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Summary of Recommendations 
The following summary table contains recommendations for evaluating and managing 
Depressive Disorders from the Evidence-based Workplace Mental Health Panel. These 
recommendations are based on critically appraised higher quality research evidence or, when 
such evidence was unavailable or inconsistent, on expert consensus as required in ACOEM’s 
Methodology.1 Recommendations are made under the following categories: 

• Strongly Recommended, “A” Level 
• Moderately Recommended, “B” Level 
• Recommended, “C” Level 
• Insufficient – Recommended (Consensus-based), “I” Level 
• Insufficient – No Recommendation (Consensus-based), “I” Level 
• Insufficient – Not Recommended (Consensus-based), “I” Level  
• Not Recommended, “C” Level 
• Moderately Not Recommended, “B” Level 
• Strongly Not Recommended, “A” Level 

Depressive Disorders Screening Tools Strongly Recommended, Evidence (A) 
Psychometric Testing Moderately Recommended, Evidence (B) 
Pharmacogenomics Testing Recommended, Evidence (C) 
Education Recommended, Evidence (C) 
Exercise Recommended, Evidence (C) 
Yoga Recommended, Insufficient Evidence (I) 
Tai Chi Recommended, Insufficient Evidence (I) 
Qi Gong No Recommendation, Insufficient Evidence (I) 
Weight Loss Moderately Recommended, Evidence (B) 
Dieting No Recommendation, Insufficient Evidence (I) 
Cognitive Behavioral Therapy Moderately Recommended, Evidence (B) 
Computer-Assisted Cognitive Therapy Moderately Recommended, Evidence (B) 

Acceptance and Commitment Therapy or Interpersonal 
Therapy 

Moderately Recommended, Evidence (B) 

Combined Use of CBT and an Antidepressant Moderately Recommended, Evidence (B) 
Bibliotherapy/Cognitive Bibliotherapy Recommended, Insufficient Evidence (I) 
Short-Term Psychosocial Psychotherapy Moderately Recommended, Evidence (B) 
Problem-Solving Therapy  No Recommendation, Insufficient Evidence (I) 
Peer Support No Recommendation, Insufficient Evidence (I) 

 
1 Guidance was developed with sufficient detail to facilitate assessment of compliance (Institute of Medicine 
[IOM]) and auditing/monitoring (Appraisal of Guidelines for Research and Evaluation [AGREE]) (1, 2). Alternative 
options to manage conditions are provided when comparative trials are available. (3-11) All AGREE (12), IOM (13), 
AMSTAR (14) and GRADE (2) criteria were adhered to (see ACOEM’s Methodology). In accordance with the IOM’s 
Trustworthy Guidelines, this guideline underwent external peer review and detailed records of the peer review 
processes are kept, including responses to external peer reviewers (2).  

 

https://acoem.org/acoem/media/PracticeResources/Methodology-2017-Update.pdf
https://acoem.org/acoem/media/PracticeResources/Methodology-2017-Update.pdf
https://acoem.org/acoem/media/PracticeResources/Methodology-2017-Update.pdf


Copyright ©2020 Reed Group, Ltd.  Page | 5 

Psychosocial Adjunctive Methods No Recommendation, Insufficient Evidence (I) 
Suicide Prevention Recommended, Insufficient Evidence (I) 
Mind-Body Interventions No Recommendation, Insufficient Evidence (I) 
Mindfulness Therapy Recommended, Insufficient Evidence (I) 
Disease Management Programs No Recommendation, Insufficient Evidence (I) 
Emotional Freedom Therapy No Recommendation, Insufficient Evidence (I) 
Anti-Depressants Moderately Recommended, Evidence (B) 
Antipsychotics Recommended, Evidence (C) 
Symbyax (Olanzapine/Fluoxetine Combination) Recommended, Evidence (C) 
Nitrous Oxide No Recommendation, Insufficient Evidence (I) 
Ketamine No Recommendation, Insufficient Evidence (I) 
Esketamine No Recommendation, Insufficient Evidence (I) 
Anti-inflammatory Agents Not Recommended, Insufficient Evidence (I) 
Tumor Necrosis Factor Inhibitors No Recommendation, Insufficient Evidence (I) 
Cumin No Recommendation, Insufficient Evidence (I) 
St. John’s Wort (Hypericum Perforatum) No Recommendation, Insufficient Evidence (I) 
Omega-3 Fatty Acids No Recommendation, Insufficient Evidence (I) 
Vitamin D Not Recommended, Evidence (C) 
B Vitamins No Recommendation, Insufficient Evidence (I) 
Cyanocobalamin (Vitamin B-12) Injections No Recommendation, Insufficient Evidence (I) 
Marijuana, Cannabis, Cannabinoids, and Cannabidiol Not Recommended, Insufficient Evidence (I) 
Transcranial Magnetic Stimulation and Repetitive 
Transcranial Magnetic Stimulation (rTMS) 

Recommended, Evidence (C) 

Deep Brain Stimulation No Recommendation, Insufficient Evidence (I) 
Vagal Nerve Stimulation No Recommendation, Insufficient Evidence (I) 
Electroconvulsive Therapy Moderately Recommended, Evidence (B) 
Low-Field Magnetic Stimulation Moderately Recommended, Evidence (B) 
Botulinum Toxin Injections No Recommendation, Insufficient Evidence (I) 
Acupuncture No Recommendation, Insufficient Evidence (I) 
Massage No Recommendation, Insufficient Evidence (I) 
Aromatherapy No Recommendation, Insufficient Evidence (I) 
Light Therapy Recommended, Evidence (C) 
Music Therapy No Recommendation, Insufficient Evidence (I) 
Acupuncture for Insomnia Treatment Related to Depressive 
Disorders 

No Recommendation, Insufficient Evidence (I) 

Cognitive Behavioral Therapy for Insomnia Treatment 
Related to Depressive Disorders 

Moderately Recommended, Evidence (B) 

Medications (other than benzodiazepines) for Insomnia 
Treatment Related to Depressive Disorders 

Recommended, Evidence (C) 
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Related Terms 
 
The language used in reporting studies related to the generic topic of “depression” can be 
vague, inconsistent, and confusing. The term depression is often used interchangeably with 
what would more precisely be termed depressive disorder(s), depressive symptoms, or 
depressed mood. Depression is also used as a substitute for major depressive disorder or one of 
the other unipolar mood disorders with specific diagnostic criteria. Complicating matters 
further, there are terminology and criteria differences between the DSM, ICD-10, and ICD-11 
nomenclatures. Frequently, studies are unclear about the definitions used, and the study 
selection criteria. In review articles, studies that define “depression” as a PHQ-9 score above a 
cutoff are sometimes combined with studies that use more specific criteria, such as a formal 
diagnostic interview and formal criteria. 

• Depression 
• Major Depressive Disorder 
• Clinical Depression 
• Depressive episode 
• Dysthymia 
• Psychotic Depression 
• Seasonal Affective Disorder 
• Situational Depression 
• Adjustment Disorder 
• Adjustment Disorder with Depression 
• Depressed Mood 
• Persistent Depressive Disorder 
• Recurrent Depressive Disorder 
• Depressive Episode 

 

Introduction 
Major depressive disorder (MDD) is the most common form of mental illness in developed 
countries. MDD affects approximately 11 million Americans per year [15]. The cumulative 
prevalence of major depressive disorder has been estimated at 16.6%, with a lifetime 
cumulative risk of 23.2% [17]. The median age of onset is reportedly 32 years for major 
depressive disorder [17]. The lifetime cumulative prevalence of persistent depressive disorder 
(formerly dysthymic disorder; dysthymia) has been estimated at 3.4% [17]. In 2010, the 
estimated prevalence of major depression among US workers was 7.6% [18]. The prevalence of 
depression varies somewhat between industries, with a 16.2% prevalence estimated among 
public transportation workers, 14.6% among social workers, and 13.3% among administration 
workers [19].  
 
Depression has been associated with a 25% increased risk of occupational injury [20] and other 
injuries [21], and may be due to such factors as inattention and sleep deprivation. Work injuries 
have been associated with a subsequent risk of depression [22]. Depression and depressive 
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symptoms have also been shown to be risk factors for low back pain [23-29], neck pain [30-37], 
ischemic heart disease [38, 39], stroke [40], hip fracture [41], Alzheimer disease [42, 43], 
Parkinson disease [44], excessive daytime sleepiness [45], and carpal tunnel syndrome [46]. (See 
the Introduction to the Workplace Mental Health guideline.) Depression has also been weakly 
associated with chemical dependency [47-49]. Depression and low occupational grade are 
synergistic risks for cardiac events among French workers [50]. High depressive symptoms 
reportedly increase the risk of pre-diabetic patients becoming diabetic [51]. Depression and 
depressive symptoms reportedly increase risk of mortality [39, 52-54], including among those 
with cardiac disease [55], stroke [56], and chronic obstructive pulmonary disease [57].  
 
Numerous prospective cohort studies have found that depression and depressive symptoms 
develop among those with varying chronic diseases, including rheumatoid arthritis [58], 
multiple sclerosis [59], lung cancer [60], uterine cancer [61], sleep apnea [62], myocardial 
infarction [63], and insomnia [64]. Evidence also suggests low physical activity is associated with 
later risk of poor mental health, including depression [65, 66]. Perceptions of adverse 
workplace psychosocial factors [67] and social relationships [68] have been consistently found 
to predict an increased risk of depression.  
 
Few occupational prospective cohort studies have analyzed the subsequent risk of depressive 
disorders and MDD. There are no studies with objective measures of exposure (e.g., numbers of 
coworkers, shift length). Other methodological challenges are common. One study reported 
2.19-fold risk of MDD with repeated job strain, but did not assess MDD at baseline; the authors 
also reported a 1.61-fold risk of MDD with low work social support [69]. There are many 
retrospective studies with reported associated factors, including job strain or stress [16, 70-73]. 
Yet, some studies also show no increased risk from either job control or job strain [74]. 
There are numerous factors that have been associated with depressive disorders, MDD, and/or 
depressive symptoms, including: age [75], female sex [16, 75-77], short and/or long durations 
of sleep [64, 75, 77], alcohol [70, 75], passive and current smoking [78, 79], rheumatoid arthritis 
[58], hypertension [80], chronic disease [79], backaches, headaches, eye strain, respiratory 
difficulties, cardiovascular disease [81], poor health [82], number of offspring [83], low birth 
weight [84], professional work [75], unemployment or part-time work status [75, 81], technical-
related careers [75], over 8 hours of work per day compared to working less than 8 hours [75], 
working 68 hours per week compared to the traditional 40 hours per week [85], sexual 
harassment [81], white collar jobs [81], blue collar jobs [82], perfectionism [86], low self-
efficacy [86, 87], low job status [88], physically uncomfortable or dangerous occupations [88], 
low social support at work [81], dissatisfaction at work [71], and overtime [89]. Several of the 
above purported associated factors conflict. 
 
The relationship between MDD, depressive symptoms and medical conditions is extraordinarily 
complex, as there are numerous studies showing depressive symptoms and depression causes 
diseases, injuries and disorders. Still, there are many other studies showing reverse 
relationships, sometimes for the same disorder.  
 

https://www.mdguidelines.com/acoem/disorders/workplace-mental-health/introduction
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Job strain has been reported to be a risk for subsequent depression in a meta-analysis with a 
combined risk estimate of 27% increased risk [90]. However, after excluding those with 
depressive symptoms at baseline, there was no statistically significant increased risk of 
depression among these 84,090 individuals. There was a lack of association between job strain 
and depression among those with low socioeconomic status, but elevated in those with 
moderate or high status.  
 
Prospective cohort data conflict regarding whether effort-reward imbalance is a risk for 
depression as evidence includes an inability to predict antidepressant treatment [91], while 
other studies report this as a risk for depression [92-94]. Involuntary exit from work is a 
reported risk for depression [95]. Low satisfaction with work climate was a statistically negative 
risk for depressive disorders among Danish public service employees [96]. Economic and job 
instability was a risk for depressive symptoms in some studies [94, 97]. However, there was no 
increased risk of depression from business mergers and acquisitions [70] and depressive 
symptoms were reportedly related to mental disorders rather than work conditions in another 
study [98]. 
 
Multiple personality factors are reported risk for depressive symptoms in a meta-analysis [99], 
including low extraversion, high neuroticism, and low conscientiousness. Low self-efficacy is a 
risk for subsequent development of depression in Japanese workers [87]. The relationship 
between workplace social capital and subsequent risk of depression is U-shaped among a 
cohort of Japanese workers [100]. A study of Danish workers found elevated subsequent risks 
of depression from low procedural or relational justice [93]. 
 
Depression is associated with a 25% increased risk of occupational injury [20, 21]. Work injury has 
been associated with subsequent risk of depression [22]. Depression has been associated with 
disability [101-103] but not in another large cohort study [104]. 
 
Working over 60 hours per week was a risk for depressive disorder in a group of Japanese 
workers [89], working 11+ hours a day was a risk in another British cohort [105], and females 
working more than 55 hours a week was a risk in another [106]. 
 
The Nature of Depression 
Although depression is among the most common of all mental health disorders, the nature of 
depression remains controversial and difficult to define. Depression is thought to occur in a 
number of subtypes, which includes major depressive disorder, persistent depressive disorder, 
adjustment disorder with depression, bipolar depression, seasonal affective disorder, 
premenstrual dysphoric disorder, bereavement, grieving, etc. Further complicating our 
understanding of depression is that studies related to the topic of “depression” may not define 
the manner in which this term is being used. The term depression is often used interchangeably 
with what would more precisely be termed depressive disorder(s), depressive symptoms, or 
depressed mood. Depression is also used as a substitute for major depressive disorder or one of 
the other unipolar mood disorders with specific diagnostic criteria. Complicating matters 
further, there are terminology and criteria differences between the DSM-IV [107], DSM 5 
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[108], ICD-10, and ICD-11 nomenclatures. In review articles, studies that define “depression” as 
a PHQ-9 score above a cutoff are sometimes combined with studies that use more specific 
criteria, such as a formal diagnostic interview and formal criteria. 
 
While the clinical presentations of these depressive subtypes are similar, their etiologies may 
differ. Similarly, the treatments for depression are highly divergent, and yet a number of these 
diverse treatments have been shown to be effective. Consequently, numerous subtypes of 
depression have been defined [108-110], and the etiology of depression has been attributed to 
a number of underlying mechanisms [111-119]. 
 
The Monoamine Hypothesis: Depression as Disease 
Psychiatric/pharmaceutical treatment of depression, including major depressive disorder, is 
conceptually founded on the monoamine hypothesis (sometimes referred to as the “chemical 
imbalance” theory). The monoamine hypothesis states that depression is a disease state that is 
theorized to be caused by a deficiency of monoamine neurotransmitters (i.e., serotonin, 
norepinephrine and dopamine) in the synaptic clefts. The concentration of monoamine 
neurotransmitters in the synapse is theorized to regulate the transmission of signals [120-123]. 
A deficiency of these neurotransmitters is theorized to disrupt CNS functioning and cause 
depression.  
 
The monoamine hypothesis has been quite productive with regard to the development of 
medications for depression, as most pharmaceutical treatments for depression are based on 
this hypothesis [124-128]. In order to correct these imbalances in neurotransmitter 
concentrations, most of these pharmaceuticals are theorized to block the reabsorption of 
neurotransmitters in the synapse, thus causing an increase in the synaptic concentration(s), 
which stimulates neurotransmission.  
  
The major classes of antidepressants include selective serotonin reuptake inhibitors (SSRIs), 
serotonin-norepinephrine reuptake inhibitors (SNRI), tricyclic antidepressants (TCAs), and 
monoamine oxidase inhibitors (MAOIs). SSRIs and SNRIs block the synaptic reuptake of 
serotonin, norepinephrine, and other neurotransmitters [129-136]. TCAs and MAOIs are older 
antidepressants, but they are effective and continue to be prescribed. TCAs also block the 
reuptake of serotonin, as well as epinephrine [129, 131, 137, 138]. MAOIs block the metabolic 
activities of the monoamine oxidase enzyme that metabolizes serotonin, resulting in higher 
levels of serotonin, as well as epinephrine and dopamine [131, 139-141]. MAOIs have 
somewhat limited use due to adverse effects and the requirements for dietary restrictions to 
prevent high blood pressure and hypertensive crises. 
 
Although the monoamine hypothesis has been successful in the development of effective 
treatments for depression, it also has considerable demonstrable inconsistencies. That is, while 
antidepressant medications rapidly increase the levels of neurotransmitters in the synaptic 
cleft, the therapeutic benefits of these medications typically take 2-4 weeks to appear. As this 
delay contradicts a central prediction of the theory, the mechanism of action of these 
medications remains unknown [142]. More recent versions of the monoamine theory have 
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hypothesized that depression is not due to synaptic concentrations of monoamines, but rather 
due to dysfunction of glial cells, which produce monoamines [143, 144].  
Beyond monoamine theories, several alternative disease mechanisms have been hypothesized for 
major depression. These include theories that depression may also be caused by a brain injury or 
disease that results in atrophy of specific brain structures (e.g., dementia) or by toxicological 
syndromes [145]. There also is a growing body of research suggesting a genetic linkage to depression 
[146, 147], as well as nascent evidence associating inflammation with depression [148]. Several classes 
of anti-inflammatory medications have been trialed for the treatment of depression [149]. These 
medications include non-steroidal anti-inflammatory medications, omega-3 polyunsaturated fatty 
acids, N-acetylcycsteine, pioglitazone, and tumor necrosis factor alpha inhibitors, such as infliximab 
[149, 150]. Overall, depression as a disease state may involve dysregulation of neurotransmitters, the 
sympathetic nervous system, inflammatory processes, genetic factors, and environmental stress [151]. 
 
Cognitive Theory: Depression and Dysfunctional Thinking 
A second influential theory of depression is cognitive theory. Cognitive theory holds that 
emotional and behavioral problems are due to incorrect or maladaptive ways of thinking and 
distorted perceptions of oneself, others, and environmental circumstances [152]. In marked 
contrast to the monoamine hypothesis, which describes the origins of depression in biological 
terms, cognitive theory holds that depression has its origins in thought. Despite its differences 
from the monoamine hypothesis, cognitive theory has also been quite successful in generating 
effective treatments for depression. 
 
Cognitive theory hypothesizes that behavior is guided by cognition, and that many cognitive 
processes, once learned, become habitual or “automatic.” In some cases, these cognitions are 
accurate and enable the individual to accurately perceive and effectively cope with the 
environment. In other cases, however, an individual’s cognitive processes may involve biased 
information processing, produce distorted perceptions, and lead to dysfunctional behavior and 
depression [112]. Studies have associated depression with helpless and pessimistic cognitions 
[153-155]. For example, one study found that patients who are prone to helpless thinking were 
far more likely to become depressed following a surgical intervention [156].  
 
As cognitions often occur as in a rapid and automatic manner, the individual may not be 
explicitly aware of cognitions or the distorted perceptions created by these thoughts. Cognitive 
behavioral therapy (CBT) is the process of examining these cognitions and replacing those that 
are distorted or dysfunctional (e.g., catastrophizing [157-161] or kinesiophobia [162-164]) with 
cognitions that are accurate and more functional [111, 165]. Cognitive behavioral therapy could 
thus be said to involve something akin to the scientific method. In essence, the patient is taught 
to identify automatic cognitions, test the accuracy with which these hypothesized beliefs 
portray reality, and determine the degree to which they enable effective coping. The objective 
of cognitive therapy is to identify any faulty cognitions and replace them with more adaptive 
ones. A weakness of CBT is that, because it typically involves a process of journaling about 
thoughts and feelings, it is in essence “thinking about how you think.” Many such protocols 
require at least an average level of literacy. Recently, however, low-literacy versions of CBT 
have been developed [166]. 
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Theories of CBT have attempted to reconcile it with biological models. The diathesis-stress 
model has been applied to depression, and it has been hypothesized that adverse childhood 
experiences may create a vulnerability to depression in adulthood. Later in life, if a vulnerable 
individual copes with environmental stressors using dysfunctional beliefs and maladaptive 
coping strategies, depression may result [167, 168]. Consistent with this hypothesis, studies 
have suggested that the effectiveness of cognitive therapy for depression could be associated 
with reduced activation of the amygdala and hippocampal regions of the brain [167], and that 
CBT treatment for depression may promote positive changes in brain functioning in the anterior 
cingulate cortex, the posterior cingulate, and the prefrontal cortex [169].  
 
An emerging cognitive theory of depression is based on the effect of a specific cognitive deficit 
called “theory of mind” [170]. Theory of mind refers to a uniquely human ability to reason from 
someone else’s perspective (e.g., when John says, “I know what Mary is thinking,” he is 
theorizing about her mental processes). Theory of mind research originated in the study of 
persons with autism and schizophrenia, who appear to lack the capacity to reason from another 
person’s perspective. More recently, a meta-analysis examined theory of mind ability in 
nonautistic subjects who were either suffering from depression or were healthy controls. This 
study concluded that theory of mind impairment was significantly related to severity of 
depressive symptoms [171]. It is believed that this deficit profoundly degrades a person’s ability 
to function in the social environment. Some studies have found that cognitive therapies 
addressing theory of mind impairment may be effective for treating depression [172], and some 
studies have found that theory of mind impairment appeared reduced by transcranial magnetic 
stimulation [173-175]. 
 
Evolutionary Models of Depression 
A weakness of research on psychological/psychiatric science is that there are no definitive 
biological tests for mental health disorders [176]. Instead, these conditions are defined by 
behavioral taxonomies in the DSM/ICD; from one version to the next, definitions of these 
disorders may be created, changed, or disappear altogether. It has been stated that in order for 
psychology/psychiatry to achieve the status of a “hard science,” it must establish a foundation 
in which the definitions of conditions originate in biology, genomics, and brain circuits, and 
which are then reconciled with behavior and self-reports [177]. A hard science approach may 
require embracing the standard theory of biology, which is evolutionary theory.  

From the evolutionary perspective, all traits or characteristics of a species exist because they 
have promoted survival [178-185]. In general, emotion can be defined as "a complex reaction 
pattern, involving experiential, behavioral, and physiological elements, by which the individual 
attempts to deal with a personally significant matter or event” [152]. Emotions are believed to 
be superordinate mechanisms that regulate mental and bodily functions in a manner that helps 
the individual adapt to environmental stressors [180, 186]. For example, the emotions of 
anxiety and fear play an important role in the threat assessment system [187]; along with 
anger, they comprise the fight-or-flight response long known to play a crucial role in self-
preservation [188]. Similarly, trauma may precipitate PTSD, a condition that is also believed to 
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have survival value [189]. In contrast to fear, anxiety, and anger, the value of depression is less 
certain from an evolutionary perspective.  
 
Depression (also known as major depressive disorder, clinical depression, dysthymia, etc.) is 
traditionally thought of as a pathological state. From the evolutionary psychology perspective, 
depression may facilitate an individual’s ability to relinquish an unreachable goal or promote 
feelings of helplessness to inhibit aggression against more powerful people [113]. One study 
observed that high mood predicted subsequent increased fertility rates, whereas low mood 
(suggestive of bad circumstances) predicted subsequent suppressed fertility [190]. Depression 
also has a noteworthy relationship to the immune system [115]. As vegetative symptoms of 
depression resemble symptoms of inflammation and illness [191], it has been theorized that 
inflammation plays a role in depression [192-198], while depression may improve an 
individual’s ability to fend off pathogens [150, 199, 200].  

Evolutionary psychology has been called the “second wave” of cognitive theory [201, 202]. 
Although traditional cognitive theory focused on perception, categorization, reasoning, 
learning, and memory, evolutionary psychology views cognitive and emotional processes as 
being engineered by natural selection to adaptively regulate physiology and behavior [179, 180, 
182, 200, 201]. One evolutionary theory hypothesizes that depression has similarities with pain 
related to noxious physical stimuli [178, 181, 183, 184]. Thus, just as noxious physical stimuli 
motivate the user to withdraw from actions that involve bodily felt pain, the noxious emotional 
experience of depression may motivate an individual to withdraw from circumstances that are 
emotionally harmful. Consider a person whose job involves performing heavy labor, but who 
sustains a serious back injury. While returning to work at the person’s former job is the desired 
goal, it now may represent an objective threat to health, and the mental pain of depression 
may help motivate the individual to give up this desired but now harmful goal. This theory is 
consistent with the fact that physical pain and emotional pain share many of the same neural 
circuits in the brain. Although both may serve a self-protective function, excessive forms of 
both types of pain may give rise to dysfunction [200, 203-205].  
 
For example, the emotion of depression tends to be associated with a loss of the ability to 
experience the pleasure associated with formerly enjoyable activities, a preoccupation with the 
loss, a perception of being powerless to change one’s circumstances, a reduction of motivation, 
and disengagement from an activity, relationship, or goal. This process may be adaptive to the 
extent that it facilitates the individual’s ability to “let go” of a goal that cannot be achieved or 
an activity or relationship that cannot be sustained. In some cases, the negative thoughts in 
depression are accurate appraisals of difficult life circumstances [206]. Preoccupation with 
these life challenges may promote the individual’s ability to develop more realistic goals [206, 
207]. Similarly, the emotion of fear tends to be associated with hypervigilance about 
environmental threat, enhanced memory of past threats, as well as motivation to engage in 
self-protective behavior such as categorizing objects in the environment as "friend or foe", 
initiating communications of danger to others and seeking their help, fearful mood, heightened 
level of arousal and energy, and exaggerated startle. To the extent that environmental threats 
are present, anxiety is adaptive [208, 209]. Thus, from the evolutionary standpoint, emotions 
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like depression are part of life; as such, the goal may not be to always relieve the emotion by 
treatment. Thus far, however, evolutionary theory has not produced a body of human research 
of a quality comparable to the monoamine or cognitive models of treatment.  
 

Algorithms 
Algorithm 1. Presenting symptoms of possible depressive disorder  
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Algorithm 2. Management of depressive disorder by type  
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Algorithm 3. Management of major depressive disorder 
 

 
 

Symptoms and Signs 
 
There are many symptoms of depressive disorders, including the following: 

• Persistent sadness, “blue” 
• Depressed mood 
• Hopelessness 
• Pessimism 
• Worthlessness 
• Listlessness 
• Irritability 
• Difficulty remembering 
• Recurrent crying 
• Sleep disturbance(s), including falling asleep, awakening and being unable to regain sleep, early 

awakening and/or oversleeping 
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• Lack of energy 
• Fatigue 
• Weight gain or weight loss 
• Lack of concentration 
• Anhedonia (lack of pleasure in normally pleasurable activities) 
• Withdrawal from interactions with family and/or friends 

Depression may manifest or accompany systemic symptoms, including the following: 

• Headaches 
• Muscle aches 
• Back pain 
• Shoulder pain 
• Cramps 
• Digestive problems, which may include Irritable bowel syndrome 
 

When depression is generally more severe, it may involve additional symptoms, including the 
following: 

• Suicidal thoughts 
• Delusions 
• Hallucinations 

Depressive Disorders is a symptom category of low mood disorders in the DSM-5. Within this 
category is Major Depressive Disorder (MDD): “The common feature of these disorders in the 
presence of sad, empty, or irritable mood, accompanied by somatic and cognitive changes that 
significantly affect the individual’s capacity to function” [212]. It has some overlap with the 
DSM5 diagnosis of persistent depressive disorder which is characterized by chronic sadness, 
isolation, or despair. 

Depression is not a psychiatric diagnosis but rather a symptom; it may become a disorder when 
symptoms become chronic and interfere with daily living and functions. Included in this group 
of psychiatric conditions are:  

• Major Depressive Disorder,  
• Persistent Depressive Disorder (Dysthymic Disorder), and  
• Adjustment disorder with depression 
• Bipolar disorder 

Major Depressive Disorder: 
Major depressive disorder (MDD) is a psychiatric condition classified as a a depressive disorder 
in the DSM-5, and as a type of mood disorder in the ICD10/DSM-IV. “The diagnostic code for 
major depressive disorder is based on whether this is a single or recurrent episode, current 
severity, presence of psychotic features, and remission status” [212]. “The essential feature of a 
major depressive episode is a period of at least 2 weeks during which there is either depressed 



Copyright ©2020 Reed Group, Ltd.  Page | 17 

mood or the loss of interest or pleasure in nearly all activities…” [212]. This is the most 
researched type of depression. 
 

Additional criteria may include: 

• changes in appetite,  
• changes in sleep patterns,  
• guilt, or  
• suicidal ideation, among others.  

 
Major depressive disorder involves multiple symptoms of depression that persist and 
significantly interfere with normal social and/or occupational functioning. Examples of 
symptoms include depressed mood, reduced interests or pleasure, weight changes, sleep 
disruption, fatigue, and reduced ability to think. Suicidal thoughts or attempts may occur. 
However, suicidal ideation tends to only occur with severe MDD and not with mild or moderate 
MDD.  
 
“Major depressive disorder represents the classic condition in this group of disorders. It is 
characterized by discrete episodes of at least 2 weeks' duration (although most episodes last 
considerably longer) involving clear-cut changes in affect, cognition, and neurovegetative 
functions and inter-episode remissions. A diagnosis based on a single episode is possible, 
although the disorder is generally recurrent. Careful consideration is given to the delineation of 
normal sadness and grief from a major depressive episode.”2 
 
Major depressive disorder is a condition that often recurs. However, newer empirical research 
suggests that the sooner that MDD is treated, the less likely it is that relapses may occur. 
Because future episodes of depression may be precipitated over the years by discrete major 
events such as death in a family or divorce, treating the current episode of depression may 
have a prophylactic effect against future episodes.  
 
The DSM5 definition of MDD differs from previous DSMs and ICDs in that it may be diagnosed 
when precipitated by a major loss, such as loss of a loved one, loss of health due to a serious 
medical condition, losses from a natural disaster, or financial ruin. In prior diagnostic 
formulations, a reaction to profound loss such as bereavement was not diagnosed as major 
depression. This was because the DSMs regard major depression as a disease state; thus, it was 
thought to be wrong to label an understandable reaction to loss as being a "disease".  
 

 

2 Bereavement may induce great suffering, but it does not typically induce an episode of major depressive disorder. 
When they do occur together, the depressive symptoms and functional impairment tend to be more severe and the 
prognosis is worse compared with bereavement that is not accompanied by major depressive disorder. Bereavement-
related depression tends to occur in persons with other vulnerabilities to depressive disorders, and recovery may be 
facilitated by antidepressant treatment” [212].  
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MDD can appear cyclically. If these depressive episodes are seasonal, they may be called 
seasonal affective disorder. MMD should be distinguished from the following conditions:  
 

Bipolar Disorder, Depressive Episode: A major depressive episode that occurs within the 
context of mood swings that cycle between depressed, normal, hypomanic, and manic states. 
Note that this is provided for definitional purposes, is treated differently, and is not in the scope 
of this guideline. 
 
Adjustment Disorder with Depression: A depressive reaction to environmental stress or one 
that is out of proportion to the intensity of the stressor and resulted in a significant impairment 
of functioning. This can involve low mood, tearfulness, or hopelessness.  
 
Persistent Depressive Disorder (Dysthymia): This condition is characterized by chronically 
depressed mood for at least two years. This is associated with weight change, appetite 
disturbance, sleep disturbance, low energy, low self-esteem, poor concentration, and feelings 
of hopelessness.  
 
Disruptive Mood Dysregulation Disorder: A condition associated with severe and recurring 
outbursts of temper manifested either verbally or behaviorally that is grossly out of proportion 
to any provocation. These occur three or more times a week accompanied by persistently 
irritable mood. Note that this is provided for definitional purposes, is not considered a 
depressive disorder, is treated differently, and is not in the scope of this guideline. 
 
Substance/Medication-induced Depression: This is a depressive condition that appears in 
reaction to use of a medication or substance. Substances known to precipitate depression 
include alcohol, inhalants, opioids, sedatives, amphetamines, and cocaine. Note that this is 
provided for definitional purposes, is treated differently, and is not in the scope of this 
guideline. 
 
Depressive Disorder Due to Another Medical Condition: A persistent depressed mood that 
appears to be attributable to the direct pathophysiological effect of another medical condition. 
 

History and Psychological/Psychiatric Examination 
See the Introduction to the Workplace Mental Health guideline. 
 

Medical History Questionnaire 
See the Introduction to the Workplace Mental Health guideline. 
 

https://www.mdguidelines.com/acoem/disorders/workplace-mental-health/introduction
https://www.mdguidelines.com/acoem/disorders/workplace-mental-health/introduction
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Diagnostic Criteria 
There are specific categories of depressive disorders that are widely recognized. Definitions of 
some of the more common types of depressive disorders follow.  
 
DSM-5 depressive disorders categories include the following: Disruptive Mood Dysregulation 
Disorder, Major Depressive Disorder (single or recurrent episodes), Persistent Depressive 
Disorder (dysthymia), Premenstrual Dysphoric Disorder, Substance/Medication-induced 
Depressive Disorder, Depressive Disorder due to another medical condition, Other Specified 
Depressive Disorder, and Unspecified Depressive Disorder. 
 
The standard ICD-10 (without localized modifications) depressive disorders categories include: 
Depressive Episode (including mild, moderate, severe without psychotic symptoms, severe with 
psychotic symptoms), Other Depressive Episodes, Unspecified Depressive Episode, Recurrent 
Depressive Disorder (including with current mild or moderate episode or with severe episode 
without and with psychotic symptoms), Recurrent Depressive Disorder currently in remission, 
other Recurrent Depressive Disorders, Unspecified Recurrent Depressive, Persistent Mood 
disorders, Cyclothymia, Dysthymia, Other Persistent Mood/Affective Disorders, Unspecified 
Persistent Mood/Affective disorders. 
 
The 2019 American ICD-10-CM depressive disorders categories include: Major depressive 
disorder (including mild, moderate, severe without psychotic symptoms, severe with psychotic 
symptoms, single episode, recurrent, in remission), persistent mood disorder, cyclothymic 
disorder, dysthymic disorder, monopolar depression NOS, disruptive mood dysregulation 
disorder, affective psychosis, other recurrent depressive disorder. 
 
A complete listing of the diagnostic categories and criteria in use in the DSM-5 is available 
[108]. The ICD-10 criteria are also available and more commonly utilized outside of the US 
[213]. Succinct descriptions of some of the common DSM-5 depressive disorders are then 
followed by ICD-10 descriptions. 
 

Major Depressive Disorder 
 
DSM-5 criteria:  
 
“A. Five (or more) of the following symptoms have been present during the same 2-week 
period and represent a change from previous functioning: at least one of the symptoms is 
either (1) depressed mood or (2) loss of interest or pleasure. 
 
Note: Do not include symptoms that are clearly attributable to another medical condition. 

1. Depressed mood most of the day, nearly every day, as indicated by either subjective 
report (e.g., feels sad, empty, hopeless) or observation made by others (e.g., appears 
tearful). (Note: In children and adolescents, can be irritable mood.) 
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2. Markedly diminished interest or pleasure in all, or almost all, activities most of the 
day, nearly every day (as indicated by either subjective account or observation). 
3. Significant weight loss when not dieting or weight gain (e.g., a change of more than 
5% of body weight in a month) or decrease or increase in appetite nearly every day. 
(Note: In children, consider failure to make expected weight gain.) 
4. Insomnia or hypersomnia nearly every day. 
5. Psychomotor agitation or retardation nearly every day (observable by others, not 
merely subjective feelings of restlessness or being slowed down). 
6. Fatigue or loss of energy nearly every day. 
7. Feelings of worthlessness or excessive or inappropriate guilt (which may be 
delusional) nearly every day (not merely self-reproach or guilt about being sick). 
8. Diminished ability to think or concentrate, or indecisiveness, nearly every day (either 
by subjective account or as observed by others). 
9. Recurrent thoughts of death (not just fear of dying), recurrent suicidal ideation 
without a specific plan, or a suicide attempt or a specific plan for committing suicide. 
 

B. The symptoms cause clinically significant distress or impairment in social, occupational, or 
other important areas of functioning. 
 
C. The episode is not attributable to the physiological effects of a substance or to another 
medical condition. 
 
Note: Criteria A-C represent a major depressive episode. 
 
Note: Responses to a significant loss (e.g., bereavement, financial ruin, losses from a natural 
disaster, a serious medical illness or disability) may include the feelings of intense sadness, 
rumination about the loss, insomnia, poor appetite, and weight loss noted in Criterion A, which 
may resemble a depressive episode. Although such symptoms may be understandable or 
considered appropriate to the loss, the presence of a major depressive episode in addition to 
the normal response to a significant loss should also be carefully considered. This decision 
inevitably requires the exercise of clinical judgment based on the individual’s history and the 
cultural norms for the expression of distress in the context of loss. 
 
D. The occurrence of the major depressive episode is not better explained by schizoaffective 
disorder, schizophrenia, schizophreniform disorder, delusional disorder, or other specified and 
unspecified schizophrenia spectrum and other psychotic disorders. 
 
E. There has never been a manic episode or a hypomanic episode. 
 
Note: This exclusion does not apply if all of the manic-like or hypomanic-like episodes are 
substance-induced or are attributable to the physiological effects of another medical condition” 
[108]. 
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Major Depressive Disorder may have the further additional specifications with: anxious distress, 
mixed features, melancholic features, atypical features, mood-congruent psychotic features, 
mood-incongruent psychotic features, catatonia, peripartum onset and seasonal pattern. 
 

Persistent Depressive Disorder (aka Dysthymia) 
DSM-5 Criteria:  
 
“This disorder represents a consolidation of DSM-IV-defined chronic major depressive disorder 
and dysthymic disorder. 
 
A. Depressed mood for most of the day, for more days than not, as indicated by either 
subjective account or observation by others, for at least 2 years. 
 
Note: In children and adolescents, mood can be irritable and duration must be at least 1 year. 
 
B. Presence, while depressed, of two (or more) of the following: 

1. Poor appetite or overeating. 
2. Insomnia or hypersomnia. 
3. Low energy or fatigue. 
4. Low self-esteem. 
5. Poor concentration or difficulty making decisions. 
6. Feelings of hopelessness. 

 
C. During the 2-year period (1 year for children or adolescents) of the disturbance, the 
individual has never been without the symptoms in Criteria A and B for more than 2 months at 
a time. 
 
D. Criteria for a major depressive disorder may be continuously present for 2 years. 
 
E. There has never been a manic episode or a hypomanic episode, and criteria have never been 
met for cyclothymic disorder. 
 
F. The disturbance is not better explained by a persistent schizoaffective disorder, 
schizophrenia, delusional disorder, or other specified or unspecified schizophrenia spectrum 
and other psychotic disorder. 
 
G. The symptoms are not attributable to the physiological effects of a substance (e.g., a drug of 
abuse, a medication) or another medical condition (e.g. hypothyroidism). 
 
H. The symptoms cause clinically significant distress or impairment in social, occupational, or 
other important areas of functioning. 
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Note: Because the criteria for a major depressive episode include four symptoms that are 
absent from the symptom list for persistent depressive disorder (dysthymia), a very limited 
number of individuals will have depressive symptoms that have persisted longer than 2 years 
but will not meet criteria for persistent depressive disorder. If full criteria for a major depressive 
episode have been met at some point during the current episode of illness, they should be 
given a diagnosis of major depressive disorder. Otherwise, a diagnosis of other specified 
depressive disorder or unspecified depressive disorder is warranted” [108].  
 
Persistent Depressive Disorder may have further additional specifications with: anxious distress, 
mixed features, melancholic features, atypical features, mood-congruent psychotic features, 
mood-incongruent psychotic features, and peripartum onset. 
 

Substance/Medication-induced Depressive Disorder 
DMS-5 Criteria:  
 
“A. A prominent and persistent disturbance in mood that predominates in the clinical picture 
and is characterized by depressed mood or markedly diminished interest or pleasure in all, or 
almost all, activities. 
 
B. There is evidence from the history, physical examination, or laboratory findings of both 
(1) and (2): 

1. The symptoms in Criterion A developed during or soon after substance intoxication or 
withdrawal or after exposure to a medication. 
2. The involved substance/medication is capable of producing the symptoms in Criterion 
A. 
 

C. The disturbance is not better explained by a depressive disorder that is not 
substance/medication-induced. Such evidence of an independent depressive disorder could 
include the following: The symptoms preceded the onset of the substance/medication use; the 
symptoms persist for a substantial period of time (e.g., about 1 month) after the cessation of 
acute withdrawal or severe intoxication; or there is other evidence suggesting the existence of 
an independent non-substance/medication-induced depressive disorder (e.g., a history of 
recurrent non-substance/medication-related episodes). 
 
D. The disturbance does not occur exclusively during the course of a delirium. 
 
E. The disturbance causes clinically significant distress or impairment in social, occupational, or 
other important areas of functioning.” [108] 
 
Trials of treatment therapies often use non-standard definitions of depression compared with 
current diagnostic criteria. Whether these have material impacts on the treatment of 
depression is unknown. Regardless, where reported, the tables of evidence in this guideline 
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capture those details. Whether there are differences in treatments based on the types of 
depressive disorder is generally unclear in the quality evidence-based literature. 
 
Diagnostic criteria per ICD-10 include: 

Depressive Episode 
 
Criteria include symptoms of at least 2 weeks duration with at least two of (depressed mood, 
loss of interest and enjoyment, and/or increased fatigability) and other symptoms with the 
numbers of symptoms conveying severity (e.g., reduced concentration and attention; reduced 
self-esteem and self-confidence; ideas of guilt and unworthiness; bleak and pessimistic views of 
the future; ideas or acts of self-harm or suicide; disturbed sleep; and/or diminished appetite). 
This may be further categorized as mild, moderate, and severe, with and without psychotic 
symptoms. 

Recurrent Depressive Disorder 
Recurrent Depressive Disorder involves repeated episodes of depression, but without meeting 
criteria for mania and without mood elevation unless there is brief mood elevation immediately 
after the depressive episode. This may be further categorized as mild, moderate, and severe, 
with and without psychotic symptoms. 
Persistent Mood Disorders 
This includes cyclothymia, dysthymia, and other persistent mood disorders. Generally, 
cyclothymia is a chronic and persistent instability of mood, while dysthymia is a chronic 
depression of mood that does not meet criteria for recurrent depressive disorder. 
Recurrent Brief Depressive Disorder 
A brief episode of depression that meets severity but not duration criteria for Depressive 
Episode. 
Classification  
The classification of Depressive Disorders generally follows the categories previously defined. 
 

Treatment Overview 
When analyzing the treatment of depressive disorders, it is important to note that there is 
variation.  
 
Prevention 
Data for primary prevention of depression are sparse. Considering that evidence suggests 
maintaining normal weight (or losing weight) and aerobic exercise are effective treatments for 
depressive disorders, it may be reasonable to infer that those same interventions would have a 
role in primary and secondary prevention. 
 
Psychological Management 
Evidence consistently supports cognitive behavioral therapy (CBT) for the treatment of 
depressive disorders. There are several types of CBT with evidence of efficacy, including 
computer-assisted cognitive therapy, acceptance and commitment therapy, and interpersonal 
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therapy. There is evidence suggesting a combined approach of CBT with anti-depressants is 
effective. In addition, there is evidence that CBT is effective in reducing future relapses. 
Modifiable contributory factors (e.g., excessive electronics usage, dysfunctional or inadequate 
interpersonal relationships, coping skills) should also be addressed. This will be discussed 
further in a later section within this module. 
 
Assessment and treatment of suicidality is of utmost importance in the treatment of individuals 
with depressive disorders. Assessment of suicide risk can be done during management of 
depression or independently. Those with high suicide risk may need different or additional 
treatments directed towards suicide prevention. Suicidality management can involve both the 
patient and the provider(s) working together towards creating patient-specific treatments [210, 
211]. Other exposures that can influence suicidality include modifying environmental risks, such 
as the removal of firearms or weapons, or hospitalizing a patient, either voluntarily or 
involuntarily.  
 
Pharmacological Management 
The management of depression should include a review of sedating medications, which may be 
contributing, such as opioids and cannabinoids. Pharmaceutical treatment of depression with 
multiple classes of anti-depressants has consistent evidence of efficacy. Selection of a particular 
anti-depressant is often based on a desire to treat accompanying symptoms, such as insomnia, 
and/or to avoid particular adverse effects. Because there is evidence of differing efficacy based 
on pharmacogenetic issues, a family history and information regarding what relatives have 
found most useful in the treatment of depression may assist. Treatment of psychotic features 
with olanzapine/fluoxetine has evidence of efficacy. If treatment of insomnia beyond CBT and 
anti-depressants is needed, selection of a non-benzodiazepine medication is advisable (e.g., 
agomelatine, eszopiclone, nefazodone, zolpidem). Severe and/or treatment-resistant major 
depressive disorder is treated with electroconvulsive therapy, which continues to be considered 
the gold standard.  
 

Screening and Testing Recommendations 
There are numerous screening and psychometric tests. Screening tests generally include few 
items, emphasize high sensitivity, and require less education to administer. In the case of 
depression, routine screening in the course of annual examinations of the general public is 
widely performed due to the combination of prevalence and severity of outcomes. 
Psychometric tests generally have secure item pools, specific administration protocols that 
must be followed, have greater specificity, and require professionally trained mental health 
professionals to administer. While these instruments may suggest a diagnosis, neither 
screening nor psychometric tests are capable of making a diagnosis. The diagnosis should only 
be concluded after careful analysis of all available data, including from a thorough history 
and/or clinical interview. 
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Depressive Disorders Screening Tools 
 
There are many depressive disorders screening tools. These include:  

• PRIME-MD Patient Health Questionnaire (PHQ) [145, 214-231],  
• Beck Depression Inventory (BDI) [225, 226, 232-266],  
• Brief Symptom Inventory (BSI) [267-269],  
• Quick Inventory of Depressive Symptomatology-Self-Report (QIDS; QIDS-SR) [270-280],  
• Brief Battery for Health Improvement – 2nd Edition (BBHI 2) [281-284],  
• Center for Epidemiological Studies Depression Scale (CESDS) [145, 235, 239, 240, 242, 285-332],  
• Hamilton Depression Inventory (HDI) [224, 226, 237, 244, 271, 272, 275, 277, 279, 333-348],  
• Zung Depression Scale [232, 243, 247, 335, 336, 349-357],  
• Clinically Useful Depression Outcome Scale (CUDOS) [270, 358-360],  
• Geriatric Depression Scale (GDS) [361-387],  
• WHO-5 Wellbeing Index,  
• Depression Anxiety Stress Scale (DASS) [388, 389] and  
• PROMIS [390-398] and NIH Toolbox [399] 

Depressive Disorders Screening Tools  
Strongly Recommended. 

The use of depressive disorders screening tools is strongly recommended. 

Strength of Evidence – Strongly Recommended, Evidence (A) 
Level of Confidence – High 
 
Indications: Patients at risk of depressive disorders. Evaluation should include 

focus on depressive disorders, anxiety disorder(s), bipolar, substance 
use disorder(s) and risk of suicide. There also is a general public health 
initiative to screen the entire population annually for depression 
regardless of symptoms or exposures. 

Benefits: Earlier identification of potential depressive disorders, assists with 
directing the patient to appropriate mental health services that 
include diagnostic confirmation. Suicide prevention. 

Harms:  Negligible. Potential for false negative assurance of test results given, 
e.g., sensitivities range ~80-95% and specificities ~50-75%. False 
conclusions if a positive screen is inadvertently relied upon for 
diagnosis without additional testing/confirmation. 

Frequency/Dose/Duration: Generally only one administration for some occupational purposes, 
although annual screenings are performed for the general public and 
may also be appropriate among workers. Shorter version instruments 
(e.g., 2-question) are considered superior to longer instruments for 
purposes of screening primarily due to compliance and incrementally 
less gain with longer instruments [239, 337]; one trial with a 2-item 
tool reported sensitivity 96% and specificity 57% [239]. Data suggest 
electronic administrations also produce acceptable results [228, 275]. 

Indications for Discontinuation: N/A 
Rationale: There are multiple high- and moderate-quality studies evaluating the 

efficacy and validity of screening tests for depressive disorders, most 
of which evaluated screening of MDD [273, 285, 347]. Two of the high-
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quality studies assessed the tools against a structured clinical 
interview, one providing a comparison with the Hamilton Depression 
Rating Scale (HAMD) [347], while the other assessed the Quick 
Inventory of Depressive Symptomology (QIDS-SR) [273]; many other 
moderate-quality trials evaluated the clinical interview against other 
tools. There are no quality comparative trials identified that 
simultaneously assessed numerous screening tools to provide high-
quality evidence of comparable utility. However, there are many 
sizable studies (e.g., [300]) and the largest study of highest-quality 
assessing the most tools compared B-PhQ, and WHO-5 [400]. One 
study reported consistencies among four tools of 0.83-0.88 [271]. 
Depressive Disorders screening tools are efficient, without adverse 
effects, are low cost and are strongly recommended.  

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Brief symptom inventory, BSI; 
depression, depressive disorder, major depressive disorder, MDD; 
psychological test, psychological inventory, psychological screening, 
psychology test, psychology inventory, psychology screening; not 
pediatric, not review, not adolescents, and not protocol. We found 
and reviewed 223 articles in PubMed using the most recent sorting 
function. We conducted a secondary review in PubMed using the best 
match sorting function and found and reviewed 223 articles. We also 
found and reviewed 187 in Scopus, 260 in CINAHL, 141 in Cochrane 
Library, 13000 in Google Scholar, and 0 from other sources†. We 
considered for inclusion 6 from PubMed, 0 from Scopus, 0 from 
CINAHL, 0 from Cochrane Library, 1 from Google Scholar, and 0 from 
other sources. Of the 7 articles considered for inclusion, 2 diagnostic 
studies and 0 systematic reviews met the inclusion criteria. 

 
 A comprehensive literature search was conducted using PubMed, 

Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: BBHI 2, Brief Battery for Health 
Improvement; depression, depressive disorder, major depressive 
disorder, MDD; psychological test, psychological inventory, 
psychological screening, psychology test, psychology inventory, 
psychology screening; not pediatric, not review, not adolescents, and 
not protocol. We found and reviewed 2 articles in PubMed using the 
most recent sorting function. We conducted a secondary review in 
PubMed using the best match sorting function and found and 
reviewed 1 article. We also found and reviewed 0 in Scopus, 252 in 
CINAHL, 1 in Cochrane Library, 8,240 in Google Scholar, and 0 from 
other sources†. We considered for inclusion 0 from PubMed, 0 from 
Scopus, 0 from CINAHL, 0 from Cochrane Library, 0 from Google 
Scholar, and 0 from other sources. Zero articles met the inclusion 
criteria.  

 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Beck depression inventory-2nd 
edition, BDI II; depression, depressive disorder, major depressive 
disorder, MDD; psychological test, psychological inventory, 
psychological screening, psychology test, psychology inventory, 
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psychology screening; not pediatric, not review, not adolescents, and 
not protocol. We found and reviewed 2274 articles in PubMed using 
the most recent sorting function. We conducted a secondary review in 
PubMed using the best match sorting function and found and 
reviewed 2407 articles. We also found and reviewed 969 in Scopus, 9 
in CINAHL, 107 in Cochrane Library, 11000 in Google Scholar, and 8 
from other sources†. We considered for inclusion 31 from PubMed, 0 
from Scopus, 0 from CINAHL, 0 from Cochrane Library, 9 from Google 
Scholar, and 8 from other sources. Of the 48 articles considered for 
inclusion, 37 diagnostic studies and 0 systematic reviews met the 
inclusion criteria. 

 
 A comprehensive literature search was conducted using PubMed, 

Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Center of Epidemiological Studies 
Depression Scale, CES-D; depression, depressive disorder, major 
depressive disorder, MDD; psychological test, psychological inventory, 
psychological screening, psychology test, psychology inventory, 
psychology screening; not pediatric, not review, not adolescents, and 
not protocol. We found and reviewed 2168 articles in PubMed using 
the most recent sorting function. We conducted a secondary review in 
PubMed using the best match sorting function and found and 
reviewed 2392 articles. We also found and reviewed 3272 in Scopus, 
4061 in CINAHL, 53 in Cochrane Library, 13600 in Google Scholar, and 
6 from other sources†. We considered for inclusion 66 from PubMed, 
13 from Scopus, 4 from CINAHL, 0 from Cochrane Library, 1 from 
Google Scholar, and 6 from other sources. Of the 90 articles 
considered for inclusion, 45 diagnostic studies and 0 systematic 
reviews met the inclusion criteria. 

 
 A comprehensive literature search was conducted using PubMed, 

Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Clinically Useful Depression Outcome 
Scale, CUDOS; depression, depressive disorder, major depressive 
disorder, MDD; psychological test, psychological inventory, 
psychological screening, psychology test, psychology inventory, 
psychology screening; not pediatric, not review, not adolescents, and 
not protocol. We found and reviewed 23 articles in PubMed using the 
most recent sorting function. We conducted a secondary review in 
PubMed using the best match sorting function and found and 
reviewed 29 articles. We also found and reviewed 133 in Scopus, 15 in 
CINAHL, 4 in Cochrane Library, 13300 in Google Scholar, and 1 from 
other sources†. We considered for inclusion 2 from PubMed, 0 from 
Scopus, 2 from CINAHL, 0 from Cochrane Library, 1 from Google 
Scholar, and 1 from other sources. Of the 6 articles considered for 
inclusion, 2 diagnostic studies and 0 systematic reviews met the 
inclusion criteria. 

 
 A comprehensive literature search was conducted using PubMed, 

Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Hamilton depression inventory, HAM-
D, Hamilton depression rating scale; depression, depressive disorder, 
major depressive disorder, MDD; psychological test, psychological 



Copyright ©2020 Reed Group, Ltd.  Page | 28 

inventory, psychological screening, psychology test, psychology 
inventory, psychology screening; not pediatric, not review, not 
adolescents, and not protocol. We found and reviewed 1,292 articles 
in PubMed using the most recent sorting function. We conducted a 
secondary review in PubMed using the best match sorting function 
and found and reviewed 1,303 articles. We also found and reviewed 
221 in Scopus, 889 in CINAHL, 27 in Cochrane Library, 1,320 in Google 
Scholar, and 14 from other sources†. We considered for inclusion 11 
from PubMed, 1 from Scopus, 0 from CINAHL, 0 from Cochrane 
Library, 1 from Google Scholar, and 14 from other sources. Of the 27 
articles considered for inclusion, 24 diagnostic studies and 0 
systematic reviews met the inclusion criteria. 
 

 A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Patient Health Questionnaire, PHQ, 
PHQ-9; depression, depressive disorder, major depressive disorder, 
MDD; psychological test, psychological inventory, psychological 
screening, psychology test, psychology inventory, psychology 
screening; not pediatric, not review, not adolescents, and not 
protocol. We found and reviewed 438 articles in PubMed using the 
most recent sorting function. We conducted a secondary review in 
PubMed using the best match sorting function and found and 
reviewed 2988 articles. We also found and reviewed 699 in Scopus, 
1787 in CINAHL, 38 in Cochrane Library, 1500 in Google Scholar, and 3 
from other sources†. We considered for inclusion 18 from PubMed, 0 
from Scopus, 0 from CINAHL, 0 from Cochrane Library, 4 from Google 
Scholar, and 3 from other sources. Of the 25 articles considered for 
inclusion, 12 diagnostic studies and 0 systematic reviews met the 
inclusion criteria. 

 
 A comprehensive literature search was conducted using PubMed, 

Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Psychological evaluation, 
psychological interview; depression, depressive disorder, major 
depressive disorder, MDD; psychological test, psychological inventory, 
psychological screening, psychology test, psychology inventory, 
psychology screening; not pediatric, not review, not adolescents, and 
not protocol. We found and reviewed 1979 articles in PubMed using 
the most recent sorting function. We conducted a secondary review in 
PubMed using the best match sorting function and found and 
reviewed 2066 articles. We also found and reviewed 20913 in Scopus, 
16489 in CINAHL, 1456 in Cochrane Library, 88100 in Google Scholar, 
and 17 from other sources†. We considered for inclusion 24 from 
PubMed, 6 from Scopus, 0 from CINAHL, 0 from Cochrane Library, 1 
from Google Scholar, and 17 from other sources. Of the 48 articles 
considered for inclusion, 37 diagnostic studies and 0 systematic 
reviews met the inclusion criteria.  

 
 A comprehensive literature search was conducted using PubMed, 

Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Quick inventory of depressive 
symptomatology-self report, QIDS, QIDS-SR; depression, depressive 
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disorder, major depressive disorder, MDD; psychological test, 
psychological inventory, psychological screening, psychology test, 
psychology inventory, psychology screening; not pediatric, not review, 
not adolescents, and not protocol. We found and reviewed 34 articles 
in PubMed using the most recent sorting function. We conducted a 
secondary review in PubMed using the best match sorting function 
and found and reviewed 53 articles. We also found and reviewed 38 in 
Scopus, 244 in CINAHL, 1209 in Cochrane Library, 46 in Google Scholar, 
and 2 from other sources†. We considered for inclusion 7 from 
PubMed, 1 from Scopus, 2 from CINAHL, 0 from Cochrane Library, 0 
from Google Scholar, and 2 from other sources. Of the 12 articles 
considered for inclusion, 12 diagnostic studies and 0 systematic 
reviews met the inclusion criteria. 

 
 A comprehensive literature search was conducted using PubMed, 

Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Zung depression scale, depression, 
depressive disorder, major depressive disorder, MDD; psychological 
test, psychological inventory, psychological screening, psychology test, 
psychology inventory, psychology screening; not pediatric, not review, 
not adolescents, and not protocol. We found and reviewed 907 
articles in PubMed using the most recent sorting function. We 
conducted a secondary review in PubMed using the best match sorting 
function and found and reviewed 1052 articles. We also found and 
reviewed 59 in Scopus, 77 in CINAHL, 5 in Cochrane Library, 3250 in 
Google Scholar, and 1 from other sources†. We considered for 
inclusion 17 from PubMed, 0 from Scopus, 0 from CINAHL, 0 from 
Cochrane Library, 4 from Google Scholar, and 1 from other sources. Of 
the 22 articles considered for inclusion, 9 diagnostic studies and 0 
systematic reviews met the inclusion criteria. 

 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  

 
Comments:  Per ACOEM Methodology, articles which are scored as low quality are not fully 

abstracted into a table as they do not result in material changes to evidence-
based guidance. 
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Psychometric Testing: Depressive Disorders 
There are several psychometric tests that are commonly used for evaluation of patients with 
potential Depressive Disorders. Examples include the Millon Clinical Multiaxial Inventory-IV 
(MCMI-IV), Personality Assessment Inventory (PAI), Battery for Health Improvement – 2nd 
Edition and the Minnesota Multiphase Personality Inventory-2 and MMPI-2-RF [232, 298, 340, 
400-449]. Psychometric testing often follows a positive result from a screen. See the 
Introduction to the Workplace Mental Health Guideline. 
 
There are multiple studies evaluating the usage of psychometric testing and subscales for 
identifying elements of psychosis within mixed psychiatric patients including those with 
depressive disorders, anxiety disorders, PTSD, and/or substance abuse disorders [413, 417, 450-
479]. Additional studies evaluated usage for community samples such as veterans, college 
students, etc. [439, 475, 480-487], fitness-for-duty evaluations [488], chronic pain patients 
[489, 490], injured workers and personal injury litigations [465, 491-499], within forensic 
evaluations or criminal settings [458, 500-507], and differentiating between true participants 
and simulators (malingering participants, either trained or untrained) [490, 496, 508-519]. 

Psychometric Testing: Depressive Disorders 
Moderately Recommended. 

The use of psychometric testing is moderately recommended for depressive disorders. 

Strength of Evidence – Moderately Recommended, Evidence (B) 
Level of Confidence – High 
 
Indications:   For individuals presenting with signs and symptoms consistent with 

a Depressive Disorder. May have tested positive with a prior 
depression screening test. Evaluation should especially include focus 
on various Depressive Disorders, anxiety disorder(s), bipolar, 
substance use disorder(s) and risk of suicide. Testing among chronic 
pain patients is also addressed in the Chronic Pain Guideline. 

Benefits: Provide psychometric evidence regarding potential for depressive 
disorders and especially for other mental health disorder(s). 

Harms: Negligible 
Frequency/Dose/Duration: One-time testing unless otherwise indicated (e.g., by subsequent 

recurrence of or significant changes in symptoms). Requires 
administration by a professionally trained mental health professional, 
usually a psychologist [520-522]. 

Indications for Discontinuation: N/A 
Rationale: There are multiple moderate quality studies suggesting utility of 

psychometric testing for depressive disorders. The MMPI-2 has been 
suggested to be able to (1) distinguish depression [422], (2) 
differentiate between true depressives and simulators (malingering 
depressives) [426] and (3) differentiate MDD from dysthymia [423]. 
Data also suggest discriminatory ability of the Millon clinical Multiaxial 
Inventory II [415]. Psychometric testing has negligible adverse effects, 
is moderately costly and is recommended for assisting in the diagnosis 
of depressive disorders. Clinical correlation is required [417]. 

https://www.mdguidelines.com/acoem/disorders/workplace-mental-health/introduction/clinical-examination
https://www.mdguidelines.com/acoem/disorders/chronic-pain
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Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Battery for Health Improvement, BHI 
2; depression, depressive disorder, major depressive disorder, MDD; 
diagnosis, diagnostic, sensitivity, specificity, positive predictive value, 
negative predictive value, predictive value of tests, efficacy, efficiency. 
We found and reviewed 24 articles in PubMed using the most recent 
sorting function. We conducted a secondary review in PubMed using 
the best match sorting function and found and reviewed 28 articles. 
We also found and reviewed 256 in Scopus, 0 in CINAHL, 1 in Cochrane 
Library, 6740 in Google Scholar, and 0 from other sources†. We 
considered for inclusion 0 from PubMed, 0 from Scopus, 0 from 
CINAHL, 0 from Cochrane Library, 0 from Google Scholar, and 0 from 
other sources. Zero articles met the inclusion criteria. 

 
 A comprehensive literature search was conducted using PubMed, 

Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: personality assessment inventory, 
PAI; depression, depressive disorder, major depressive disorder, MDD; 
diagnosis, diagnostic, sensitivity, specificity, positive predictive value, 
negative predictive value, predictive value of tests, efficacy, efficiency; 
not pediatric, not review, not adolescents, and not protocol. We found 
and reviewed 1102 articles in PubMed using the most recent sorting 
function. We conducted a secondary review in PubMed using the best 
match sorting function and found and reviewed 1101 articles. We also 
found and reviewed 831 in Scopus, 170 in CINAHL, 197 in Cochrane 
Library, 19,500 in Google Scholar, and 0 from other sources†. We 
considered for inclusion 3 from PubMed, 1 from Scopus, 0 from 
CINAHL, 0 from Cochrane Library, 1 from Google Scholar, and 0 from 
other sources. Of the 5 articles considered for inclusion, 5 diagnostic 
studies and 0 systematic reviews met the inclusion criteria. 

 
 A comprehensive literature search was conducted using PubMed, 

Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Minnesota Multiphasic Personality 
Inventory, MMPI; depression, depressive disorder, major depressive 
disorder, MDD; diagnosis, diagnostic, sensitivity, specificity, positive 
predictive value, negative predictive value, predictive value of tests, 
efficacy, efficiency; not pediatric, not review, not adolescents, and not 
protocol. We found and reviewed 438 articles in PubMed using the 
most recent sorting function. We conducted a secondary review in 
PubMed using the best match sorting function and found and 
reviewed 435 articles. We also found and reviewed 412 in Scopus, 846 
in CINAHL, 36 in Cochrane Library, 4,520 in Google Scholar, and 7 from 
other sources†. We considered for inclusion 6 from PubMed, 0 from 
Scopus, 5 from CINAHL, 0 from Cochrane Library, 0 from Google 
Scholar, and 7 from other sources. Of the 18 articles considered for 
inclusion, 18 diagnostic studies and 0 systematic reviews met the 
inclusion criteria. 

 
 A comprehensive literature search was conducted using PubMed, 

Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Millon Clinical Multiaxial Inventory; 
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depression, depressive disorder, major depressive disorder, MDD; 
diagnosis, diagnostic, sensitivity, specificity, positive predictive value, 
negative predictive value, predictive value of tests, efficacy, efficiency; 
not pediatric, not review, not adolescents, and not protocol. We found 
and reviewed 40 articles in PubMed using the most recent sorting 
function. We conducted a secondary review in PubMed using the best 
match sorting function and found and reviewed 41 articles. We also 
found and reviewed 60 in Scopus, 124 in CINAHL, 2 in Cochrane 
Library, 713 in Google Scholar, and 2 from other sources†. We 
considered for inclusion 0 from PubMed, 3 from Scopus, 0 from 
CINAHL, 0 from Cochrane Library, 1 from Google Scholar, and 2 from 
other sources. Of the 6 articles considered for inclusion, 5 diagnostic 
studies and 0 systematic reviews met the inclusion criteria. 

 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  

Comments:  Per ACOEM Methodology, articles which are scored as low quality are not fully 
abstracted into a table as they do not result in material changes to evidence-
based guidance. 
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Pharmacogenomics Testing 
Pharmacogenomics testing has been used to guide psychiatric treatment based on the person’s 
pharmacogenomics genotype to determine how they will respond to antidepressants and guide 
psychiatric treatment [523-525]. These tests are being used to attempt to aid in determining 
whether a person will have an adverse response to a medication, how well a medication will 
work particularly in treatment resistant patients and the likelihood of symptom relapse [526-
530].  

Pharmacogenomics Testing 
Recommended. 

The use of pharmacogenomics testing is recommended for depressive disorders. 

Strength of Evidence – Recommended, Evidence (C) 
 Level of Confidence – Low 

Indications: Select patients with moderate or severe MDD initiating treatment with 
anti-depressants who have had a prior treatment failure and/or 
patients needing to change treatments due to initial depression 
treatment failure [531].  

Benefits: Reduced adverse effects and potentially improved responses [530]. 
Harms:  Moderate cost, although declining. 
Frequency/Dose/Duration: One assessment, especially to assess CYP2D6 and CYP2C19. 
Rationale: There are multiple moderate quality studies [524, 527, 532, 533] and 

many low-quality studies [524-528, 532-538], which suggest benefits of 
pharmacogenomics testing for purposes of targeting anti-depressant 
treatment. However, there are methodological weaknesses [529, 530] 
and thus the magnitude of benefit is unclear. Pharmacogenomics 
testing is minimally invasive, has low adverse effects, but is high cost 
and thus is selectively indicated for those with moderate or severe 
depression and treatment failure. Another option is to query the family 
history and information regarding what relatives have found most 
useful in the treatment of depression. 

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Pharmacogenomic testing, 
pharmacokinetic testing; depression, depressive disorder, major 
depressive disorder, MDD; diagnosis, diagnostic, sensitivity, specificity, 
positive predictive value, negative predictive value, predictive value of 
tests, efficacy, efficiency. We found and reviewed 21 articles in 
PubMed using the most recent sorting function. We conducted a 
secondary review in PubMed using the best match sorting function 
and found and reviewed 20 articles. We also found and reviewed 434 
in Scopus, 8 in CINAHL, 36 in Cochrane Library, 16600 in Google 
Scholar, and 0 from other sources†. We considered for inclusion 6 
from PubMed, 1 from Scopus, 2 from CINAHL, 3 from Cochrane 
Library, 0 from Google Scholar, and 5 from other sources. Of the 17 



Copyright ©2020 Reed Group, Ltd.  Page | 34 

articles considered for inclusion, 1 diagnostic study, 12 randomized 
trials and 2 systematic reviews met the inclusion criteria. 
 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  

Comments:  Per ACOEM Methodology, articles which are scored as low quality are not fully 
abstracted into a table as they do not result in material changes to evidence-
based guidance. 
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Treatment Recommendations 

Education 
Education training for depressive disorders typically involves teaching information and specific 
skills to assist in coping with depressive symptoms. Educational programs use various methods 
including online training, targeted training, to conduct motivational interviewing, teaching goal 
setting, and behavioral task assignments. It is often used in conjunction with treatments, such 
as CBT, antidepressants, or exercise [539-564]. 

Education 
Recommended. 

Education is recommended for the treatment of patients with depressive disorders. 

Strength of Evidence – Recommended, Evidence (C) 
Level of Confidence – Moderate 
 

Indications:   Individuals with depression or depressive symptoms 
Benefits:  Improved understanding and/or resolution and/or improvement of 

depressive symptoms  
Harms:    Negligible 
Frequency/Dose/Duration: Typically at least one formal teaching session, often in conjunction 

with the initiation of treatment, with subsequent education based on 
response to treatment, severity, patient’s knowledge, and retention. 

