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ABSTRACT

Patients with rheumatoid arthritis (RA) suffer
from high rates of depression but depression
often remains undiagnosed and untreated
among RA patients. Because of its high preva-
lence and its profound impact on functional
disability and health-related quality of life,
prompt recognition and management of
comorbid depression is urgently needed in
patients with RA. Rheumatologists face the
challenge of addressing depression in their
clinical interactions with patients. The purpose
of this paper is to present the prevalence of
comorbid depression in RA, to delineate the
consequences of depression among RA patients,
to discuss the barriers to the identification of
depression among RA patients, and to outline a
set of recommendations to identify and treat
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comorbid depression that could be imple-
mented within the rheumatology clinic setting.
A comprehensive approach to the management
of both physical and mental health needs of RA
patients can aid in improving patient overall
quality of life. New clinical protocols should be
developed to include routine depression
screening as part of the rheumatology visit.
Patient education to address misconceptions,
knowledge gaps, and destigmatize depression is
also recommended. More counseling resources,
including emotional support groups, are neces-
sary to provide treatment for those suffering
from depression. Such interventions could help
mitigate disability, improve quality of life,
patient function, and overall satisfaction.

Keywords: Depression; Mental

Rheumatology

health;

INTRODUCTION

Depression is a mood disorder that is charac-
terized by sustained, long-term sadness, and a
loss of interest in daily activities. Cognitive
symptoms include loss of self-worth, hopeless-
ness, while somatic symptoms can include
fatigue, insomnia, and loss of appetite [1]. Not
surprisingly, it is common for patients to expe-
rience depression upon diagnosis of a serious,
lifelong chronic disease such as rheumatoid
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arthritis (RA). The prevalence of depression
among RA patients ranges between 9.5% and
41.5% [2-11] depending on how it is defined
and measured. Such rates may be much higher
than in the general population; in the USA,
6.7% of adults reported experiencing depression
in the past year [12].

Matcham et al. [9] found that depression
affected between 14.8% and 38.8% of RA
patients, depending upon the measurement
tool. Depression was the most common comor-
bidity among RA patients in a study of 3920
patients in 17 countries by Dougados et al. [10];
15% overall reported depression, but its preva-
lence varied widely among countries—from 2%
in Morocco to 33% in the USA [10]. Further-
more, studies from the USA have found higher
rates of depression among RA patients who are
racial/ethnic minorities and/or low-income,
such as low-income Latino immigrants [13-22].
Other studies have reported that demographic
characteristics that are significant predictors of
depression among RA patients include female
sex [23-25], younger age [6, 26-29], less educa-
tion [6, 30, 31], and single marital status [32].
Onset of depression may be higher at the time
of RA diagnosis [21, 33].

The purpose of this paper is to present the
prevalence of comorbid depression in RA, to
delineate the consequences of depression
among RA patients, to discuss the barriers to the
identification of depression among RA patients,
and to outline a set of recommendations to
identify and treat comorbid depression that
could be implemented within the rheumatol-
ogy clinic setting. This article is based on pre-
viously conducted studies and does not involve
any new studies of human or animal subjects
performed by any of the authors.

Consequences of Comorbid Depression
in RA

Depression can have far-reaching negative
implications for patient health and daily func-
tioning in RA patients. Depressed RA patients
report reduced pain thresholds and more severe
pain and disability [6, 17, 21, 34-48]. They fur-
ther exhibit higher rates of medical services

utilization and increased healthcare costs com-
pared to non-depressed RA subjects [31, 32, 49].
RA patients with depression are also less likely
to be adherent to medications [50-52], and
more likely to have ineffective pain manage-
ment [53]. Moreover, depression has also been
associated with increased fatigue and sleep
problems [53-55], myocardial infarction [56],
higher risk of suicide [S7, 58], and even death
[7, 46, 55, 57, 59] in patients with RA.

Depression has been shown to be a robust,
potentially reversible, determinant of func-
tional disability over time; indeed, clinically
meaningful improvement in depression inde-
pendently predicted equally relevant improve-
ment in disability [60]. Increased disability or
the loss of function, particularly in valued life
activities such as work, social interactions, and
family relationships, can translate to dimin-
ished overall quality of life for RA patients
[6, 31, 42, 61-63]. The literature demonstrates a
clear pattern of association between levels of
social restriction, depression, and RA
[6, 28, 48, 64, 65]. Michaud and Wolfe [66]
found that patients with both RA and depres-
sion are more likely to become work-disabled
than patients with RA alone; in fact, depression
was the most important comorbid condition
affecting work-disability in patients with RA.
Neugebauer et al. [67] found that low satisfac-
tion with abilities (as a result of RA) was the
most important predictor of depressive
symptoms.

