Clinical Practice Guideline for the 

Management of Major Depressive Disorder)23 for been considered by the National 

Academy of Medicine (US) as a leader in CPG development. The eight CPGs included 

with their scores in the AGREE-II domain 3 were: Depresión en Personas de 15 Años y 

Más, from the Ministerio de Salud Chile, score = 89%;24 Guía de Práctica Clínica (GPC): 

Detección Temprana y Diagnóstico del Episodio Depresivo y Trastorno Depresivo 

Recurrente en Adultos: Atención Integral de los Adultos con Diagnóstico de Episodio 

Depresivo o Trastorno Depresivo Recurrente from the Ministerio de Salud Colombia, 

score = 86%;25 Depression in adults: recognition and management from the National 

Institute for Health and Care Excellence (NICE) -United Kingdom, score = 84%;26 

Depression, Adults in Primary Care from Institute for Clinical Systems Improvement 

(ICSI) Health Care Guideline – United States of America (US), score = 81%;27 Clinical 

Practice Guideline for the Treatment of Depression across Three Age Cohorts from the 

American Psychology Association (APA-Psychology) – United States of America (US), 

score = 81%;28 VA/DoD Clinical Practice Guideline for the Management of Major 

Depressive Disorder from the US Department of Veterans Affairs (VA), US Department 

of Defense (DOD), score = 78%;23 Clinical guidelines for the management of adults with 

major depressive disorder from the Canadian Network for Mood and Anxiety Treatments 

(CANMAT) 2016 – from Canada, score = 54%;21 Practice Guideline for the Treatment 

of Patients with Major Depressive Disorder from the American Psychiatric Association, 

Third Edition (APA-Psychiatry) – from US, score = 46%.22

Table 1 describes the characteristics of all the 46 CPGs identified for quality 

assessment. There is considerable quality variation among CPGs. For instance, the 
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AGREE’s domain 3 median value is 46.5% ranging from 6% to 89%. Table 2 present a 

detailed description of the management strategies proposed by the most relevant CPGs 

concerning inadequate response to first-line treatment.
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Table 1 - Characteristics of clinical practice guidelines (CPGs) identified for quality assessment and AGREE-II scores 
sorted in decreasing order of Domain 3 scores (n=46).

AGREE-II Domain Score (%)
CPG; Author, year 1 2 3 4 5 6 Organization Location Grading* Development**

MS Chile, 201224 83 76 89 94 57 17 Governmental Chile GRADE*** New
MS Colombia, 201525 100 85 86 100 96 92 Governmental Colombia GRADE Adapted
NICE, 201826 89 83 84 81 71 75 Governmental England GRADE New
Trangle et al., 201627 96 78 81 91 72 97 Consortium US GRADE New
APA, 201928 91 67 81 80 57 83 Specialty society US GRADE New
VA/DoD, 201623 93 76 78 94 38 58 Specialty society US GRADE New
KPCMI, 201229 83 63 76 93 46 58 Specialty society US GRADE Adapted
Minsan Spain, 201430 94 93 70 91 57 53 Governmental Spain Own method New
RNAO, 201631 72 74 69 80 76 86 Specialty society Canada Own method New
Perez-Bryan et al., 201132 70 44 69 80 50 69 Governmental Spain GRADE New
Qaseem et al., 201633 80 39 69 70 32 67 Specialty society US GRADE New
IMSS, 201134 87 46 69 83 14 67 Governmental Mexico Own method Adapted
IMSS, 201535 81 43 69 80 32 31 Governmental Mexico Several Adapted
IMSS, 201636 94 56 63 81 42 64 Governmental Mexico Several New
Chua et al., 201237 78 72 60 89 50 28 Governmental Singapore Own method Adapted
Malhi et al., 201538 74 63 58 78 24 67 Governmental Australia NA New
Driot et al., 201739 69 30 56 72 11 83 Independent authors France NA New
Bauer et al., 201340 61 54 54 83 32 75 Governmental Several Own method New
Kennedy at al., 201621 63 48 54 89 26 53 Specialty society Canada Own method New
Dua et al., 201141 69 74 50 74 29 75 Governmental Several GRADE New
McIntyre et al., 201742 87 56 48 83 32 69 Specialty society US Own method New
Bauer et al., 201543 69 48 47 61 28 75 Specialty society Several Own method New
MH Malasia, 201944 81 50 47 70 54 78 Governmental Malaysia SIGN adapted New
Gelenberg et al., 201022 48 43 46 83 44 42 Specialty society US Own method New
Cleare et al., 201545 67 57 40 69 13 58 Specialty society England Own method New
Ruberto et al., 202046 43 11 35 39 1 72 Independent US NA New
BC Guidelines Canada, 201347 85 37 35 85 39 42 Governmental Canada Own method          New
Giakoumatos et al., 201948 61 19 33 83 26 75 Specialty society US NA          New
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Bauer et al., 201749 56 41 23 76 21 50 Specialty society Several Own method New
Bennabi et al., 201950 50 33 22 65 13 67 Specialty society France NA New
Grobler, 201351 50 48 19 67 13 19 Specialty society South Africa NA New
Connolly et al., 201152 63 17 17 52 13 72 Independent US NA New
Wang et al., 201753 56 13 17 43 6 58 Specialty society Korea NA New
Park et al., 201954 33 22 17 50 18 31 Independent US NA New
Voineskos et al., 202055 44 11 15 50 10 22 Independent authors Canada NA New
Voineskos et al., 201856 54 39 15 65 8 42 Independent US NA New
Piotrowski et al., 201757 54 26 15 72 25 50 Specialty society Poland NA New
Bayes et al., 201958 46 22 14 48 7 33 Independent authors Australia NA New
Malhi et al., 201359 44 20 13 63 17 39 Governmental Australia NA New
Mulsant et al., 201460 50 28 13 61 8 36 Governmental Canada NA New
Avasthi et al., 201861 70 24 12 80 36 0 Independent authors India NA New
Möller et al., 201262 28 15 12 11 10 33 Governmental Several NA New
Busch et al., 201263 46 11 10 65 15 17 Independent authors US NA New
Taylor, 201464 41 7 8 57 8 33 Independent authors US NA New
Sánchez et al., 201965 54 24 6 61 8 33 Independent authors Spanish NA New
Gautam et al., 201766 39 20 6 57 15 0 Independent authors India NA New
CPG = Clinical Practice Guideline, AGREE-II = Appraisal of Guidelines for Research & Evaluation, MS = Ministerio de Salud (Ministry of Health), NICE 
= National Institute for Health and Care Excellence, APA = American Psychological Association, VA/DoD = US Department of Veterans Affairs (VA), US 
Department of Defense (DoD), KPCMI = Kaiser Permanente Care Management Institute, RNAO = Registered Nurses’ Association of Ontario, IMSS = 
Instituto Mexicano del Seguro Social,  SIGN= Scottish Intercollegiate Guidelines Network, MH = Ministry of Health, BC = British Columbia, US = United 
States of America, NA = not available.

