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ABSTRACT
When treating chronic diseases, physicians have long recognized the importance of focusing on the restoration of functioning, in conjunction with alleviating the overt signs and symptoms of such disorders. Until recently,
practitioners who treat patients with major depressive disorder (MDD) have typically not prioritized the measurement of functional outcomes, despite the wealth of empirical data quantifying the workplace and interpersonal
disability that is associated with MDD. Emerging evidence suggests that the emotional and physical symptoms
of MDD as well as the cognitive deficits associated with the disorder are major contributing factors to the psychosocial dysfunction and workforce maladjustment seen in affected patients. Validated measurement devices
that assess disability and monitor improvement across the spectrum of functional domains related to MDD
may help improve outcomes in patients with the disorder. The use of a scale that measures work, social, and
familial disability, such as the Sheehan Disability Scale, in conjunction with a symptom measurement scale,
is recommended to quantify the level of impairment and to measure treatment effects in patients with MDD.

The following question-and-answer session was prepared from a discussion with Roger S. McIntyre, MD, FRCPC,
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What level of disability has been
shown to be associated with major
depressive disorder (MDD)?
Several community-based epidemiological
studies have documented that the majority of patients who screen positive for MDD
experience significant disability in workforce and overall psychosocial functioning.1-5
According to the National Comorbidity SurveyReplication, patients with MDD experienced
~30 days/year when they were unable to perform their expected work and/or social roles.6
Several international studies have also
reported on the extent of disability in the workforce and the direct and indirect costs associated with MDD.7,8 When functional outcomes
include measures of disability beyond work—
such as being able to participate meaningfully
in life, days spent with family, or, conversely,
days spent in bed—MDD is as impairing if not
more impairing than other chronic medical
disorders, such as hypertension,9 diabetes,9,10
and cardiovascular disease.9
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Should physicians be cognizant of
any particular symptoms of MDD that
are associated with functional
impairment?
During the last decade, the field has learned
from several population-based and clinical
studies that there is an inverse and parallel
relationship between the severity of MDD
symptoms and the level of functioning among
patients with MDD (Figure). As the severity of
MDD symptoms increases, the less likely it is
that the patient will be functioning optimally.6
Attempts to elucidate specific symptoms that
are associated with impaired functioning have
underscored the persistent neurocognitive
impairment associated with MDD. Commonly
encountered neurocognitive deficits are disturbances in attention, memory, concentration, executive function, and information processing speed.11-13 Although the effect size of
the neurocognitive deficits in patients with
schizophrenia and bipolar disorder are greater
than MDD, symptomatic (and asymptomatic)
patients with MDD frequently exhibit clinically
meaningful deficits in neurocognitive func© MBL Communications Inc.
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tioning. It is hypothesized that the deficits that
are encountered in patients with MDD relate
to the neurodegenerative changes associated
with MDD.14 Moreover, neurocognitive function may be secondarily affected by classic
symptoms of MDD, such as loss of energy,
motivation, interest, and vitality.
Another important factor that may mediate
the psychosocial, physical, and neurocognitive dysfunction in patients with MDD is the
presence of medical comorbidities. Patients
with MDD are differentially affected by several
“stress-sensitive” medical disorders, such as
cardiovascular disease,15 arthritis,16 obesity,17
diabetes,9 multiple sclerosis,18 and metabolic
bone disease.19 Increasingly, MDD is conceptualized as an independent risk factor for
incident medical illness, which suggests a
neurobiological overlap between MDD and
some commonly occurring somatic comorbidities.20,21 Medical comorbidities in MDD
are associated with increased medical service
utilization and overall health care cost.9,22-24
The presence of comorbid general medical
disorders in patients with MDD may also
exert an additive effect on overall functional
decline and a deteriorating effect on quality
of life.25 Taken together, the hazard posed by
ubiquitous medical comorbidities in patients
with MDD supports the recommendations for
systematic screening, prevention, detection,
and management of comorbid somatic health
issues in patients with MDD.
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Are data available that examine the
ways in which impairment is seen
across the different domains of
functioning?
MDD is an “equal opportunity disabler” and
as such it is rare to encounter abject impairment in one area and meaningful functionality in other areas. Nevertheless, anecdotally
physicians do encounter some situations in
which a person is certainly more impaired in
one area than another. For example, someone who has a cognitively demanding job
such as a banker, an accountant, or a school
teacher, may be more likely to be affected by
MDD in the workforce.
In my experience, the effect of MDD on
a patient’s functioning is heterogeneous.
Nevertheless, many patients who are suffering from MDD are severely impaired in the
workforce because clinicians are increasingly
finding patients with cognitively demanding jobs being referred for assessment and
treatment. Although they are experiencing
difficulties from an interpersonal perspective, the impairment may not be as severe as
in the workplace. Speculatively, this may be
due in part to the protective and supportive
mechanisms that are provided by the patient’s
interpersonal relationships.
As a clinician, I have frequently encountered the bidirectional relationship between
MDD and psychosocial functioning. For
example, although it seems axiomatic that
MDD adversely affects functional outcomes,
suboptimal functioning can also portend nonrecovery in MDD. 26,27 In everyday clinical
practice, mental health professionals occasionally encounter clinical scenarios where a
patient has achieved symptomatic remission,
but continues to be highly distressed by the
fact that they have been unable to recover
functionally.
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The psychosocial dysfunction observed in
patients with MDD is often apparent in their
interpersonal lives and is typically expressed
as an increasing distance and disengagement
in interpersonal, social, and familial activity.
However, it is not uncommon for deficits in
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psychosocial functioning to impair workforce
performance as well.