Indications for Discontinuation: Sufficient understanding of depression, resolution of symptoms, non-
compliance. 

Rationale: There are many trials which have included an education component, 
however, most have co-interventions which preclude assessment of 
the efficacy of education. One trial of a psychoeducation program was 
ineffective compared with standard care. An education program has 
been used as the control group for CBT, and was inferior both times 
trialed the quality studies [542, 547]. However, one trial suggested 
prolonged remission [541] and another suggested higher recovery in 
patients with mild depression provided education [540]. One study 
suggests that education increased adherence to antidepressant 
medication for long-term success and prevention of relapse [552]. 
Education may be helpful for patient understanding; some evidence 
suggests the potential to improve recovery and prolong remission and 
thus education is recommended. 

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Education, Health Education, 
Education Program, Outcomes of Education, Patient Education; 
depression, depressive disorder, major depressive disorder, MDD; 
controlled clinical trial, controlled trials, randomized controlled trial, 
randomized controlled trials, random allocation, random*, 
randomized, randomization, randomly; systematic, systematic review, 
retrospective, prospective studies; not pediatric, not review, not 
adolescents, and not protocol. We found and reviewed 271 articles in 
PubMed, 8,208 in Scopus, 397 in CINAHL, 28 in Cochrane Library, 
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19,000 in Google Scholar, and 2 from other sources†. We considered 
for inclusion 19 from PubMed, 1 from Scopus, 5 from CINAHL, 1 from 
Cochrane Library, 0 from Google Scholar, and 2 from other sources. Of 
the 28 articles considered for inclusion, 26 randomized trials and 0 
systematic reviews met the inclusion criteria. 
 

 † The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  

Comments:  Per ACOEM Methodology, articles which are scored as low quality are not fully 
abstracted into a table as they do not result in material changes to evidence-
based guidance. 
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Activity Modification and Exercise 
Exercise has been used to treat depressive symptoms [565-638]. 

Exercise 
Recommended. 

Exercise is recommended for the treatment of patients with depressive disorders. 

Strength of Evidence – Recommended, Evidence (C) 
Level of Confidence – Low 
 
Indications: Depressive symptoms sufficient to warrant treatment. Chronic pain 

patients with depressive symptoms (see the Chronic Pain guideline). 
Other first line treatments include CBT, anti-depressants. 

Benefits: Improvement in depressive symptoms, increased physical function 
and overall well-being. One trial reported reduced work lost time with 
aerobic exercise [631]. 

Harms:    Negligible, muscle soreness 
Frequency/Dose/Duration: At least three supervised exercise sessions per week for 16 weeks at 

70%-85% heart rate maximum with a 10 min warm up, 30 minutes at 
proper intensity and 5 min cool down [575, 604]. While a self-directed 
aerobic exercise program may be attempted or even preferable, some 
evidence suggests lack of efficacy with that approach [604, 629]. 
Quality data suggest superiority of aerobic over strengthening exercise 
[571]. There are no quality data suggesting efficacy of flexibility or 
range of motion [615]. 

Indications for Discontinuation: Resolution of depressive symptoms, non-compliance, or unanticipated 
adverse event. 

Rationale: There are many moderate quality studies with nearly all of the higher 
quality studies suggesting efficacy of aerobic exercise and some 
reporting efficacy of resistance training for treatment of depression 
including MDD [567-569, 571, 576-579, 627]. Lack of efficacy of 
aerobic exercise was shown in a trial that also had poor attendance 
with only 34-38% attendance rates [615], and in another with no 
supervised exercise [629]. Efficacy appears better in sustained exercise 
of higher frequency and intensity and shows improvement in mood, 
cognition and relapse rates [571-573, 575]. One trial suggested utility 
of exercise as an adjunct to medication [570]. One trial suggested 
superiority of exercise to medication [575], while another suggested 
equivalency to sertraline [574]. There is one moderate quality study 
suggesting lack of efficacy but it also reported low compliance yet 
superiority of aerobic exercise for reducing lost work time [631]. 
Exercise has been associated with improved symptoms of depression 
over education [567]. Exercise has low adverse effects, is of low to 
moderate cost depending upon whether self-directed, group sessions 
or via a personal trainer, nearly consistently shows efficacy and thus is 
recommended for treatment of depressive disorders. 

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Exercise; depression, depressive 
disorder, major depressive disorder, MDD; controlled clinical trial, 

https://www.mdguidelines.com/acoem/disorders/chronic-pain
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controlled trials, randomized controlled trial, randomized controlled 
trials, random allocation, random*, randomized, randomization, 
randomly; systematic, systematic review, retrospective, prospective 
studies; not pediatric, not review, not adolescents, and not protocol. 
We found and reviewed 625 articles in PubMed, 6924 in Scopus, 1869 
in CINAHL, 329 in Cochrane Library, 17300 in Google Scholar, and 11 
from other sources†. We considered for inclusion 58 from PubMed, 12 
from Scopus, 16 from CINAHL, 0 from Cochrane Library, 2 from Google 
Scholar, and 11 from other sources. Of the 99 articles considered for 
inclusion, 51 randomized trials and 27 systematic reviews met the 
inclusion criteria. 

 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  
 

Comments:  Per ACOEM Methodology, articles which are scored as low quality are not fully 
abstracted into a table as they do not result in material changes to evidence-
based guidance. 
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Yoga 
Recommended. 

Yoga is recommended for the treatment of patients with depressive disorders. 

Strength of Evidence – Recommended, Insufficient Evidence (I) 
Level of Confidence – Low 
 
Indications: Depressive symptoms sufficient to require therapy. Generally should 

have tried and adhered to aerobic exercise program first, as evidence 
of efficacy is stronger for aerobic and then for strengthening exercise. 

Benefits: Improvements in depression symptoms. Increased flexibility, posture, 
and overall well-being. 

Harms:    Negligible, muscle soreness 
Frequency/Dose/Duration: Four one hour sessions of yoga for at least 6 weeks [640] 
Indications for Discontinuation: Lack of depressive symptom improvement or sufficient improvement 

to not warrant further sessions; non-compliance; intolerance. 
Rationale: There are some moderate quality studies, however the body of 

evidence has significant weaknesses and lack of clear evidence of 
efficacy. One trial suggested no differences between a high- and low-
intensity yoga regimen [639]. Two studies suggest yoga improves 
depression scores and perceived stress [640, 642]. Some other studies 
show a lack of efficacy or equivalence to other treatment such as 
mindfulness [637, 641]. Yoga has negligible adverse effects, is low to 
moderate cost (depending on whether self-directed or supervised), is 
of questionable efficacy, and therefore there is a limited 
recommendation for use among those who trialed and adhered to 
aerobic exercise and/or had insufficient benefits and/or have 
particular motivation to comply with yoga.  

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Yoga; depression, depressive 
disorder, major depressive disorder, MDD; controlled clinical trial, 
controlled trials, randomized controlled trial, randomized controlled 
trials, random allocation, random*, randomized, randomization, 
randomly; systematic, systematic review, retrospective, prospective 
studies; not pediatric, not review, not adolescents, and not protocol. 
We found and reviewed 101 articles in PubMed, 78 in Scopus, 96 in 
CINAHL, 4 in Cochrane Library, 1,600 in Google Scholar, and 4 from 
other sources†. We considered for inclusion 15 from PubMed, 0 from 
Scopus, 3 from CINAHL, 0 from Cochrane Library, 3 from Google 
Scholar, and 4 from other sources. Of the 25 articles considered for 
inclusion, 13 randomized trials and 3 systematic reviews met the 
inclusion criteria. 
 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  
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Comments:  Per ACOEM Methodology, articles which are scored as low quality are not fully 

abstracted into a table as they do not result in material changes to evidence-
based guidance. 
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Tai Chi 
Recommended. 

Tai Chi is recommended for the treatment of patients with depressive disorders. 

Strength of Evidence – Recommended, Insufficient Evidence (I) 
Level of Confidence – Low 
 

Indications: Depressive symptoms sufficient to require therapy. Generally should 
have tried and adhered to aerobic exercise program first, as evidence 
of efficacy is stronger for aerobic and then for strengthening exercise. 

Benefits: Improvements in depression symptoms. Increased flexibility, posture, 
and overall well-being. 

Harms:    Negligible, muscle soreness 
Frequency/Dose/Duration:  Two hours per week for 10 weeks [651].  
Indications for Discontinuation: Lack of depression symptom improvement or sufficient improvement 

to not warrant further sessions; non-compliance; intolerance. 
Rationale: There are few moderate quality studies and no clear evidence of an 

independent effect of Tai Chi for treatment of depression. Most 
studies were conducted in an older population, had wait-listed control 
biases, usual care biases, and In many of these studies there is either a 
small sample size, differences in contact time or Tai Chi was used in 
conjunction with another intervention such as a medication [564, 651-
653]. Tai Chi has negligible adverse effects, is low to moderate cost 
(depending on whether self-directed or supervised), is of questionable 
efficacy, and therefore there is a limited recommendation for use 
among those who trialed and adhered to aerobic exercise and/or had 
insufficient benefits and/or have particular motivation to comply with 
Tai Chi. 

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: tai chi, tai ji, tai chi chih, tai chi chuan; 
depression, depressive disorder, major depressive disorder, MDD; 
controlled clinical trial, controlled trials, randomized controlled trial, 
randomized controlled trials, random allocation, random*, 
randomized, randomization, randomly; systematic, systematic review, 
retrospective, prospective studies; not pediatric, not review, not 
adolescents, and not protocol. We found and reviewed 43 articles in 
PubMed, 691 in Scopus, 38 in CINAHL, 2 in Cochrane Library, 946 in 
Google Scholar, and 1 from other sources†. We considered for 
inclusion 5 from PubMed, 5 from Scopus, 0 from CINAHL, 0 from 
Cochrane Library, 0 from Google Scholar, and 1 from other sources. Of 
the 11 articles considered for inclusion, 5 randomized trials and 4 
systematic reviews met the inclusion criteria. 
† The results for databases are sorted by relevancy based on customized search term 
algorithms. Algorithms for each database determine relevancy. The first 100 articles are 
reviewed in each search, and if relevant literature appears in the first 100 articles, we 
review an additional 100 articles. If relevant articles appear in these additional 100 
articles, we then review another 100. We continue this pattern of review until we 
review a batch of 100 articles that contains no relevant literature. When this happens 
then the remaining articles are not reviewed due to a lack of relevancy.  
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Qi Gong 
No Recommendation. 

There is no recommendation for or against the use of Qi Gong in the treatment of patients 
with depressive disorders. 

Strength of Evidence – No Recommendation, Insufficient Evidence (I) 
Level of Confidence – Low 
 
Rationale: There are no quality studies of Qi Gong for treatment of depressive 

symptoms. Qi Gong has few adverse effects, is of low to moderate 
cost and has no quality evidence of efficacy, thus, there is no 
recommendation for use of Qi Gong in the treatment of depression. 

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Qi Gong, Qigong; depression, 
depressive disorder, major depressive disorder, MDD; controlled 
clinical trial, controlled trials, randomized controlled trial, randomized 
controlled trials, random allocation, random*, randomized, 
randomization, randomly; systematic, systematic review, 
retrospective, prospective studies; not pediatric, not review, not 
adolescents, and not protocol. We found and reviewed 3 articles in 
PubMed, 174 in Scopus, 16 in CINAHL, 0 in Cochrane Library, 393 in 
Google Scholar, and 5 from other sources†. We considered for 
inclusion 2 from PubMed, 2 from Scopus, 3 from CINAHL, 0 from 
Cochrane Library, 0 from Google Scholar, and 5 from other sources. Of 
the 12 articles considered for inclusion, 2 randomized trials and 2 
systematic reviews met the inclusion criteria. 
 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  

Comments:  Per ACOEM Methodology, articles which are scored as low quality are not fully 
abstracted into a table as they do not result in material changes to evidence-
based guidance. 

:  
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Weight Loss 
Recommended. 

Weight loss is moderately recommended for the treatment of patients with depressive 
disorders who are overweight/obese. 

Strength of Evidence – Moderately Recommended, Evidence (B) 
Level of Confidence – Moderate 
 
Indications: Depressive symptoms sufficient to warrant treatment while also either 

overweight or obese. Other first line treatments include CBT, and 
SSRIs.  

Benefits: Improvement in depressive symptoms and overall wellbeing as well as 
improved physical function 

Harms:    Negligible 
Frequency/Dose/Duration: 10 weekly individual sessions focused on behavioral depression 

treatment including behavioral weight loss sessions and counseling 
[663]. Best outcomes are if combined with exercise [630]. Program 
may be internet-based [668]. 

Indications for Discontinuation: Lack of depression symptom improvement or sufficient improvement 
to not warrant further sessions; non-compliance; intolerance. 

Rationale: A bi-directional relationship between obesity and depression has been 
observed; depression predicts development of obesity and obesity 
increases risk of depression [661]. There are multiple moderate quality 
studies showing efficacy for weight loss and improved depressive 
symptoms that correlate with weight loss [630, 663-665]. In [630], 
efficacy was achieved with a combination of exercise and weight loss. 
In one study, there was efficacy with an internet delivered approach to 
weight loss [668]. Weight loss that is not invasive has few adverse 
effects, is of low to moderate cost depending upon individual program 
and has quality evidence of efficacy, thus weight loss is recommended 
for the treatment of depression generally as an adjunctive treatment. 

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Weight Loss Programs, Weight 
Reduction Programs, Weight reduction, weight loss; depression, 
depressive disorder, major depressive disorder, MDD; controlled 
clinical trial, controlled trials, randomized controlled trial, randomized 
controlled trials, random allocation, random*, randomized, 
randomization, randomly; systematic, systematic review, 
retrospective, prospective studies; not pediatric, not review, not 
adolescents, and not protocol. We found and reviewed 16 articles in 
PubMed, 2379 in Scopus, 344 in CINAHL, 14 in Cochrane Library, 14 in 
Google Scholar, and 2 from other sources†. We considered for 
inclusion 6 from PubMed, 7 from Scopus, 5 from CINAHL, 0 from 
Cochrane Library, 1 from Google Scholar, and 2 from other sources. Of 
the 21 articles considered for inclusion, 10 randomized trials and 7 
systematic reviews met the inclusion criteria. 

 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine 
relevancy. The first 100 articles are reviewed in each search, and if 
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relevant literature appears in the first 100 articles, we review an 
additional 100 articles. If relevant articles appear in these additional 100 
articles, we then review another 100. We continue this pattern of review 
until we review a batch of 100 articles that contains no relevant literature. 
When this happens then the remaining articles are not reviewed due to a 
lack of relevancy.  

Comments:  Per ACOEM Methodology, articles which are scored as low quality are not fully 
abstracted into a table as they do not result in material changes to evidence-
based guidance. 
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Dieting 
No Recommendation. 

There is no recommendation for or against the use of dieting in the treatment of patients 
with depressive disorders. 

Strength of Evidence – No Recommendation, Insufficient Evidence (I) 
Level of Confidence – Low 
 

Rationale: There are no quality studies regarding dieting to treat depression. Dieting has 
few adverse effects, is typically low cost unless a commercial program is 
implemented, has no quality evidence of efficacy and thus there is no 
recommendation. Please see Weight Loss for discussion of that 
recommendation. 

Evidence: A comprehensive literature search was conducted using PubMed, Scopus, 
CINAHL, Cochrane Library, and Google Scholar without date limits using the 
following terms: Diet, dieting, dietary program, nutrition, nutrition therapy, 
nutritional programs, food; depression, depressive disorder, major depressive 
disorder, MDD; controlled clinical trial, controlled trials, randomized 
controlled trial, randomized controlled trials, random allocation, random*, 
randomized, randomization, randomly; systematic, systematic review, 
retrospective, prospective studies; not pediatric, not review, not adolescents, 
and not protocol. We found and reviewed 828 articles in PubMed, 45,768 in 
Scopus, 164 in CINAHL, 489 in Cochrane Library, 8690 in Google Scholar, and 
63 from other sources†. We considered for inclusion 6 from PubMed, 0 from 
Scopus, 0 from CINAHL, 0 from Cochrane Library, 0 from Google Scholar, and 2 
from other sources. Of the 8 articles considered for inclusion, 4 randomized 
trials and 4 systematic reviews met the inclusion criteria. 

 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  

 
Comments:  Per ACOEM Methodology, articles which are scored as low quality are not fully 

abstracted into a table as they do not result in material changes to evidence-
based guidance. 

: 

https://www.mdguidelines.com/acoem/disorders/workplace-mental-health/depression/treatment-recommendations/education-exercise/weight-loss
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Behavioral and Psychological Interventions 
 
Cognitive behavioral therapy (CBT) has been used extensively to treat depression [542, 544, 
559, 561, 576, 679-745]. It includes a variety of component therapies, including cognitive 
therapy, relaxation therapy, and various types of exposure therapy. However, exposure to CBT 
for depressive disorders that impact the workplace allows for a gradual return to work. In other 
words, the individual gradually increases the hours spent in the workplace until the individual is 
working full-time. It is not the same as exposure treatment, which occurs with either PTSD or 
OCD. A gradual return-to-work (RTW) plan for individuals with psychological conditions who 
have been absent from the workplace was discussed in the Introduction. 
 
CBT has been used to treat depressive disorders, to address the depressive triad of cognitive 
misperceptions about oneself, the world, and the future. These ruminations are called cognitive 
distortions, which frequently increase the severity of a current Major Depressive Disorder 
episode. Specific components of CBT address cognitive distortions to help the individual gain 
perspective and to identify strategies to address issues as they arise. As noted in the 
Introduction module, CBT is typically provided in a short-term manner from 6-12 weeks with 
weekly appointments. However, CBT is provided by many different types of professionals who 
may or may not have training on workplace issues or know how to set RTW goals as part of 
treatment. Frequently, while the depressive disorder symptoms are treated, the workplace 
issues are not. This lack of addressing stay at work (SAW) or RTW is problematic because the 
perceived workplace barriers are not addressed in treatment. This may lead to longer 
workplace absences.  
 
More recently, CBT has been studied as a specific workplace intervention. There are key 
components for CBT that must occur in order to reduce problematic types of thinking and to 
identify more productive ways to respond to perceived negative people, events, and situations.  
 
With traditional CBT, the focus of treatment is on the interaction between thoughts and 
emotions, and how this interaction impacts on the individual’s behaviors. CBT teaches the 
individual to recognize problematic emotions and thoughts in order to distinguish them from 
unproductive, ruminative thoughts. The person learns how to distinguish between types of 
unproductive thinking (e.g., catastrophizing, all-or-none thinking, over-generalization) and 
recognize when ruminative thinking is counterproductive. More specifically, CBT teaches how 
to break the ruminative thought cycle and to devise more effective ways to respond to 
ruminative thoughts and problematic situations. Typically, cognitive restructuring involves 
keeping a thought record to track ruminative automatic thoughts, and to identify more 
adaptive alternative responses. By doing so, the individual’s mood becomes more positive 
because the person can reduce or stop unproductive worrying.  
 
In addition to cognitive restructuring, behavioral activation is an additional active component of 
CBT. Behavioral activation requires the individual to schedule activities, such as exercise and 
social engagements, to help the individual to decrease the social withdrawal associated with 
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depressive disorders. In addition, these scheduled tasks are gradually increased to increase the 
individual’s rewarding experiences. This type of intervention is associated with a gradual 
improvement in mood. Over time, the individual may experience increased motivation from 
improved mood.  
 
As the individual improves, the individual is taught successive approximation. In this CBT 
technique, the individual learns how to break difficult or perceived overwhelming tasks into 
smaller steps so that the person is able to master these smaller steps by utilizing the skills 
needed to achieve the larger task.  
 
More recently, empirical research has examined the impact of CBT for workplace interventions. 
This type of CBT is called work-focused CBT (w-CBT or CBT-w). There are common barriers that 
individuals with Depressive disorders perceive that impede the individual’s return to work. 
These barriers can be divided into distinct categories: individual issues (e.g., personality or 
coping issues, individual perception of the workplace, severe Major Depressive Disorder with 
comorbid health conditions); work (e.g., workplace conflict, lack of support at work, and lack of 
guidance or training at work); and healthcare (e.g., insufficient mental health care and 
insufficient care from occupational physician).  
 
With w-CBT, the individual’s problematic thoughts and feelings are identified. The individual is 
taught cognitive restructuring regarding identified, perceived negative workplace situations, 
such as workplace conflict, as well as the individual’s perceptions of inability to continue to 
work. Cognitive restructuring is helpful in assisting individual’s stay at work or in returning to 
work.  
 
As the individual masters behavioral activation in one’s personal life, the focus then switches to 
address the issue of the individual’s negative perception of work capacity. Once again, the 
individual schedules activities that relate to the workplace, such as learning about workplace 
resources or such as keeping track of the successful completion of daily workplace tasks. These 
tasks are gradually increased so that the individual begins to experience positive experiences 
within the workplace. This change may positively impact on the individual’s perception of the 
workplace and increases motivation at work. 
 
Frequently, employees struggle with large workplace projects or, if the organization has 
experienced downsizing, increased work responsibilities. If the individual struggles with specific 
workplace duties, then the task is broken into smaller steps so that the person identifies what 
actions to take to successfully complete the task.  
 
When a w-CBT component is added to traditional CBT treatment, it is found to be more 
effective in reducing workplace absences, increasing worker workplace positivity, and 
addressing real or perceived workplace problems to help the individual better cope and 
problem-solve at work. Most importantly, these changes remained at 6 months, 1 year, and 2 
years of follow-up. W-CBT specifically engages the individual to identify perceived barriers to 
SAW or RTW. W-CBT does not increase the length that CBT treatment is provided. The 
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treatment timeframe of 6-12 weeks remains the same. Instead, workplace issues are identified 
as part of the initial evaluation. Then, those issues are addressed as treatment goals. In 
addition, the individual is taught effective coping and problem-solving skills to increase 
resiliency in the workplace so that problems are addressed as they occur. Thus, when a work-
focused component is added to CBT, it has been found that the individual returns to work 
sooner than with other types of treatment. The individual learns to utilize workplace resources 
to address workplace conflict to increase workplace positivity.  
 
w-CBT utilizes the same graduated RTW plan for individuals who have been off of work with a 
depressive disorder for more than 3 months. However, there are no permanent restrictions or 
limitations associated with w-CBT. For individuals with a depressive disorder who remain 
working but struggle with various aspects of work, including reduced productivity, w-CBT can 
be provided while the individual continues to work. 
 
Regarding other stakeholders’ perceptions of factors that impede the individual’s ability to stay 
at work or return to work after a workplace leave due to Major Depressive Disorder, there is 
agreement from all stakeholders that personality and coping issues as well as severity of the 
Major Depressive Disorder play a role in negatively impacting on workplace functioning. 
However, workplace supervisors tend to emphasize the need for the employee to obtain 
mental health treatment, but that treating professionals must address the issues that arise in 
the workplace due the employee’s perception of the workplace as well as improving problem-
solving at work in setting RTW goals. Occupational physicians report that safety issues and the 
lack of support in the workplace are the most important treatment issues to address.  
 
Consequently, it is essential for all stakeholders to understand the primary issues that relate to 
presenteeism as well as workplace absences. In this way, the goals of SAW and RTW are better 
supported. 
 
There are identified issues that relate to the individual taking repeated workplace absences 
related to mental health conditions. However, many of those issues are psychosocial issues that 
are subjective in nature. The most common issues that either impede RTW with a Depressive 
disorder or are involved in subsequent workplace leave are: supervisor conflict, negative 
treatment outcome expectation, negative RTW expectation, and negative perception of self-
efficacy regarding workplace functioning. Psychosocial issues have been discussed in the 
Introduction module previously. It is important to identify the presence of psychosocial issues 
since they are the primary factors that impact on SAW and RTW. These are the issues to 
address within w-CBT. While psychosocial issues are not psychological conditions, they are the 
concerns that are consistently found to interfere with treatment outcome and returning to 
work.  
 
Some individuals who have been diagnosed with a Depressive disorder and may also have a 
comorbid physical condition. Comorbid Depressive disorders and physical condition can, at 
times, result in more frequent workplace absences, particularly if the physical condition causes 
significant impairment in physical functioning. When an individual with a Depressive disorder 
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has a serious comorbid physical condition, the individual can be taught CBT strategies to cope 
with working and having a serious physical condition. However, there may be instances, where 
significant physical impairment in functioning exists, such as when a person is receiving 
chemotherapy or has a terminal illness. The Depressive disorder can still be addressed, but the 
individual may need to take workplace leave to address the lack of physical tolerance and 
capacity.  
 
Computer-assisted cognitive behavioral therapy has been studied [557, 559, 731, 735, 737, 746-
796].  

Cognitive Behavioral Therapy 
Moderately Recommended. 

The use of cognitive behavioral therapy is moderately recommended for the treatment of 
patients with depressive disorders.  

Strength of Evidence – Moderately Recommended, Evidence (B) 
Level of Confidence – High 

CBT: Computer-Assisted Cognitive Therapy 

The use of computer-assisted cognitive therapy is moderately recommended for the 
treatment of patients with depressive disorders.  

Strength of Evidence – Moderately Recommended, Evidence (B) 
Level of Confidence – Moderate 

CBT: Acceptance and Commitment Therapy or Interpersonal Therapy 

The use of acceptance and commitment therapy or interpersonal therapy is moderately 
recommended for the treatment of patients with depressive disorders.  

Strength of Evidence – Moderately Recommended, Evidence (B) 
Level of Confidence – Moderate 

 

CBT: Combined Use with an Antidepressant  

The combined use of CBT and an anti-depressant is moderately recommended for the 
treatment of patients with depressive disorders.  

Strength of Evidence – Moderately Recommended, Evidence (B) 
Level of Confidence – Moderate 

 
Indications: Depressive disorder sufficient to require treatment. CBT may be first 

line treatment and is often used in addition to antidepressants. For 
severe depressive disorders, is generally used as adjunctive, rather 
than as a stand-alone treatment. There is moderate quality evidence 
supporting the efficacy of a combination of CBT and an anti-
depressant [696, 727]. 
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Benefits: Improvement in depressive symptoms, and one study suggests 
possible suicide prevention when combined with imipramine [687]. 

Harms:    Infrequent and negligible.  
Frequency/Dose/Duration: Variable regimens have been used. One 45-50 min psychotherapy 

session and one 1.5-hour mindfulness-skills training group every week 
for 16- 18 weeks [685, 708], but studies show continuation with CBT 
yields best results suggesting ongoing intervention is required to 
maintain gains [766]. 

Indications for Discontinuation: Symptom resolution, non-compliance, lack of efficacy or adverse 
effects. 

Rationale: There are many types of CBT and many moderate quality studies 
suggesting efficacy of CBT for depressive disorders. However, quality 
evidence for any specific CBT type is variable, ranging from good to 
insufficient. CBT components with quality evidence allowing evidence-
based guidance include Computer-Assisted Cognitive Therapy, 
Interpersonal Therapy & Acceptance and Commitment Therapy. 
Multiple moderate quality studies show efficacy of CBT compared to 
usual care [544, 699, 703, 708]. However, patient commitment to 
various CBT programs is necessary for success when treating 
depression and often the studies have high attrition rates. Some 
studies suggest that CBT reduces or prevents depressive relapse [542, 
692]. There is a suggestion that individuals with high coping and self-
efficacy skills respond better to CBT than others [707]. In one study, 
the combination of IPT and imipramine were associated with less 
suicidal ideation [687]. CBT has low adverse effects, is of moderate 
cost depending upon treatment type and duration, has evidence of 
efficacy for the treatment of mild to moderate depression, and thus, 
CBT is recommended, suggesting ongoing intervention is required to 
maintain gains.  

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: acceptance and commitment therapy; 
depression, depressive disorder, major depressive disorder, MDD; 
controlled clinical trial, controlled trials, randomized controlled trial, 
randomized controlled trials, random allocation, random*, 
randomized, randomization, randomly; systematic, systematic review, 
retrospective, prospective studies; not pediatric, not review, not 
adolescents, and not protocol. We found and reviewed 31 articles in 
PubMed, 210 in Scopus, 37 in CINAHL, 2 in Cochrane Library, 15,900 in 
Google Scholar, and 6 from other sources†. We considered for 
inclusion 8 from PubMed, 0 from Scopus, 0 from CINAHL, 0 from 
Cochrane Library, 0 from Google Scholar, and 6 from other sources. Of 
the 14 articles considered for inclusion, 11 randomized trials and 2 
systematic reviews met the inclusion criteria. 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Interpersonal Therapy, interpersonal 
psychotherapy, IPT; depression, depressive disorder, major depressive 
disorder, MDD; controlled clinical trial, controlled trials, randomized 
controlled trial, randomized controlled trials, random allocation, 
random*, randomized, randomization, randomly; systematic, 
systematic review, retrospective, prospective studies; not pediatric, 
not review, not adolescents, and not protocol. We found and reviewed 
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688 articles in PubMed, 8577 in Scopus, 247 in CINAHL, 438 in 
Cochrane Library, 2770 in Google Scholar, and 82 from other sources†. 
We considered for inclusion 29 from PubMed, 9 from Scopus, 2 from 
CINAHL, 0 from Cochrane Library, 1 from Google Scholar, and 7 from 
other sources. Of the 48 articles considered for inclusion, 24 
randomized trials and 24 systematic reviews met the inclusion criteria.  
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Cognitive Therapy, Cognitive 
Behavioral Therapy; depression, depressive disorder, major depressive 
disorder, MDD; controlled clinical trial, controlled trials, randomized 
controlled trial, randomized controlled trials, random allocation, 
random*, randomized, randomization, randomly; systematic, 
systematic review, retrospective, prospective studies; not pediatric, 
not review, not adolescents, and not protocol. We found and reviewed 
2565 articles in PubMed, 13,469 in Scopus, 933 in CINAHL, 1440 in 
Cochrane Library, 14,100 in Google Scholar, and 35 from other 
sources†. We considered for inclusion 31 from PubMed, 6 from 
Scopus, 6 from CINAHL, 7 from Cochrane Library, 0 from Google 
Scholar, and 35 from other sources. Of the 85 articles considered for 
inclusion, 57 randomized trials and 18 systematic reviews met the 
inclusion criteria. 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: computer cognitive therapy, internet 
cognitive therapy, computer cognitive behavior therapy, internet 
cognitive behavior therapy; depression, depressive disorder, major 
depressive disorder, MDD; controlled clinical trial, controlled trials, 
randomized controlled trial, randomized controlled trials, random 
allocation, random*, randomized, randomization, randomly; 
systematic, systematic review, retrospective, prospective studies; not 
pediatric, not review, not adolescents, and not protocol. We found 
and reviewed 267 articles in PubMed, 384 in Scopus, 325 in CINAHL, 
16 in Cochrane Library, 4,270 in Google Scholar, and 10 from other 
sources†. We considered for inclusion 58 from PubMed, 0 from 
Scopus, 0 from CINAHL, 0 from Cochrane Library, 0 from Google 
Scholar, and 10 from other sources. Of the 68 articles considered for 
inclusion, 56 randomized trials and 11 systematic reviews met the 
inclusion criteria. 
 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  
 

Comments:  Per ACOEM Methodology, articles which are scored as low quality are not fully 
abstracted into a table as they do not result in material changes to evidence-
based guidance. 
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Bibliotherapy/Cognitive Bibliotherapy 
Recommended. 

The use of bibliotherapy/cognitive bibliotherapy is recommended for the treatment of 
patients with depressive disorders.  

Strength of Evidence – Recommended, Insufficient Evidence (I) 
Level of Confidence – Low 

 
Indications: Depressive disorder sufficient to require treatment. CBT may be first 

line treatment and is often used in addition to antidepressants. For 
severe depressive disorders, is generally used as adjunctive, rather 
than as a stand-alone treatment. There is moderate quality evidence 
supporting the efficacy of a combination of CBT and an anti-
depressant [696, 727].  

Benefits: Improvement in depressive symptoms, and one study suggests 
possible suicide prevention when combined with imipramine [687]. 

Harms:    Infrequent and negligible.  
Frequency/Dose/Duration: Variable regimens have been used. One 45-50 min psychotherapy 

session and one 1.5-hour mindfulness-skills training group every week 
for 16-18 weeks [685, 708], but studies show continuation with CBT 
yields best results suggesting ongoing intervention is required to 
maintain gains [766]. 

Indications for Discontinuation: Symptom resolution, non-compliance, lack of efficacy or adverse 
effects. 

Rationale: There are many types of CBT and many moderate quality studies 
suggesting efficacy of CBT for depressive disorders. However, quality 
evidence for any specific CBT type is variable, ranging from good to 
insufficient. CBT components with quality evidence allowing evidence-
based guidance include Computer-Assisted Cognitive Therapy, 
Cognitive Bibliotherapy, Interpersonal Therapy, and Acceptance and 
Commitment Therapy. Multiple moderate quality studies show 
efficacy of CBT compared to usual care [544, 699, 703, 708]. However, 
patient commitment to various CBT programs is necessary for success 
when treating depression and often the studies have high attrition 
rates. Some studies suggest that CBT reduces or prevents depressive 
relapse [542, 692]. There is a suggestion that individuals with high 
coping and self-efficacy skills respond better to CBT than others [707]. 
In one study, the combination of IPT and imipramine were associated 
with less suicidal ideation [687]. CBT has low adverse effects, is of 
moderate cost depending upon treatment type and duration, has 
evidence of efficacy for the treatment of mild to moderate depression, 
and thus, CBT is recommended, suggesting ongoing intervention is 
required to maintain gains.  

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: bibliotherapy, therapeutic 
storytelling; depression, depressive disorder, major depressive 
disorder, MDD; controlled clinical trial, controlled trials, randomized 
controlled trial, randomized controlled trials, random allocation, 
random*, randomized, randomization, randomly; systematic, 
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systematic review, retrospective, prospective studies; not pediatric, 
not review, not adolescents, and not protocol. We found and reviewed 
47 articles in PubMed, 508 in Scopus, 22 in CINAHL, 40 in Cochrane 
Library, 3,500 in Google Scholar, and 137 from other sources†. We 
considered for inclusion 6 from PubMed, 2 from Scopus, 4 from 
CINAHL, 0 from Cochrane Library, 0 from Google Scholar, and 5 from 
other sources. Of the 17 articles considered for inclusion, 10 
randomized trials and 5 systematic reviews met the inclusion criteria. 

 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  

Comments:  Per ACOEM Methodology, articles which are scored as low quality are not fully 
abstracted into a table as they do not result in material changes to evidence-
based guidance. 
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Short-term Psychodynamic Psychotherapy  
Moderately Recommended. 

The use of short-term psychodynamic psychotherapy is moderately recommended for the 
treatment of patients with depressive disorders. 

Strength of Evidence – Moderately Recommended, Evidence (B) 
Level of Confidence – Moderate 
 
Indications: Depressive disorder sufficient to require treatment. Short-term 

psychodynamic psychotherapy may be first line treatment and is often 
used in addition to antidepressants. For severe depressive disorders, is 
generally used as adjunctive to medications [862] rather than as a 
stand-alone treatment.  

Benefits: Improvement in depressive symptoms, and one study suggested 
reduced depression recurrence over 4 years [860]. 

Harms:    Negligible.  
Frequency/Dose/Duration: May be in-person sessions or internet based [861]. Begin at 8 sessions. 

May need additional prescriptions of additional blocks of 8 sessions 
based on incremental functional gain. Among the quality trials, there 
are highly variable numbers of sessions used, e.g., the highest quality 
trial used 20 sessions, once per week over 5-6 months (confrontation, 
clarification, and interpretation) as did a few other trials [846, 847]. 
Other quality studies also used 8 sessions [851, 854]. Yet others used 
15-30 [856], 16 [852, 854], 40 [855], and the highest being 2-3/wk for 
up to 3 years [848]. Evidence of increase efficacy with increased 
numbers of appointments is poor with some evidence suggesting 
better efficacy with 8 appointments [854, 863], suggesting a need to 
treat for short term and determine whether additional treatments is 
warranted. 

Indications for Discontinuation: Symptom resolution, non-compliance, lack of efficacy or adverse 
effects. 

Rationale: There are multiple moderate quality trials suggesting efficacy that 
include various durations of short-term psychodynamic psychotherapy 
[690, 705, 846, 848, 852-856, 860-864]. Equivalency to fluoxetine has 
been suggested [864]. Short-term psychodynamic psychotherapy has 
low adverse effects, is low to moderate to high cost depending upon 
numbers of treatments and treatment duration, has quality evidence 
of efficacy, and thus is recommended. 

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Insight Oriented Therapies, 
Psychodynamic Psychotherapy; depression, depressive disorder, major 
depressive disorder, MDD; controlled clinical trial, controlled trials, 
randomized controlled trial, randomized controlled trials, random 
allocation, random*, randomized, randomization, randomly; 
systematic, systematic review, retrospective, prospective studies; not 
pediatric, not review, not adolescents, and not protocol. We found 
and reviewed 38 articles in PubMed, 478 in Scopus, 59 in CINAHL, 24 
in Cochrane Library, 856 in Google Scholar, and 17 from other 
sources†. We considered for inclusion 10 from PubMed, 16 from 
Scopus, 5 from CINAHL, 0 from Cochrane Library, 0 from Google 
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Scholar, and 17 from other sources. Of the 48 articles considered for 
inclusion, 33 randomized trials and 8 systematic reviews met the 
inclusion criteria.  

 
 † The results for databases are sorted by relevancy based on customized 

search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  

Comments:  Per ACOEM Methodology, articles which are scored as low quality are not fully 
abstracted into a table as they do not result in material changes to evidence-
based guidance. 
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Problem-Solving Therapy  
No Recommendation. 

There is no recommendation for or against the use of problem-solving therapy in the 
treatment of patients with depressive disorders. 

Strength of Evidence – No Recommendation, Insufficient Evidence (I) 
Level of Confidence – Low 
 
Rationale: There are a few quality trials. The highest quality trial suggested 

equivalency to medication and no synergistic effect [884]. Another 
suggested a 32% reduced incidence of MDD among those with 
subclinical depressive symptoms [563]. Yet, how to actualize this type 
of finding is unclear. Other trials are negative [885, 886, 888]. Thus, 
there is a significant conflict in the literature regarding potential 
efficacy and thus there is no recommendation.  

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Problem solving therapy, problem 
solving; depression, depressive disorder, major depressive disorder, 
MDD; controlled clinical trial, controlled trials, randomized controlled 
trial, randomized controlled trials, random allocation, random*, 
randomized, randomization, randomly; systematic, systematic review, 
retrospective, prospective studies; not pediatric, not review, not 
adolescents, and not protocol. We found and reviewed 354 articles in 
PubMed, 1387 in Scopus, 316 in CINAHL, 169 in Cochrane Library, 
15200 in Google Scholar, and 5 from other sources.† We considered 
for inclusion 26 from PubMed, 3 from Scopus, 8 from CINAHL, 0 from 
Cochrane Library, 0 from Google Scholar, and 5 from other sources. Of 
the 42 articles considered for inclusion, 15 randomized trials and 27 
systematic reviews met the inclusion criteria. 

 
 † The results for databases are sorted by relevancy based on customized 

search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.   

Comments:  Per ACOEM Methodology, articles which are scored as low quality are not fully 
abstracted into a table as they do not result in material changes to evidence-
based guidance. 
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Peer Support 
No Recommendation. 

There is no recommendation for or against the use of peer support in the treatment of 
patients with depressive disorders. 

Strength of Evidence – No Recommendation, Insufficient Evidence (I) 
Level of Confidence – Low 
 

Rationale: There are few moderate-quality studies and all have significant 
weaknesses. All are affected by either wait-listed control bias [550, 
898, 900] or usual care bias [902]. Outcomes despite these biases in 
favor of finding differences are modest. Thus, there is no 
recommendation. 

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Peer Support, Social Support, Peer 
Counseling; depression, depressive disorder, major depressive 
disorder, MDD; controlled clinical trial, controlled trials, randomized 
controlled trial, randomized controlled trials, random allocation, 
random*, randomized, randomization, randomly; systematic, 
systematic review, retrospective, prospective studies; not pediatric, 
not review, not adolescents, and not protocol. We found and reviewed 
66 articles in PubMed, 1154 in Scopus, 93 in CINAHL, 1 in Cochrane 
Library, 4970 in Google Scholar, and 0 from other sources†. We 
considered for inclusion 16 from PubMed, 0 from Scopus, 0 from 
CINAHL, 0 from Cochrane Library, 2 from Google Scholar, and 0 from 
other sources. Of the 18 articles considered for inclusion, 6 
randomized trials and 12 systematic reviews met the inclusion criteria.  

 
 † The results for databases are sorted by relevancy based on customized 

search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  

Comments:  Per ACOEM Methodology, articles which are scored as low quality are not fully 
abstracted into a table as they do not result in material changes to evidence-
based guidance. 
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Psychosocial Adjunctive Methods 
No Recommendation. 

There is no recommendation for or against the use of psychosocial adjunctive methods in the 
treatment of patients with depressive disorders. 

Strength of Evidence – No Recommendation, Insufficient Evidence (I) 
Level of Confidence – Low 
 

Rationale: There are no quality studies of psychosocial adjunctive methods for 
treatment of depressive disorders and thus there is no 
recommendation. 

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Psychosocial Adjunctive Methods, 
Psychosocial Support Systems; depression, depressive disorder, major 
depressive disorder, MDD; controlled clinical trial, controlled trials, 
randomized controlled trial, randomized controlled trials, random 
allocation, random*, randomized, randomization, randomly; 
systematic, systematic review, retrospective, prospective studies; not 
pediatric, not review, not adolescents, and not protocol. We found 
and reviewed 9 articles in PubMed, 20 in Scopus, 0 in CINAHL, 8533 in 
Cochrane Library, 1400 in Google Scholar, and 0 from other sources†. 
We considered for inclusion 0 from PubMed, 2 from Scopus, 0 from 
CINAHL, 1 from Cochrane Library, 0 from Google Scholar, and 1 from 
other sources. Of the 4 articles considered for inclusion, 0 randomized 
trials and 4 systematic reviews met the inclusion criteria. 

 
 † The results for databases are sorted by relevancy based on customized 

search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  
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Suicide prevention encompasses many modes. Treatments for suicide prevention can include 
cognitive therapy [903], suicide prevention training programs [904, 905], electroconvulsive 
therapy [906, 907], antidepressants such as lithium [908-910], vitamins [911], intervention 
programs such as visiting therapists and discussing suicide prevention strategies [912, 913], 
medical and educational care from home health organizations [914-917], etc. Multiple 
randomized controlled trials have attempted to evaluate suicidal behaviors and prevention 
among those with depressive disorders [903, 911, 913, 916, 918]. 

Suicide Prevention 
Recommended. 

Suicide prevention is recommended for the treatment of patients with depressive disorders. 

Strength of Evidence – Recommended, Insufficient Evidence (I) 
Level of Confidence – Low 
 
Indications: MDD, particularly if there has been suicidal ideation, suicide 

attempt(s) and/or past suicidality. Threshold for implementation 
among those with mild depressive symptoms should be low, 
particularly if suicidal ideation discovered. 

Benefits:    Reduction in suicidality, suicide attempts and potentially suicides. 
Harms:    Negligible 
Frequency/Dose/Duration:  Three 60- to 90-min sessions on a weekly basis and a 4th session if  

necessary of Attempted Suicide Short Intervention Program (ASSIP) 
[912].  

Indications for Discontinuation: Sufficient resolution of depressive symptoms and/or suicide risk, 
completion of course, non-compliance. 

Rationale: Most quality trials have multiple co-interventions, precluding 
assessment of what is effective for suicide prevention [916, 918, 919]. 
However, some evidence suggests the ability to prevent suicide 
attempts [903, 912]. The cognitive therapy employed by Brown et al. 
[903] reduced suicide attempts 42%. Suicide prevention is an 
important public health goal. It has negligible cost, some evidence of 
efficacy and is thus recommended. 

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Suicide prevention; depression, 
depressive disorder, major depressive disorder, MDD; controlled 
clinical trial, controlled trials, randomized controlled trial, randomized 
controlled trials, random allocation, random*, randomized, 
randomization, randomly; systematic, systematic review, 
retrospective, prospective studies; not pediatric, not review, not 
adolescents, and not protocol. We found and reviewed 384 articles in 
PubMed, 3702 in Scopus, 251 in CINAHL, 8 in Cochrane Library, 7690 
in Google Scholar, and 1 from other sources. † We considered for 
inclusion 13 from PubMed, 11 from Scopus, 11 from CINAHL, 0 from 
Cochrane Library, 0 from Google Scholar, and 1 from other sources. Of 
the 36 articles considered for inclusion, 14 randomized trials and 11 
systematic reviews met the inclusion criteria. 
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 † The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  

Comments:  Per ACOEM Methodology, articles which are scored as low quality are not fully 
abstracted into a table as they do not result in material changes to evidence-
based guidance. 
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Mind-Body Interventions 
No Recommendation. 

There is no recommendation for or against the use of mind-body interventions in the 
treatment of patients with depressive disorders. 

Strength of Evidence – No Recommendation, Insufficient Evidence (I)  
Level of Confidence – Low 
 

Rationale: There are few quality studies of mind/body interventions, with all 
quality studies having significant weaknesses (e.g., usual care biases 
and small sample sizes), the larger study suggested a lack of benefit 
and thus, the literature shows no clear evidence of efficacy [924, 925]. 
Therefore, there is no recommendation.  

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Mind-body therapies, mind body 
therapy, mind body techniques, mind body intervention, mind body 
interventions, mind-body intervention; depression, depressive 
disorder, major depressive disorder, MDD; controlled clinical trial, 
controlled trials, randomized controlled trial, randomized controlled 
trials, random allocation, random*, randomized, randomization, 
randomly; systematic, systematic review, retrospective, prospective 
studies; not pediatric, not review, not adolescents, and not protocol. 
We found and reviewed 522 articles in PubMed, 220 in Scopus, 56 in 
CINAHL, 461 in Cochrane Library, 70 in Google Scholar, and 0 from 
other sources. We considered for inclusion 9 from PubMed, 0 from 
Scopus, 0 from CINAHL, 0 from Cochrane Library, 0 from Google 
Scholar, and 0 from other sources. Of the 9 articles considered for 
inclusion, 8 randomized trials and 1 systematic review met the 
inclusion criteria. 

 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  

Comments:  Per ACOEM Methodology, articles which are scored as low quality are not fully 
abstracted into a table as they do not result in material changes to evidence-
based guidance. 
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Mindfulness Therapy 
Recommended. 

Mindfulness therapy is recommended for the treatment of patients with depressive 
disorders. 

Strength of Evidence – Recommended, Insufficient Evidence (I) 
Level of Confidence – Low 
 
Indications:   Individuals with depressive symptoms 
Benefits:    Improvement in depression symptoms. 
Harms:    Negligible 
Frequency/Dose/Duration: Weekly 2.5-hour sessions of Mindfulness therapy 
Indications for Discontinuation: Symptom resolution or lack of efficacy 
Rationale: There are multiple moderate quality studies of mind/body 

interventions that suggest efficacy, although many trials had 
numerous co-interventions. One study showed improvement in PTSD 
symptoms in combat veterans using Mind/Body Interventions over 
Present Centered Group Therapy [965]. Another study suggested 
improvement in PTSD symptoms and sleep quality but no 
improvement in depressive symptoms or overall quality of life [966], 
and in Oman 2013, self-efficacy improved. However, one study found 
lack of efficacy [967] but the other quality studies show improvement 
in PTSD symptoms. Mind/Body Interventions have low adverse effects, 
are moderately costly depending upon treatment duration, have some 
evidence of efficacy and thus are recommended for PTSD. There is no 
recommendation for art therapy, music therapy, spiritual based 
interventions, as there is no quality evidence of efficacy. 

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Mindfulness, mindfulness therapy; 
depression, depressive disorder, major depressive disorder, MDD; 
controlled clinical trial, controlled trials, randomized controlled trial, 
randomized controlled trials, random allocation, random*, 
randomized, randomization, randomly; systematic, systematic review, 
retrospective, prospective studies; not pediatric, not review, not 
adolescents, and not protocol. We found and reviewed 149 articles in 
PubMed, 2196 in Scopus, 219 in CINAHL, 8 in Cochrane Library, 2340 
in Google Scholar, and 7 from other sources. † We considered for 
inclusion 11 from PubMed, 14 from Scopus, 15 from CINAHL, 1 from 
Cochrane Library, 3 from Google Scholar, and 7 from other sources. Of 
the 51 articles considered for inclusion, 26 randomized trials and 25 
systematic reviews met the inclusion criteria. 

 
 † The results for databases are sorted by relevancy based on customized 

search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  
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Comments:  Per ACOEM Methodology, articles which are scored as low quality are not fully 
abstracted into a table as they do not result in material changes to evidence-
based guidance. 
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Disease Management Programs 
No Recommendation. 

There is no recommendation for or against the use of disease management programs for the 
treatment of patients with depressive disorders. 

Strength of Evidence – No Recommendation, Insufficient Evidence (I) 
Level of Confidence – Low 
 

Rationale: Nearly all trials have either usual care biases [539, 545, 972, 973, 975-
980, 982, 983, 985, 986, 988, 1004] or wait-listed control biases [981, 
984]. The only exception was one trial which reported no significant 
efficacy [974]. Specific disease management programs thus carry no 
recommendation; however, the principles of providing the best care 
for the patient do naturally apply. 

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: disease management, disease 
management program; depression, depressive disorder, major 
depressive disorder, MDD; controlled clinical trial, controlled trials, 
randomized controlled trial, randomized controlled trials, random 
allocation, random*, randomized, randomization, randomly; 
systematic, systematic review, retrospective, prospective studies; not 
pediatric, not review, not adolescents, and not protocol. We found 
and reviewed 1,123 articles in PubMed, 9,878 in Scopus, 126 in 
CINAHL, 364 in Cochrane Library, 786 in Google Scholar, and 5 from 
other sources†. We considered for inclusion 38 from PubMed, 0 from 
Scopus, 0 from CINAHL, 0 from Cochrane Library, 0 from Google 
Scholar, and 5 from other sources. Of the 43 articles considered for 
inclusion, 38 randomized trials and 5 systematic reviews met the 
inclusion criteria. 

 
 † The results for databases are sorted by relevancy based on customized 

search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  

Comments:  Per ACOEM Methodology, articles which are scored as low quality are not fully 
abstracted into a table as they do not result in material changes to evidence-
based guidance. 
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Emotional Freedom Therapy 
No Recommendation. 

There is no recommendation for or against the use of emotional freedom therapy in the 
treatment of patients with depressive disorders. 

Strength of Evidence – No Recommendation, Insufficient Evidence (I) 
Level of Confidence – Low 
 

Rationale: There is only one small trial [689] of 17 subjects; thus, there is no 
recommendation for emotional freedom techniques.  

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Emotional Freedom Techniques; 
depression, depressive disorder, major depressive disorder, MDD; 
controlled clinical trial, controlled trials, randomized controlled trial, 
randomized controlled trials, random allocation, random*, 
randomized, randomization, randomly; systematic, systematic review, 
retrospective, prospective studies; not pediatric, not review, not 
adolescents, and not protocol. We found and reviewed 17 articles in 
PubMed, 38 in Scopus, 12 in CINAHL, 2 in Cochrane Library, 4410 in 
Google Scholar, and 0 from other sources†. We considered for 
inclusion 2 from PubMed, 1 from Scopus, 0 from CINAHL, 0 from 
Cochrane Library, 0 from Google Scholar, and 0 from other sources. Of 
the 3 articles considered for inclusion, 2 randomized trials and 1 
systematic review met the inclusion criteria. 

 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  
 

Comments:  Per ACOEM Methodology, articles which are scored as low quality are not fully 
abstracted into a table as they do not result in material changes to evidence-
based guidance. 

:
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Social Media and Computer Use 
Excessive social media use has been associated with depressive symptoms [1007]. Excessive 
computer use has also been associated with obesity and physical inactivity, both of which have 
been associated with depressive symptoms [1007-1011]. In a study of 442 young adults, 
overuse or “pathological” use of social networking sites was associated with negative outcomes 
as mediated by self-regulation, jealousy, social comparison, aggression and depression [1007]. 
Another study of 1,787 young adults (ages 19-32 years) found an approximately 3-fold risk of 
depression among the highest quartile of social media users [1008]. Another study of 1,749 
young adults found problematic social media use was associated with a 9% increased risk of 
depression [1011]. In a one-year longitudinal study of the effects of social networking sites 
(SNS), “social capital” was associated such that low social capital groups had worse outcomes, 
including increased depression [1009]. In a systematic review, online social networking was 
noted to be complex and may have both positive and negative impacts on well-being [1010].  
 
There are no quality randomized controlled trials involving reductions or alterations in social 
media use and measures of depression. Addressing excessive or problematic social media use 
may be warranted for patients with depressive symptoms.  
 

Medications 
There are many classes of anti-depressant medications used to treat depressive disorders. 
These include atypical anti-depressants, monoamine oxidase inhibitors, selective serotonin 
reuptake inhibitors (SSRIs), selective serotonin and norepinephrine reuptake inhibitors (SNRIs), 
and tricyclic antidepressants (TCAs).  

Antidepressants 
Moderately Recommended. 

Antidepressants are moderately recommended for the treatment of patients with depressive 
disorders. 

Strength of Evidence – Moderately Recommended, Evidence (B) 
Level of Confidence – High 
 
Indications: Depressive disorder sufficient to require medication. May be 

prescribed in conjunction with other treatments, especially CBT which 
in many trials has comparable efficacy [728, 732, 733], psychotherapy 
[850, 864] and exercise. Selection of an anti-depressant is typically 
dependent on several factors, including concomitant symptoms to 
potentially address simultaneously (e.g., sleep disturbance), 
anticipated potential for adverse effects, prior adverse effects, co-
morbid psychiatric morbidity (e.g., anxiety), other medical disorders, 
and cost [1012, 1013]. Another option is to query the family history 
and information regarding what medication relatives have found most 
useful in the treatment of depression. 
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Benefits: Improvements in depressive symptoms, improved function, potential 
to reduce suicide risk, and improvements in other symptoms 
accompanying depression. 

Harms:  SSRIs (including citalopram, escitalopram, fluoxetine, fluvoxamine, 
paroxetine, sertraline, etc.): Common adverse effects observed for the 
use of selective serotonin reuptake inhibitors can include sleep 
disturbances, nausea, diarrhea, headache, dizziness, fatigue, sexual 
dysfunction. Some patients experience weight gain, increased risk of 
non-vertebral fractures or bleeding. Abrupt discontinuation of SSRIs 
can cause anxiety, mood destabilization, insomnia, dizziness, nausea, 
vomiting, or even electric-shock sensations [1014]. 

 
Citalopram: Restlessness and sleep disturbances, vivid dreams, 
diarrhea, headache, dizziness, fatigue, sexual dysfunction, weight gain, 
hyponatremia, possible increased risk of nonvertebral fractures, 
bleeding. Symptoms of abrupt discontinuation include: nervousness, 
anxiety, irritability, electric-shock sensations, bouts of tearfulness or 
crying, dizziness, lightheadedness, insomnia, confusion, trouble 
concentrating, nausea, vomiting, pregnancy risk class C [1014]. 

 
 Escitalopram: Restlessness and sleep disturbances, vivid dreams, 

diarrhea, headache, dizziness, fatigue, sexual dysfunction, weight gain, 
hyponatremia, possible increased risk of nonvertebral fractures, 
bleeding. Symptoms of abrupt discontinuation include: nervousness, 
anxiety, irritability, electric-shock sensations, bouts of tearfulness or 
crying, dizziness, lightheadedness, insomnia, confusion, trouble 
concentrating, nausea, vomiting, pregnancy risk class C [1014]. 

  
Fluoxetine: More serious adverse effects include: worsening of 
depression, serious allergic reactions, irregular heartbeats, 
hyponatremia, bleeding, suicidal ideation as well as mania in patients 
with bipolar disorder. Common minor adverse effects include: 
sleepiness, nervousness, insomnia, dizziness, nausea, tremor, skin 
rash, constipation, upset stomach, loss of appetite, headache, dry 
mouth, diaphoresis and weight loss. Abrupt termination of Fluoxetine 
may cause adverse gastrointestinal effects including cramping, nausea, 
vomiting, diarrhea as well as flu-like symptoms, loss of appetite, 
lightheadedness, fatigue, headache, dizziness, insomnia, sexual 
dysfunction and weight gain. Pregnancy risk class C.   

 
 Fluvoxamine: Nausea, vomiting, drowsiness, dizziness, loss of appetite, 

trouble sleeping, weakness, and sweating may occur. The least 
common or rare side effects include: easily bruising, shaking, sexual 
problems, fainting, black stool, seizures, eye or vision problems, 
serotonin syndrome, increased heartrate, hallucinations, prolonged 
erections, or allergic reactions [1015].  
  
Paroxetine: More serious adverse effects include: worsening of 
depression, serious allergic reactions, irregular heartbeats, 
hyponatremia, bleeding, suicidal ideation as well as mania in bipolar 
patients. Common minor adverse effects include: sleepiness, 
nervousness, insomnia, dizziness, nausea, tremor, skin rash, 
constipation, upset stomach, loss of appetite, headache, dry mouth, 
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diaphoresis and weight loss. Abrupt termination of Paroxetine may 
cause adverse gastrointestinal effects including cramping, nausea, 
vomiting, diarrhea as well as flu-like symptoms, loss of appetite, 
lightheadedness, fatigue, headache, dizziness, insomnia, sexual 
dysfunction and weight gain. Compared to other SSRIs, Paroxetine has 
a higher incidence of severe withdrawal symptoms due to a shorter 
relative half-life. Pregnancy risk class D. 
 

 Sertraline: Worsening depression, allergic reactions, irregular 
heartbeat, hyponatremia, bleeding, suicidal ideation as well as mania 
in bipolar patients. Common minor adverse effects include: sleepiness, 
nervousness, insomnia, dizziness, nausea, tremor, skin rash, 
constipation, upset stomach, loss of appetite, headache, dry mouth, 
diaphoresis and weight loss. Abrupt termination of Sertraline may 
cause adverse gastrointestinal effects including cramping, nausea, 
vomiting, diarrhea as well as flu-like symptoms, loss of appetite, 
lightheadedness, fatigue, headache, dizziness, insomnia and memory 
loss. 

 
 SNRIs (including duloxetine, desvenlafaxine, milnacipran, reboxetine, 

venlafaxine, etc.): Common adverse effect is a dose-dependent 
increase in blood pressure [1014].  

 
Duloxetine: SNRIs can cause a dose-dependent increase in blood 
pressure [1014]. 

 
 Venlafaxine: Increased sweating, tachycardia, and urinary retention, 

nausea, vomiting, increased blood pressure. Symptoms of abrupt 
discontinuation are common especially due to short half-life and 
include: withdrawal symptoms increase in blood pressure, False-
positive urine immunoassay screening tests for phencyclidine (PCP) 
and amphetamine, prolonged QT interval. Pregnancy risk category C 
[1016]. 

 
TCAs (including amoxapine, amineptine, amitriptyline, clomipramine, 
desipramine, dothiepin, doxepin, imipramine, maprotiline, mianserin, 
nortriptyline, protriptyline, etc.): Tricyclic antidepressants most 
commonly cause anticholinergic effects, orthostatic hypotension, 
weight gain, sedation, and sexual dysfunction. Less common adverse 
effects include problems with cardiac conduction [1014, 1017]. 
Tricyclic antidepressants during pregnancy have reported jitteriness 
and convulsions in newborns [1014]. Some TCAs have been associated 
with somnolence [1018]. 

  
Amitriptyline: sedation, dry mouth, and weight gain [1017, 1019]. In 
addition, it can cause orthostatic hypotension, sexual dysfunction, and 
anticholinergic effects such as urinary retention, constipation, blurred 
vision, and confusion [1017]. 
 

  Clomipramine: Dizziness, drowsiness, dry mouth, constipation, 
stomach upset, nausea, vomiting, changes in appetite/weight, 
flushing, sweating, tiredness and blurred vision may occur. Less 
common or rare side effects include allergic reaction, serotonin 
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syndrome/toxicity, increased heartrate, changes in vision, muscle 
twitching, mental/mood changes, fever, sexual problems, 
numbness/tingling, shakiness, trouble urinating or dark urine, easy 
bruising, stomach pain, painful breasts or menstrual periods, or 
muscle stiffness [1020]. 

 
  Desipramine: Headache, nausea, dizziness, drowsiness, nervousness, 

trouble sleeping, blurred vision, increased appetite, weight gain, 
constipation and dry mouth may occur. Less common or rare side 
effects include: mental/mood changes, painful breasts, or menstrual 
periods, ringing in the ears, sexual problems, shakiness (tremors) 
numbness/tingling, trouble urinating, easily bruising, signs of 
infections, stomach pain, dark urine, chest pain, seizures, fainting, 
slurred speech, weakness on one side, or changes in vision [1021]. 

 
Dothiepin: Drowsiness, dizziness, blurred vision, constipation, nausea, 
vomiting, sweating, dry mouth, problems with urination, tremors, 
speech problems, sensitivity of skin to sunlight, sexual problems, 
increased appetite or weight gain, changes in blood sugar, mental 
changes, irregular heartrate, or convulsions [1022]. 
 
Imipramine: Serious adverse effects include: severe allergic reaction, 
worsening of depression, irregular heartbeat, difficulties breathing or 
swallowing, sever rash, fever, sore throat or other signs of infections, 
muscle spasms, uncontrollable shaking, difficulties in walking, speech 
disturbances and jaundice, Other less severe adverse effects include: 
dry mouth, blurred vision, headache, drowsiness, dizziness, 
constipation, nausea and vomiting, loss of appetite, diarrhea, stomach 
cramps, weight gain or weight loss and increased sweating  

 
Maprotiline: Drowsiness, dizziness, dry mouth, blurred vision, 
constipation, or trouble urinating may occur. Less common or rare 
side effects include: heartburn, mental changes, shaking, stomach 
pain, severe dizziness, irregular heartbeat, fainting, seizures, eye or 
vision problems, or allergic reaction [1023]. 

 
  Mianserin: Drowsiness [1024-1026]. Rare side effects include 

peripheral anticholinergic effects, blood dyscrasias, or decrease in 
white cell production [1024]. A few randomized controlled trials 
reported rare cases of mental changes, tremors, increased sweating, 
or skin rashes. Most common adverse effects in the trials include: 
drowsiness, dry mouth, constipation, dizziness, or headache [1027]. 

 
  Mirtazapine: More severe adverse effects include: risky behavior, 

suicidal ideation, increased depression, rash, blisters, racing or uneven 
heartbeat, hyponatremia, sudden rigidity, high fever, hallucinations, 
tremors, profuse sweating and confusion. More common adverse 
effects include; drowsiness, dizziness, vision changes, (including 
blurred vision), constipation, weight gain, and dry mouth 
 

  Nortriptyline: Sedation, dry mouth, and weight gain [1017, 1019]. In 
addition, it can cause orthostatic hypotension, sexual dysfunction, and 
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anticholinergic effects such as urinary retention, constipation, blurred 
vision, and confusion [1017] 
 
Protriptyline: Drowsiness, dizziness, dry mouth, blurred vision, 
constipation, weight gain, or trouble urinating may occur. Less 
common or rare side effects include: heartburn, mental changes, 
shaking, mask-like facial expressions, muscle spasms, severe stomach 
pain, decreased sexual desire, enlarged painful breasts, irregular heart 
rate, seizures, eye or vision problems, or allergic reaction [1028] 
 
Minaprine: Mental/mood changes, increased motor activity, 
sleeplessness, sweating, nausea, vomiting, dry mouth, or tachycardia. 
Less common or rare side effects include: dizziness, dystonia, nausea, 
decreased motor activity, or hair loss [1029] 
 
MAOIs (including isocarboxazid, moclobemide, minaprine, phenelzine, 
pirlindole, selegiline, tranylcypromine, etc.): Sleep disturbances, 
orthostatic hypotension, sexual dysfunction, and weight gain [1014]. 
MAOI medications can have interactions with food high in tyramine; 
therefore, dietary restrictions should reduce/avoid foods with 
tyramine such as caffeine, chocolate, aged cheeses, 
aged/dried/fermented/salted/smoke/pickled/processed meats and 
fish, banana peels, beef/chicken liver, bouillon cubes, commercial 
gravies, concentrated yeast extracts, fava beans, Italian green beans, 
broad beans, fermented bean curd, homemade yeast-leavened bread, 
kim chee, orange pulp, overripe or spoiled fruits, packaged soups, red 
wine, sauerkraut, sherry, snow pea pods, sourdough bread, soy sauce, 
soybeans, soybean paste/miso, tofu, tap beer and ale, vermouth, 
avocados, various types of beer, eggplant, canned figs, fish roe, 
peanuts, port wine, raisins, raspberries, red plums, spinach, tomatoes, 
white wine, etc. [1023, 1030]. 
 
Moclobemide: Increased or irregular heartbeat, muscle stiffness, 
severe throbbing headache, slow heartbeat, or pressure in the head. 
Less common side effects include: anxiety, vision changes, dizziness, 
irregular heartrate, high blood pressure, irritability, nervousness, 
restlessness, unusual tiredness or weakness. Rare side effects include: 
aggressive behavior, bleeding gums, burning or tingling sensation, 
chest pain, confusion, mental changes, difficulty speaking, irregular 
heartbeat, feeling of something in the eye, headache, increase in 
urination, irregular periods, irritation or soreness of the mouth, 
inflammation, loss of balance, loss of interest in self, memory 
problems, painful urination or trouble passing stool, ringing in the 
ears, skin rash, stomach pain, or uncontrolled movements [1031] 

 
Phenelzine: Dizziness, drowsiness, tiredness, weakness, problems 
sleeping, constipation, and dry mouth may occur. Less common or 
rare side effects include: fainting, mental changes, muscle stiffness, 
sexual problems, shaking, swollen legs, unusual weight gain, eye or 
vision problems, stomach pain, seizures, dark urine, yellowing 
eyes/skin, high blood pressure, chest pain, serotonin syndrome, or 
allergic reaction (WebMD 2019). Phenelzine can have interactions 
with food high in tyramine; therefore, dietary restrictions should 
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reduce/avoid foods with tyramine such as caffeine, chocolate, aged 
cheeses, aged/dried/fermented/salted/smoke/pickled/processed 
meats and fish, banana peels, beef/chicken liver, bouillon cubes, 
commercial gravies, concentrated yeast extracts, fava beans, Italian 
green beans, broad beans, fermented bean curd, homemade yeast-
leavened bread, kim chee, orange pulp, overripe or spoiled fruits, 
packaged soups, red wine, sauerkraut, sherry, snow pea pods, 
sourdough bread, soy sauce, soybeans, soybean paste/miso, tofu, tap 
beer and ale, vermouth, avocados, various types of beer, eggplant, 
canned figs, fish roe, peanuts, port wine, raisins, raspberries, red 
plums, spinach, tomatoes, white wine, etc. [1032] 
 

  Amineptine: Insomnia, nervousness, headache, anxiety, vertigo, 
drowsiness, palpitations, weight gain, nausea, or abdominal pain 
[1033] 
 
Agomelatine: A study suggested that adverse effects such as anxiety, 
headache, abdominal pain, and diarrhea were similar in patients 
taking agomelatine compared to placebo, but were not common 
[1034, 1035]. Another study suggested more common adverse effects 
of dizziness, nasopharyngitis, and influenza were reported in patients 
taking agomelatine [1035, 1036] 
 

  Amineptine: Insomnia, nervousness, headache, anxiety, vertigo, 
drowsiness, palpitations, weight gain, nausea, or abdominal pain 
[1033] 
 
Bupropion: Agitation and suicidal thoughts or mania [1037, 1038]. 
Most common adverse effects were insomnia, anxiety, nausea, 
headaches, and dry mouth [1014, 1037, 1038]. Seizures can occur with 
the use of bupropion, but are rare; thus bupropion is relatively 
contraindicated in those with a history of seizures [1014, 1038]. Rare 
cases show anorexia and hypersensitivity reactions [1014] 
 
Trazodone: Nausea, vomiting, diarrhea, drowsiness, dizziness, 
tiredness, blurred vision, changes in weight, headache, muscle 
ache/pain, dry mouth, bad taste in the mouth, stuffy nose, 
constipation, or change in sexual interest/ability may occur. The less 
common or rare side effects include: shaking, nightmares, ringing in 
the ears, problems urinating, blood in urine, signs of infection, 
shortness of breath, stomach pain, chest/jaw/left arm pain, fainting, 
irregular heartbeat, seizures, eye pain, vision changes, serotonin 
syndrome, hallucinations, loss of coordination, unexplained fever, 
unusual agitation/restlessness, painful or prolonged erection in males, 
or allergic reaction [1039] 
 

  Vortioxetine: Adverse effects are similar to that of SSRIs [1014] 
 
 Nefazodone: Structurally similar to trazodone and has been withdrawn 

from the market in some countries because of rare severe 
hepatotoxicity [1014].  
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Frequency/Dose/Duration: Per manufacturer’s recommendations. 