*Grading of evidence system, **Method of clinical practice guideline development, ***modified version of GRADE (Grading of Recommendations 
Assessment, Development and Evaluation)
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Table 2 -Strategies for inadequate response to first-line treatment of depression according to 
most relevant CPGs.

CPG; Author, year Terminology for responsiveness Recommended strategies
MS Chile, 201224 Refractory or resistant to treatment: no appropriate response to 

pharmacotherapy under usual dosage or when there is poor or 
inadequate response to one or more treatments
Remission: absence of signs and symptoms for 2 months

1. Reevaluation of the diagnosis 
2. Adjusting dosage
3. Switching to a different antidepressant
4. Augmentation with a second medication 

(lithium, liothyronine or second 
antidepressant)

5. Combining antidepressants

MS Colombia, 201525 Refractory or resistant to treatment: absence of substantial remission 
of depressive symptoms or no improvement of social functioning 
with trial of pharmacotherapy at adequate duration and dosage.
Remission: the patient responds to treatment in the initial or acute 
phase (within 12 weeks) and does not present further relapses in the 
continuation and follow-up phase.
Response: defined as a 50% decrease in the score on a symptom 
scale
depressives

Reevaluate adherence diagnosis and adverse 
events, adjusting dosage, add psychotherapy, 
switching to a different antidepressant, 
combining antidepressants, augmentation with a 
second medication (lithium or thyroid hormone)

NICE, 201826 Inadequate response: no clear definition is presented.
Remission: complete relief of symptoms

1. Check adherence and adverse events
2. Increase the frequency of appointments and 

monitor results
3. Consider reintroducing previous treatments 

(increase the dose)
4. Consider switching to an alternative 

antidepressant
5. Combining medications or augmentation
6. Combined psychological and drug treatment
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Trangle et al., 201627

(ICSI)
Partial response: 25-50% reduction in symptoms
Response: > 50% reduction in symptom
Remission: devoid of symptoms.

1. Reassessment of patient/family engagement 
and adherence

2. Optimize antidepressant dose
3. Switching to a different antidepressant
4. Adding, switching or substituting treatment 

modality
5. Adding cognitive psychotherapy or adding 

another medication (buspirone or bupropion)
6. Reevaluating the diagnosis and the possibility 

of a bipolar diagnosis
7. Check comorbidities and/or substance abuse 

(inclusion referral to specialized care)
8. Augmentation therapy: augmentation with 

lithium, antipsychotics or triiodothyronine 
(T3) and combination of antidepressants 
adding bupropion or buspirone, mirtazapine + 
SSRI, TCA + SSRI

9. Other strategies such as electroconvulsive 
therapy and hospitalization

APA-Psychology, 201928 Partial response and no response: no clear definition is presented. 
Remission: no longer having
symptoms
Response: reduction in depressive
symptoms

1. Switch from antidepressant medication alone 
to cognitive therapy alone

2. Switch from antidepressant medication alone 
to another antidepressant medication

3. Add psychotherapy (interpersonal 
psychotherapy, cognitive-behavioral therapy, 
or psychodynamic therapy)

4. Augment with another antidepressant 
medication
(do not include augment with other 
medicines)
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VA/DoD,
 201623

Partial response: <50% improvement in symptoms
Response: improvement > 50% PHQ scores
Remission: PHQ score < 4 for at least one month
Recuperation: PHQ score < 4 for at least one month
No response: no clear definition is presented.