Synergistic Relationship Between RA
and Depression

The relationship between depression and RA is
bidirectional and synergistic; the impact of RA
on patients’ pain and overall functioning can
contribute to depression, while chronic depres-
sion can also be exacerbated by RA [68, 69].
Depression may lead to increased production of
pro-inflammatory cytokines, contributing to an
inter-relationship between depression and
higher disease activity [57]. In a review of 31
studies comprising 16,922 patients with a
chronic disease, including diabetes, coronary
artery disease, congestive heart failure, asthma,
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COPD, osteoarthritis, and RA, Katon et al. [33]
showed that when depression or anxiety over-
lapped with the chronic disease, patients
reported a significantly higher number of med-
ical symptoms compared to those with the
chronic condition alone, even after controlling
for severity of disease. Furthermore, the six
studies reviewed relating specifically to RA
showed that severe pain was significantly cor-
related with depression and anxiety even after
controlling for inflammatory markers and
demographics [33]. Wolfe and Michaud [7]
found that a combined measurement of fatigue
and widespread pain was the most important
predictor of depression among RA patients.

Coping with RA and Depression

Depression and its associated impairments can
contribute to feelings of helplessness, pes-
simistic outlook, or perceived lack of control
over pain or RA [3]. For example, studies have
demonstrated an association between depres-
sion and disease acceptance and/or perception
of the severity of the disease among patients
with RA. Pinto-Gouveia et al. [70] found that
subjects who had better disease acceptance
reported less pain, fewer physical limitations,
and lower overall depression levels. Impor-
tantly, they noted that those with higher levels
of acceptance had lower rates of development of
depression. Rezai et al. [47] found in their study
among 100 RA patients in Iran that higher
depression symptoms were associated with
increased perceived pain, more negative illness
perceptions, greater functional impairment,
graver perceived consequences, and less control
over the disease. The results suggested that the
relationship between depression symptoms and
pain was partially mediated by illness percep-
tion. The term “catastrophizing” is defined by a
specific set of cognitive and emotional respon-
ses to pain, such as the degree to which a
patient feels helpless when in pain, the ten-
dency to ruminate about pain, and the
propensity to magnify the threat value of pain
[71-74]. In their review of 10 published articles
relating to pain catastrophizing and depression
among patients with chronic conditions,

Edwards et al. [74] found that in patients with
RA, catastrophizing and depression were linked
to increased pain, higher reported physical
self-limitation, reduced likelihood of returning
to work, less exercise, fewer health-promoting
behaviors, lower thresholds and tolerance to
pain, and more difficulties suppressing thoughts
of pain.

Diagnosing Depression in the
Rheumatology Clinic

The challenge of identification and manage-
ment of depression within the rheumatology
clinic is not insignificant. The recognition of
depression among RA patients may be ham-
pered by both systems-level and patient-level
barriers alike [68, 75]. Depressive symptoms
may appear clinically very similar to symptoms
of RA, and when depression is not identified or
treated, patients may misattribute the source of
their symptoms to RA [68, 76]. At a patient--
level, the range and continuum of depressive
symptoms may be underappreciated [21]; even
when RA patients recognize the symptoms of
depression, they may be reluctant to broach the
topic with the rheumatologist because of time
constraints, lack of provider continuity in an
academic training center, or because they feel
that mental health concerns are best discussed
with other providers [21]. Ethnic or underserved
populations in particular may encounter addi-
tional barriers, including language, or the lack
of psychotherapy services available in the pub-
lic clinic setting [19-22]. A perhaps unique
challenge that these patients face is disclosure
of depression due to stigma associated with
admission of a mental illness. In addition, most
rheumatologists do not routinely screen their
RA patients for depression because of time
constraints, inadequate referral services, lack of
training and confidence in dealing with mental
health issues, or the belief that other healthcare
professionals will handle mental health con-
cerns of their patients [68, 75, 76]. Sleath et al.
[75] reported that less than one in five severely
depressed patients (PHQ-9 >15) had the oppor-
tunity to discuss their depression during RA
clinic visits. Even when depression was
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addressed, the discussion was initiated by the
patient and was fairly limited; not once during
the 200 observed office visits did a rheumatol-
ogist bring up the topic of depression with the
patient [75].