What impact does MDD have on a
patient’s psychosocial functioning at
work?
The mechanisms wherein MDD affects the
ability to work relates to patient factors as
well as interpersonal factors arising from
the individual’s social/occupational network.
Clinicians know that MDD diminishes functioning, job performance, and the ability to
perform commensurate with their aptitude,
which may affect the opportunity for job
advancement and security. In the workforce,
presenteeism is more often a consequence of
MDD than is absenteeism.28
MDD also has a virulent effect on the social
network within the workforce. Most individuals with MDD work in an environment that
includes other coworkers who together create a complicated group dynamic. For example, if an individual is suffering from MDD in
an office setting, it often implies that issues
of stigma and alienation are introduced. The
reactions of other group members toward
a patient with MDD may be negative and
unsupportive. For example, coworkers may
have concerns about work-sharing when a
coworker with MDD is unable to fulfill his or
her responsibilities. This makes it very difficult for patients in the workplace who have
MDD to manage both the burden of their own
illness and also reactions from their coworkers, supervisors, direct reports, etc. Available
evidence indicates that the probability of
returning to the workforce and assuming the
previously held, premorbid position diminishes significantly, especially if they are unable
to return to work for protracted periods of
time (ie, ≥6 months).29-31
Fortunately, many companies have become
aware that mood disorders (and psychiatric
disorders more broadly) are a significant
burden on their employees and overall company performance. As a result, there has been
interest by many companies in designing
and executing a variety of education-based
programs that generally focus on risk factor
detection, primary prevention screening, and
evidence-based interventions.
4
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How does MDD specifically impact a
patient’s personal life?
There has been a tacit assumption in psychiatry that the absence of psychopathology
(ie, remission of MDD symptoms) equates to
the existence of health. Unfortunately, many
patients with MDD, despite the objective
verification of MDD symptom abatement, are
left with persistent deficits in functioning and
detriments in quality of life.
Recently, several objective scales have been
developed in an attempt to objectively measure the “happiness” that is often eroded, if
not fully abrogated, by MDD. This domain is
a relatively new construct dealing with selfregard, self-esteem, and quality of life.

When patients seek treatment or
enter the physician’s office presenting
with MDD symptoms, do they generally volunteer information regarding
disability?
Although I have observed that patients spontaneously mention psychosocial and workrelated dysfunction, it still requires careful
probing to explore the quality and the quantity
of the impairment on the part of the clinician.
For example, patients with MDD are not frequently asked “What is your job? Describe the
expectations that your employer has for you.
What deliverables are expected from you, and
how has your performance aligned with these
expectations?” The relative lack of attention to
workforce aspects of patients’ lives is in part
related to medical education and curricula that
does not focus on this aspect of assessing and
managing MDD.
Until recently, the effect of MDD on the
workforce has been underemphasized by
patients, families, and practitioners. More
recently, however, mental health care providers are beginning to collaborate with various
private sector professionals, such as vocational rehabilitation counselors, as part of a
chronic disease management approach to
treating MDD. The intensified interest in the
effect of MDD on the workforce is in part due
to destigmatization campaigns, greater public
awareness, and the acceptance of the impact
that MDD has on employees.
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Do clinicians routinely inquire about
the disability associated with MDD at
the time of diagnosis?
My impression is that clinicians do routinely
inquire about disability, but what is missing is
a sharpening of focus. In other words, there
should be a much more measurement-based
approach to quantifying patient functioning.
Assessing functional outcomes enables practitioners and patients to more precisely estimate
the severity of their functional difficulties. It
also refines the measuring of subdomains of
functioning (eg, workforce) that require greater attention, providing a more careful evaluation of treatment effectiveness. Moreover,
measurement-based care provides a language
for communicating with patients, families,
employers, and other key stakeholders.