Reevaluation of the diagnosis, comorbidities 
and adherence, adjusting dosage, augmentation 
of drugs, switching to another monotherapy 
(medication or psychotherapy), augmentation 
with a second medication including 
antidepressant, antipsychotic, lithium, T3 or 
psychotherapy.

Kennedy at al., 201621

(CANMAT)
Partial response: 25-49% reduction in symptom scores.
No response: <25% reduction in symptom scores.
Inadequate response: partial response and no response

1. Optimize antidepressant by increasing dose.
2. Consider adjunctive use of psychological and 

neurostimulation treatments.
3. Switch to an antidepressant with superior 

efficacy.
4. Add an adjunctive medication, either 

combination with other antidepressant or 
augmentation with other medication (e.g., 
triiodothyronine).

5. Consider switch to a second-line or third-line 
antidepressant.

6. Consider longer evaluation periods for 
improvement.

7. Increase dose if not at maximal doses.
8. Consider a chronic disease management 

approach, with less emphasis on symptom 
remission and more emphasis on improvement 
in functioning and quality of life.

Gelenberg et al., 201022

(APA-Psychiatry)
No response and partial response: no clear definition is presented. During initial weeks - assess adherence, consider 

increasing medication dosage, and increase 
intensity of psychotherapy. For severe cases 
consider electroconvulsive therapy.
At 4 to 8 weeks - Switch to a different 
antidepressant, change to or augmentation with 
psychotherapy, augmentation therapy with other 
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antidepressant or other medicine, or 
electroconvulsive therapy.

CPG = Clinical Practice Guideline, AGREE-II = Appraisal of Guidelines for Research & Evaluation, MS = Ministerio de Salud, NICE = National 
Institute for Health and Care Excellence, ICSI= Institute for Clinical Systems Improvement; SSRI= Serotonin Selective Reuptake Inhibitor, TCA= 
Tricyclic Antidepressants, APA-Psychology = American Psychological Association, VA/DoD = US Department of Veterans Affairs (VA), US 
Department of Defense (DoD), PHQ=Patient Health Questionnaire, CANMAT= Canadian Network for Mood and Anxiety Treatments, APA-
Psychiatry= American Psychiatric Association, NA = not available.
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Terminology for responsiveness to the first line treatment and clear definition of 

terminology varied among CPGs. We found the terms remission,23-28response,23,25,27,28 

partial response,21,23,27 no response,21 inadequate response,21 and refractory or resistant to 

treatment24,25 (Table 2). Among the 8 most relevant CPGs, 4 (50%) used the terms but 

did not present a clear definition of them22,23,26,28 (Table 2). Three (37.5%) CPGs also did 

not establish the length of treatment time needed to declare an inadequate response23,24,28.

Most CPGs recommended as first steps to assess treatment adherence, reassess 

diagnosis and / or evaluate comorbidities (6/8, 75%). Majority of CPGs emphasized the 

importance of adjusting antidepressant dose (7/8, 87.5%) in cases where patients do not 

respond to first-line treatment. However, only the NICE26 and CANMAT21 CPGs stablish 

the time that should be waited specifically for increasing the dose; CANMAT: 2–4 weeks 

and NICE: 3–4 weeks. Adding psychotherapy was recommended by seven (87.5%) 

CPGs; three (37.5%) recommended neurostimulation and 4 (50%) switching from 

antidepressants to non-pharmacological treatment. Other recommendations, although less 

frequently mentioned, were to assess the occurrence of side effects (3/8, 37.5%; the APA-

Psychiatry guideline22 specify that replacing the drug should be considered), check 

substance abuse (3/8, 37.5%), increase the frequency of appointments (2/8, 25%), try 

previous treatments (1/8, 12.5%), and consider longer periods for improvement 

evaluation (1/8, 12.5%) (Table 3). All CPGs included the recommendation of switching 

antidepressants and adding other medicines. Some CPGs used the term combination for 

the use of two antidepressants and augmentation for adding another type of medicine to 

an antidepression while others did not make such distinction. The APA-Psychology28 

included the possibility of adding another antidepressant but did not include the 

possibility of adding other medicines. Six CPGs recommended switching to another 

antidepressant before combining or augmentation strategies.21,23,24,26–28 Regarding 
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combining and augmentation, only the MS Chile guideline24 stablished a sequency 

between them, recommending first augmentation and then combination. Most CPGs are 

congruent with the inclusion of antipsychotics, lithium and T3 as augmentation strategies 

to antidepressant treatment.
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Table 3 – Summary of used definitions and strategies for inadequate response to first-line treatment among most relevant CPGs