Indications for Discontinuation: Lack of efficacy, adverse effects, non-compliance, resolution of 
depression sufficiently to not require medication 

Rationale: There are many dozens of placebo-controlled RCTs showing efficacy of 
the anti-depressants (see Tables of evidence: [1013]), nearly all of 
which are moderate-quality. There is no clear quality evidence of 
superiority of one anti-depressant over another. If there is a lack of 
efficacy of an anti-depressant, the three main pharmacological options 
are to increase dose, switch to another medication or add a second 
medication. There is no clear consensus on which option to select. 
There is some literature support indicating it would be reasonable first 
to switch to an alternate medication rather than increase dose, as 
there tends to be little incremental treatment gain while adverse 
effects commensurately increase [1040, 1041]. Anti-depressants have 
moderate adverse effects, are low to moderately costly especially 
depending on duration, have quality evidence of efficacy and are thus 
recommended. There are many factors affecting selection of anti-
depressants. 

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: citalopram, celaxa; depression, 
depressive disorder, major depressive disorder, MDD; controlled 
clinical trial, controlled trials, randomized controlled trial, randomized 
controlled trials, random allocation, random*, randomized, 
randomization, randomly; systematic, systematic review, 
retrospective, prospective studies; not pediatric, not review, not 
adolescents, and not protocol. We found and reviewed 628 articles in 
PubMed, 5845 in Scopus, 903 in CINAHL, 80 in Cochrane Library, 2240 
in Google Scholar, and 3 from other sources†. We considered for 
inclusion 20 from PubMed, 1 from Scopus, 0 from CINAHL, 0 from 
Cochrane Library, 3 from Google Scholar, and 28 from other sources. 
Of the 52 articles considered for inclusion, 25 randomized trials and 1 
systematic review met the inclusion criteria. 
 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Escitalopram; depression, depressive 
disorder, major depressive disorder, MDD; controlled clinical trial, 
controlled trials, randomized controlled trial, randomized controlled 
trials, random allocation, random*, randomized, randomization, 
randomly; systematic, systematic review, retrospective, prospective 
studies; not pediatric, not review, not adolescents, and not protocol. 
We found and reviewed 742 articles in PubMed, 2605 in Scopus, 255 
in CINAHL, 28 in Cochrane Library, 1120 in Google Scholar, and 10 
from other sources†. We considered for inclusion 55 from PubMed, 4 
from Scopus, 5 from CINAHL, 1 from Cochrane Library, 1 from Google 
Scholar, and 10 from other sources. Of the 74 articles considered for 
inclusion, 44 randomized trials and 26 systematic reviews met the 
inclusion criteria. 
 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
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limits using the following terms: Fluoxetine; depression, depressive 
disorder, major depressive disorder, MDD; controlled clinical trial, 
controlled trials, randomized controlled trial, randomized controlled 
trials, random allocation, random*, randomized, randomization, 
randomly; systematic, systematic review, retrospective, prospective 
studies; not pediatric, not review, not adolescents, and not protocol. 
We found and reviewed 749 articles in PubMed, 9748 in Scopus, 740 
in CINAHL, 588 in Cochrane Library, 4620 in Google Scholar, and 79 
from other sources†. We considered for inclusion 41 from PubMed, 0 
from Scopus, 0 from CINAHL, 0 from Cochrane Library, 0 from Google 
Scholar, and 79 from other sources. Of the 120 articles considered for 
inclusion, 106 randomized trials and 14 systematic reviews met the 
inclusion criteria. 
 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: fluvoxamine; depression, depressive 
disorder, major depressive disorder, MDD; controlled clinical trial, 
controlled trials, randomized controlled trial, randomized controlled 
trials, random allocation, random*, randomized, randomization, 
randomly; systematic, systematic review, retrospective, prospective 
studies; not pediatric, not review, not adolescents, and not protocol. 
We found and reviewed 159 articles in PubMed, 1,593 in Scopus, 132 
in CINAHL, 200 in Cochrane Library, 1,240 in Google Scholar, and 11 
from other sources†. We considered for inclusion 0 from PubMed, 9 
from Scopus, 9 from CINAHL, 6 from Cochrane Library, 2 from Google 
Scholar, and 11 from other sources. Of the 37 articles considered for 
inclusion, 32 randomized trials and 5 systematic reviews met the 
inclusion criteria. 
 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Paroxetine; depression, depressive 
disorder, major depressive disorder, MDD; controlled clinical trial, 
controlled trials, randomized controlled trial, randomized controlled 
trials, random allocation, random*, randomized, randomization, 
randomly; systematic, systematic review, retrospective, prospective 
studies; not pediatric, not review, not adolescents, and not protocol. 
We found and reviewed 462 articles in PubMed, 1905 in Scopus, 315 
in CINAHL, 9 in Cochrane Library, 3000 in Google Scholar, and 12 from 
other sources†. We considered for inclusion 71 from PubMed, 14 from 
Scopus, 3 from CINAHL, 0 from Cochrane Library, 0 from Google 
Scholar, and 12 from other sources. Of the 100 articles considered for 
inclusion, 82 randomized trials and 12 systematic reviews met the 
inclusion criteria. 
 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Sertraline, Zoloft, Depression, 
depressive disorder, major depressive disorder, MDD; depression, 
depressive disorder, major depressive disorder, MDD; controlled 
clinical trial, controlled trials, randomized controlled trial, randomized 
controlled trials, random allocation, random*, randomized, 
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randomization, randomly; systematic, systematic review, 
retrospective, prospective studies; not pediatric, not review, not 
adolescents, and not protocol. We found and reviewed 670 articles in 
PubMed, 9221 in Scopus, 983 in CINAHL, 372 in Cochrane Library, 
2710 in Google Scholar, and 94 from other sources†. We considered 
for inclusion 38 from PubMed, 6 from Scopus, 4 from CINAHL, 7 from 
Cochrane Library, 0 from Google Scholar, and 41 from other sources. 
Of the 96 articles considered for inclusion, 88 randomized trials and 4 
systematic reviews met the inclusion criteria. 
 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Desvenlafaxine, Desvenlafaxine 
succinate, pristiq; depression, depressive disorder, major depressive 
disorder, MDD; controlled clinical trial, controlled trials, randomized 
controlled trial, randomized controlled trials, random allocation, 
random*, randomized, randomization, randomly; systematic, 
systematic review, retrospective, prospective studies; not pediatric, 
not review, not adolescents, and not protocol. We found and reviewed 
59 articles in PubMed, 516 in Scopus, 129 in CINAHL, 30 in Cochrane 
Library, 144 in Google Scholar, and 135 from other sources†. We 
considered for inclusion 17 from PubMed, 10 from Scopus, 4 from 
CINAHL, 0 from Cochrane Library, 0 from Google Scholar, and 1 from 
other sources. Of the 32 articles considered for inclusion, 17 
randomized trials and 15 systematic reviews met the inclusion criteria. 
 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Duloxetine Hydrochloride, 
Duloxetine, Cymbalta, Irenka, Depression, depressive disorder, major 
depressive disorder, MDD; depression, depressive disorder, major 
depressive disorder, MDD; controlled clinical trial, controlled trials, 
randomized controlled trial, randomized controlled trials, random 
allocation, random*, randomized, randomization, randomly; 
systematic, systematic review, retrospective, prospective studies; not 
pediatric, not review, not adolescents, and not protocol. We found 
and reviewed 285 articles in PubMed, 3999 in Scopus, 419 in CINAHL, 
133 in Cochrane Library, 999 in Google Scholar, and 179 from other 
sources†. We considered for inclusion 33 from PubMed, 22 from 
Scopus, 4 from CINAHL, 1 from Cochrane Library, 2 from Google 
Scholar, and 9 from other sources. Of the 71 articles considered for 
inclusion, 37 randomized trials and 26 systematic reviews met the 
inclusion criteria. 
 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Milnacipran, Milnacipran 
Hydrochloride; depression, depressive disorder, major depressive 
disorder, MDD; controlled clinical trial, controlled trials, randomized 
controlled trial, randomized controlled trials, random allocation, 
random*, randomized, randomization, randomly; systematic, 
systematic review, retrospective, prospective studies; not pediatric, 
not review, not adolescents, and not protocol. We found and reviewed 
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63 articles in PubMed, 123 in Scopus, 1 in CINAHL, 58 in Cochrane 
Library, 303 in Google Scholar, and 5 from other sources†. We 
considered for inclusion 10 from PubMed, 1 from Scopus, 2 from 
CINAHL, 1 from Cochrane Library, 0 from Google Scholar, and 5 from 
other sources. Of the 19 articles considered for inclusion, 13 
randomized trials and 6 systematic reviews met the inclusion criteria. 
 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Reboxetine; depression, depressive 
disorder, major depressive disorder, MDD; controlled clinical trial, 
controlled trials, randomized controlled trial, randomized controlled 
trials, random allocation, random*, randomized, randomization, 
randomly; systematic, systematic review, retrospective, prospective 
studies; not pediatric, not review, not adolescents, and not protocol. 
We found and reviewed 67 articles in PubMed, 1109 in Scopus, 171 in 
CINAHL, 11 in Cochrane Library, 425 in Google Scholar, and 0 from 
other sources†. We considered for inclusion 19 from PubMed, 0 from 
Scopus, 1 from CINAHL, 0 from Cochrane Library, 1 from Google 
Scholar, and 0 from other sources. Of the 21 articles considered for 
inclusion, 13 randomized trials and 3 systematic reviews met the 
inclusion criteria. 
 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Venlafaxine, Effexor XR; depression, 
depressive disorder, major depressive disorder, MDD; controlled 
clinical trial, controlled trials, randomized controlled trial, randomized 
controlled trials, random allocation, random*, randomized, 
randomization, randomly; systematic, systematic review, 
retrospective, prospective studies; not pediatric, not review, not 
adolescents, and not protocol. We found and reviewed 385 articles in 
PubMed, 3615 in Scopus, 29 in CINAHL, 215 in Cochrane Library, 2210 
in Google Scholar, and 36 from other sources†. We considered for 
inclusion 34 from PubMed, 14 from Scopus, 2 from CINAHL, 2 from 
Cochrane Library, 3 from Google Scholar, and 36 from other sources. 
Of the 91 articles considered for inclusion, 51 randomized trials and 19 
systematic reviews met the inclusion criteria. 
 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Amitriptyline; depression, depressive 
disorder, major depressive disorder, MDD; controlled clinical trial, 
controlled trials, randomized controlled trial, randomized controlled 
trials, random allocation, random*, randomized, randomization, 
randomly; systematic, systematic review, retrospective, prospective 
studies; not pediatric, not review, not adolescents, and not protocol. 
We found and reviewed 448 articles in PubMed, 1821 in Scopus, 234 
in CINAHL, 8906 in Cochrane Library, 2530 in Google Scholar, and 39 
from other sources†. We considered for inclusion 34 from PubMed, 9 
from Scopus, 8 from CINAHL, 3 from Cochrane Library, 3 from Google 
Scholar, and 39 from other sources. Of the 96 articles considered for 
inclusion, 87 randomized trials and 9 systematic reviews met the 
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inclusion criteria. 
 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Amoxapine; depression, depressive 
disorder, major depressive disorder, MDD; controlled clinical trial, 
controlled trials, randomized controlled trial, randomized controlled 
trials, random allocation, random*, randomized, randomization, 
randomly; systematic, systematic review, retrospective, prospective 
studies; not pediatric, not review, not adolescents, and not protocol. 
We found and reviewed 21 articles in PubMed, 219 in Scopus, 8 in 
CINAHL, 21 in Cochrane Library, 211 in Google Scholar, and 1 from 
other sources†. We considered for inclusion 11 from PubMed, 3 from 
Scopus, 1 from CINAHL, 0 from Cochrane Library, 0 from Google 
Scholar, and 1 from other sources. Of the 16 articles considered for 
inclusion, 14 randomized trials and 2 systematic reviews met the 
inclusion criteria. 
 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Clomipramine; depression, depressive 
disorder, major depressive disorder, MDD; controlled clinical trial, 
controlled trials, randomized controlled trial, randomized controlled 
trials, random allocation, random*, randomized, randomization, 
randomly; systematic, systematic review, retrospective, prospective 
studies; not pediatric, not review, not adolescents, and not protocol. 
We found and reviewed 27 articles in PubMed, 502 in Scopus, 15 in 
CINAHL, 50 in Cochrane Library, 1290 in Google Scholar, and 25 from 
other sources†. We considered for inclusion 2 from PubMed, 0 from 
Scopus, 0 from CINAHL, 0 from Cochrane Library, 0 from Google 
Scholar, and 25 from other sources. Of the 27 articles considered for 
inclusion, 27 randomized trials and 0 systematic reviews met the 
inclusion criteria. 
 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Desipramine, Norpramin; depression, 
depressive disorder, major depressive disorder, MDD; controlled 
clinical trial, controlled trials, randomized controlled trial, randomized 
controlled trials, random allocation, random*, randomized, 
randomization, randomly; systematic, systematic review, 
retrospective, prospective studies; not pediatric, not review, not 
adolescents, and not protocol. We found and reviewed 247 articles in 
PubMed, 4141 in Scopus, 244 in CINAHL, 152 in Cochrane Library, 
1280 in Google Scholar, and 0 from other sources†. We considered for 
inclusion 18 from PubMed, 3 from Scopus, 1 from CINAHL, 0 from 
Cochrane Library, 0 from Google Scholar, and 0 from other sources. Of 
the 22 articles considered for inclusion, 16 randomized trials and 0 
systematic reviews met the inclusion criteria. 
 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Dothiepin Hydrochloride; depression, 
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depressive disorder, major depressive disorder, MDD; controlled 
clinical trial, controlled trials, randomized controlled trial, randomized 
controlled trials, random allocation, random*, randomized, 
randomization, randomly; systematic, systematic review, 
retrospective, prospective studies; not pediatric, not review, not 
adolescents, and not protocol. We found and reviewed 38 articles in 
PubMed, 34 in Scopus, 0 in CINAHL, 32 in Cochrane Library, 105 in 
Google Scholar, and 0 from other sources†. We considered for 
inclusion 8 from PubMed, 1 from Scopus, 0 from CINAHL, 3 from 
Cochrane Library, 0 from Google Scholar, and 0 from other sources. Of 
the 12 articles considered for inclusion, 11 randomized trials and 0 
systematic reviews met the inclusion criteria. 
 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: doxepin; depression, depressive 
disorder, major depressive disorder, MDD; controlled clinical trial, 
controlled trials, randomized controlled trial, randomized controlled 
trials, random allocation, random*, randomized, randomization, 
randomly; systematic, systematic review, retrospective, prospective 
studies; not pediatric, not review, not adolescents, and not protocol. 
We found and reviewed 109 articles in PubMed, 596 in Scopus, 2 in 
CINAHL, 131 in Cochrane Library, 640 in Google Scholar, and 0 from 
other sources†. We considered for inclusion 13 from PubMed, 6 from 
Scopus, 0 from CINAHL, 3 from Cochrane Library, 3 from Google 
Scholar, and 0 from other sources. Of the 24 articles considered for 
inclusion, 7 randomized trials and 5 systematic reviews met the 
inclusion criteria. 
 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Imipramine, Tofranil; depression, 
depressive disorder, major depressive disorder, MDD; controlled 
clinical trial, controlled trials, randomized controlled trial, randomized 
controlled trials, random allocation, random*, randomized, 
randomization, randomly; systematic, systematic review, 
retrospective, prospective studies; not pediatric, not review, not 
adolescents, and not protocol. We found and reviewed 587 articles in 
PubMed, 4309 in Scopus, 540 in CINAHL, 497 in Cochrane Library, 218 
in Google Scholar, and 72 from other sources†. We considered for 
inclusion 24 from PubMed, 15 from Scopus, 7 from CINAHL, 0 from 
Cochrane Library, 4 from Google Scholar, and 72 from other sources. 
Of the 121 articles considered for inclusion, 112 randomized trials and 
2 systematic reviews met the inclusion criteria. 
 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Maprotiline; depression, depressive 
disorder, major depressive disorder, MDD; controlled clinical trial, 
controlled trials, randomized controlled trial, randomized controlled 
trials, random allocation, random*, randomized, randomization, 
randomly; systematic, systematic review, retrospective, prospective 
studies; not pediatric, not review, not adolescents, and not protocol. 
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We found and reviewed 94 articles in PubMed, 852 in Scopus, 1 in 
CINAHL, 2 in Cochrane Library, 532 in Google Scholar, and 11 from 
other sources†. We considered for inclusion 11 from PubMed, 15 from 
Scopus, 0 from CINAHL, 0 from Cochrane Library, 1 from Google 
Scholar, and 11 from other sources. Of the 41 articles considered for 
inclusion, 40 randomized trials and 1 systematic review met the 
inclusion criteria. 
 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: mianserin; depression, depressive 
disorder, major depressive disorder, MDD; controlled clinical trial, 
controlled trials, randomized controlled trial, randomized controlled 
trials, random allocation, random*, randomized, randomization, 
randomly; systematic, systematic review, retrospective, prospective 
studies; not pediatric, not review, not adolescents, and not protocol. 
We found and reviewed 228 articles in PubMed, 923 in Scopus, 161 in 
CINAHL, 297 in Cochrane Library, 583 in Google Scholar, and 0 from 
other sources†. We considered for inclusion 12 from PubMed, 5 from 
Scopus, 10 from CINAHL, 0 from Cochrane Library, 2 from Google 
Scholar, and 0 from other sources. Of the 29 articles considered for 
inclusion, 27 randomized trials and 0 systematic reviews met the 
inclusion criteria. 
 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Mirtazapine, Remeron, 
Remeronsoltab; depression, depressive disorder, major depressive 
disorder, MDD; controlled clinical trial, controlled trials, randomized 
controlled trial, randomized controlled trials, random allocation, 
random*, randomized, randomization, randomly; systematic, 
systematic review, retrospective, prospective studies; not pediatric, 
not review, not adolescents, and not protocol. We found and reviewed 
144 articles in PubMed, 2169 in Scopus, 262 in CINAHL, 133 in 
Cochrane Library, 3 in Google Scholar, and 25 from other sources†. We 
considered for inclusion 18 from PubMed, 9 from Scopus, 5 from 
CINAHL, 3 from Cochrane Library, 0 from Google Scholar, and 10 from 
other sources. Of the 45 articles considered for inclusion, 31 
randomized trials and 10 systematic reviews met the inclusion criteria. 
 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: nortriptyline; depression, depressive 
disorder, major depressive disorder, MDD; controlled clinical trial, 
controlled trials, randomized controlled trial, randomized controlled 
trials, random allocation, random*, randomized, randomization, 
randomly; systematic, systematic review, retrospective, prospective 
studies; not pediatric, not review, not adolescents, and not protocol. 
We found and reviewed 344 articles in PubMed, 1984 in Scopus, 379 
in CINAHL, 0 in Cochrane Library, 1180 in Google Scholar, and 11 from 
other sources†. We considered for inclusion 8 from PubMed, 0 from 
Scopus, 3 from CINAHL, 0 from Cochrane Library, 0 from Google 
Scholar, and 11 from other sources. Of the 22 articles considered for 



Copyright ©2020 Reed Group, Ltd.  Page | 79 

inclusion, 20 randomized trials and 2 systematic reviews met the 
inclusion criteria. 
 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Protriptyline; depression, depressive 
disorder, major depressive disorder, MDD; controlled clinical trial, 
controlled trials, randomized controlled trial, randomized controlled 
trials, random allocation, random*, randomized, randomization, 
randomly; systematic, systematic review, retrospective, prospective 
studies; not pediatric, not review, not adolescents, and not protocol. 
We found and reviewed 2 articles in PubMed, 166 in Scopus, 0 in 
CINAHL, 2 in Cochrane Library, 229 in Google Scholar, and 0 from 
other sources†. We considered for inclusion 1 from PubMed, 4 from 
Scopus, 0 from CINAHL, 0 from Cochrane Library, 0 from Google 
Scholar, and 0 from other sources. Of the 5 articles considered for 
inclusion, 3 randomized trials and 1 systematic review met the 
inclusion criteria. 
 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Trimipramine; depression, depressive 
disorder, major depressive disorder, MDD; controlled clinical trial, 
controlled trials, randomized controlled trial, randomized controlled 
trials, random allocation, random*, randomized, randomization, 
randomly; systematic, systematic review, retrospective, prospective 
studies; not pediatric, not review, not adolescents, and not protocol. 
We found and reviewed 27 articles in PubMed, 280 in Scopus, 22 in 
CINAHL, 1 in Cochrane Library, 277 in Google Scholar, and 0 from 
other sources†. We considered for inclusion 5 from PubMed, 2 from 
Scopus, 0 from CINAHL, 0 from Cochrane Library, 0 from Google 
Scholar, and 0 from other sources. Of the 7 articles considered for 
inclusion, 4 randomized trials and 1 systematic review met the 
inclusion criteria. 
 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Monoamine oxidase inhibitors, MAOI, 
isocarboxazid, marplan, phenelzine, nardil, selegiline, emsam, 
tranylcypromine, parnate; depression, depressive disorder, major 
depressive disorder, MDD; controlled clinical trial, controlled trials, 
randomized controlled trial, randomized controlled trials, random 
allocation, random*, randomized, randomization, randomly; 
systematic, systematic review, retrospective, prospective studies; not 
pediatric, not review, not adolescents, and not protocol. We found 
and reviewed 404 articles in PubMed, 5362 in Scopus, 29 in CINAHL, 
228 in Cochrane Library, 30800 in Google Scholar, and 187 from other 
sources†. We considered for inclusion 55 from PubMed, 6 from 
Scopus, 0 from CINAHL, 8 from Cochrane Library, 8 from Google 
Scholar, and 34 from other sources. Of the 111 articles considered for 
inclusion, 38 randomized trials and 8 systematic reviews met the 
inclusion criteria. 
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A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Moclobemide; depression, depressive 
disorder, major depressive disorder, MDD; controlled clinical trial, 
controlled trials, randomized controlled trial, randomized controlled 
trials, random allocation, random*, randomized, randomization, 
randomly; systematic, systematic review, retrospective, prospective 
studies; not pediatric, not review, not adolescents, and not protocol. 
We found and reviewed 96 articles in PubMed, 5409 in Scopus, 4 in 
CINAHL, 88 in Cochrane Library, 553 in Google Scholar, and 41 from 
other sources†. We considered for inclusion 13 from PubMed, 0 from 
Scopus, 0 from CINAHL, 0 from Cochrane Library, 2 from Google 
Scholar, and 41 from other sources. Of the 56 articles considered for 
inclusion, 55 randomized trials and 1 systematic review met the 
inclusion criteria. 
 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: agomelatine, agomelatin, toxil, ago-
178, s 20098 ; depression, depressive disorder, major depressive 
disorder, MDD; controlled clinical trial, controlled trials, randomized 
controlled trial, randomized controlled trials, random allocation, 
random*, randomized, randomization, randomly; systematic, 
systematic review, retrospective, prospective studies; not pediatric, 
not review, not adolescents, and not protocol. We found and reviewed 
54 articles in PubMed, 740 in Scopus, 22 in CINAHL, 10 in Cochrane 
Library, 288 in Google Scholar, and 3 from other sources†. We 
considered for inclusion 8 from PubMed, 1 from Scopus, 2 from 
CINAHL, 2 from Cochrane Library, 4 from Google Scholar, and 3 from 
other sources. Of the 20 articles considered for inclusion, 13 
randomized trials and 7 systematic reviews met the inclusion criteria. 
 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: amineptine; depression, depressive 
disorder, major depressive disorder, MDD; controlled clinical trial, 
controlled trials, randomized controlled trial, randomized controlled 
trials, random allocation, random*, randomized, randomization, 
randomly; systematic, systematic review, retrospective, prospective 
studies; not pediatric, not review, not adolescents, and not protocol. 
We found and reviewed 11 articles in PubMed, 129 in Scopus, 0 in 
CINAHL, 1 in Cochrane Library, 57 in Google Scholar, and 8 from other 
sources†. We considered for inclusion 3 from PubMed, 0 from Scopus, 
0 from CINAHL, 0 from Cochrane Library, 0 from Google Scholar, and 8 
from other sources. Of the 11 articles considered for inclusion, 7 
randomized trials and 0 systematic reviews met the inclusion criteria. 
 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Bupropion, busiprone, wellbutrin, 
buspar, zyban, aplenzin, budeprion; depression, depressive disorder, 
major depressive disorder, MDD; controlled clinical trial, controlled 
trials, randomized controlled trial, randomized controlled trials, 
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random allocation, random*, randomized, randomization, randomly; 
systematic, systematic review, retrospective, prospective studies; not 
pediatric, not review, not adolescents, and not protocol. We found 
and reviewed 284 articles in PubMed, 5300 in Scopus, 337 in CINAHL, 
149 in Cochrane Library, 2120 in Google Scholar, and 30 from other 
sources†. We considered for inclusion 26 from PubMed, 10 from 
Scopus, 2 from CINAHL, 1 from Cochrane Library, 0 from Google 
Scholar, and 10 from other sources. Of the 49 articles considered for 
inclusion, 23 randomized trials and 16 systematic reviews met the 
inclusion criteria. 
 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Nefazodone; depression, depressive 
disorder, major depressive disorder, MDD; controlled clinical trial, 
controlled trials, randomized controlled trial, randomized controlled 
trials, random allocation, random*, randomized, randomization, 
randomly; systematic, systematic review, retrospective, prospective 
studies; not pediatric, not review, not adolescents, and not protocol. 
We found and reviewed 91 articles in PubMed, 1225 in Scopus, 4 in 
CINAHL, 74 in Cochrane Library, 558 in Google Scholar, and 2 from 
other sources†. We considered for inclusion 12 from PubMed, 4 from 
Scopus, 0 from CINAHL, 0 from Cochrane Library, 0 from Google 
Scholar, and 2 from other sources. Of the 18 articles considered for 
inclusion, 15 randomized trials and 3 systematic reviews met the 
inclusion criteria. 
 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Trazodone; depression, depressive 
disorder, major depressive disorder, MDD; controlled clinical trial, 
controlled trials, randomized controlled trial, randomized controlled 
trials, random allocation, random*, randomized, randomization, 
randomly; systematic, systematic review, retrospective, prospective 
studies; not pediatric, not review, not adolescents, and not protocol. 
We found and reviewed 78 articles in PubMed, 832 in Scopus, 42 in 
CINAHL, 80 in Cochrane Library, 933 in Google Scholar, and 3 from 
other sources†. We considered for inclusion 20 from PubMed, 18 from 
Scopus, 2 from CINAHL, 9 from Cochrane Library, 2 from Google 
Scholar, and 3 from other sources. Of the 55 articles considered for 
inclusion, 34 randomized trials and 8 systematic reviews met the 
inclusion criteria. 
 
A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: vortioxetine; depression, depressive 
disorder, major depressive disorder, MDD; controlled clinical trial, 
controlled trials, randomized controlled trial, randomized controlled 
trials, random allocation, random*, randomized, randomization, 
randomly; systematic, systematic review, retrospective, prospective 
studies; not pediatric, not review, not adolescents, and not protocol. 
We found and reviewed 57 articles in PubMed, 182 in Scopus, 57 in 
CINAHL, 45 in Cochrane Library, 111,000 in Google Scholar, and 0 from 
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other sources†. We considered for inclusion 11 from PubMed, 0 from 
Scopus, 15 from CINAHL, 2 from Cochrane Library, 0 from Google 
Scholar, and 0 from other sources. Of the 28 articles considered for 
inclusion, 18 randomized trials and 10 systematic reviews met the 
inclusion criteria. 
 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  

Comments:  Per ACOEM Methodology, articles which are scored as low quality are not fully 
abstracted into a table as they do not result in material changes to evidence-
based guidance. 
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Antipsychotics 
Recommended. 

Antipsychotics are recommended for the treatment of patients with depressive disorders. 

Strength of Evidence – Recommended, Evidence (C) 
Level of Confidence – Low 
 
Indications:   Major Depressive Disorder with psychotic features or treatment- 

resistant depression. 
Benefits: Improvements in both MDD and psychotic features. Also indicated for 

treatment-resistant depression [1060], and bipolar disorder.  
Harms: Dizziness, drowsiness, fatigue, diarrhea, constipation, blurred vision, 

dry mouth, increased appetite, weight gain, increase suicidal thoughts. 
Monitoring for metabolic syndrome is needed. First generation anti-
psychotics cause dystonic effects and tardive dyskinesia. 

Frequency/Dose/Duration:  There are multiple dosing regimens in the quality literature; doses 
used in the higher quality trials are below.  

  For Treatment-Resistant Depression: 
 Amisulpride 50 mg/d [1086] 

Aripiprazole 2-5 mg/d, increased by 2-5 mg/day per visit to a maximum of 15 
mg/day [1050] 
Brexpiprazole 3 mg/d [1091] 
Dixyrazine 50 mg/d [1070] 
Flupenthixol (0.5-2.5 mg/day) [1081] 
Olanzapine 6mg/Fluoxetine 25mg [1061] 
Quetiapine XR 150-300 mg/d [1064] 
Risperidone – Graduated dosing starting at 0.25 mg/d to 1 mg/d increased to 
max 2 mg/d [1071] 
Sulpiride 100 mg/Paroxetine 10-40 mg/d [1082] 
Ziprasidone 20-mg/ twice per day increased to a maximum dose of 20-80 
mg/twice per day (40-160 mg total)/ plus Escitalopram 10mg/d [1075] 
 
For MDD with Psychotic Features: 
Lurasidone 20-60 mg/d [1044] 
Pherphenazine 1-3 (16 mg tablets/d) [1043] 

Indications for Discontinuation: Intolerability, adverse effects, non-compliance, lack of efficacy. 
Rationale: Multiple moderate-quality trials suggest efficacy for treatment of 

depressive disorders with psychotic features, as well as for treatment-
resistant depression [1046, 1050-1052, 1060]. Some trials suggested 
the time to remission was longer with olanzapine/fluoxetine [1062] or 
Quetiapine [1084]. Many antipsychotics are used to potentiate 
antidepressant effects for a faster onset of action [1064, 1085]. They 
are also used for their sedation effects for patients with insomnia 
related to depression and anxiety. Risperidone has been used to treat 
MDD with suicidal ideation with efficacy [1090]. Antipsychotics have 
low to moderate adverse effects, are of moderate cost depending on 
duration of need, and are selectively recommended. 

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: antipsychotics; depression, 
depressive disorder, major depressive disorder, MDD; controlled 
clinical trial, controlled trials, randomized controlled trial, randomized 
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controlled trials, random allocation, random*, randomized, 
randomization, randomly; systematic, systematic review, 
retrospective, prospective studies; not pediatric, not review, not 
adolescents, and not protocol. We found and reviewed 742 articles in 
PubMed, 2355 in Scopus, 653 in CINAHL, 272 in Cochrane Library, 
4920 in Google Scholar, and 26 from other sources†. We considered 
for inclusion 41 from PubMed, 0 from Scopus, 1 from CINAHL, 0 from 
Cochrane Library, 0 from Google Scholar, and 26 from other sources. 
Of the 68 articles considered for inclusion, 64 randomized trials and 4 
systematic studies met the inclusion criteria. 

 
 A comprehensive literature search was conducted using PubMed, 

Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Aripiprazole, Abilify; depression, 
depressive disorder, major depressive disorder, MDD; controlled 
clinical trial, controlled trials, randomized controlled trial, randomized 
controlled trials, random allocation, random*, randomized, 
randomization, randomly; systematic, systematic review, 
retrospective, prospective studies; not pediatric, not review, not 
adolescents, and not protocol. We found and reviewed 75 articles in 
PubMed, 1280 in Scopus, 81 in CINAHL, 28 in Cochrane Library, 885 in 
Google Scholar, and 200 from other sources†. We considered for 
inclusion 12 from PubMed, 2 from Scopus, 0 from CINAHL, 0 from 
Cochrane Library, 0 from Google Scholar, and 6 from other sources. Of 
the 20 articles considered for inclusion, 12 randomized trials and 4 
systematic studies met the inclusion criteria. 

 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  

Comments: Per ACOEM Methodology, articles which are scored as low quality are not fully 
abstracted into a table as they do not result in material changes to evidence-
based guidance.  
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Symbyax (Olanzapine/Fluoxetine Combination) 
Recommended. 

Symbyax (olanzapine/fluoxetine combination) is recommended for the treatment of patients 
with depressive disorders. 

Strength of Evidence – Recommended, Evidence (C) 
Level of Confidence – Low 
 
Indications:   Major Depressive Disorder with psychotic features 
Benefits: improvements in both MDD and psychotic features. Also indicated for 

treatment-resistant depression [1060]. It is also used to treat bipolar 
disorder. 

Harms:   Dizziness, drowsiness, fatigue, diarrhea, constipation, blurred vision,  
  dry mouth, increased appetite, weight gain, increase suicidal thoughts. 

Frequency/Dose/Duration: Per manufacturer’s recommendation. Usual dose is olanzapine 
6mg/fluoxetine 25mg. 

Indications for Discontinuation: Intolerability, adverse effects, non-compliance, lack of efficacy. 
Rationale: Multiple moderate-quality trials suggest efficacy of including for 

treatment-resistant depression [1060]. One trial suggested the time to 
remission was longer with olanzapine/fluoxetine [1062]. 
Olanzapine/fluoxetine has low to moderate adverse effects, is 
moderate cost depending on duration of need, and is selectively 
recommended. 

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: olanzapine, fluoxetine, olanzapine-
fluoxetine, Symbyax; depression, depressive disorder, major 
depressive disorder, MDD; controlled clinical trial, controlled trials, 
randomized controlled trial, randomized controlled trials, random 
allocation, random*, randomized, randomization, randomly; 
systematic, systematic review, retrospective, prospective studies; not 
pediatric, not review, not adolescents, and not protocol. We found 
and reviewed 858 articles in PubMed, 1513 in Scopus, 2 in CINAHL, 12 
in Cochrane Library, 676 in Google Scholar, and 4 from other sources†. 
We considered for inclusion 0 from PubMed, 0 from Scopus, 0 from 
CINAHL, 0 from Cochrane Library, 0 from Google Scholar, and 4 from 
other sources. Of the 4 articles considered for inclusion, 4 randomized 
trials and 0 systematic studies met the inclusion criteria. 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy. 
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Nitrous Oxide 
No Recommendation. 

There is no recommendation for or against the use of nitrous oxide in the treatment of 
patients with depressive disorders. 

Strength of Evidence – No Recommendation, Insufficient Evidence (I) 
Level of Confidence – Low 
 

Rationale: There are few studies which have used nitrous oxide for treatment-
resistant depression. In one experimental study of 24 hours, 
nitrous oxide resulted in improvements at both 2- and 24-hours after 
inhalation in 20 subjects [1092]. Nitrous oxide is either not invasive or 
is minimally invasive if an IV is also used, has some adverse effects, is 
moderate cost, but as it lacks evidence of short- or longer-term 
durable efficacy, there is no recommendation for treatment-resistant 
depression. 

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Nitrous oxide, nitrogen oxide, nitric 
Oxide, n20, Depression, depressive disorder, major depressive 
disorder; depression, depressive disorder, major depressive disorder, 
MDD; controlled clinical trial, controlled trials, randomized controlled 
trial, randomized controlled trials, random allocation, random*, 
randomized, randomization, randomly; systematic, systematic review, 
retrospective, prospective studies; not pediatric, not review, not 
adolescents, and not protocol. We found and reviewed 43 articles in 
PubMed, 8701 in, 279 in CINAHL, 12 in Cochrane Library, 967 in 
Google Scholar, and 0 from other sources. We considered for inclusion 
1 from PubMed, 1 from Scopus, 1 from CINAHL, 0 from Cochrane 
Library, 0 from Google Scholar, and 0 from other sources. Zero articles 
met the inclusion criteria. 

 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  
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Ketamine has been used in a number of studies to treat depression [1093-1104].  

Ketamine 
No Recommendation. 

There is no recommendation for the treatment of patients with depressive disorders with 
ketamine. 

Strength of Evidence – No Recommendation, Insufficient Evidence (I) 
Level of Confidence – Low 
 

Rationale: Several high-and moderate-quality studies of ketamine for treatment-
resistant major depression have suggested very short-term benefits. 
However, population sizes assessed are small and durability of the 
effect is not well established and one study suggested waning benefits 
at seven days [1101]. Repeated administrations have been attempted. 
Oral ketamine has also been used and suggested improved depression 
scores up to 6 weeks [1104]. Ketamine may be invasive (or non-
invasive if oral/intranasal route is used), has moderate to severe 
adverse effects, is of moderate to high cost, and has some evidence of 
short-term efficacy for treatment-resistant depression, but no quality 
evidence of sustained benefits and thus there is no recommendation. 

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Ketamine; depression, depressive 
disorder, major depressive disorder, MDD; controlled clinical trial, 
controlled trials, randomized controlled trial, randomized controlled 
trials, random allocation, random*, randomized, randomization, 
randomly; systematic, systematic review, retrospective, prospective 
studies; not pediatric, not review, not adolescents, and not protocol. 
We found and reviewed 90 articles in PubMed, 1735 in Scopus, 97 in 
CINAHL, 60 in Cochrane Library, 1890 in Google Scholar, and 2 from 
other sources†. We considered for inclusion 21 from PubMed, 5 from 
Scopus, 0 from CINAHL, 0 from Cochrane Library, 0 from Google 
Scholar, and 2 from other sources. Of the 29 articles considered for 
inclusion, 8 randomized trials and 18 systematic studies met the 
inclusion criteria. 

 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  
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Esketamine 
No Recommendation. 

There is no recommendation for the treatment of patients with depressive disorders with 
esketamine. 

Strength of Evidence – No Recommendation, Insufficient Evidence (I) 
Level of Confidence – Low 
 

Rationale: Two modest-sized, moderate-quality studies of esketamine for 
treatment-resistant major depression suggest potential short-term 
benefits. However, population sizes assessed are small and durability 
of the effect is not well established. Esketamine is not invasive, has 
moderate adverse effects, is of moderate to high cost, and has some 
evidence of short-term efficacy for treatment-resistant depression, 
but no quality evidence of sustained benefits and thus there is no 
recommendation. 

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: esketamine; depression, depressive 
disorder, major depressive disorder, MDD; controlled clinical trial, 
controlled trials, randomized controlled trial, randomized controlled 
trials, random allocation, random*, randomized, randomization, 
randomly; systematic, systematic review, retrospective, prospective 
studies; not pediatric, not review, not adolescents, and not protocol. 
We found and reviewed 1 articles in PubMed, 40 in Scopus, 2 in 
CINAHL, 16 in Cochrane Library, 102 in Google Scholar, and 0 from 
other sources.† We considered for inclusion 1 from PubMed, 2 from 
Scopus, 0 from CINAHL, 0 from Cochrane Library, 0 from Google 
Scholar, and 0 from other sources. Of the 3 articles considered for 
inclusion, 2 randomized trials and 0 systematic reviews met the 
inclusion criteria. 

 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  
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Anti-inflammatory Agents 
Not Recommended. 

Anti-inflammatories (e.g., celecoxib), and other drugs with possible anti-inflammatory 
properties (e.g., minocycline, pioglitazone, simvastatin, mifepristone, pentoxifylline), are not 
recommended for the treatment of patients with depressive disorders. 

Strength of Evidence – Not Recommended, Insufficient Evidence (I) 
Level of Confidence – Low 
 

Rationale: Some limited evidence suggests there may be a relationship between 
inflammatory markers and depression; however, there is no clear 
evidence of efficacy for treatment of depression with anti-
inflammatories and no quality evidence of a durable effect. The only 
longer-term study was prematurely terminated due to the 
improbability of meeting the study’s goals [1119]. Anti-inflammatories 
are non-invasive, have low to moderate adverse effects depending on 
the type/class, are low to moderate cost in aggregate depending on 
the agent, but have no evidence of durable efficacy; thus, they are not 
recommended. 

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Anti-Inflammatory; depression, 
depressive disorder, major depressive disorder, MDD; controlled 
clinical trial, controlled trials, randomized controlled trial, randomized 
controlled trials, random allocation, random*, randomized, 
randomization, randomly; systematic, systematic review, 
retrospective, prospective studies; not pediatric, not review, not 
adolescents, and not protocol. We found and reviewed 680 articles in 
PubMed, 2075 in Scopus, 82 in CINAHL, 30 in Cochrane Library, 5800 
in Google Scholar, and 8 from other sources. We considered for 
inclusion 10 from PubMed, 0 from Scopus, 3 from CINAHL, 0 from 
Cochrane Library, 8 from Google Scholar, and 8 from other sources. Of 
the 29 articles considered for inclusion, 10 randomized trials and 6 
systematic studies met the inclusion criteria. 

 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  

 
Comments:  Per ACOEM Methodology, articles which are scored as low quality are not fully 

abstracted into a table as they do not result in material changes to evidence-
based guidance. 
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Tumor Necrosis Factor Inhibitors 
No Recommendation. 

There is no recommendation for or against the use of tumor necrosis factor inhibitors in the 
treatment of patients with depressive disorders. 

Strength of Evidence – No Recommendation, Insufficient Evidence (I) 
Level of Confidence – Low 
 

Rationale: Some limited evidence suggests there may be a relationship between 
inflammatory markers and depression. There are several trials of TNF-
inhibitors especially involving patients with moderate to severe 
psoriasis [1127, 1130, 1131]. There are sparse trials among those with 
depression and without a known systemic inflammatory disorder, 
showing no clear evidence of efficacy with durable effect [1126]. Post 
hoc analyses have suggested possible efficacy among those with high 
inflammatory markers [1126], but this theory has not been rigorously 
tested. TNF inhibitors are invasive, have moderate to high adverse 
effects, are high cost, have no evidence of durable efficacy and thus 
there is no recommendation. 

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Tumor Necrosis Factor Inhibitors, 
Etanercept, Infliximab, Adalimumab, Certolizumab Pegol; depression, 
depressive disorder, major depressive disorder, MDD; controlled 
clinical trial, controlled trials, randomized controlled trial, randomized 
controlled trials, random allocation, random*, randomized, 
randomization, randomly; systematic, systematic review, 
retrospective, prospective studies; not pediatric, not review, not 
adolescents, and not protocol. We found and reviewed 34 articles in 
PubMed, 181 in Scopus, 32 in CINAHL, 19 in Cochrane Library, 5220 in 
Google Scholar, and 6 from other sources.† We considered for 
inclusion 4 from PubMed, 0 from Scopus, 1 from CINAHL, 0 from 
Cochrane Library, 0 from Google Scholar, and 4 from other sources. Of 
the 9 articles considered for inclusion, 3 randomized trials and 4 
systematic reviews met the inclusion criteria. 

 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  
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Alternative Therapies 
Cumin has been used to treat depression [1132-1137].  

Cumin 
No Recommendation. 

There is no recommendation for or against the use of cumin in the treatment of patients with 
depressive disorders. 

Strength of Evidence – No Recommendation, Insufficient Evidence (I) 
Level of Confidence – Low 
 

Rationale: There are only a few moderate quality studies and no clear evidence 
of efficacy as the data conflict. Cumin is non-invasive, has low adverse 
effects, is generally low cost, has no control over quality and dosing, 
has no clear evidence of efficacy and thus there is no 
recommendation. 

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: cumin, cuminum; depression, 
depressive disorder, major depressive disorder, MDD; controlled 
clinical trial, controlled trials, randomized controlled trial, randomized 
controlled trials, random allocation, random*, randomized, 
randomization, randomly; systematic, systematic review, 
retrospective, prospective studies; not pediatric, not review, not 
adolescents, and not protocol. We found and reviewed 0 articles in 
PubMed, 19 in Scopus, 0 in CINAHL, 30 in Cochrane Library, 163 in 
Google Scholar, and 6 from other sources.† We considered for 
inclusion 0 from PubMed, 0 from Scopus, 0 from CINAHL, 0 from 
Cochrane Library, 0 from Google Scholar, and 6 from other sources. Of 
the 6 articles considered for inclusion, 3 randomized trials and 1 
systematic review met the inclusion criteria. 

 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  
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St. John’s Wort (Hypericum Perforatum) 
No Recommendation. 

There is no recommendation for or against the use of St. John’s Wort (Hypericum Perforatum) 
in the treatment of patients with depressive disorders. 

Strength of Evidence – No Recommendation, Insufficient Evidence (I) 
Level of Confidence – Low 
 

Rationale: There are several moderate quality trials with St. John’s Wort. Three 
moderate quality placebo-controlled studies suggest some efficacy 
[1147-1149], and three moderate quality studies show lack of efficacy 
[1150-1152]. In several other moderate-quality studies there is 
evidence of comparable efficacy to an antidepressant of known 
efficacy [1138, 1153-1159]. St. John’ Wort is non-invasive, of moderate 
cost, has some adverse effects, has some efficacy, but dosing is not 
controlled and thus there is no recommendation.  

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: St. John’s Wort, Saint John’s Wort, 
hypernicum; depression, depressive disorder, major depressive 
disorder, MDD; controlled clinical trial, controlled trials, randomized 
controlled trial, randomized controlled trials, random allocation, 
random*, randomized, randomization, randomly; systematic, 
systematic review, retrospective, prospective studies; not pediatric, 
not review, not adolescents, and not protocol. We found and reviewed 
119 articles in PubMed, 1623 in Scopus, 56 in CINAHL, 0 in Cochrane 
Library, 4210 in Google Scholar, and 9 from other sources†. We 
considered for inclusion 24 from PubMed, 4 from Scopus, 2 from 
CINAHL, 0 from Cochrane Library, 0 from Google Scholar, and 9 from 
other sources. Of the 39 articles considered for inclusion, 18 
randomized trials and 21 systematic reviews met the inclusion criteria.  

 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy. 

Comments:  Per ACOEM Methodology, articles which are scored as low quality are not fully 
abstracted into a table as they do not result in material changes to evidence-
based guidance. 

:  
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Omega-3 Fatty Acids 
No Recommendation. 

There is no recommendation for or against the use of omega-3 fatty acids in the treatment of 
patients with depressive disorders. 

Strength of Evidence – No Recommendation, Insufficient Evidence (I) 
Level of Confidence – Low 
 

Rationale: There are several moderate quality studies using omega-3 fatty acids 
to improve symptoms of depression with mixed efficacy. There is 
modest efficacy in some studies [617, 1161] but there is lack of 
efficacy in others [1160, 1162, 1165, 1166]. There may be some 
benefit for omega-3 fatty acids potentiating the effects of certain 
antidepressants [1164, 1167]. Omega-3 fatty acids have low adverse 
effects, are low to moderate cost depending upon treatment duration, 
but have no clear evidence of efficacy. Thus, there is no 
recommendation for omega-3 fatty acids for use in the treatment of 
depression. 

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Omega 3 Fatty Acids; depression, 
depressive disorder, major depressive disorder, MDD; controlled 
clinical trial, controlled trials, randomized controlled trial, randomized 
controlled trials, random allocation, random*, randomized, 
randomization, randomly; systematic, systematic review, 
retrospective, prospective studies; not pediatric, not review, not 
adolescents, and not protocol. We found and reviewed 151 articles in 
PubMed, 879 in Scopus, 113 in CINAHL, 87 in Cochrane Library, 900 in 
Google Scholar, and 2 from other sources†. We considered for 
inclusion 30 from PubMed, 8 from Scopus, 4 from CINAHL, 0 from 
Cochrane Library, 0 from Google Scholar, and 2 from other sources. Of 
the 44 articles considered for inclusion, 10 randomized trials and 33 
systematic reviews met the inclusion criteria. 

 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  

 
Comments:  Per ACOEM Methodology, articles which are scored as low quality are not fully 

abstracted into a table as they do not result in material changes to evidence-
based guidance. 
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Vitamin D 
Not Recommended. 

Vitamin D is not recommended for the treatment of patients with depressive disorders. There 
are other indications for its use. 

Strength of Evidence – Not Recommended, Evidence (C) 
Level of Confidence – Low 
 

Rationale: The two high-quality studies suggest lack of efficacy [1188, 1191] and 
include the largest sample size to date in an RCT of vitamin D. In 
contrast, two moderate quality studies suggest benefits [1190, 1192] 
including additive benefit with fluoxetine [1192]. An unblinded study 
of injections also reported some benefits [1189]. Vitamin D is not 
invasive unless provided by injection, has generally low adverse 
effects, is low cost, but with the strongest evidence showing lack of 
efficacy, it is not recommended for treatment of depression. There are 
other indications for its use.  

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Vitamin D; depression, depressive 
disorder, major depressive disorder, MDD; controlled clinical trial, 
controlled trials, randomized controlled trial, randomized controlled 
trials, random allocation, random*, randomized, randomization, 
randomly; systematic, systematic review, retrospective, prospective 
studies; not pediatric, not review, not adolescents, and not protocol. 
We found and reviewed 55 articles in PubMed, 593 in Scopus, 46 in 
CINAHL, 3 in Cochrane Library, 7270 in Google Scholar, and 0 from 
other sources†. We considered for inclusion 11 from PubMed, 2 from 
Scopus, 2 from CINAHL, 1 from Cochrane Library, 0 from Google 
Scholar, and 0 from other sources. Of the 16 articles considered for 
inclusion, 5 randomized trials and 5 systematic reviews met the 
inclusion criteria.  

  
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  
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B Vitamins 
No Recommendation. 

There is no recommendation for or against the routine use of B-vitamins (folate, thiamine, 
riboflavin) for adjunctive use with anti-depressants. There is a low threshold for use in those 
with questions of dietary deficiencies.  

Strength of Evidence – No Recommendation, Insufficient Evidence (I) 
Level of Confidence – Low 
 

Rationale: One high-quality trial suggested lack of efficacy of vB12 [1201, 1202] in 
a population of elderly vitamin B deficient individuals. However, 
efficacy has been reported for adjunctive use in select patients with 
folate, riboflavin, vB12 [1193]; thiamine [1197]; and folate [1196]. The 
B-vitamins thiamine, folate and riboflavin are not invasive, have 
negligible adverse effects, are low cost, have some evidence of 
efficacy in some populations and thus may be selectively 
recommended. However, there is not evidence of utility in a general 
population of healthy working age adults.  

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: B Vitamins; depression, depressive 
disorder, major depressive disorder, MDD; controlled clinical trial, 
controlled trials, randomized controlled trial, randomized controlled 
trials, random allocation, random*, randomized, randomization, 
randomly; systematic, systematic review, retrospective, prospective 
studies; not pediatric, not review, not adolescents, and not protocol. 
We found and reviewed 26 articles in PubMed, 221 in Scopus, 17 in 
CINAHL, 16 in Cochrane Library, 17,300 in Google Scholar, and 4 from 
other sources†. We considered for inclusion 2 from PubMed, 4 from 
Scopus, 5 from CINAHL, 0 from Cochrane Library, 0 from Google 
Scholar, and 4 from other sources. Of the 15 articles considered for 
inclusion, 5 randomized trials and 3 systematic reviews met the 
inclusion criteria. 

 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  
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Marijuana, Cannabis, Cannabinoids, and Cannabidiol  
Not Recommended. 

The use of marijuana, cannabis, cannabinoids, and cannabidiol is not recommended for the 
treatment of patients with depressive disorders. 

Strength of Evidence – Not Recommended, Insufficient Evidence (I) 
Level of Confidence – Low 
 

Rationale: There are no quality trials of cannabinoids for treatment of depressive 
disorders. Cannabinoids have significant adverse effects, and in the 
absence of evidence of efficacy, they are not recommended. 

Evidence: A comprehensive literature search was conducted using PubMed, Scopus, 
CINAHL, Cochrane Library, and Google Scholar without date limits using the 
following terms: Marijuana, medical marijuana, cannabis, cannabinoids, 
cannabidiol; depression, depressive disorder, major depressive disorder, MDD; 
controlled clinical trial, controlled trials, randomized controlled trial, 
randomized controlled trials, random allocation, random*, randomized, 
randomization, randomly; systematic, systematic review, retrospective, 
prospective studies; not pediatric, not review, not adolescents, and not 
protocol. We found and reviewed 22 articles in PubMed, 1362 in Scopus, 40 in 
CINAHL, 15 in Cochrane Library, 1,920 in Google Scholar, and 0 from other 
sources†. We considered for inclusion 5 from PubMed, 1 from Scopus, 0 from 
CINAHL, 0 from Cochrane Library, 0 from Google Scholar, and 0 from other 
sources. Of the 6 articles considered for inclusion, 0 randomized trials and 2 
systematic reviews met the inclusion criteria. 

 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  
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Neuromodulation Therapies 
Transcranial magnetic stimulation, a non-invasive brain stimulation treatment, has been 
suggested for treatment of numerous neuropsychiatric conditions such as anxiety, suicidal 
ideation and used extensively for depression [1213-1251]. 

Transcranial Magnetic Stimulation and Repetitive Transcranial Magnetic Stimulation (rTMS) 
Recommended. 

Transcranial magnetic stimulation and repetitive transcranial magnetic stimulation (rTMS) are 
recommended for patients with treatment-resistant major depressive disorder. 

Strength of Evidence – Recommended, Evidence (C) 
Level of Confidence – Low 
 
Indications: Major Depressive Disorder resistant to treatment with at least 3 anti-

depressant medications, CBT and psychotherapy; generally should 
include declining ECT; or, MDD with suiciability and resistant to at 
least one trial of anti-depressant. Some data suggest synergistic 
responses with anti-depressants [1221]. 

Benefits:   Improvement in symptoms of depression, however, the durability is  
  unclear. 

Harms: Seizure, intolerance, thermal injury, headache, hearing loss, dizziness, 
nausea, exacerbation of symptoms, electrical shock. FDA Class II 
[1252] 

Frequency/Dose/Duration: Daily M-F for 4 weeks [1213]. 1Hz rTMS (Magstim Super Rapid 
stimulator), every weekday at 100% of MT with 600 pulses/session, 
sessions being 600 s. Coil placed 45° from midline of scalp.  

Indications for Discontinuation:  Resolution of depression symptoms, intolerance, non-compliance. 
Rationale: There are multiple moderate quality trials using TMS for the treatment 

of depression with many of the available studies have small sample 
sizes, unequal contact time, issues of blinding both subjects and 
assessors, high dropout rates, making interpretation of results 
challenging. Importantly, durability is somewhat unclear. However, 
most sham-controlled studies suggest modest efficacy compared to 
sham [1213, 1215, 1218, 1222, 1223, 1253], although two RCTs 
suggest a lack of efficacy compared to sham [1220, 1233]. One trial 
suggested ECT was more cost-effective and had higher efficacy over 6 
months [1249]. A few studies suggest TMS may be appropriate for 
drug resistant depression patients [1221]. TMS has been compared to 
ECT with conflicting results of efficacy [1232, 1236, 1241]. There are 
conflicting studies as to which side of the brain the TMS should be 
applied or if it is better applied unilaterally or bilaterally [1213, 1216, 
1253], or what is the optimum Hz and/or frequency [1214, 1216, 
1233]. 
 In some studies, outcomes were best in younger subjects [1227, 
1229], and some studies suggest TMS may potentiate the 
antidepressant response [1226, 1230]. TMS is not invasive, has 
moderate to high adverse effects, is moderate to high cost depending 
upon duration of treatment, and has some evidence for efficacy and is 
therefore selectively recommended.  
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Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Transcranial Magnetic Stimulation; 
depression, depressive disorder, major depressive disorder, MDD; 
controlled clinical trial, controlled trials, randomized controlled trial, 
randomized controlled trials, random allocation, random*, 
randomized, randomization, randomly; systematic, systematic review, 
retrospective, prospective studies; not pediatric, not review, not 
adolescents, and not protocol. We found and reviewed 288 articles in 
PubMed, 91277 in Scopus, 185 in CINAHL, 173 in Cochrane Library, 
1220 in Google Scholar, and 24 from other sources†. We considered 
for inclusion 72 from PubMed, 3 from Scopus, 3 from CINAHL, 0 from 
Cochrane Library, 0 from Google Scholar, and 24 from other sources. 
Of the 97 articles considered for inclusion, 39 randomized trials and 57 
systematic reviews met the inclusion criteria. 

 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  

 
Comments:  Per ACOEM Methodology, articles which are scored as low quality are not fully 

abstracted into a table as they do not result in material changes to evidence-
based guidance. 
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Deep Brain Stimulation 
No Recommendation. 

There is no recommendation for or against the use of deep brain stimulation in the treatment 
of patients with depressive disorders. 

Strength of Evidence – No Recommendation, Insufficient Evidence (I) 
Level of Confidence – Low 
 
Harms: Intracranial hemorrhage (7.3%), infection (10.9%), cerebrospinal fluid 

leakage, cognitive impairment. A total of 64.5% of patients had one or 
more adverse events by year 7. FDA Class III [1252] 

Rationale: There are conflicting studies regarding whether deep brain stimulation 
is effective for depressive disorders [1264, 1265], potential harms are 
extensive (intracranial hemorrhage (7.3%), infection (10.9%), 
cerebrospinal fluid leakage, cognitive impairment; a total of 64.5% of 
patients had one or more adverse events by year 7. FDA Class III 
[1252]) and thus there is no recommendation.  

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Deep Brain Stimulation; depression, 
depressive disorder, major depressive disorder, MDD; controlled 
clinical trial, controlled trials, randomized controlled trial, randomized 
controlled trials, random allocation, random*, randomized, 
randomization, randomly; systematic, systematic review, 
retrospective, prospective studies; not pediatric, not review, not 
adolescents, and not protocol. We found and reviewed 65 articles in 
PubMed, 524 in Scopus, 48 in CINAHL, 17 in Cochrane Library, 5440 in 
Google Scholar, and 0 from other sources†. We considered for 
inclusion 12 from PubMed, 4 from Scopus, 0 from CINAHL, 0 from 
Cochrane Library, 0 from Google Scholar, and 0 from other sources. Of 
the 16 articles considered for inclusion, 2 randomized trials and 7 
systematic reviews met the inclusion criteria. 

 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  
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Vagal Nerve Stimulation 
No Recommendation. 

There is no recommendation for vagal nerve stimulation for the treatment of depressive 
disorders. 

Strength of Evidence – No Recommendation, Insufficient Evidence (I) 
Level of Confidence – Low 
 

Rationale: There are two moderate-quality RCTs, one with multiple reports. The 
highest quality trial showed no differences between low-, medium- 
and high-dose raising questions of efficacy [1268]. The other suggests 
modest efficacy with a 50% higher response rate compared with sham 
[1267]. Vagal nerve stimulation is invasive, has adverse effects (e.g., 
paralysis, fatality, medicalization), is high cost, has no clear evidence of 
efficacy and thus there is no recommendation.  

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Vagus nerve stimulation, vagal nerve 
stimulation; depression, depressive disorder, major depressive 
disorder, MDD; controlled clinical trial, controlled trials, randomized 
controlled trial, randomized controlled trials, random allocation, 
random*, randomized, randomization, randomly; systematic, 
systematic review, retrospective, prospective studies; not pediatric, 
not review, not adolescents, and not protocol. We found and reviewed 
18 articles in PubMed, 559 in Scopus, 35 in CINAHL, 7 in Cochrane 
Library, 1,390 in Google Scholar, and 0 from other sources†. We 
considered for inclusion 6 from PubMed, 1 from Scopus, 0 from 
CINAHL, 0 from Cochrane Library, 0 from Google Scholar, and 0 from 
other sources. Of the 7 articles considered for inclusion, 4 randomized 
trials and 3 systematic reviews met the inclusion criteria. 

 
 † The results for databases are sorted by relevancy based on customized 

search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  
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Electroconvulsive Therapy 
Moderately Recommended. 

Electroconvulsive therapy is moderately recommended for patients with treatment-resistant 
major depressive disorder. 

Strength of Evidence – Moderately Recommended, Evidence (B) 
Level of Confidence – High 
 

Indications: Treatment-resistant depression, generally having failed at least 3 
medications, CBT, and psychotherapy. Generally also may be 
reasonable to have tried and failed Transcranial Magnetic Stimulation. 

Benefits:    Prompt improvement in depressive symptoms and/or psychosis 
Harms: Complications of anesthesia, tooth damage, cognitive impairment, 

amnesia. 
Frequency/Dose/Duration: One administration. Generally not repeated unless severe MDD recurs 

and is again treatment resistant. Some data suggest improved efficacy 
when combined with an aerobic exercise program [635]. 

Indications for Discontinuation: N/A 
Rationale: There are many trials of ECT and its history of use is long for treatment 

of severe MDD. There are sham-controlled trials showing efficacy 
[1294]. As this is a long-established treatment, most of the recent 
literature evaluates details of techniques, anesthesia, requirement for 
post-procedure anti-depressants, etc. ECT is minimally invasive, has 
adverse effects, is costly, has evidence of efficacy and thus is indicated 
for treatment-resistant MDD. 

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Electroconvulsive Therapy; 
depression, depressive disorder, major depressive disorder, MDD; 
controlled clinical trial, controlled trials, randomized controlled trial, 
randomized controlled trials, random allocation, random*, 
randomized, randomization, randomly; systematic, systematic review, 
retrospective, prospective studies; not pediatric, not review, not 
adolescents, and not protocol. We found and reviewed 683 articles in 
PubMed, 3380 in Scopus, 678 in CINAHL, 314 in Cochrane Library, 
1940 in Google Scholar, and 14 from other sources†. We considered 
for inclusion 40 from PubMed, 1 from Scopus, 4 from CINAHL, 9 from 
Cochrane Library, 0 from Google Scholar, and 14 from other sources. 
Of the 68 articles considered for inclusion, 31 randomized trials and 37 
systematic reviews met the inclusion criteria. 

 
 † The results for databases are sorted by relevancy based on customized 

search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  

Comments:  Per ACOEM Methodology, articles which are scored as low quality are not fully 
abstracted into a table as they do not result in material changes to evidence-
based guidance. 
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Low-Field Magnetic Stimulation 
Moderately Recommended. 

Low-field magnetic stimulation is moderately recommended for patients with treatment-
resistant major depressive disorder. 

Strength of Evidence – Moderately Recommended, Evidence (B) 
Level of Confidence – Moderate 
 
Indications: Treatment-resistant depression, generally having failed at least 3 

medications, CBT, and psychotherapy. Typically used as adjunctive to 
an anti-depressant [1320, 1323, 1325].  

Benefits:    Relatively rapid improvement in depressive symptoms 
Harms: Moderate. May have increased risk of seizures. Tolerance of wearing a 

helmet 1-2 times/day [1326-1328]. 
Frequency/Dose/Duration: Daily or BID sessions. 220V; alternating +50 and -50V pulses, 3msec; 

12msec pauses [1323].  
Indications for Discontinuation: Intolerance, non-compliance, resolution of depression. 
Rationale: There are several trials of low voltage pulsed electromagnetic fields 

for the treatment of treatment-resistant depression. Sham-controlled 
trials suggesting considerable efficacy [1320, 1323, 1329]. Durability of 
the effects are unclear and the trials are up to 15 days [1320] to 8 
weeks [1325]; thus, there is no intermediate or long-term moderately 
or higher quality study. Low voltage pulsed electromagnetic fields are 
not invasive, have low to moderate adverse effects, are costly over 
time, have some evidence of efficacy and thus is indicated for 
treatment-resistant MDD. 

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Low-Field Magnetic Stimulation, 
LFMS; depression, depressive disorder, major depressive disorder, 
MDD; controlled clinical trial, controlled trials, randomized controlled 
trial, randomized controlled trials, random allocation, random*, 
randomized, randomization, randomly; systematic, systematic review, 
retrospective, prospective studies; not pediatric, not review, not 
adolescents, and not protocol. We found and reviewed 16 articles in 
PubMed, 61 in Scopus, 3 in CINAHL, 12 in Cochrane Library, 7 in 
Google Scholar, and 3 from other sources†. We considered for 
inclusion 4 from PubMed, 3 from Scopus, 0 from CINAHL, 0 from 
Cochrane Library, 1 from Google Scholar, and 3 from other sources. Of 
the 11 articles considered for inclusion, 3 randomized trials and 4 
systematic reviews met the inclusion criteria. 

 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  
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Injection Therapies 
Botulinum toxin injections have been used to treat depression [1330-1335].  

Botulinum Toxin Injections 
No Recommendation. 

There is no recommendation for or against the use of botulinum toxin injections in the 
treatment of patients with depressive disorders. 

 
Strength of Evidence – No Recommendation, Insufficient Evidence (I) 
Level of Confidence – Low 
 

Rationale: There are few studies trialing botulinum injections for the treatment 
of depression. One study used dissimilar doses of the drug in males cf. 
females and there were considerable baseline group differences in 
baseline depression duration, suggesting randomization failure [1330]. 
The remaining two small studies would show changes in the glabellar 
facial region after injection, which changes the appearance of frown 
lines, thus potentially unblinding the studies. Botulinum toxin 
injections are invasive, have significant adverse effects, are high cost, 
and require high quality trials in large populations to support a 
recommendation in favor of these injections.  

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: botulinum toxin, botox; depression, 
depressive disorder, major depressive disorder, MDD; controlled 
clinical trial, controlled trials, randomized controlled trial, randomized 
controlled trials, random allocation, random*, randomized, 
randomization, randomly; systematic, systematic review, 
retrospective, prospective studies; not pediatric, not review, not 
adolescents, and not protocol. We found and reviewed 14 articles in 
PubMed, 602 in Scopus, 8 in CINAHL, 6 in Cochrane Library, 594 in 
Google Scholar, and 2 from other sources†. We considered for 
inclusion 4 from PubMed, 0 from Scopus, 0 from CINAHL, 0 from 
Cochrane Library, 0 from Google Scholar, and 2 from other sources. Of 
the 6 articles considered for inclusion, 4 randomized trials and 2 
systematic reviews met the inclusion criteria. 

 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  

 



Copyright ©2020 Reed Group, Ltd.  Page | 105 

Cyanocobalamin (Vitamin B-12) Injections 
Not Recommended. 

Cyanocobalamin (vB12) injections are not recommended for the treatment of patients with 
depressive disorders [1201, 1202]. Cyanocobalamin is recommended for those with elevated 
Methylmalonic acid or known vB12 deficiency and/or pernicious anemia. 

Strength of Evidence – Not Recommended, Insufficient Evidence (I) 
Level of Confidence – Low 
 

Rationale: One high quality trial suggested lack of efficacy of vB12 [1201, 1202] in 
a population of elderly vitamin B deficient individuals. However, 
efficacy has been reported for adjunctive use in select patients with 
folate, riboflavin, vB12 [1193]; thiamine [1197]; and folate [1196]. The 
B-vitamins thiamine, folate and riboflavin are not invasive, have 
negligible adverse effects, are low cost, have some evidence of 
efficacy in some populations and thus may be selectively 
recommended. However, there is not evidence of utility in a general 
population of healthy working age adults.  

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: B Vitamins; depression, depressive 
disorder, major depressive disorder, MDD; controlled clinical trial, 
controlled trials, randomized controlled trial, randomized controlled 
trials, random allocation, random*, randomized, randomization, 
randomly; systematic, systematic review, retrospective, prospective 
studies; not pediatric, not review, not adolescents, and not protocol. 
We found and reviewed 26 articles in PubMed, 221 in Scopus, 17 in 
CINAHL, 16 in Cochrane Library, 17,300 in Google Scholar, and 4 from 
other sources†. We considered for inclusion 2 from PubMed, 4 from 
Scopus, 5 from CINAHL, 0 from Cochrane Library, 0 from Google 
Scholar, and 4 from other sources. Of the 15 articles considered for 
inclusion, 5 randomized trials and 3 systematic reviews met the 
inclusion criteria. 

