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Quality of Life: The Ultimate Outcome Measure
of Interventions in Major Depressive Disorder

Waguih William IsHak, MD, FAPA, Jared Matt Greenberg, MD, Konstantin Balayan, MD, Nina Kapitanski, MD,
Jessica Jeffrey, MD, MPH, MBA, Hassan Fathy, MD, Hala Fakhry, MD, and Mark Hyman Rapaport, MD

Background: Quality-of-life (QOL) assessment and improvement have recently been recognized as
important components of health care, in general, and mental health care, in particular. Patients with
major depressive disorder (MDD) have a significantly diminished QOL. Methods: Using a Medline
search of relevant keywords for the past 26 years, this article reviews the empirical literature to pro-
vide information regarding QOL measurement, impairment, impact of comorbidity, and treatment
effects in MDD. Results: Studies showed that QOL is greatly affected by depression. Severity of de-
pression is also a major contributor to further reduction in QOL when depression is comorbid with
other psychiatric and medical disorders. Treatment for MDD has been shown to improve QOL in the
acute treatment phase, but QOL remains low compared to healthy controls even when symptoms are
in remission following treatment. Conclusions: Patients with MDD suffer from poor QOL even after
reduction of symptom severity. Clinicians should therefore include QOL assessment as an important
part of treating depression. More research is needed to examine the factors contributing to poor QOL
in MDD and to develop interventions to ameliorate it. Additionally, future treatment studies of MDD
with or without comorbid disorders should track QOL as the ultimate outcome measure of treatment
success. (HARV REV PSYCHIATRY 2011;19:229–239.)
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Major Depressive Disorder (MDD) is currently the fourth
most disabling disease in the world, causing a significant
burden both to individuals and to society. By 2020, MDD is
expected to be the second most disabling condition in the
world, next to heart disease.1

Based on general population surveys conducted in many
parts of the world, the World Health Organization (WHO)
estimated that depression has a lifetime risk of 7%–12% for
men and 20%–25% for women.2 Data gathered by the Aus-
tralian Institute of Health and Welfare indicate that every-
one at some time in their lives will be affected by depression:
their own or someone else’s.3 In the United States, the Na-
tional Comorbidity Survey Replication study revealed that
in any given year, 14.8 million adults, or about 6.7% of the
population aged 18 and older, suffer from MDD.4

MDD has significant morbidity and potential mortality,
and leads to disruption in interpersonal relationships, sub-
stance abuse, lost work time, and suicide.5 Studies also
demonstrate that MDD contributes to higher morbidity and
mortality in the context of medical illnesses such as my-
ocardial infarction and HIV/AIDS infection.6−10 Not surpris-
ingly, successful treatment of depression improves medical
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and surgical outcomes.11−13 Only in recent years, however,
has attention turned to the effect of depression and its treat-
ments on the patient’s overall quality of life (QOL). Given
the enormous prevalence and burden of depression, as well
as the increasing emphasis on wellness as the ultimate goal
of medical care, the time is ripe to examine QOL in relation
to depression and its treatment.

In 1948, WHO defined health as “a state of complete
physical, mental and social well-being and not merely the
absence of disease or infirmity.”14 Ideally, clinical care would
need to aim at the restoration of health as demonstrated by
a thorough assessment of treatment outcomes. These out-
comes would be expected to show a return to the state of
health or well-being that could be assessed using QOL met-
rics. The emergence of measurement-based care has been
an important development in this context.15 QOL improve-
ment and restoration can be considered the ultimate indi-
cator that treatment interventions have succeeded; that is,
QOL is the ultimate outcome measure.

This review seeks to address two main questions:
(1) What defines QOL, and what metrics are used to
measure it in MDD? (2) How is QOL measurement relevant
to treatment assessment in MDD, and how could assess-
ing QOL as an outcome measure inform or improve our
treatments and practice?