Author of the CPG

Items
MS 

Chile, 
201224

MS Colombia, 
201525

NICE, 
201826

Trangle et 
al., 201627

(ICSI)

VA/DoD, 
201623

APA-
Psychology, 

201928

Kennedy at 
al., 201621

(CANMAT)

Gelenberg et 
al., 201022

(APA-
Psychiatry)

Clear treatment response definition

no response ✔
inadequate response ✔
Remission ✔ ✔ ✔ ✔ ✔ ✔
response ✔ ✔ ✔ ✔
partial response ✔ ✔ ✔
refractory or resistant ✔ ✔

Length of treatment time needed to 
declare an inadequate response 
(weeks)

- 3 4 6 - - 2 - 4 4 - 8

Time that should elapse before 
increasing the dose;  - - 3 - 4 - - - 2 - 4 -

Management of inadequate response 
or resistant depression

switching antidepressants ✔ ✔ ✔ ✔ ✔ ✔ ✔ ✔
consider 
augmentation/combining drugs ✔ ✔ ✔ ✔ ✔ ✔ ✔* ✔*

dosage adjustment ✔ ✔ ✔ ✔ ✔ ✔ ✔
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add psychotherapy to 
pharmacotherapy ✔ ✔ ✔ ✔ ✔ ✔ ✔
assess adherence to treatment ✔ ✔ ✔ ✔ ✔* ✔
reassess diagnosis ✔ ✔ ✔* ✔ ✔ ✔*

evaluate comorbidities ✔* ✔* ✔ ✔ ✔* ✔*

switch from antidepressants to 
NPT ✔ ✔ ✔ ✔
consider neurostimulation ✔ ✔ ✔
check occurrence of side effects ✔ ✔ ✔
consider substance abuse ✔* ✔ ✔*

increase appointments ✔ ✔
consider longer periods for 
improvement ✔
try previous treatments ✔

CPG = Clinical Practice Guideline, MS = Ministerio de Salud, NICE = National Institute for Health and Care Excellence, ICSI= Institute for Clinical 
Systems Improvement, VA/DoD = US Department of Veterans Affairs (VA), US Department of Defense (DoD), APA-Psychology = American 
Psychological Association, CANMAT= Canadian Network for Mood and Anxiety Treatments, APA-Psychiatry= American Psychiatric Association,
NPT = non-pharmacological treatment, * = not listed in the recommendations section but mentioned in the clinical practice guideline.
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DISCUSSION

Although there are many modalities to treat depression, pharmacotherapy remains 

the most common first-line strategy.12 However, clinical remission after treatment with 

first-line antidepressants is usually only achieved in a minority of patients.14,67 Thus, in 

this review we compared the recommendations from the 8 (5 with AGREE’s domain 3 

score > 80% and 3 most used/relevant in clinical practice) most relevant CPGs for the 

management of depression in adults who have shown an inadequate response to first-line 

antidepressant treatment.

Most CPGs agree on the need to reassess the diagnosis, assess the presence of 

comorbidities, assess adherence to treatment, adjust antidepressant dosage, and add 

psychotherapy as the first steps for those not responding to first line antidepressant 

treatment. However, our findings revealed important flaws in recommendations including 

not presenting a standardized definition of an adequate/inadequate/partial response; not 

establishing the length of treatment time needed to declare an inadequate/partial 

response/non-response; all CPGs include the possibility of switching the antidepressant, 

augmentation with other medicines and combination of antidepressants, but three CPGs 

do not recommend a clear sequence among them.

Convergencies among CPGs

Considering the first steps for inadequate response to first-line antidepressant 

treatment, reassessing the diagnosis is almost always one of the first steps. CPGs 

recommend the investigation of bipolarity, personality disorders and the presence of 

comorbidities. Assessing the adherence to treatment is also frequently included among 

the first steps. Some CPGs are constructed based on other CPGs and their 
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recommendations are identical in various aspects. In this regard, the Colombian 

guideline25 place the assessment of adherence as the first step for patients with an 

inadequate response to treatment as does its font CPG, the NICE26. Increase of dose, 

another frequent recommendation curiously does not have consistent support by 

literature. It has been suggested that an increase in the dosage of most antidepressants 

may be effective for some patients, partially determined by individual differences in 

metabolizing enzymes, but not for others.26 All CPGs include the possibilities of 

switching and adding another medicine, and most of them recommended switching to 

another antidepressant before combining or augmentation strategies (Table 2). Another 

convergence by most CPGs is the inclusion of antipsychotics, lithium and T3 as 

augmentation strategies to antidepressant tretament.21–23,25–27 Adding psychotherapy to 

the antidepressant treatment is recommended by all, except the MS Chile guideline 24. 