How can clinicians monitor functional impairment across its various
domains over the course of
treatment?
It is extremely important when clinicians
diagnose MDD that they incorporate an evidence-based, algorithmic sequence of pharmacotherapy and psychosocial treatment,
but they should also evaluate and measure
outcomes with appropriate metrics that have
been validated to assess the severity of MDD
and the degree of functional impairment.
At the Mood Disorder Psychopharmacology
Unit at the University Health Network in
Toronto, patients with MDD are routinely
evaluated with a symptom measurement tool.
The tools include the 9-item Patient Health
Questionnaire (PHQ-9),32 which is easy to use
and serves not only as a symptom measurement device that can establish and compare
the efficacy of antidepressant interventions,
but also as an MDD screening tool. Other
scales include the shortened, 7-item version
of the 17-item Hamilton Rating Scale for
Depression (HAM-D7)33 and the Inventory for
Depressive Symptoms or the Quick Inventory
for Depressive Symptoms (QIDS). 34,35 The
patient’s functional performance was also
measured using the Sheehan Disability Scale
(SDS).36 The SDS is also easy to use and evaluates patients on three areas of functioning:
work, social, and family. These three domains
give a clear picture of how the patient is per© MBL Communications Inc.

forming prior to treatment, and the scores
can be combined to provide an overall level
of global functioning. At each visit, clinicans
evaluate a patient’s symptoms with a brief
MDD rating scale and contemporaneously
assess their functioning with the SDS.
Historically, physicians and other health
care providers who treat patients with MDD
have utilized the Global Assessment of
Functioning (GAF), which is a continuous
scale that comprises Axis 5 in the Diagnostic
and Statistical Manual of Mental Disorders,
Fourth Edition, Text Revision.37 The GAF provides a global estimate of general functioning. However, for a more refined evaluation
particularly across the multiple spheres of
functioning, a measurement-based device,
such as the SDS, offers an opportunity for
more specific evaluation.

What additional tools may be useful
to assist with measuring or tracking
disability in clinical practice?
There are several other tools that have been
used in clinical practice for evaluating disability in patients with MDD. Examples include,
but are not limited to, the GAF and the 5item World Health Organization Well-Being
Index.38 In addition, there are several work
performance tools that have been employed
primarily in research settings as well as other
scales that are an admixture of functional
outcome and quality-of-life measures. The
36-item Short-Form Health Survey39 and the
Quality of Life Enjoyment and Satisfaction
Questionnaire40 are examples of such tools.
Many quality-of-life scales are broad-based
and are not specific to psychiatry.
In routine clinical practice, it is preferred to
use one of the MDD metrics mentioned previously, such as the PHQ-9, HAM-D7, or the
QIDS in conjunction with the SDS. Results
from the Sequenced Treatment Alternatives to
Relieve Depression study41 and other empirical studies,42 have documented that measurement-based care improves symptomatic and
functional outcomes in patients with MDD.
Notwithstanding the availability of multiple
scales, each with their own merits and limitations, the guiding principle should be the use
of a measurement-based approach to treating the symptoms and functional impairment
associated with MDD.
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What should the goal of treatment
be with regard to the restoration of
functioning or reduction of functional
impairment associated with MDD?
During the past decade, the therapeutic
objectives of managing patients with MDD
have been refined. The overarching aim in
managing a patient with MDD should be a
restoration of functioning. Toward that aim, a
full and sustained symptomatic remission will
increase the probability that a restoration of
premorbid functioning will occur.
There are clinical scenarios (eg, chronicity
or a recalcitrance of MDD symptoms) where
an affected patient has received multiple
antidepressants and adequate psychosocial
or novel interventions yet remains symptomatic. The goals of treatment for such
patients may have to shift toward improving
quality of life and living with a chronic illness. Fortunately, most patients with MDD
can expect some degree of responsivity to
disparate treatment modalities.
Notwithstanding the availability of many
United States Food and Drug Administrationapproved conventional antidepressants, efficacious manual-based psychotherapies as well
as novel neuromodulatory approaches, most
patients with MDD in primary care continue
to receive guideline-discordant care. Several
lines of evidence indicate that the use of decision support (eg, MDD treatment guidelines)
as part of a multidimensional chronic disease
management model can significantly improve
outcomes in patients with MDD.41,42
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