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Abstract 
Objective: To provide recommendations 
regarding the critical elements of the 
assessment package in treatment- 
resistant depression (TRD) consultation 
programs. This is a complementary 
manuscript to Part I, which discusses 
practical and logistical considerations 
for developing and sustaining a 
subspecialized TRD consultation 
program. 

Participants: A group of 12 clinicians, 
researchers, administrators, and patient 
advocates from the National Network of 
Depression Centers (NNDC) TRD Task 
Group. 

Evidence: The recommendations are 
based on expert opinion. This consensus 

statement reflects the effort of the NNDC’s 
TRD Task Group to reach agreement on a 
set of principles that those interested in 
establishing new consultation programs 
could use to guide their effort and a set of 
recommendations that could serve as a 
basis for future empirical work. 

Consensus Process: Each member of the 
NNDC TRD Task Group provided a 
written description of the procedures used 
at their home institution, which were 
used during a day-long forum to achieve 
consensus on recommendations for each 
component of a TRD consultation 
program. Subgroups were formed to 
draft recommendations, and points of 
disagreement were resolved at 
subsequent meetings of the full task 
group. 

Conclusions: We describe consensus 
recommendations regarding the 
goals of a TRD consultation, which 
include establishing the primary 
diagnosis and comorbidities, 
clarifying medical and psychiatric 
symptoms, identifying goals, 
documenting treatment history, 
identifying treatment barriers, and 
developing actionable treatment 
recommendations. We detail 
important components of the 
consultation evaluation process, the 
assessment tools to consider in 
establishing a TRD consultation 
program, and the qualifications of 
providers. 
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E vidence-based assessment is an important 
component of high-quality care but must be 
adequately comprehensive, efficient, and flexible. 

Treatment-resistant depression (TRD) consultation 
programs represent a unique clinical service specializing 
in patients for whom front-line treatments have not 
generated an adequate response. Careful, evidence- 
based assessment is critical in these settings to ensure 
diagnostic accuracy and informed treatment planning to 
facilitate the best outcomes for the patient. 

TRD is a common and debilitating condition 
associated with profound dysfunction, multimorbidity, 
and early mortality.1–3 TRD is typically defined as an 
episode in which 2 evidence-based treatments have 
failed to improve a patient’s condition.4,5 Lifetime major 
depressive disorder (MDD) is highly prevalent, and 
approximately 30% of people with MDD will eventually 
meet criteria for TRD.4,6 The prevalence of TRD is 
especially elevated in people with bipolar disorder,7 and 
is higher still (∼50%) when the definition of TRD 

considers failure to achieve sustained symptom 
remission.8,9 

Given the high prevalence,10 specialized TRD 
consultation programs can provide referring clinicians 
and patients with guidance about enhanced, 
individualized treatment options.11 The National 
Network of Depression Centers (NNDC) has detailed 
important considerations for the establishment of TRD 
consultation clinics in Part I of the series, Developing a 
TRD Consultation Program.12 We encourage the reader to 
refer to the first installment for a description of the 
consensus process and for key considerations related to 
embedding a TRD consultation program in healthcare 
settings at the systems level. 

Because the rapid evolution of treatments for 
depression is leading to a rise in the number of TRD 
specialty clinics, we believe that close attention to the 
components of the TRD evaluation process is necessary. 
In the following sections, we describe a framework 
integrating consensus on the practical needs of TRD 
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assessment (efficiency, cost-effectiveness, and flexibility) 
with the need for reliable and valid measurement in 
standard care for TRD patients. This preliminary 
“roadmap” for TRD assessment is expected to quickly 
evolve with advances in TRD intervention science and 
methods to address health disparities. 

PATIENT ASSESSMENT 

Assessment Goals 
The ultimate purpose of assessment is to guide 

effective treatment. Accurate assessment is particularly 
vital in the context of a TRD consultation. Patients 
presenting to TRD clinics have typically attempted 
several prior treatments that have not been adequately 
effective. Given the high morbidity and mortality 
associated with TRD, it is critical that assessments in 
these clinics (1) clarify the nature of the patient’s 
illness, (2) identify the patient’s goals for treatment, 
and (3) ultimately help to determine which 
interventions are most likely to be effective for this 
particular patient at this specific time. To accomplish 
the latter objective, it is essential to obtain a careful 
history of the patient’s prior treatment experiences, 
determine past and current barriers to treatment 
success, and identify patient characteristics that could 
guide treatment selection in line with the patient’s 
goals. Below, we describe each of these considerations 
in greater detail. 