This strategy may decrease treatment abandonment, improve adherence to 

pharmacotherapy and increase the effectiveness of treatment.68,69 

Divergencies and Shortcomings of CPGs

Among the shortcoming of CPGs, this review reveals a high heterogeneity in 

quality of the rigor of development (domain 3 of AGREE). A difficult to explain finding.  

The Diagnostic and Statistical Manual of Mental Disorders (DSM) V replaced DSM IV 

in 2013, and the diagnostic criteria for depressive disorder have been updated. Such 

change could impact on case identification and estimative of depression prevalence. 

However, diagnostic criteria are not covered by AGREE II checklist and differences in 

quality among CPGs might have not been influenced by that change in DSM version.  

CPGs were from distinct years, and the APA-Psychiatry, published in 2010, the oldest 

included CPG, received the worst score on quality of rigor in development. It is possible 
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that for the APA-Psychiatry and other CPGs the absence of a more recently updated 

version could have contributed to their low appraisal by AGREE-II. 

Of concern, standardized definition of an inadequate/adequate/partial response is 

not clear in 3 CPGs. This is a problematic point considering that we selected most relevant 

CPGs.12 The absence of a clear definition of such a central aspect limits the applicability 

of the recommendations, increasing the risk of a more severe course of depression and, 

potentially, suicide.70 MacQueen et al.,12 using the AGREE II, also found a lack of 

definition for inadequate response to antidepressant treatment in their review of 21 CPGs 

for treatment of depression published between 1980 and 2015.

For patients with inadequate or partial response, all CPGs include the possibilities 

of switching and adding another medicine. Although all CPGs recommend switching 

antidepressants for an inadequate antidepressant response, there is little scientific 

evidence supporting this approach.71 Five CPGs recommend switching to another 

antidepressant before combining or augmentation strategies21,24,26,27,28. However, most 

CPGs do not specify whether switching should be made within the same or to a different 

antidepressant class. Here we have a specific difference in the CANMAT guideline21, the 

recommendation is first switch to a more efficacious antidepressant, then to combination 

or augmentation e then switch to a second- or third-line antidepressant. CPGs are not 

consensual regarding the use of the terms combination and augmentation. The concept of 

augmentation to denominate the addition of a non-antidepressant medicine to the 

antidepressant and the term combination to designate the use of two antidepressants are 

not adopted by all CPGs.26 The CANMAT21 guideline, uses the term “adjunctive 

treatment” to denominate combination for two antidepressants or augmentation with other 

medicine; the APA-Psychology use the denomination “augment” to the use of two 

antidepressant. Also, the APA-Psychology guideline28 suggests the possibility of the use 

Page 25 of 54

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

BMJ Open

1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60

 on A
pril 17, 2024 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2021-051918 on 1 A

pril 2022. D
ow

nloaded from
 

http://bmjopen.bmj.com/


For peer review only

25

of two antidepressants but does not include the possibility of augmentation with other 

medicines. Most CPGs do not give the reader a clue of which could be tried first, 

augmentation or combination, only the ICSI CPG27 establishes a sequency, 

recommending that drug combination should be first and then augmentation.

Other relevant point of variations is whether the CPGs recommend a class of 

antidepressant or specific drugs. For example, the CANMAT21 guideline brings specific 

antidepressants and other specific drugs to be used as adjunctive medicine, drugs that are 

not recommended and also describes the criteria for the physician to decide on the drug 

substitution and adjunctive treatment, including the patients’ preference.21 On the other 

hand, other CPGs as the APA-Psychiatry guideline22 did not mention specific 

antidepressants in detail in its recommendations. It should be considered that 

discrepancies of choices of particular strategies or medications found in our review may 

be governed by local contracting, availability or cost issues besides evidence-to-decision 

(EtD) frameworks as it is recommended10. 

Although most CPGs are congruent with the inclusion of antipsychotics, lithium 

and T3 as augmentation strategies to antidepressant treatment they usually do not stablish 

the sequency among them.21–23,25–27 

Shortcomings and Strengths of our review

Our review has some limitations to be considered. It only included papers written 

in English, Portuguese, or Spanish. CPGs’ recommendations were usually described in a 

specific section, but in some CPGs’, recommendations are also found throughout the text 

making it difficult to ensure that we could capture all of them.  To minimize this problem, 

we included the content of the recommendation’s section and also conducted a 

comprehensive search in the CPGs for additional recommendations.   Another limitation 

to be considered is the questionable quality of evidence of primary efficacy studies for 
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various therapeutic approaches, thus, weakness and disagreement among CPGs may at 

least in part reflect that condition.  Last, we focus in some aspects, but the list of 

disagreements among the CPGs is long and there might be important points that we did 

not discuss here. 

Strength points in this review are the use of the AGREE II to select CPGs with 

high-quality; the inclusion of 3 extra CPGs among the most relevant in clinical practice 

21,22 and the selection and extraction of the data performed by two independent 

researchers. Additionally, convergencies and divergencies among CPGs identified in our 

study may offer an opportunity to practitioners review their practice and help institutions 

in the development and adaptation of a CPG for treatment of depression. 