METHODS

We searched MEDLINE and PsycINFO in the last 26 years,
from 1984 to 2010. We used the following keywords: ma-
jor depression OR major depressive disorder OR recur-
rent depressive disorder OR depressive episode, AND qual-
ity of life OR QOL OR health-related quality of life OR
HRQOL. We scanned the reference lists of review arti-
cles for additional studies. The initial search yielded 591
articles.

Two physicians reviewed the 591 abstracts indepen-
dently using the following inclusion criteria: (1) articles in
English or with available, published English translations,
(2) publication in peer-reviewed journals, (2) studies of adult
humans, (4) studies (of any design) that focused on MDD
(not merely depressive symptoms), and (5) studies that used
at least one QOL measure. Both reviewers then indepen-
dently conducted a literature review using the full-text ar-
ticles of studies that met the above criteria. The reviewers
then reached a consensus about the studies to include in
this review.

The study-selection process, described above, yielded 71
articles. Research methodology and key findings were de-
rived from the full text and tables of the selected studies.

WHAT DEFINES QOL AND WHAT METRICS ARE
USED TO MEASURE IT IN MDD?

QOL Definition

The literature reveals that there are numerous definitions of
QOL. This term is often used interchangeably with function-
ing, functional impairment, or psychosocial functioning,16

but it is also sometimes considered a distinct, albeit re-
lated, concept. According to WHO, QOL refers to “individu-
als’ perception of their position in life in the context of the
culture and value systems in which they live and in rela-
tion to their goals, expectations, standards and concerns.”17

WHO further breaks down this concept into the following
essential elements: (1) subjective evaluation, (2) cultural,
social, and environmental context, and (3) assessment of
specific life domains such as health, work, family and so-
cial relations, and leisure activities. By the WHO definition,
functioning refers to one’s performance in activities such as
work, love, and play (as rated by self or observers), whereas
QOL refers to one’s satisfaction with the above activities
and one’s perception of health, among other domains, by
self-report.18,19

The issue of subjective versus objective assessment of
QOL continues to be debated. Although patient-reported
outcomes are starting to take a front seat in modern-
day measurement, as evidenced by the National Institutes
of Health’s Patient-Reported Outcomes Measurement In-
formation System (PROMIS) initiative,20,21 those in the
medical profession often continue to prefer—and often
need—objective measurements as determined by clinicians
or third parties. Some authors have argued, however, that
QOL is “in the eye of the beholder”22 and therefore would
need to be exclusively self-rated.

The relationship of QOL to MDD has not received much
attention in the literature. Contrary to some perceptions, de-
pressive symptoms and poor QOL are not synonymous. As
stated by da Rocha and colleagues,23 “Quality of life is nei-
ther the opposite of depression, nor is euthymia a synonym
of QOL.” In fact, Trompenaars and colleagues24 found that
common variance between depressive symptoms and mea-
sured QOL did not exceed 25%. While it is not unusual to
encounter QOL impairment as a consequence of depression,
Moore and colleague25 considered poor QOL as a precursor
to depression. Berlim and Fleck26 proposed that an overlap
in measuring QOL and depression occurs at three levels:
(1) conceptual: depression and QOL represent the same phe-
nomenon; (2) mediational: negative views of self, the world,
and hopelessness as conceptualized by Aaron Beck27 could
influence reality perception (Aigner and colleagues28 come
to a similar conclusion when they posit that poor QOL in
depressed patients is due to the influence of mood on QOL
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self-ratings); and (3) metric: scales for depression share a
number of items with scales for QOL. The same investiga-
tors showed in a 12-week study that ratings of QOL im-
proved with improvement of depressive symptoms. The au-
thors wondered, if perceptions of QOL are so influenced by
mood, are they synonymous with it? They concluded that de-
pressive symptoms affect the way that patients assess their
QOL; that is, it is a mediator variable.