Goal 1: Determine the nature of the patient’s illness. 
Clarify the primary diagnosis. A critical objective for an 

assessment in a TRD consultation clinic is to clarify the 
primary diagnosis. Several other psychiatric and medical 
conditions can contribute to presentations involving 
prolonged dysphoric affect, anhedonia, appetite, sleep 
disturbances, and other symptoms of depression. If the 
patient’s symptoms have previously been incompletely 
characterized, there may be little reason to expect that 
standard treatments on their own would be effective. 

Among psychiatric conditions, key differential (or 
co-occurring) diagnoses for TRD include alcohol/ 
substance use, eating, sleep, psychotic, posttraumatic 
stress, and personality disorders.13,14 When these 
disorders are significant drivers of the patient’s 
presentation, different, more specifically targeted 
treatments may be appropriate. Depending on the 
nature of the condition, these alternative treatments 
might be presented prior to or concurrently with the 
next recommended depression treatment. Other issues, 
such as gender identity concerns, can likewise present as 
treatment resistance when they have not been 
appropriately addressed.9 In addition, several medical 
conditions can lead to symptoms of depression that are 
unlikely to resolve until the underlying medical cause is 
better managed. These include hypothyroidism, 
Cushing disease, Parkinson disease, metabolic disorders, 
cardiovascular events, dementia, and certain 
cancers.9,15 Treatments for medical illnesses, 
particularly treatments involving corticosteroids, 
interferons, and calcium channel blockers,14 can 
themselves cause or exacerbate depressive symptoms. 
A recent report16 observed a linear relationship between 
the number of nonpsychiatric medications a patient is 
taking that have a side effect profile that includes 
depressive symptoms and the likelihood of inadequate 
response to standard depression treatments. Whether 
and how thoroughly to screen for each of these 
considerations will be determined by a number of 
factors, including patient characteristics (eg, age), the 
nature of the presenting complaints, family history, and 
practical considerations at each clinic. 

If the depressive symptoms are determined to result 
from a primary mood disorder, the nature of that disorder 
needs to be clarified. Two key determinations are 
whether there is evidence of an underlying bipolar 
pathology and whether psychotic symptoms are present. 
The delay between seeking treatment and receiving a 
correct diagnosis of bipolar disorder can last more than a 
decade.17,18 Moreover, nearly 10% of individuals 
diagnosed with unipolar depression convert to a 
diagnosis of bipolar disorder over the following decade,19 

and nearly 20% of patients hospitalized with a diagnosis 
of unipolar depression go on to experience at least 
1 manic episode within the next 15 years.20 Furthermore, 
even subthreshold levels of lifetime mania-related 
psychopathology are associated with poorer prognosis21 

and with different underlying neurobiological 
mechanisms.22 Thus, a notable subset of individuals with 
TRD may have an undiagnosed or subthreshold bipolar 
pathology23,24 to be considered in making treatment 
recommendations. 

Psychotic features in the context of a depressive 
illness can be overlooked, particularly when the 
abnormalities in thinking are mood-congruent.9 Even 
when these symptoms are clearly present, it can be 

Clinical Points 
• Although many patients with treatment resistant 

depression (TRD) seek a diagnostic consultation to receive 
a comprehensive evaluation of their condition and to 
determine the next course of treatment, there is currently 
little agreement in the field as to what such a consultation 
evaluation should include. 

• The goals of an assessment in a specialty TRD consultation 
service are to establish the primary diagnosis and relevant 
comorbidities, clarify medical and psychiatric symptoms, 
identify treatment and functioning goals, document 
treatment history, identify treatment barriers, and develop 
actionable treatment recommendations. 
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difficult to determine whether the presentation represents 
a depressive disorder with psychotic features, 
schizoaffective disorder, or the initial emergence of 
schizophrenia.25 Each of these possibilities would lead to 
different treatment recommendations, and each could 
contribute to inadequate response from standard 
depression therapies.26 

Identify relevant comorbidities. The disorders noted above 
can complicate the treatment of depression, even if they are 
judged not to be primary. Several additional comorbidities 
can influence the efficacy of treatments. Most prevalent are 
the anxiety disorders, which are commonly comorbid with 
depression.27 The STAR*D study observed that depressed 
patients with comorbid anxiety were substantially less 
likely and took longer to remit compared to those without 
anxiety.28 Determining the extent of the patient’s alcohol and 
substance use is also key, even if it does not rise to the level 
of a diagnosable disorder. The effects of alcohol and 
substances can impact mood and functioning, as well as 
response to treatments.14 The presence of comorbid 
personality pathology can likewise affect treatment 
response, and the direction of these effects appears to 
depend on the nature of the antidepressant treatment 
provided.29,30 Comorbid sleep disorders, such as narcolepsy 
and sleep apnea, as well as disturbances in sleep, including 
chronic insomnia and hypersomnia, are associated with 
increased symptoms of depression and can impact 
response to standard treatments for depression.31–34 Finally, 
cognitive and meta-cognitive deficits are often present 
among individuals with TRD13 and represent some of the 
strongest predictors of poor functioning even when 
symptoms have improved.35 These deficits may contribute 
to an individual’s sense that their treatment goals have not 
been met. 