Final considerations

It’s relevant to point out that discrepancies among CPGs have led health 

professionals to be hesitant in applying CPGs in clinical practice.72 Improvement in 

quality will help healthcare professionals in the implementation of CPGs.73 Acceptancy 

by clinicians is the key for CPGs74 effective implementation and achievement of optimal 

patient care. Healthcare professionals have a limited time to read a reliable literature and 

CPGs are essential for decision making, our study shows topics that could be reviewed 

and improved.72,75

CONCLUSION

In conclusion, most CPGs for the treatment of depression converge in including 

checking adherence to treatment, reassessing diagnosis, evaluating comorbidities, 

changing antidepressant dosage an including psychotherapy as first steps for non-

responsive to first line antidepressant patients. Switching antidepressants, 

augmentation/combining medicines are also included strategies. However, some 
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limitations are also present in most relevant CPGs for treatment of depression. The CPGs 

for the treatment of depression present differences in specific recommendations for non-

responsive patients, mainly in their recommended strategic sequence. Additionally, some 

do not present a standardized definition of adequate/partial/inadequate response and differ 

with respect to the duration of treatment needed to declare that a patient did not respond 

to the treatment. Our opinion is that these topics deserve further consideration in future 

CPGs. 
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Figure 1
Flowchart of clinical practice guidelines selection
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Appendix 1. Systematic search strategies  

  

Medline (PubMed website)  

 
{{{“Guideline”[Publication Type] OR Guideline as Topic”[Mesh] OR ‘Practice 

Guideline”[Publication Type] OR ‘Health Planes Guidelines’[Mesh]} OR ‘Clinical 

Protocols’[Mesh]}} OR {‘Consensus Development Conference, NIH” [Publication Type] OR 

{‘Consensus Development Conference, NIH” [Publication Type] OR {‘Consensus”[Mesh]}}} OR 

Standard of Care[Mesh] “ Guideline” Publication Type] OR ‘Guideline as Topic’[Mesh] OR 

‘Practice Guideline”[Publication Type] OR ‘Health Planes Guidelines’[Mesh]} OR ‘Clinical 

Protocols’[Mesh]}} OR {‘Consensus Development Conference, NIH” [Publication Type] OR 

{‘Consensus Development Conference, NIH” [Publication Type] OR {‘Consensus”[Mesh]}}} OR 

Standard of Care[Mesh]}}} AND {{Depressive Disorder [Mesh] AND Depressive Disorder, 

Major [Mesh] OR Depressive Disorders OR disorder, Depressive OR Disorders, Depressive OR 

Neurosis, Depressives OR Depressive Neuroses OR Depressive Neurosis OR Neuroses, 

Depressive OR Depressions, Endogenous OR Endogenous Depression OR Endogenous 

Depressions OR Depressive Syndrome OR Depressive Syndromes OR Syndrome, Depressive OR 

Syndromes, Depressive OR depression, Neurotic OR Depressions, Neurotic OR Neurotic 

depression OR Neurotic Depressions OR Melhancholia OR Melancholias OR Unipolar Depression 

OR Depression, Unipolar OR Depressions, Unipolar OR Unipolar Depressions}}} 

  

 
  

 Cochrane Library  

# 1       MeSH descriptor:[Guideline] explode all trees 

# 2       MeSH descriptor:[Consensus] explode all trees 

# 3       MeSH descriptor:[Clinical Protocols] explode all trees 

# 4       #1 OR #2 OR #3 

# 5       MeSH descriptor:[Depression] explode all trees   

#6  #4 AND #5 

  

EMBASE  

 
((practice guidel’ne/mj OR ‘consensus development’/exp/mj OR ‘clin’cal protocol’/mj AND 

(‘depression’/exp) AND (2011:py OR 2012:py OR 2013:py OR 2014:py OR 2015:py OR 2016:py 

AND [embase]/lim)
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Appendix 2. Reasons for excluding clinical practice guidelines  

  

References of the excluded guidelines  
Reasons for 

exclusion  

Institute for Clinical Systems Improvement. Adult Depression in 

Primary Care. Bloomington, MN: ICSI; 2016.  
Duplicate  

Austin M-P, Highet N, The Expert Working Group. Mental Health 

Care in the Perinatal Period: Australian Clinical  
Duplicate  

 

Practice Guideline. Melbourne, Australia: Centre of Perinatal 

Excellence; 2017.   

 

Grinspun, D, Bajnok I, Rey M. Delirium, Dementia, and  

Depression in Older Adults: Assessment and Care. Toronto, 

Canada: Registered Nurses' Association of Ontario; 2016.  

Duplicate  

National Guideline Clearinghouse. Delirium, Dementia, and  

Depression in Older Adults: Assessment and Care. Rockville,  

MD: Agency for Healthcare Research and Quality (AHRQ); 2016. 

Available from: https://www.guideline.gov. Accessed January 19, 

2017.  