 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  
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Allied Health Interventions 
Acupuncture has been used to treat depression [1336-1345].  

Acupuncture 
No Recommendation. 

There is no recommendation for or against the use of acupuncture in the treatment of 
depressive disorders. 

Strength of Evidence – No Recommendation, Insufficient Evidence (I) 
Level of Confidence – Low 
 
Rationale: There is a lack of sham-controlled trials of acupuncture to treat 

depressive disorders. The available trials are subject to contact time 
and/or wait list control biases [1339, 1340, 1342]. Acupuncture is 
minimally invasive, has low adverse effects is cumulatively moderate 
to high cost, but in the absence of quality evidence of efficacy, there is 
no recommendation. 

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: acupuncture; depression, depressive 
disorder, major depressive disorder, MDD; controlled clinical trial, 
controlled trials, randomized controlled trial, randomized controlled 
trials, random allocation, random*, randomized, randomization, 
randomly; systematic, systematic review, retrospective, prospective 
studies; not pediatric, not review, not adolescents, and not protocol. 
We found and reviewed 9 articles in PubMed, 221 in Scopus, 58 in 
CINAHL, 5 in Cochrane Library, 2082 in Google Scholar, and 0 from 
other sources†. We considered for inclusion 8 from PubMed, 0 from 
Scopus, 1 from CINAHL, 1 from Cochrane Library, 1 from Google 
Scholar, and 0 from other sources. Of the 11 articles considered for 
inclusion, 4 randomized trials and 5 systematic reviews met the 
inclusion criteria. 

 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  

 
Comments:  Per ACOEM Methodology, articles which are scored as low quality are not fully 

abstracted into a table as they do not result in material changes to evidence-
based guidance. 
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Massage 
No Recommendation. 

There is no recommendation for or against massage for the treatment of depressive 
disorders. 

Strength of Evidence – No Recommendation, Insufficient Evidence (I) 
Level of Confidence – Low 
 

Rationale: There are no quality studies of the use of massage for depressive 
symptoms and thus there is no recommendation. 

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Massage; depression, depressive 
disorder, major depressive disorder, MDD; controlled clinical trial, 
controlled trials, randomized controlled trial, randomized controlled 
trials, random allocation, random*, randomized, randomization, 
randomly; systematic, systematic review, retrospective, prospective 
studies; not pediatric, not review, not adolescents, and not protocol. 
We found and reviewed 83 articles in PubMed, 560 in Scopus, 561 in 
CINAHL, 65 in Cochrane Library, 1890 in Google Scholar, and 0 from 
other sources†. We considered for inclusion 4 from PubMed, 0 from 
Scopus, 0 from CINAHL, 0 from Cochrane Library, 1 from Google 
Scholar, and 0 from other sources. Of the 5 articles considered for 
inclusion, 0 randomized trials and 2 systematic reviews met the 
inclusion criteria. 

 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  
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Aromatherapy has been used to treat depression [681, 1353-1357].  

Aromatherapy 
No Recommendation. 

There is no recommendation for or against aromatherapy for the treatment of depressive 
disorders. 

Strength of Evidence – No Recommendation, Insufficient Evidence (I) 
Level of Confidence – Low 
 
Rationale: There is one small moderate-quality trial regarding aromatherapy for 

treatment of depression and the trial suggested a lack of benefit 
although there was a trend towards better sleep [1356]. 
Aromatherapy is not invasive, has low adverse effects, is low cost 
although cumulatively could result in at least moderate costs, has no 
quality evidence of efficacy and thus there is no recommendation.  

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: Aromatherapy; depression, 
depressive disorder, major depressive disorder, MDD; controlled 
clinical trial, controlled trials, randomized controlled trial, randomized 
controlled trials, random allocation, random*, randomized, 
randomization, randomly; systematic, systematic review, 
retrospective, prospective studies; not pediatric, not review, not 
adolescents, and not protocol. We found and reviewed 17 articles in 
PubMed, 183 in Scopus, 16 in CINAHL, 0 in Cochrane Library, 435 in 
Google Scholar, and 1 from other sources†. We considered for 
inclusion 3 from PubMed, 3 from Scopus, 3 from CINAHL, 0 from 
Cochrane Library, 0 from Google Scholar, and 1 from other sources. Of 
the 10 articles considered for inclusion, 2 randomized trials and 6 
systematic reviews met the inclusion criteria. 

 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  

Comments:  Per ACOEM Methodology, articles which are scored as low quality are not fully 
abstracted into a table as they do not result in material changes to evidence-
based guidance. 
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Light Therapy 
Recommended. 

Light therapy is recommended for the treatment of patients with depressive disorders. 

Strength of Evidence – Recommended, Evidence (C) 
Level of Confidence – Low 
 
Indications: MDD with or without a seasonal (winter) pattern (seasonal affective 

disorder) [1364]. 
Benefits:    Improvement in depressive symptoms. 
Harms:    Negligible 
Frequency/Dose/Duration: Exposure to white fluorescent light box (Model Daylight 10000, 

ultraviolet filter, rated at 10,000 lux at distance of 14 in from screen to 
cornea) ASAP after awakening between 07:00 and 08:00 hours [1364] 

Benefits: Improvement in depressive symptoms. 
Harms:    Negligible.  
Rationale: There are multiple moderate- and high-quality trials. Most of the 

higher-quality trials were positive [722, 1367-1369, 1371], but one 
high quality trial was negative [1364-1366]. Studies showing efficacy 
included both MDD without a seasonal component and seasonal 
affective disorder. Light therapy has negligible effects, is low cost, has 
evidence of efficacy and thus is recommended. 

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: phototherapy, light therapy; 
depression, depressive disorder, major depressive disorder, MDD; 
controlled clinical trial, controlled trials, randomized controlled trial, 
randomized controlled trials, random allocation, random*, 
randomized, randomization, randomly; systematic, systematic review, 
retrospective, prospective studies; not pediatric, not review, not 
adolescents, and not protocol. We found and reviewed 383 articles in 
PubMed, 757 in Scopus, 127 in CINAHL, 195 in Cochrane Library, 659 
in Google Scholar, and 0 from other sources†. We considered for 
inclusion 42 from PubMed, 0 from Scopus, 2 from CINAHL, 1 from 
Cochrane Library, 0 from Google Scholar, and 0 from other sources. Of 
the 45 articles considered for inclusion, 37 randomized trials and 8 
systematic reviews met the inclusion criteria. 
 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  

 
Comments:  Per ACOEM Methodology, articles which are scored as low quality are not fully 

abstracted into a table as they do not result in material changes to evidence-
based guidance. 
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Music Therapy 
No Recommendation. 

There is no recommendation for or against music therapy for treatment of patients with 
depressive disorders. 

Strength of Evidence – No Recommendation, Insufficient Evidence (I) 
Level of Confidence – Low 
 
Rationale: All of the few moderate quality studies were subject to usual care 

biases and all had short follow-up intervals [1403-1405], resulting in 
an inability to interpret modest short-term improvements. Music 
therapy has no adverse effects, is low to cumulatively moderate cost, 
but without quality evidence of efficacy, there is no recommendation. 
Yet, engagement in joyful activities should naturally result in 
recommendations from providers for patients to pursue areas of 
interest including music. 

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: music therapy; depression, depressive 
disorder, major depressive disorder, MDD; controlled clinical trial, 
controlled trials, randomized controlled trial, randomized controlled 
trials, random allocation, random*, randomized, randomization, 
randomly; systematic, systematic review, retrospective, prospective 
studies; not pediatric, not review, not adolescents, and not protocol. 
We found and reviewed 86 articles in PubMed, 395 in Scopus, 133 in 
CINAHL, 2 in Cochrane Library, 4660 in Google Scholar, and 6 from 
other sources†. We considered for inclusion 18 from PubMed, 11 from 
Scopus, 1 from CINAHL, 1 from Cochrane Library, 1 from Google 
Scholar, and 0 from other sources. Of the 32 articles considered for 
inclusion, 5 randomized trials and 15 systematic reviews met the 
inclusion criteria. 

 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  

Comments:  Per ACOEM Methodology, articles which are scored as low quality are not fully 
abstracted into a table as they do not result in material changes to evidence-
based guidance. 
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Insomnia Treatment Related to Depressive Disorders  
Insomnia treatment has been used to help treat depression, and has typically included CBT 
and/or medications [311, 926, 1408-1443].  

Acupuncture for Insomnia Treatment Related to Depressive Disorders 
No Recommendation. 

There is no recommendation for or against the use of acupuncture for insomnia treatment 
related to depressive disorders. 

Strength of Evidence – No Recommendation, Insufficient Evidence (I) 
Level of Confidence – Low 

 

Cognitive Behavioral Therapy for Insomnia Treatment Related to Depressive Disorders 
Moderately Recommended. 

Cognitive behavioral therapy is moderately recommended for insomnia treatment related to 
depressive disorders. 

Strength of Evidence – Moderately Recommended, Evidence (B) 
Level of Confidence – Moderate 

 

Medications (Other than Benzodiazepines) for Insomnia Treatment Related to Depressive 
Disorders 
Recommended. 

Medications (other than benzodiazepines) are recommended for insomnia treatment related 
to depressive disorders. 

Strength of Evidence – Recommended, Evidence (C) 
Level of Confidence – Low 
 
Indications: Depressive disorder patients with sleep disruption. CBT is considered 

first-line treatment [1409, 1410, 1413, 1415, 1419, 1444]. Medications 
are generally reserved for those who have inadequate results with CBT 
for sleep regulation, and there is some evidence that CBT and 
medication are synergistic [1414, 1428]. Anti-depressant medication 
selection and timing of administration is also often used for purposes 
of sleep regulation.  

Benefits:    Improved sleep regulation, which may improve depression 
Harms: Negligible for CBT alone. Medicalize insomnia with medication rather 

than non-medical management; dependence on medication to induce 
sleep 

Frequency/Dose/Duration: Numbers of appointments and content of CBT is variable, although an 
initial set of 4-6 appointments is generally recommended.  
Medications in the moderate quality trials used: 

Agomelatine 25-50mg/day [1431, 1442],  
Eszopiclone 3mg/day [1423, 1425, 1426, 1443], 
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Nefazodone 100mg BID-200mg BID [1427, 1428], 
Zolpidem 5-10mg QHS [1408, 1445]  

Antidepressants have also been used to treat insomnia symptoms due 
to sedative effects. These drugs include: Amitriptyline [1081, 1446-
1449], Mirtazapine [1429, 1450], and Trazodone [1451-1456]. 
Benzodiazepines are not recommended for this indication due to 
dependency and general potential to worsen depression. 
Medications are often combined with CBT. 

Indications for Discontinuation: Resolution of depression, improvement in depression and sleep 
disruption sufficient to wean off medication, non-compliance, 
intolerance. 

Rationale: Many quality trials document efficacy of CBT for insomnia associated 
with depressive disorders [1409, 1410, 1413, 1415, 1419, 1444], and 
there is evidence of synergistic efficacy with medications [1414, 1428]. 
CBT is low to moderate cost, has evidence of efficacy, and thus is 
recommended. 

 
There are many moderate quality trials of medications suggesting 
efficacy of sleep-regulating medication for sleep induction in 
depressed patients. Sleep medications have moderate risks including 
development of dependency, are low to moderate cost over time, but 
in select cases are recommended when other means including CBT 
and potential use of anti-depressants that assist with sleep regulation 
prove inadequate. 
 
There are two trials of acupuncture and they conflict [1435, 1438]; 
thus, there is no recommendation for acupuncture or 
electroacupuncture. 

Evidence: A comprehensive literature search was conducted using PubMed, 
Scopus, CINAHL, Cochrane Library, and Google Scholar without date 
limits using the following terms: insomnia treatment, sleep initiation 
and maintenance disorders, sleep disorder treatment, insomnia, sleep 
disorders, circadian rhythm; depression, depressive disorder, major 
depressive disorder, MDD; controlled clinical trial, controlled trials, 
randomized controlled trial, randomized controlled trials, random 
allocation, random*, randomized, randomization, randomly; 
systematic, systematic review, retrospective, prospective studies; not 
pediatric, not review, not adolescents, and not protocol. We found 
and reviewed 290 articles in PubMed, 3,102 in Scopus, 509 in CINAHL, 
9 in Cochrane Library, 5,840 in Google Scholar, and 50 from other 
sources†. We considered for inclusion 33 from PubMed, 4 from 
Scopus, 1 from CINAHL, 1 from Cochrane Library, 0 from Google 
Scholar, and 3 from other sources. Of the 41 articles considered for 
inclusion, 26 randomized trials and 4 systematic reviews met the 
inclusion criteria.  

 
† The results for databases are sorted by relevancy based on customized 
search term algorithms. Algorithms for each database determine relevancy. 
The first 100 articles are reviewed in each search, and if relevant literature 
appears in the first 100 articles, we review an additional 100 articles. If 
relevant articles appear in these additional 100 articles, we then review 
another 100. We continue this pattern of review until we review a batch of 
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100 articles that contains no relevant literature. When this happens then the 
remaining articles are not reviewed due to a lack of relevancy.  
 

Comments:  Per ACOEM Methodology, articles which are scored as low quality are not fully 
abstracted into a table as they do not result in material changes to evidence-
based guidance. 
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Appendix: PICO Questions 
 
Screening and Testing: 
 
 P - Workers and/or patients with suspected Depression 
 I - Depressive Disorders Screening Tools 
 C -What is the quality evidence supporting the use of Depressive Disorders Screening  
 tools? 
 O - Identification of Depression and/or associated symptoms  
 
 P- Workers and/or patients with suspected Depression 
 I - Psychometric Testing 
 C - What is the quality evidence supporting the use of Psychometric Testing? 
 O - Identification of Depression and/or associated symptoms  
 
 P - Workers and/or patients with suspected Depression 
 I - Pharmacogenomic Testing 
 C - Is there quality evidence supporting the use of Pharmacogenomic Testing? 
 O - Identification of Depression and/or associated symptoms  
 
Education: 
 
 P - Workers and/or patients with Depression 
 I - Education  
 C - What is the quality evidence supporting the use of Education? 
 O - Improved Depression and/or associated symptoms  
  
Exercise/Weight Loss/Dieting: 
 
 P - Workers and/or patients with Depression 
 I - Exercise 
 C - Is Exercise superior to sham or equivalent to other treatments? 
 O - Improved Depression and/or associated symptoms  
  
P - Workers and/or patients with Depression 
I - Yoga 
C - Is Yoga superior to sham or equivalent to other effective treatments? 
O - Improved Depression and/or associated symptoms 
 
P - Workers and/or patients with Depression 
 I - Tai Chi 
C - Is there quality evidence for the use of Tai Chi for Depression treatment? 
O - Improved Depression and/or associated symptoms  
 
P - Workers and/or patients with Depression 
I - Qi Gong 
C - Is there quality evidence regarding Qi Gong for Depression treatment? 
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O - Improved Depression and/or associated symptoms  
 
P - Workers and/or patients with Depression 
I - Weight Loss 
C - Is Weight Loss an effective treatment strategy for Depression? 
O - Improved Depression and/or associated symptoms. 

 
P - Workers and/or patients with Depression 
I - Dieting 
C - Is Dieting an effective treatment strategy for Depression? 
O - Improved Depression and/or associated symptoms. 
 
Behavioral and Psychological Interventions: 
 
P - Workers and/or patients with Depression 
I - Cognitive Behavioral Therapy (CBT) 
C - Is CBT superior to sham, or equivalent to other effective treatments? 
O - Improved Depression and/or associated symptoms  
 
P - Workers and/or patients with Depression 
I - Computer-assisted Cognitive Therapy 
C - Is Computer-assisted Cognitive Therapy superior to sham, or equivalent to other effective 
treatments?  
O - Improved Depression and/or associated symptoms  
 
P - Workers and/or patients with Depression 
I - Acceptance and Commitment Therapy 
C - Is Acceptance and Commitment Therapy superior to sham, or equivalent to other effective 
treatments?  
O - Improved Depression and/or associated symptoms  
 
P - Workers and/or patients with Depression 
I - Interpersonal Therapy 
C - Is Interpersonal Therapy superior to sham, or equivalent to other effective treatments?  
O - Improved Depression and/or associated symptoms  
 
P - Workers and/or patients with Depression 
I - Bibliotherapy/Cognitive Bibliotherapy 
C - Is Bibliotherapy/Cognitive Bibliotherapy superior to sham, or equivalent to other effective 
treatments?  
O - Improved Depression and/or associated symptoms  

 
P - Workers and/or patients with Depression 
I - Insight-oriented Therapies inclusive of Short-Term Psychosocial Psychotherapy 
C - Are Insight-Oriented Therapies superior to sham, or equivalent to other effective treatments?  
O - Improved Depression and/or associated symptoms  
 
P - Workers and/or patients with Depression 
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I - Problem Solving Therapy 
C - Is Problem Solving Therapy superior to sham, or equivalent to other effective treatments?  
O - Improved Depression and/or associated symptoms  
  
P - Workers and/or patients with Depression 
I - Peer Support 
C - Is Peer Support superior to sham, or equivalent to other effective treatments?  
O - Improved Depression and/or associated symptoms  
 
P - Workers and/or patients with Depression 
I - Psychological Adjunctive Methods 
C - Are Psychological Adjunctive Methods superior to sham, or equivalent to other effective treatments?  
O - Improved Depression and/or associated symptoms  
 
P - Workers and/or patients with Depression 
I - Suicide Prevention 
C - Is Suicide Prevention an effective treatment for Depression?  
O - Improved Depression and/or associated symptoms  
 
P - Workers and/or patients with Depression 
I - Mind/Body Interventions for Stress Relief 
C - Are Mind/Body Interventions superior to sham, or equivalent to other effective treatments?  
O - Improved Depression and/or associated symptoms  
 
P - Workers and/or patients with Depression 
I - Mindfulness Therapy 
C - Is Mindfulness Therapy an effective treatment for Depression? 
O - Improved Depression and/or associated symptoms  
 
P - Workers and/or patients with Depression 
I - Disease Management Programs 
C - Are Disease Management Programs effective in the treatment of Depression? 
O - Improved Depression and/or associated symptoms  
 
P - Workers and/or patients with Depression 
I - Emotional Freedom Therapy 
C - Is Emotional Freedom Therapy superior to sham, or equivalent to other effective treatments?  
O - Improved Depression and/or associated symptoms  

 
Medications: 

 
P - Workers and/or patients with Depression 
I - Antidepressants 
C - Are Antidepressants superior to sham, or equivalent to other effective treatments?  
O - Improved Depression and/or associated symptoms  
 
P - Workers and/or patients with Depression 
I - Antidepressants in combination with Cognitive Behavioral Therapy (CBT) 
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C - Is Combination Antidepressant with CBT superior to sham, or equivalent to other effective 
treatments?  
O - Improved Depression and/or associated symptoms  
 
P - Workers and/or patients with Depression 
I - Antipsychotics  
C - Are Antipsychotics superior to sham, or equivalent to other effective treatments?  
O - Improved Depression and/or associated symptoms  
 
P - Workers and/or patients with Depression 
I - Combination Olanzapine/Fluoxetine (Symbyax) 
C - Is Symbyax superior to sham, or equivalent to other effective treatments?  
O - Improved Depression and/or associated symptoms  

 
Miscellaneous Medical Therapies including Vitamins and Allied Therapies: 
 
P - Workers and/or patients with Depression 
I - Nitrous Oxide 
C - Is there quality evidence supporting the use of Nitrous Oxide in the treatment of  Depression?  
O - Improved Depression and/or associated symptoms  
 
P - Workers and/or patients with Depression 
I - Ketamine 
C - Is Ketamine superior to sham, or equivalent to other effective treatments?  
O - Improved Depression and/or associated symptoms  
 
P - Workers and/or patients with Depression 
I - Hypericum Perforatum (St. John’s Wort) 
C - Is there quality evidence for Hypericum Perforatum as an effective treatment for Depression? 
O - Improved Depression and/or associated symptoms  
 
P - Workers and/or patients with Depression 
I - Omega-3-Fatty Acids 
C - Is there quality evidence for the use of Omega-3 Fatty Acids in the treatment of Depression? 
O - Improved Depression and/or associated symptoms  
 
P - Workers and/or patients with Depression 
I - Vitamin D  
C - Is Vitamin D an effective treatment for Depression? 
O - Improved Depression and/or associated symptoms  
 
P - Workers and/or patients with Depression 
I - B Vitamins (not including B-12 injections) 
C - Are B Vitamins effective in the treatment of Depression?  
O - Improved Depression and/or associated symptoms  
 
P - Workers and/or patients with Depression 
I - B-12 Vitamin Injections (Cyanocobalamins) 
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C - Are B-12 Vitamin Injections in the treatment of Depression? 
O - Improved Depression and/or associated symptoms  

 
P - Workers and/or patients with Depression 
I - Botulinum Toxin Injections 
C - Is there quality evidence to support the use of Botulinum Toxin Injections in the  treatment of 
Depression? 
O - Improved Depression and/or associated symptoms 
 
P - Workers and/or patients with Depression 
I - Marijuana, Cannabis, Cannabinoids 
C - Is there quality evidence for the use of Marijuana/Cannabis/Cannabinoids for treating Depression? 
O - Improved Depression and/or associated symptoms  
 
Non-invasive Magnetic Therapies and Acupuncture: 
 
P - Workers and/or patients with Depression 
I - Acupuncture 
C - Is Acupuncture superior to sham, or equivalent to other effective treatments?  
O - Improved Depression and/or associated symptoms  
 
P - Workers and/or patients with Depression 
I - Transcranial Magnetic Stimulation (TMS and rTMS) 
C - Is TMS superior to sham, or equivalent to other effective treatments? 
O - Improved Depression and/or associated symptoms 
 
P - Workers and/or patients with Depression 
I - Low Field Magnetic Stimulation 
C - Is Low Field Magnetic Stimulation superior to sham, or equivalent to other effective treatments?  
O - Improved Depression and/or associated symptoms  

 
Electroconvulsive Therapy: 
 
P - Workers and/or patients with Depression 
I - Electroconvulsive Therapy (ECT) 
C - Is ECT superior to placebo, or equivalent to other effective treatments?  
O - Improved Depression and/or associated symptoms  
 
Invasive Therapies: 
 
P - Workers and/or patients with Depression 
I - Deep Brain Stimulation 
C - Is there quality evidence to support the use of Deep Brain Stimulation is effective in treating 
Depression? 
O - Improved Depression and/or associated symptoms  
 
P - Workers and/or patients with Depression 
I - Vagal Nerve Stimulation 
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C - Is there quality evidence to support the use of Vagal Nerve Stimulation in Depression treatment? 
O - Improved Depression and/or associated symptoms  
 
Relaxation Therapies: 
 
P - Workers and/or patients with depression 
I - Massage 
C - Is Massage superior to sham, or equivalent to other effective treatments?  
O - Improved Depression and/or associated symptoms  
 
P - Workers and/or patients with Depression 
I - Aromatherapy 
C - Is Aromatherapy superior to sham, or equivalent to other effective treatments? 
O - Improved Depression and/or associated symptoms 
 
P - Workers and/or patients with Depression 
I - Light Therapy 
C - Is Light Therapy superior to sham, or equivalent to other effective treatments?  
O - Improved Depression and associated symptoms  
 
P - Workers and/or patients with Depression 
I - Music Therapy 
C - Is Music Therapy superior to sham, or equivalent to other effective treatments?  
O - Improved Depression and/or associated symptoms  
 
Insomnia Related to Depression Therapies: 
 
P - Workers and/or patients with Insomnia related to Depression 
I - Acupuncture 
C - Is Acupuncture for Depression related Insomnia superior to sham, or equivalent to other effective 
treatments?  
O - Improved Depression related Insomnia and associated symptoms  
 
P - Workers and/or patients with Insomnia related to Depression 
I - Cognitive Behavioral Therapy (CBT)  
C - Is CBT superior to sham, or equivalent to other effective treatments?  
O - Improved Depression related Insomnia and associated symptoms  
 
P - Workers and/or patients with Insomnia related to Depression 
I - Non-Benzodiazepine Medications 
C - Are Non-Benzodiazepine Medications superior to sham, or equivalent to other effective treatments? 
O - Improved Depression related Insomnia and associated symptoms and associated symptoms  

 



Copyright ©2020 Reed Group, Ltd.  Page | 120 

References 

1. Chou, R., et al., Interventional therapies, surgery, and interdisciplinary rehabilitation for low back pain: an 
evidence-based clinical practice guideline from the American Pain Society. Spine, 2009. 34(10): p. 1066-
1077. 

2. GRADE, Criteria for Applying or Using GRADE. 2016. 

3. Genovese E, K.W., Mueller K, Aronoff G, Bruns D,, Chapter 10: Chronic pain. In: Hegmann K, ed, ACOEM’s 
Occupational Medicine Practice Guidelines. 3rd ed. ed. 2011, Elk Grove Village, IL: American College of 
Occupational and Environmental Medicine;. 

4. Talmage, J., et al., Occupational Medicine Practice Guidelines: Evaluation and Management of Common 
Health Problems and Functional Recovery in Workers, in Chapter 9: Low back disorders. 2011, American 
College of Occupational and Environmental Medicine: Elk Grove Village, IL. p. 333-796. 

5. Talmage, J., et al., Occupational Medicine Practice Guidelines: Evaluation and Management of Common 
Health Problems and Functional Recovery in Workers, in Chapter 8: Cervical and thoracic spine disorders. 
2011, American College of Occupational and Environmental Medicine: Elk Grove Village, IL. p. 1-332. 

6. Kaufman, L., et al., Occupational Medicine Practice Guidelines: Evaluation and Management of Common 
Health Problems and Functional Recovery in Workers., in Chapter 11: Shoulder disorders. 2011, American 
College of Occupational and Environmental Medicine: Elk Grove Village, IL. p. 1-378. 

7. McKenzie, J., et al., Occupational Medicine Practice Guidelines: Evaluation and Management of Common 
Health Problems and Functional Recovery in Workers, in Chapter 14: Hip and groin disorders. 2011, 
American College of Occupational and Environmental Medicine: Elk Grove Village, IL. p. 1-440. 

8. Haas N. Beecher P. Easly M. et al, Occupational Medicine Practice Guidelines: Evaluation and Management 
of Common Health Problems and Functional Recovery in Workers., in Chapter 16: Ankle and foot disorders. 
2011, American College of Occupational and Environmental Medicine; Elk Grove Village, IL:. p. 1099-1453. 

9. Hoffman H. Belcourt R. Byrne K. et al, Occupational Medicine Practice Guidelines: Evaluation and 
Management of Common Health Problems and Functional Recovery in Workers., in Chapter 12: Elbow 
disorders. 2011, American College of Occupational and Environmental Medicine;: Elk Grove Village, IL:. p. 
379-570. 

10. Melhorn, J., et al., Occupational Medicine Practice Guidelines: Evaluation and Management of Common 
Health Problems and Functional Recovery in Workers, in Chapter 13: Hand, wrist, and forearm disorders. 
2011, American College of Occupational and Environmental Medicine: Elk Grove Village, IL. p. 571-927. 

11. Lichtblau, E., et al., Occupational Medicine Practice Guidelines: Evaluation and Management of Common 
Health Problems and Functional Recovery in Workers, in Chapter 15: Knee disorders. 2011, American College 
of Occupational and Environmental Medicine: Elk Grove Village, IL. p. 441-1098. 

12. Brouwers, M.C., et al., AGREE II: advancing guideline development, reporting and evaluation in health care. 
CMAJ, 2010. 182(18): p. E839-E842. 

13. Institute of Medicine, Standards for Developing Trustworthy Clinical Practice Guidelines. 2011. 

14. Shea, B.J., et al., Development of AMSTAR: a measurement tool to assess the methodological quality of 
systematic reviews. BMC medical research methodology, 2007. 7(1): p. 10. 



Copyright ©2020 Reed Group, Ltd.  Page | 121 

15. National Institute of Mental Health. Major Depression. 
https://www.nimh.nih.gov/health/statistics/major-depression.shtml. 

16. LaMontagne, A.D., et al., Job strain—attributable depression in a sample of working Australians: Assessing 
the contribution to health inequalities. BMC Public Health, 2008. 8(1): p. 181. 

17. Kessler, R.C., et al., Lifetime prevalence and age-of-onset distributions of DSM-IV disorders in the National 
Comorbidity Survey Replication. Archives of General Psychiatry, 2005. 62(6): p. 593-602. 

18. Birnbaum, H.G., et al., Employer burden of mild, moderate, and severe major depressive disorder: mental 
health services utilization and costs, and work performance. Depression and Anxiety, 2010. 27(1): p. 78-89. 

19. Wulsin, L., et al., Prevalence rates for depression by industry: a claims database analysis. Social Psychiatry 
and Psychiatric Epidemiology, 2014. 49(11): p. 1805-1821. 

20. Kubo, J., et al., Contribution of health status and prevalent chronic disease to individual risk for workplace 
injury in the manufacturing environment. Occup Environ Med, 2014. 71(3): p. 159-166. 

21. Patten, S.B., et al., Major depression and injury risk. The Canadian Journal of Psychiatry, 2010. 55(5): p. 313-
318. 

22. Kim, J. and Y. Choi, Gender differences in the longitudinal association between work-related injury and 
depression. Int J Environ Research Public Health, 2016. 13(11): p. 1077. 

23. Kapellusch, J.M., et al., Association between lifting and use of medication for low back pain: results from the 
Backworks Prospective Cohort Study. J Occup Environ Med, 2014. 56(8): p. 867-77. 

24. Garg, A., et al., The NIOSH lifting equation and low-back pain, Part 1: Association with low-back pain in the 
backworks prospective cohort study. Hum Factors, 2014. 56(1): p. 6-28. 

25. Smedley, J., et al., Prospective cohort study of predictors of incident low back pain in nurses. BMJ, 1997. 
314(7089): p. 1225-8. 

26. Currie, S.R. and J. Wang, More data on major depression as an antecedent risk factor for first onset of chronic 
back pain. Psychological Medicine, 2005. 35(9): p. 1275-1282. 

27. Matsudaira, K., et al., Potential risk factors of persistent low back pain developing from mild low back pain 
in urban Japanese workers. PloS One, 2014. 9(4): p. e93924. 

28. Melloh, M., et al., Predicting the transition from acute to persistent low back pain. Occupational Medicine, 
2011. 61(2): p. 127-131. 

29. Nelson, D.A., N. Menzel, and P. Horoho, Prior depression and incident back pain among military registered 
nurses: A retrospective cohort study. International Journal of Nursing Studies, 2017. 74: p. 149-154. 

30. Brandt, L.P., et al., Neck and shoulder symptoms and disorders among Danish computer workers. Scand J 
Work Environ Health, 2004. 30(5): p. 399-409. 

31. Braden, J.B., et al., Predictors of change in pain and physical functioning among post-menopausal women 
with recurrent pain conditions in the women's health initiative observational cohort. J Pain, 2012. 13(1): p. 
64-72. 

https://www.nimh.nih.gov/health/statistics/major-depression.shtml


Copyright ©2020 Reed Group, Ltd.  Page | 122 

32. Estlander, A.M., E.P. Takala, and E. Viikari-Juntura, Do psychological factors predict changes in 
musculoskeletal pain? A prospective, two-year follow-up study of a working population. J Occup Environ 
Med, 1998. 40(5): p. 445-53. 

33. Carroll, L.J., J.D. Cassidy, and P. Cote, Depression as a risk factor for onset of an episode of troublesome neck 
and low back pain. Pain, 2004. 107(1-2): p. 134-9. 

34. Ligthart, L., et al., Anxiety and depression are associated with migraine and pain in general: an investigation 
of the interrelationships. J Pain, 2013. 14(4): p. 363-70. 

35. Ligthart, L., et al., Comorbidity among multiple pain symptoms and anxious depression in a Dutch population 
sample. J Pain, 2014. 15(9): p. 945-55. 

36. Platts-Mills, T.F., et al., Persistent Pain Among Older Adults Discharged Home From the Emergency 
Department After Motor Vehicle Crash: A Prospective Cohort Study. Ann Emerg Med, 2016. 67(2): p. 166-
176.e1. 

37. Shahidi, B., D. Curran-Everett, and K.S. Maluf, Psychosocial, Physical, and Neurophysiological Risk Factors 
for Chronic Neck Pain: A Prospective Inception Cohort Study. J Pain, 2015. 16(12): p. 1288-1299. 

38. Liu, N., et al., Association of Major Depression With Risk of Ischemic Heart Disease in a Mega-Cohort of 
Chinese Adults: The China Kadoorie Biobank Study. Journal of the American Heart Association, 2016. 5(12): 
p. e004687. 

39. Wu, Q. and J.M. Kling, Depression and the risk of myocardial infarction and coronary death: a meta-analysis 
of prospective cohort studies. Medicine, 2016. 95(6). 

40. Åberg, M.A., et al., Nonpsychotic Mental Disorders in Teenage Males and Risk of Early Stroke. Stroke, 2016. 
47(3): p. 814-821. 

41. Cheng, B.-H., et al., Effects of depression and antidepressant medications on hip fracture: A population-
based cohort study in Taiwan. Medicine, 2016. 95(36). 

42. Xu, W., et al., Meta-analysis of modifiable risk factors for Alzheimer's disease. J Neurol Neurosurg Psychiatry, 
2015: p. jnnp-2015-310548. 

43. Steenland, K., et al., Late-life depression as a risk factor for mild cognitive impairment or Alzheimer's disease 
in 30 US Alzheimer's disease centers. Journal of Alzheimer's Disease, 2012. 31(2): p. 265-275. 

44. Gustafsson, H., A. Nordström, and P. Nordström, Depression and subsequent risk of Parkinson disease A 
nationwide cohort study. Neurology, 2015. 84(24): p. 2422-2429. 

45. Fernandez-Mendoza, J., et al., Natural history of excessive daytime sleepiness: role of obesity, weight loss, 
depression, and sleep propensity. Sleep, 2015. 38(3): p. 351-360. 

46. Garg, A., et al., The Strain Index (SI) and Threshold Limit Value (TLV) for Hand Activity Level (HAL): risk of 
carpal tunnelsyndrome (CTS) in a prospective cohort. Ergonomics, 2012. 55(4): p. 396-414. 

47. Hettema, J., C. Prescott, and K. Kendler, The effects of anxiety, substance use and conduct disorders on risk 
of major depressive disorder. Psychological Medicine, 2003. 33(8): p. 1423-1432. 



Copyright ©2020 Reed Group, Ltd.  Page | 123 

48. Kilpatrick, D.G., et al., Violence and risk of PTSD, major depression, substance abuse/dependence, and 
comorbidity: results from the National Survey of Adolescents. Journal of Consulting and Clinical Psychology, 
2003. 71(4): p. 692. 

49. Merikangas, K., et al., Comorbidity and boundaries of affective disorders with anxiety disorders and 
substance misuse: results of an international task force. The British Journal of Psychiatry, 1996. 168(S30): p. 
58-67. 

50. Cédric, L., et al., When blue-collars feel blue: Depression and low occupational grade as synergistic predictors 
of incident cardiac events in middle-aged working individuals. Journal of Psychosomatic Research, 2017. 97: 
p. 142. 

51. Deschênes, S.S., et al., Prediabetes, depressive and anxiety symptoms, and risk of type 2 diabetes: A 
community-based cohort study. Journal of Psychosomatic Research, 2016. 89: p. 85-90. 

52. Letnes, J.M., et al., Symptoms of depression and all-cause mortality in farmers, a cohort study: the HUNT 
study, Norway. BMJ Open, 2016. 6(5): p. e010783. 

53. Chiang, H.-H., et al., Increased risk of progression to dialysis or death in CKD patients with depressive 
symptoms: A prospective 3-year follow-up cohort study. Journal of Psychosomatic Research, 2015. 79(3): p. 
228-232. 

54. Azevedo Da Silva, M., et al., Sleep duration and sleep disturbances partly explain the association between 
depressive symptoms and cardiovascular mortality: the Whitehall II cohort study. Journal of Sleep Research, 
2014. 23(1): p. 94-97. 

55. Feng, L., et al., Prevalence of depression in myocardial infarction: A PRISMA-compliant meta-analysis. 
Medicine, 2019. 98(8). 

56. Sundbøll, J., Depression, stroke, and dementia in patients with myocardial infarction. Danish Medical 
Journal, 2018. 65(4). 

57. Lecheler, L., et al., The frequent and underrecognised co-occurrence of acute exacerbated COPD and 
depression warrants screening: a systematic review. European Respiratory Review, 2017. 26(144): p. 
170026. 

58. Lin, M.-C., et al., Increased risk of depression in patients with rheumatoid arthritis: a seven-year population-
based cohort study. Clinics, 2015. 70(2): p. 91-96. 

59. Marrie, R.A., et al., Physical comorbidities increase the risk of psychiatric comorbidity in multiple sclerosis. 
Brain and Behavior, 2016. 6(9). 

60. Hung, M.-S., et al., Incidence and risk factors of depression after diagnosis of lung cancer: A nationwide 
population-based study. Medicine, 2017. 96(19). 

61. Chen, C.Y., et al., Risk of depression following uterine cancer: A nationwide population-based study. Psycho-
Oncology, 2017. 

62. Lu, M.-K., et al., Sleep apnea is associated with an increased risk of mood disorders: a population-based 
cohort study. Sleep and Breathing, 2017. 21(2): p. 243-253. 

63. Feng, H.-P., et al., Risk of anxiety and depressive disorders in patients with myocardial infarction: A 
nationwide population-based cohort study. Medicine, 2016. 95(34). 



Copyright ©2020 Reed Group, Ltd.  Page | 124 

64. Salo, P., et al., Insomnia symptoms as a predictor of incident treatment for depression: prospective cohort 
study of 40,791 men and women. Sleep Medicine, 2012. 13(3): p. 278-284. 

65. Poulsen, P.H., K. Biering, and J.H. Andersen, The association between leisure time physical activity in 
adolescence and poor mental health in early adulthood: a prospective cohort study. BMC Public Health, 
2016. 16(1): p. 3. 

66. Griffiths, A., et al., Association of physical activity with future mental health in older, mid-life and younger 
women. The European Journal of Public Health, 2014. 24(5): p. 813-818. 

67. Bonde, J.P., Psychosocial factors at work and risk of depression: a systematic review of the epidemiological 
evidence. Occup Environ Med, 2008. 65(7): p. 438-45. 

68. Schwarzbach, M., et al., Social relations and depression in late life-a systematic review. Int J Geriatr 
Psychiatry, 2014. 29(1): p. 1-21. 

69. Stansfeld, S.A., et al., Repeated job strain and the risk of depression: longitudinal analyses from the 
Whitehall II study. Am J Public Health, 2012. 102(12): p. 2360-6. 

70. Wang, J., et al., Business mergers and acquisitions and the risk of mental disorders: a population-based 
study. Occup Environ Med, 2012: p. oemed-2011-100182. 

71. Kidger, J., et al., Teachers' wellbeing and depressive symptoms, and associated risk factors: A large cross 
sectional study in English secondary schools. Journal of Affective Disorders, 2016. 192: p. 76-82. 

72. Lueboonthavatchai, P., Role of stress areas, stress severity, and stressful life events on the onset of 
depressive disorder: a case-control study. Journal of the Medical Association of Thailand, 2011. 92(9): p. 
1240. 

73. Rusli, B.N., B.A. Edimansyah, and L. Naing, Working conditions, self-perceived stress, anxiety, depression and 
quality of life: a structural equation modelling approach. BMC Public Health, 2008. 8(1): p. 48. 

74. d’Errico, A., et al., Workplace stress and prescription of antidepressant medications: a prospective study on 
a sample of Italian workers. International Archives of Occupational and Environmental Health, 2011. 84(4): 
p. 413-424. 

75. Fushimi, M., S. Saito, and T. Shimizu, Prevalence of depressive symptoms and related factors in Japanese 
employees as measured by the Center for Epidemiologic Studies Depression Scale (CES-D). Community 
Mental Health Journal, 2013. 49(2): p. 236-242. 

76. Sugawara, N., et al., Gender differences in factors associated with suicidal ideation and depressive symptoms 
among middle-aged workers in Japan. Industrial Health, 2013. 51(2): p. 202-213. 

77. Cole, M.G. and N. Dendukuri, Risk factors for depression among elderly community subjects: a systematic 
review and meta-analysis. American Journal of Psychiatry, 2003. 160(6): p. 1147-1156. 

78. Nakata, A., et al., Active and passive smoking and depression among Japanese workers. Preventive 
Medicine, 2008. 46(5): p. 451-456. 

79. Meng, X. and C. D’Arcy, The projected effect of risk factor reduction on major depression incidence: a 16-
year longitudinal Canadian cohort of the National Population Health Survey. Journal of Affective Disorders, 
2014. 158: p. 56-61. 



Copyright ©2020 Reed Group, Ltd.  Page | 125 

80. Meyer, C.M., et al., Incident hypertension associated with depression in the Baltimore Epidemiologic 
Catchment area follow-up study. Journal of affective disorders, 2004. 83(2): p. 127-133. 

81. Ardito, C., A. d'Errico, and R. Leombruni, Exposure to psychosocial factors at work and mental well¬ being 
in Europe/Esposizione ai fattori psicosociali a lavoro e benessere mentale in Europa. La Medicina del lavoro, 
2014. 105(2): p. 85-99. 

82. Battams, S., et al., Workplace risk factors for anxiety and depression in male-dominated industries: a 
systematic review. Health Psychology and Behavioral Medicine: an Open Access Journal, 2014. 2(1): p. 983-
1008. 

83. Kim, J.-H., et al., The effect of offspring on depressive disorder among old adults: Evidence from the Korean 
Longitudinal Study of Aging from 2006 to 2012. Archives of gerontology and geriatrics, 2015. 61(3): p. 351-
362. 

84. Levine, S.Z., Low birth-weight and risk for major depression: A community-based longitudinal study. 
Psychiatry research, 2014. 215(3): p. 618-623. 

85. Yoon, Y., et al., Working hours and depressive symptoms: the role of job stress factors. Annals of 
occupational and environmental medicine, 2018. 30(1): p. 46. 

86. Joscelyne, A., et al., Mental Health Functioning in the Human Rights Field: Findings from an International 
Internet-Based Survey. PloS one, 2015. 10(12): p. e0145188. 

87. Taneichi, H., et al., Low self-efficacy is a risk factor for depression among male Japanese workers: a cohort 
study. Industrial health, 2013. 51(4): p. 452-458. 

88. Zimmerman, F.J., D.A. Christakis, and A. Vander Stoep, Tinker, tailor, soldier, patient: work attributes and 
depression disparities among young adults. Social science & medicine, 2004. 58(10): p. 1889-1901. 

89. Kato, R., et al., Heavy overtime work and depressive disorder among male workers. Occupational Medicine, 
2014: p. kqu120. 

90. Madsen, I.E., et al., Job strain as a risk factor for clinical depression: systematic review and meta-analysis 
with additional individual participant data. Psychological medicine, 2017. 47(8): p. 1342-1356. 

91. Nielsen, M.B.D., et al., Effort-reward imbalance at work and the risk of antidepressant treatment in the 
Danish workforce. Journal of affective disorders, 2016. 196: p. 248-251. 

92. Peter, R., S. March, and J.-B. du Prel, Are status inconsistency, work stress and work-family conflict 
associated with depressive symptoms? Testing prospective evidence in the lidA study. Social Science & 
Medicine, 2016. 151: p. 100-109. 

93. Grynderup, M.B., et al., Work-unit measures of organisational justice and risk of depression—a 2-year 
cohort study. Occup Environ Med, 2013. 70(6): p. 380-385. 

94. Niedhammer, I., L. Malard, and J.-F. Chastang, Occupational factors and subsequent major depressive and 
generalized anxiety disorders in the prospective French national SIP study. BMC public health, 2015. 15(1): 
p. 200. 

95. Hyde, M., et al., The impact of involuntary exit from employment in later life on the risk of major depression 
and being prescribed anti-depressant medication. Aging & mental health, 2015. 19(5): p. 381-389. 



Copyright ©2020 Reed Group, Ltd.  Page | 126 

96. Jensen, H.K., et al., Does dissatisfaction with psychosocial work climate predict depressive, anxiety and 
substance abuse disorders? A prospective study of Danish public service employees. Journal of epidemiology 
and community health, 2010. 64(9): p. 796-801. 

97. Avčin, B.A., et al., The present global financial and economic crisis poses an additional risk factor for mental 
health problems on the employees. Psychiatria Danubina, 2011. 23(1): p. 142-148. 

98. Goldberg, P., et al., Work conditions and mental health among prison staff in France. Scandinavian journal 
of work, environment & health, 1996: p. 45-54. 

99. Hakulinen, C., et al., Personality and depressive symptoms: Individual participant meta-analysis of 10 cohort 
studies. Depression and anxiety, 2015. 32(7): p. 461-470. 

100. Sakuraya, A., et al., Workplace social capital and the onset of major depressive episode among workers in 
Japan: a 3-year prospective cohort study. J Epidemiol Community Health, 2017. 71(6): p. 606-612. 

101. Dorner, T., et al., Synergistic effect between back pain and common mental disorders and the risk of future 
disability pension: a nationwide study from Sweden. Psychological medicine, 2016. 46(2): p. 425-436. 

102. Dorner, T., et al., Sickness absence due to back pain or depressive episode and the risk of all-cause and 
diagnosis-specific disability pension: A Swedish cohort study of 4,823,069 individuals. European Journal of 
Pain, 2015. 19(9): p. 1308-1320. 

103. Hakola, R., et al., Persistent asthma, comorbid conditions and the risk of work disability: a prospective cohort 
study. Allergy, 2011. 66(12): p. 1598-1603. 

104. Mäntyniemi, A., et al., Job strain and the risk of disability pension due to musculoskeletal disorders, 
depression or coronary heart disease: a prospective cohort study of 69 842 employees. Occup Environ Med, 
2012: p. oemed-2011-100411. 

105. Virtanen, M., et al., Overtime work as a predictor of major depressive episode: a 5-year follow-up of the 
Whitehall II study. PloS one, 2012. 7(1): p. e30719. 

106. Virtanen, M., et al., Long working hours and symptoms of anxiety and depression: a 5-year follow-up of the 
Whitehall II study. Psychological medicine, 2011. 41(12): p. 2485-2494. 

107. Guze, S.B., Diagnostic and statistical manual of mental disorders, (DSM-IV). American Journal of Psychiatry, 
1995. 152(8): p. 1228-1228. 

108. American Psychiatric Association, Diagnostic and statistical manual of mental disorders : DSM-5. 5th ed. 
2013, Washington, D.C.: American Psychiatric Association. xliv, 947 p. 

109. Rantala, M.J., et al., Depression subtyping based on evolutionary psychiatry: Proximate mechanisms and 
ultimate functions. Brain Behav Immun, 2018. 69: p. 603-617. 

110. American Psychiatric Association, Diagnostic and statistical manual of mental disorders : DSM-IV: 
international version with ICD-10 codes. 4th ed. 1995, Washington, DC: American Psychiatric Association. 
xxvii, 900 p. 

111. Beck, A.T., Thinking and Depression. II. Theory and Therapy. Arch Gen Psychiatry, 1964 10: p. 561-71. 

112. Beck, A.T., Thinking and Depression. I. Idiosyncratic Content and Cognitive Distortions. Arch Gen Psychiatry, 
1963. 9: p. 324-33. 



Copyright ©2020 Reed Group, Ltd.  Page | 127 

113. Hagen, E.H., Evolutionary theories of depression: a critical review. Can J Psychiatry, 2011. 56(12): p. 716-26. 

114. Rulcovius, G. and H.G. Reinhard, Cognitive theories of depression. Implications for the investigation of 
emotional disturbances in childhood and adolescence. Acta Paedopsychiatr, 1990. 53(1): p. 62-70. 

115. Kiecolt-Glaser, J.K., H.M. Derry, and C.P. Fagundes, Inflammation: depression fans the flames and feasts on 
the heat. Am J Psychiatry, 2015. 172(11): p. 1075-91. 

116. Maletic, V. and C.L. Raison, Neurobiology of depression, fibromyalgia and neuropathic pain. Front Biosci 
(Landmark Ed), 2009. 14: p. 5291-338. 

117. Massart, R., R. Mongeau, and L. Lanfumey, Beyond the monoaminergic hypothesis: neuroplasticity and 
epigenetic changes in a transgenic mouse model of depression. Philos Trans R Soc Lond B Biol Sci, 2012. 
367(1601): p. 2485-94. 

118. Yohn, C.N., M.M. Gergues, and B.A. Samuels, The role of 5-HT receptors in depression. Mol Brain, 2017. 
10(1): p. 28. 

119. Krishnadas, R. and J. Cavanagh, Depression: an inflammatory illness? J Neurol Neurosurg Psychiatry, 2012. 
83(5): p. 495-502. 

120. Brigitta, B., Pathophysiology of depression and mechanisms of treatment. Dialogues Clin Neurosci, 2002. 
4(1): p. 7-20. 

121. Drevets, W.C., et al., Serotonin-1A receptor imaging in recurrent depression: replication and literature 
review. Nucl Med Biol, 2007. 34(7): p. 865-77. 

122. Werner, F.M. and R. Covenas, Classical neurotransmitters and neuropeptides involved in major depression: 
a review. Int J Neurosci, 2010. 120(7): p. 455-70. 

123. Sargent, P.A., et al., Brain serotonin1A receptor binding measured by positron emission tomography with 
[11C]WAY-100635: effects of depression and antidepressant treatment. Arch Gen Psychiatry, 2000. 57(2): 
p. 174-80. 

124. Boku, S., et al., Neural basis of major depressive disorder: Beyond monoamine hypothesis. Psychiatry Clin 
Neurosci, 2018. 72(1): p. 3-12. 

125. Gold, L., et al., Cortical spreading depression-associated hyperemia in rats: involvement of serotonin. Brain 
Res, 1998. 783(2): p. 188-93. 

126. Guppy, M., C.J. Fuery, and J.E. Flanigan, Biochemical principles of metabolic depression. Comp Biochem 
Physiol B Biochem Mol Biol, 1994. 109(2-3): p. 175-89. 

127. Kerr, D.I. and J. Ong, GABAB receptors. Pharmacol Ther, 1995. 67(2): p. 187-246. 

128. France, C.M., P.H. Lysaker, and R.P. Robinson, The "chemical imbalance" explanation for depression: Origins, 
lay endorsement, and clinical implications. Professional Psychology: Research and Practice, 2007. 38(4): p. 
411. 

129. Arroll, B., et al., Antidepressants versus placebo for depression in primary care. Cochrane Database Syst Rev, 
2009(3): p. Cd007954. 



Copyright ©2020 Reed Group, Ltd.  Page | 128 

130. Machado, M. and T.R. Einarson, Comparison of SSRIs and SNRIs in major depressive disorder: a meta-
analysis of head-to-head randomized clinical trials. J Clin Pharm Ther, 2010. 35(2): p. 177-88. 

131. Anderson, H.D., et al., Rates of 5 common antidepressant side effects among new adult and adolescent 
cases of depression: a retrospective US claims study. Clinical therapeutics, 2012. 34(1): p. 113-123. 

132. Nutt, D.J., et al., Mechanisms of action of selective serotonin reuptake inhibitors in the treatment of 
psychiatric disorders. Eur Neuropsychopharmacol, 1999. 9 Suppl 3: p. S81-6. 

133. Mayo Clinic. Selective serotonin reuptake inhibitors (SSRIs). 2019; Available from: 
https://www.mayoclinic.org/diseases-conditions/depression/in-depth/ssris/art-20044825. 

134. Mayo Clinic. Serotonin and norepinephrine reuptake inhibitors (SNRIs). 2019; Available from: 
https://www.mayoclinic.org/diseases-conditions/depression/in-depth/antidepressants/art-20044970. 

135. Lambert, O. and M. Bourin, SNRIs: mechanism of action and clinical features. Expert review of 
neurotherapeutics, 2002. 2(6): p. 849-858. 

136. Stahl, S.M., et al., SNRIs: their pharmacology, clinical efficacy, and tolerability in comparison with other 
classes of antidepressants. CNS Spectr, 2005. 10(9): p. 732-47. 

137. Gillman, P., Tricyclic antidepressant pharmacology and therapeutic drug interactions updated. British 
journal of pharmacology, 2007. 151(6): p. 737-748. 

138. Mayo Clinic. Tricyclic antidepressants and tetracyclic antidepressants. 2019; Available from: 
https://www.mayoclinic.org/diseases-conditions/depression/in-depth/antidepressants/art-20046983. 

139. Mayo Clinic. Monoamine oxidase inhibitors (MAOIs). 2019; Available from: 
https://www.mayoclinic.org/diseases-conditions/depression/in-depth/maois/art-20043992. 

140. Hirsch, M. and R.J. Birnbaum, Monoamine oxidase inhibitors (MAOIs) for treating depressed adults. Up-
ToDate, Basow, DS (Ed), UpToDate, Waltham, MA, 2012. 

141. Krishnan, K.R.R., Monoamine Oxidase Inhibitors, in The American Psychiatric Association Publishing 
Textbook of Psychopharmacology. 2017. 

142. Racagni, G. and M. Popoli, Cellular and molecular mechanisms in the long-term action of antidepressants. 
Dialogues Clin Neurosci, 2008. 10(4): p. 385-400. 

143. Rial, D., et al., Depression as a Glial-Based Synaptic Dysfunction. Front Cell Neurosci, 2015. 9: p. 521. 

144. Yirmiya, R., N. Rimmerman, and R. Reshef, Depression as a microglial disease. Trends Neurosci, 2015. 
38(10): p. 637-658. 

145. Patten, S.B., et al., Validity of four screening scales for major depression in MS. Multiple Sclerosis Journal, 
2015. 21(8): p. 1064-1071. 

146. Anguelova, M., C. Benkelfat, and G. Turecki, A systematic review of association studies investigating genes 
coding for serotonin receptors and the serotonin transporter: I. Affective disorders. Molecular psychiatry, 
2003. 8(6): p. 574. 

147. Gonda, X., et al., Significance of risk polymorphisms for depression depends on stress exposure. Scientific 
reports, 2018. 8(1): p. 3946. 

https://www.mayoclinic.org/diseases-conditions/depression/in-depth/ssris/art-20044825
https://www.mayoclinic.org/diseases-conditions/depression/in-depth/antidepressants/art-20044970
https://www.mayoclinic.org/diseases-conditions/depression/in-depth/antidepressants/art-20046983
https://www.mayoclinic.org/diseases-conditions/depression/in-depth/maois/art-20043992


Copyright ©2020 Reed Group, Ltd.  Page | 129 

148. Kohler, O., et al., Effect of anti-inflammatory treatment on depression, depressive symptoms, and adverse 
effects: a systematic review and meta-analysis of randomized clinical trials. JAMA Psychiatry, 2014. 71(12): 
p. 1381-91. 

149. Rosenblat, J.D., et al., Anti-inflammatory agents in the treatment of bipolar depression: a systematic review 
and meta-analysis. Bipolar Disord, 2016. 18(2): p. 89-101. 

150. Raison, C.L. and A.H. Miller, The evolutionary significance of depression in Pathogen Host Defense (PATHOS-
D). Mol Psychiatry, 2013. 18(1): p. 15-37. 

151. Ouakinin, S.R.S., D.P. Barreira, and C.J. Gois, Depression and Obesity: Integrating the Role of Stress, 
Neuroendocrine Dysfunction and Inflammatory Pathways. Front Endocrinol (Lausanne), 2018. 9: p. 431. 

152. American Psychological Association, APA Dictionary of Clinical Psychology. 2012, Washington, DC: American 
Psychological Association. 

153. SELIGMAN, M.E. and S.F. MAIER, FAILURE TO ESCAPE TRAUMATIC SHOCK. Journal of Experimental 
Psychology., 1967. 74(1): p. 1-9. 

154. Seligman, M.E., Learned helplessness as a model of depression. Comment and integration. J Abnorm 
Psychol, 1978. 87(1): p. 165-79. 

155. Miller, W.R., M.E. Seligman, and H.M. Kurlander, Learned helplessness, depression, and anxiety. J Nerv Ment 
Dis, 1975. 161(5): p. 347-57. 

156. Schroder, K.E., Coping competence as predictor and moderator of depression among chronic disease 
patients. J Behav Med, 2004. 27(2): p. 123-45. 

157. Wood, T.J., et al., Preoperative Predictors of Pain Catastrophizing, Anxiety, and Depression in Patients 
Undergoing Total Joint Arthroplasty. J Arthroplasty, 2016. 

158. Weiss, K.E., et al., Acceptance of pain: associations with depression, catastrophizing, and functional 
disability among children and adolescents in an interdisciplinary chronic pain rehabilitation program. J 
Pediatr Psychol, 2013. 38(7): p. 756-65. 

159. Velly, A.M., et al., The effect of catastrophizing and depression on chronic pain--a prospective cohort study 
of temporomandibular muscle and joint pain disorders. Pain, 2011. 152(10): p. 2377-83. 

160. Linton, S.J., et al., The role of depression and catastrophizing in musculoskeletal pain. Eur J Pain, 2011. 15(4): 
p. 416-22. 

161. Edwards, R.R., et al., Pain, catastrophizing, and depression in the rheumatic diseases. Nat Rev Rheumatol, 
2011. 7(4): p. 216-24. 

162. Trocoli, T.O. and R.V. Botelho, Prevalence of anxiety, depression and kinesiophobia in patients with low back 
pain and their association with the symptoms of low back spinal pain. Rev Bras Reumatol Engl Ed, 2016. 
56(4): p. 330-6. 

163. Oskay, D., et al., Relationship between kinesiophobia and pain, quality of life, functional status, disease 
activity, mobility, and depression in patients with ankylosing spondylitis. Turk J Med Sci, 2017. 47(5): p. 
1340-1347. 



Copyright ©2020 Reed Group, Ltd.  Page | 130 

164. Filardo, G., et al., Kinesiophobia and depression affect total knee arthroplasty outcome in a multivariate 
analysis of psychological and physical factors on 200 patients. Knee Surg Sports Traumatol Arthrosc, 2017. 
25(11): p. 3417-3423. 

165. Seligman, M.E., Learned optimism. 1991, New York: Knopf. 

166. Thorn, B.E., et al., Literacy-Adapted Cognitive Behavioral Therapy Versus Education for Chronic Pain at Low-
Income Clinics: A Randomized Controlled Trial. Ann Intern Med, 2018. 168(7): p. 471-480. 

167. Clark, D.A. and A.T. Beck, Cognitive theory and therapy of anxiety and depression: convergence with 
neurobiological findings. Trends Cogn Sci, 2010. 14(9): p. 418-24. 

168. Beck, A.T., The evolution of the cognitive model of depression and its neurobiological correlates. Am J 
Psychiatry, 2008. 165(8): p. 969-77. 

169. Franklin, G., A.J. Carson, and K.A. Welch, Cognitive behavioural therapy for depression: systematic review of 
imaging studies. Acta Neuropsychiatr, 2016. 28(2): p. 61-74. 

170. Berecz, H., Theory of Mind in Depressive Disorders: A Review of the Literature. Psychopathology, 2106. 49(3). 

171. Bora, E. and M. Berk, Theory of mind in major depressive disorder: A meta-analysis. J Affect Disord, 2016. 
191: p. 49-55. 

172. Farnia, V., et al., Comparison of trauma-focused cognitive behavioral therapy and theory of mind: 
Improvement of posttraumatic growth and emotion regulation strategies. J Educ Health Promot, 2018. 7: 
p. 58. 

173. Berlim, M.T., et al., Theory of mind in subjects with major depressive disorder: is it influenced by repetitive 
transcranial magnetic stimulation? World J Biol Psychiatry, 2012. 13(6): p. 474-9. 

174. Cotelli, M., et al., Enhancing theory of mind in behavioural variant frontotemporal dementia with 
transcranial direct current stimulation. Cogn Affect Behav Neurosci, 2018. 18(6): p. 1065-1075. 

175. Adenzato, M., et al., Transcranial direct current stimulation enhances theory of mind in Parkinson's disease 
patients with mild cognitive impairment: a randomized, double-blind, sham-controlled study. Transl 
Neurodegener, 2019. 8: p. 1. 

176. Kapur, S., A.G. Phillips, and T.R. Insel, Why has it taken so long for biological psychiatry to develop clinical 
tests and what to do about it? Molecular Psychiatry, 2012. 17: p. 1174. 

177. Rapin, I., Classification of behaviorally defined disorders: biology versus the DSM. J Autism Dev Disord, 2014. 
44(10): p. 2661-6. 

178. Keller, M.C. and R.M. Nesse, Is low mood an adaptation? Evidence for subtypes with symptoms that match 
precipitants. J Affect Disord, 2005. 86(1): p. 27-35. 

179. Keller, M.C. and R.M. Nesse, The evolutionary significance of depressive symptoms: different adverse 
situations lead to different depressive symptom patterns. J Pers Soc Psychol, 2006. 91(2): p. 316-30. 

180. Cosmides, L. and J. Tooby, Evolutionary Psychology and the Emotions, in Handbook of emotions, M. Lewis 
and J.M. Haviland-Jones, Editors. 2000, Guilford Press: New York. p. xvi, 720 p. 



Copyright ©2020 Reed Group, Ltd.  Page | 131 

181. Tooby, J. and L. Cosmides, The past explains the present: Emotional adaptations and the structure of 
ancestral environments. Ethology & Sociobiology, 1990. 11(4-5): p. 375-424. 

182. Tooby, J. and L. Cosmides, Evolutionary Psychology and the Emotions, in Handbook of emotions, M. Lewis, 
J.M. Haviland-Jones, and L.F. Barrett, Editors. 2008, Guilford Press: New York. p. 114-137. 

183. Neese, R.M., Is Depression an Adaptation? Archives of General Psychiatry, 2005. 57(1): p. 14-20. 

184. Nettle, D., Evolutionary origins of depression: a review and reformulation. J Affect Disord, 2004. 81(2): p. 
91-102. 

185. Miller, G., Mental traits as fitness indicators. Expanding evolutionary psychology's adaptationism. Ann N Y 
Acad Sci, 2000. 907: p. 62-74. 

186. Al-Shawaf, L., et al., Human Emotions: An Evolutionary Psychological Perspective. Emotion Review, 2016. 
8(2): p. 173-186. 

187. Flannelly, K.J., et al., Beliefs, mental health, and evolutionary threat assessment systems in the brain. J Nerv 
Ment Dis, 2007. 195(12): p. 996-1003. 

188. Cannon WB, Bodily changes in pain, hunger, fear, and rage. 1929, New York: Appleton-Century. 

189. Cantor, C., Evolution and posttraumatic stress : disorders of vigilance and defence. 2005, Hove, East Sussex 
; New York: Brunner-Routledge. xiv, 222 p. 

190. Jacobson, N.C., Current evolutionary adaptiveness of psychiatric disorders: Fertility rates, parent-child 
relationship quality, and psychiatric disorders across the lifespan. J Abnorm Psychol, 2016. 125(6): p. 824-
39. 

191. Myers, S. and S.E. Johns, Male infants and birth complications are associated with increased incidence of 
postnatal depression. Soc Sci Med, 2019. 220: p. 56-64. 

192. Heym, N., et al., The role of microbiota and inflammation in self-judgement and empathy: implications for 
understanding the brain-gut-microbiome axis in depression. Psychopharmacology (Berl), 2019. 

193. Crawford, B., et al., DNA methylation and inflammation marker profiles associated with a history of 
depression. Hum Mol Genet, 2018. 27(16): p. 2840-2850. 

194. Buras, A., N. Waszkiewicz, and A. Szulc, Depression and inflammation in rheumatic diseases. Postepy Hig 
Med Dosw (Online), 2016. 70(0): p. 162-8. 

195. Strawbridge, R., et al., Inflammation and clinical response to treatment in depression: A meta-analysis. Eur 
Neuropsychopharmacol, 2015. 25(10): p. 1532-43. 

196. Miller, A.H. and C.L. Raison, The role of inflammation in depression: from evolutionary imperative to modern 
treatment target. Nat Rev Immunol, 2015. 16(1): p. 22-34. 

197. Slavich, G.M. and M.R. Irwin, From Stress to Inflammation and Major Depressive Disorder: A Social Signal 
Transduction Theory of Depression. Psychol Bull, 2014. 

198. Raison, C.L., L. Capuron, and A.H. Miller, Cytokines sing the blues: inflammation and the pathogenesis of 
depression. Trends Immunol, 2006. 27(1): p. 24-31. 



Copyright ©2020 Reed Group, Ltd.  Page | 132 

199. Raison, C.L. and A.H. Miller, Pathogen-Host Defense in the Evolution of Depression: Insights into 
Epidemiology, Genetics, Bioregional Differences and Female Preponderance. Neuropsychopharmacology, 
2017. 42(1): p. 5-27. 

200. Miller, A.H. and C.L. Raison, The role of inflammation in depression: from evolutionary imperative to modern 
treatment target. Nat Rev Immunol, 2016. 16(1): p. 22-34. 

201. Cosmides, L. and J. Tooby, Evolutionary psychology: new perspectives on cognition and motivation. Annu 
Rev Psychol, 2013. 64: p. 201-29. 

202. Giosan, C., V. Muresan, and R. Moldovan, Cognitive evolutionary therapy for depression: a case study. Clin 
Case Rep, 2014. 2(5): p. 228-36. 

203. Thornhill, R. and N.W. Thornhill, The evolution of psychological pain. , in Sociobiology and the social sciences, 
R.W. Bell and N.J. Bell, Editors. 1989, Texas Tech University Press. p. 73-103. 

204. Horwitz, A.V. and J.C. Wakefield, The loss of sadness : how psychiatry transformed normal sorrow into 
depressive disorder. 2007, Oxford ; New York: Oxford University Press. xiii, 287 p. 

205. Eisenberger, N.I. and M.D. Lieberman, Why rejection hurts: a common neural alarm system for physical and 
social pain. Trends Cogn Sci, 2004. 8(7): p. 294-300. 

206. Fernie, B.A., J. Kollmann, and R.G. Brown, Cognitive behavioural interventions for depression in chronic 
neurological conditions: a systematic review. J Psychosom Res, 2015. 78(5): p. 411-9. 

207. Wolpert, L., Depression in an evolutionary context. Philos Ethics Humanit Med, 2008. 3: p. 8. 

208. Al-Shawaf, L., The evolutionary psychology of hunger. Appetite, 2016. 105: p. 591-5. 

209. Gross, J.J., J.M. Richards, and O.P. John, Emotion regulation in everyday life. Emotion regulation in couples 
and families: Pathways to dysfunction and health, 2006. 2006: p. 13-35. 

210. Jobes, D.A., et al., A Randomized Controlled Trial of the Collaborative Assessment and Management of 
Suicidality versus Enhanced Care as Usual With Suicidal Soldiers. Psychiatry, 2017. 80(4): p. 339-356. 

211. Ryberg, W., et al., Managing suicidality within specialized care: A randomized controlled trial. J Affect 
Disord, 2019. 249: p. 112-120. 

212. American Psychiatric Association, Diagnostic and statistical manual of mental disorders (DSM-5®). 2013: 
American Psychiatric Pub. 

213. World Health Organization. International Statistical Classification of Diseases and Related Health Problems 
10th Revision. 2016; Available from: http://www.who.int/classifications/icd/en/. 

214. Spitzer, R.L., et al., Validation and utility of a self-report version of PRIME-MD: the PHQ primary care study. 
Jama, 1999. 282(18): p. 1737-1744. 

215. Hides, L., et al., Reliability and validity of the Kessler 10 and Patient Health Questionnaire among injecting 
drug users. Australian & New Zealand Journal of Psychiatry, 2007. 41(2): p. 166-168. 

216. Harvey, S., et al., Depression and work performance: an ecological study using web-based screening. 
Occupational Medicine, 2011. 61(3): p. 209-211. 

http://www.who.int/classifications/icd/en/


Copyright ©2020 Reed Group, Ltd.  Page | 133 

217. Zhou, K. and P. Jia, Depressive symptoms in patients with wounds: A cross-sectional study. Wound repair 
and regeneration, 2016. 24(6): p. 1059-1065. 

218. Downey, L., et al., Measuring Depression-Severity in Critically Ill Patients' Families with the Patient Health 
Questionnaire (PHQ): Tests for Unidimensionality and Longitudinal Measurement Invariance, with 
Implications for CONSORT. Journal of pain and symptom management, 2016. 51(5): p. 938-946. 