Medical comorbidities can affect treatments for 
depression in several ways. As noted above, certain 
medical conditions are themselves associated with the 
emergence or exacerbation of depressive symptoms, 
as are certain medical treatments. Other conditions 
and medications can alter or interfere with the 
pharmacokinetics and pharmacodynamics of certain 
medications for depression.9 Furthermore, chronic 
conditions, like chronic pain, multiple sclerosis, and 
diabetes, can impact a person’s functioning and 
complicate the treatment for depression, particularly 
when poorly controlled. A comprehensive treatment 
plan should include optimizing treatment of the medical 
conditions that may be exacerbating depression. If a 
medication prescribed for comorbidities is suspected of 
contributing substantially to a patient’s depression, the 
treatment plan should include a discussion of potential 
alternatives with the prescriber. 

Clarify symptoms and establish a current baseline. In 
addition to determining primary and secondary diagnoses, 
another core objective of the TRD assessment is to clarify the 
nature and extent of the patient’s current symptoms and 

functioning. The severity of depressive symptoms at the 
assessment can be used as a baseline against which to 
evaluate the efficacy of the recommended treatment(s). 
Also important is determining the nature of the depressive 
symptoms (eg, suicidal thinking) as this information may 
be used to inform treatment recommendations and to 
determine whether the patient needs a higher level of care. 
This is particularly critical as up to 30% of individuals with 
TRD attempt suicide at some point in their illness course.36 

Goal 2: Establish treatment goals. 
Symptom reduction. It is often appropriately assumed that 

patients have the ultimate goal of complete symptom relief. 
There is, however, growing recognition that complete and 
sustained symptom remission may not always be possible. 
Moreover, some9 have argued that a singular focus on 
eliminating all symptoms can ultimately lead to an unhelpful 
pattern of continuous treatment switching with little 
benefit to a patient’s overall quality of life. Therefore, part of 
the goal of a TRD consultation is to achieve realistic goal 
setting with each patient. Dovetailing with the assessment 
of symptoms and functioning, the consultation team can 
take the opportunity to understand the patient’s perspective 
on whether specific symptoms are particularly distressing 
or contribute to functional impairment. These more focal 
treatment targets could be incorporated into treatment 
recommendations and monitored as treatment progresses. 

Functional recovery. Symptoms of depression can be 
debilitating across a wide range of functional domains. In 
addition to mitigating symptoms, treatment goals can focus 
on the recovery of functioning in important areas including 
education, employment, relationships, spiritual well-being 
when relevant, and valued leisure activities.37,38 As in the case 
of other chronic illnesses,9 treatments can focus on helping 
to improve the patient’s quality of life despite the 
persistence of some level of depressive symptoms. 
Established psychotherapeutic treatments (eg, cognitive 
behavioral therapy and interpersonal therapy) can target 
specific goals in education, employment, and relationships 
functioning.39,40 Similarly, short-term psychodynamic 
psychotherapy for depression has been shown to lead to 
functional improvement in addition to symptom reduction.41 

Finally, newer interventions (eg, recovery-focused 
cognitive behavioral therapy42 and augmented depression 
therapy43) have been developed, in part, to help patients 
achieve functional recovery goals. 

Goal alignment. Consultation in a TRD assessment clinic 
provides a valuable opportunity to determine whether the 
patient and the treatment team agree on the primary goals 
for treatment. 

In some cases, patients and providers are misaligned 
with respect to prioritizing reduction of particular 
symptoms over others or prioritizing improvements in 
functioning over improvements in symptoms.5,44,45 In 
other cases, the patient and the treatment team may have 
different expectations for the treatment’s effects or a 
different understanding of each party’s role in bringing 
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about change. It is also vital to consider that patients who 
have experienced chronic interpersonal challenges, 
patients with complex experiences of trauma, and 
patients with certain personality pathologies may 
have experienced ruptures in aspects of the alliance 
with prior providers and may be particularly sensitive 
to the challenges in managing relationships and 
recommendations from multiple providers. Consultation 
at a TRD clinic can help to identify and address these 
issues when present and explicitly clarify roles, 
expectations, and goal priorities in the treatment plan. 