Ritsner and colleagues29 developed the dis-
tress/protection vulnerability model of health-related QOL
(HRQOL) in severe mental disorders such as schizophrenia.
This model, which evolved from the distress/protection
model by the same author,30 postulates that QOL is the
outcome of the interaction of distress factors and protection
factors. The distress factors include low self-esteem, poor
coping styles, severity of psychopathology, and personality
traits, whereas protection factors include physical health,
leisure activities, social relationships, and medications.
This model presupposed, and the study results showed, that
QOL is more strongly associated with psychosocial factors
(such as self-esteem and personality traits) than with
disorder-related symptoms. It is therefore not surprising
that the authors concluded that treatment needs to focus
“not only on simple reduction of symptomatology and/or
enhancing levels of functioning, but also on the patient’s
subjective well-being and needs”—that is, on QOL.

QOL Measurement

In view of the challenges discussed above, it has been co-
gently argued that a conceptual or theoretical definition of
QOL is needed in order to avoid ongoing controversy and de-
velop operational items to measure QOL.31 The work of the
World Health Organization Quality of Life Group (WHO-
QOL) is a good example. The group used the WHO concep-
tual definition of QOL to operationally define and create a
QOL measure known as the WHOQOL-100.32 The newer,
abbreviated, more commonly used form is known as the
WHOQOL-BREF,33 which contains 24 items over four do-
mains, enabling subjective rating across cultures: physical
health (e.g., mobility), psychological (e.g., self-esteem), social
relationships (e.g., social support), and environment (e.g., fi-
nancial resources).34

Areas covered in QOL assessments typically range from
satisfaction with work, relationships, and leisure time,
to health, living situation, and overall contentment with
one’s life. Corring and Cook35 conducted a study to ex-
plore the QOL construct from the perspective of particu-
lar consumers—namely, persons with mental illness. The
study revealed that patients “simply wish the basics in life”
and believe that acquiring them will result in “more sat-
isfactory” QOL. These basics in life included “mental and

physical health, supportive relationships, meaningful occu-
pations, and a positive sense of self.”35

QOL data can be collected through interviews or by using
self-report questionnaires, with the latter being more cost-
effective. The most commonly referenced instruments in the
literature for measuring QOL in MDD are reviewed in Table
1. While a critical comparison of these instruments is beyond
the scope of this article, key characteristics of the metrics
are detailed.

It is important to consider which aspects of QOL and psy-
chosocial functioning are preferentially measured by differ-
ent QOL scales. Daly and colleagues48 found a low correla-
tion between the abbreviated, 12-item Short-Form Health
Survey (SF-12), Work and Social Adjustment Scale (WSAS),
and Quality of Life Enjoyment and Satisfaction Question-
naire (Q-LES-Q) scores among patients with MDD partici-
pating in the Sequenced Treatment Alternatives to Relieve
Depression (STAR∗D) study, and explained this poor over-
lap by suggesting that each measure emphasizes a different
domain of QOL dysfunction, be it psychological, physical, or
social. Specifically, the physical domain was found to be em-
phasized by the SF-12 physical subscale, the psychological
domain by the SF-12 mental subscale, and the social do-
main by the WSAS and Q-LES-Q (which were the two mea-
sures with the strongest correlation, with r = –0.68). While
these results complicate how one interprets the literature
relating to QOL in depression, awareness of the results ac-
tually allows the measures in question to be used in what
Daly and colleagues48 describe as a “complementary” fash-
ion: the scales can be used to differentiate among domains
of QOL and functioning, and also, when used in conjunction,
to assess QOL globally.

QOL ASSESSMENTS AND THE TREATMENT
OF MDD

In considering the relevance of QOL measurement in treat-
ing depression, it is important to consider some unique
implications of QOL improvement in this disease versus
others. Improving QOL may itself help to ameliorate de-
pression, whereas, for example, improving QOL is not nor-
mally thought to reduce tumor burden, even though the
reverse is true. In other words, in a positive feedback loop,
treating depression may improve QOL, which, in turn, may
protect against future depression. As evidence for this no-
tion, Ezquiaga and colleagues49 found that among all the
psychosocial variables that they investigated, low QOL in
the six months prior to a major depressive episode was the
only factor associated with non-complete remission after one
year of treatment. By contrast, no significant association
was found between remission and clinical variables such as
severity of depression.49
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Other studies have investigated the magnitude of QOL
impairment in depression and the factors associated with
it. Examination of QOL of depressed patients shows that
it is significantly lower than that of the healthy population
and even than that of individuals with chronic disorders, in-
cluding hypertension, cancer, and chronic pain.50 Saarijarvi
and colleagues51 demonstrated that depression has a sub-
stantial negative impact on ability to function and patients’
QOL in various ways, including well-being, perceived physi-
cal functioning, bodily pain, and general health perceptions.
Moreover, QOL in depressed patients seems to be even more
negatively affected in the presence of psychiatric and medi-
cal comorbid conditions such as posttraumatic stress disor-
der (PTSD), generalized anxiety disorder, panic disorder,52