219. Dum, M., et al., Comparing the BDI-II and the PHQ-9 with outpatient substance abusers. Addictive behaviors, 
2008. 33(2): p. 381-387. 

220. Volker, D., et al., Validation of the patient health questionnaire-9 for major depressive disorder in the 
occupational health setting. Journal of occupational rehabilitation, 2016. 26(2): p. 237-244. 

221. Williams, R.T., et al., Evaluating the psychometric properties and responsiveness to change of 3 depression 
measures in a sample of persons with traumatic spinal cord injury and major depressive disorder. Archives 
of physical medicine and rehabilitation, 2016. 97(6): p. 929-937. 

222. Phelan, E., et al., A study of the diagnostic accuracy of the PHQ-9 in primary care elderly. BMC family 
practice, 2010. 11(1): p. 63. 

223. Henkel, V., et al., Use of brief depression screening tools in primary care: consideration of heterogeneity in 
performance in different patient groups. General hospital psychiatry, 2004. 26(3): p. 190-198. 

224. Schueller, S.M., et al., Cut points on the Patient Health Questionnaire (PHQ-9) that predict response to 
cognitive–behavioral treatments for depression. General hospital psychiatry, 2015. 37(5): p. 470-475. 

225. Kung, S., et al., Comparing the Beck Depression Inventory-II (BDI-II) and Patient Health Questionnaire (PHQ-
9) depression measures in an integrated mood disorders practice. Journal of affective disorders, 2013. 
145(3): p. 341-343. 

226. Kounali, D.Z., et al., The relative responsiveness of test instruments can be estimated using a meta-analytic 
approach: an illustration with treatments for depression. Journal of clinical epidemiology, 2016. 77: p. 68-
77. 

227. Löwe, B., et al., Monitoring depression treatment outcomes with the patient health questionnaire-9. Medical 
care, 2004. 42(12): p. 1194-1201. 

228. Spangenberg, L., et al., Differences in Patient Health Questionnaire and Aachen Depression Item Bank scores 
between tablet versus paper-and-pencil administration. Quality of Life Research, 2015. 24(12): p. 3023-
3032. 

229. Thapar, A., et al., Detecting recurrent major depressive disorder within primary care rapidly and reliably 
using short questionnaire measures. Br J Gen Pract, 2014. 64(618): p. e31-e37. 

230. Guo, B., et al., Factor structure and longitudinal measurement invariance of PHQ-9 for specialist mental 
health care patients with persistent major depressive disorder: Exploratory Structural Equation Modelling. 
Journal of affective disorders, 2017. 219: p. 1-8. 

231. Turvey, C., et al., Validity of the Patient Health Questionnaire, PHQ-9, administered through interactive-
voice-response technology. Journal of telemedicine and telecare, 2012. 18(6): p. 348-351. 

232. Mogge, N.L., The Assessment of Depression Inventory (ADI): An appraisal of validity in an inpatient sample. 
Depression and anxiety, 2006. 23(7): p. 434-436. 



Copyright ©2020 Reed Group, Ltd.  Page | 134 

233. Furlanetto, L.M., M.V. Mendlowicz, and J.R. Bueno, The validity of the Beck Depression Inventory-Short Form 
as a screening and diagnostic instrument for moderate and severe depression in medical inpatients. Journal 
of affective disorders, 2005. 86(1): p. 87-91. 

234. Aalto, A.-M., et al., The Beck Depression Inventory and General Health Questionnaire as measures of 
depression in the general population: a validation study using the Composite International Diagnostic 
Interview as the gold standard. Psychiatry research, 2012. 197(1): p. 163-171. 

235. Geisser, M.E., R.S. Roth, and M.E. Robinson, Assessing depression among persons with chronic pain using 
the Center for Epidemiological Studies-Depression Scale and the Beck Depression Inventory: a comparative 
analysis. The Clinical journal of pain, 1997. 13(2): p. 163-170. 

236. Lasa, L., et al., The use of the Beck Depression Inventory to screen for depression in the general population: 
a preliminary analysis. Journal of affective disorders, 2000. 57(1): p. 261-265. 

237. Schneibel, R., et al., Sensitivity to detect change and the correlation of clinical factors with the Hamilton 
Depression Rating Scale and the Beck Depression Inventory in depressed inpatients. Psychiatry research, 
2012. 198(1): p. 62-67. 

238. Oliver, J. and M. Simmons, Depression as measured by the DSM-III and the Beck Depression Inventory in an 
unselected adult population. Journal of consulting and clinical psychology, 1984. 52(5): p. 892. 

239. Whooley, M., et al., Case-finding instruments for depression. Two questions are as good as many. ACP 
JOURNAL CLUB, 1998. 128: p. 10-10. 

240. Wong, W.S., et al., Assessing depression in patients with chronic pain: a comparison of three rating scales. 
Journal of affective disorders, 2011. 133(1): p. 179-187. 

241. Beck, A.T., et al., Screening for major depression disorders in medical inpatients with the Beck Depression 
Inventory for Primary Care. Behaviour research and therapy, 1997. 35(8): p. 785-791. 

242. Viinamäki, H., et al., Is the Beck Depression Inventory suitable for screening major depression in different 
phases of the disease? Nordic journal of psychiatry, 2004. 58(1): p. 49-53. 

243. Schaefer, A., et al., Comparison of the validities of the Beck, Zung, and MMPI Depression Scales. Journal of 
consulting and clinical psychology, 1985. 53(3): p. 415. 

244. Keilp, J.G., et al., Suicidal ideation and the subjective aspects of depression. Journal of affective disorders, 
2012. 140(1): p. 75-81. 

245. Stulz, N. and P. Crits-Christoph, Distinguishing anxiety and depression in self-report: purification of the beck 
anxiety inventory and beck depression inventory-II. Journal of Clinical Psychology, 2010. 66(9): p. 927-940. 

246. Walter, L.J., et al., The Depression—Arkansas scale: A validation study of a new brief depression scale in an 
HMO. Journal of clinical psychology, 2003. 59(4): p. 465-481. 

247. Campbell, M., et al., A comparison of the psychometric strengths of the public-domain Zung Self-rating 
Depression Scale with the proprietary Beck Depression Inventory-II in Barbados. West Indian Medical 
Journal, 2012. 61(5): p. 483-488. 

248. Steer, R.A., et al., Further evidence for the construct validity of the Beck Depression Inventory-II with 
psychiatric outpatients. Psychological Reports, 1997. 80(2): p. 443-446. 



Copyright ©2020 Reed Group, Ltd.  Page | 135 

249. Faravelli, C., G. Albanesi, and E. Poli, Assessment of depression: a comparison of rating scales. Journal of 
affective disorders, 1986. 11(3): p. 245-253. 

250. Kneipp, S.M., et al., Comparison of depressive symptom severity scores in low-income women. Nursing 
research, 2010. 59(6): p. 380. 

251. Vanheule, S., et al., The factor structure of the Beck Depression Inventory–II: An evaluation. Assessment, 
2008. 15(2): p. 177-187. 

252. Palmer, G.A., et al., Psychometric properties of the Beck Depression Inventory-II for OEF/OIF veterans in a 
polytrauma sample. Military medicine, 2014. 179(8): p. 879-884. 

253. Dahlstrom, W.G., J.D. Brooks, and C.D. Peterson, The Beck Depression Inventory: Item order and the impact 
of response sets. Journal of Personality Assessment, 1990. 55(1-2): p. 224-233. 

254. Burkhart, B.R., et al., The measurement of depression: enhancing the predictive validity of the Beck 
Depression Inventory. Journal of clinical psychology, 1984. 40(6): p. 1368-1372. 

255. O'Hara, M.M., S.D. Sprinkle, and N.A. Ricci, Beck Depression Inventory-II: college population study. 
Psychological Reports, 1998. 82(3_suppl): p. 1395-1401. 

256. Beck, A.T. and R.A. Steer, Internal consistencies of the original and revised Beck Depression Inventory. 
Journal of clinical psychology, 1984. 40(6): p. 1365-1367. 

257. Beck, A.T., et al., Comparison of Beck Depression Inventories-IA and-II in psychiatric outpatients. Journal of 
Personality Assessment, 1996. 67(3): p. 588-597. 

258. Viljoen, J.L., et al., Factor Structure of the Beck Depression Inventory—II in a Medical Outpatient Sample. 
Journal of Clinical Psychology in Medical Settings, 2003. 10(4): p. 289-291. 

259. Tsujii, N., et al., Discrepancy between self-and observer-rated depression severities as a predictor of 
vulnerability to suicide in patients with mild depression. Journal of affective disorders, 2014. 161: p. 144-
149. 

260. Steer, R.A., et al., Common and specific dimensions of self-reported anxiety and depression: the BDI-II versus 
the BDI-IA. Behaviour research and therapy, 1998. 37(2): p. 183-190. 

261. Campbell, I.M., P.M. Burgess, and S.J. Finch, A factorial analysis of BDI scores. Journal of Clinical Psychology, 
1984. 40(4): p. 992-996. 

262. Quilty, L.C., K.A. Zhang, and R.M. Bagby, The latent symptom structure of the Beck Depression Inventory–II 
in outpatients with major depression. Psychological Assessment, 2010. 22(3): p. 603. 

263. King, D.A. and A.M. Buchwald, Sex differences in subclinical depression: Administration of the Beck 
Depression Inventory in public and private disclosure situations. Journal of Personality and Social 
Psychology, 1982. 42(5): p. 963. 

264. Ward, L.C., Comparison of factor structure models for the Beck Depression Inventory--II. Psychological 
Assessment, 2006. 18(1): p. 81. 

265. Ahava, G.W. and C. Iannone, Is the Beck Depression Inventory reliable over time? An evaluation of multiple 
test-retest reliability in a nonclinical college student sample. Journal of Personality Assessment, 1998. 70(2): 
p. 222-231. 



Copyright ©2020 Reed Group, Ltd.  Page | 136 

266. Ball, R. and R.A. Steer, Mean Beck Depression Inventory-II scores of outpatients with dysthymic or recurrent-
episode major depressive disorders. Psychological reports, 2003. 93(2): p. 507-512. 

267. Piersma, H.L., W.M. Reaume, and J.L. Boes, The Brief Symptom Inventory (BSI) as an outcome measure for 
adult psychiatric inpatients. Journal of Clinical Psychology, 1994. 50(4): p. 555-563. 

268. Petkus, A.J., et al., Evaluation of the factor structure and psychometric properties of the brief symptom 
inventory—18 with homebound older adults. International journal of geriatric psychiatry, 2010. 25(6): p. 
578-587. 

269. Meijer, R.R., R.M. de Vries, and V. van Bruggen, An evaluation of the Brief Symptom Inventory–18 using item 
response theory: Which items are most strongly related to psychological distress? Psychological assessment, 
2011. 23(1): p. 193. 

270. Zimmerman, M., et al., Determining remission from depression on two self-report symptom scales: a 
comparison of the Quick Inventory of Depressive Symptomatology and the Clinically Useful Depression 
Outcome Scale. Comprehensive psychiatry, 2012. 53(7): p. 1034-1038. 

271. Rush, A.J., et al., The 16-Item Quick Inventory of Depressive Symptomatology (QIDS), clinician rating (QIDS-
C), and self-report (QIDS-SR): a psychometric evaluation in patients with chronic major depression. Biological 
psychiatry, 2003. 54(5): p. 573-583. 

272. Brown, E.S., et al., The Quick Inventory of Depressive Symptomatology-Self-report: a psychometric 
evaluation in patients with asthma and major depressive disorder. Annals of Allergy, Asthma & Immunology, 
2008. 100(5): p. 433-438. 

273. Lamoureux, B.E., et al., Using the QIDS-SR16 to identify major depressive disorder in primary care medical 
patients. Behavior therapy, 2010. 41(3): p. 423-431. 

274. Trivedi, M.H., et al., The Inventory of Depressive Symptomatology, Clinician Rating (IDS-C) and Self-Report 
(IDS-SR), and the Quick Inventory of Depressive Symptomatology, Clinician Rating (QIDS-C) and Self-Report 
(QIDS-SR) in public sector patients with mood disorders: a psychometric evaluation. Psychological medicine, 
2004. 34(1): p. 73-82. 

275. Rush, A.J., et al., An evaluation of the quick inventory of depressive symptomatology and the hamilton rating 
scale for depression: a sequenced treatment alternatives to relieve depression trial report. Biological 
psychiatry, 2006. 59(6): p. 493-501. 

276. Bernstein, I.H., et al., Clinical vs. self-report versions of the quick inventory of depressive symptomatology in 
a public sector sample. Journal of psychiatric research, 2007. 41(3): p. 239-246. 

277. Bernstein, I.H., et al., Screening for major depression in private practice. Journal of psychiatric practice, 
2009. 15(2): p. 87. 

278. Doraiswamy, P.M., et al., Diagnostic utility of the Quick Inventory of Depressive Symptomatology (QIDS-C16 
and QIDS-SR16) in the elderly. Acta Psychiatrica Scandinavica, 2010. 122(3): p. 226-234. 

279. Cameron, I.M., et al., Psychometric properties of the Quick Inventory of Depressive Symptomatology (QIDS-
SR) in UK primary care. Journal of psychiatric research, 2013. 47(5): p. 592-598. 

280. Surís, A., et al., Psychometric validation of the 16 item Quick Inventory of Depressive Symptomatology Self-
Report Version (QIDS-SR16) in military veterans with PTSD. Journal of affective disorders, 2016. 202: p. 16-
22. 



Copyright ©2020 Reed Group, Ltd.  Page | 137 

281. Bruns, D. and J. Disorbio, Battery for health improvement 2. 2003, Minneapolis, MN, USA: Pearson. 

282. Disorbio, J.M., D. Bruns, and G. Barolat, Assessment and treatment of chronic pain. Practical Pain 
Management, 2006. 2. 

283. Bruns, D. and J.M. Disorbio, The psychological evaluation of patients with chronic pain: a review of BHI 2 
clinical and forensic interpretive considerations. Psychological injury and law, 2014. 7(4): p. 335-361. 

284. Bruns, D. and J.M. Disorbio, Assessment of biopsychosocial risk factors for medical treatment: a 
collaborative approach. J Clin Psychol Med Settings, 2009. 16(2): p. 127-47. 

285. Wada, K., et al., Validity of the Center for Epidemiologic Studies Depression Scale as a screening instrument 
of major depressive disorder among Japanese workers. American Journal of Industrial Medicine, 2007. 
50(1): p. 8-12. 

286. Cheng, S.T. and A. Chan, The center for epidemiologic studies depression scale in older Chinese: thresholds 
for long and short forms. International journal of geriatric psychiatry, 2005. 20(5): p. 465-470. 

287. Turk, D.C. and A. Okifuji, Detecting depression in chronic pain patients: adequacy of self-reports. Behaviour 
research and therapy, 1994. 32(1): p. 9-16. 

288. Tuunainen, A., et al., Short version of the CES-D (Burnam screen) for depression in reference to the structured 
psychiatric interview. Psychiatry research, 2001. 103(2): p. 261-270. 

289. Lyness, J.M., et al., Screening for depression in elderly primary care patients: A comparison of the Center for 
Epidemiologic Studies—Depression Scale and the Geriatric Depression Scale. Archives of internal medicine, 
1997. 157(4): p. 449-454. 

290. Zauszniewski, J.A. and A.K. Bekhet, Screening measure for early detection of depressive symptoms: The 
depressive cognition scale. Western Journal of Nursing Research, 2012. 34(2): p. 230-244. 

291. Cho, M., et al., Concordance between two measures of depression in the Hispanic Health and Nutrition 
Examination Survey. Social Psychiatry and Psychiatric Epidemiology, 1993. 28(4): p. 156-163. 

292. Irwin, M., K.H. Artin, and M.N. Oxman, Screening for depression in the older adult: criterion validity of the 
10-item Center for Epidemiological Studies Depression Scale (CES-D). Archives of internal medicine, 1999. 
159(15): p. 1701-1704. 

293. Nishiyama, T., N. Ozaki, and N. Iwata, Practice-based depression screening for psychiatry outpatients: 
Feasibility comparison of two-types of Center for Epidemiologic Studies Depression Scales. Psychiatry and 
clinical neurosciences, 2009. 63(5): p. 632-638. 

294. Furukawa, T., et al., Screening for depression among first-visit psychiatric patients: Comparison of different 
scoring methods for the Center for Epidemiologic Studies Depression Scale using receiver operating 
characteristic analyses. Psychiatry and clinical neurosciences, 1997. 51(2): p. 71-78. 

295. Haringsma, R., et al., The criterion validity of the Center for Epidemiological Studies Depression Scale (CES-
D) in a sample of self-referred elders with depressive symptomatology. International journal of geriatric 
psychiatry, 2004. 19(6): p. 558-563. 

296. Beekman, A.T., et al., Criterion validity of the Center for Epidemiologic Studies Depression scale (CES-D): 
results from a community-based sample of older subjects in the Netherlands. Psychological medicine, 1997. 
27(1): p. 231-235. 



Copyright ©2020 Reed Group, Ltd.  Page | 138 

297. Boey, K.W., Cross-validation of a short form of the CES-D in Chinese elderly. International journal of geriatric 
psychiatry, 1999. 14(8): p. 608-617. 

298. Burnam, M.A., et al., Development of a brief screening instrument for detecting depressive disorders. 
Medical care, 1988: p. 775-789. 

299. Lewinsohn, P.M., et al., Center for Epidemiologic Studies Depression Scale (CES-D) as a screening instrument 
for depression among community-residing older adults. Psychology and aging, 1997. 12(2): p. 277. 

300. Levine, S.Z., Evaluating the seven-item Center for Epidemiologic Studies Depression Scale short-form: a 
longitudinal US community study. Social psychiatry and psychiatric epidemiology, 2013. 48(9): p. 1519-
1526. 

301. Dorfman, R.A., et al., Screening for depression among a well elderly population. Social Work, 1995. 40(3): p. 
295-304. 

302. Cosco, T.D., et al., Reliability and Validity of the Center for Epidemiologic Studies Depression Scale in a 
Population-Based Cohort of Middle-Aged US Adults. Journal of nursing measurement, 2017. 25(3): p. 476-
485. 

303. Boisvert, J.A., et al., Factorial validity of the center for epidemiologic studies-depression (CES-D) scale in 
military peacekeepers. Depression and Anxiety, 2003. 17(1): p. 19-25. 

304. Cheng, S.T., A. Chan, and H.H. Fung, Factorial structure of a short version of the Center for Epidemiologic 
Studies Depression Scale. International journal of geriatric psychiatry, 2006. 21(4): p. 333-336. 

305. Li, Z. and M.H.-R. Hicks, The CES-D in Chinese American women: Construct validity, diagnostic validity for 
major depression, and cultural response bias. Psychiatry Research, 2010. 175(3): p. 227-232. 

306. Williams, C.D., et al., CES-D four-factor structure is confirmed, but not invariant, in a large cohort of African 
American women. Psychiatry research, 2007. 150(2): p. 173-180. 

307. Zhang, B., et al., Measurement invariance of the center for epidemiological studies depression scale (CES-D) 
among chinese and dutch elderly. BMC Medical Research Methodology, 2011. 11(1): p. 74. 

308. Thomas, J.L. and P.J. Brantley, Factor Structure of the Center for Epidemiologic Studies Depression Scale in 
Low-Income Women Attending Primary Care Clinics. European Journal of Psychological Assessment, 2004. 
20(2): p. 106. 

309. Areán, P.A. and J. Miranda, The utility of the Center for Epidemiological Studies-Depression Scale in older 
primary care patients. Aging & Mental Health, 1997. 1(1): p. 47-56. 

310. Beeber, L.S., J. Shea, and R. McCorkle, The Center for Epidemiologie Studies Depression Scale as a measure 
of depressive symptoms in newly diagnosed patients. Journal of psychosocial oncology, 1998. 16(1): p. 1-
20. 

311. Chung, H., et al., Assessing measurement invariance of three depression scales between neurologic samples 
and community samples. Quality of life research, 2015. 24(8): p. 1829-1834. 

312. Foley, K.L., et al., Measurement adequacy of the CES-D among a sample of older African–Americans. 
Psychiatry research, 2002. 109(1): p. 61-69. 



Copyright ©2020 Reed Group, Ltd.  Page | 139 

313. Love, A.S. and R.J. Love, Measurement suitability of the Center for Epidemiological Studies-Depression Scale 
among older urban black men. International Journal of Men's Health, 2006. 5(2): p. 173. 

314. Chapleski, E.E., et al., Structure of a depression measure among American Indian elders: Confirmatory factor 
analysis of the CES-D Scale. Research on Aging, 1997. 19(4): p. 462-485. 

315. Al-Modallal, H., Screening depressive symptoms in Jordanian women: evaluation of the Center for 
Epidemiologic Studies-Depression scale (CES-D). Issues in Mental Health Nursing, 2010. 31(8): p. 537-544. 

316. Carlson, M., et al., Psychometric properties of reverse-scored items on the CES-D in a sample of ethnically 
diverse older adults. Psychological assessment, 2011. 23(2): p. 558. 

317. Gomez, R. and S. McLaren, The center for epidemiologic studies depression scale: support for a bifactor 
model with a dominant general factor and a specific factor for positive affect. Assessment, 2015. 22(3): p. 
351-360. 

318. Fong, T.C., et al., Dimensionality of the Center for Epidemiologic Studies Depression Scale: an exploratory bi-
factor analytic study. Quality of Life Research, 2016. 25(3): p. 731-737. 

319. Knight, R.G., et al., Psychometric properties of the Centre for Epidemiologic Studies Depression Scale (CES-
D) in a sample of women in middle life. Behaviour research and therapy, 1997. 35(4): p. 373-380. 

320. Hertzog, C., et al., Measurement properties of the Center for Epidemiological Studies Depression Scale (CES-
D) in older populations. Psychological Assessment: A Journal of Consulting and Clinical Psychology, 1990. 
2(1): p. 64. 

321. Yang, F.M. and R.N. Jones, Center for Epidemiologic Studies—Depression scale (CES-D) item response bias 
found with Mantel-Haenszel method was successfully replicated using latent variable modeling. Journal of 
clinical epidemiology, 2007. 60(11): p. 1195-1200. 

322. Grzywacz, J., et al., Mental health research with Latino farmworkers: A systematic evaluation of the short 
CES-D. Journal of immigrant and minority health, 2010. 12(5): p. 652-658. 

323. Posner, S.F., et al., Factor variability of the center for epidemiological studies depression scale (Ces-D) among 
urban latinos. Ethnicity and Health, 2001. 6(2): p. 137-144. 

324. Radloff, L.S., The CES-D scale: A self-report depression scale for research in the general population. Applied 
psychological measurement, 1977. 1(3): p. 385-401. 

325. Himmelfarb, S. and S.A. Murrell, Reliability and validity of five mental health scales in older persons. Journal 
of gerontology, 1983. 38(3): p. 333-339. 

326. Rouch-Leroyer, I., et al., Detection of depressive symptomatology in elderly people: a short version of the 
CES-D scale. Aging Clinical and Experimental Research, 2000. 12(3): p. 228-233. 

327. Zauszniewski, J.A. and G.C. Graham, Comparison of short scales to measure depressive symptoms in elders 
with diabetes. Western Journal of Nursing Research, 2009. 31(2): p. 219-234. 

328. Robison, J., et al., Screening for depression in middle-aged and older Puerto Rican primary care patients. 
The Journals of Gerontology Series A: Biological Sciences and Medical Sciences, 2002. 57(5): p. M308-M314. 



Copyright ©2020 Reed Group, Ltd.  Page | 140 

329. Matschinger, H., et al., On the application of the CES-D with the elderly: dimensional structure and artifacts 
resulting from oppositely worded items. International Journal of Methods in Psychiatric Research, 2000. 
9(4): p. 199-209. 

330. Spijker, J., et al., Depression in first generation labour migrants in Western Europe: the utility of the Center 
for Epidemiologic Studies Depression Scale (CES-D). International Journal of Geriatric Psychiatry, 2004. 
19(6): p. 538-544. 

331. Poresky, R.H., K. Clark, and A.M. Daniels, Longitudinal characteristics of the Center for Epidemiologic 
Studies—Depression Scale. Psychological reports, 2000. 86(3): p. 819-826. 

332. Kimberlin, C.L., et al., Issues related to using a short-form of the Center for Epidemiological Studies–
Depression Scale. Psychological reports, 1998. 83(2): p. 411-421. 

333. Zimmerman, M., et al., Further evidence that the cutoff to define remission on the 17-item Hamilton 
Depression Rating Scale should be lowered. Depression and anxiety, 2012. 29(2): p. 160-166. 

334. Albani, C., et al., Two-question depression-screeners–the solution to all problems? Wiener Medizinische 
Wochenschrift, 2006. 156(7-8): p. 185-188. 

335. Lin, C.-H., et al., Comparison of physician-rating and self-rating scales for patients with major depressive 
disorder. Journal of clinical psychopharmacology, 2014. 34(6): p. 716-721. 

336. Bellino, S., et al., Major depression in patients with borderline personality disorder: a clinical investigation. 
The Canadian Journal of Psychiatry, 2005. 50(4): p. 234-238. 

337. Kroenke, K., R. Spitzer, and J. Williams, The PHQ-9: validity of a brief depression severity measure.[Research 
Support. Non-US Gov't, 2001. 

338. Bech, P., et al., The Hamilton Depression Scale (HAM-D) and the Montgomery–Åsberg Depression Scale 
(MADRS). A psychometric re-analysis of the European Genome-Based Therapeutic Drugs for Depression 
Study using Rasch analysis. Psychiatry research, 2014. 217(3): p. 226-232. 

339. Bech, P., et al., The time has come to stop rotations for the identification of structures in the Hamilton 
Depression Scale (HAM-D17). Revista Brasileira de Psiquiatria, 2013. 35(4): p. 360-363. 

340. Bech, P., et al., Rating scales in general practice depression: Psychometric analyses of the Clinical Interview 
for Depression and the Hamilton Rating Scale. Journal of affective disorders, 2015. 171: p. 68-73. 

341. Williams, J.B., A structured interview guide for the Hamilton Depression Rating Scale. Archives of general 
psychiatry, 1988. 45(8): p. 742-747. 

342. Caldieraro, M.A., et al., Association between core-assigned melancholia and the melancholia subscale of the 
HAM-D. Journal of affective disorders, 2015. 172: p. 175-178. 

343. Hamilton, M., A rating scale for depression. Journal of neurology, neurosurgery, and psychiatry, 1960. 23(1): 
p. 56. 

344. Williams, J.B., Standardizing the Hamilton Depression Rating Scale: past, present, and future. European 
Archives of Psychiatry and Clinical Neuroscience, 2001. 251(2): p. 6-12. 

345. McIntyre, R., et al., Assessing full remission. Journal of Psychiatry and Neuroscience, 2002. 27(4): p. 235. 



Copyright ©2020 Reed Group, Ltd.  Page | 141 

346. Santen, G., et al., Sensitivity of the individual items of the Hamilton depression rating scale to response and 
its consequences for the assessment of efficacy. Journal of psychiatric research, 2008. 42(12): p. 1000-1009. 

347. Olden, M., et al., Measuring depression at the end of life: is the Hamilton Depression Rating Scale a valid 
instrument? Assessment, 2009. 16(1): p. 43-54. 

348. Luckenbaugh, D.A., et al., Rating depression over brief time intervals with the Hamilton Depression Rating 
Scale: Standard vs. abbreviated scales. Journal of psychiatric research, 2015. 61: p. 40-45. 

349. Blumenthal, M.D. and T.E. Dielman, Depressive symptomatology and role function in a general population. 
Archives of General Psychiatry, 1975. 32(8): p. 985-991. 

350. Romera, I., et al., Factor analysis of the Zung self-rating depression scale in a large sample of patients with 
major depressive disorder in primary care. BMC psychiatry, 2008. 8(1): p. 4. 

351. Zung, W.W., A self-rating depression scale. Archives of General Psychiatry, 1965. 12(1): p. 63-70. 

352. Davies, B., G. Burrows, and C. Poynton, A comparative study of four depression rating scales. Australian & 
New Zealand Journal of Psychiatry, 1975. 9(1): p. 21-24. 

353. Mikesell, R. and L. Calhoun, Faking on the Zung self-rating depression scale. Psychological Reports, 1969. 
25(1): p. 173-174. 

354. Gabrys, J.B. and K. Peters, Reliability, discriminant and predictive validity of the Zung Self-Rating Depression 
Scale. Psychological Reports, 1985. 57(3_suppl): p. 1091-1096. 

355. Swanson, B.R. and C.W. Anderson, Faking on the Zung Self-rating Depression Scale: A replication and 
refinement. Journal of Clinical Psychology, 1972. 28(2): p. 193-194. 

356. Christenfeld, R., B. Lubin, and M. Satin, Concurrent validity of the Depression Adjective Check List in a normal 
population. The American journal of psychiatry, 1978. 

357. Marone, J. and B. Lubin, Relationship between set 2 of the Depression adjective check lists (DACL) and Zung 
self-rating depression scale (SDS). Psychological Reports, 1968. 22(1): p. 333-334. 

358. Zimmerman, M., et al., A clinically useful depression outcome scale. Comprehensive psychiatry, 2008. 49(2): 
p. 131-140. 

359. Trujols, J., et al., A psychometric analysis of the Clinically Useful Depression Outcome Scale (CUDOS) in 
Spanish patients. Journal of affective disorders, 2013. 151(3): p. 920-923. 

360. Zimmerman, M., et al., A clinically useful self-report measure of the DSM-5 anxious distress specifier for 
major depressive disorder. The Journal of clinical psychiatry, 2014. 

361. Yesavage, J.A., et al., Development and validation of a geriatric depression screening scale: a preliminary 
report. Journal of psychiatric research, 1982. 17(1): p. 37-49. 

362. Cullum, S., et al., Screening for depression in older medical inpatients. International journal of geriatric 
psychiatry, 2006. 21(5): p. 469-476. 

363. Chiesi, F., et al., The local reliability of the 15-item version of the Geriatric Depression Scale: An item response 
theory (IRT) study. Journal of psychosomatic research, 2017. 96: p. 84-88. 



Copyright ©2020 Reed Group, Ltd.  Page | 142 

364. Sinoff, G., et al., Does the presence of anxiety affect the validity of a screening test for depression in the 
elderly? International journal of geriatric psychiatry, 2002. 17(4): p. 309-314. 

365. Kurlowicz, L. and S.A. Greenberg, The geriatric depression scale (GDS). AJN The American Journal of Nursing, 
2007. 107(10): p. 67-68. 

366. Dunn, V.K. and W.P. Sacco, Psychometric evaluation of the Geriatric Depression Scale and the Zung Self-
Rating Depression Scale using an elderly community sample. Psychology and Aging, 1989. 4(1): p. 125. 

367. Lesher, E.L. and J.S. Berryhill, Validation of the geriatric depression scale-short form among inpatients. 
Journal of clinical psychology, 1994. 50(2): p. 256-260. 

368. Van Marwijk, H., et al., Evaluation of the feasibility, reliability and diagnostic value of shortened versions of 
the geriatric depression scale. Br J Gen Pract, 1995. 45(393): p. 195-199. 

369. Herrmann, N., et al., A validation study of the Geriatric Depression Scale short form. International journal of 
geriatric psychiatry, 1996. 11(5): p. 457-460. 

370. SHAH, A., et al., Screening for depression among acutely ill geriatric inpatients with a short geriatric 
depression scale. Age and ageing, 1997. 26(3): p. 217-221. 

371. Hustey, F.M. and M.D. Smith, A depression screen and intervention for older ED patients. The American 
journal of emergency medicine, 2007. 25(2): p. 133-137. 

372. Chiang, K.S., K.E. Green, and E.O. Cox, Rasch analysis of the geriatric depression scale–short form. The 
Gerontologist, 2009. 49(2): p. 262-275. 

373. Burke, W.J., et al., The reliability and validity of the collateral source version of the Geriatric Depression 
Rating Scale administered by telephone. International journal of geriatric psychiatry, 1997. 12(3): p. 288-
294. 

374. Shmuely-Dulitzki, Y. and B.W. Rovner, Screening for depression in older persons with low vision: somatic eye 
symptoms and the Geriatric Depression Scale. The American Journal of Geriatric Psychiatry, 1997. 5(3): p. 
216-220. 

375. Arthur, A., et al., Using an annual over-75 health check to screen for depression: validation of the short 
geriatric depression scale (GDS15) within general practice. International journal of geriatric psychiatry, 
1999. 14(6): p. 431-439. 

376. Cheng, S.-T., et al., The geriatric depression scale as a screening tool for depression and suicide ideation: a 
replication and extention. The American Journal of Geriatric Psychiatry, 2010. 18(3): p. 256-265. 

377. Broekman, B.F., et al., Validation of a brief seven-item response bias-free geriatric depression scale. The 
American Journal of Geriatric Psychiatry, 2011. 19(6): p. 589-596. 

378. Conradsson, M., et al., Usefulness of the Geriatric Depression Scale 15-item version among very old people 
with and without cognitive impairment. Aging & mental health, 2013. 17(5): p. 638-645. 

379. Costa, M.V., et al., Accuracy of three depression screening scales to diagnose major depressive episodes in 
older adults without neurocognitive disorders. Revista Brasileira de Psiquiatria, 2016. 38(2): p. 154-156. 

380. Okimoto, J.T., et al., Screening for depression in geriatric medical patients. The American journal of 
psychiatry, 1982. 



Copyright ©2020 Reed Group, Ltd.  Page | 143 

381. Richardson, C.A. and S.M. Hammond, A psychometric analysis of a short device for assessing depression in 
elderly people. British journal of clinical psychology, 1996. 35(4): p. 543-551. 

382. Rovner, B.W. and Y. Shmuely-Dulitzki, Screening for depression in low-vision elderly. International journal 
of geriatric psychiatry, 1997. 12(9): p. 955-959. 

383. Garrard, J., et al., Clinical detection of depression among community-based elderly people with self-reported 
symptoms of depression. The Journals of Gerontology Series A: Biological Sciences and Medical Sciences, 
1998. 53(2): p. M92-M101. 

384. Hoyl, M., et al., Development and testing of a five-item version of the Geriatric Depression Scale. Journal of 
the American Geriatrics Society, 1999. 47(7): p. 873-878. 

385. de Craen, A.J., T. Heeren, and J. Gussekloo, Accuracy of the 15-item geriatric depression scale (GDS-15) in a 
community sample of the oldest old. International journal of geriatric psychiatry, 2003. 18(1): p. 63-66. 

386. Esiwe, C., et al., Screening for depression in older adults on an acute medical ward: the validity of NICE 
guidance in using two questions. Age and ageing, 2015. 44(5): p. 771-775. 

387. Levin, J.B., et al., Comparing Patient-Reported Outcomes Measure Information System Depression Scale with 
Legacy Depression Measures in a Community Sample of Older Adults with Varying Levels of Cognitive 
Functioning. The American Journal of Geriatric Psychiatry, 2015. 23(11): p. 1134-1143. 

388. Mitchell, M., N. Burns, and D. Dorstyn, Screening for depression and anxiety in spinal cord injury with DASS-
21. Spinal Cord, 2008. 46(8): p. 547. 

389. Abraham, D.S., et al., The factor structure of the Brief Symptom Inventory-18 (BSI-18) in Parkinson disease 
patients. Journal of psychosomatic research, 2017. 96: p. 21-26. 

390. HealthMeasures. PROMIS. 2019; Available from: http://www.healthmeasures.net/explore-measurement-
systems/promis/intro-to-promis/list-of-adult-measures. 

391. Amtmann, D., et al., Comparing CESD-10, PHQ-9, and PROMIS depression instruments in individuals with 
multiple sclerosis. Rehabil Psychol, 2014. 59(2): p. 220-229. 

392. Purvis, T.E., et al., Comparison of PROMIS Anxiety and Depression, PHQ-8, and GAD-7 to screen for anxiety 
and depression among patients presenting for spine surgery. Journal of Neurosurgery: Spine, 2019. 1(aop): 
p. 1-8. 

393. Bernstein, D.N., J.R. Houck, and W.C. Hammert, A Comparison of PROMIS UE Versus PF: Correlation to 
PROMIS PI and Depression, Ceiling and Floor Effects, and Time to Completion. The Journal of hand surgery, 
2019. 

394. Hong, J., et al., Chronic Cutaneous Lupus Erythematosus: Depression Burden and Associated Factors. 
American journal of clinical dermatology, 2019. 20(3): p. 465-475. 

395. Kroenke, K., F. Baye, and S.G. Lourens, Comparative validity and responsiveness of PHQ-ADS and other 
composite anxiety-depression measures. Journal of affective disorders, 2019. 246: p. 437-443. 

396. Clover, K., et al., PROMIS depression measures perform similarly to legacy measures relative to a structured 
diagnostic interview for depression in cancer patients. Quality of Life Research, 2018. 27(5): p. 1357-1367. 

http://www.healthmeasures.net/explore-measurement-systems/promis/intro-to-promis/list-of-adult-measures
http://www.healthmeasures.net/explore-measurement-systems/promis/intro-to-promis/list-of-adult-measures


Copyright ©2020 Reed Group, Ltd.  Page | 144 

397. van Bebber, J., et al., Application of the Patient-Reported Outcomes Measurement Information System 
(PROMIS) item parameters for Anxiety and Depression in the Netherlands. Int J Methods Psychiatr Res, 2018. 
27(4): p. e1744. 

398. Beleckas, C.M., et al., Using Patient-reported Outcomes Measurement Information System Measures to 
Understand the Relationship Between Improvement in Physical Function and Depressive Symptoms. J Am 
Acad Orthop Surg, 2018. 26(24): p. e511-e518. 

399. HealthMeasures. NIH Toolbox. 2019; Available from: http://www.healthmeasures.net/explore-
measurement-systems/nih-toolbox/measure-development-and-research. 

400. Henkel, V., et al., Screening for depression in primary care: will one or two items suffice? European archives 
of psychiatry and clinical neuroscience, 2004. 254(4): p. 215-223. 

401. Basso, M., et al., Neuropsychological correlates of symptom dimensions in inpatients with major depressive 
disorder. Psychiatry research, 2013. 207(1-2): p. 61-67. 

402. Streit, K., et al., Clinical correlates of MMPI depression scales. Journal of personality assessment, 1993. 
60(2): p. 390-396. 

403. Talarowska, M., et al., The MMPI-2 neurotic triad subscales and depression levels after pharmacological 
treatment in patients with depressive disorders-clinical study. Psychiatria Danubina, 2011. 23(4.): p. 347-
354. 

404. Nyklıč́ek, I., M.J. Scherders, and V.J. Pop, Multiple assessments of depressive symptoms as an index of 
depression in population-based samples. Psychiatry Research, 2004. 128(2): p. 111-116. 

405. Kadouri, A., E. Corruble, and B. Falissard, The improved Clinical Global Impression Scale (iCGI): development 
and validation in depression. BMC psychiatry, 2007. 7(1): p. 7. 

406. Lin, C.-C., et al. The validity of an Internet-based self-assessment program for depression. in AMIA Annual 
Symposium Proceedings. 2003. American Medical Informatics Association. 

407. Bromet, E.J., et al., Long-term reliability of diagnosing lifetime major depression in a community sample. 
Archives of General Psychiatry, 1986. 43(5): p. 435-440. 

408. Lam, C.L., et al., Can the Hospital Anxiety and Depression (HAD) Scale be used on Chinese elderly in general 
practice? Family Practice, 1995. 12(2): p. 149-154. 

409. Gelaye, B., et al., Diagnostic validity of the composite international diagnostic interview (CIDI) depression 
module in an East African population. The International Journal of Psychiatry in Medicine, 2013. 46(4): p. 
387-405. 

410. Mogge, N.L., et al., The Assessment of Depression Inventory (ADI): An appraisal of validity in an outpatient 
sample. Depression and Anxiety, 2008. 25(1): p. 64-68. 

411. Rogers, R., et al., Detection of feigned mental disorders on the Personality Assessment Inventory: A 
discriminant analysis. Journal of Personality Assessment, 1996. 67(3): p. 629-640. 

412. Rogers, R., S.R. Ornduff, and K.W. Sewell, Feigning specific disorders: A study of the Personality Assessment 
Inventory (PAI). Journal of Personality Assessment, 1993. 60(3): p. 554-560. 

http://www.healthmeasures.net/explore-measurement-systems/nih-toolbox/measure-development-and-research
http://www.healthmeasures.net/explore-measurement-systems/nih-toolbox/measure-development-and-research


Copyright ©2020 Reed Group, Ltd.  Page | 145 

413. Boone, D., Internal consistency reliability of the Personality Assessment Inventory with psychiatric 
inpatients. Journal of Clinical Psychology, 1998. 54(6): p. 839-843. 

414. Piersma, H.L., The MCMI-II as a treatment outcome measure for psychiatric inpatients. Journal of Clinical 
Psychology, 1989. 45(1): p. 87-93. 

415. Piersma, H.L., The MCMI-II depression scales: do they assist in the differential prediction of depressive 
disorders? Journal of personality assessment, 1991. 56(3): p. 478-486. 

416. Cantrell, J.D. and R.H. Dana, Use of the Millon Clinical Multiaxial Inventory (MCMI) as a screening instrument 
at a community mental health center. J Clin Psychol, 1987. 43(4): p. 366-75. 

417. Bence, V.M., et al., Differential sensitivity of the MMPI-2 depression scales and subscales. J Clin Psychol, 
1995. 51(3): p. 375-7. 

418. Lubin, B. and R. Van Whitlock, Levels of depression on the ST-Depression Adjective Check Lists as measured 
by the MMPI-D Scale, the Beck Depression Inventory, and the Center For Epidemiologic Studies Depression 
Scale. J Clin Psychol, 1995. 51(6): p. 826-31. 

419. Nyquist, A.C. and J.D. Forbey, An Investigation of a Computerized Sequential Depression Module of the 
MMPI-2. Assessment, 2018. 25(8): p. 1084-1097. 

420. Ritsher, J.B., E.B. Slivko-Kolchik, and I.V. Oleichik, Assessing depression in Russian psychiatric patients: 
validity of MMPI and Rorschach. Assessment, 2001. 8(4): p. 373-89. 

421. Abedini, H., et al., Antidepressant effects of citalopram on treatment of alopecia areata in patients with 
major depressive disorder. Journal of Dermatological Treatment, 2014. 25(2): p. 153-155. 

422. Bosch, P., et al., The MMPI-2 in chronic psychiatric illness. Scandinavian journal of psychology, 2014. 55(5): 
p. 513-519. 

423. Klonsky, E.D. and A.D. Bertelson, MMPI-2 clinical scale differences between dysthymia and major 
depression. Assessment, 2000. 7(2): p. 143-149. 

424. Norman, W.H., G.I. Keitner, and I.W. Miller, MMPI, personality dysfunction and the dexamethasone 
suppression test in major depression. Journal of affective disorders, 1985. 9(1): p. 97-101. 

425. Sellbom, M., et al., Diagnostic construct validity of MMPI-2 Restructured Form (MMPI-2-RF) scale scores. 
Assessment, 2012. 19(2): p. 176-186. 

426. Steffan, J.S., J.R. Clopton, and R.D. Morgan, An MMPI-2 scale to detect malingered depression (Md scale). 
Assessment, 2003. 10(4): p. 382-392. 

427. Wetzler, S., D.B. Marlowe, and W.C. Sanderson, Assessment of depression: using the MMPI, Millon, and 
Millon-II. Psychological reports, 1994. 75(2): p. 755-768. 

428. Choca, J.P., L.A. Shanley, and E. Van Denburg, Interpretative guide to the Millon Clinical Multiaxial Inventory. 
Interpretative guide to the Millon Clinical Multiaxial Inventory. 1992, Washington, DC, US: American 
Psychological Association. xvi, 239-xvi, 239. 

429. Choca, J.P. and S.D. Grossman, Evolution of the Millon Clinical Multiaxial Inventory. J Pers Assess, 2015. 
97(6): p. 541-9. 



Copyright ©2020 Reed Group, Ltd.  Page | 146 

430. Craig, R.J., A selected review of the MCMI empirical literature. 1997. 

431. Craig, R.J., Millon Clinical Multiaxial Inventory-III, in Personality assessment. 2008, Routledge/Taylor & 
Francis Group: New York, NY. p. 133-165. 

432. Craigie, M.A., L.M. Saulsman, and A.M. Lampard, MCMI-III personality complexity and depression treatment 
outcome following group-based cognitive-behavioral therapy. J Clin Psychol, 2007. 63(12): p. 1153-70. 

433. Hsu, L.M., Diagnostic validity statistics and the MCMI-III. Psychol Assess, 2002. 14(4): p. 410-22. 

434. Overholser, J.C., Retest reliability of the Millon Clinical Multiaxial Inventory. J Pers Assess, 1990. 55(1-2): p. 
202-8. 

435. Rossi, G. and J. Derksen, International Adaptations of the Millon Clinical Multiaxial Inventory: Construct 
Validity and Clinical Applications. J Pers Assess, 2015. 97(6): p. 572-90. 

436. Bagby, R.M., et al., Can the MMPI-2 validity scales detect depression feigned by experts? Assessment, 2000. 
7(1): p. 55-62. 

437. Bagby, R.M., M.B. Marshall, and J.R. Bacchiochi, The validity and clinical utility of the MMPI-2 Malingering 
Depression scale. J Pers Assess, 2005. 85(3): p. 304-11. 

438. Butcher, J.N., et al., Development and use of the MMPI-2 Content Scales. Development and use of the 
MMPI-2 Content Scales. 1990, Minneapolis, MN, US: University of Minnesota Press. xiii, 213-xiii, 213. 

439. Butcher, J.N. and J.R. Graham, The MMPI-2: A new standard for personality assessment and research in 
counseling settings. Measurement and Evaluation in Counseling and Development, 1994. 27(3): p. 131-150. 

440. Graham, J.R., MMPI-2: Assessing personality and psychopathology, 4th ed. MMPI-2: Assessing personality 
and psychopathology, 4th ed. 2006, New York, NY, US: Oxford University Press. xvii, 554-xvii, 554. 

441. Greene, R.L., The relative efficacy of F-K and the obvious and subtle scales to detect overreporting of 
psychopathology on the MMPI. J Clin Psychol, 1988. 44(2): p. 152-9. 

442. Greene, R.L., The MMPI-2: An interpretive manual. 2000: Allyn & Bacon. 

443. Gross, K., M.D. Keyes, and R.L. Greene, Assessing depression with the MMPI and MMPI-2. J Pers Assess, 
2000. 75(3): p. 464-77. 

444. Nelson, L.D. and D. Cicchetti, Validity of the MMPI Depression scale for outpatients. Psychological 
Assessment: A Journal of Consulting and Clinical Psychology, 1991. 3(1): p. 55. 

445. Nelson, L.D., D. Pham, and C. Uchiyama, Subtlety of the MMPI—2 Depression Scale: A subject laid to rest? 
Psychological Assessment, 1996. 8(3): p. 331-333. 

446. Boyle, G.J., J. Ward, and T.J. Lennon, Personality Assessment Inventory: A confirmatory factor analysis. 
Perceptual and Motor Skills, 1994. 79(3, Pt 2): p. 1441-1442. 

447. Peterson, C.A., Review of Clinical application of the Personality Assessment Inventory. Journal of Personality 
Assessment, 2010. 92(6): p. 616. 

448. Siefert, C.J., et al., Detecting back irrelevant responding on the Personality Assessment Inventory in a 
psychiatric inpatient setting. Psychol Assess, 2007. 19(4): p. 469-73. 



Copyright ©2020 Reed Group, Ltd.  Page | 147 

449. Wise, E.A., D.L. Streiner, and S. Walfish, A review and comparison of the reliabilities of the MMPI-2, MCMI-
III- and PAI presented in their respective test manuals. Measurement and Evaluation in Counseling and 
Development, 2010. 42(4): p. 246-254. 

450. Davis, S.E. and L.W. Hays, An examination of the clinical validity of the MCMI-III Depressive Personality scale. 
J Clin Psychol, 1997. 53(1): p. 15-23. 

451. Saulsman, L.M., Depression, anxiety, and the MCMI-III: construct validity and diagnostic efficiency. J Pers 
Assess, 2011. 93(1): p. 76-83. 

452. Arbisi, P.A. and Y.S. Ben-Porath, An MMPI-2 infrequent response scale for use with psychopathological 
populations: The Infrequency-Psychopathology Scale, F(p). Psychological Assessment, 1995. 7(4): p. 424-
431. 

453. Arbisi, P.A., M. Sellbom, and Y.S. Ben-Porath, Empirical correlates of the MMPI-2 Restructured Clinical (RC) 
Scales in psychiatric inpatients. J Pers Assess, 2008. 90(2): p. 122-8. 

454. Archer, R.P., R. Griffin, and R. Aiduk, MMPI-2 clinical correlates for ten common codes. J Pers Assess, 1995. 
65(3): p. 391-407. 

455. Bagby, R. and M. Marshall, Assessing response bias with the MCMI modifying indices. New Directions in 
Interpreting the Millon Clinical Multiaxial Inventory-III, 2005: p. 227-247. 

456. Barthlow, D.L., et al., The appropriateness of the MMPI-2 K correction. Assessment, 2002. 9(3): p. 219-29. 

457. Ben-Porath, Y.S., J.N. Butcher, and J.R. Graham, Contribution of the MMPI-2 content scales to the differential 
diagnosis of schizophrenia and major depression. Psychological Assessment: A Journal of Consulting and 
Clinical Psychology, 1991. 3(4): p. 634-640. 

458. Ben-Porath, Y.S., Interpreting the MMPI-2-RF. Interpreting the MMPI-2-RF. 2012, Minneapolis, MN, US: 
University of Minnesota Press. xvi, 534-xvi, 534. 

459. Binford, A. and L. Liljequist, Behavioral correlates of selected MMPI-2 clinical, content, and restructured 
clinical scales. J Pers Assess, 2008. 90(6): p. 608-14. 

460. Blasco Saiz, J.L. and L. Pallardó Durá, Detección de exageración de síntomas mediante el SIMS y el MMPI-2-
RF en pacientes diagnosticados de trastorno mixto ansioso-depresivo y adaptativo en el contexto 
medicolegal: un estudio preliminar. Clínica y Salud, 2013. 24(3): p. 177-183. 

461. Boone, D., Differential validity of the MMPI-2 Subtle and Obvious scales with psychiatric inpatients: scale 2. 
J Clin Psychol, 1995. 51(4): p. 526-31. 

462. Egger, J.I., P.A. Delsing, and H.R. De Mey, Differential diagnosis using the MMPI-2: Goldberg's index 
revisited. Eur Psychiatry, 2003. 18(8): p. 409-11. 

463. Hersch, P.D. and R.W. Alexander, MMPI profile patterns of emotional disability claimants. J Clin Psychol, 
1990. 46(6): p. 795-9. 

464. McGrath, R.E., D. Powis, and D.L. Pogge, Code type-specific tables for interpretation of MMPI-2 Harris and 
Lingoes subscales: consideration of gender and code type definition. J Clin Psychol, 1998. 54(5): p. 655-64. 

465. Tsushima, W.T., O. Geling, and J. Fabrigas, Comparison of MMPI-2 validity scale scores of personal injury 
litigants and disability claimants. Clin Neuropsychol, 2011. 25(8): p. 1403-14. 



Copyright ©2020 Reed Group, Ltd.  Page | 148 

466. Zalewski, C., et al., Discriminant Validity of the MMPI Depression Subtle (DS) and Depression Obvious (DO) 
Scales. Assessment, 1997. 4(4): p. 311-319. 

467. Aikman, G.G. and G.T. Souheaver, Use of the Personality Assessment Inventory (PAI) in neuropsychological 
testing of psychiatric outpatients. Appl Neuropsychol, 2008. 15(3): p. 176-83. 

468. Frazier, T.W., R.I. Naugle, and K.A. Haggerty, Psychometric adequacy and comparability of the short and full 
forms of the Personality Assessment Inventory. Psychol Assess, 2006. 18(3): p. 324-33. 

469. Gaines, M.V., C.L. Giles, and R.D. Morgan, The detection of feigning using multiple PAI scale elevations: a 
new index. Assessment, 2013. 20(4): p. 437-47. 

470. Haggerty, K.A., et al., Relationships among victoria symptom validity test indices and personality assessment 
inventory validity scales in a large clinical sample. Clin Neuropsychol, 2007. 21(6): p. 917-28. 

471. Handel, R.W. and R.P. Archer, An investigation of the psychometric properties of the MMPI-2 Restructured 
Clinical (RC) scales with mental health inpatients. J Pers Assess, 2008. 90(3): p. 239-49. 

472. Handel, R.W., et al., Psychometric functioning of the MMPI-2-RF VRIN-r and TRIN-r scales with varying 
degrees of randomness, acquiescence, and counter-acquiescence. Psychol Assess, 2010. 22(1): p. 87-95. 

473. Hoelzle, J.B. and G.J. Meyer, The invariant component structure of the Personality Assessment Inventory 
(PAI) full scales. J Pers Assess, 2009. 91(2): p. 175-86. 

474. McCredie, M.N. and L.C. Morey, Evaluating new supplemental indicators for the Personality Assessment 
Inventory: Standardization and cross-validation. Psychol Assess, 2018. 30(10): p. 1292-1299. 

475. Morey, L.C. and C.J. Hopwood, Efficiency of a strategy for detecting back random responding on the 
personality assessment inventory. Psychol Assess, 2004. 16(2): p. 197-200. 

476. Ruiz, M.A. and J.F. Edens, Recovery and replication of internalizing and externalizing dimensions within the 
personality assessment inventory. J Pers Assess, 2008. 90(6): p. 585-92. 

477. Siefert, C.J., et al., An item-level psychometric analysis of the personality assessment inventory: clinical 
scales in a psychiatric inpatient unit. Assessment, 2009. 16(4): p. 373-83. 

478. Slavin-Mulford, J., et al., External validity of the personality assessment inventory (PAI) in a clinical sample. 
J Pers Assess, 2012. 94(6): p. 593-600. 

479. Whiteside, D., et al., Relationship between suboptimal cognitive effort and the clinical scales of the 
Personality Assessment Inventory. Clin Neuropsychol, 2010. 24(2): p. 315-25. 

480. Ortiz-Tallo, M., et al., Personalidad y síndromes clínicos: un estudio con el MCMI-III basado en una muestra 
española. Revista de psicopatología y psicología clínica, 2011. 16(1): p. 49-59. 

481. Aaronson, A.L., O.B. Dent, and C.D. Kline, Cross-validation of MMPI and MMPI-2 predictor scales. J Clin 
Psychol, 1996. 52(3): p. 311-5. 

482. Ben-Porath, Y.S. and J.N. Butcher, The comparability of MMPI and MMPI-2 scales and profiles. Psychological 
Assessment: A Journal of Consulting and Clinical Psychology, 1989. 1(4): p. 345-347. 

483. Pollack, D.R. and T.F. Grainey, A comparison of MMPI profiles for state and private disability insurance 
applicants. J Pers Assess, 1984. 48(2): p. 121-5. 



Copyright ©2020 Reed Group, Ltd.  Page | 149 

484. A. Weiss, P., K. J. Bell, and W. U. Weiss, Use of the MMPI-2 Restructured Clinical (RC) Scales in Detecting 
Criminal Malingering. Vol. 25. 2010. 49-55. 

485. Braxton, L.E., et al., Validity rates of the Personality Assessment Inventory and the Minnesota Multiphasic 
Personality Inventory-2 in a VA Medical Center Setting. J Pers Assess, 2007. 88(1): p. 5-15. 

486. Deisinger, J., Exploring the factor structure of the Personality Assessment Inventory. Vol. 2. 1995. 173-179. 

487. Morey, L.C., et al., Personality Assessment Inventory profiles of deployed combat troops: an empirical 
investigation of normative performance. Psychol Assess, 2011. 23(2): p. 456-62. 

488. Brown, K.P., R.J. Iannelli, and D.P. Marganoff, Use of the Personality Assessment Inventory in Fitness-for-
Duty Evaluations of Physicians. J Pers Assess, 2017. 99(5): p. 465-471. 

489. Alexy, W.D. and P.M. Webb, Utility of the MMPI-2 in Work-Hardening rehabilitation. Rehabilitation 
Psychology, 1999. 44(3): p. 266-273. 

490. Meyers, J.E., S.R. Millis, and K. Volkert, A validity index for the MMPI-2. Arch Clin Neuropsychol, 2002. 17(2): 
p. 157-69. 

491. Arbisi, P.A., Use of the MMPI-2 in Personal Injury and Disability Evaluations, in MMPI-2: A practitioner's 
guide. 2006, American Psychological Association: Washington, DC, US. p. 407-441. 

492. Colotla, V.A., M.L. Bowman, and R.J. Shercliffe, Test-retest stability of injured workers' MMPI-2 profiles. 
Psychol Assess, 2001. 13(4): p. 572-6. 

493. Fox, D.D., A. Gerson, and P.R. Lees-Haley, Interrelationship of MMPI-2 validity scales in personal injury 
claims. J Clin Psychol, 1995. 51(1): p. 42-7. 

494. Gervais, R.O., et al., Development and validation of a Response Bias Scale (RBS) for the MMPI-2. Assessment, 
2007. 14(2): p. 196-208. 

495. Henry, G.K., et al., The Henry-Heilbronner Index: a 15-item empirically derived MMPI-2 subscale for 
identifying probable malingering in personal injury litigants and disability claimants. Clin Neuropsychol, 
2006. 20(4): p. 786-97. 

496. Lees-Haley, P.R., MMPI—2 F and F-K scores of personal injury malingerers in vocational neuropsychological 
and emotional distress claims. American Journal of Forensic Psychology, 1991. 9(3): p. 5-14. 

497. Livingston, R.B., et al., MMPI--2 Code-Type Congruence of Injured Workers. Psychol Assess, 2006. 18(1): p. 
126-30. 

498. Nelson, N.W., J.J. Sweet, and R.L. Heilbronner, Examination of the new MMPI-2 Response Bias Scale 
(Gervais): relationship with MMPI-2 validity scales. J Clin Exp Neuropsychol, 2007. 29(1): p. 67-72. 

499. Yoxall, J., M. Bahr, and T. O'Neill, Faking Bad in Workers Compensation Psychological Assessments: Elevation 
Rates of Negative Distortion Scales on the Personality Assessment Inventory in an Australian Sample. 
Psychiatry, Psychology and Law, 2017. 24(5): p. 682-693. 

500. Schutte, J.W., Using the MCMI-III in forensic evaluations. Vol. 19. 2001. 5-20. 

501. Wygant, D.B., et al., Further validation of the MMPI-2 and MMPI-2-RF Response Bias Scale: findings from 
disability and criminal forensic settings. Psychol Assess, 2010. 22(4): p. 745-56. 



Copyright ©2020 Reed Group, Ltd.  Page | 150 

502. Douglas, K.S., S.D. Hart, and P.R. Kropp, Validity of the Personality Assessment Inventory for forensic 
assessments. International Journal of Offender Therapy and Comparative Criminology, 2001. 45(2): p. 183-
197. 

503. Morey, L.C., M.B. Warner, and C.J. Hopwood, The Personality Assessment Inventory: Issues in Legal and 
Forensic Settings, in Forensic psychology: Emerging topics and expanding roles. 2007, John Wiley & Sons 
Inc: Hoboken, NJ, US. p. 97-126. 

504. Mullen, K.L. and J.F. Edens, A case law survey of the Personality Assessment Inventory: examining its role in 
civil and criminal trials. J Pers Assess, 2008. 90(3): p. 300-3. 

505. Douglas, K.S., et al., The Personality Assessment Inventory as a proxy for the Psychopathy Checklist Revised: 
testing the incremental validity and cross-sample robustness of the Antisocial Features Scale. Assessment, 
2007. 14(3): p. 255-69. 

506. Kucharski, L.T., et al., The Utility of the Personality Assessment Inventory in the Assessment of Psychopathy. 
Journal of Forensic Psychology Practice, 2008. 8(4): p. 344-357. 

507. Rogers, R., K.L. Ustad, and R.T. Salekin, Convergent validity of the personality assessment inventory: A study 
of emergency referrals in a correctional setting. Assessment, 1998. 5(1): p. 3-12. 

508. Baer, R.A., et al., Sensitivity of MMPI-2 validity scales to underreporting of symptoms. Psychological 
Assessment, 1995. 7(4): p. 419-423. 

509. Baer, R.A. and G. Sekirnjak, Detection of underreporting on the MMPI-2 in a clinical population: effects of 
information about validity scales. J Pers Assess, 1997. 69(3): p. 555-67. 

510. Baer, R.A. and J. Miller, Underreporting of psychopathology on the MMPI-2: a meta-analytic review. Psychol 
Assess, 2002. 14(1): p. 16-26. 

511. Bagby, R.M., et al., Detecting feigned depression and schizophrenia on the MMPI-2. J Pers Assess, 1997. 
68(3): p. 650-64. 

512. Burchett, D.L. and Y.S. Ben-Porath, The impact of overreporting on MMPI-2-RF substantive scale score 
validity. Assessment, 2010. 17(4): p. 497-516. 

513. Crighton, A.H., et al., Utility of the MMPI-2-RF Validity Scales in Detection of Simulated Underreporting: 
Implications of Incorporating a Manipulation Check. Assessment, 2017. 24(7): p. 853-864. 

514. Sellbom, M. and R.M. Bagby, Validity of the MMPI-2-RF (restructured form) L-r and K-r scales in detecting 
underreporting in clinical and nonclinical samples. Psychol Assess, 2008. 20(4): p. 370-6. 

515. Sellbom, M. and R.M. Bagby, Detection of overreported psychopathology with the MMPI-2-RF [corrected] 
validity scales. Psychol Assess, 2010. 22(4): p. 757-67. 

516. Timbrook, R.E., et al., Comparison of the Wiener-Harmon Subtle-Obvious scales and the standard validity 
scales in detecting valid and invalid MMPI-2 profiles. Psychological Assessment, 1993. 5(1): p. 53. 

517. Walters, G.L. and J.R. Clopton, Effect of symptom information and validity scale information on the 
malingering of depression on the MMPI-2. J Pers Assess, 2000. 75(2): p. 183-99. 

518. Hawes, S.W. and M.T. Boccaccini, Detection of overreporting of psychopathology on the Personality 
Assessment Inventory: a meta-analytic review. Psychol Assess, 2009. 21(1): p. 112-24. 



Copyright ©2020 Reed Group, Ltd.  Page | 151 

519. Hopwood, C.J., et al., Malingering on the Personality Assessment Inventory: Identification of Specific Feigned 
Disorders. Journal of Personality Assessment, 2007. 88(1): p. 43-48. 

520. Griffiths, K.M., et al., Effect of web-based depression literacy and cognitive–behavioural therapy 
interventions on stigmatising attitudes to depression: Randomised controlled trial. The British Journal of 
Psychiatry, 2004. 185(4): p. 342-349. 

521. Hovens, J., et al., The assessment of posttraumatic stress disorder: with the Clinician Administered PTSD 
Scale: Dutch results. Journal of clinical psychology, 1994. 50(3): p. 325-340. 

522. Hyer, L., et al., Assessment of older combat veterans with the clinician-administered PTSD scale. J Trauma 
Stress, 1996. 9(3): p. 587-93. 

523. Rundell, J., M. Harmandayan, and J.P. Staab, Pharmacogenomic testing and outcome among depressed 
patients in a tertiary care outpatient psychiatric consultation practice. Translational psychiatry, 2011. 1(5): 
p. e6. 

524. Breitenstein, B., et al., Association of ABCB1 gene variants, plasma antidepressant concentration, and 
treatment response: results from a randomized clinical study. Journal of psychiatric research, 2016. 73: p. 
86-95. 

525. Espadaler, J., et al., Pharmacogenetic testing for the guidance of psychiatric treatment: a multicenter 
retrospective analysis. CNS spectrums, 2017. 22(4): p. 315-324. 

526. Hall-Flavin, D.K., et al., Using a pharmacogenomic algorithm to guide the treatment of depression. 
Translational psychiatry, 2012. 2(10): p. e172. 

527. Winner, J.G., et al., A prospective, randomized, double-blind study assessing the clinical impact of integrated 
pharmacogenomic testing for major depressive disorder. Discovery medicine, 2013. 16(89): p. 219-227. 

528. Yeh, Y.-W., et al., SLC6A2 variants may predict remission from major depression after venlafaxine treatment 
in Han Chinese population. Journal of psychiatric research, 2015. 61: p. 33-39. 

529. Solomon, H.V., K.W. Cates, and K.J. Li, Does obtaining CYP2D6 and CYP2C19 pharmacogenetic testing predict 
antidepressant response or adverse drug reactions? Psychiatry research, 2018. 

530. Rosenblat, J.D., Y. Lee, and R.S. McIntyre, The effect of pharmacogenomic testing on response and remission 
rates in the acute treatment of major depressive disorder: A meta-analysis. Journal of Affective Disorders, 
2018. 

531. Groessl, E.J., et al., Cost-effectiveness of a pharmacogenetic test to guide treatment for major depressive 
disorder. Journal of managed care & specialty pharmacy, 2018. 24(8): p. 726-734. 

532. McGrath, C.L., et al., Toward a neuroimaging treatment selection biomarker for major depressive disorder. 
JAMA psychiatry, 2013. 70(8): p. 821-829. 

533. Pérez, V., et al., Efficacy of prospective pharmacogenetic testing in the treatment of major depressive 
disorder: results of a randomized, double-blind clinical trial. BMC psychiatry, 2017. 17(1): p. 250. 

534. Hall-Flavin, D.K., et al., Utility of integrated pharmacogenomic testing to support the treatment of major 
depressive disorder in a psychiatric outpatient setting. Pharmacogenetics and genomics, 2013. 23(10): p. 
535-548. 



Copyright ©2020 Reed Group, Ltd.  Page | 152 

535. Murphy, G.M., et al., Effects of the Serotonin Transporter Gene Promoter Polymorphism onMirtazapine and 
Paroxetine Efficacy and Adverse Events in Geriatric MajorDepression. Archives of general psychiatry, 2004. 
61(11): p. 1163-1169. 

536. Maciukiewicz, M., et al., Genetic variation in IL-1β, IL-2, IL-6, TSPO and BDNF and response to duloxetine or 
placebo treatment in major depressive disorder. Pharmacogenomics, 2015. 16(17): p. 1919-1929. 

537. Steimer, W., et al., Amitriptyline or not, that is the question: pharmacogenetic testing of CYP2D6 and 
CYP2C19 identifies patients with low or high risk for side effects in amitriptyline therapy. Clinical chemistry, 
2005. 51(2): p. 376-385. 

538. Paddock, S., et al., Association of GRIK4 with outcome of antidepressant treatment in the STAR* D cohort. 
American Journal of Psychiatry, 2007. 164(8): p. 1181-1188. 

539. Katon, W., et al., Stepped collaborative care for primary care patients with persistent symptoms of 
depression: a randomized trial. Archives of General Psychiatry, 1999. 56(12): p. 1109-1115. 

540. Jacob, K., D. Bhugra, and A. Mann, A randomised controlled trial of an educational intervention for 
depression among Asian women in primary care in the United Kingdom. International Journal of Social 
Psychiatry, 2002. 48(2): p. 139-148. 

541. Morokuma, I., et al., Psychoeducation for major depressive disorders: A randomised controlled trial. 
Psychiatry research, 2013. 210(1): p. 134-139. 

542. Stangier, U., et al., Maintenance cognitive-behavioral therapy and manualized psychoeducation in the 
treatment of recurrent depression: a multicenter prospective randomized controlled trial. American Journal 
of Psychiatry, 2013. 170(6): p. 624-632. 

543. Aagaard, J., et al., The efficacy of psychoeducation on recurrent depression: a randomized trial with a 2-year 
follow-up. Nordic journal of psychiatry, 2017. 71(3): p. 223-229. 

544. Conradi, H.J., et al., Enhanced treatment for depression in primary care: long-term outcomes of a psycho-
educational prevention program alone and enriched with psychiatric consultation or cognitive behavioral 
therapy. Psychological medicine, 2007. 37(6): p. 849-862. 

545. Katzelnick, D.J., et al., Randomized trial of a depression management program in high utilizers of medical 
care. Archives of Family Medicine, 2000. 9(4): p. 345. 