Goal 3: Identify which interventions are most likely to 
work for this patient at this time. Assessment in a TRD 
consultation clinic is concretely directed towards 
determining which treatment strategy is most likely to be 
effective at achieving the patient’s goals, given their current 
diagnostic and symptom presentation, at this particular 
time in the patient’s illness course. Barring frank 
mismanagement of the illness, the fact that the patient is 
presenting to a TRD clinic indicates that their illness is 
unlikely to resolve in the short term either on its own or as a 
result of the supportive factors common to all treatment 
settings. The critical task during TRD consultation is to 
determine which of the available treatment options are most 
likely to be effective if provided next, given the patient’s 
symptoms, characteristics, treatment history, barriers to 
treatment, and personal strengths. These recommendations 
will be personalized to each patient. As such, a complete 
description of all possible recommendations is beyond the 
scope of the current project but could include combinations 
of: medication augmentation or switching strategies,46 fast- 
acting antidepressants like ketamine or esketamine,47 

empirically supported psychotherapies,48 interventional 
psychiatry services like transcranial magnetic stimulation 
(TMS),49 electroconvulsive therapy (ECT),50 or vagus nerve 
stimulation.51 

Treatment history. Collecting detailed information about 
the patient’s treatment experiences not only helps to verify 
that an individual does in fact have a difficult-to-treat form of 
depression, it directly informs the consultation team about 
which classes of treatment have already been adequately 
pursued. A careful assessment of treatment history includes 
information about the specific treatments, timing, dose, 
duration, side effects, degree of response, and reasons for 
and circumstances surrounding treatment discontinuation. 
This information is often difficult to ascertain. With 
medications, for example, it is important to determine the 
type of medication that was prescribed as well as the dose, 
frequency, and duration of treatment as it was actually 
taken by the patient. Relying on self-report alone can be 
challenging as many patients do not recall details of the 
medications that they have attempted. Medical records 
may provide more information about medication type, 
dosing, and duration, but they often do not contain 
information about medication adherence. We recommend 
combining information from multiple sources, including 

the patient’s report, medical record review, pharmacy 
records when available, and potentially gathering collateral 
information from important others in the patient’s life who 
were involved in managing their illness. Collateral 
information can be particularly helpful for clarifying key 
symptoms, perception of response to various treatments, 
and additional delineation of functional impairment and 
barriers to care. 

Assessing the nature and adequacy of other kinds of 
therapeutics for depression can be even more challenging. 
These include psychotherapies and interventional 
approaches like TMS, ECT, and newer agents like 
ketamine and esketamine. In many cases, patients may 
not be aware of core elements of the treatment (eg, the 
specific form of psychotherapy they received or the 
parameters of the interventional approaches). In the case 
of psychotherapy, targeted questions such as “What did 
you learn in your psychotherapy? What happened in 
therapy sessions? Did your therapist suggest homework 
or action plans to be done outside treatment sessions?” 
may assist in determining the method and adequacy of 
psychotherapy. Across prior treatment modalities, careful 
record review and collateral information from the prior 
treatment provider can be particularly helpful in 
determining the nature and adequacy of these treatment 
trials. 

Barriers to treatment. As important as determining which 
prior treatments were insufficiently effective for a patient is 
determining reasons that could explain the lack of adequate 
treatment response. For example, was a particular side- 
effect intolerable? Did the patient have difficulty accessing 
the treatment? Were there challenges for the patient in 
participating fully in the treatment plan, either due to 
factors internal to the patient (eg, concerns, attitudes, or 
beliefs about engaging in a particular treatment) or to 
external factors related to their life circumstances? 

In some cases, prior barriers may become more 
addressable or may have been resolved, opening an 
opportunity to recommend a type of treatment that 
would previously have not been feasible. Regardless, it 
will be critical to determine what barriers might interfere 
with new treatment recommendations. Including a 
description of these in the treatment plan will help the 
treatment team not only to address them but also to 
monitor for their influence over the course of treatment. 