Treatment of Depression Among RA
patients

Depression is a treatable disorder and the effi-
cacy of pharmacological, psychological, and
behavioral treatments for depression are well
documented [6, 12, 68, 75-77]. However, more
research is needed to determine which inter-
ventions may be most effective among patients
with RA, as previous studies have had mixed
results. Fiest et al. [78] examined eight con-
trolled trials conducted in persons with RA and
depression or anxiety; they concluded that the
level of evidence was low to moderate as a result
of risk of bias and small numbers. Among six
pharmacological interventions for depression,
the three with active comparators did improve
depressive symptoms. The singular psychologi-
cal trial did not improve depressive symptoms.
In other studies, behavioral interventions have
shown some promise in helping RA patients to
cope with their disease-related impairments and
negative emotional states that may interfere
with quality of life [68]. A variety of behavioral
interventions have been shown to improve
disease management and daily functioning
among depressed RA patients, including
in-person education and counseling sessions,
peer and emotional support groups, and Inter-
net-based, self-help programs [6, 79]. Garfenski
et al. [79] reported on an Internet-based cogni-
tive behavioral self-help intervention on
depression, anxiety, and coping self-efficacy in
people with RA and found that, after only a
2-month follow-up period, the intervention
significantly improved depression and anxiety
and strengthened coping self-efficacy in RA
patients. Emotional and peer support can also
have a significant positive impact on depres-
sion, [21, 40]. Another approach receiving
increasing attention is mindfulness meditation,
which has been proven effective in several
studies to help RA patients manage or overcome

depression [6, 80, 81]. Zautra et al. [81] found
that both cognitive behavioral therapy and
affective interventions (such as mindfulness
meditation and emotional regulation therapy)
reduced depression among RA patients. Prad-
han et al. [80] also found mindfulness medita-
tion to be effective in alleviating psychological
distress in RA patients.

Several studies have found that physical
activity and exercise also hold promise in
reducing depression among RA patients
[82-85]. Neuberger et al. [84] found that exer-
cise had a positive influence on depression in a
randomized trial of 220 RA patients. Patients
were randomized to class exercises, home exer-
cises using videotapes, and the control group.
After 12 weeks of exercise, the class exercise
group had a statistically significant difference in
overall symptoms (including depression) as
compared to the control group. Herring et al.
[85] conducted a systematic review of 90 ran-
domized controlled studies evaluating the
impact of exercise on participants with chronic
diseases. The results demonstrated that physical
exercise was related to a significant reduction in
depressive symptoms among patients with
chronic disease. The researchers also found that
the largest reduction of depressive symptoms
came from patients with moderately elevated
depressive symptoms at baseline. Kelley and
Kelley’s [82] review of 29 published studies that
included 2449 participants (1470 exercise and
979 control) with RA and other rheumatic dis-
eases found that 51.7% of the studies evaluating
the effects of exercise on depressive symptoms
had results that were statistically significant
(p <0.05).

Considering the rapidly evolving ethnic
landscape in the USA, cultural sensitivity and
adaptation would be key elements for accep-
tance, adherence, and ultimately success of any
depression intervention. This would require
incorporation of culturally relevant references,
assessment and tailoring of depression educa-
tion on a patient level, exploration and under-
standing of cultural and personal beliefs around
potential reasons for depression incidence and
intensity, and ultimately fostering and building
on attitudes of self-resilience and self-reliance
[21].
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RECOMMENDATIONS

Depression negatively impacts the health and
well-being of RA patients. Therefore, new pro-
tocols for the identification and treatment of
depression within the RA clinic setting could
help advance management of RA, as well as
improve patients’ overall quality of life. We
have several recommendations on how to
improve identification and management of
depression within the RA clinic setting.

First, early diagnosis and treatment of
depression could help to promote optimal
health and resilience. Patients may be at highest
risk of depression at the time of RA diagnosis
[21, 33, 86]. Rheumatologists and healthcare
providers working with RA patients should be
cognizant of this high-risk time period so that
they can be alert for depressive symptoms
among newly diagnosed RA patients. Further-
more, studies demonstrate that females,
younger patients, and those from racial/ethnic
minority groups may be at highest risk of
developing RA; such groups may require
increased monitoring by clinicians for depres-
sive symptoms.

Second, it is critical to provide patients and
their families with education about depression
and how to identify the symptoms as early as
possible after diagnosis in order to improve the
likelihood of self-identification of depression
among patients and families. Increased aware-
ness can help prepare patients and their families
for the possibility of depression and how to
recognize it. This may also help address mis-
conceptions and knowledge gaps, as well as
reduce stigma associated with depression.
Patients should be made aware of the associa-
tion between RA and depression, and that many
of the symptoms of depression may mimic RA.
It is also important that they understand the
range of potential symptoms, and the varying
degrees of severity that patients who are
depressed may experience. Patients should also
be encouraged to discuss mental health issues
with their rheumatologist. Raising public
awareness about the increased risk of depression
among patients suffering from RA and other
chronic conditions could also help promote