Duplicate  

National Institute for Health and Care Excellence. Depression in 

Adults: Recognition and Management. 2009. Available from: 

https://www.nice.org.uk/guidance/cg90/evidence.  

Accessed June 30, 2017.  

Duplicate  

Boltz M (Ed.). Evidence-based Geriatric Nursing Protocols for 

Best Practice. New York, NY: Springer; 2012.  
Duplicate  

Depression. University of Michigan Health System. NGC:008672.  
Duplicate  

Álvarez Ariza M, Atienza Merino G, Ávila González MJ, et al. 

GPC sobre el Manejo de la Depresión en el Adulto. Madrid, 

Spain:  

Ministerio de Sanidad, Servicios Sociales e Igualdad; 2014.   

Duplicate  

National Guideline Clearinghouse. Depression (Singapore).  

Rockville, MD: Agency for Healthcare Research and Quality  

(AHRQ); 2012. Available from 

https://www.guideline.gov/summaries/summary/39324.  

Accessed October 19, 2016.  

Duplicate  

Austin M-P, Highet N, The Expert Working Group. Mental  

Health Care in the Perinatal Period: Australian Clinical Practice 

Guideline. Melbourne, Australia: Centre of Perinatal Excellence; 

2017.  

Duplicate  
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McDermott B, Baigent M, Chanen A, et al. Clinical Practice 
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Melbourne, Australia: Agency for Healthcare Research and 

Quality; 2010.  

Duplicate  

Michigan Quality Improvement Consortium Guideline. Primary 

Care Diagnosis and Management of Adults with Depression. 

Detroit, MI: MQIC; 2018. Available from:  

http://mqic.org/guidelines.htm. Accessed October 19, 2016.   

Duplicate  

National Institute for Health and Clinical Excellence.  

Depression in Children and Young People: Identification and 

Management in Primary, Community and Secondary Care.  

Leicester, UK: British Psychological Society; 2005.   

Duplicate  

Michigan Quality Improvement Consortium Guideline. Primary 

Care Diagnosis and Management of Adults with Depression. 

Detroit, MI: MQIC; 2018. Available from:  

http://mqic.org/guidelines.htm. Accessed October 19, 2016.   

Duplicate  

 

Connolly KR, Thase ME. If at first you don’t succeed: a review 

of the evidence for antidepressant augmentation, combination 

and switching strategies. Drugs 2011;71(1):43–64. 

doi:10.2165/11587620-000000000-00000.  

Duplicate  

National Institute for Health and Care Excellence. Common 

Mental Health Disorders. Identification and Pathways to Care. 

London, UK: NICE; 2011.  

Without 

pharmacological 

treatment  

Grinspun, D, Bajnok I, Rey M. Delirium, Dementia, and  

Depression in Older Adults: Assessment and Care. Toronto,  

 Canada: Registered Nurses' Association of Ontario; 2016.  

Duplicate  

Joffres M, Jaramillo A, Dickinson J, et al. Recommendations on 

screening for depression in adults. CMAJ  

2013;185(9):775–82. doi:10.1503/cmaj.130403.  

Without 

pharmacological 

treatment  

Boltz M (Ed.). Evidence-based Geriatric Nursing Protocols for 

Best Practice. New York, NY: Springer; 2012.   
Duplicate  

Patten SB. Updated CANMAT guidelines for treatment of major 

depressive disorder. Can J Psychiatry 2016; 61(9):504–5. 

doi:10.1177/0706743716660034.   

Without 

pharmacological 

treatment  

Rush AJ, Aaronson ST, Demyttenaere K. Difficult-to-treat 

depression: a clinical and research roadmap for when remission 

is elusive. Aust N Z J Psychiatry 2019;53(2):109–18. 

doi:10.1177/0004867418808585.  

Without 

pharmacological 

treatment  

Frye MA. Clinical practice: bipolar disorder--a focus on 

depression. N Engl J Med 2011;364(1):51–9.  
Subject matter  

Malhi GS, Bassett D, Boyce P, et al.  Royal Australian and New 

Zealand College of Psychiatrists clinical practice guidelines for 

mood disorders. Aust N Z J Psychiatry  

2015;49(12):1087–206. doi:10.1177/0004867415617657.  

Duplicated  
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doi:10.1200/JCO.2013.52.4611.  

Subject matter  

American Medical Directors Association. Guideline Summary: 

Depression in the Long Term Care Setting.  

Columbia, MD: AMDA; 2011.  
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Joffres M, Jaramillo A, Dickinson J, et al. Recommendations on 

screening for depression in adults. CMAJ  
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Li M, Kennedy EB, Byrne N, et al. The management of 
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Oncol Pract 2016;12(8):747–56. doi:10.1200/JOP.2016.011072.   
Subject matter  

Ostacher MJ, Tandon R, Suppes T. Florida best practice 

psychotherapeutic medication guidelines for adults with bipolar 

disorder: a novel, practical, patient-centered guide for clinicians. 