Patient characteristics. There is a large, active, and growing 
body of research examining whether certain patient 
characteristics, other than symptoms, could be used to 
predict which type of treatment is most likely to be effective 
for a particular patient (see, eg, Cohen and DeRubeis53). 
These characteristics include demographic features (such as 
employment status, marital status, age, and gender), 
environmental factors such as current stressors, and 
historical information such as exposure to childhood trauma 
or maltreatment, among other factors. Although there is 
not yet a gold-standard prescriptive tool that could be used 
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to guide treatment selection across the range of treatment 
options, considering these characteristics can help to 
suggest a potentially effective next treatment course, given 
the individual’s prior treatment history.53–56 

ELEMENTS OF AN ASSESSMENT PACKAGE 

Treatment History 
As noted above, a core component of the consultation 

is a thorough assessment of the nature, adequacy, and 
effects of prior treatments. This assessment can be 
greatly enhanced by collecting information prior to the 
consultation both from the patient and from medical 
and pharmacy records. Patient self-report in a 
preconsultation questionnaire can provide valuable 
information about the patient’s understanding of the 
treatment that they received, whether they adhered to 
the prescribed treatment regimen, and any barriers to 
accessing or participating in the treatment. Official 
medical and, where possible, pharmacy records can 
provide more detailed information about the specific 
treatments that were prescribed. Obtaining this 
information prior to the consultation can help to more 
efficiently guide the clinical interview below and rule in 
or out potential recommendations for the next treatment 
option. 

Clinical Interview 
Nearly all consultations are likely to include an expert 

clinical interview with the patient. These interviews, 
conducted by a clinician with experience in this field, 
provide a vital opportunity to collect or elaborate on 
much of the information outlined above and to 
personalize the assessment to ensure that considerations 
specific to each individual patient are adequately probed. 
The clinical interview and mental status examination 
happen concurrently and can be an extraordinarily rich 
source of information. Open-ended and follow-up 
questions that are by nature not part of standardized 
assessment tools often give insight into an individual’s 
unique course of illness and its relationship to life 
events. Even in a one-time consultation encounter, 
establishment of a therapeutic alliance between patient 
and clinician facilitates interaction important in creating 
a comprehensive biopsychosocial formulation of the 
patient’s illness. Further, patients may have been 
previously reluctant to disclose or even not consciously 
aware of relevant factors that may be contributing to their 
illness (eg, interpersonal relationship patterns, trauma, 
role of substance use, etc.). Clinicians with specialized 
expertise in TRD are aware of these possible contributing 
factors and can be intentional about probing in 
directions that may have been previously unexplored. In 
many patients with TRD who have been ill for years, 
attitudes toward previous treaters and previous 

medications or therapeutic modalities may provide 
useful insights about prior barriers to treatment. Many 
interviewers examine the patient’s previous treatment 
history through a specific lens that intentionally explores 
the meaning and beliefs that patients attach to 
medications, as well as interpersonal factors in 
pharmacologic treatment (eg, Mintz57). Such an 
approach may offer a helpful psychological explanation 
for inadequate previous treatment trials due to 
previously unexplained adverse reactions to medications 
or other treatments (eg, particular sensitivities to side 
effects, nocebo effects, lack of trust, or reluctance to fully 
disclose with members of a prior treatment team). A case 
formulation informed by these interviews may prove 
extremely helpful in designing a personalized treatment 
plan that addresses the psychological complexity of the 
patient’s previous treatment experiences, thus maximizing 
the likelihood of future treatment effectiveness. 

Diagnostic and Semistructured Interviews 
Consultation clinics can consider incorporating more 

formal structured or semistructured interviews into the 
assessment package. The primary rationale for including 
these measures is that they can increase the chances that 
all aspects of the patient’s psychiatric presentation are 
captured. Across psychiatric disorders and clinical 
settings, semistructured diagnostic tools tend to lead to 
more accurate and reliable diagnoses compared to clinical 
interviews alone.58–60 This is perhaps particularly salient 
for TRD consultation clinics in which it is often the 
case that critical aspects of the patient’s illness or 
circumstances may have been overlooked during prior 
assessments. A key benefit of the clinical interview is that 
clinicians have complete discretion to ask whichever 
question they choose and to gather deeper information 
about any topic they determine to be important. A key 
challenge with this process is that it can be impacted by 
known cognitive biases, such as the primacy and recency 
effects, confirmation bias, and search satisficing (eg, 
Baron61) that can interfere with accurate diagnoses in 
medical and psychiatric settings. Examples of 
semistructured diagnostic instruments include the 
Structured Diagnostic Interview for DSM-5 Disorders 
(SCID), the Mini International Psychiatric Interview 
(MINI), and the Diagnostic Interview for Anxiety, Mood, 
and OCD and Related Neuropsychiatric Disorders 
(DIAMOND). Notably, some of these tools have versions 
(eg, the Quick Structured Clinical Interview for DSM-5 
Disorders [QuickSCID-5]) that are designed to be brief 
(<30 minutes) and to be administered by staff with less 
clinical expertise. 