personality disorders,15,49,53,54 substance abuse,55 conges-
tive heart failure,56 coronary artery disease,57,58 diabetes,59

chronic obstructive pulmonary disease,60 and HIV/AIDS.61

Several groups have looked at QOL impairment in MDD
as compared to other depressive states and other psychiatric
pathology. Judd and colleagues62 studied functional impair-
ment in patients with MDD and subsyndromal depression,
and found that impairments in these two groups are “qual-
itatively comparable and more similar to each other than
they are to any impairment found in subjects without sub-
syndromal depressive symptoms or major depression.” By
contrast, in a study of the relationship between mood disor-
ders and QOL, Trompenaars and colleagues24 found that pa-
tients with MDD had lower QOL scores than patients with
dysthymic disorder or adjustment disorder with depressed
mood, and that clinical severity was negatively related to
QOL. Comorbid personality disorders also worsened QOL.
Rapaport and colleagues45 examined QOL impairment in
a wider array of psychiatric disorders. They found the fol-
lowing proportions of patients with clinically severe impair-
ment in QOL, defined as two or more standard deviations
below the community norm: MDD, 63%; chronic/double de-
pression, 85%; dysthymic disorder, 56%; panic disorder, 20%;
obsessive-compulsive disorder, 26%; social phobia, 21%; pre-
menstrual dysphoric disorder, 31%; and PTSD, 59%. No-
tably, depressive disorders including MDD were associated
with the greatest impairment, exceeding that of all anxiety
disorders, including PTSD.

A negative correlation between severity of depressive
symptoms and QOL was demonstrated in both national and
international studies at primary care sites, even in the ab-
sence of comorbidities.63,64 In order to further examine the
relation between depressive symptom severity and QOL,
Berlim and colleagues65 studied 43 newly diagnosed de-
pressed patients aged 18 to 75 in Brazil. The Beck Depres-
sion Inventory (BDI) and the WHOQOL-BREF were utilized
to assess patients’ symptom severity and QOL. Patients
with severe depression (BDI score > 29) experienced sig-
nificantly worse QOL than patients with mild to moderate

depression. Could clinical or demographic factors be respon-
sible for these poor QOL scores? The same group performed
a study of QOL in 140 outpatients with MDD, collecting
sociodemographic information such as age, sex, ethnicity,
marital status, and education, as well as clinical informa-
tion such as comorbid psychiatric diagnoses, family history,
past history of MDD, suicidality, melancholic features, and
psychotic symptoms.66 The study concluded that sociode-
mographic and clinical factors explained only 32.8% of the
variance in QOL. Similar findings have been shown in clin-
ical trial subjects with depressive and anxiety disorders us-
ing the Q-LES-Q. Rapaport and colleagues45 demonstrated
substantial impairment in QOL and showed that Q-LES-Q
scores are semi-orthogonal to symptoms; symptom severity
accounted for a small proportion (e.g., 14% in chronic/double
depression) of the variance in QOL scores. Concluding that
symptom measurement might not be the most influential
factor in determining QOL, the study suggested that QOL
should be an additional factor in diagnostic evaluation and
treatment planning for these patients.