546. Imamura, K., et al., Effects of web-based stress and depression literacy intervention on improving symptoms 
and knowledge of depression among workers: A randomized controlled trial. Journal of affective disorders, 
2016. 203: p. 30-37. 

547. Chiesa, A., et al., Mindfulness-based cognitive therapy vs. psycho-education for patients with major 
depression who did not achieve remission following antidepressant treatment. Psychiatry research, 2015. 
226(2): p. 474-483. 

548. Almeida, O.P., et al., A randomized trial to reduce the prevalence of depression and self-harm behavior in 
older primary care patients. The Annals of Family Medicine, 2012. 10(4): p. 347-356. 

549. McCusker, J., et al., Adherence to a depression self-care intervention among primary care patients with 
chronic physical conditions: A randomised controlled trial. Health Education Journal, 2016. 75(7): p. 767-
779. 



Copyright ©2020 Reed Group, Ltd.  Page | 153 

550. Cook, J.A., et al., A randomized controlled trial of effects of Wellness Recovery Action Planning on depression, 
anxiety, and recovery. Psychiatric Services, 2012. 63(6): p. 541-547. 

551. Wells, K., et al., Five-year impact of quality improvement for depression: results of a group-level randomized 
controlled trial. Archives of General Psychiatry, 2004. 61(4): p. 378-386. 

552. Seeherunwong, A., P. Yuttatri, and S. Chulakadabba, The effect of a drug adherence enhancement program 
on the drug adherence behaviors of patients with major depressive disorder in Thailand: a randomized 
clinical trial. Archives of psychiatric nursing, 2016. 30(3): p. 322-328. 

553. Meyer, B., et al., Effectiveness of a novel integrative online treatment for depression (Deprexis): randomized 
controlled trial. Journal of medical Internet research, 2009. 11(2). 

554. Wetherell, J.L., et al., Mindfulness-Based Stress Reduction for Older Adults With Stress Disorders and 
Neurocognitive Difficulties: A Randomized Controlled Trial. The Journal of clinical psychiatry, 2017. 78(7): p. 
e734-e743. 

555. Wang, C., et al., Effects of a mutual recovery intervention on mental health in depressed elderly community-
dwelling adults: a pilot study. BMC public health, 2017. 17(1): p. 4. 

556. Kumar, K. and M. Gupta, Effectiveness of psycho-educational intervention in improving outcome of unipolar 
depression: Results from a randomised clinical trial. East Asian Archives of Psychiatry, 2015. 25(1): p. 29. 

557. Clarke, G., et al., Overcoming depression on the Internet (ODIN): a randomized controlled trial of an Internet 
depression skills intervention program. Journal of medical Internet research, 2002. 4(3). 

558. Shimazu, K., et al., Family psychoeducation for major depression: randomised controlled trial. The British 
Journal of Psychiatry, 2011. 198(5): p. 385-390. 

559. Christensen, H., K.M. Griffiths, and A.F. Jorm, Delivering interventions for depression by using the internet: 
randomised controlled trial. BMJ, 2004. 328(7434): p. 265. 

560. Lobello, K., et al., Patient outcomes with education, drug therapy, and support: a study of venlafaxine ER-
treated outpatients with major depressive disorder. Psychopharmacology bulletin, 2010. 43(2): p. 28-44. 

561. Mackinnon, A., K.M. Griffiths, and H. Christensen, Comparative randomised trial of online cognitive–
behavioural therapy and an information website for depression: 12-month outcomes. The British Journal of 
Psychiatry, 2008. 192(2): p. 130-134. 

562. Sherrill, J.T., Elderly Patients With Recurrent Major. Psychiatric Services, 1997. 48(1): p. 76-81. 

563. Buntrock, C., et al., Effect of a web-based guided self-help intervention for prevention of major depression 
in adults with subthreshold depression: a randomized clinical trial. Jama, 2016. 315(17): p. 1854-1863. 

564. Yeung, A.S., et al., A Pilot, Randomized Controlled Study of Tai Chi With Passive and Active Controls in the 
Treatment of Depressed Chinese Americans. The Journal of clinical psychiatry, 2017. 78(5): p. e522-e528. 

565. Krogh, J., et al., The effect of exercise on hippocampal volume and neurotrophines in patients with major 
depression--a randomized clinical trial. J Affect Disord, 2014. 165: p. 24-30. 

566. Martiny, K., et al., A 9-week randomized trial comparing a chronotherapeutic intervention (wake and light 
therapy) to exercise in major depressive disorder patients treated with duloxetine. J Clin Psychiatry, 2012. 
73(9): p. 1234-42. 



Copyright ©2020 Reed Group, Ltd.  Page | 154 

567. Mather, A.S., et al., Effects of exercise on depressive symptoms in older adults with poorly responsive 
depressive disorder: randomised controlled trial. Br J Psychiatry, 2002. 180: p. 411-5. 

568. Brenes, G.A., et al., Treatment of minor depression in older adults: a pilot study comparing sertraline and 
exercise. Aging Ment Health, 2007. 11(1): p. 61-8. 

569. Singh, N.A., et al., A randomized controlled trial of high versus low intensity weight training versus general 
practitioner care for clinical depression in older adults. J Gerontol A Biol Sci Med Sci, 2005. 60(6): p. 768-76. 

570. Belvederi Murri, M., et al., Physical exercise for late-life major depression. Br J Psychiatry, 2015. 207(3): p. 
235-42. 

571. Penninx, B.W., et al., Exercise and depressive symptoms: a comparison of aerobic and resistance exercise 
effects on emotional and physical function in older persons with high and low depressive symptomatology. 
J Gerontol B Psychol Sci Soc Sci, 2002. 57(2): p. P124-32. 

572. Trivedi, M.H., et al., Exercise as an augmentation treatment for nonremitted major depressive disorder: a 
randomized, parallel dose comparison. J Clin Psychiatry, 2011. 72(5): p. 677-84. 

573. Greer, T.L., et al., Dose-dependent changes in cognitive function with exercise augmentation for major 
depression: results from the TREAD study. Eur Neuropsychopharmacol, 2015. 25(2): p. 248-56. 

574. Blumenthal, J.A., et al., Effects of exercise training on older patients with major depression. Arch Intern Med, 
1999. 159(19): p. 2349-56. 

575. Babyak, M., et al., Exercise treatment for major depression: maintenance of therapeutic benefit at 10 
months. Psychosom Med, 2000. 62(5): p. 633-8. 

576. Huang, T.T., et al., Physical fitness exercise versus cognitive behavior therapy on reducing the depressive 
symptoms among community-dwelling elderly adults: A randomized controlled trial. Int J Nurs Stud, 2015. 
52(10): p. 1542-52. 

577. Schuch, F.B., et al., Exercise and severe major depression: effect on symptom severity and quality of life at 
discharge in an inpatient cohort. J Psychiatr Res, 2015. 61: p. 25-32. 

578. Knubben, K., et al., A randomised, controlled study on the effects of a short-term endurance training 
programme in patients with major depression. Br J Sports Med, 2007. 41(1): p. 29-33. 

579. Ho, C.W., et al., Effect of aerobic exercise training on chinese population with mild to moderate depression 
in Hong Kong. Rehabil Res Pract, 2014. 2014: p. 627376. 

580. Pfaff, J.J., et al., ACTIVEDEP: a randomised, controlled trial of a home-based exercise intervention to alleviate 
depression in middle-aged and older adults. Br J Sports Med, 2014. 48(3): p. 226-32. 

581. Strom, M., et al., Internet-delivered therapist-guided physical activity for mild to moderate depression: a 
randomized controlled trial. PeerJ, 2013. 1: p. e178. 

582. Martinsen, E.W., A. Hoffart, and O. Solberg, Comparing aerobic with nonaerobic forms of exercise in the 
treatment of clinical depression: a randomized trial. Compr Psychiatry, 1989. 30(4): p. 324-31. 

583. Motl, R.W., et al., Depressive symptoms among older adults: long-term reduction after a physical activity 
intervention. J Behav Med, 2005. 28(4): p. 385-94. 



Copyright ©2020 Reed Group, Ltd.  Page | 155 

584. Kerling, A., et al., Effects of adjunctive exercise on physiological and psychological parameters in depression: 
a randomized pilot trial. J Affect Disord, 2015. 177: p. 1-6. 

585. Doyne, E.J., et al., Running versus weight lifting in the treatment of depression. J Consult Clin Psychol, 1987. 
55(5): p. 748-54. 

586. Ossip-Klein, D.J., et al., Effects of running or weight lifting on self-concept in clinically depressed women. J 
Consult Clin Psychol, 1989. 57(1): p. 158-61. 

587. Olson, R.L., et al., A randomized trial of aerobic exercise on cognitive control in major depression. Clin 
Neurophysiol, 2017. 128(6): p. 903-913. 

588. Hoffman, B.M., et al., Exercise fails to improve neurocognition in depressed middle-aged and older adults. 
Med Sci Sports Exerc, 2008. 40(7): p. 1344-52. 

589. Hoffman, B.M., et al., Exercise and pharmacotherapy in patients with major depression: one-year follow-up 
of the SMILE study. Psychosom Med, 2011. 73(2): p. 127-33. 

590. Garcia-Toro, M., et al., Four hygienic-dietary recommendations as add-on treatment in depression: a 
randomized-controlled trial. J Affect Disord, 2012. 140(2): p. 200-3. 

591. Craft, L.L. and D.M. Landers, The effect of exercise on clinical depression and depression resulting from 
mental illness: A meta-analysis. Journal of Sport and Exercise Psychology, 1998. 20(4): p. 339-357. 

592. Callaghan, P., et al., Pragmatic randomised controlled trial of preferred intensity exercise in women living 
with depression. BMC Public Health, 2011. 11: p. 465. 

593. Helgadottir, B., et al., Training fast or slow? Exercise for depression: A randomized controlled trial. Prev Med, 
2016. 91: p. 123-131. 

594. Gusi, N., et al., Cost-utility of a walking programme for moderately depressed, obese, or overweight elderly 
women in primary care: a randomised controlled trial. BMC Public Health, 2008. 8: p. 231. 

595. Doose, M., et al., Self-selected intensity exercise in the treatment of major depression: A pragmatic RCT. Int 
J Psychiatry Clin Pract, 2015. 19(4): p. 266-75. 

596. van der Waerden, J.E., et al., A randomized controlled trial of combined exercise and psycho-education for 
low-SES women: short- and long-term outcomes in the reduction of stress and depressive symptoms. Soc Sci 
Med, 2013. 91: p. 84-93. 

597. Veale, D., et al., Aerobic exercise in the adjunctive treatment of depression: a randomized controlled trial. J 
R Soc Med, 1992. 85(9): p. 541-4. 

598. Serrano Ripoll, M.J., et al., Lifestyle change recommendations in major depression: Do they work? J Affect 
Disord, 2015. 183: p. 221-8. 

599. Bartholomew, J.B., D. Morrison, and J.T. Ciccolo, Effects of acute exercise on mood and well-being in patients 
with major depressive disorder. Med Sci Sports Exerc, 2005. 37(12): p. 2032-7. 

600. Kubesch, S., et al., Aerobic endurance exercise improves executive functions in depressed patients. J Clin 
Psychiatry, 2003. 64(9): p. 1005-12. 



Copyright ©2020 Reed Group, Ltd.  Page | 156 

601. Partonen, T., et al., Randomized trial of physical exercise alone or combined with bright light on mood and 
health-related quality of life. Psychol Med, 1998. 28(6): p. 1359-64. 

602. Krogh, J., et al., Exercise for patients with major depression: a systematic review with meta-analysis and trial 
sequential analysis. BMJ open, 2017. 7(9): p. e014820. 

603. Lawlor, D.A. and S.W. Hopker, The effectiveness of exercise as an intervention in the management of 
depression: systematic review and meta-regression analysis of randomised controlled trials. BMJ, 2001. 
322(7289): p. 763-7. 

604. Stanton, R. and P. Reaburn, Exercise and the treatment of depression: a review of the exercise program 
variables. J Sci Med Sport, 2014. 17(2): p. 177-82. 

605. Silveira, H., et al., Physical exercise and clinically depressed patients: a systematic review and meta-analysis. 
Neuropsychobiology, 2013. 67(2): p. 61-8. 

606. Rimer, J., et al., Exercise for depression. Cochrane Database Syst Rev, 2012(7): p. CD004366. 

607. Donaghy, M. and A.H. Taylor, Should practitioners promote physical activity as a treatment for depression? 
J R Coll Physicians Edinb, 2010. 40(2): p. 132-5. 

608. Kvam, S., et al., Exercise as a treatment for depression: A meta-analysis. J Affect Disord, 2016. 202: p. 67-
86. 

609. Nystrom, M.B., et al., Treating Major Depression with Physical Activity: A Systematic Overview with 
Recommendations. Cogn Behav Ther, 2015. 44(4): p. 341-52. 

610. Catalan-Matamoros, D., et al., Exercise improves depressive symptoms in older adults: An umbrella review 
of systematic reviews and meta-analyses. Psychiatry Res, 2016. 244: p. 202-9. 

611. Conn, V.S., Depressive symptom outcomes of physical activity interventions: meta-analysis findings. Ann 
Behav Med, 2010. 39(2): p. 128-38. 

612. Cooney, G., K. Dwan, and G. Mead, Exercise for depression. JAMA, 2014. 311(23): p. 2432-3. 

613. Daley, A., Exercise and depression: a review of reviews. J Clin Psychol Med Settings, 2008. 15(2): p. 140-7. 

614. Josefsson, T., M. Lindwall, and T. Archer, Physical exercise intervention in depressive disorders: meta-
analysis and systematic review. Scand J Med Sci Sports, 2014. 24(2): p. 259-72. 

615. Krogh, J., et al., The effect of exercise in clinically depressed adults: systematic review and meta-analysis of 
randomized controlled trials. J Clin Psychiatry, 2011. 72(4): p. 529-38. 

616. Mead, G.E., et al., Exercise for depression. Cochrane Database Syst Rev, 2009(3): p. CD004366. 

617. Park, S.H., K.S. Han, and C.B. Kang, Effects of exercise programs on depressive symptoms, quality of life, and 
self-esteem in older people: a systematic review of randomized controlled trials. Appl Nurs Res, 2014. 27(4): 
p. 219-26. 

618. Rebar, A.L., et al., A meta-meta-analysis of the effect of physical activity on depression and anxiety in non-
clinical adult populations. Health Psychol Rev, 2015. 9(3): p. 366-78. 



Copyright ©2020 Reed Group, Ltd.  Page | 157 

619. Rethorst, C.D., B.M. Wipfli, and D.M. Landers, The antidepressive effects of exercise: a meta-analysis of 
randomized trials. Sports Med, 2009. 39(6): p. 491-511. 

620. Schuch, F.B., et al., Neurobiological effects of exercise on major depressive disorder: A systematic review. 
Neurosci Biobehav Rev, 2016. 61: p. 1-11. 

621. Sjosten, N. and S.L. Kivela, The effects of physical exercise on depressive symptoms among the aged: a 
systematic review. Int J Geriatr Psychiatry, 2006. 21(5): p. 410-8. 

622. Wegner, M., et al., Effects of exercise on anxiety and depression disorders: review of meta- analyses and 
neurobiological mechanisms. CNS Neurol Disord Drug Targets, 2014. 13(6): p. 1002-14. 

623. Anderson, S.T., et al., Working Out the Woes: An Analysis of the Impact of Exercise on Depression. Plast Surg 
Nurs, 2015. 35(4): p. 155-61; quiz 162-3. 

624. Brondino, N., et al., A systematic review of cognitive effects of exercise in depression. Acta Psychiatr Scand, 
2017. 135(4): p. 285-295. 

625. Perraton, L.G., S. Kumar, and Z. Machotka, Exercise parameters in the treatment of clinical depression: a 
systematic review of randomized controlled trials. J Eval Clin Pract, 2010. 16(3): p. 597-604. 

626. Silveira, H., et al., Effects of exercise on electroencephalographic mean frequency in depressed elderly 
subjects. Neuropsychobiology, 2010. 61(3): p. 141-7. 

627. Blumenthal, J.A., et al., Exercise and pharmacotherapy in the treatment of major depressive disorder. 
Psychosom Med, 2007. 69(7): p. 587-96. 

628. Danielsson, L., et al., Exercise or basic body awareness therapy as add-on treatment for major depression: 
a controlled study. J Affect Disord, 2014. 168: p. 98-106. 

629. Chalder, M., et al., Facilitated physical activity as a treatment for depressed adults: randomised controlled 
trial. Bmj, 2012. 344: p. e2758. 

630. Imayama, I., et al., Dietary weight loss and exercise interventions effects on quality of life in 
overweight/obese postmenopausal women: a randomized controlled trial. Int J Behav Nutr Phys Act, 2011. 
8: p. 118. 

631. Krogh, J., et al., The DEMO trial: a randomized, parallel-group, observer-blinded clinical trial of strength 
versus aerobic versus relaxation training for patients with mild to moderate depression. J Clin Psychiatry, 
2009. 70(6): p. 790-800. 

632. Martiny, K., et al., The day-to-day acute effect of wake therapy in patients with major depression using the 
HAM-D6 as primary outcome measure: results from a randomised controlled trial. PloS one, 2013. 8(6): p. 
e67264. 

633. Patten, C.A., et al., Supervised, Vigorous Intensity Exercise Intervention for Depressed Female Smokers: A 
Pilot Study. Nicotine Tob Res, 2017. 19(1): p. 77-86. 

634. Euteneuer, F., et al., Immunological effects of behavioral activation with exercise in major depression: an 
exploratory randomized controlled trial. Transl Psychiatry, 2017. 7(5): p. e1132. 



Copyright ©2020 Reed Group, Ltd.  Page | 158 

635. Salehi, I., et al., Electroconvulsive therapy (ECT) and aerobic exercise training (AET) increased plasma BDNF 
and ameliorated depressive symptoms in patients suffering from major depressive disorder. J Psychiatr Res, 
2016. 76: p. 1-8. 

636. Pentecost, C., et al., Combining behavioural activation with physical activity promotion for adults with 
depression: findings of a parallel-group pilot randomised controlled trial (BAcPAc). Trials, 2015. 16: p. 367. 

637. Schuver, K.J. and B.A. Lewis, Mindfulness-based yoga intervention for women with depression. Complement 
Ther Med, 2016. 26: p. 85-91. 

638. Klein, M.H., et al., A comparative outcome study of group psychotherapy vs. exercise treatments for 
depression. International Journal of Mental Health, 1984. 13(3-4): p. 148-176. 

639. Streeter, C.C., et al., Treatment of Major Depressive Disorder with Iyengar Yoga and Coherent Breathing: A 
Randomized Controlled Dosing Study. J Altern Complement Med, 2017. 23(3): p. 201-207. 

640. Manincor, M., et al., Individualized yoga for reducing depression and anxiety, and improving well-being: A 
randomized controlled trial. Depression and anxiety, 2016. 33(9): p. 816-828. 

641. Noradechanunt, C., A. Worsley, and H. Groeller, Thai Yoga improves physical function and well-being in 
older adults: A randomised controlled trial. Journal of science and medicine in sport, 2017. 20(5): p. 494-
501. 

642. Chu, I.-H., et al., Effects of yoga on heart rate variability and depressive symptoms in women: A randomized 
controlled trial. The Journal of Alternative and Complementary Medicine, 2017. 23(4): p. 310-316. 

643. Shahidi, M., et al., Laughter yoga versus group exercise program in elderly depressed women: a randomized 
controlled trial. International journal of geriatric psychiatry, 2011. 26(3): p. 322-327. 

644. Falsafi, N., A randomized controlled trial of mindfulness versus yoga: effects on depression and/or anxiety 
in college students. Journal of the American Psychiatric Nurses Association, 2016. 22(6): p. 483-497. 

645. Sharma, V., et al., Effect of Sahaj Yoga on depressive disorders. Indian Journal of Physiology and 
Pharmacology, 2005. 49(4): p. 462. 

646. Neff, K.D. and C.K. Germer, A pilot study and randomized controlled trial of the mindful self-compassion 
program. Journal of clinical psychology, 2013. 69(1): p. 28-44. 

647. Jain, S., et al., A randomized controlled trial of mindfulness meditation versus relaxation training: effects on 
distress, positive states of mind, rumination, and distraction. Annals of behavioral medicine, 2007. 33(1): p. 
11-21. 

648. Woolery, A., et al., A yoga intervention for young adults with elevated symptoms of depression. Altern Ther 
Health Med, 2004. 10(2): p. 60-3. 

649. Bonura, K.B. and G. Tenenbaum, Effects of yoga on psychological health in older adults. Journal of Physical 
Activity and Health, 2014. 11(7): p. 1334-1341. 

650. Javnbakht, M., R.H. Kenari, and M. Ghasemi, Effects of yoga on depression and anxiety of women. 
Complementary therapies in clinical practice, 2009. 15(2): p. 102-104. 



Copyright ©2020 Reed Group, Ltd.  Page | 159 

651. Lavretsky, H., et al., Complementary use of tai chi chih augments escitalopram treatment of geriatric 
depression: a randomized controlled trial. The American Journal of Geriatric Psychiatry, 2011. 19(10): p. 
839-850. 

652. Yeung, A., et al., Tai chi treatment for depression in Chinese Americans: a pilot study. American journal of 
physical medicine & rehabilitation, 2012. 91(10): p. 863-870. 

653. Hsu, C.-Y., et al., Seated Tai Chi versus usual activities in older people using wheelchairs: A randomized 
controlled trial. Complementary therapies in medicine, 2016. 24: p. 1-6. 

654. Sharma, M. and T. Haider, Tai Chi as an alternative or complementary therapy for patients with depression: 
a systematic review. Journal of Evidence-Based Complementary & Alternative Medicine, 2013. 18(1): p. 43-
49. 

655. Wang, F., et al., The effects of tai chi on depression, anxiety, and psychological well-being: a systematic 
review and meta-analysis. International journal of behavioral medicine, 2014. 21(4): p. 605-617. 

656. Chan, J.S., et al., Effects of qigong exercise on fatigue, anxiety, and depressive symptoms of patients with 
chronic fatigue syndrome-like illness: a randomized controlled trial. Evidence-Based Complementary and 
Alternative Medicine, 2013. 2013. 

657. Tsang, H.W., et al., Effect of a qigong exercise programme on elderly with depression. International journal 
of geriatric psychiatry, 2006. 21(9): p. 890-897. 

658. Tsang, H.W., L. Cheung, and D.C. Lak, Qigong as a psychosocial intervention for depressed elderly with 
chronic physical illnesses. International journal of geriatric psychiatry, 2002. 17(12): p. 1146-1154. 

659. Payne, P. and M.A. Crane-Godreau, Meditative movement for depression and anxiety. Frontiers in 
psychiatry, 2013. 4: p. 71. 

660. Roberts, R.E., et al., Are the obese at greater risk for depression? American journal of epidemiology, 2000. 
152(2): p. 163-170. 

661. Luppino, F.S., et al., Overweight, obesity, and depression: a systematic review and meta-analysis of 
longitudinal studies. Archives of general psychiatry, 2010. 67(3): p. 220-229. 

662. Chao, A.M., T.A. Wadden, and R.I. Berkowitz, Obesity in Adolescents with Psychiatric Disorders. Current 
psychiatry reports, 2019. 21(1): p. 3. 

663. Busch, A.M., et al., Reliable change in depression during behavioral weight loss treatment among women 
with major depression. Obesity (Silver Spring), 2013. 21(3): p. E211-8. 

664. Pagoto, S., et al., Randomized controlled trial of behavioral treatment for comorbid obesity and depression 
in women: the Be Active Trial. Int J Obes (Lond), 2013. 37(11): p. 1427-34. 

665. Simon, G.E., et al., Association between change in depression and change in weight among women enrolled 
in weight loss treatment. Gen Hosp Psychiatry, 2010. 32(6): p. 583-9. 

666. Linde, J.A., et al., A randomized controlled trial of behavioral weight loss treatment versus combined weight 
loss/depression treatment among women with comorbid obesity and depression. Ann Behav Med, 2011. 
41(1): p. 119-30. 



Copyright ©2020 Reed Group, Ltd.  Page | 160 

667. Ruusunen, A., et al., How does lifestyle intervention affect depressive symptoms? Results from the Finnish 
Diabetes Prevention Study. Diabet Med, 2012. 29(7): p. e126-32. 

668. Naparstek, J., et al., Internet-delivered obesity treatment improves symptoms of and risk for depression. 
Obesity (Silver Spring), 2017. 25(4): p. 671-675. 

669. Crerand, C.E., et al., Changes in obesity-related attitudes in women seeking weight reduction. Obesity (Silver 
Spring), 2007. 15(3): p. 740-7. 

670. Klem, M.L., et al., The psychological consequences of weight gain prevention in healthy, premenopausal 
women. Int J Eat Disord, 1997. 21(2): p. 167-74. 

671. Stapleton, P., et al., Depression symptoms improve after successful weight loss with emotional freedom 
techniques. ISRN Psychiatry, 2013. 2013: p. 573532. 

672. Sanchez-Villegas, A., et al., Mediterranean diet and depression. Public Health Nutrition, 2006. 9(8A): p. 
1104-1109. 

673. Evans, R., S.B. Moss, and C.C. Montoya, Which nutritional therapies are safe and effective for depression? 
Clinical Inquiries, 2011 (MU), 2011. 

674. Badrasawi, M.M., et al., Effect of Talbinah food consumption on depressive symptoms among elderly 
individuals in long term care facilities, randomized clinical trial. Clinical interventions in aging, 2013. 8: p. 
279. 

675. Hussin, N., et al., Efficacy of fasting and calorie restriction (FCR) on mood and depression among ageing 
men. The journal of nutrition, health & aging, 2013. 17(8): p. 674-680. 

676. Quirk, S.E., et al., The association between diet quality, dietary patterns and depression in adults: a 
systematic review. BMC psychiatry, 2013. 13(1): p. 175. 

677. Psaltopoulou, T., et al., Mediterranean diet, stroke, cognitive impairment, and depression: a meta-analysis. 
Annals of neurology, 2013. 74(4): p. 580-591. 

678. Opie, R.S., et al., The impact of whole-of-diet interventions on depression and anxiety: a systematic review 
of randomised controlled trials. Public health nutrition, 2015. 18(11): p. 2074-2093. 

679. Elkin, I., et al., National Institute of Mental Health treatment of depression collaborative research program: 
General effectiveness of treatments. Archives of general psychiatry, 1989. 46(11): p. 971-982. 

680. Paykel, E.S., et al., Prevention of relapse in residual depression by cognitive therapy: a controlled trial. 
Archives of General Psychiatry, 1999. 56(9): p. 829-835. 

681. Tsang, H.W., et al., A pilot evaluation on a stress management programme using a combined approach of 
cognitive behavioural therapy (CBT) and complementary and alternative medicine (CAM) for elementary 
school teachers. Stress and Health, 2015. 31(1): p. 35-43. 

682. Quilty, L.C., et al., Relationships among alexithymia, therapeutic alliance, and psychotherapy outcome in 
major depressive disorder. Psychiatry research, 2017. 254: p. 75-79. 

683. Simon, S.S., T.A. Cordás, and C. Bottino, Cognitive Behavioral Therapies in older adults with depression and 
cognitive deficits: a systematic review. International journal of geriatric psychiatry, 2015. 30(3): p. 223-233. 



Copyright ©2020 Reed Group, Ltd.  Page | 161 

684. Richards, D.A., et al., Cost and Outcome of Behavioural Activation versus Cognitive Behavioural Therapy for 
Depression (COBRA): a randomised, controlled, non-inferiority trial. The Lancet, 2016. 388(10047): p. 871-
880. 

685. Jakobsen, J.C., et al., Third-wave cognitive therapy versus mentalisation-based treatment for major 
depressive disorder: a randomised clinical trial. BMJ open, 2014. 4(8): p. e004903. 

686. Schlögelhofer, M., et al., Clinical study results from a randomized controlled trial of cognitive behavioural 
guided self-help in patients with partially remitted depressive disorder. Psychology and Psychotherapy: 
Theory, Research and Practice, 2014. 87(2): p. 178-190. 

687. Weitz, E., et al., Do depression treatments reduce suicidal ideation? The effects of CBT, IPT, 
pharmacotherapy, and placebo on suicidality. J Affect Disord, 2014. 167: p. 98-103. 

688. Stiles-Shields, C., et al., Comorbid Anxiety as a Differential Treatment Predictor for Telephone versus Face-
to-Face administered Cognitive Behavioral Therapy for Depression. Depression and Anxiety, 2014. 31: p. 
934-940. 

689. Chatwin, H., et al., The Effectiveness of Cognitive Behavioral Therapy and Emotional Freedom Techniques in 
Reducing Depression and Anxiety Among Adults: A Pilot Study. Integrative Medicine: A Clinician's Journal, 
2016. 15(2): p. 27. 

690. Gibbons, M.B.C., et al., Comparative effectiveness of cognitive therapy and dynamic psychotherapy for 
major depressive disorder in a community mental health setting: a randomized clinical noninferiority trial. 
JAMA psychiatry, 2016. 73(9): p. 904-912. 

691. Hollon, S.D., The efficacy and acceptability of psychological interventions for depression: where we are now 
and where we are going. Epidemiol Psychiatr Sci, 2016. 25(4): p. 295-300. 

692. Paykel, E., et al., Duration of relapse prevention after cognitive therapy in residual depression: follow-up of 
controlled trial. Psychological Medicine, 2005. 35(1): p. 59-68. 

693. Perlis, R.H., et al., Effects of adding cognitive therapy to fluoxetine dose increase on risk of relapse and 
residual depressive symptoms in continuation treatment of major depressive disorder. Journal of Clinical 
Psychopharmacology, 2002. 22(5): p. 474-480. 

694. Gallagher-Thompson, D. and A.M. Steffen, Comparative effects of cognitive-behavioral and brief 
psychodynamic psychotherapies for depressed family caregivers. Journal of consulting and clinical 
psychology, 1994. 62(3): p. 543. 

695. Shapiro, D.A., et al., Effects of treatment duration and severity of depression on the effectiveness of 
cognitive-behavioral and psychodynamic-interpersonal psychotherapy. J Consult Clin Psychol, 1994. 62(3): 
p. 522-34. 

696. Thompson, L.W., et al., Comparison of desipramine and cognitive/behavioral therapy in the treatment of 
elderly outpatients with mild-to-moderate depression. The American journal of geriatric psychiatry, 2001. 
9(3): p. 225-240. 

697. Dimidjian, S., et al., Randomized trial of behavioral activation, cognitive therapy, and antidepressant 
medication in the acute treatment of adults with major depression. Journal of consulting and clinical 
psychology, 2006. 74(4): p. 658. 



Copyright ©2020 Reed Group, Ltd.  Page | 162 

698. Omidi, A., et al. Efficacy of combined mindfulness based cognitive therapy with CBT and traditional cognitive 
behaviour therapy in reduction of global severity index (GSI) of patients with major depressive disorder. In 
Psychology & Health. Abingdon, UK: Taylor & Francis; 2010. 

699. Cramer, H., et al., Group cognitive behavioural therapy for women with depression: pilot and feasibility study 
for a randomised controlled trial using mixed methods. BMC psychiatry, 2011. 11(1): p. 82. 

700. Garnefski, N., V. Kraaij, and M. Schroevers, Effects of a cognitive behavioral self-help program on depressed 
mood for people with acquired chronic physical impairments: A pilot randomized controlled trial. Patient 
Education and Counseling, 2011. 85(2): p. 304-307. 

701. Mohr, D.C., et al., Effect of telephone-administered vs face-to-face cognitive behavioral therapy on 
adherence to therapy and depression outcomes among primary care patients: a randomized trial. JAMA, 
2012. 307(21): p. 2278-2285. 

702. Furukawa, T.A., et al., Telephone cognitive-behavioral therapy for subthreshold depression and 
presenteeism in workplace: a randomized controlled trial. PloS one, 2012. 7(4): p. e35330. 

703. Wiles, N., et al., Cognitive behavioural therapy as an adjunct to pharmacotherapy for primary care based 
patients with treatment resistant depression: results of the CoBalT randomised controlled trial. The Lancet, 
2013. 381(9864): p. 375-384. 

704. Berking, M., et al., Emotion regulation skills training enhances the efficacy of inpatient cognitive behavioral 
therapy for major depressive disorder: a randomized controlled trial. Psychotherapy and psychosomatics, 
2013. 82(4): p. 234-245. 

705. Driessen, E., et al., The efficacy of cognitive-behavioral therapy and psychodynamic therapy in the 
outpatient treatment of major depression: a randomized clinical trial. American Journal of Psychiatry, 2013. 
170(9): p. 1041-1050. 

706. Wuthrich, V., et al., Randomized controlled trial of group cognitive behavioral therapy compared to a 
discussion group for co-morbid anxiety and depression in older adults. Psychological Medicine, 2016. 46(4): 
p. 785-795. 

707. Stiles-Shields, C., et al., Predictors of outcome for telephone and face-to-face administered cognitive 
behavioral therapy for depression. Psychological medicine, 2015. 45(15): p. 3205. 

708. Nakagawa, A., et al., Effectiveness of Supplementary Cognitive-Behavioral Therapy for Pharmacotherapy-
Resistant Depression: A Randomized Controlled Trial. The Journal of clinical psychiatry, 2017. 78(8): p. 1126-
1135. 

709. Zagorscak, P., et al., Benefits of Individualized Feedback in Internet-Based Interventions for Depression: A 
Randomized Controlled Trial. Psychotherapy and psychosomatics, 2018. 87(1): p. 32-45. 

710. Cristea, I.A., et al., The effects of cognitive behavior therapy for adult depression on dysfunctional thinking: 
A meta-analysis. Clinical psychology review, 2015. 42: p. 62-71. 

711. DeRubeis, R.J., et al., Medications versus cognitive behavior therapy for severely depressed outpatients: 
mega-analysis of four randomized comparisons. American Journal of Psychiatry, 1999. 156(7): p. 1007-1013. 

712. Furukawa, T., et al., Waiting list may be a nocebo condition in psychotherapy trials: A contribution from 
network meta-analysis. Acta Psychiatrica Scandinavica, 2014. 130(3): p. 181-192. 



Copyright ©2020 Reed Group, Ltd.  Page | 163 

713. Jayasekara, R., et al., Cognitive behavioural therapy for older adults with depression: a review. Journal of 
Mental Health, 2015. 24(3): p. 168-171. 

714. Johnsen, T.J. and O. Friborg, The effects of cognitive behavioral therapy as an anti-depressive treatment is 
falling: A meta-analysis. Psychological Bulletin, 2015. 141(4): p. 747. 

715. Lynch, D., K. Laws, and P. McKenna, Cognitive behavioural therapy for major psychiatric disorder: does it 
really work? A meta-analytical review of well-controlled trials. Psychological Medicine, 2010. 40(1): p. 9-24. 

716. Peng, X., et al., Cognitive behavioural therapy and reminiscence techniques for the treatment of depression 
in the elderly: a systematic review. Journal of International Medical Research, 2009. 37(4): p. 975-982. 

717. Tan, L., et al., Preventing the development of depression at work: a systematic review and meta-analysis of 
universal interventions in the workplace. BMC medicine, 2014. 12(1): p. 74. 

718. Vittengl, J.R., et al., Divergent outcomes in cognitive-behavioral therapy and pharmacotherapy for adult 
depression. American Journal of Psychiatry, 2016. 173(5): p. 481-490. 

719. Weitz, E.S., et al., Baseline depression severity as moderator of depression outcomes between cognitive 
behavioral therapy vs pharmacotherapy: an individual patient data meta-analysis. JAMA psychiatry, 2015. 
72(11): p. 1102-1109. 

720. Hensley, P.L., D. Nadiga, and E. Uhlenhuth, Long-term effectiveness of cognitive therapy in major depressive 
disorder. Depression and Anxiety, 2004. 20(1): p. 1-7. 

721. Hundt, N.E., et al., A systematic review of cognitive behavioral therapy for depression in Veterans. Military 
medicine, 2014. 179(9): p. 942-949. 

722. Rohan, K.J., et al., Randomized trial of cognitive-behavioral therapy versus light therapy for seasonal 
affective disorder: acute outcomes. American Journal of Psychiatry, 2015. 172(9): p. 862-869. 

723. Rohan, K.J., et al., Outcomes one and two winters following cognitive-behavioral therapy or light therapy 
for seasonal affective disorder. American Journal of Psychiatry, 2015. 173(3): p. 244-251. 

724. Meyerhoff, J. and K.J. Rohan, Treatment expectations for cognitive-behavioral therapy and light therapy for 
seasonal affective disorder: Change across treatment and relation to outcome. Journal of consulting and 
clinical psychology, 2016. 84(10): p. 898. 

725. Rohan, K.J., et al., A randomized controlled trial of cognitive-behavioral therapy, light therapy, and their 
combination for seasonal affective disorder. Journal of consulting and clinical psychology, 2007. 75(3): p. 
489. 

726. Rohan, K.J., et al., Cognitive-behavioral therapy, light therapy, and their combination in treating seasonal 
affective disorder. Journal of affective disorders, 2004. 80(2): p. 273-283. 

727. Lam, R.W., et al., Effects of combined pharmacotherapy and psychotherapy for improving work functioning 
in major depressive disorder. The British Journal of Psychiatry, 2013. 203(5): p. 358-365. 

728. Jarrett, R.B., et al., Treatment of atypical depression with cognitive therapy or phenelzine: a double-blind, 
placebo-controlled trial. Arch Gen Psychiatry, 1999. 56(5): p. 431-7. 

729. Schramm, E., et al., Cognitive behavioral analysis system of psychotherapy versus escitalopram in chronic 
major depression. Psychotherapy and psychosomatics, 2015. 84(4): p. 227-240. 



Copyright ©2020 Reed Group, Ltd.  Page | 164 

730. Lemmens, L.H., et al., Clinical effectiveness of cognitive therapy v. interpersonal psychotherapy for 
depression: results of a randomized controlled trial. Psychol Med, 2015. 45(10): p. 2095-110. 

731. Andersson, G., et al., A 3.5-year follow-up of Internet-delivered cognitive behavior therapy for major 
depression. Journal of Mental Health, 2013. 22(2): p. 155-164. 

732. DeRubeis, R.J., et al., Cognitive therapy vs medications in the treatment of moderate to severe depression. 
Arch Gen Psychiatry, 2005. 62(4): p. 409-16. 

733. Hollon, S.D., et al., Prevention of relapse following cognitive therapy vs medications in moderate to severe 
depression. Arch Gen Psychiatry, 2005. 62(4): p. 417-22. 

734. Dunlop, B.W., et al., Effects of patient preferences on outcomes in the Predictors of Remission in Depression 
to Individual and Combined Treatments (PReDICT) study. American Journal of Psychiatry, 2017. 174(6): p. 
546-556. 

735. Lemmens, L.H., et al., Long-term outcomes of acute treatment with cognitive therapy v. interpersonal 
psychotherapy for adult depression: follow-up of a randomized controlled trial. Psychological medicine, 
2018: p. 1-9. 

736. Maddux, R.E., et al., Select comorbid personality disorders and the treatment of chronic depression with 
nefazodone, targeted psychotherapy, or their combination. Journal of Affective Disorders, 2009. 117(3): p. 
174-179. 

737. Preschl, B., A. Maercker, and B. Wagner, The working alliance in a randomized controlled trial comparing 
online with face-to-face cognitive-behavioral therapy for depression. BMC psychiatry, 2011. 11(1): p. 189. 

738. Forman, E.M., et al., A randomized controlled effectiveness trial of acceptance and commitment therapy 
and cognitive therapy for anxiety and depression. Behav Modif, 2007. 31(6): p. 772-99. 

739. Forman, E.M., et al., Long-term follow-up of a randomized controlled trial comparing acceptance and 
commitment therapy and standard cognitive behavior therapy for anxiety and depression. Behavior 
therapy, 2012. 43(4): p. 801-811. 

740. Hegerl, U., et al., Effects of pharmacotherapy and psychotherapy in depressed primary-care patients: a 
randomized, controlled trial including a patients' choice arm. International Journal of 
Neuropsychopharmacology, 2010. 13(1): p. 31-44. 

741. Mergl, R., et al., One-year follow-up of a randomized controlled trial of sertraline and cognitive behavior 
group therapy in depressed primary care patients (MIND study). Journal of Affective Disorders, 2018. 

742. Murphy, G.E., A.D. Simons, and R.D. Wetzel, Plasma nortriptyline and clinical response in depression. Journal 
of affective disorders, 1985. 8(2): p. 123-129. 

743. Fournier, J.C., et al., Differential change in specific depressive symptoms during antidepressant medication 
or cognitive therapy. Behav Res Ther, 2013. 51(7): p. 392-8. 

744. Fournier, J.C., et al., Gains in employment status following antidepressant medication or cognitive therapy 
for depression. Br J Psychiatry, 2015. 206(4): p. 332-8. 

745. Tadić, A., et al., Early improvement is a predictor of treatment outcome in patients with mild major, minor 
or subsyndromal depression. Journal of Affective Disorders, 2010. 120(1): p. 86-93. 



Copyright ©2020 Reed Group, Ltd.  Page | 165 

746. Hoorelbeke, K. and E.H. Koster, Internet-delivered cognitive control training as a preventive intervention for 
remitted depressed patients: Evidence from a double-blind randomized controlled trial study. Journal of 
consulting and clinical psychology, 2017. 85(2): p. 135. 

747. Andersson, G., et al., Internet-based self-help for depression: randomised controlled trial. The British Journal 
of Psychiatry, 2005. 187(5): p. 456-461. 

748. Andersson, G., et al., Randomised controlled non-inferiority trial with 3-year follow-up of internet-delivered 
versus face-to-face group cognitive behavioural therapy for depression. Journal of affective disorders, 2013. 
151(3): p. 986-994. 

749. Klein, J.P., et al., Effects of a psychological internet intervention in the treatment of mild to moderate 
depressive symptoms: results of the EVIDENT study, a randomized controlled trial. Psychotherapy and 
psychosomatics, 2016. 85(4): p. 218-228. 

750. Montero-Marín, J., et al., An internet-based intervention for depression in primary Care in Spain: a 
randomized controlled trial. Journal of medical Internet research, 2016. 18(8). 

751. Gilbody, S., et al., Computerised cognitive behaviour therapy (cCBT) as treatment for depression in primary 
care (REEACT trial): large scale pragmatic randomised controlled trial. Bmj, 2015. 351: p. h5627. 

752. Buntrock, C., et al., Effectiveness of a web-based cognitive behavioural intervention for subthreshold 
depression: pragmatic randomised controlled trial. Psychotherapy and psychosomatics, 2015. 84(6): p. 348-
358. 

753. Buntrock, C., et al., Preventing depression in adults with subthreshold depression: health-economic 
evaluation alongside a pragmatic randomized controlled trial of a web-based intervention. Journal of 
medical Internet research, 2017. 19(1). 

754. Titov, N., et al., Clinical and cost-effectiveness of therapist-guided internet-delivered cognitive behavior 
therapy for older adults with symptoms of depression: a randomized controlled trial. Behavior therapy, 
2015. 46(2): p. 193-205. 

755. Buhrman, M., et al., Individualized guided internet-delivered cognitive-behavior therapy for chronic pain 
patients with comorbid depression and anxiety. The Clinical journal of pain, 2015. 31(6): p. 504-516. 

756. Proudfoot, J., et al., Computerized, interactive, multimedia cognitive-behavioural program for anxiety and 
depression in general practice. Psychological medicine, 2003. 33(2): p. 217-227. 

757. Proudfoot, J., et al., Clinical efficacy of computerised cognitive-behavioural therapy for anxiety and 
depression in primary care: randomised controlled trial. The British Journal of Psychiatry, 2004. 185(1): p. 
46-54. 

758. Newby, J.M., A.D. Williams, and G. Andrews, Reductions in negative repetitive thinking and metacognitive 
beliefs during transdiagnostic internet cognitive behavioural therapy (iCBT) for mixed anxiety and 
depression. Behaviour research and therapy, 2014. 59: p. 52-60. 

759. Richards, D., et al., A randomized controlled trial of an internet-delivered treatment: its potential as a low-
intensity community intervention for adults with symptoms of depression. Behaviour Research and Therapy, 
2015. 75: p. 20-31. 



Copyright ©2020 Reed Group, Ltd.  Page | 166 

760. Phillips, R., et al., Randomized controlled trial of computerized cognitive behavioural therapy for depressive 
symptoms: effectiveness and costs of a workplace intervention. Psychological medicine, 2014. 44(4): p. 741-
752. 

761. Høifødt, R.S., et al., The clinical effectiveness of web-based cognitive behavioral therapy with face-to-face 
therapist support for depressed primary care patients: randomized controlled trial. Journal of medical 
Internet research, 2013. 15(8). 

762. Calkins, A.W., et al., The effects of computerized cognitive control training on community adults with 
depressed mood. Behavioural and cognitive psychotherapy, 2015. 43(5): p. 578-589. 

763. De Graaf, L., et al., Clinical effectiveness of online computerised cognitive–behavioural therapy without 
support for depression in primary care: randomised trial. The British Journal of Psychiatry, 2009. 195(1): p. 
73-80. 

764. De Graaf, L., et al., One-year follow-up results of unsupported online computerized cognitive behavioural 
therapy for depression in primary care: A randomized trial. Journal of Behavior Therapy and Experimental 
Psychiatry, 2011. 42(1): p. 89-95. 

765. Johansson, R., et al., Tailored vs. standardized internet-based cognitive behavior therapy for depression and 
comorbid symptoms: a randomized controlled trial. PloS one, 2012. 7(5): p. e36905. 

766. Noguchi, R., et al., Effects of five-minute internet-based cognitive behavioral therapy and simplified 
emotion-focused mindfulness on depressive symptoms: a randomized controlled trial. BMC psychiatry, 2017. 
17(1): p. 85. 

767. Christensen, H., et al., Online randomized controlled trial of brief and full cognitive behaviour therapy for 
depression. Psychological medicine, 2006. 36(12): p. 1737-1746. 

768. Moritz, S., et al., A randomized controlled trial of internet-based therapy in depression. Behaviour research 
and therapy, 2012. 50(7-8): p. 513-521. 

769. Kessler, D., et al., Therapist-delivered Internet psychotherapy for depression in primary care: a randomised 
controlled trial. The Lancet, 2009. 374(9690): p. 628-634. 

770. Button, K.S., et al., Factors associated with differential response to online cognitive behavioural therapy. 
Social psychiatry and psychiatric epidemiology, 2012. 47(5): p. 827-833. 

771. Terides, M.D., et al., Increased skills usage statistically mediates symptom reduction in self-guided internet-
delivered cognitive–behavioural therapy for depression and anxiety: a randomised controlled trial. Cognitive 
behaviour therapy, 2018. 47(1): p. 43-61. 

772. Imamura, K., et al., Does Internet-based cognitive behavioral therapy (iCBT) prevent major depressive 
episode for workers? A 12-month follow-up of a randomized controlled trial. Psychological Medicine, 2015. 
45(9): p. 1907-1917. 

773. Mira, A., et al., An Internet-based program for depressive symptoms using human and automated support: 
a randomized controlled trial. Neuropsychiatric disease and treatment, 2017. 13: p. 987. 

774. Eriksson, M.C., et al., Long-term effects of Internet-delivered cognitive behavioral therapy for depression in 
primary care–the PRIM-NET controlled trial. Scandinavian journal of primary health care, 2017. 35(2): p. 
126-136. 



Copyright ©2020 Reed Group, Ltd.  Page | 167 

775. Hadjistavropoulos, H., et al., Randomized controlled trial of internet-delivered cognitive behaviour therapy 
comparing standard weekly versus optional weekly therapist support. Journal of anxiety disorders, 2017. 
52: p. 15-24. 

776. Vernmark, K., et al., Internet administered guided self-help versus individualized e-mail therapy: A 
randomized trial of two versions of CBT for major depression. Behav Res Ther, 2010. 48(5): p. 368-76. 

777. Gerhards, S., et al., Economic evaluation of online computerised cognitive–behavioural therapy without 
support for depression in primary care: randomised trial. The British Journal of Psychiatry, 2010. 196(4): p. 
310-318. 

778. Holländare, F., et al., Randomized trial of Internet-based relapse prevention for partially remitted 
depression. Acta Psychiatrica Scandinavica, 2011. 124(4): p. 285-294. 

779. Holländare, F., et al., Two-year outcome of internet-based relapse prevention for partially remitted 
depression. Behaviour Research and Therapy, 2013. 51(11): p. 719-722. 

780. Spek, V., et al., Internet-based cognitive behavioural therapy for subthreshold depression in people over 50 
years old: a randomized controlled clinical trial. Psychological medicine, 2007. 37(12): p. 1797-1806. 

781. Spek, V., et al., One-year follow-up results of a randomized controlled clinical trial on internet-based 
cognitive behavioural therapy for subthreshold depression in people over 50 years. Psychological medicine, 
2008. 38(5): p. 635-639. 

782. Clarke, G., et al., Overcoming Depression on the Internet (ODIN)(2): a randomized trial of a self-help 
depression skills program with reminders. Journal of medical Internet research, 2005. 7(2). 

783. Clarke, G., et al., Randomized effectiveness trial of an Internet, pure self-help, cognitive behavioral 
intervention for depressive symptoms in young adults. Cognitive behaviour therapy, 2009. 38(4): p. 222-
234. 

784. Farrer, L., et al., Internet-based CBT for depression with and without telephone tracking in a national 
helpline: randomised controlled trial. PloS one, 2011. 6(11): p. e28099. 

785. Wright, J.H., et al., Computer-assisted cognitive therapy for depression: maintaining efficacy while reducing 
therapist time. American Journal of Psychiatry, 2005. 162(6): p. 1158-1164. 

786. Dear, B.F., et al., The Pain Course: a randomised controlled trial of a clinician-guided Internet-delivered 
cognitive behaviour therapy program for managing chronic pain and emotional well-being. PAIN®, 2013. 
154(6): p. 942-950. 

787. Wagner, B., A.B. Horn, and A. Maercker, Internet-based versus face-to-face cognitive-behavioral 
intervention for depression: a randomized controlled non-inferiority trial. Journal of affective disorders, 
2014. 152: p. 113-121. 

788. McBride, C., et al., Attachment as moderator of treatment outcome in major depression: A randomized 
control trial of interpersonal psychotherapy versus cognitive behavior therapy. Journal of consulting and 
clinical psychology, 2006. 74(6): p. 1041. 

789. Luty, S.E., et al., Randomised controlled trial of interpersonal psychotherapy and cognitive–behavioural 
therapy for depression. The British Journal of Psychiatry, 2007. 190(6): p. 496-502. 



Copyright ©2020 Reed Group, Ltd.  Page | 168 

790. Ekeblad, A., et al., Randomized Trial of Interpersonal Psychotherapy and Cognitive Behavioral Therapy for 
Major Depressive Disorder in a Community-based Psychiatric Outpatient Clinic. Depression and anxiety, 
2016. 33(12): p. 1090-1098. 

791. Warmerdam, L., et al., Internet-based treatment for adults with depressive symptoms: randomized 
controlled trial. Journal of medical Internet research, 2008. 10(4). 

792. Warmerdam, L., et al., Online cognitive behavioral therapy and problem-solving therapy for depressive 
symptoms: Exploring mechanisms of change. Journal of behavior therapy and experimental psychiatry, 
2010. 41(1): p. 64-70. 

793. Hardy, G.E., et al., Credibility and outcome of cognitive—behavioural and psychodynamic—interpersonal 
psychotherapy. British Journal of Clinical Psychology, 1995. 34(4): p. 555-569. 

794. Barkham, M., et al., Psychotherapy in two-plus-one sessions: Outcomes of a randomized controlled trial of 
cognitive–behavioral and psychodynamic–interpersonal therapy for subsyndromal depression. Journal of 
Consulting and Clinical Psychology, 1999. 67(2): p. 201. 

795. Kelders, S.M., et al., Comparing human and automated support for depression: Fractional factorial 
randomized controlled trial. Behaviour research and therapy, 2015. 72: p. 72-80. 

796. Smith, J., et al., Help from home for depression: A randomised controlled trial comparing internet-delivered 
cognitive behaviour therapy with bibliotherapy for depression. Internet Interventions, 2017. 9: p. 25-37. 

797. Joling, K.J., et al., How effective is bibliotherapy for very old adults with subthreshold depression? A 
randomized controlled trial. The American Journal of Geriatric Psychiatry, 2011. 19(3): p. 256-265. 

798. Jamison, C. and F. Scogin, The outcome of cognitive bibliotherapy with depressed adults. Journal of 
consulting and clinical psychology, 1995. 63(4): p. 644. 

799. Moldovan, R., O. Cobeanu, and D. David, Cognitive bibliotherapy for mild depressive symptomatology: 
randomized clinical trial of efficacy and mechanisms of change. Clinical psychology & psychotherapy, 2013. 
20(6): p. 482-493. 

800. Songprakun, W. and T. McCann, Evaluation of a cognitive behavioural self-help manual for reducing 
depression: a randomized controlled trial. Journal of psychiatric and mental health nursing, 2012. 19(7): p. 
647-653. 

801. Songprakun, W. and T.V. McCann, Evaluation of a bibliotherapy manual for reducing psychological distress 
in people with depression: a randomized controlled trial. Journal of advanced nursing, 2012. 68(12): p. 2674-
2684. 

802. Songprakun, W. and T.V. McCann, Using bibliotherapy to assist people to recover from depression in 
Thailand: Relationship between resilience, depression and psychological distress. International journal of 
nursing practice, 2015. 21(6): p. 716-724. 

803. Scogin, F., C. Jamison, and K. Gochneaur, Comparative efficacy of cognitive and behavioral bibliotherapy for 
mildly and moderately depressed older adults. Journal of consulting and clinical psychology, 1989. 57(3): p. 
403. 

804. Bilich, L.L., et al., Effectiveness of bibliotherapy self-help for depression with varying levels of telephone 
helpline support. Clinical Psychology & Psychotherapy, 2008. 15(2): p. 61-74. 



Copyright ©2020 Reed Group, Ltd.  Page | 169 

805. Naylor, E.V., et al., Bibliotherapy as a treatment for depression in primary care. Journal of clinical psychology 
in medical settings, 2010. 17(3): p. 258-271. 

806. Cuijpers, P., Bibliotherapy in unipolar depression: a meta-analysis. Journal of behavior therapy and 
experimental psychiatry, 1997. 28(2): p. 139-147. 

807. Fanner, D. and C. Urquhart, Bibliotherapy for mental health service users Part 1: a systematic review. Health 
Information & Libraries Journal, 2008. 25(4): p. 237-252. 

808. Marrs, R.W., A meta-analysis of bibliotherapy studies. American journal of community psychology, 1995. 
23(6): p. 843-870. 

809. A-tjak, J.G., et al., A meta-analysis of the efficacy of acceptance and commitment therapy for clinically 
relevant mental and physical health problems. Psychotherapy and Psychosomatics, 2015. 84(1): p. 30-36. 

810. Twohig, M.P. and M.E. Levin, Acceptance and Commitment Therapy as a Treatment for Anxiety and 
Depression: A Review. Psychiatr Clin North Am, 2017. 40(4): p. 751-770. 

811. Carlbring, P., et al., Internet-based behavioral activation and acceptance-based treatment for depression: a 
randomized controlled trial. Journal of Affective Disorders, 2013. 148(2-3): p. 331-337. 

812. Kohtala, A., et al., A four-session acceptance and commitment therapy based intervention for depressive 
symptoms delivered by masters degree level psychology students: A preliminary study. Behavioural and 
cognitive psychotherapy, 2015. 43(3): p. 360-373. 

813. Folke, F., T. Parling, and L. Melin, Acceptance and commitment therapy for depression: A preliminary 
randomized clinical trial for unemployed on long-term sick leave. Cognitive and Behavioral Practice, 2012. 
19(4): p. 583-594. 

814. Lang, A.J., et al., Randomized controlled trial of acceptance and commitment therapy for distress and 
impairment in OEF/OIF/OND veterans. Psychol Trauma, 2017. 9(Suppl 1): p. 74-84. 

815. Lappalainen, P., et al., Web-based acceptance and commitment therapy for depressive symptoms with 
minimal support: a randomized controlled trial. Behavior modification, 2015. 39(6): p. 805-834. 

816. Bohlmeijer, E.T., et al., Efficacy of an early intervention based on acceptance and commitment therapy for 
adults with depressive symptomatology: Evaluation in a randomized controlled trial. Behaviour research 
and therapy, 2011. 49(1): p. 62-67. 

817. Fledderus, M., et al., Acceptance and commitment therapy as guided self-help for psychological distress and 
positive mental health: a randomized controlled trial. Psychological medicine, 2012. 42(3): p. 485-495. 

818. Dindo, L., et al., One-day behavioral treatment for patients with comorbid depression and migraine: a pilot 
study. Behaviour research and therapy, 2012. 50(9): p. 537-543. 

819. Pots, W.T., et al., Acceptance and commitment therapy as a web-based intervention for depressive 
symptoms: randomised controlled trial. The British Journal of Psychiatry, 2016. 208(1): p. 69-77. 

820. Souza, L.H., et al., Interpersonal psychotherapy as add-on for treatment-resistant depression: A pragmatic 
randomized controlled trial. J Affect Disord, 2016. 193: p. 373-80. 



Copyright ©2020 Reed Group, Ltd.  Page | 170 

821. Schramm, E., et al., An intensive treatment program of interpersonal psychotherapy plus pharmacotherapy 
for depressed inpatients: acute and long-term results. American Journal of Psychiatry, 2007. 164(5): p. 768-
777. 

822. Schramm, E., et al., Cognitive behavioral analysis system of psychotherapy versus interpersonal 
psychotherapy for early-onset chronic depression: a randomized pilot study. Journal of Affective Disorders, 
2011. 129(1): p. 109-116. 

823. Zobel, I., et al., Long-term effect of combined interpersonal psychotherapy and pharmacotherapy in a 
randomized trial of depressed patients. Acta Psychiatrica Scandinavica, 2011. 123(4): p. 276-282. 

824. Reynolds, C.F., 3rd, et al., Nortriptyline and interpersonal psychotherapy as maintenance therapies for 
recurrent major depression: a randomized controlled trial in patients older than 59 years. Jama, 1999. 
281(1): p. 39-45. 

825. Reynolds, C.F., 3rd, et al., Treating depression to remission in older adults: a controlled evaluation of 
combined escitalopram with interpersonal psychotherapy versus escitalopram with depression care 
management. Int J Geriatr Psychiatry, 2010. 25(11): p. 1134-41. 

826. van Schaik, A., et al., Interpersonal Psychotherapy for Elderly Patients in Primary Care. The American Journal 
of Geriatric Psychiatry, 2006. 14(9): p. 777-786. 

827. Toth, S.L., et al., The efficacy of interpersonal psychotherapy for depression among economically 
disadvantaged mothers. Dev Psychopathol, 2013. 25(4 Pt 1): p. 1065-78. 

828. Schulberg, H.C., et al., Treating major depression in primary care practice. Arch Gen Psychiatry, 1998. 
55(1121): p. 7. 

829. Schulberg, H.C., et al., Treating late-life depression with interpersonal psychotherapy in the primary care 
sector. Int J Geriatr Psychiatry, 2007. 22(2): p. 106-14. 

830. Brown, C., et al., Treatment outcomes for primary care patients with major depression and lifetime anxiety 
disorders. The American journal of psychiatry, 1996. 153(10): p. 1293. 

831. Miller, L. and M. Weissman, Interpersonal psychotherapy delivered over the telephone to recurrent 
depressives. A pilot study. Depress Anxiety, 2002. 16(3): p. 114-7. 

832. Rucci, P., et al., Treatment-emergent suicidal ideation during 4 months of acute management of unipolar 
major depression with SSRI pharmacotherapy or interpersonal psychotherapy in a randomized clinical trial. 
Depress Anxiety, 2011. 28(4): p. 303-9. 

833. de Mello, M.F., L.M. Myczcowisk, and P.R. Menezes, A randomized controlled trial comparing moclobemide 
and moclobemide plus interpersonal psychotherapy in the treatment of dysthymic disorder. The Journal of 
psychotherapy practice and research, 2001. 10(2): p. 117. 

834. DiMascio, A., et al., Differential symptom reduction by drugs and psychotherapy in acute depression. 
Archives of General Psychiatry, 1979. 36(13): p. 1450-1456. 

835. Cuijpers, P., et al., Interpersonal psychotherapy for depression: a meta-analysis. American Journal of 
Psychiatry, 2011. 168(6): p. 581-592. 

836. Cuijpers, P., et al., Interpersonal psychotherapy for mental health problems: A comprehensive meta-
analysis. American Journal of Psychiatry, 2016. 173(7): p. 680-687. 



Copyright ©2020 Reed Group, Ltd.  Page | 171 

837. de Mello, M.F., et al., A systematic review of research findings on the efficacy of interpersonal therapy for 
depressive disorders. European archives of psychiatry and clinical neuroscience, 2005. 255(2): p. 75-82. 

838. Jakobsen, J.C., et al., The effect of interpersonal psychotherapy and other psychodynamic therapies versus 
‘treatment as usual’in patients with major depressive disorder. PLoS One, 2011. 6(4): p. e19044. 

839. Jakobsen, J.C., et al., Effects of cognitive therapy versus interpersonal psychotherapy in patients with major 
depressive disorder: a systematic review of randomized clinical trials with meta-analyses and trial sequential 
analyses. Psychological medicine, 2012. 42(7): p. 1343-1357. 

840. Koehn, C.V. and J.R. Cutcliffe, Hope and interpersonal psychiatric/mental health nursing: a systematic 
review of the literature–part one. Journal of Psychiatric and Mental Health Nursing, 2007. 14(2): p. 134-140. 

841. Miller, M.D., Using interpersonal therapy (IPT) with older adults today and tomorrow: a review of the 
literature and new developments. Current psychiatry reports, 2008. 10(1): p. 16-22. 

842. Van Hees, M.L., et al., The effectiveness of individual interpersonal psychotherapy as a treatment for major 
depressive disorder in adult outpatients: a systematic review. BMC psychiatry, 2013. 13(1): p. 22. 

843. Post, E.P., M.D. Miller, and H.C. Schulberg, Using interpersonal psychotherapy (IPT) to treat depression in 
older primary care patients. Geriatrics, 2008. 63(3): p. 18-28. 

844. Zhou, S.-G., et al., Effect of cognitive behavioral therapy versus interpersonal psychotherapy in patients with 
major depressive disorder: a meta-analysis of randomized controlled trials. Chinese medical journal, 2017. 
130(23): p. 2844. 

845. Markowitz, J.C., Interpersonal psychotherapy for chronic depression. Journal of clinical psychology, 2003. 
59(8): p. 847-858. 

846. Knekt, P. and O. Lindfors, A randomized trial of the effect of four forms of psychotherapy on depressive and 
anxiety disorders. Design, methods, and results on the effectiveness of short-term psychodynamic 
psychotherapy and solution-focused therapy during a one-year follow-up. Studies in Social Security and 
Health, 2004: 77. 

847. Lindfors, O., et al., Social support as a predictor of the outcome of depressive and anxiety disorder in short-
term and long-term psychotherapy. Psychiatry research, 2014. 216(1): p. 44-51. 

848. Knekt, P., et al., The outcome of short-and long-term psychotherapy 10 years after start of treatment. 
Psychological medicine, 2016. 46(6): p. 1175-1188. 

849. Schatzberg, A.F., et al., Chronic depression: medication (nefazodone) or psychotherapy (CBASP) is effective 
when the other is not. Archives of General Psychiatry, 2005. 62(5): p. 513-520. 

850. Bastos, A.G., L.S.P. Guimaraes, and C.M. Trentini, The efficacy of long-term psychodynamic psychotherapy, 
fluoxetine and their combination in the outpatient treatment of depression. Psychotherapy Research, 2015. 
25(5): p. 612-624. 

851. Guthrie, E., et al., Cost-effectiveness of brief psychodynamic-interpersonal therapy in high utilizers of 
psychiatric services. Archives of General Psychiatry, 1999. 56(6): p. 519-526. 

852. De Jonghe, F., et al., Combining psychotherapy and antidepressants in the treatment of depression. Journal 
of affective disorders, 2001. 64(2): p. 217-229. 



Copyright ©2020 Reed Group, Ltd.  Page | 172 

853. De Jonghe, F., et al., Psychotherapy alone and combined with pharmacotherapy in the treatment of 
depression. The British Journal of Psychiatry, 2004. 185(1): p. 37-45. 

854. Dekker, J., et al., Dose–effect relations in time-limited combined psycho-pharmacological treatment for 
depression. Psychological medicine, 2005. 35(1): p. 47-58. 

855. Bressi, C., et al., Short-term psychodynamic psychotherapy versus treatment as usual for depressive and 
anxiety disorders: a randomized clinical trial of efficacy. The Journal of nervous and mental disease, 2010. 
198(9): p. 647-652. 

856. Rosso, G., B. Martini, and G. Maina, Brief dynamic therapy and depression severity: A single-blind, 
randomized study. Journal of affective disorders, 2013. 147(1): p. 101-106. 

857. de Roten, Y., et al., Efficacy of an adjunctive brief psychodynamic psychotherapy to usual inpatient 
treatment of depression: Results of a randomized controlled trial. Journal of affective disorders, 2017. 209: 
p. 105-113. 

858. Sicras-Mainar, A., et al., Comparison of escitalopram vs. citalopram and venlafaxine in the treatment of 
major depression in Spain: clinical and economic consequences. Current medical research and opinion, 
2010. 26(12): p. 2757-2764. 

859. Zilcha-Mano, S., et al., Changes in well-being and quality of life in a randomized trial comparing dynamic 
psychotherapy and pharmacotherapy for major depressive disorder. Journal of affective disorders, 2014. 
152: p. 538-542. 

860. Maina, G., G. Rosso, and F. Bogetto, Brief dynamic therapy combined with pharmacotherapy in the 
treatment of major depressive disorder: long-term results. Journal of affective disorders, 2009. 114(1): p. 
200-207. 

861. Johansson, R., et al., Psychodynamic guided self-help for adult depression through the internet: a 
randomised controlled trial. PloS one, 2012. 7(5): p. e38021. 

862. Burnand, Y., et al., Psychodynamic psychotherapy and clomipramine in the treatment of major depression. 
Psychiatric Services, 2002. 53(5): p. 585-590. 

863. Maina, G., et al., Combined brief dynamic therapy and pharmacotherapy in the treatment of major 
depressive disorder: a pilot study. Psychotherapy and psychosomatics, 2007. 76(5): p. 298-305. 

864. Salminen, J.K., et al., Short-term psychodynamic psychotherapy and fluoxetine in major depressive disorder: 
a randomized comparative study. Psychotherapy and psychosomatics, 2008. 77(6): p. 351-357. 

865. Thompson, L.W., D. Gallagher, and J.S. Breckenridge, Comparative effectiveness of psychotherapies for 
depressed elders. Journal of Consulting and Clinical Psychology, 1987. 55(3): p. 385. 

866. Gallagher-Thompson, D., P. Hanley-Peterson, and L.W. Thompson, Maintenance of gains versus relapse 
following brief psychotherapy for depression. Journal of Consulting and Clinical Psychology, 1990. 58(3): p. 
371. 

867. Dekker, J., et al., What is the best sequential treatment strategy in the treatment of depression? Adding 
pharmacotherapy to psychotherapy or vice versa? Psychotherapy and psychosomatics, 2013. 82(2): p. 89-
98. 



Copyright ©2020 Reed Group, Ltd.  Page | 173 

868. Barkham, M., et al., Outcomes of time-limited psychotherapy in applied settings: replicating the Second 
Sheffield Psychotherapy Project. Journal of Consulting and Clinical Psychology, 1996. 64(5): p. 1079. 

869. Høglend, P., et al., Analysis of the patient-therapist relationship in dynamic psychotherapy: An experimental 
study of transference interpretations. American Journal of Psychiatry, 2006. 163(10): p. 1739-1746. 

870. Høglend, P., et al., Transference interpretations in dynamic psychotherapy: do they really yield sustained 
effects? American Journal of Psychiatry, 2008. 165(6): p. 763-771. 

871. Ulberg, R., A. Marble, and P. Høglend, Do gender and level of relational functioning influence the long-term 
treatment response in dynamic psychotherapy? Nordic journal of psychiatry, 2009. 63(5): p. 412-419. 