Self-Report Measures 
Brief self-report measures can also be used to help 

guide the assessment. For facilities that intend to enroll 
patients into their own clinics, these assessments can 
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serve as baseline symptom assessments to help evaluate 
treatment efficacy. When considering the particular 
screening tools to use, we recommend that clinics 
prioritize the sensitivity of a measure over its specificity 
to help ensure that important elements of the clinical 
presentation are not overlooked.62 Elevated scores on 
these measures can then be used to guide more focused 
probes of clinical features or comorbidities that may have 
been overlooked previously. 

Table 1 highlights the critical elements to be assessed 
during a TRD consultation and provides examples of self- 
report or clinical interview tools that could be used to 
enhance the expert clinical interview. We do not intend 
for this list of measures to be either exhaustive or 
definitive. We recognize that some centers and settings 
may not have the infrastructure to support the use of an 
exhaustive battery of measures. Rather, we provide this 
list as a guide. We would encourage the use of any 
psychometrically sound instrument that captures the 
relevant phenomena. 

ASSESSMENT PROCESS 

Each consultation clinic will likely have distinct 
opportunities and challenges in implementing the elements 
of TRD consultation, given the nature of the organization in 
which they may be embedded (see Part I). The assessment 
process will also depend a great deal on the specific elements 
that a clinic chooses to implement and the available staffing 
support. Recognizing this, we recommend the following 
process elements for consideration, in settings where they 
are possible to implement. 

First, several of the screening tools referenced in 
Table 1 are self-report instruments that could be 
completed by the patient prior to their consultation. 
In some settings, these could be embedded in the 
electronic medical record; in others, stand-alone secure 
online assessment portals such as REDCap or Qualtrics 
could be used; in still others, these could be printed and 
mailed to participants to be filled out on paper. A 
primary reason to include these tools is to flag the 
possibility of a comorbid diagnosis or symptom cluster 
that may have contributed to the patient’s illness or 
treatment course. Reviewing responses to these 
screening tools prior to the consultation can be valuable 
for helping providers focus assessments to probe those 
areas that would be particularly important for the 
specific patient. 

Second, medical records can be requested prior to 
the consultation. Where possible, this task could be 
completed by a clinic manager or patient care navigator. 
Again, this information can help focus the conversation 
between provider and patient regarding both existing 
diagnoses and prior treatment history, adherence, 
efficacy, and side effects. This step can be particularly 

helpful for identifying periods of symptom exacerbation 
and care escalation, as well as for identifying diagnoses that 
can be difficult to detect in any single assessment visit, 
including the potential for a bipolar spectrum illness, 
personality pathology, or alcohol or substance use disorder. 

Third, in multidisciplinary settings, the assessments 
completed during the consultation can be divided among 
providers. Clinical psychologists bring expertise in 
psychodiagnostic, symptom, and neurocognitive 
testing. Psychiatrists are likewise expert in clinical 
and diagnostic interviewing and, given their medical and 
psychopharmacologic expertise, are well-suited to assess 
medical comorbidities and treatment history. Dividing the 
assessment across providers creates the opportunity for 
more accurate diagnoses, as it typically allows for a 
broader selection of assessment tools and foci than would 
be possible by 1 provider alone; it allows the providers to 
communicate between assessments so that any 
diagnostic questions following the first portion of the 
assessment can be clarified in the second, and it provides 
the opportunity for 2 experts to meet with the patient 
and reach consensus on diagnosis and treatment 
recommendations. 

Qualifications of Providers 
Although subspecialty psychiatry fellowship 

training opportunities in mood disorders exist, as do 
specialized postdoctoral training opportunities in 
mood disorders for clinical psychologists, these often 
focus on research training. Depending on the nature of 
the program, considerable clinical experience in the 
evaluation and treatment of TRD can be gained in 
these programs. Still, to our knowledge, no unifying 
standard set of competencies for TRD consultants has 
been delineated. Depending on the clinician’s specific role, 
we believe based on our collective practice experience that 
TRD consultants should have knowledge and/or skills in the 
areas outlined in Box 1. These are intended to be broad in 
scope and, at the same time, outline a minimum level of 
expertise needed to define subspecialty expertise in TRD. As 
such, the elements included in Box 1 may not represent all 
of the specific requirements for TRD expertise across all 
practice settings. 

Timing and Cost 
The timing, duration, and cost of the consultation will 

likely differ between settings and will depend on the staffing 
involved and the elements of the consultation that the clinic 
chooses to implement. At minimum, the patient would 
meet with a physician for approximately 60–90 minutes for 
the expert clinical interview. The details of the patient’s 
medical history and current symptoms would dictate the 
extent of the follow-up laboratory and medical tests that 
would be necessary before making treatment 
recommendations. At the other end of the spectrum, centers 
in the NNDC that utilize the tools described in Table 1 
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typically divide the assessment process across patient care 
navigators, clinical psychologists, psychiatrists, and 
professional psychometrician technologists. In these settings, 
the assessment is typically split across 2 visits and can take 
a combined total of 4 hours to complete. Although a larger 
number of providers and staff are involved, new codes have 
been released (eg, 96127, 96136, 96138, 96130) to cover 
staff and provider time. In our experience, it is possible to 

structure such a compressive testing clinic to be fiscally 
sustainable over time. 