more help-seeking behaviors among patients, as
well as potentially reduce community-level
stigma associated with mental health issues.
Third, routine screening for depression
should be implemented in rheumatology clin-
ics. Empirically validated diagnostic procedures
exist for identifying and managing depression.
Such tools can be self-administered by patients
within a relatively short timeframe. For exam-
ple, brief instruments such as the Patient Health
Questionnaire (PHQ9) [87] provide cutoftf scores
that have high specificity and sensitivity for
detecting depressive disorder. Yet, such proce-
dures are not routinely implemented in
rheumatology practice, highlighting an impor-
tant service delivery gap in clinical care
[68, 74, 75]. Screening mechanisms should be
implemented beginning at the time of RA
diagnosis and screening should continue on a
regular basis to assess depression over the course
of a patient’s care, even after the symptoms of
RA are under control. Roubille et al. [69]
reported the recommendations of the Canadian
Dermatology-Rheumatology Comorbidity Ini-
tiative which examined comorbidities like
depression among RA patients. Their main rec-
ommendations included more awareness of
among healthcare providers with regard to the
heightened risk of depression among RA
patients, as well as the implementation of
screening They also advised that providers
should be aware of the synergistic relationship
between RA and depression, specifically that
symptoms of depression may affect disease
activity measures and that disease symptoms
may also affect depression scores [69].
Rheumatologists should incorporate depres-
sion identification and management plan into
patient care plans. For example, if the patient’s
screening scores suggest mild depression, psy-
chological intervention may not be necessary.
The rheumatologist should follow-up with the
patient during the next visit to determine if the
depression has worsened. However, if the scores
demonstrate that the patient is likely experi-
encing a more serious depressive disorder, con-
sultation with a mental health professional is
necessary. Behavioral medicine specialists, such
as clinical psychologists or psychiatrists who
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have training in understanding the relationship
between psychological factors and chronic dis-
ease, are the most qualified to serve RA patients
with depression and to coordinate their care
plans with rheumatologists [76]. A timely
referral system should be established for
patients who need to consult with a mental
health professional who could give a definitive
diagnosis and establish a management
approach. Regular communication between the
rheumatologist and mental health professional
is required in order to effectively manage both
issues.

Fourth, it is important for rheumatologists to
consider a holistic approach to patient well-be-
ing and functioning. A thorough evaluation of
patient’s overall functioning necessitates exam-
ining more than just the management of pain;
for patients, the perception of disability may
involve much more than simply the absence of
pain [19, 76]. While disease control may reduce
symptoms of depression among RA patients [69],
clinicians should be aware that patients’ own
perceptions of RA, such as their level of impair-
ment and the impact it has on daily functioning,
are critical in terms of both their physical and
mental health outcomes. More research is nee-
ded on the lived experiences of the patient and
the personal meaning of their disease. For
example, regardless of actual disease activity,
studies have shown that patients who perceive
lower levels of control over their conditions may
teel more helplessness, which can contribute to
higher rates of depression [47]. Providing
opportunities for patients to develop coping
strategies could help mitigate the impact of
depression. Interventions should aim to develop
these skills soon after diagnosis of RA, even
before patients become depressed, so that the
potential impact is lessened if patients experi-
ence depressive symptoms. Resilience and mas-
tery over illness have been found to be critical in
terms of helping RA patients overcome depres-
sion [48]. Highlighting the role that changes in
functional status have in predicting the long--
term psychological well-being of individuals
with chronic illnesses such as RA, Neugebauer
et al. [67] reported that the maintenance of val-
ued activities is a critical factor in the psycho-
logical adjustment of RA patients.

Physical activity and social participation are
also essential to patients’ mental health and can
improve depressive symptoms. Patients should
be encouraged to participate in as many daily
activities as possible. Studies have also high-
lighted the association and synergies between
depression and the impact of RA in terms of
impairment and daily functioning and have
found that less restrictions and higher mainte-
nance of social participation can help reduce
depression among RA patients [47, 69]. Support
groups run by peers or health professionals may
have utility in helping patients cope with RA
and/or depression [21]. Interventions that
incorporate exercise or physical activity for RA
patients are also recommended, as these can be
effective in improving depression [82-85].

More research is needed on intervention
approaches specifically for RA patients that are
realistic given the constraints within the
healthcare setting and the patients’ own unique
challenges. While some recent clinical trials
have tested behavioral intervention approaches
for depression among this group, they have had
mixed results. Clearly this is an area that needs
more attention.

CONCLUSIONS

Depression often remains undiagnosed and
untreated among RA patients. Rheumatologists
face a major challenge of addressing depression
in their clinical interactions with patients. As a
result of the high prevalence, the wide range of
negative consequences, cyclical nature, and the
documented synergistic relationship between
RA and depression, evaluating and addressing
comorbidities of depression and RA is an
essential part of RA care. A comprehensive
approach to the management of both physical
and mental health needs of RA patients is
likely to yield the best health outcomes. Clin-
ical protocols should include routine depres-
sion screening as part of the rheumatology
visit. Further patient information and educa-
tion to address misconceptions and knowledge
gaps, as well as reduce stigma associated with
depression, is also recommended. More coun-
seling resources are also needed to provide
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treatment for those suffering from depression,
which could help mitigate disability, improve
quality of life, patient function, and overall
satisfaction.
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