872. Ahola, P., et al., Effects of scheduled waiting for psychotherapy in patients with major depression. The 
Journal of nervous and mental disease, 2017. 205(8): p. 611-617. 

873. Driessen, E., et al., The efficacy of short-term psychodynamic psychotherapy for depression: a meta-analysis. 
Clinical psychology review, 2010. 30(1): p. 25-36. 

874. de Maat, S., et al., Short Psychodynamic Supportive Psychotherapy, antidepressants, and their combination 
in the treatment of major depression: a mega-analysis based on three Randomized Clinical Trials. 
Depression and Anxiety, 2008. 25(7): p. 565-574. 

875. Kivlighan, D.M., 3rd, et al., The enduring effects of psychodynamic treatments vis-a-vis alternative 
treatments: A multilevel longitudinal meta-analysis. Clin Psychol Rev, 2015. 40: p. 1-14. 

876. Lewis, A.J., M. Dennerstein, and P.M. Gibbs, Short-term psychodynamic psychotherapy: review of recent 
process and outcome studies. Australian & New Zealand Journal of Psychiatry, 2008. 42(6): p. 445-455. 

877. Lilliengren, P., et al., Efficacy of experiential dynamic therapy for psychiatric conditions: A meta-analysis of 
randomized controlled trials. Psychotherapy, 2016. 53(1): p. 90. 

878. Sandoval, L.R., et al., Randomized controlled trial of a computerized interactive media-based problem 
solving treatment for depression. Behavior therapy, 2017. 48(3): p. 413-425. 

879. Kleiboer, A., et al., A randomized controlled trial on the role of support in Internet-based problem solving 
therapy for depression and anxiety. Behaviour research and therapy, 2015. 72: p. 63-71. 

880. Ebert, D.D., et al., Efficacy of an internet-based problem-solving training for teachers: results of a 
randomized controlled trial. Scandinavian journal of work, environment & health, 2014: p. 582-596. 

881. Bell, A.C. and T.J. D'Zurilla, Problem-solving therapy for depression: a meta-analysis. Clinical psychology 
review, 2009. 29(4): p. 348-353. 

882. González, F.L.V., et al., A brief problem-solving indicated-prevention intervention for prevention of 
depression in nonprofessional caregivers. Psicothema, 2013. 25(1): p. 87-92. 

883. van Straten, A., P. Cuijpers, and N. Smits, Effectiveness of a web-based self-help intervention for symptoms 
of depression, anxiety, and stress: randomized controlled trial. J Med Internet Res, 2008. 10(1): p. e7. 

884. Mynors-Wallis, L.M., et al., Randomised controlled trial of problem solving treatment, antidepressant 
medication, and combined treatment for major depression in primary care. Bmj, 2000. 320(7226): p. 26-30. 



Copyright ©2020 Reed Group, Ltd.  Page | 174 

885. Geraedts, A.S., et al., Long-term results of a web-based guided self-help intervention for employees with 
depressive symptoms: randomized controlled trial. Journal of medical Internet research, 2014. 16(7). 

886. Geraedts, A.S., et al., Short-term effects of a web-based guided self-help intervention for employees with 
depressive symptoms: randomized controlled trial. Journal of medical Internet research, 2014. 16(5). 

887. Mynors-Wallis, L., et al., Randomised controlled trial comparing problem solving treatment with 
amitriptyline and placebo for major depression in primary care. Bmj, 1995. 310(6977): p. 441-445. 

888. Kenter, R.M.F., et al., Effectiveness of a web-based guided self-help intervention for outpatients with a 
depressive disorder: short-term results from a randomized controlled trial. Journal of medical Internet 
research, 2016. 18(3). 

889. Mynors-Wallis, L., Does problem-solving treatment work through resolving problems? Psychol Med, 2002. 
32(7): p. 1315-9. 

890. Arean, P.A., et al., Comparative effectiveness of social problem-solving therapy and reminiscence therapy as 
treatments for depression in older adults. J Consult Clin Psychol, 1993. 61(6): p. 1003-10. 

891. Dowrick, C., et al., Problem solving treatment and group psychoeducation for depression: multicentre 
randomised controlled trial. Bmj, 2000. 321(7274): p. 1450. 

892. Kirkham, J., D. Seitz, and N.G. Choi, Meta-analysis of problem solving therapy for the treatment of 
depression in older adults. The American Journal of Geriatric Psychiatry, 2015. 23(3): p. S129-S130. 

893. Malouff, J.M., E.B. Thorsteinsson, and N.S. Schutte, The efficacy of problem solving therapy in reducing 
mental and physical health problems: a meta-analysis. Clin Psychol Rev, 2007. 27(1): p. 46-57. 

894. Gellis, Z.D. and B. Kenaley, Problem-solving therapy for depression in adults: a systematic review. Research 
on Social Work Practice, 2008. 18(2): p. 117-131. 

895. Rubin, A. and M. Yu, Within-group effect-size benchmarks for problem-solving therapy for depression in 
adults. Research on Social Work Practice, 2017. 27(5): p. 552-560. 

896. Pfeiffer, P.N., et al., Efficacy of peer support interventions for depression: a meta-analysis. General hospital 
psychiatry, 2011. 33(1): p. 29-36. 

897. Lloyd-Evans, B., et al., A systematic review and meta-analysis of randomised controlled trials of peer support 
for people with severe mental illness. BMC psychiatry, 2014. 14(1): p. 39. 

898. Cook, J.A., et al., Results of a randomized controlled trial of mental illness self-management using Wellness 
Recovery Action Planning. Schizophrenia bulletin, 2011. 38(4): p. 881-891. 

899. Fuhr, D.C., et al., Effectiveness of peer-delivered interventions for severe mental illness and depression on 
clinical and psychosocial outcomes: a systematic review and meta-analysis. Social psychiatry and psychiatric 
epidemiology, 2014. 49(11): p. 1691-1702. 

900. Jonikas, J.A., et al., Improving propensity for patient self-advocacy through wellness recovery action 
planning: results of a randomized controlled trial. Community Mental Health Journal, 2013. 49(3): p. 260-
269. 

901. Bryan, A.E. and H. Arkowitz, Meta-analysis of the effects of peer-administered psychosocial interventions on 
symptoms of depression. American journal of community psychology, 2015. 55(3-4): p. 455-471. 



Copyright ©2020 Reed Group, Ltd.  Page | 175 

902. Valenstein, M., et al., Augmenting ongoing depression care with a mutual peer support intervention versus 
self-help materials alone: A randomized trial. Psychiatric Services, 2015. 67(2): p. 236-239. 

903. Brown, G.K., et al., Cognitive therapy for the prevention of suicide attempts: a randomized controlled trial. 
JAMA, 2005. 294(5): p. 563-570. 

904. Julie Pullen, D., A Quality Improvement Project with the Aim of Improving Suicide Prevention in Long-Term 
Care. Annals of Long-Term Care, 2016. 

905. Moutier, C., et al., The suicide prevention and depression awareness program at the University of California, 
San Diego School of Medicine. Academic medicine, 2012. 87(3): p. 320-326. 

906. Liang, C.S., et al., Superior anti-suicidal effects of electroconvulsive therapy in unipolar disorder and bipolar 
depression. Bipolar disorders, 2017. 

907. Brådvik, L. and M. Berglund, Treatment and suicide in severe depression: a case-control study of 
antidepressant therapy at last contact before suicide. The journal of ECT, 2000. 16(4): p. 399-408. 

908. Rombold, F., et al., Adjunctive lithium treatment in the prevention of suicidal behavior in patients with 
depression and comorbid personality disorders. International journal of psychiatry in clinical practice, 2014. 
18(4): p. 300-303. 

909. Lauterbach, E., et al., Adjunctive lithium treatment in the prevention of suicidal behaviour in depressive 
disorders: a randomised, placebo-controlled, 1-year trial. Acta Psychiatrica Scandinavica, 2008. 118(6): p. 
469-479. 

910. Barraclough, B., Suicide prevention, recurrent affective disorder and lithium. The British Journal of 
Psychiatry, 1972. 121(563): p. 391-392. 

911. Sahraian, A., A. Ghanizadeh, and F. Kazemeini, Vitamin C as an adjuvant for treating major depressive 
disorder and suicidal behavior, a randomized placebo-controlled clinical trial. Trials, 2015. 16(1): p. 94. 

912. Gysin-Maillart, A., et al., A novel brief therapy for patients who attempt suicide: A 24-months follow-up 
randomized controlled study of the attempted suicide short intervention program (ASSIP). PLoS medicine, 
2016. 13(3): p. e1001968. 

913. Celano, C., et al., Psychological interventions to reduce suicidality in high-risk patients with major 
depression: a randomized controlled trial. Psychological medicine, 2017. 47(5): p. 810-821. 

914. Bruce, M.L., et al., Clinical effectiveness of integrating depression care management into medicare home 
health: the Depression CAREPATH Randomized trial. JAMA internal medicine, 2015. 175(1): p. 55-64. 

915. Lohman, M.C., et al., Reducing suicidal ideation in home health care: results from the CAREPATH depression 
care management trial. International journal of geriatric psychiatry, 2016. 31(7): p. 708-715. 

916. Bruce, M.L., et al., Reducing suicidal ideation and depressive symptoms in depressed older primary care 
patients: a randomized controlled trial. Jama, 2004. 291(9): p. 1081-1091. 

917. Currier, G.W., S.G. Fisher, and E.D. Caine, Mobile crisis team intervention to enhance linkage of discharged 
suicidal emergency department patients to outpatient psychiatric services: a randomized controlled trial. 
Academic emergency medicine, 2010. 17(1): p. 36-43. 



Copyright ©2020 Reed Group, Ltd.  Page | 176 

918. Alexopoulos, G.S., et al., Reducing suicidal ideation and depression in older primary care patients: 24-month 
outcomes of the PROSPECT study. American Journal of Psychiatry, 2009. 166(8): p. 882-890. 

919. Gallo, J.J., et al., Multimorbidity, depression, and mortality in primary care: randomized clinical trial of an 
evidence-based depression care management program on mortality risk. Journal of general internal 
medicine, 2016. 31(4): p. 380-386. 

920. D'Silva, S., et al., Mind-body medicine therapies for a range of depression severity: a systematic review. 
Psychosomatics, 2012. 53(5): p. 407-423. 

921. National Center for Complementary and Integrative Health. Mind and Body Practices. 2017; Available from: 
https://nccih.nih.gov/health/mindbody. 

922. Strauss, C., et al., Mindfulness-based interventions for people diagnosed with a current episode of an anxiety 
or depressive disorder: a meta-analysis of randomised controlled trials. PLoS One, 2014. 9(4): p. e96110. 

923. Lo, H.H., et al., The Chinese medicine construct “stagnation” in mind–body connection mediates the effects 
of mindfulness training on depression and anxiety. Complementary therapies in medicine, 2013. 21(4): p. 
348-357. 

924. Watkins, E., et al., Guided self-help concreteness training as an intervention for major depression in primary 
care: A phase II randomized controlled trial. Psychological medicine, 2012. 42(7): p. 1359-1371. 

925. Sreevani, R., et al., Effectiveness of integrated body–mind–spirit group intervention on the well-being of 
Indian patients with depression: a pilot study. Journal of Nursing Research, 2013. 21(3): p. 179-186. 

926. Chan, A.S., et al., A Chinese Chan-based mind-body intervention improves sleep on patients with depression: 
a randomized controlled trial. The Scientific World Journal, 2012. 2012. 

927. Chan, C.H., et al., Effects of the integrative mind-body intervention on depression, sleep disturbances and 
plasma IL-6. Psychotherapy and psychosomatics, 2017. 86(1): p. 54-56. 

928. Rentala, S., et al., Effectiveness of body–mind–spirit intervention on well-being, functional impairment and 
quality of life among depressive patients–a randomized controlled trial. Journal of advanced nursing, 2015. 
71(9): p. 2153-2163. 

929. Piet, J. and E. Hougaard, The effect of mindfulness-based cognitive therapy for prevention of relapse in 
recurrent major depressive disorder: a systematic review and meta-analysis. Clinical psychology review, 
2011. 31(6): p. 1032-1040. 

930. Driessen, E., et al., Does pretreatment severity moderate the efficacy of psychological treatment of adult 
outpatient depression? A meta-analysis. Journal of consulting and clinical psychology, 2010. 78(5): p. 668. 

931. Williams, J.M.G., et al., Mindfulness-based cognitive therapy for preventing relapse in recurrent depression: 
a randomized dismantling trial. Journal of consulting and clinical psychology, 2014. 82(2): p. 275. 

932. Segal, Z.V. and K.M. Walsh, Mindfulness Based Cognitive Therapy for Residual Depressive Symptoms and 
Relapse Prophylaxis. Current opinion in psychiatry, 2016. 29(1): p. 7. 

933. Meadows, G. and F. Shawyer, Mindfulness-based cognitive therapy delays depressive relapse across 
demographic subgroups. Evidence-based mental health, 2017. 20(1): p. e5. 

https://nccih.nih.gov/health/mindbody


Copyright ©2020 Reed Group, Ltd.  Page | 177 

934. Spinhoven, P., et al., Improvement of mindfulness skills during Mindfulness-Based Cognitive Therapy 
predicts long-term reductions of neuroticism in persons with recurrent depression in remission. Journal of 
affective disorders, 2017. 213: p. 112-117. 

935. Brennan, K., et al., Memory specificity and mindfulness jointly moderate the effect of reflective pondering 
on depressive symptoms in individuals with a history of recurrent depression. Journal of abnormal 
psychology, 2015. 124(2): p. 246. 

936. Manicavasgar, V., G. Parker, and T. Perich, Mindfulness-based cognitive therapy vs cognitive behaviour 
therapy as a treatment for non-melancholic depression. Journal of affective disorders, 2011. 130(1): p. 138-
144. 

937. Jansen, P., et al., Effects of karate training versus mindfulness training on emotional well-being and cognitive 
performance in later life. Research on aging, 2017. 39(10): p. 1118-1144. 

938. Kuyken, W., et al., Effectiveness and cost-effectiveness of mindfulness-based cognitive therapy compared 
with maintenance antidepressant treatment in the prevention of depressive relapse or recurrence 
(PREVENT): a randomised controlled trial. The Lancet, 2015. 386(9988): p. 63-73. 

939. Meadows, G.N., et al., Mindfulness-based cognitive therapy for recurrent depression: A translational 
research study with 2-year follow-up. Australian & New Zealand Journal of Psychiatry, 2014. 48(8): p. 743-
755. 

940. Kearns, N.P., et al., Does rumination mediate the relationship between mindfulness and depressive relapse? 
Psychology and Psychotherapy: Theory, Research and Practice, 2016. 89(1): p. 33-49. 

941. Pots, W.T., et al., The efficacy of mindfulness-based cognitive therapy as a public mental health intervention 
for adults with mild to moderate depressive symptomatology: A randomized controlled trial. PloS one, 2014. 
9(10): p. e109789. 

942. Michalak, J., et al., A randomized controlled trial on the efficacy of mindfulness-based cognitive therapy and 
a group version of cognitive behavioral analysis system of psychotherapy for chronically depressed patients. 
Journal of consulting and clinical psychology, 2015. 83(5): p. 951. 

943. Shallcross, A.J., et al., Relapse prevention in major depressive disorder: Mindfulness-based cognitive therapy 
versus an active control condition. Journal of consulting and clinical psychology, 2015. 83(5): p. 964. 

944. Eisendrath, S.J., et al., A randomized controlled trial of mindfulness-based cognitive therapy for treatment-
resistant depression. Psychotherapy and psychosomatics, 2016. 85(2): p. 99-110. 

945. Ma, S.H. and J.D. Teasdale, Mindfulness-based cognitive therapy for depression: replication and exploration 
of differential relapse prevention effects. Journal of consulting and clinical psychology, 2004. 72(1): p. 31. 

946. Teasdale, J.D., et al., Prevention of relapse/recurrence in major depression by mindfulness-based cognitive 
therapy. Journal of consulting and clinical psychology, 2000. 68(4): p. 615. 

947. Forkmann, T., et al., Effects of mindfulness-based cognitive therapy on self-reported suicidal ideation: results 
from a randomised controlled trial in patients with residual depressive symptoms. Comprehensive 
psychiatry, 2014. 55(8): p. 1883-1890. 

948. Teismann, T., et al., A randomized controlled trial on the effectiveness of a rumination-focused group 
treatment for residual depression. Psychotherapy Research, 2014. 24(1): p. 80-90. 



Copyright ©2020 Reed Group, Ltd.  Page | 178 

949. Huijbers, M.J., et al., Adding mindfulness-based cognitive therapy to maintenance antidepressant 
medication for prevention of relapse/recurrence in major depressive disorder: randomised controlled trial. 
Journal of affective disorders, 2015. 187: p. 54-61. 

950. Huijbers, M.J., et al., Discontinuation of antidepressant medication after mindfulness-based cognitive 
therapy for recurrent depression: randomised controlled non-inferiority trial. The British Journal of 
Psychiatry, 2016: p. bjp. bp. 115.168971. 

951. Huijbers, M.J., et al., Patients with a preference for medication do equally well in mindfulness-based 
cognitive therapy for recurrent depression as those preferring mindfulness. Journal of affective disorders, 
2016. 195: p. 32-39. 

952. Geschwind, N., et al., Efficacy of mindfulness-based cognitive therapy in relation to prior history of 
depression: randomised controlled trial. The British Journal of Psychiatry, 2012. 201(4): p. 320-325. 

953. Godfrin, K.A. and C. Van Heeringen, The effects of mindfulness-based cognitive therapy on recurrence of 
depressive episodes, mental health and quality of life: A randomized controlled study. Behaviour research 
and therapy, 2010. 48(8): p. 738-746. 

954. Ly, K.H., et al., Behavioural activation versus mindfulness-based guided self-help treatment administered 
through a smartphone application: a randomised controlled trial. BMJ open, 2014. 4(1): p. e003440. 

955. Barnhofer, T., et al., Mindfulness-based cognitive therapy (MBCT) reduces the association between 
depressive symptoms and suicidal cognitions in patients with a history of suicidal depression. Journal of 
consulting and clinical psychology, 2015. 83(6): p. 1013. 

956. Gallegos, A.M., et al., Emotional benefits of mindfulness-based stress reduction in older adults: the 
moderating roles of age and depressive symptom severity. Aging & mental health, 2013. 17(7): p. 823-829. 

957. Sundquist, J., et al., Mindfulness group therapy in primary care patients with depression, anxiety and stress 
and adjustment disorders: randomised controlled trial. The British Journal of Psychiatry, 2015. 206(2): p. 
128-135. 

958. Manicavasagar, V., T. Perich, and G. Parker, Cognitive predictors of change in cognitive behaviour therapy 
and mindfulness-based cognitive therapy for depression. Behavioural and Cognitive Psychotherapy, 2012. 
40(2): p. 227-232. 

959. Franca, R.D. and B. Milbourn, A meta-analysis of Mindfulness Based Interventions (MBI s) show that MBI s 
are effective in reducing acute symptoms of depression but not anxiety. Australian occupational therapy 
journal, 2015. 62(2): p. 147-148. 

960. Khoury, B., et al., Mindfulness-based therapy: a comprehensive meta-analysis. Clinical psychology review, 
2013. 33(6): p. 763-771. 

961. Khusid, M.A. and M. Vythilingam, The emerging role of mindfulness meditation as effective self-
management strategy, part 1: clinical implications for depression, post-traumatic stress disorder, and 
anxiety. Military medicine, 2016. 181(9): p. 961-968. 

962. Hazlett-Stevens, H., Mindfulness-based stress reduction for comorbid anxiety and depression: case report 
and clinical considerations. The Journal of nervous and mental disease, 2012. 200(11): p. 999-1003. 



Copyright ©2020 Reed Group, Ltd.  Page | 179 

963. van der Velden, A.M., et al., A systematic review of mechanisms of change in mindfulness-based cognitive 
therapy in the treatment of recurrent major depressive disorder. Clinical psychology review, 2015. 37: p. 26-
39. 

964. Lenz, A.S., J. Hall, and L. Bailey Smith, Meta-analysis of group mindfulness-based cognitive therapy for 
decreasing symptoms of acute depression. The Journal for Specialists in Group Work, 2016. 41(1): p. 44-70. 

965. Polusny, M.A., et al., Mindfulness-based stress reduction for posttraumatic stress disorder among veterans: 
a randomized clinical trial. Jama, 2015. 314(5): p. 456-465. 

966. Nakamura, Y., et al., Two sessions of sleep-focused mind–body bridging improve self-reported symptoms of 
sleep and PTSD in veterans: A pilot randomized controlled trial. Journal of psychosomatic research, 2011. 
70(4): p. 335-345. 

967. Wang, X., et al., Creative arts program as an intervention for PTSD: a randomized clinical trial with motor 
vehicle accident survivors. International journal of clinical and experimental medicine, 2015. 8(8): p. 13585. 

968. Badamgarav, E., et al., Effectiveness of disease management programs in depression: a systematic review. 
American Journal of Psychiatry, 2003. 160(12): p. 2080-2090. 

969. Neumeyer-Gromen, A., et al., Disease management programs for depression: a systematic review and 
meta-analysis of randomized controlled trials. Medical care, 2004. 42(12): p. 1211-1221. 

970. Unützer, J. and M. Park, Strategies to improve the management of depression in primary care. Primary Care: 
Clinics in Office Practice, 2012. 39(2): p. 415-431. 

971. Unützer, J., et al., Collaborative care management of late-life depression in the primary care setting: a 
randomized controlled trial. Jama, 2002. 288(22): p. 2836-2845. 

972. Smit, A., et al., Short-term effects of enhanced treatment for depression in primary care: results from a 
randomized controlled trial. Psychological Medicine, 2006. 36(1): p. 15-26. 

973. Kroenke, K., et al., Optimized antidepressant therapy and pain self-management in primary care patients 
with depression and musculoskeletal pain: a randomized controlled trial. Jama, 2009. 301(20): p. 2099-2110. 

974. Hansen, H.V., et al., The effects of centralised and specialised intervention in the early course of severe 
unipolar depressive disorder: a randomised clinical trial. PloS one, 2012. 7(3): p. e32950. 

975. Aragonès, E., et al., Effectiveness of a multi-component programme for managing depression in primary 
care: a cluster randomized trial. The INDI project. Journal of affective disorders, 2012. 142(1): p. 297-305. 

976. Simon, G.E., et al., Telephone psychotherapy and telephone care management for primary care patients 
starting antidepressant treatment: a randomized controlled trial. Jama, 2004. 292(8): p. 935-42. 

977. Ludman, E.J., et al., A pilot study of telephone care management and structured disease self-management 
groups for chronic depression. Psychiatric Services, 2007. 58(8): p. 1065-1072. 

978. Murray, G., et al., Relief of Chronic or Resistant Depression (Re-ChORD): A pragmatic, randomized, open-
treatment trial of an integrative program intervention for chronic depression. Journal of affective disorders, 
2010. 123(1): p. 243-248. 

979. Damush, T., et al., Pain self-management training increases self-efficacy, self-management behaviours and 
pain and depression outcomes. European Journal of Pain, 2016. 20(7): p. 1070-1078. 



Copyright ©2020 Reed Group, Ltd.  Page | 180 

980. Bartels, S.J., et al., Long-term outcomes of a randomized trial of integrated skills training and preventive 
healthcare for older adults with serious mental illness. The American Journal of Geriatric Psychiatry, 2014. 
22(11): p. 1251-1261. 

981. Berger, T., et al., Internet-based treatment of depression: a randomized controlled trial comparing guided 
with unguided self-help. Cognitive behaviour therapy, 2011. 40(4): p. 251-266. 

982. Katon, W., et al., A multifaceted intervention to improve treatment of depression in primary care. Archives 
of general psychiatry, 1996. 53(10): p. 924-932. 

983. Lin, E.H., et al., Can enhanced acute-phase treatment of depression improve long-term outcomes? A report 
of randomized trials in primary care. American Journal of Psychiatry, 1999. 156(4): p. 643-645. 

984. Perini, S., N. Titov, and G. Andrews, Clinician-assisted Internet-based treatment is effective for depression: 
randomized controlled trial. Australian & New Zealand Journal of Psychiatry, 2009. 43(6): p. 571-578. 

985. Simon, G.E., et al., Randomised trial of monitoring, feedback, and management of care by telephone to 
improve treatment of depression in primary care. Bmj, 2000. 320(7234): p. 550-554. 

986. Wang, P.S., et al., Telephone screening, outreach, and care management for depressed workers and impact 
on clinical and work productivity outcomes: a randomized controlled trial. Jama, 2007. 298(12): p. 1401-
1411. 

987. Simon, G., E. Ludman, and S. Tutty, Telephone Psychotherapy and Telephone Care Management for Primary 
Care Patients Starting Antidepressant Treatment. Year Book of Psychiatry & Applied Mental Health, 2006. 
2006: p. 125-126. 

988. Katon, W., et al., A randomized trial of relapse prevention of depression in primary care. Archives of general 
psychiatry, 2001. 58(3): p. 241-247. 

989. Wells, K., et al., Quality improvement for depression in primary care: do patients with subthreshold 
depression benefit in the long run? American Journal of Psychiatry, 2005. 162(6): p. 1149-1157. 

990. Simon, G.E., et al., Randomized trial of depression follow-up care by online messaging. Journal of general 
internal medicine, 2011. 26(7): p. 698-704. 

991. Dwight-Johnson, M., et al., Can quality improvement programs for depression in primary care address 
patient preferences for treatment? Medical care, 2001. 39(9): p. 934-944. 

992. Rost, K., et al., Improving depression outcomes in community primary care practice. Journal of General 
Internal Medicine, 2001. 16(3): p. 143-149. 

993. Berghöfer, A., et al., Efficacy of a systematic depression management program in high utilizers of primary 
care: a randomized trial. BMC health services research, 2012. 12(1): p. 298. 

994. Hunkeler, E.M., et al., A web-delivered care management and patient self-management program for 
recurrent depression: a randomized trial. Psychiatric Services, 2012. 63(11): p. 1063-1071. 

995. Kordy, H., et al., Supportive monitoring and disease management through the internet: An internet-
delivered intervention strategy for recurrent depression. Contemporary clinical trials, 2013. 36(2): p. 327-
337. 



Copyright ©2020 Reed Group, Ltd.  Page | 181 

996. Kordy, H., et al., Internet-delivered disease management for recurrent depression: a multicenter randomized 
controlled trial. Psychotherapy and psychosomatics, 2016. 85(2): p. 91-98. 

997. Goracci, A., et al., Development, acceptability and efficacy of a standardized healthy lifestyle intervention in 
recurrent depression. Journal of affective disorders, 2016. 196: p. 20-31. 

998. Zanjani, F., H. Bush, and D. Oslin, Telephone-based psychiatric referral-care management intervention 
health outcomes. Telemedicine and e-Health, 2010. 16(5): p. 543-550. 

999. Mavandadi, S., et al., A telephone-based program to provide symptom monitoring alone vs symptom 
monitoring plus care management for late-life depression and anxiety: a randomized clinical trial. JAMA 
psychiatry, 2015. 72(12): p. 1211-1218. 

1000. Aburizik, A., et al., A pilot randomized controlled trial of a depression and disease management program 
delivered by phone. Journal of affective disorders, 2013. 151(2): p. 769-774. 

1001. Ludman, E.J., et al., A randomized trial of telephone psychotherapy and pharmacotherapy for depression: 
continuation and durability of effects. Journal of consulting and clinical psychology, 2007. 75(2): p. 257. 

1002. Oslin, D.W., et al., Disease management for depression and at-risk drinking via telephone in an older 
population of veterans. Psychosomatic medicine, 2003. 65(6): p. 931-937. 

1003. Katon, W., et al., Collaborative management to achieve treatment guidelines: impact on depression in 
primary care. Jama, 1995. 273(13): p. 1026-1031. 

1004. Simon, G.E., E.J. Ludman, and B.H. Operskalski, Randomized trial of a telephone care management program 
for outpatients starting antidepressant treatment. Psychiatric Services, 2006. 57(10): p. 1441-1445. 

1005. Church, D., Reductions in pain, depression, and anxiety symptoms after PTSD remediation in veterans. 
Explore: The Journal of Science and Healing, 2014. 10(3): p. 162-169. 

1006. Nelms, J.A. and L. Castel, A Systematic Review and Meta-Analysis of Randomized and Nonrandomized Trials 
of Clinical Emotional Freedom Techniques (EFT) for the Treatment of Depression. Explore: The Journal of 
Science and Healing, 2016. 12(6): p. 416-426. 

1007. Holmgren, H.G. and S.M. Coyne, Can’t stop scrolling!: pathological use of social networking sites in emerging 
adulthood. Addiction Research & Theory, 2017. 25(5): p. 375-382. 

1008. Lin, L.Y., et al., Association between social media use and depression among US young adults. Depression 
and anxiety, 2016. 33(4): p. 323-331. 

1009. Yoo, J.H. and E.J. Jeong, Psychosocial effects of SNS use: A longitudinal study focused on the moderation 
effect of social capital. Computers in Human Behavior, 2017. 69: p. 108-119. 

1010. Baker, D.A. and G.P. Algorta, The relationship between online social networking and depression: a 
systematic review of quantitative studies. Cyberpsychology, Behavior, and Social Networking, 2016. 19(11): 
p. 638-648. 

1011. Shensa, A., et al., Problematic social media use and depressive symptoms among US young adults: A 
nationally-representative study. Social Science & Medicine, 2017. 182: p. 150-157. 

1012. Zimmerman, F.J., D.A. Christakis, and A. Vander Stoep, Tinker, tailor, soldier, patient: work attributes and 
depression disparities among young adults. Soc Sci Med, 2004. 58(10): p. 1889-901. 



Copyright ©2020 Reed Group, Ltd.  Page | 182 

1013. Cipriani, A., et al., Comparative efficacy and acceptability of 21 antidepressant drugs for the acute treatment 
of adults with major depressive disorder: a systematic review and network meta-analysis. The Lancet, 2018. 
391(10128): p. 1357-1366. 

1014. Therapeutics, T.M.L.o.D.a., Drugs for Depression. The Medical Letter, 2016. 58(1498): p. 85-90. 

1015. WebMD. Fluvoxamine MALEATE: Side Effects. 2019 Available from: 
https://www.webmd.com/drugs/2/drug-1049-7095/fluvoxamine-oral/fluvoxamine-oral/details. 

1016. Therapeutics, Drugs for Depression. The Medical Letter, 2016. 58(1498): p. 85-90. 

1017. Therapeutics, Nonopioid Drugs for Pain. The Medical Letter 2018. 60(1540): p. 24-32. 

1018. Therapeutics, Drugs for Chronic Insomnia. The Medical Letter, 2018. 60(1562): p. 201-205. 

1019. Therapeutics, Drugs for Migraine. The Medical Letter, 2017. 59(1514): p. 27-32. 

1020. WebMD. Clomipramine HCL: Side Effects. 2019; Available from: https://www.webmd.com/drugs/2/drug-
1305/clomipramine-oral/details. 

1021. WebMD. Desipramine HCL: Side Effects. 2019; Available from: https://www.webmd.com/drugs/2/drug-
8323/desipramine-oral/details. 

1022. Marshall, H. Dosulepin (eg Prothiaden). 2018 July 3, 2018; Available from: 
https://www.netdoctor.co.uk/medicines/antidepressants/a7418/dosulepin-prothiaden/. 

1023. WebMD. Maprotiline HCL: Side Effects. 2019; Available from: https://www.webmd.com/drugs/2/drug-
8672/maprotiline-oral/details. 

1024. Wakeling, A., Efficacy and side effects of mianserin, a tetracyclic antidepressant. Postgraduate medical 
journal, 1983. 59(690): p. 229. 

1025. Wheatley, D., Minaprine: An Anticholinergic-Free Antidepressant?: Results of a Controlled Trial of Mianserin. 
The British Journal of Psychiatry, 1989. 155(1): p. 106-107. 

1026. La Pia, S., et al., Evaluation of the efficacy, tolerability, and therapeutic profile of fluoxetine versus mianserin 
in the treatment of depressive disorders in the elderly. Current therapeutic research, 1992. 52(6): p. 847-
858. 

1027. Ahlfors, U.G., et al., Clinical multicentre study of citalopram compared double-blindly with mianserin in 
depressed patients in Finland. Nordisk Psykiatrisk Tidsskrift, 1988. 42(3): p. 201-210. 

1028. WebMD. Protriptyline HCL: Side Effects. 2019; Available from: https://www.webmd.com/drugs/2/drug-
12167/protriptyline-oral/details. 

1029. Radmayr, E., K. Biziere, and U. Bentel, Minaprine And Maprotiline In Endogenous-Depression-A Double-Blind 
Controlled-Study. Clinical Trials Journal, 1986. 23(2): p. 100-109. 

1030. Mayo Clinic. MAOIs and diet: Is it necessary to restrict tyramine? 2018 Dec. 18, 2018; Available from: 
https://www.mayoclinic.org/diseases-conditions/depression/expert-answers/maois/faq-20058035. 

1031. Mayo Clinic. Moclobemide (Oral Route): Side Effects. 2019; Available from: 
https://www.mayoclinic.org/drugs-supplements/moclobemide-oral-route/side-effects/drg-20064888. 

https://www.webmd.com/drugs/2/drug-1049-7095/fluvoxamine-oral/fluvoxamine-oral/details
https://www.webmd.com/drugs/2/drug-1305/clomipramine-oral/details
https://www.webmd.com/drugs/2/drug-1305/clomipramine-oral/details
https://www.webmd.com/drugs/2/drug-8323/desipramine-oral/details
https://www.webmd.com/drugs/2/drug-8323/desipramine-oral/details
https://www.netdoctor.co.uk/medicines/antidepressants/a7418/dosulepin-prothiaden/
https://www.webmd.com/drugs/2/drug-8672/maprotiline-oral/details
https://www.webmd.com/drugs/2/drug-8672/maprotiline-oral/details
https://www.webmd.com/drugs/2/drug-12167/protriptyline-oral/details
https://www.webmd.com/drugs/2/drug-12167/protriptyline-oral/details
https://www.mayoclinic.org/diseases-conditions/depression/expert-answers/maois/faq-20058035
https://www.mayoclinic.org/drugs-supplements/moclobemide-oral-route/side-effects/drg-20064888


Copyright ©2020 Reed Group, Ltd.  Page | 183 

1032. WebMD. Phenelzine SULFATE: Side Effects. 2019; Available from: https://www.webmd.com/drugs/2/drug-
8827/phenelzine-oral/details. 

1033. Boyer, P., et al., Amisulpride versus amineptine and placebo for the treatment of dysthymia. 
Neuropsychobiology, 1999. 39(1): p. 25-32. 

1034. Loo, H., A. Hale, and H. D'haenen, Determination of the dose of agomelatine, a melatoninergic agonist and 
selective 5-HT2C antagonist, in the treatment of major depressive disorder: a placebo-controlled dose range 
study. International clinical psychopharmacology, 2002. 17(5): p. 239-247. 

1035. Zupancic, M. and C. Guilleminault, Agomelatine. CNS drugs, 2006. 20(12): p. 981-992. 

1036. Kennedy, S. and R. Emsley, Placebo-controlled trial of agomelatine in the treatment of major depressive 
disorder. European Neuropsychopharmacology, 2006. 16(2): p. 93-100. 

1037. Therapeutics, Drugs for Psychotic Disorders. The Medical Letter, 2016. 58(1510): p. 160-164. 

1038. Therapeutics, Drugs for Bipolar Disorder. The Medical Letter, 2016. 58(1501): p. 103-106. 

1039. WebMD, Trazodone HCL: Side Effects. 2019. 

1040. Jakubovski, E., et al., Systematic review and meta-analysis: dose-response relationship of selective serotonin 
reuptake inhibitors in major depressive disorder. American Journal of Psychiatry, 2015. 173(2): p. 174-183. 

1041. Rink, L., et al., Dose increase versus unchanged continuation of antidepressants after initial antidepressant 
treatment failure in patients with major depressive disorder: A systematic review and meta-analysis of 
randomized, double-blind trials. 2018. 

1042. Meyers, B.S., et al., A double-blind randomized controlled trial of olanzapine plus sertraline vs olanzapine 
plus placebo for psychotic depression: the study of pharmacotherapy of psychotic depression (STOP-PD). 
Archives of general psychiatry, 2009. 66(8): p. 838-847. 

1043. Spiker, D.G., et al., The pharmacological treatment of delusional depression. Am J Psychiatry, 1985. 142(4): 
p. 430-436. 

1044. Suppes, T., et al., Lurasidone for the treatment of major depressive disorder with mixed features: a 
randomized, double-blind, placebo-controlled study. American Journal of Psychiatry, 2015. 173(4): p. 400-
407. 

1045. Patkar, A., et al., A 6 week randomized double-blind placebo-controlled trial of ziprasidone for the acute 
depressive mixed state. PloS one, 2012. 7(4): p. e34757. 

1046. Berman, R.M., et al., The efficacy and safety of aripiprazole as adjunctive therapy in major depressive 
disorder: a multicenter, randomized, double-blind, placebo-controlled study. J Clin Psychiatry, 2007. 68(6): 
p. 843-53. 

1047. Berman, R.M., et al., Aripiprazole augmentation in major depressive disorder: a double-blind, placebo-
controlled study in patients with inadequate response to antidepressants. CNS Spectr, 2009. 14(4): p. 197-
206. 

1048. Berman, R.M., et al., Long-term safety and tolerability of open-label aripiprazole augmentation of 
antidepressant therapy in major depressive disorder. Neuropsychiatr Dis Treat, 2011. 7: p. 303-12. 

https://www.webmd.com/drugs/2/drug-8827/phenelzine-oral/details
https://www.webmd.com/drugs/2/drug-8827/phenelzine-oral/details


Copyright ©2020 Reed Group, Ltd.  Page | 184 

1049. Lin, C.H., S.H. Lin, and F.L. Jang, Adjunctive low-dose aripiprazole with standard-dose sertraline in treating 
fresh major depressive disorder: a randomized, double-blind, controlled study. J Clin Psychopharmacol, 
2011. 31(5): p. 563-8. 

1050. Han, C., et al., Aripiprazole augmentation versus antidepressant switching for patients with major 
depressive disorder: A 6-week, randomized, rater-blinded, prospective study. J Psychiatr Res, 2015. 66-67: 
p. 84-94. 

1051. Mohamed, S., et al., Effect of antidepressant switching vs augmentation on remission among patients with 
major depressive disorder unresponsive to antidepressant treatment: the VAST-D randomized clinical trial. 
Jama, 2017. 318(2): p. 132-145. 

1052. Marcus, R.N., et al., The efficacy and safety of aripiprazole as adjunctive therapy in major depressive 
disorder: a second multicenter, randomized, double-blind, placebo-controlled study. J Clin Psychopharmacol, 
2008. 28(2): p. 156-65. 

1053. Kamijima, K., et al., Double-blind, comparative study of milnacipran and paroxetine in Japanese patients 
with major depression. Neuropsychiatr Dis Treat, 2013. 9: p. 555-65. 

1054. Fava, M., et al., A double-blind, placebo-controlled study of aripiprazole adjunctive to antidepressant 
therapy among depressed outpatients with inadequate response to prior antidepressant therapy (ADAPT-A 
Study). Psychother Psychosom, 2012. 81(2): p. 87-97. 

1055. Cheon, E.J., et al., Comparison of the Efficacy and Safety of Aripiprazole Versus Bupropion Augmentation in 
Patients With Major Depressive Disorder Unresponsive to Selective Serotonin Reuptake Inhibitors: A 
Randomized, Prospective, Open-Label Study. J Clin Psychopharmacol, 2017. 37(2): p. 193-199. 

1056. Hsu, J.H., et al., Impact of Prior Treatment on Remission of Late-Life Depression with Venlafaxine and 
Subsequent Aripiprazole or Placebo Augmentation. Am J Geriatr Psychiatry, 2016. 24(10): p. 918-22. 

1057. Nelson, J.C. and G.I. Papakostas, Atypical antipsychotic augmentation in major depressive disorder: a meta-
analysis of placebo-controlled randomized trials. American Journal of Psychiatry, 2009. 166(9): p. 980-991. 

1058. Thase, M.E., et al., Examining the efficacy of adjunctive aripiprazole in major depressive disorder: a pooled 
analysis of 2 studies. Prim Care Companion J Clin Psychiatry, 2008. 10(6): p. 440-7. 

1059. Casey, D.E., et al., Response and remission rates with adjunctive aripiprazole in patients with major 
depressive disorder who exhibit minimal or no improvement on antidepressant monotherapy. Int J Clin Pract, 
2014. 68(11): p. 1301-8. 

1060. Corya, S.A., et al., A randomized, double-blind comparison of olanzapine/fluoxetine combination, 
olanzapine, fluoxetine, and venlafaxine in treatment-resistant depression. Depression and anxiety, 2006. 
23(6): p. 364-372. 

1061. Shelton, R.C., et al., Olanzapine/fluoxetine combination for treatment-resistant depression: a controlled 
study of SSRI and nortriptyline resistance. The Journal of clinical psychiatry, 2005. 66(10): p. 1289-1297. 

1062. Brunner, E., et al., Efficacy and safety of olanzapine/fluoxetine combination vs fluoxetine monotherapy 
following successful combination therapy of treatment-resistant major depressive disorder. 
Neuropsychopharmacology, 2014. 39(11): p. 2549. 



Copyright ©2020 Reed Group, Ltd.  Page | 185 

1063. Rothschild, A.J., et al., A double-blind, randomized study of olanzapine and olanzapine/fluoxetine 
combination for major depression with psychotic features. Journal of Clinical Psychopharmacology, 2004. 
24(4): p. 365-373. 

1064. Bauer, M., et al., Extended-release quetiapine as adjunct to an antidepressant in patients with major 
depressive disorder: results of a randomized, placebo-controlled, double-blind study. The Journal of clinical 
psychiatry, 2009. 70(4): p. 540-549. 

1065. Weisler, R., et al., Extended release quetiapine fumarate monotherapy for major depressive disorder: results 
of a double-blind, randomized, placebo-controlled study. Cns Spectrums, 2009. 14(6): p. 299-313. 

1066. Wijkstra, J., et al., Treatment of unipolar psychotic depression: a randomized, double-blind study comparing 
imipramine, venlafaxine, and venlafaxine plus quetiapine. Acta Psychiatrica Scandinavica, 2010. 121(3): p. 
190-200. 

1067. McIntyre, A., A. Gendron, and A. McIntyre, Quetiapine adjunct to selective serotonin reuptake inhibitors or 
venlafaxine in patients with major depression, comorbid anxiety, and residual depressive symptoms: a 
randomized, placebo-controlled pilot study. Depression and Anxiety, 2007. 24(7): p. 487-494. 

1068. El-Khalili, N., et al., Extended-release quetiapine fumarate (quetiapine XR) as adjunctive therapy in major 
depressive disorder (MDD) in patients with an inadequate response to ongoing antidepressant treatment: a 
multicentre, randomized, double-blind, placebo-controlled study. International Journal of 
Neuropsychopharmacology, 2010. 13(7): p. 917-932. 

1069. Thase, M.E., et al., Efficacy and safety of adjunctive brexpiprazole 2 mg in major depressive disorder: a phase 
3, randomized, placebo-controlled study in patients with inadequate response to antidepressants. The 
Journal of clinical psychiatry, 2015. 76(9): p. 1224-1231. 

1070. Feet, P., S. Larsen, and O. Robak, A double blind study in out-patients with primary non-agitated depression 
treated with imipramine in combination with placebo, diazepam or dixyrazine. Acta Psychiatrica 
Scandinavica, 1985. 72(4): p. 334-340. 

1071. Mahmoud, R.A., et al., Risperidone for treatment-refractory major depressive disorder: a randomized trial. 
Annals of internal medicine, 2007. 147(9): p. 593-602. 

1072. Rapaport, M.H., et al., Effects of risperidone augmentation in patients with treatment-resistant depression: 
results of open-label treatment followed by double-blind continuation. Neuropsychopharmacology, 2006. 
31(11): p. 2505. 

1073. Keitner, G.I., et al., A randomized, placebo-controlled trial of risperidone augmentation for patients with 
difficult-to-treat unipolar, non-psychotic major depression. Journal of psychiatric research, 2009. 43(3): p. 
205-214. 

1074. Alexopoulos, G.S., et al., Placebo-controlled study of relapse prevention with risperidone augmentation in 
older patients with resistant depression. The American journal of geriatric psychiatry, 2008. 16(1): p. 21-30. 

1075. Papakostas, G.I., et al., Ziprasidone augmentation of escitalopram for major depressive disorder: efficacy 
results from a randomized, double-blind, placebo-controlled study. American Journal of Psychiatry, 2015. 
172(12): p. 1251-1258. 

1076. Cutler, A.J., et al., Extended release quetiapine fumarate monotherapy in major depressive disorder: a 
placebo-and duloxetine-controlled study. The Journal of clinical psychiatry, 2009. 



Copyright ©2020 Reed Group, Ltd.  Page | 186 

1077. Wang, G., et al., A randomized, double-blind study of the efficacy and tolerability of extended-release 
quetiapine fumarate (quetiapine XR) monotherapy in patients with major depressive disorder. 
Neuropsychiatric disease and treatment, 2014. 10: p. 201. 

1078. McIntyre, A., et al., Quetiapine fumarate extended-release for the treatment of major depression with 
comorbid fibromyalgia syndrome: a double-blind, randomized, placebo-controlled study. Arthritis & 
rheumatology, 2014. 66(2): p. 451-461. 

1079. Bortnick, B., et al., Efficacy and tolerability of extended release quetiapine fumarate (quetiapine XR) 
monotherapy in major depressive disorder: a placebo-controlled, randomized study. Journal of Affective 
Disorders, 2011. 128(1-2): p. 83-94. 

1080. Soares, C.N., et al., A pilot, 8-week, placebo lead-in trial of quetiapine extended release for depression in 
midlife women: impact on mood and menopause-related symptoms. Journal of clinical 
psychopharmacology, 2010. 30(5): p. 612-615. 

1081. Young, J., W. Hughes, and M. Lader, A controlled comparison of flupenthixol and amitriptyline in depressed 
outpatients. Br Med J, 1976. 1(6018): p. 1116-1118. 

1082. Uchida, H., et al., Combined treatment with sulpiride and paroxetine for accelerated response in patients 
with major depressive disorder. Journal of clinical psychopharmacology, 2005. 25(6): p. 545-551. 

1083. Papakostas, G.I., et al., A 12-week, randomized, double-blind, placebo-controlled, sequential parallel 
comparison trial of ziprasidone as monotherapy for major depressive disorder. J Clin Psychiatry, 2012. 
73(12): p. 1541-7. 

1084. Liebowitz, M., et al., Efficacy and tolerability of extended release quetiapine fumarate monotherapy as 
maintenance treatment of major depressive disorder: a randomized, placebo-controlled trial. Depression 
and Anxiety, 2010. 27(10): p. 964-976. 

1085. Amore, M. and M. Jori, Faster response on amisulpride 50 mg versus sertraline 50-100 mg in patients with 
dysthymia or double depression: a randomized, double-blind, parallel group study. International clinical 
psychopharmacology, 2001. 16(6): p. 317-324. 

1086. Boyer, P. and Y. Lecrubier, Atypical antipsychotic drugs in dysthymia: placebo controlled studies of 
amisulpride versus imipramine, versus amineptine. European Psychiatry, 1996. 11: p. 135s-140s. 

1087. Lecrubier, Y., et al., Clinical efficacy of milnacipran: placebo-controlled trials. International clinical 
psychopharmacology, 1996. 11: p. 29-33. 

1088. Cassano, G. and M. Jori, Efficacy and safety of amisulpride 50 mg versus paroxetine 20 mg in major 
depression: a randomized, double-blind, parallel group study. International clinical psychopharmacology, 
2002. 17(1): p. 27-32. 

1089. Smeraldi, E., Amisulpride versus fluoxetine in patients with dysthymia or major depression in partial 
remission: a double-blind, comparative study. Journal of affective disorders, 1998. 48(1): p. 47-56. 

1090. Reeves, H., et al., Efficacy of risperidone augmentation to antidepressants in the management of suicidality 
in major depressive disorder: a randomized, double-blind, placebo-controlled pilot study. The Journal of 
clinical psychiatry, 2008. 



Copyright ©2020 Reed Group, Ltd.  Page | 187 

1091. Thase, M.E., et al., Adjunctive brexpiprazole 1 and 3 mg for patients with major depressive disorder following 
inadequate response to antidepressants: a phase 3, randomized, double-blind study. The Journal of clinical 
psychiatry, 2015. 76(9): p. 1232-1240. 

1092. Nagele, P., et al., Nitrous oxide for treatment-resistant major depression: a proof-of-concept trial. Biological 
psychiatry, 2015. 78(1): p. 10-18. 

1093. Mathew, S.J., et al., Ketamine for treatment-resistant unipolar depression. CNS drugs, 2012. 26(3): p. 189-
204. 

1094. Irwin, S.A., et al., Daily oral ketamine for the treatment of depression and anxiety in patients receiving 
hospice care: a 28-day open-label proof-of-concept trial. J Palliat Med, 2013. 16(8): p. 958-65. 

1095. Murrough, J.W., et al., Antidepressant efficacy of ketamine in treatment-resistant major depression: a two-
site randomized controlled trial. Am J Psychiatry, 2013. 170(10): p. 1134-42. 

1096. Price, R.B., et al., Effects of ketamine on explicit and implicit suicidal cognition: a randomized controlled trial 
in treatment-resistant depression. Depress Anxiety, 2014. 31(4): p. 335-43. 

1097. Lapidus, K.A., et al., A randomized controlled trial of intranasal ketamine in major depressive disorder. 
Biological psychiatry, 2014. 76(12): p. 970-976. 

1098. Murrough, J.W., et al., Neurocognitive effects of ketamine and association with antidepressant response in 
individuals with treatment-resistant depression: a randomized controlled trial. Neuropsychopharmacology, 
2015. 40(5): p. 1084-90. 

1099. Singh, J.B., et al., A Double-Blind, Randomized, Placebo-Controlled, Dose-Frequency Study of Intravenous 
Ketamine in Patients With Treatment-Resistant Depression. Am J Psychiatry, 2016. 173(8): p. 816-26. 

1100. Ionescu, D.F., et al., A single infusion of ketamine improves depression scores in patients with anxious bipolar 
depression. Bipolar Disord, 2015. 17(4): p. 438-43. 

1101. Zarate, C.A., Jr., et al., A randomized trial of an N-methyl-D-aspartate antagonist in treatment-resistant 
major depression. Arch Gen Psychiatry, 2006. 63(8): p. 856-64. 

1102. Zarate, C.A., Jr., et al., Relationship of ketamine's plasma metabolites with response, diagnosis, and side 
effects in major depression. Biol Psychiatry, 2012. 72(4): p. 331-8. 

1103. Li, L. and P.E. Vlisides, Ketamine: 50 Years of Modulating the Mind. Front Hum Neurosci, 2016. 10: p. 612. 

1104. Jafarinia, M., et al., Efficacy and safety of oral ketamine versus diclofenac to alleviate mild to moderate 
depression in chronic pain patients: A double-blind, randomized, controlled trial. J Affect Disord, 2016. 204: 
p. 1-8. 

1105. Canuso, C.M., et al., Efficacy and Safety of Intranasal Esketamine for the Rapid Reduction of Symptoms of 
Depression and Suicidality in Patients at Imminent Risk for Suicide: Results of a Double-Blind, Randomized, 
Placebo-Controlled Study. Am J Psychiatry, 2018. 175(7): p. 620-630. 

1106. Daly, E.J., et al., Efficacy and Safety of Intranasal Esketamine Adjunctive to Oral Antidepressant Therapy in 
Treatment-Resistant Depression: A Randomized Clinical Trial. JAMA Psychiatry, 2018. 75(2): p. 139-148. 



Copyright ©2020 Reed Group, Ltd.  Page | 188 

1107. Targum, S.D., et al., Comparability of blinded remote and site-based assessments of response to adjunctive 
esketamine or placebo nasal spray in patients with treatment resistant depression. J Psychiatr Res, 2019. 
111: p. 68-73. 

1108. Popova, V., et al., S111. Randomized, Double-Blind Study of Flexibly-Dosed Intranasal Esketamine Plus Oral 
Antidepressant Vs. Active Control in Treatment-Resistant Depression. Biological Psychiatry, 2018. 83(9): p. 
S390. 

1109. Machado-Vieira, R., Trial of the Rapid Antisuicidal Effects of Intranasal Ketamine in Comorbid Depression 
and Alcohol Abuse. n/a. 

1110. Segev, A., Intra-nasal vs. Intra-venous Ketamine Administration. n/a. 

1111. Müller, N., et al., The cyclooxygenase-2 inhibitor celecoxib has therapeutic effects in major depression: 
results of a double-blind, randomized, placebo controlled, add-on pilot study to reboxetine. Molecular 
psychiatry, 2006. 11(7): p. 680. 

1112. Akhondzadeh, S., et al., Clinical trial of adjunctive celecoxib treatment in patients with major depression: a 
double blind and placebo controlled trial. Depress Anxiety, 2009. 26(7): p. 607-11. 

1113. Abbasi, S.H., et al., Effect of celecoxib add-on treatment on symptoms and serum IL-6 concentrations in 
patients with major depressive disorder: randomized double-blind placebo-controlled study. J Affect Disord, 
2012. 141(2-3): p. 308-14. 

1114. Majd, M., et al., A Randomized, Double-blind, Placebo-controlled Trial of Celecoxib Augmentation of 
Sertraline in Treatment of Drug-naive Depressed Women: A Pilot Study. Iran J Pharm Res, 2015. 14(3): p. 
891-9. 

1115. Jafari, S., et al., Celecoxib for the treatment of mild-to-moderate depression due to acute brucellosis: a 
double-blind, placebo-controlled, randomized trial. Journal of clinical pharmacy and therapeutics, 2015. 
40(4): p. 441-446. 

1116. Nery, F.G., et al., Celecoxib as an adjunct in the treatment of depressive or mixed episodes of bipolar 
disorder: a double-blind, randomized, placebo-controlled study. Hum Psychopharmacol, 2008. 23(2): p. 87-
94. 

1117. Alamdarsaravi, M., et al., Efficacy and safety of celecoxib monotherapy for mild to moderate depression in 
patients with colorectal cancer: A randomized double-blind, placebo controlled trial. Psychiatry research, 
2017. 255: p. 59-65. 

1118. Dean, O.M., et al., Adjunctive minocycline treatment for major depressive disorder: A proof of concept trial. 
Aust N Z J Psychiatry, 2017. 51(8): p. 829-840. 

1119. Block, T., et al., Mifepristone Plasma Level and Glucocorticoid Receptor Antagonism Associated With 
Response in Patients With Psychotic Depression. J Clin Psychopharmacol, 2017. 37(5): p. 505-511. 

1120. El-Haggar, S.M., et al., The Phosphodiesterase Inhibitor Pentoxifylline as a Novel Adjunct to Antidepressants 
in Major Depressive Disorder Patients: A Proof-of-Concept, Randomized, Double-Blind, Placebo-Controlled 
Trial. Psychother Psychosom, 2018. 87(6): p. 331-339. 

1121. Gougol, A., et al., Simvastatin as an adjuvant therapy to fluoxetine in patients with moderate to severe major 
depression: A double-blind placebo-controlled trial. Journal of Psychopharmacology, 2015. 29(5): p. 575-
581. 



Copyright ©2020 Reed Group, Ltd.  Page | 189 

1122. Husain, M.I., et al., Minocycline as an adjunct for treatment-resistant depressive symptoms: a pilot 
randomised placebo-controlled trial. Journal of Psychopharmacology, 2017. 31(9): p. 1166-1175. 

1123. Sepanjnia, K., et al., Pioglitazone adjunctive therapy for moderate-to-severe major depressive disorder: 
randomized double-blind placebo-controlled trial. Neuropsychopharmacology, 2012. 37(9): p. 2093. 

1124. Moreira, F.P., et al., The effect of proinflammatory cytokines in Cognitive Behavioral Therapy. Journal of 
neuroimmunology, 2015. 285: p. 143-146. 

1125. Berk, L.S., et al., Effects of religious vs. conventional cognitive-behavioral therapy on inflammatory markers 
and stress hormones in major depression and chronic medical illness: A randomized clinical trial. Open 
Journal of Psychiatry, 2015. 5(03): p. 238. 

1126. Raison, C.L., et al., A randomized controlled trial of the tumor necrosis factor antagonist infliximab for 
treatment-resistant depression: the role of baseline inflammatory biomarkers. JAMA Psychiatry, 2013. 
70(1): p. 31-41. 

1127. Tyring, S., et al., Etanercept and clinical outcomes, fatigue, and depression in psoriasis: double-blind placebo-
controlled randomised phase III trial. The Lancet, 2006. 367(9504): p. 29-35. 

1128. Mehta, D., et al., Transcriptional signatures related to glucose and lipid metabolism predict treatment 
response to the tumor necrosis factor antagonist infliximab in patients with treatment-resistant depression. 
Brain, behavior, and immunity, 2013. 31: p. 205-215. 

1129. Ertenli, I., et al., Infliximab, a TNF-alpha antagonist treatment in patients with ankylosing spondylitis: the 
impact on depression, anxiety and quality of life level. Rheumatology international, 2012. 32(2): p. 323-330. 

1130. Gordon, K.B., et al., Anxiety and depression in patients with moderate-to-severe psoriasis and comparison 
of change from baseline after treatment with guselkumab vs. adalimumab: results from the Phase 3 VOYAGE 
2 study. J Eur Acad Dermatol Venereol, 2018. 32(11): p. 1940-1949. 

1131. Feldman, S.R., et al., Infliximab improves health-related quality of life in the presence of comorbidities 
among patients with moderate-to-severe psoriasis. Br J Dermatol, 2008. 159(3): p. 704-10. 

1132. Al-Karawi, D. and L. Jubair, Bright light therapy for nonseasonal depression: meta-analysis of clinical trials. 
Journal of affective disorders, 2016. 198: p. 64-71. 

1133. Bergman, J., et al., Curcumin as an add-on to antidepressive treatment: a randomized, double-blind, 
placebo-controlled, pilot clinical study. Clin Neuropharmacol, 2013. 36(3): p. 73-7. 

1134. Lopresti, A.L., et al., Curcumin for the treatment of major depression: a randomised, double-blind, placebo 
controlled study. J Affect Disord, 2014. 167: p. 368-75. 

1135. Panahi, Y., et al., Investigation of the efficacy of adjunctive therapy with bioavailability-boosted 
curcuminoids in major depressive disorder. Phytother Res, 2015. 29(1): p. 17-21. 

1136. Sanmukhani, J., et al., Efficacy and safety of curcumin in major depressive disorder: a randomized controlled 
trial. Phytother Res, 2014. 28(4): p. 579-85. 

1137. Yu, J.J., et al., Chronic Supplementation of Curcumin Enhances the Efficacy of Antidepressants in Major 
Depressive Disorder: A Randomized, Double-Blind, Placebo-Controlled Pilot Study. J Clin Psychopharmacol, 
2015. 35(4): p. 406-10. 



Copyright ©2020 Reed Group, Ltd.  Page | 190 

1138. Brenner, R., et al., Comparison of an extract of hypericum (LI 160) and sertraline in the treatment of 
depression: a double-blind, randomized pilot study. Clinical therapeutics, 2000. 22(4): p. 411-419. 

1139. Kasper, S. and A. Dienel, Cluster analysis of symptoms during antidepressant treatment with Hypericum 
extract in mildly to moderately depressed out-patients. A meta-analysis of data from three randomized, 
placebo-controlled trials. Psychopharmacology, 2002. 164(3): p. 301-308. 

1140. Linde, K., et al., St John’s wort for depression. Cochrane Database Syst Rev, 2005. 2. 

1141. Hammerness, P., et al., St. John’s wort: a systematic review of adverse effects and drug interactions for the 
consultation psychiatrist. Psychosomatics, 2003. 44(4): p. 271-282. 

1142. Gaster, B. and J. Holroyd, St John's wort for depression: a systematic review. Archives of Internal Medicine, 
2000. 160(2): p. 152-156. 

1143. Whiskey, E., U. Werneke, and D. Taylor, A systematic review and meta-analysis of Hypericum perforatum in 
depression: a comprehensive clinical review. International clinical psychopharmacology, 2001. 16(5): p. 239-
252. 

1144. Apaydin, E.A., et al., A systematic review of St. John’s wort for major depressive disorder. Systematic reviews, 
2016. 5(1): p. 148. 

1145. Papakostas, G.I., et al., Timing of clinical improvement and symptom resolution in the treatment of major 
depressive disorder. Psychiatry Research, 2007. 149(1): p. 195-200. 

1146. Vitiello, B., et al., Hyperforin plasma level as a marker of treatment adherence in the National Institutes of 
Health Hypericum Depression Trial. Journal of clinical psychopharmacology, 2005. 25(3): p. 243-249. 

1147. Lecrubier, Y., et al., Efficacy of St. John’s wort extract WS 5570 in major depression: a double-blind, placebo-
controlled trial. American Journal of Psychiatry, 2002. 159(8): p. 1361-1366. 

1148. Kalb, R., R. Trautmann-Sponsel, and M. Kieser, Efficacy and tolerability of hypericum extract WS 5572 versus 
placebo in mildly to moderately depressed patients. Pharmacopsychiatry, 2001. 34(03): p. 96-103. 

1149. Philipp, M., et al., Hypericum extract versus imipramine or placebo in patients with moderate depression: 
randomised multicentre study of treatment for eight weeksCommentary: Has hypericum found its place in 
antidepressant treatment? Bmj, 1999. 319(7224): p. 1534-1539. 

1150. Shelton, R.C., et al., Effectiveness of St John's wort in major depression: a randomized controlled trial. Jama, 
2001. 285(15): p. 1978-1986. 

1151. Group, H.D.T.S., Effect of Hypericum perforatum (St John's wort) in major depressive disorder: a randomized 
controlled trial. Jama, 2002. 287(14): p. 1807-1814. 

1152. Sarris, J., et al., St John’s wort (Hypericum perforatum) versus sertraline and placebo in major depressive 
disorder: continuation data from a 26-week RCT. Pharmacopsychiatry, 2012. 45(07): p. 275-278. 

1153. Vorbach, E.-U., W.-D. Hübner, and K.-H. Arnoldt, Effectiveness and tolerance of the hypericum extract LI 160 
in comparison with imipramine: randomized double-blind study with 135 outpatients. Journal of geriatric 
psychiatry and neurology, 1994. 7(1_suppl): p. 19-23. 



Copyright ©2020 Reed Group, Ltd.  Page | 191 

1154. Szegedi, A., et al., Acute treatment of moderate to severe depression with hypericum extract WS 5570 (St 
John's wort): randomised controlled double blind non-inferiority trial versus paroxetine. Bmj, 2005. 
330(7490): p. 503. 

1155. Woelk, H., Comparison of St John's wort and imipramine for treating depression: randomised controlled 
trial. Bmj, 2000. 321(7260): p. 536-539. 

1156. Gastpar, M., A. Singer, and K. Zeller, Efficacy and tolerability of hypericum extract STW3 in long-term 
treatment with a once-daily dosage in comparison with sertraline. Pharmacopsychiatry, 2005. 38(02): p. 78-
86. 

1157. Van Gurp, G., et al., St John's wort or sertraline? Randomized controlled trial in primary care. Canadian 
Family Physician, 2002. 48(5): p. 905-912. 

1158. Harrer, G., et al., Comparison of equivalence between the St. John’s wort extract LoHyp-57 and fluoxetine. 
Arzneimittelforschung, 1999. 49(04): p. 289-296. 

1159. Schrader, E., Equivalence of St John's wort extract (Ze 117) and fluoxetine: a randomized, controlled study 
in mild-moderate depression. International clinical psychopharmacology, 2000. 

1160. Rogers, P.J., et al., No effect of n-3 long-chain polyunsaturated fatty acid (EPA and DHA) supplementation 
on depressed mood and cognitive function: a randomised controlled trial. British Journal of Nutrition, 2008. 
99(2): p. 421-431. 

1161. Antypa, N., et al., Effects of omega-3 fatty acid supplementation on mood and emotional information 
processing in recovered depressed individuals. Journal of Psychopharmacology, 2012. 26(5): p. 738-743. 

1162. Mischoulon, D., et al., A double-blind, randomized controlled clinical trial comparing eicosapentaenoic acid 
versus docosahexaenoic acid for depression. J Clin Psychiatry, 2015. 76(1): p. 54-61. 

1163. Duffy, S.L., et al., The effect of 12-wk ω-3 fatty acid supplementation on in vivo thalamus glutathione 
concentration in patients “at risk” for major depression. Nutrition, 2015. 31(10): p. 1247-1254. 

1164. Gertsik, L., et al., Omega-3 fatty acid augmentation of citalopram treatment for patients with major 
depressive disorder. Journal of clinical psychopharmacology, 2012. 32(1): p. 61. 

1165. Silvers, K.M., et al., Randomised double-blind placebo-controlled trial of fish oil in the treatment of 
depression. Prostaglandins, Leukotrienes and Essential Fatty Acids, 2005. 72(3): p. 211-218. 

1166. Marangell, L.B., et al., A double-blind, placebo-controlled study of the omega-3 fatty acid docosahexaenoic 
acid in the treatment of major depression. American Journal of Psychiatry, 2003. 160(5): p. 996-998. 

1167. Jazayeri, S., et al., Comparison of therapeutic effects of omega-3 fatty acid eicosapentaenoic acid and 
fluoxetine, separately and in combination, in major depressive disorder. Australian & New Zealand Journal 
of Psychiatry, 2008. 42(3): p. 192-198. 

1168. Tajalizadekhoob, Y., et al., The effect of low-dose omega 3 fatty acids on the treatment of mild to moderate 
depression in the elderly: a double-blind, randomized, placebo-controlled study. European archives of 
psychiatry and clinical neuroscience, 2011. 261(8): p. 539-549. 

1169. Appleton, K.M., et al., Effects of n–3 long-chain polyunsaturated fatty acids on depressed mood: systematic 
review of published trials–. The American journal of clinical nutrition, 2006. 84(6): p. 1308-1316. 



Copyright ©2020 Reed Group, Ltd.  Page | 192 

1170. Appleton, K.M., et al., ω-3 Fatty acids for major depressive disorder in adults: an abridged Cochrane review. 
BMJ open, 2016. 6(3): p. e010172. 

1171. Bloch, M.H. and J. Hannestad, Omega-3 fatty acids for the treatment of depression: systematic review and 
meta-analysis. Molecular psychiatry, 2012. 17(12): p. 1272. 

1172. Grosso, G., et al., Role of omega-3 fatty acids in the treatment of depressive disorders: a comprehensive 
meta-analysis of randomized clinical trials. PloS one, 2014. 9(5): p. e96905. 

1173. Grosso, G., et al., Dietary n-3 PUFA, fish consumption and depression: A systematic review and meta-analysis 
of observational studies. Journal of affective disorders, 2016. 205: p. 269-281. 

1174. Lin, P.-Y. and K.-P. Su, A meta-analytic review of double-blind, placebo-controlled trials of antidepressant 
efficacy of omega-3 fatty acids. Journal of Clinical Psychiatry, 2007. 68(7): p. 1056-1061. 

1175. Martins, J.G., EPA but not DHA appears to be responsible for the efficacy of omega-3 long chain 
polyunsaturated fatty acid supplementation in depression: evidence from a meta-analysis of randomized 
controlled trials. Journal of the American College of Nutrition, 2009. 28(5): p. 525-542. 

1176. Mocking, R.J., et al., Meta-analysis and meta-regression of omega-3 polyunsaturated fatty acid 
supplementation for major depressive disorder. Transl Psychiatry, 2016. 6: p. e756. 

1177. Ortega, R., E. Rodríguez-Rodríguez, and A. López-Sobaler, Effects of omega 3 fatty acids supplementation in 
behavior and non-neurodegenerative neuropsychiatric disorders. British Journal of Nutrition, 2012. 107(S2): 
p. S261-S270. 

1178. Sublette, M.E., et al., Meta-analysis: effects of eicosapentaenoic acid in clinical trials in depression. The 
Journal of clinical psychiatry, 2011. 72(12): p. 1577. 