J Clin Psychiatry 2016;77(7):920–6. 
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 Section/topic  # Checklist item  
Reported on page 

#  

TITLE   

Title  1 Identify the report as a systematic review, meta-analysis, or both.  1 

ABSTRACT   

Structured summary  2 Provide a structured summary including, as applicable: background; objectives; data sources; study 

eligibility criteria, participants, and interventions; study appraisal and synthesis methods; results; 

limitations; conclusions and implications of key findings; systematic review registration number.  

2 

INTRODUCTION   

Rationale  3 Describe the rationale for the review in the context of what is already known.  5-6 

Objectives  4 Provide an explicit statement of questions addressed with reference to participants, interventions, 

comparisons, outcomes, and study design (PICOS).  

6 (although not an 

explicit PICO) 

METHODS   

Protocol and registration  5 Indicate if a review protocol exists, if and where it can be accessed (e.g., Web address), and, if 

available, provide registration information including registration number.  

CRD42016043364 

Eligibility criteria  6 Specify study characteristics (e.g., PICOS, length of follow-up) and report characteristics (e.g., years 

considered, language, publication status) used as criteria for eligibility, giving rationale.  

7-8 

Information sources  7 Describe all information sources (e.g., databases with dates of coverage, contact with study authors 

to identify additional studies) in the search and date last searched.  

7 

Search  8 Present full electronic search strategy for at least one database, including any limits used, such that it 

could be repeated.  

Appendix 1 

Study selection  9 State the process for selecting studies (i.e., screening, eligibility, included in systematic review, and, 

if applicable, included in the meta-analysis).  

7-8-9 

 

Data collection process  10 Describe method of data extraction from reports (e.g., piloted forms, independently, in duplicate) 

and any processes for obtaining and confirming data from investigators.  

8-9 

Data items  11 List and define all variables for which data were sought (e.g., PICOS, funding sources) and any 

assumptions and simplifications made.  

N/A 

Risk of bias in individual 

studies  

12 Describe methods used for assessing risk of bias of individual studies (including specification of 

whether this was done at the study or outcome level), and how this information is to be used in any 

data synthesis.  

8-9 
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Summary measures  13 State the principal summary measures (e.g., risk ratio, difference in means).  N/A 

Synthesis of results  14 Describe the methods of handling data and combining results of studies, if done, including measures 

of consistency (e.g., I2) for each meta-analysis.  

N/A 

 

Page 1 of 2  

Section/topic  # Checklist item  
Reported 

on page #  

Risk of bias across studies  15 Specify any assessment of risk of bias that may affect the cumulative evidence (e.g., publication bias, 

selective reporting within studies).  

N/A 

Additional analyses  16 Describe methods of additional analyses (e.g., sensitivity or subgroup analyses, meta-regression), if done, 

indicating which were pre-specified.  

N/A 

RESULTS   

Study selection  17 Give numbers of studies screened, assessed for eligibility, and included in the review, with reasons for 

exclusions at each stage, ideally with a flow diagram.  

Figure 1 

Appendix 

2 

9-10-11 

Study characteristics  18 For each study, present characteristics for which data were extracted (e.g., study size, PICOS, follow-up 

period) and provide the citations.  

Table 1 

 

Risk of bias within studies  19 Present data on risk of bias of each study and, if available, any outcome level assessment (see item 12).  N/A 

Results of individual 

studies  

20 For all outcomes considered (benefits or harms), present, for each study: (a) simple summary data for each 

intervention group (b) effect estimates and confidence intervals, ideally with a forest plot.  

N/A 

Synthesis of results  21 Present results of each meta-analysis done, including confidence intervals and measures of consistency.  N/A 

Risk of bias across studies  22 Present results of any assessment of risk of bias across studies (see Item 15).  N/A 

Additional analysis  23 Give results of additional analyses, if done (e.g., sensitivity or subgroup analyses, meta-regression [see Item 

16]).  

N/A 

DISCUSSION   

Summary of evidence  24 Summarize the main findings including the strength of evidence for each main outcome; consider their 

relevance to key groups (e.g., healthcare providers, users, and policy makers).  

22-23-24 

 

Limitations  25 Discuss limitations at study and outcome level (e.g., risk of bias), and at review-level (e.g., incomplete 

retrieval of identified research, reporting bias).  

25-26 
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Conclusions  26 Provide a general interpretation of the results in the context of other evidence, and implications for future 

research.  

26-27 

FUNDING   

Funding  27 Describe sources of funding for the systematic review and other support (e.g., supply of data); role of 

funders for the systematic review.  

27-28 

 

From:  Moher D, Liberati A, Tetzlaff J, Altman DG, The PRISMA Group (2009). Preferred Reporting Items for Systematic Reviews and Meta-Analyses: 

The PRISMA Statement. PLoS Med 6(6): e1000097. doi:10.1371/journal.pmed1000097  

For more information, visit: www.prisma-statement.org.  
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