This suggestion was reaffirmed by the STAR∗D study,
which explored the sociodemographic and clinical correlates
of HRQOL in a large cohort of outpatients with MDD.48,67

Even after controlling for age and symptom severity, a num-
ber of clinical features and sociodemographic characteristics
were independently associated with HRQOL in multiple do-
mains, including age at onset of MDD, ethnicity, marital
status, employment status, education level, insurance sta-
tus, and monthly household income. The results of the anal-
ysis highlighted the need to move beyond symptom-based
assessment to include QOL assessment.

For the most part, research studies have shown that QOL
improves as result of treatment in MDD. These improve-
ments are seen only in the early phases of treatment, how-
ever, and—despite remission of depressive symptoms—did
not reach QOL ratings observed in the general population.

Research conducted in general practice settings us-
ing the WHOQOL-100 has shown that in the first two
months following initiation of treatment with antidepres-
sants, QOL significantly improved in 24 out of 25 dimensions
such as working capacity, personal relationships, energy
and fatigue, and spirituality.39 Papakostas and colleagues68

reviewed the literature on QOL in MDD, finding that
antidepressant treatment could significantly improve QOL
measures during the acute phase of treatment. By contrast,
impact on QOL was less dramatic during maintenance and
continuation phases of treatment.

Shelton and colleagues69 conducted a randomized,
double-blind, active-control study of sertraline versus ven-
lafaxine XR in MDD. The primary outcome measure was
the Q-LES-Q; secondary outcome measures included the
17-item Hamilton Rating Scale for Depression. Participants
meeting DSM-IV criteria for MDD were randomly assigned
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to eight weeks of double-blind treatment with sertraline
(n = 82) or venlafaxine XR (n = 78). The authors found
that both treatments led to significant improvement in de-
pressive symptoms and QOL measures, with no signifi-
cant differences noted between treatment groups. Due to
the relatively short duration of this trial, no predictions
could be made about the eventual QOL outcome of this
cohort.

In the Factors Influencing Depression Endpoints Re-
search study, Reed and colleagues70 studied the QOL
outcomes among patients with depression after starting
antidepressant treatment. This six-month, European,
prospective, observational study was designed to estimate
HRQOL in 3468 adult patients with a clinically diagnosed
episode of depression, taking measurements at baseline and
at three and six months after commencing antidepressant
treatment with selective serotonin reuptake inhibitors,
serotonin-norepinephrine reuptake inhibitors, tricyclic
antidepressants, and others including herbal remedies,
lithium, monoamine oxidase inhibitors, or combinations
of antidepressants from more than one of these groups.
HRQOL was assessed using the SF-36 and the Euro-
pean Quality of Life–5 Dimensions. Regression analysis
identified baseline and treatment variables that were
independently and significantly associated with HRQOL
outcomes. The study revealed that most HRQOL improve-
ment occurred within three months of starting treatment.
It showed that better HRQOL outcomes were strongly
associated with fewer somatic symptoms at baseline. Fi-
nally, it demonstrated that depression variables (number of
previous depressions and current episode duration), as well
as somatic symptoms (including pain), were consistently
associated with worse HRQOL outcomes.70

One noteworthy finding is that patients with depres-
sion in remission continue to suffer from QOL impairments.
Angermeyer and colleagues71 studied the QOL among 66
depressed patients after the remission of their depressive
episodes. The investigators followed the QOL of patients
with Depressive Episode (ICD-10 F32 corresponding to
MDD, Single Episode) and Recurrent Depressive Disorder
(ICD-10 F33, corresponding to MDD, Recurrent) one, four,
and seven months after discharge from hospital. For com-
parison, a random sample of the general population was also
studied. QOL was assessed by means of the WHOQOL-100.
The authors found that, shortly after discharge, QOL of pa-
tients whose depression remitted was better than that of
patients with persisting depression, yet it was still slightly
worse than that of the general population. During the sub-
sequent six months, there was no further improvement of
QOL. The study concluded that depression implies a persist-
ing impairment of social functioning and living conditions
based on both objective (as reported in previous studies) and
subjective assessments of QOL.