FUTURE DIRECTIONS 

Several additional assessment tools are actively 
being studied to improve clinical decision-making in 

Table 1. 
Potential Measures to Assess Essential Clinical Features of TRD 
Clinical feature Interview/Clinician administered Self-report 
Diagnosis Structured Clinical Interview for DSM-5 (SCID-5) 

Mini-International Neuropsychiatric Interview (MINI) 

Symptoms 
Depression Montgomery-Asberg Depression Rating Scale (MADRS) Quick Inventory of Depressive Symptomology (QIDS-SR) 

Hamilton Rating Scale for Depression (HRSD) PHQ-9 

Suicidality Columbia Suicide Severity Rating Scale Suicide Cognitions Scale 

Mania/hypomania Hypomanic Checklist (HCL) 
Mood Disorders Questionnaire (MDQ) 

Anxiety/OCD GAD-7 
Clinically Useful Anxiety Outcome Scale 
FOCI Florida Obsessive Compulsive Inventory 

Alcohol/substance use Alcohol Use Disorders Identification Test-Consumption Items (AUDIT-C) 
National Epidemiologic Survey on Alcohol and Related 
Conditions(NESARC) 

Pain Pain Enjoyment of Life, and General Activity (PEG) scale 

Sleep (insomnia/apnea) STOP-BANG Insomnia Severity Index 

Psychotic features Prodrome Questionnaire-Brief 

Trauma history Trauma History Questionnaire (THQ) 
Life Events Checklist for DSM-5 (LEC-5) 
Posttraumatic Stress Disorders Checklist for DSM-5 (PCL-5) 

Personality Structured Interview for DSM-IV Personality (SID-P); 
Structured Clinical Interview for DSM-5 Personality Disorders 
(SCID-5-PD) 

Personality Inventory for DSM-5 (PID-5; PID-5-Brief Form); 
Structured Assessment of Personality Abbreviated Scale (SAPAS) 

Treatment history Antidepressant Treatment History Form 
DATAd52 

Functioning Work and Social Adjustment Scale (WSAS) 
Quality of Life Enjoyment Satisfaction Questionnaire-Short Form 
(Q-LES-Q-SF) 
Lam Employment Absence and Productivity Scale (LEAPS) 
Recovering Quality of Life (ReQoL) Questionnaire 

Cognitive MoCA 
NIH Toolbox - Cognition Battery 

Medical Physical 
CBC 
Thyroid (TSH) 
Vitamins (B, D) 
Testosterone 
Menopause markers 
CMP 
Lipids/hemoglobin A1C/drug levels (if indicated for medication 
monitoring) 
EKG for treatment recommendations 
CRP/IL-6 

The left column lists the critical elements to be assessed during a TRD consultation. The right 2 columns provide examples of clinician administered and self-report tools, 
respectively, that could be used to enhance the assessment. This list of measures is not intended to be either exhaustive or definitive. We would encourage the use of any 
psychometrically sound instrument that captures the relevant phenomena. 

Abbreviations: CBC = complete blood count, CMP = comprehensive metabolic panel, CRP = C-reactive protein, EKG = electrocardiogram, GAD-7 = generalized anxiety 
disorder assessment, IL-6 = interleukin-6, MoCA = Montreal Cognitive Assessment, NIH = National Institutes of Health, PHQ-9 = Patient Health Questionnaire. 
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the treatment of depression. Each of the following, if 
validated, may prove useful for TRD consultation 
clinics: 

1. Markers of brain structure and function. There are 
2 potential advantages of leveraging techniques 
like functional magnetic resonance imaging and 
electroencephalography in clinical assessment. 
First, they can serve as more objective indicators 
than self-report or clinical interview assessments, 
and second, they hold the promise of identifying 
specific neurobiological targets associated with an 
individual’s illness state that could be used to guide 
individualized treatment selection. A substantial 
body of work has emerged over the last 2 decades 
aiming to identify neurobiologically based biotypes 
of depression (eg, 67,68) and to identify brain- 
imaging based predictors of response to different 
treatments for depression.69,70 Although promising, 
the use of neuroimaging to guide assessment 
remains experimental at present. To date, effect 
sizes have been small, replication remains an 
aspirational goal,69,71–74 and the reliability of 
neuroimaging-based metrics at the individual 
patient level is not yet sufficiently strong to support 
clinical decision-making.70 With additional 

development, these approaches could provide a 
future actionable pathway for personalized 
interventions that target mechanisms specific to 
the individual patient. 