1179. Ross, B.M., J. Seguin, and L.E. Sieswerda, Omega-3 fatty acids as treatments for mental illness: which 
disorder and which fatty acid? Lipids in health and disease, 2007. 6(1): p. 21. 

1180. Bertone-Johnson, E.R., et al., Vitamin D supplementation and depression in the women’s health initiative 
calcium and vitamin D trial. American journal of epidemiology, 2012. 176(1): p. 1-13. 

1181. Almeida, O.P., et al., Vitamin D concentration and its association with past, current and future depression 
in older men: The Health In Men Study. Maturitas, 2015. 81(1): p. 36-41. 

1182. Leedahl, D.D., et al., Hypovitaminosis D in psychiatric inpatients: clinical correlation with depressive 
symptoms, cognitive impairment, and prescribing practices. Psychosomatics, 2013. 54(3): p. 257-262. 

1183. Black, L.J., et al., Low vitamin D levels are associated with symptoms of depression in young adult males. 
Australian & New Zealand Journal of Psychiatry, 2014. 48(5): p. 464-471. 

1184. Li, G., et al., Efficacy of vitamin D supplementation in depression in adults: a systematic review. The Journal 
of Clinical Endocrinology & Metabolism, 2014. 99(3): p. 757-767. 

1185. Spedding, S., Vitamin D and depression: a systematic review and meta-analysis comparing studies with and 
without biological flaws. Nutrients, 2014. 6(4): p. 1501-1518. 

1186. Gowda, U., et al., Vitamin D supplementation to reduce depression in adults: meta-analysis of randomized 
controlled trials. Nutrition, 2015. 31(3): p. 421-429. 



Copyright ©2020 Reed Group, Ltd.  Page | 193 

1187. Brouwer-Brolsma, E., et al., Low vitamin D status is associated with more depressive symptoms in Dutch 
older adults. European journal of nutrition, 2016. 55(4): p. 1525-1534. 

1188. Kjærgaard, M., et al., Effect of vitamin D supplement on depression scores in people with low levels of serum 
25-hydroxyvitamin D: nested case–control study and randomised clinical trial. The British Journal of 
Psychiatry, 2012. 201(5): p. 360-368. 

1189. Mozaffari-Khosravi, H., et al., The effect of 2 different single injections of high dose of vitamin D on improving 
the depression in depressed patients with vitamin D deficiency: a randomized clinical trial. Journal of clinical 
psychopharmacology, 2013. 33(3): p. 378-385. 

1190. Sepehrmanesh, Z., et al., Vitamin D Supplementation Affects the Beck Depression Inventory, Insulin 
Resistance, and Biomarkers of Oxidative Stress in Patients with Major Depressive Disorder: A Randomized, 
Controlled Clinical Trial, 2. The Journal of nutrition, 2015. 146(2): p. 243-248. 

1191. Frandsen, T.B., et al., Vitamin D supplementation for treatment of seasonal affective symptoms in 
healthcare professionals: a double-blind randomised placebo-controlled trial. BMC research notes, 2014. 
7(1): p. 528. 

1192. Khoraminya, N., et al., Therapeutic effects of vitamin D as adjunctive therapy to fluoxetine in patients with 
major depressive disorder. Australian & New Zealand Journal of Psychiatry, 2013. 47(3): p. 271-275. 

1193. Almeida, O.P., et al., B vitamins to enhance treatment response to antidepressants in middle-aged and older 
adults: results from the B-VITAGE randomised, double-blind, placebo-controlled trial. The British Journal of 
Psychiatry, 2014. 205(6): p. 450-457. 

1194. Almeida, O.P., A.H. Ford, and L. Flicker, Systematic review and meta-analysis of randomized placebo-
controlled trials of folate and vitamin B12 for depression. International psychogeriatrics, 2015. 27(5): p. 727-
737. 

1195. Nordqvist, C. Vitamins: What are they, and how do they work? 2017; Available from: 
https://www.medicalnewstoday.com/articles/195878.php. 

1196. Coppen, A. and J. Bailey, Enhancement of the antidepressant action of fluoxetine by folic acid: a randomised, 
placebo controlled trial. Journal of affective disorders, 2000. 60(2): p. 121-130. 

1197. Ghaleiha, A., et al., Adjuvant thiamine improved standard treatment in patients with major depressive 
disorder: results from a randomized, double-blind, and placebo-controlled clinical trial. European archives 
of psychiatry and clinical neuroscience, 2016. 266(8): p. 695-702. 

1198. Ford, A.H., et al., Vitamins B12, B6, and folic acid for onset of depressive symptoms in older men: results 
from a 2-year placebo-controlled randomized trial. The Journal of clinical psychiatry, 2008. 69(8): p. 1203-
1209. 

1199. Long, S.-J. and D. Benton, Effects of vitamin and mineral supplementation on stress, mild psychiatric 
symptoms, and mood in nonclinical samples: a meta-analysis. Psychosomatic medicine, 2013. 75(2): p. 144-
153. 

1200. Schefft, C., et al., Efficacy of adding nutritional supplements in unipolar depression: A systematic review and 
meta-analysis. European Neuropsychopharmacology, 2017. 27(11): p. 1090-1109. 

1201. Hvas, A.-M., et al., No effect of vitamin B-12 treatment on cognitive function and depression: a randomized 
placebo controlled study. Journal of affective disorders, 2004. 81(3): p. 269-273. 

https://www.medicalnewstoday.com/articles/195878.php


Copyright ©2020 Reed Group, Ltd.  Page | 194 

1202. Hvas, A.-M., J. Ellegaard, and E. Nexø, Vitamin B12 treatment normalizes metabolic markers but has limited 
clinical effect: a randomized placebo-controlled study. Clinical chemistry, 2001. 47(8): p. 1396-1404. 

1203. Betthauser, K., J. Pilz, and L.E. Vollmer, Use and effects of cannabinoids in military veterans with 
posttraumatic stress disorder. Am J Health Syst Pharm, 2015. 72(15): p. 1279-84. 

1204. Bonn-Miller, M.O., et al., Prospective investigation of the impact of cannabis use disorders on posttraumatic 
stress disorder symptoms among veterans in residential treatment. Psychological Trauma: Theory, 
Research, Practice, and Policy, 2013. 5(2): p. 193. 

1205. Steenkamp, M.M., et al., Marijuana and other cannabinoids as a treatment for posttraumatic stress 
disorder: A literature review. Depression and anxiety, 2017. 

1206. Bricker, J.B., et al., Does occasional cannabis use impact anxiety and depression treatment outcomes?: 
results from a randomized effectiveness trial. Depression and Anxiety, 2007. 24(6): p. 392-398. 

1207. Danielsson, A.-K., et al., Cannabis use, depression and anxiety: A 3-year prospective population-based study. 
Journal of affective disorders, 2016. 193: p. 103-108. 

1208. Kotin, J., R.M. Post, and F.K. Goodwin, Δ9-Tetrahydrocannabinol in depressed patients. Archives of General 
Psychiatry, 1973. 28(3): p. 345-348. 

1209. Lev-Ran, S., et al., The association between cannabis use and depression: a systematic review and meta-
analysis of longitudinal studies. Psychological medicine, 2014. 44(4): p. 797-810. 

1210. Smolkina, M., et al., Cannabis and depression: a twin model approach to co-morbidity. Behavior genetics, 
2017. 47(4): p. 394-404. 

1211. Whiting, P.F., et al., Cannabinoids for medical use: a systematic review and meta-analysis. Jama, 2015. 
313(24): p. 2456-2473. 

1212. Rouse, B.A. and J.A. Ewing, Marijuana and other drug use by graduate and professional students. American 
Journal of Psychiatry, 1972. 129(4): p. 415-420. 

1213. Bares, M., et al., Low frequency (1-Hz), right prefrontal repetitive transcranial magnetic stimulation (rTMS) 
compared with venlafaxine ER in the treatment of resistant depression: a double-blind, single-centre, 
randomized study. J Affect Disord, 2009. 118(1-3): p. 94-100. 

1214. Fitzgerald, P.B., et al., Transcranial magnetic stimulation in the treatment of depression: a double-blind, 
placebo-controlled trial. Arch Gen Psychiatry, 2003. 60(10): p. 1002-8. 

1215. Fitzgerald, P.B., et al., A randomized, controlled trial of sequential bilateral repetitive transcranial magnetic 
stimulation for treatment-resistant depression. Am J Psychiatry, 2006. 163(1): p. 88-94. 

1216. Fitzgerald, P.B., et al., A randomized trial of low-frequency right-prefrontal-cortex transcranial magnetic 
stimulation as augmentation in treatment-resistant major depression. Int J Neuropsychopharmacol, 2006. 
9(6): p. 655-66. 

1217. Fitzgerald, P.B., et al., A randomized trial of the anti-depressant effects of low- and high-frequency 
transcranial magnetic stimulation in treatment-resistant depression. Depress Anxiety, 2009. 26(3): p. 229-
34. 



Copyright ©2020 Reed Group, Ltd.  Page | 195 

1218. Fitzgerald, P.B., et al., A double blind randomized trial of unilateral left and bilateral prefrontal cortex 
transcranial magnetic stimulation in treatment resistant major depression. J Affect Disord, 2012. 139(2): p. 
193-8. 

1219. Schutter, D.J., et al., Partial clinical response to 2 weeks of 2 Hz repetitive transcranial magnetic stimulation 
to the right parietal cortex in depression. International Journal of Neuropsychopharmacology, 2009. 12(5): 
p. 643-650. 

1220. Brunelin, J., et al., The efficacy and safety of low frequency repetitive transcranial magnetic stimulation for 
treatment-resistant depression: the results from a large multicenter French RCT. Brain Stimul, 2014. 7(6): p. 
855-63. 

1221. Rossini, D., et al., Transcranial magnetic stimulation in treatment-resistant depressed patients: a double-
blind, placebo-controlled trial. Psychiatry Research, 2005. 137(1): p. 1-10. 

1222. Avery, D.H., et al., A controlled study of repetitive transcranial magnetic stimulation in medication-resistant 
major depression. Biol Psychiatry, 2006. 59(2): p. 187-94. 

1223. O’Reardon, J.P., et al., Efficacy and safety of transcranial magnetic stimulation in the acute treatment of 
major depression: a multisite randomized controlled trial. Biological psychiatry, 2007. 62(11): p. 1208-1216. 

1224. Lisanby, S.H., et al., Daily left prefrontal repetitive transcranial magnetic stimulation in the acute treatment 
of major depression: clinical predictors of outcome in a multisite, randomized controlled clinical trial. 
Neuropsychopharmacology, 2009. 34(2): p. 522-34. 

1225. Solvason, H., et al., Improvement in quality of life with left prefrontal transcranial magnetic stimulation in 
patients with pharmacoresistant major depression: acute and six month outcomes. Brain Stimulation: Basic, 
Translational, and Clinical Research in Neuromodulation, 2014. 7(2): p. 219-225. 

1226. Wang, Y.-M., et al., Randomized controlled trial of repetitive transcranial magnetic stimulation combined 
with paroxetine for the treatment of patients with first-episode major depressive disorder. Psychiatry 
research, 2017. 254: p. 18-23. 

1227. George, M.S., et al., Daily left prefrontal transcranial magnetic stimulation therapy for major depressive 
disorder: a sham-controlled randomized trial. Arch Gen Psychiatry, 2010. 67(5): p. 507-16. 

1228. Borckardt, J.J., et al., The painfulness of active, but not sham, transcranial magnetic stimulation decreases 
rapidly over time: results from the double-blind phase of the OPT-TMS Trial. Brain stimulation, 2013. 6(6): 
p. 925-928. 

1229. Aguirre, I., et al., Age predicts low-frequency transcranial magnetic stimulation efficacy in major depression. 
J Affect Disord, 2011. 130(3): p. 466-9. 

1230. Huang, M.-l., et al., Repetitive transcranial magnetic stimulation in combination with citalopram in young 
patients with first-episode major depressive disorder: a double-blind, randomized, sham-controlled trial. 
Australian & New Zealand Journal of Psychiatry, 2012. 46(3): p. 257-264. 

1231. Theleritis, C., et al., Two versus one high-frequency repetitive transcranial magnetic stimulation session per 
day for treatment-resistant depression: a randomized sham-controlled trial. The journal of ECT, 2017. 33(3): 
p. 190-197. 



Copyright ©2020 Reed Group, Ltd.  Page | 196 

1232. Grunhaus, L., et al., A randomized controlled comparison of electroconvulsive therapy and repetitive 
transcranial magnetic stimulation in severe and resistant nonpsychotic major depression. Biological 
Psychiatry, 2003. 53(4): p. 324-331. 

1233. Prasser, J., et al., Bilateral prefrontal rTMS and theta burst TMS as an add-on treatment for depression: a 
randomized placebo controlled trial. The World Journal of Biological Psychiatry, 2015. 16(1): p. 57-65. 

1234. Mogg, A., et al., A randomized controlled trial with 4-month follow-up of adjunctive repetitive transcranial 
magnetic stimulation of the left prefrontal cortex for depression. Psychological Medicine, 2008. 38(3): p. 
323-333. 

1235. Blumberger, D.M., et al., Unilateral and bilateral MRI-targeted repetitive transcranial magnetic stimulation 
for treatment-resistant depression: a randomized controlled study. Journal of psychiatry & neuroscience: 
JPN, 2016. 41(4): p. E58. 

1236. Rosa, M.A., et al., Comparison of repetitive transcranial magnetic stimulation and electroconvulsive therapy 
in unipolar non-psychotic refractory depression: a randomized, single-blind study. International Journal of 
Neuropsychopharmacology, 2006. 9(6): p. 667-676. 

1237. Loo, C.K. and P.B. Mitchell, A review of the efficacy of transcranial magnetic stimulation (TMS) treatment 
for depression, and current and future strategies to optimize efficacy. Journal of affective disorders, 2005. 
88(3): p. 255-267. 

1238. Wajdik, C., et al., No Change in Neuropsychological Functioning After Receiving Repetitive Transcranial 
Magnetic Stimulation (TMS) Treatment for Major Depression. The journal of ECT, 2014. 30(4): p. 320. 

1239. Pallanti, S., et al., Unilateral low frequency versus sequential bilateral repetitive transcranial magnetic 
stimulation: is simpler better for treatment of resistant depression? Neuroscience, 2010. 167(2): p. 323-8. 

1240. Galletly, C., et al., A randomized trial comparing repetitive transcranial magnetic stimulation given 3 
days/week and 5 days/week for the treatment of major depression: is efficacy related to the duration of 
treatment or the number of treatments? Psychological medicine, 2012. 42(5): p. 981-988. 

1241. Eranti, S., et al., A randomized, controlled trial with 6-month follow-up of repetitive transcranial magnetic 
stimulation and electroconvulsive therapy for severe depression. American Journal of Psychiatry, 2007. 
164(1): p. 73-81. 

1242. Hansen, P.E.B., et al., Low-frequency repetitive transcranial magnetic stimulation inferior to 
electroconvulsive therapy in treating depression. The journal of ECT, 2011. 27(1): p. 26-32. 

1243. Koerselman, F., D.M. Laman, and M. Willems, A 3-month, follow-up, randomized, placebo-controlled study 
of repetitive transcranial magnetic stimulation in depression. The Journal of clinical psychiatry, 2004. 65(10): 
p. 1323-1328. 

1244. Levkovitz, Y., et al., Deep transcranial magnetic stimulation over the prefrontal cortex: evaluation of 
antidepressant and cognitive effects in depressive patients. Brain Stimulation: Basic, Translational, and 
Clinical Research in Neuromodulation, 2009. 2(4): p. 188-200. 

1245. Herbsman, T., et al., More lateral and anterior prefrontal coil location is associated with better repetitive 
transcranial magnetic stimulation antidepressant response. Biol Psychiatry, 2009. 66(5): p. 509-15. 



Copyright ©2020 Reed Group, Ltd.  Page | 197 

1246. Keshtkar, M., A. Ghanizadeh, and A. Firoozabadi, Repetitive transcranial magnetic stimulation versus 
electroconvulsive therapy for the treatment of major depressive disorder, a randomized controlled clinical 
trial. The journal of ECT, 2011. 27(4): p. 310-314. 

1247. Philip, N.S., et al., Can medication free, treatment-resistant, depressed patients who initially respond to TMS 
be maintained off medications? A prospective, 12-month multisite randomized pilot study. Brain 
Stimulation: Basic, Translational, and Clinical Research in Neuromodulation, 2016. 9(2): p. 251-257. 

1248. Triggs, W.J., et al., Right and left dorsolateral pre-frontal rTMS treatment of refractory depression: a 
randomized, sham-controlled trial. Psychiatry research, 2010. 178(3): p. 467-474. 

1249. McLoughlin, D.M., et al., The clinical effectiveness and cost of repetitive transcranial magnetic stimulation 
versus electroconvulsive therapy in severe depression: a multicentre pragmatic randomised controlled trial 
and economic analysis. Health technology assessment (Winchester, England), 2007. 11(24): p. 1-54. 

1250. Chistyakov, A.V., et al., Effect of electroconvulsive therapy on cortical excitability in patients with major 
depression: a transcranial magnetic stimulation study. Clin Neurophysiol, 2005. 116(2): p. 386-92. 

1251. Rosenquist, P.B., et al., What predicts patients' expressed likelihood of choosing electroconvulsive therapy 
as a future treatment option? The journal of ECT, 2006. 22(1): p. 33-37. 

1252. U.S. Food and Drug Administration. Brainsway Deep Transcranial Magnetic Stimulation System. 2018; 
Available from: https://www.accessdata.fda.gov/cdrh_docs/pdf17/DEN170078.pdf. 

1253. Fitzgerald, P.B., et al., A randomized trial of unilateral and bilateral prefrontal cortex transcranial magnetic 
stimulation in treatment-resistant major depression. Psychol Med, 2011. 41(6): p. 1187-96. 

1254. Bewernick, B.H., et al., Long-term effects of nucleus accumbens deep brain stimulation in treatment-
resistant depression: evidence for sustained efficacy. Neuropsychopharmacology, 2012. 37(9): p. 1975. 

1255. Puigdemont, D., et al., A randomized double-blind crossover trial of deep brain stimulation of the subcallosal 
cingulate gyrus in patients with treatment-resistant depression: a pilot study of relapse prevention. Journal 
of psychiatry & neuroscience: JPN, 2015. 40(4): p. 224. 

1256. Holtzheimer, P.E., et al., Subcallosal cingulate deep brain stimulation for treatment-resistant unipolar and 
bipolar depression. Archives of general psychiatry, 2012. 69(2): p. 150-158. 

1257. Ramasubbu, R., et al., Double-blind optimization of subcallosal cingulate deep brain stimulation for 
treatment-resistant depression: a pilot study. Journal of psychiatry & neuroscience: JPN, 2013. 38(5): p. 325. 

1258. Berlim, M.T., et al., Effectiveness and acceptability of deep brain stimulation (DBS) of the subgenual 
cingulate cortex for treatment-resistant depression: a systematic review and exploratory meta-analysis. 
Journal of affective disorders, 2014. 159: p. 31-38. 

1259. Fitzgerald, P.B. and R.A. Segrave, Deep brain stimulation in mental health: Review of evidence for clinical 
efficacy. Australian & New Zealand Journal of Psychiatry, 2015. 49(11): p. 979-993. 

1260. Morishita, T., et al., Deep brain stimulation for treatment-resistant depression: systematic review of clinical 
outcomes. Neurotherapeutics, 2014. 11(3): p. 475-484. 

1261. Mosley, P.E., R. Marsh, and A. Carter, Deep brain stimulation for depression: Scientific issues and future 
directions. Australian & New Zealand Journal of Psychiatry, 2015. 49(11): p. 967-978. 

https://www.accessdata.fda.gov/cdrh_docs/pdf17/DEN170078.pdf


Copyright ©2020 Reed Group, Ltd.  Page | 198 

1262. Naesström, M., P. Blomstedt, and O. Bodlund, A systematic review of psychiatric indications for deep brain 
stimulation, with focus on major depressive and obsessive-compulsive disorder. Nordic Journal of Psychiatry, 
2016. 70(7): p. 483-491. 

1263. Sun, Y., et al., Deep brain stimulation modulates gamma oscillations and theta–gamma coupling in 
treatment resistant depression. Brain Stimulation: Basic, Translational, and Clinical Research in 
Neuromodulation, 2015. 8(6): p. 1033-1042. 

1264. Bergfeld, I.O., et al., Deep Brain Stimulation of the Ventral Anterior Limb of the Internal Capsule for 
Treatment-Resistant Depression: A Randomized Clinical Trial. JAMA Psychiatry, 2016. 73(5): p. 456-64. 

1265. Dougherty, D.D., et al., A Randomized Sham-Controlled Trial of Deep Brain Stimulation of the Ventral 
Capsule/Ventral Striatum for Chronic Treatment-Resistant Depression. Biol Psychiatry, 2015. 78(4): p. 240-
8. 

1266. Rush, A.J., et al., Vagus nerve stimulation for treatment-resistant depression: a randomized, controlled acute 
phase trial. Biological psychiatry, 2005. 58(5): p. 347-354. 

1267. Rush, A.J., et al., Effects of 12 months of vagus nerve stimulation in treatment-resistant depression: a 
naturalistic study. Biological psychiatry, 2005. 58(5): p. 355-363. 

1268. Aaronson, S.T., et al., Vagus nerve stimulation therapy randomized to different amounts of electrical charge 
for treatment-resistant depression: acute and chronic effects. Brain Stimulation: Basic, Translational, and 
Clinical Research in Neuromodulation, 2013. 6(4): p. 631-640. 

1269. Nierenberg, A.A., et al., Vagus nerve stimulation: 2-year outcomes for bipolar versus unipolar treatment-
resistant depression. Biological psychiatry, 2008. 64(6): p. 455-460. 

1270. Martin, J. and E. Martin-Sanchez, Systematic review and meta-analysis of vagus nerve stimulation in the 
treatment of depression: variable results based on study designs. European Psychiatry, 2012. 27(3): p. 147-
155. 

1271. Andrade, P., et al., Neurostimulatory and ablative treatment options in major depressive disorder: a 
systematic review. Acta neurochirurgica, 2010. 152(4): p. 565-577. 

1272. Daban, C., et al., Safety and efficacy of Vagus Nerve Stimulation in treatment-resistant depression. A 
systematic review. Journal of affective disorders, 2008. 110(1): p. 1-15. 

1273. Müller, H.H., et al., Vagus Nerve Stimulation (VNS) and Other Augmentation Strategies for Therapy-
Resistant Depression (TRD): Review of the Evidence and Clinical Advice for Use. Frontiers in neuroscience, 
2018. 12: p. 239. 

1274. Folkerts, H., et al., Electroconvulsive therapy vs. paroxetine in treatment-resistant depression—a 
randomized study. Acta Psychiatrica Scandinavica, 1997. 96(5): p. 334-342. 

1275. Mayur, P.M., et al., Discontinuation of antidepressant drugs during electroconvulsive therapy: a controlled 
study. Journal of affective disorders, 2000. 58(1): p. 37-41. 

1276. Sackeim, H.A., et al., A prospective, randomized, double-blind comparison of bilateral and right unilateral 
electroconvulsive therapy at different stimulus intensities. Archives of General Psychiatry, 2000. 57(5): p. 
425-434. 



Copyright ©2020 Reed Group, Ltd.  Page | 199 

1277. Birkenhäger, T., et al., Imipramine is effective in preventing relapse in electroconvulsive therapy-responsive 
depressed inpatients with prior pharmacotherapy treatment failure: a randomized, placebo-controlled trial. 
The Journal of clinical psychiatry, 2006. 67(2): p. 263-268. 

1278. Knapp, M., et al., Cost-effectiveness of transcranial magnetic stimulation vs. electroconvulsive therapy for 
severe depression: a multi-centre randomised controlled trial. Journal of affective disorders, 2008. 109(3): 
p. 273-285. 

1279. Loo, C.K., et al., Neuropsychological and mood effects of ketamine in electroconvulsive therapy: a 
randomised controlled trial. Journal of affective disorders, 2012. 142(1): p. 233-240. 

1280. Jelovac, A., E. Kolshus, and D.M. McLoughlin, Relapse following successful electroconvulsive therapy for 
major depression: a meta-analysis. Neuropsychopharmacology, 2013. 38(12): p. 2467. 

1281. Brown, E.D., et al., Efficacy of continuation/maintenance electroconvulsive therapy for the prevention of 
recurrence of a major depressive episode in adults with unipolar depression: a systematic review. The journal 
of ECT, 2014. 30(3): p. 195-202. 

1282. Kellner, C., et al., A systematic review of left unilateral electroconvulsive therapy. Acta Psychiatrica 
Scandinavica, 2017. 

1283. Geretsegger, C., et al., Propofol and methohexital as anesthetic agents for electroconvulsive therapy: a 
randomized, double-blind comparison of electroconvulsive therapy seizure quality, therapeutic efficacy, and 
cognitive performance. The journal of ECT, 2007. 23(4): p. 239-243. 

1284. Sackeim, H.A., et al., Continuation pharmacotherapy in the prevention of relapse following electroconvulsive 
therapy: a randomized controlled trial. Jama, 2001. 285(10): p. 1299-1307. 

1285. Bjølseth, T.M., et al., Clinical efficacy of formula-based bifrontal versus right unilateral electroconvulsive 
therapy (ECT) in the treatment of major depression among elderly patients: a pragmatic, randomized, 
assessor-blinded, controlled trial. Journal of affective disorders, 2015. 175: p. 8-17. 

1286. Mayur, P., K. Byth, and A. Harris, Acute antidepressant effects of right unilateral ultra-brief ECT: a double-
blind randomised controlled trial. Journal of affective disorders, 2013. 149(1): p. 426-429. 

1287. Stoppe, A., et al., Fixed high-dose electroconvulsive therapy in the elderly with depression: a double-blind, 
randomized comparison of efficacy and tolerability between unilateral and bilateral electrode placement. 
The journal of ECT, 2006. 22(2): p. 92-99. 

1288. Quante, A., et al., Effects of 3 different stimulus intensities of ultrabrief stimuli in right unilateral 
electroconvulsive therapy in major depression: a randomized, double-blind pilot study. Journal of Psychiatric 
Research, 2011. 45(2): p. 174-178. 

1289. Purtuloglu, T., et al., Effect of propofol versus sodium thiopental on electroconvulsive therapy in major 
depressive disorder: a randomized double-blind controlled clinical trial. The journal of ECT, 2013. 29(1): p. 
37-40. 

1290. Brunoni, A.R., et al., Trial of electrical direct-current therapy versus escitalopram for depression. New 
England Journal of Medicine, 2017. 376(26): p. 2523-2533. 

1291. Coleman, E.A., et al., Subjective memory complaints prior to and following electroconvulsive therapy. 
Biological Psychiatry, 1996. 39(5): p. 346-356. 



Copyright ©2020 Reed Group, Ltd.  Page | 200 

1292. Eschweiler, G.W., et al., Clinical efficacy and cognitive side effects of bifrontal versus right unilateral 
electroconvulsive therapy (ECT): a short-term randomised controlled trial in pharmaco-resistant major 
depression. Journal of affective disorders, 2007. 101(1): p. 149-157. 

1293. Bauer, J., et al., Comparison of propofol and thiopental as anesthetic agents for electroconvulsive therapy: 
a randomized, blinded comparison of seizure duration, stimulus charge, clinical effect, and cognitive side 
effects. The Journal of ECT, 2009. 25(2): p. 85-90. 

1294. Freeman, C., J. Basson, and A. Crighton, Double-blind controlled trial of electroconvulsive therapy (ECT) and 
simulated ECT in depressive illness. The Lancet, 1978. 311(8067): p. 738-740. 

1295. Dybedal, G.S., et al., Cognitive effects of bifrontal versus right unilateral electroconvulsive therapy in the 
treatment of major depression in elderly patients: a randomized, controlled trial. The Journal of ECT, 2016. 
32(3): p. 151-158. 

1296. Sackeim, H.A., et al., Effects of stimulus intensity and electrode placement on the efficacy and cognitive 
effects of electroconvulsive therapy. N Engl J Med, 1993. 328(12): p. 839-46. 

1297. Thiery, M., Clinical Trial of the Treatment of Depressive Illness. Report To The Medical Research Council By 
Its Clinical Psychiatry Committee. Br Med J, 1965. 1(5439): p. 881-6. 

1298. Bailine, S., et al., Electroconvulsive therapy is equally effective in unipolar and bipolar depression. Acta 
Psychiatrica Scandinavica, 2010. 121(6): p. 431-436. 

1299. Navarro, V., et al., Continuation/maintenance treatment with nortriptyline versus combined nortriptyline 
and ECT in late-life psychotic depression: a two-year randomized study. The American Journal of Geriatric 
Psychiatry, 2008. 16(6): p. 498-505. 

1300. Brunoni, A.R., et al., The sertraline vs electrical current therapy for treating depression clinical study: results 
from a factorial, randomized, controlled trial. JAMA psychiatry, 2013. 70(4): p. 383-391. 

1301. Mohagheghi, A., et al., Preventive effect of liothyronine on electroconvulsive therapy-induced memory 
deficit in patients with major depressive disorder: A double-blind controlled clinical trial. BioMed research 
international, 2015. 2015. 

1302. Arfwidsson, L., et al., Chlorpromazine And The Anti-Depressive Efficacy Of Electroconvulsive Therapy. Acta 
Psychiatrica Scandinavica, 1973. 49(5): p. 580-587. 

1303. Abdollahi, M.H., et al., Effect of etomidate versus thiopental on major depressive disorder in 
electroconvulsive therapy, a randomized double-blind controlled clinical trial. The journal of ECT, 2012. 
28(1): p. 10-13. 

1304. Gangadhar, B., R. Kapur, and S. Kalyanasundaram, Comparison of electroconvulsive therapy with imipramine 
in endogenous depression: a double blind study. The British Journal of Psychiatry, 1982. 141(4): p. 367-371. 

1305. Valiengo, L., et al., The sertraline versus electrical current therapy for treating depression clinical study 
(select-TDCS): results of the crossover and follow-up phases. Depression and anxiety, 2013. 30(7): p. 646-
653. 

1306. Chen, J.J., et al., Comparative efficacy and acceptability of electroconvulsive therapy versus repetitive 
transcranial magnetic stimulation for major depression: A systematic review and multiple-treatments meta-
analysis. Behav Brain Res, 2017. 320: p. 30-36. 



Copyright ©2020 Reed Group, Ltd.  Page | 201 

1307. Dunne, R.A. and D.M. McLoughlin, Systematic review and meta-analysis of bifrontal electroconvulsive 
therapy versus bilateral and unilateral electroconvulsive therapy in depression. The World Journal of 
Biological Psychiatry, 2012. 13(4): p. 248-258. 

1308. Haq, A.U., et al., Response of depression to electroconvulsive therapy: a meta-analysis of clinical predictors. 
2015. 

1309. Janicak, P.G., et al., Efficacy of ECT: a meta-analysis. The American journal of psychiatry, 1985. 

1310. Kellner, C.H., et al., Depression severity in electroconvulsive therapy (ECT) versus pharmacotherapy trials. 
The journal of ECT, 2015. 31(1): p. 31-33. 

1311. Kho, K.H., et al., A meta-analysis of electroconvulsive therapy efficacy in depression. The journal of ECT, 
2003. 19(3): p. 139-147. 

1312. McClintock, S.M., et al., A systematic review of the combined use of electroconvulsive therapy and 
psychotherapy for depression. The journal of ECT, 2011. 27(3): p. 236. 

1313. Pagnin, D., et al., Efficacy of ECT in depression: a meta-analytic review. Focus, 2008. 6(1): p. 155-162. 

1314. Ren, J., et al., Repetitive transcranial magnetic stimulation versus electroconvulsive therapy for major 
depression: a systematic review and meta-analysis. Progress in Neuro-Psychopharmacology and Biological 
Psychiatry, 2014. 51: p. 181-189. 

1315. van Schaik, A.M., et al., Efficacy and safety of continuation and maintenance electroconvulsive therapy in 
depressed elderly patients: a systematic review. The American Journal of Geriatric Psychiatry, 2012. 20(1): 
p. 5-17. 

1316. Semkovska, M. and D.M. McLoughlin, Objective cognitive performance associated with electroconvulsive 
therapy for depression: a systematic review and meta-analysis. Biological psychiatry, 2010. 68(6): p. 568-
577. 

1317. Stek, M., W. Hoogendijk, and A. Beekman, Electroconvulsive therapy for the depressed elderly. The Cochrane 
Library, 2003. 

1318. Tor, P.-C., et al., A Systematic Review and Meta-Analysis of Brief Versus Ultrabrief Right Unilateral 
Electroconvulsive Therapy for Depression. 2015. 

1319. Group, U.E.R., Efficacy and safety of electroconvulsive therapy in depressive disorders: a systematic review 
and meta-analysis. Lancet, 2003. 361(9360): p. 799-808. 

1320. Sobis, J., et al., Therapeutic efficacy assessment of weak variable magnetic fields with low value of induction 
in patients with drug-resistant depression. J Affect Disord, 2010. 123(1-3): p. 321-6. 

1321. Shafi, M., A.P. Stern, and A. Pascual-Leone, Adding low-field magnetic stimulation to noninvasive 
electromagnetic neuromodulatory therapies. Biol Psychiatry, 2014. 76(3): p. 170-1. 

1322. van Belkum, S.M., et al., Treatment of depression with low-strength transcranial pulsed electromagnetic 
fields: A mechanistic point of view. Prog Neuropsychopharmacol Biol Psychiatry, 2016. 71: p. 137-43. 

1323. Martiny, K., M. Lunde, and P. Bech, Transcranial low voltage pulsed electromagnetic fields in patients with 
treatment-resistant depression. Biol Psychiatry, 2010. 68(2): p. 163-9. 



Copyright ©2020 Reed Group, Ltd.  Page | 202 

1324. Couturier, J.L., Efficacy of rapid-rate repetitive transcranial magnetic stimulation in the treatment of 
depression: a systematic review and meta-analysis. J Psychiatry Neurosci, 2005. 30(2): p. 83-90. 

1325. Straaso, B., et al., Dose-remission of pulsating electromagnetic fields as augmentation in therapy-resistant 
depression: a randomized, double-blind controlled study. Acta Neuropsychiatr, 2014. 26(5): p. 272-9. 

1326. U.S. Food and Drug Administration. MAUDE Adverse Event Report: Neuronetics Inc. Neurostar TMS System 
Transcranial Magnetic Stimulation System. 2009; Available from: 
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfmaude/detail.cfm?mdrfoi__id=1566922. 

1327. U.S. Food and Drug Administration. MAUDE Adverse Event Report: Neuronetics, Inc. Neurostar TMS Therapy 
System Transcranial Magnetic Stimulator. 2011; Available from: 
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfMAUDE/detail.cfm?mdrfoi__id=2227082 

1328. FDA. Class 2 Device Recall NeuroStar TMS Therapy System/SenStar Treatment Link. 2009; Available from: 
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfres/res.cfm?id=81035. 

1329. Rohan, M.L., et al., Rapid mood-elevating effects of low field magnetic stimulation in depression. Biol 
Psychiatry, 2014. 76(3): p. 186-93. 

1330. Finzi, E. and N.E. Rosenthal, Treatment of depression with onabotulinumtoxinA: a randomized, double-blind, 
placebo controlled trial. Journal of psychiatric research, 2014. 52: p. 1-6. 

1331. Wollmer, M.A., et al., Facing depression with botulinum toxin: a randomized controlled trial. Journal of 
psychiatric research, 2012. 46(5): p. 574-581. 

1332. Wollmer, M.A., et al., Agitation predicts response of depression to botulinum toxin treatment in a 
randomized controlled trial. Frontiers in psychiatry, 2014. 5: p. 36. 

1333. Magid, M., et al., Treatment of major depressive disorder using botulinum toxin A: a 24-week randomized, 
double-blind, placebo-controlled study. The Journal of clinical psychiatry, 2014. 75(8): p. 837-844. 

1334. Magid, M., et al., Treating depression with botulinum toxin: a pooled analysis of randomized controlled 
trials. Pharmacopsychiatry, 2015. 25(06): p. 205-210. 

1335. Parsaik, A.K., et al., Role of botulinum toxin in depression. Journal of Psychiatric Practice®, 2016. 22(2): p. 
99-110. 

1336. Mukaino, Y., et al., The effectiveness of acupuncture for depression–a systematic review of randomised 
controlled trials. Acupuncture in Medicine, 2005. 23(2): p. 70-76. 

1337. Leo, R.J. and J.S.A. Ligot, A systematic review of randomized controlled trials of acupuncture in the treatment 
of depression. Journal of affective disorders, 2007. 97(1): p. 13-22. 

1338. Hollifield, M., et al., Acupuncture for posttraumatic stress disorder: a randomized controlled pilot trial. The 
Journal of nervous and mental disease, 2007. 195(6): p. 504-513. 

1339. Ling, F., et al., Curative effect of acupuncture on quality of life in patient with depression: a clinical 
randomized single-blind placebo-controlled study. Journal of Traditional Chinese Medicine, 2016. 36(2): p. 
151-159. 

1340. Allen, J.J., et al., Acupuncture for depression: a randomized controlled trial. Journal of Clinical Psychiatry, 
2006. 67(11): p. 1665-1673. 

https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfmaude/detail.cfm?mdrfoi__id=1566922
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfMAUDE/detail.cfm?mdrfoi__id=2227082
https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfres/res.cfm?id=81035


Copyright ©2020 Reed Group, Ltd.  Page | 203 

1341. Wang, H., et al., Is acupuncture beneficial in depression: a meta-analysis of 8 randomized controlled trials? 
Journal of affective disorders, 2008. 111(2): p. 125-134. 

1342. Qu, S.-S., et al., A 6-week randomized controlled trial with 4-week follow-up of acupuncture combined with 
paroxetine in patients with major depressive disorder. Journal of psychiatric research, 2013. 47(6): p. 726-
732. 

1343. Ernst, E., M.S. Lee, and T.-Y. Choi, Acupuncture for depression? A systematic review of systematic reviews. 
Evaluation & the health professions, 2011. 34(4): p. 403-412. 

1344. Schroer, S. and J. Adamson, Acupuncture for depression: a critique of the evidence base. CNS neuroscience 
& therapeutics, 2011. 17(5): p. 398-410. 

1345. Smith, C.A., P.P. Hay, and H. MacPherson, Acupuncture for depression. The Cochrane Library, 2010. 

1346. Coelho, H., K. Boddy, and E. Ernst, Massage therapy for the treatment of depression: a systematic review. 
International journal of clinical practice, 2008. 62(2): p. 325-333. 

1347. Hou, W.-H., et al., Treatment effects of massage therapy in depressed people: a meta-analysis. Journal of 
Clinical Psychiatry, 2010. 71(7): p. 894. 

1348. Field, T., et al., Alleviating posttraumatic stress in children following Hurricane Andrew. Journal of Applied 
Developmental Psychology, 1996. 17(1): p. 37-50. 

1349. Onozawa, K., et al., Infant massage improves mother–infant interaction for mothers with postnatal 
depression. Journal of affective disorders, 2001. 63(1): p. 201-207. 

1350. Field, T., M. Diego, and M. Hernandez-Reif, Massage therapy research. Developmental Review, 2007. 27(1): 
p. 75-89. 

1351. Simon, G.E., et al., Mental health visits to complementary and alternative medicine providers. General 
hospital psychiatry, 2004. 26(3): p. 171-177. 

1352. Yang, Y.P., C.J. Wang, and J.J. Wang, Effect of aromatherapy massage on agitation and depressive mood in 
individuals with dementia. Journal of gerontological nursing, 2016. 42(9): p. 38-46. 

1353. Lee, M.S., et al., Aromatherapy for health care: an overview of systematic reviews. Maturitas, 2012. 71(3): 
p. 257-260. 

1354. Han, S.-H., et al., Effect of aromatherapy on symptoms of dysmenorrhea in college students: A randomized 
placebo-controlled clinical trial. Journal of Alternative & Complementary Medicine, 2006. 12(6): p. 535-541. 

1355. van der Watt, G., J. Laugharne, and A. Janca, Complementary and alternative medicine in the treatment of 
anxiety and depression. Current opinion in psychiatry, 2008. 21(1): p. 37-42. 

1356. Vitinius, F., et al., Feasibility of an interval, inspiration-triggered nocturnal odorant application by a novel 
device: a patient-blinded, randomised crossover, pilot trial on mood and sleep quality of depressed female 
inpatients. European Archives of Oto-Rhino-Laryngology, 2014. 271(9): p. 2443-2454. 

1357. Lemon, K., An assessment of treating depression and anxiety with aromatherapy. International journal of 
aromatherapy, 2004. 14(2): p. 63-69. 



Copyright ©2020 Reed Group, Ltd.  Page | 204 

1358. Lee, T., et al., Spectral properties of phototherapy for seasonal affective disorder: a meta-analvsis. Acta 
Psychiatrica Scandinavica, 1997. 96(2): p. 117-121. 

1359. Lee, T. and C. Chan, Dose-response relationship of phototherapy for seasonal affective disorder: a meta-
analysis. Acta Psychiatrica Scandinavica, 1999. 99(5): p. 315-323. 

1360. Even, C., et al., Efficacy of light therapy in nonseasonal depression: a systematic review. Journal of affective 
disorders, 2008. 108(1): p. 11-23. 

1361. Golden, R.N., et al., The efficacy of light therapy in the treatment of mood disorders: a review and meta-
analysis of the evidence. American Journal of Psychiatry, 2005. 162(4): p. 656-662. 

1362. Nussbaumer, B., et al., Light therapy for preventing seasonal affective disorder. The Cochrane Library, 2015. 

1363. Mårtensson, B., et al., Bright white light therapy in depression: a critical review of the evidence. Journal of 
affective disorders, 2015. 182: p. 1-7. 

1364. Lam, R.W., et al., The Can-SAD study: a randomized controlled trial of the effectiveness of light therapy and 
fluoxetine in patients with winter seasonal affective disorder. American Journal of Psychiatry, 2006. 163(5): 
p. 805-812. 

1365. Michalak, E.E., et al., Quality of life as an outcome indicator in patients with seasonal affective disorder: 
results from the Can-SAD study. Psychological medicine, 2007. 37(5): p. 727-736. 

1366. Enns, M.W., et al., Personality and seasonal affective disorder: Results from the CAN-SAD study. Journal of 
affective disorders, 2006. 93(1): p. 35-42. 

1367. Lam, R.W., et al., Efficacy of bright light treatment, fluoxetine, and the combination in patients with 
nonseasonal major depressive disorder: a randomized clinical trial. JAMA psychiatry, 2016. 73(1): p. 56-63. 

1368. Martiny, K., Adjunctive bright light in non-seasonal major depression. Acta Psychiatrica Scandinavica, 2004. 
110(s425): p. 7-28. 

1369. Martiny, K., et al., Adjunctive bright light in non-seasonal major depression: results from patient-reported 
symptom and well-being scales. Acta Psychiatrica Scandinavica, 2005. 111(6): p. 453-459. 

1370. Martiny, K., et al., Adjunctive bright light in non-seasonal major depression: results from clinician-rated 
depression scales. Acta Psychiatrica Scandinavica, 2005. 112(2): p. 117-125. 

1371. Ruhrmann, S., et al., Effects of fluoxetine versus bright light in the treatment of seasonal affective disorder. 
Psychological Medicine, 1998. 28(4): p. 923-933. 

1372. Lieverse, R., et al., Bright light treatment in elderly patients with nonseasonal major depressive disorder: a 
randomized placebo-controlled trial. Archives of General Psychiatry, 2011. 68(1): p. 61-70. 

1373. Chojnacka, M., et al., A sham-controlled randomized trial of adjunctive light therapy for non-seasonal 
depression. Journal of affective disorders, 2016. 203: p. 1-8. 

1374. Strong, R.E., et al., Narrow-band blue-light treatment of seasonal affective disorder in adults and the 
influence of additional nonseasonal symptoms. Depression and anxiety, 2009. 26(3): p. 273-278. 

1375. Martiny, K., et al., The lack of sustained effect of bright light, after discontinuation, in non-seasonal major 
depression. Psychol Med, 2006. 36(9): p. 1247-52. 



Copyright ©2020 Reed Group, Ltd.  Page | 205 

1376. Jurvelin, H., et al., Transcranial bright light treatment via the ear canals in seasonal affective disorder: a 
randomized, double-blind dose-response study. BMC psychiatry, 2014. 14(1): p. 288. 

1377. Joffe, R.T., et al., Light visor treament for seasonal affective disorder: A multicenter study. Psychiatry 
research, 1993. 46(1): p. 29-39. 

1378. Levitt, A., R. Joffe, and E. King, Dim versus bright red (light-emitting diode) light in the treatment of seasonal 
affective disorder. Acta Psychiatrica Scandinavica, 1994. 89(5): p. 341-345. 

1379. Tsai, Y.F., et al., The effects of light therapy on depressed elders. International Journal of Geriatric Psychiatry, 
2004. 19(6): p. 545-548. 

1380. Lam, R.W., et al., The effects of ultraviolet-A wavelengths in light therapy for seasonal depression. Journal 
of Affective Disorders, 1992. 24(4): p. 237-243. 

1381. Rosenthal, N.E., et al., A multicenter study of the light visor for seasonal affective disorder: no difference in 
efficacy found between two different intensities. Neuropsychopharmacology, 1993. 8(2): p. 151. 

1382. Teicher, M.H., et al., The phototherapy light visor: more to it than meets the eye. The American journal of 
psychiatry, 1995. 152(8): p. 1197. 

1383. Kohno, K., et al., Postcomparison of [18F]-fluorodeoxyglucose uptake in the brain after short-term bright 
light exposure and no intervention. Acta Psychiatrica Scandinavica, 2016. 134(1): p. 65-72. 

1384. Rastad, C., J. Ulfberg, and P. Lindberg, Light room therapy effective in mild forms of seasonal affective 
disorder—a randomised controlled study. Journal of Affective Disorders, 2008. 108(3): p. 291-296. 

1385. Eastman, C.I., et al., Bright light treatment of winter depression: a placebo-controlled trial. Archives of 
general psychiatry, 1998. 55(10): p. 883-889. 

1386. Terman, M., J.S. Terman, and D.C. Ross, A controlled trial of timed bright light and negative air ionization 
for treatment of winter depression. Archives of general psychiatry, 1998. 55(10): p. 875-882. 

1387. Kripke, D.F., et al., Controlled trial of bright light for nonseasonal major depressive disorders. Biological 
Psychiatry, 1992. 31(2): p. 119-134. 

1388. Kragh, M., et al., Wake and light therapy for moderate-to-severe depression–a randomized controlled trial. 
Acta Psychiatrica Scandinavica, 2017. 136(6): p. 559-570. 

1389. Özdemir, P.G., et al., Comparison of venlafaxine alone versus venlafaxine plus bright light therapy 
combination for severe major depressive disorder. The Journal of clinical psychiatry, 2015. 76(5): p. e645-
54. 

1390. Avery, D., et al., Bright light therapy of subsyndromal seasonal affective disorder in the workplace: morning 
vs. afternoon exposure. Acta Psychiatrica Scandinavica, 2001. 103(4): p. 267-274. 

1391. Avery, D.H., et al., Dawn simulation and bright light in the treatment of SAD: a controlled study. Biological 
psychiatry, 2001. 50(3): p. 205-216. 

1392. Avery, D.H., et al., Is dawn simulation effective in ameliorating the difficulty awakening in seasonal affective 
disorder associated with hypersomnia? Journal of affective disorders, 2002. 69(1): p. 231-236. 



Copyright ©2020 Reed Group, Ltd.  Page | 206 

1393. Michalon, M., G.A. Eskes, and C.C. Mate-Kole, Effects of light therapy on neuropsychological function and 
mood in seasonal affective disorder. Journal of Psychiatry and Neuroscience, 1997. 22(1): p. 19. 

1394. Maratos, A., et al., Music therapy for depression. The Cochrane Library, 2008. 

1395. Asher, G.N., et al., Comparative Benefits and Harms of Complementary and Alternative Medicine Therapies 
for Initial Treatment of Major Depressive Disorder: Systematic Review and Meta-Analysis. The Journal of 
Alternative and Complementary Medicine, 2017. 23(12): p. 907-919. 

1396. Gold, C., et al., Music therapy or music medicine? Psychotherapy and psychosomatics, 2011. 80(5): p. 304-
304. 

1397. Huang, C.Y., Y.M. Hsieh, and H.L. Lai, Effect of Stimulative and Sedative Music Videos on Depressive 
Symptoms and Physiological Relaxation in Older Adults: A Pilot Study. Research in gerontological nursing, 
2016. 9(5): p. 233-242. 

1398. Beccaloni, A.M., The medicine of music: a systematic approach for adoption into perianesthesia practice. 
Journal of PeriAnesthesia Nursing, 2011. 26(5): p. 323-330. 

1399. Chan, M.F., Z.Y. Wong, and N. Thayala, The effectiveness of music listening in reducing depressive symptoms 
in adults: a systematic review. Complementary therapies in medicine, 2011. 19(6): p. 332-348. 

1400. Steenhuis, L.A., et al., Treating depressive symptoms in psychosis: A network meta-analysis on the effects of 
non-verbal therapies. PloS one, 2015. 10(10): p. e0140637. 

1401. Pauwels, E.K., et al., Mozart, music and medicine. Medical Principles and Practice, 2014. 23(5): p. 403-412. 

1402. Howland, R.H., Hey Mister Tambourine Man, Play a Drug for Me: Music as Medication. Journal of 
psychosocial nursing and mental health services, 2016. 54(12): p. 23-27. 

1403. Erkkilä, J., et al., Individual music therapy for depression: randomised controlled trial. The British journal of 
psychiatry, 2011. 199(2): p. 132-139. 

1404. Fachner, J., C. Gold, and J. Erkkilä, Music therapy modulates fronto-temporal activity in rest-EEG in 
depressed clients. Brain topography, 2013. 26(2): p. 338-354. 

1405. Chan, M.F., et al., Effect of music on depression levels and physiological responses in community-based older 
adults. International Journal of Mental Health Nursing, 2009. 18(4): p. 285-294. 

1406. Castillo-Perez, S., et al., Effects of music therapy on depression compared with psychotherapy. The Arts in 
Psychotherapy, 2010. 37(5): p. 387-390. 

1407. Lai, Y.-M., Effects of music listening on depressed women in Taiwan. Issues in Mental Health Nursing, 1999. 
20(3): p. 229-246. 

1408. Asnis, G.M., et al., Zolpidem for persistent insomnia in SSRI-treated depressed patients. The Journal of 
clinical psychiatry, 1999. 60(10): p. 668-676. 

1409. Bélanger, L., et al., Impact of comorbid anxiety and depressive disorders on treatment response to cognitive 
behavior therapy for insomnia. Journal of consulting and clinical psychology, 2016. 84(8): p. 659. 



Copyright ©2020 Reed Group, Ltd.  Page | 207 

1410. Ashworth, D.K., et al., A randomized controlled trial of cognitive behavioral therapy for insomnia: an 
effective treatment for comorbid insomnia and depression. Journal of counseling psychology, 2015. 62(2): 
p. 115. 

1411. Blom, K., et al., Internet treatment addressing either insomnia or depression, for patients with both 
diagnoses: a randomized trial. Sleep, 2015. 38(2): p. 267-277. 

1412. Kerstin Blom, L., et al., Three-Year Follow-Up Comparing Cognitive Behavioral Therapy for Depression to 
Cognitive Behavioral Therapy for Insomnia, for Patients With Both Diagnoses. 2017. 

1413. Carney, C.E., et al., Cognitive behavioral insomnia therapy for those with insomnia and depression: a 
randomized controlled clinical trial. Sleep, 2017. 40(4): p. zsx019. 

1414. Manber, R., et al., Cognitive behavioral therapy for insomnia enhances depression outcome in patients with 
comorbid major depressive disorder and insomnia. Sleep, 2008. 31(4): p. 489-495. 

1415. Manber, R., et al., Efficacy of Cognitive-Behavioral Therapy for Insomnia Combined With Antidepressant 
Pharmacotherapy in Patients With Comorbid Depression and Insomnia: A Randomized Controlled Trial. The 
Journal of clinical psychiatry, 2016. 77(10): p. e1316-e1323. 

1416. Pigeon, W.R., et al., Brief cognitive behavioral therapy for insomnia delivered to depressed veterans 
receiving primary care services: a pilot study. Journal of affective disorders, 2017. 217: p. 105-111. 

1417. Shimodera, S., et al., Change in quality of life after brief behavioral therapy for insomnia in concurrent 
depression: analysis of the effects of a randomized controlled trial. Journal of clinical sleep medicine: JCSM: 
official publication of the American Academy of Sleep Medicine, 2014. 10(4): p. 433. 

1418. Wagley, J., et al., Effectiveness of abbreviated CBT for insomnia in psychiatric outpatients: sleep and 
depression outcomes. Journal of clinical psychology, 2013. 69(10): p. 1043-1055. 

1419. Norell-Clarke, A., et al., Group cognitive behavioural therapy for insomnia: effects on sleep and depressive 
symptomatology in a sample with comorbidity. Behaviour research and therapy, 2015. 74: p. 80-93. 

1420. Thorndike, F.P., et al., A randomized controlled trial of an internet intervention for adults with insomnia: 
effects on comorbid psychological and fatigue symptoms. Journal of clinical psychology, 2013. 69(10): p. 
1078-1093. 

1421. Watanabe, N., et al., Safety reporting and adverse-event profile of mirtazapine described in randomized 
controlled trials in comparison with other classes of antidepressants in the acute-phase treatment of adults 
with depression. CNS drugs, 2010. 24(1): p. 35-53. 

1422. Fava, M., et al., Acute efficacy of fluoxetine versus sertraline and paroxetine in major depressive disorder 
including effects of baseline insomnia. Journal of clinical psychopharmacology, 2002. 22(2): p. 137-147. 

1423. Fava, M., et al., Improved insomnia symptoms and sleep-related next-day functioning in patients with 
comorbid major depressive disorder and insomnia following concomitant zolpidem extended-release 12.5 
mg and escitalopram treatment: a randomized controlled trial. The Journal of clinical psychiatry, 2011. 
72(7): p. 914-928. 

1424. Kaynak, H., et al., The effects of trazodone on sleep in patients treated with stimulant antidepressants. Sleep 
Medicine, 2004. 5(1): p. 15-20. 



Copyright ©2020 Reed Group, Ltd.  Page | 208 

1425. Krystal, A., et al., Evaluation of eszopiclone discontinuation after cotherapy with fluoxetine for insomnia with 
coexisting depression. Journal of Clinical Sleep Medicine, 2007. 3(01): p. 48-55. 

1426. McCall, W.V., et al., Treatment of insomnia in depressed insomniacs: effects on health-related quality of life, 
objective and self-reported sleep, and depression. Journal of clinical sleep medicine: JCSM: official 
publication of the American Academy of Sleep Medicine, 2010. 6(4): p. 322. 

1427. Rush, A.J., et al., Comparative effects of nefazodone and fluoxetine on sleep in outpatients with major 
depressive disorder. Biological psychiatry, 1998. 44(1): p. 3-14. 

1428. Thase, M.E., et al., Differential effects of nefazodone and cognitive behavioral analysis system of 
psychotherapy on insomnia associated with chronic forms of major depression. The Journal of clinical 
psychiatry, 2002. 

1429. Winokur, A., et al., Comparative effects of mirtazapine and fluoxetine on sleep physiology measures in 
patients with major depression and insomnia. The Journal of clinical psychiatry, 2003. 64(10): p. 1224-1229. 

1430. Stein, D.J. and A.G. Lopez, Effects of escitalopram on sleep problems in patients with major depression or 
generalized anxiety disorder. Advances in therapy, 2011. 28(11): p. 1021-1037. 

1431. Lemoine, P., C. Guilleminault, and E. Alvarez, Improvement in subjective sleep in major depressive disorder 
with a novel antidepressant, agomelatine: randomized, double-blind comparison with venlafaxine. Journal 
of Clinical Psychiatry, 2007. 68(11): p. 1723-1732. 

1432. Benedetti, F., et al., Lormetazepam in depressive insomnia: new evidence of phase-response effects of 
benzodiazepines. International clinical psychopharmacology, 2004. 19(5): p. 311-317. 

1433. Cohn, J.B., Triazolam treatment of insomnia in depressed patients taking tricyclics. The Journal of clinical 
psychiatry, 1983. 

1434. Dominguez, R.A., et al., Comparison of triazolam and placebo in the treatment of insomnia in depressed 
patients. Current therapeutic research, 1984. 

1435. Chung, K., et al., Acupuncture for persistent insomnia associated with major depressive disorder: a 
randomised controlled trial. Hong Kong Medical Journal, 2016. 

1436. Dong, B., et al., The efficacy of acupuncture for treating depression-related insomnia compared with a 
control group: a systematic review and meta-analysis. BioMed Research International, 2017. 2017. 

1437. Huo, Z.-j., J. Guo, and D. Li, Effects of acupuncture with meridian acupoints and three Anmian acupoints on 
insomnia and related depression and anxiety state. Chinese journal of integrative medicine, 2013. 19(3): p. 
187-191. 

1438. Yeung, W.-F., et al., Electroacupuncture for residual insomnia associated with major depressive disorder: a 
randomized controlled trial. Sleep, 2011. 34(6): p. 807-815. 

1439. Combs, K., et al., Impact of sleep complaints and depression outcomes among participants in the standard 
medical intervention and long-term exercise study of exercise and pharmacotherapy for depression. The 
Journal of nervous and mental disease, 2014. 202(2): p. 167-171. 

1440. Zhang, J.-x., et al., Mindfulness-based stress reduction for chronic insomnia in adults older than 75 years: a 
randomized, controlled, single-blind clinical trial. Explore: The Journal of Science and Healing, 2015. 11(3): 
p. 180-185. 



Copyright ©2020 Reed Group, Ltd.  Page | 209 

1441. Lancee, J., et al., Internet-delivered or mailed self-help treatment for insomnia? A randomized waiting-list 
controlled trial. Behaviour research and therapy, 2012. 50(1): p. 22-29. 

1442. Quera-Salva, M.-A., et al., Comparison of agomelatine and escitalopram on nighttime sleep and daytime 
condition and efficacy in major depressive disorder patients. International clinical psychopharmacology, 
2011. 26(5): p. 252-262. 

1443. Fava, M., et al., Eszopiclone co-administered with fluoxetine in patients with insomnia coexisting with major 
depressive disorder. Biological Psychiatry, 2006. 59(11): p. 1052-1060. 

1444. Watanabe, N., et al., Brief behavioral therapy for refractory insomnia in residual depression: an assessor-
blind, randomized controlled trial. The Journal of clinical psychiatry, 2011. 

1445. Fava, M., et al., A post hoc analysis of the effect of nightly administration of eszopiclone and a selective 
serotonin reuptake inhibitor in patients with insomnia and anxious depression. The Journal of clinical 
psychiatry, 2011. 72(4): p. 473-479. 

1446. Fruensgaard, K., et al., Amoxapine versus amitriptyline in endogenous depression: A DOUBLE-BLIND STUDY. 
Acta Psychiatrica Scandinavica, 1979. 59(5): p. 502-508. 

1447. Versiani, M., et al., Fluoxetine versus amitriptyline in the treatment of major depression with associated 
anxiety (anxious depression): a double-blind comparison. International clinical psychopharmacology, 1999. 
14(6): p. 321-327. 

1448. Kuhs, H., et al., Amitriptyline in combination with repeated late sleep deprivation versus amitriptyline alone 
in major depression. A randomised study. Journal of affective disorders, 1996. 37(1): p. 31-41. 

1449. Casper, R.C., et al., The pattern of physical symptom changes in major depressive disorder following 
treatment with amitriptyline or imipramine. Journal of affective disorders, 1994. 31(3): p. 151-164. 

1450. Leinonen, E., et al., Efficacy and tolerability of mirtazapine versus citalopram: a double-blind, randomized 
study in patients with major depressive disorder. Nordic Antidepressant Study Group. International clinical 
psychopharmacology, 1999. 14(6): p. 329-337. 

1451. Kasper, S., et al., A comparative, randomised, double-blind study of trazodone prolonged-release and 
paroxetine in the treatment of patients with major depressive disorder. Curr Med Res Opin, 2005. 21(8): p. 
1139-46. 

1452. Zhang, L., et al., Efficacy and safety of prolonged-release trazodone in major depressive disorder: a 
multicenter, randomized, double-blind, flexible-dose trial. Pharmacology, 2014. 94(5-6): p. 199-206. 

1453. Sheehan, D.V., et al., The efficacy and tolerability of once-daily controlled-release trazodone for depressed 
mood, anxiety, insomnia, and suicidality in major depressive disorder. Psychopharmacol Bull, 2009. 42(4): 
p. 5-22. 

1454. Cunningham, L.A., et al., A comparison of venlafaxine, trazodone, and placebo in major depression. J Clin 
Psychopharmacol, 1994. 14(2): p. 99-106. 

1455. Beasley, C.M., Jr., et al., Fluoxetine versus trazodone: efficacy and activating-sedating effects. J Clin 
Psychiatry, 1991. 52(7): p. 294-9. 

1456. Debus, J.R., et al., Fluoxetine versus trazodone in the treatment of outpatients with major depression. J Clin 
Psychiatry, 1988. 49(11): p. 422-6. 


	Contributors
	Table of Contents
	Summary of Recommendations
	Related Terms
	Introduction
	Algorithms
	Symptoms and Signs
	Major Depressive Disorder:
	Bipolar Disorder, Depressive Episode: A major depressive episode that occurs within the context of mood swings that cycle between depressed, normal, hypomanic, and manic states. Note that this is provided for definitional purposes, is treated differen...
	Adjustment Disorder with Depression: A depressive reaction to environmental stress or one that is out of proportion to the intensity of the stressor and resulted in a significant impairment of functioning. This can involve low mood, tearfulness, or ho...
	Persistent Depressive Disorder (Dysthymia): This condition is characterized by chronically depressed mood for at least two years. This is associated with weight change, appetite disturbance, sleep disturbance, low energy, low self-esteem, poor concent...
	Disruptive Mood Dysregulation Disorder: A condition associated with severe and recurring outbursts of temper manifested either verbally or behaviorally that is grossly out of proportion to any provocation. These occur three or more times a week accomp...
	Substance/Medication-induced Depression: This is a depressive condition that appears in reaction to use of a medication or substance. Substances known to precipitate depression include alcohol, inhalants, opioids, sedatives, amphetamines, and cocaine....
	Depressive Disorder Due to Another Medical Condition: A persistent depressed mood that appears to be attributable to the direct pathophysiological effect of another medical condition.

	History and Psychological/Psychiatric Examination
	Medical History Questionnaire

	Diagnostic Criteria
	Major Depressive Disorder
	Persistent Depressive Disorder (aka Dysthymia)
	Substance/Medication-induced Depressive Disorder
	Depressive Episode
	Recurrent Depressive Disorder
	Persistent Mood Disorders
	Recurrent Brief Depressive Disorder
	Classification

	Treatment Overview
	Screening and Testing Recommendations
	Depressive Disorders Screening Tools
	Depressive Disorders Screening Tools

	Psychometric Testing: Depressive Disorders
	Psychometric Testing: Depressive Disorders

	Pharmacogenomics Testing
	Pharmacogenomics Testing


	Treatment Recommendations
	Education
	Education

	Activity Modification and Exercise
	Exercise
	Yoga
	Tai Chi
	Qi Gong
	Weight Loss
	Dieting

	Behavioral and Psychological Interventions
	Cognitive Behavioral Therapy
	CBT: Computer-Assisted Cognitive Therapy
	CBT: Acceptance and Commitment Therapy or Interpersonal Therapy
	CBT: Combined Use with an Antidepressant
	Bibliotherapy/Cognitive Bibliotherapy
	Short-term Psychodynamic Psychotherapy
	Problem-Solving Therapy
	Peer Support
	Psychosocial Adjunctive Methods
	Suicide Prevention
	Mind-Body Interventions
	Mindfulness Therapy
	Disease Management Programs
	Emotional Freedom Therapy
	Social Media and Computer Use

	Medications
	Antidepressants
	Antipsychotics
	Symbyax (Olanzapine/Fluoxetine Combination)
	Nitrous Oxide
	Ketamine
	Esketamine
	Anti-inflammatory Agents
	Tumor Necrosis Factor Inhibitors

	Alternative Therapies
	Cumin
	St. John’s Wort (Hypericum Perforatum)
	Omega-3 Fatty Acids
	Vitamin D
	B Vitamins
	Marijuana, Cannabis, Cannabinoids, and Cannabidiol

	Neuromodulation Therapies
	Transcranial Magnetic Stimulation and Repetitive Transcranial Magnetic Stimulation (rTMS)
	Deep Brain Stimulation
	Vagal Nerve Stimulation
	Electroconvulsive Therapy
	Low-Field Magnetic Stimulation

	Injection Therapies
	Botulinum Toxin Injections
	Cyanocobalamin (Vitamin B-12) Injections

	Allied Health Interventions
	Acupuncture
	Massage
	Aromatherapy
	Light Therapy
	Music Therapy

	Insomnia Treatment Related to Depressive Disorders
	Acupuncture for Insomnia Treatment Related to Depressive Disorders
	Cognitive Behavioral Therapy for Insomnia Treatment Related to Depressive Disorders
	Medications (Other than Benzodiazepines) for Insomnia Treatment Related to Depressive Disorders


	Appendix: PICO Questions
	Screening and Testing:
	Education:
	Exercise/Weight Loss/Dieting:
	Behavioral and Psychological Interventions:
	Medications:
	Miscellaneous Medical Therapies including Vitamins and Allied Therapies:
	Non-invasive Magnetic Therapies and Acupuncture:
	Electroconvulsive Therapy:
	Invasive Therapies:
	Relaxation Therapies:
	Insomnia Related to Depression Therapies:

	References




Accessibility Report


		Filename: 

		ACOEM Depressive Disorders Feb 13 2020 - accessible.pdf




		Report created by: 

		

		Organization: 

		




[Enter personal and organization information through the Preferences > Identity dialog.]


Summary


The checker found no problems in this document.


		Needs manual check: 0

		Passed manually: 2

		Failed manually: 0

		Skipped: 0

		Passed: 30

		Failed: 0




Detailed Report


		Document



		Rule Name		Status		Description

		Accessibility permission flag		Passed		Accessibility permission flag must be set

		Image-only PDF		Passed		Document is not image-only PDF

		Tagged PDF		Passed		Document is tagged PDF

		Logical Reading Order		Passed manually		Document structure provides a logical reading order

		Primary language		Passed		Text language is specified

		Title		Passed		Document title is showing in title bar

		Bookmarks		Passed		Bookmarks are present in large documents

		Color contrast		Passed manually		Document has appropriate color contrast

		Page Content



		Rule Name		Status		Description

		Tagged content		Passed		All page content is tagged

		Tagged annotations		Passed		All annotations are tagged

		Tab order		Passed		Tab order is consistent with structure order

		Character encoding		Passed		Reliable character encoding is provided

		Tagged multimedia		Passed		All multimedia objects are tagged

		Screen flicker		Passed		Page will not cause screen flicker

		Scripts		Passed		No inaccessible scripts

		Timed responses		Passed		Page does not require timed responses

		Navigation links		Passed		Navigation links are not repetitive

		Forms



		Rule Name		Status		Description

		Tagged form fields		Passed		All form fields are tagged

		Field descriptions		Passed		All form fields have description

		Alternate Text



		Rule Name		Status		Description

		Figures alternate text		Passed		Figures require alternate text

		Nested alternate text		Passed		Alternate text that will never be read

		Associated with content		Passed		Alternate text must be associated with some content

		Hides annotation		Passed		Alternate text should not hide annotation

		Other elements alternate text		Passed		Other elements that require alternate text

		Tables



		Rule Name		Status		Description

		Rows		Passed		TR must be a child of Table, THead, TBody, or TFoot

		TH and TD		Passed		TH and TD must be children of TR

		Headers		Passed		Tables should have headers

		Regularity		Passed		Tables must contain the same number of columns in each row and rows in each column

		Summary		Passed		Tables must have a summary

		Lists



		Rule Name		Status		Description

		List items		Passed		LI must be a child of L

		Lbl and LBody		Passed		Lbl and LBody must be children of LI

		Headings



		Rule Name		Status		Description

		Appropriate nesting		Passed		Appropriate nesting






Back to Top