Little has been done to track, together and over time,
changes in depressive symptomatology and variations in
QOL. The same study by Angermeyer and colleagues71 did,
however, examine the relationship between clinical changes
and self-reported QOL following hospital discharge. The au-
thors distinguished three groups of patients: those whose
clinical status remained unchanged over a two-month pe-
riod following baseline assessment, those whose symptoms
improved, and those whose symptoms worsened or recurred.
The greatest QOL improvement was seen among those who
also improved clinically (although the authors noted that
the difference in this QOL change from the clinically static
group was not statistically significant). Only slight QOL im-
provement was seen among the group with stable symp-
toms; the QOL for these patients remained lower than that
of normal controls. All QOL domains except environment
declined significantly in the clinically deteriorated group.
Thus, a synchronous variability in QOL with clinical symp-
toms was observed over this relatively brief time frame. It
is not until longer-term follow-up results are taken into ac-
count, as cited above, that the disconnect between symptom
reduction and QOL improvement becomes evident.71

The above findings imply that symptom-focused treat-
ment can result in the premature impression that the pa-
tient has recovered, whereas according to these data, QOL
improvement does not generally move in tandem with the
resolution of clinically detectable symptoms. If one is as-
sessing only symptom burden, this important distinction
between improved symptoms and improved QOL could be
overlooked. In essence, effective treatment should lead not
only to symptom improvement, but also to restoration of
health as evidenced by improved QOL.

The challenge that clinicians therefore continue to face
is how to ameliorate QOL impairments beyond remis-
sion of depressive symptoms. The reality is that interven-
tions that are designed specifically to improve QOL in
MDD have not been systematically investigated. Never-
theless, improved QOL has been observed for psychiatric
patients in response to adjunct interventions, including
exercise,72,73 meditation,74 massage,75 humor,76 cognitive-
behavioral therapy,77 augmenting agents such as omega-3,78

and dopaminergic agents.79

CONCLUSIONS AND FUTURE DIRECTIONS

Over the past decade, QOL improvement and wellness
have increasingly been emphasized as the ultimate goal
of medical care. In a 2004 review of QOL assessments in
MDD, Papkostas and colleagues68 focused on the impact
of MDD treatments on psychosocial functioning and QOL;
they emphasized the need for trials involving newer medi-
cations and also psychotherapies. In the present review we
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examined more closely the theories and metrics of QOL
itself as it relates to MDD, and highlighted the various
measurement instruments used in the literature relating
to QOL in MDD. We have also extended the findings of
other reviews—to the effect that QOL improvement lags
behind clinical response—by citing previously unreviewed
studies; provided evidence that improved QOL may help to
prevent relapse of depressive symptoms; and described the
importance of QOL assessment in both clinical practice and
research. Our further results are as follows:

First, QOL is significantly impaired in MDD. Research
has consistently demonstrated that depressed patients’
QOL is significantly lower than that of healthy individu-
als and often even those with chronic medical illness. When
depression is comorbid with other medical and psychiatric
illnesses, the deterioration in QOL is compounded.

Second, mounting evidence supports the notion
that in the clinical context, QOL measurement and
improvement—and not merely reduction of depressive
symptom—should be integral to treating depression. Of spe-
cial note here is the finding that good QOL may serve as a
protective factor against future depressive episodes. QOL
was shown to be a better predictor of sustained remission
than was symptom resolution; HRQOL was found to be mul-
tidimensional and only partially attributable to clinical vari-
ables; and QOL impairments were seen to persist even fol-
lowing successful treatment of depressive symptoms.

Third, more studies are needed to examine the effect
of demographic and clinical variables that could account
for poor QOL in patients with MDD. Virtually no infor-
mation is available about the QOL of individuals before
the onset of MDD and consequently about the question of
whether, and to what degree, poor QOL contributes to the
development of MDD. In future research into this impor-
tant area, and as clinical trials are designed and new in-
struments developed, we suggest an emphasis not just on
symptom severity and functional status, but also on QOL
as measured by the patient’s self-reported level of satis-
faction and perceptions. By the same token, assessments
of outcome for MDD treatment—including medication and
psychotherapies—need to take into account symptom sever-
ity, functioning, and QOL.18,19
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