2. Pharmacogenomics. While there is great potential for 
application of genetic data to guide treatment 
decisions, large controlled studies do not so far support 
current routine implementation of pharmacogenomic 
testing panels.75–78 Of note, a significant proportion of 
participants enrolled in each of the 3 large 
pharmacogenomic trials published to date met TRD 
criteria. In regard to the individual genes commonly 
included in current pharmacogenomic panels, 
consensus guidelines for using genetic data to guide 
antidepressant treatment recommend considering 
4 pharmacokinetic genes (CYPs 2D6, 2D19, 2B6, and 
2B19). These guidelines do not recommend the use of 
2 commonly tested pharmacodynamic serotonin- 
related genes, SLC6A4 and HTR2A, in treatment 
decisions.79 Again, more work is needed to replicate 
findings and validate the use of genetic testing for 
clinical decision-making. 

3. Passive sensing/ecological momentary assessment. 
In light of the limitations of traditional 
assessments, including reliance on remote recall and 
the assessment of overlapping symptoms that are 
common to multiple diagnoses, there has been a 
concerted effort in the field to harness the 
capabilities of passive sensing or Ecological 
Momentary Assessment (EMA) to accurately 
monitor symptoms of depression in real time.80–84 

Smartphone-based EMAs, which involve repeated 
sampling of the patient’s experiences, symptoms, 
and behaviors in real time within their natural 
environment (eg, at home, work), offer the advantage 
of capturing data during the patient’s lived 
experience. Passive data collection holds the promise 
of capturing data without active self-report, 
providing continuous information about the patient’s 
experiences. Paired with machine learning, these 
data have been used to successfully predict 
depressive episodes.85,86 While clinical application 
of these emerging technologies is currently 
experimental, it is an exciting emerging technology. 

SUMMARY 

Quality evidence-based assessment of TRD is a 
critical part of a TRD Consultation Program. Goals of a 
TRD assessment include clarifying the nature of a 
patient’s illness, including diagnostic and relevant 
comorbid disorder clarification, establishing personalized 
treatment goals, establishing and aligning goals 
accounting for symptom reduction and functional 
improvement, treatment team-patient goal alignment, 

Box 1 
A Suggested Minimum Skill Set for Treatment- 
Resistant Depression Consultants 

General knowledge and/or skills: 
1. Psychiatric and psychological evaluation of adults, as outlined in practice 

guidelines63,64 

2. Psychiatric and psychological evaluation of children and adolescents (where 
appropriate), as outlined in practice guidelines64,65 

3. Evidence-based biological, psychological, social, and lifestyle/complementary 
interventions for depression (unipolar and bipolar) 

4. Interpretation of laboratory, neuroimaging, neurocognitive, or other forms of 
diagnostic testing pertinent to the assessment of TRD 

Specialized (depending on discipline) knowledge and/or skills: 
1. Detailed assessment skills specific to judging the quality and intensity of past 

trials of evidence-based treatments including pharmacotherapy and 
psychosocial treatments 

2. Detailed assessment skills for common psychiatric and general medical 
comorbidities frequently encountered in TRD populations 

3. The use of selected conventional pharmacotherapies including, but not 
limited to, tricyclic antidepressants and monoamine oxidase inhibitors. 

4. The use of non-conventional pharmacotherapies including, but not limited to, 
ketamine, esketamine, and selected experimental approaches 

5. Pharmacological combination and augmentation strategies extending across 
the spectrum of evidence supported adjuncts 

6. Evidence based psychosocial treatments for TRD 
7. The use of neuromodulatory therapeutics including, but not limited to, 

transcranial magnetic stimulation, electroconvulsive therapy, vagus nerve 
stimulation, and transcranial direct current stimulation66 

Abbreviation: TRD = treatment-resistant depression. 
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and identifying the next steps for a personalized 
intervention strategy (Box 2). Treatment 
recommendations should individualize next intervention 
steps, considering treatment history, potential barriers 
to treatment, and patient characteristics. Elements of an 
assessment package, including the clinical interview, self- 
report, and clinician-rated measures where possible, as 
well as laboratory/diagnostic testing, are discussed. 
Together with Part I of this series that discusses practical 
and logistical considerations, we hope that these 
recommendations are helpful to those seeking to develop 
or enhance a TRD consultation program. 
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