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ABSTRACT

Rheumatoid arthritis (RA) is a chronic autoimmune disease of unknown etiopathogenesis,
characterised by persistent joint pain, stiffness and swelling due to inflammation and erosion of the
synovial joints. Uncontrolled active RA leads to decreased quality of life, disability, and comorbidity.
Despite surgical and pharmacological interventions, many patients with RA continue to experience
symptoms such as pain, fatigue and psychological distress such as anxiety and depression. Research
shows that these psychological factors in turn, lead to adverse physiological outcomes and negatively
affect treatment compliance. In addition, some RA medications have psychological side-effects
especially when taken over long periods making psychotherapeutic interventions an important but often
overlooked adjuvant treatment option. The focus of psychological treatments in RA is to attain better
quality of life including, inter alia, increased self-efficacy, management of psychological distress,
enhancing the patient’s emotional and cognitive state, and exploring adaptive coping styles. Research
demonstrates that Cognitive Behaviour Therapy (CBT) is an effective intervention in ameliorating
psychological distress in patients with RA. Ethical and effective adjuvant psychotherapy is an important
component in the management of RA patients.
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1. INTRODUCTION

Rheumatoid arthritis (RA) is a common systemic long-term inflammatory autoimmune
disease with both musculoskeletal and systemic features and is the most common rheumatic
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disorder among connective tissue disorders [1]. It can be severe, chronic and disabling and is
characterized by joint pain and inflammation as the primary physical symptoms, but commonly
impairs the somatic, emotional, and psychological functioning of patients [2].

Psychological distress including depression, anxiety, decreased self-esteem and body
image, together with psychiatric disorders such as bipolar disorder are common co-morbidities
in RA [3, 4].

Although psychiatric comorbidity with a chronic disease is linked with poor patient
outcomes, depression and anxiety are not generally considered in the routine care of RA patients
and are repeatedly underdiagnosed, often remaining untreated [5]. This is significant as research
suggests that depression negatively impacts almost all outcomes of RA including disease
activity, levels of pain, possibility of remission, quality of life and mortality [1, 6, 7].

Recent advances show that inflammatory conditions and infectious states often lead to
psychiatric morbidity.

Current psychiatric research reveals that the chronic inflammation associated with RA
plays an important role in the pathogenesis of diseases such as depression and anxiety by
inhibiting stress reactions and physiological coping mechanisms, and that RA in particular is
frequently linked with poor patient outcomes as a result of increasing disability and low
treatment compliance which can lead to a poor long-term prognosis for RA [5, 8].

2. RHEUMATOID ARTHRITIS

The pathogenesis of RA has as yet not been fully identified. RA is regarded as an
autoimmune disorder, where white blood cells attack the organism’s own tissues. This process
results in the presence of immune complexes in the synovial fluid, in combination with the
rheumatoid factor (RF) ie antibodies against Immunoglobulin G (IgG). It is suggested that the
RF initiates and sustains the inflammatory process in joints. However how and why it starts and
maintains the course of disease remains unknown [2].

The prominent physiological feature of RA is persistent inflammatory synovitis, usually
affecting peripheral joints, often symmetrically. This synovial inflammation often leads to
destruction of articular tissues, the impairment of articulatory function together with bone
erosion and as such affects the mobility of the joint commonly resulting in deformities of joints
that seriously affect the quality of life [9]. The age of onset is typically between 40 and 60 years
and the incidence of RA is 3 to 4 times higher in women. Patients affected by rheumatoid
arthritis experience the somatic problems associated with the deformation and deterioration of
joints, chronic pain, fatigue, weight loss, and fever but moreover must also deal with
psychological challenges, which may include negative affect, inter alia anxiety, depression and
feelings of loss.

They may also face social difficulties related to changes in abilities in fulfilling social
roles. Extra-articular comorbidities (heart disease, interstitial pneumonia) may further
exacerbate the psychological experience of requisite lifestyle changes and adjustments to
manage the impact of the condition [2. 10].

In addition, RA medications carry significant side-effects when taken over a longer term
[11]. This may significantly precipitate the decline of the patient’s quality of life [9, 12]. Studies
show that despite pharmacological therapies, psychological distress such as increased anxiety
and depression is commonplace, and is often attributed to fatigue and pain [2, 11, 13].
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3. DEPRESSION

The Statistical Manual of Mental Disorders [14] criteria for the diagnosis of depression
stipulate that patients must experience five or more symptoms such as significant weight
change, cognitive disturbance, psychomotor agitation or retardation, feelings of worthlessness,
suicidal ideation, fatigue) during the preceding two weeks together with the presence of either
depressed mood or a loss of interest or pleasure. These symptoms must be clinically significant
and result in a marked impairment in daily activities [15].

Research has shown that anxiety and depressive symptoms are the most common
comorbidities of RA and it is estimated that between 14% and 62% of patients also suffer from
these symptoms[2, 7, 16].

Studies suggest that this occurs through either neuroimmunobiological or psychological
mechanisms. The neuroimmunobiological hypothesis implicates the negative role of
proinflammatory cytokines such as interleukin (IL-6) and tumor necrosis factor (TNF-a) in the
disruption of the serotoninergic system and suggests that inflammation contributes to the
development of depression by inducing illness behaviors associated with the neurovegetative
features of depression through the dysregulation of the hypothalamic— pituitary—adrenal axis
(HPA), alteration of neurotransmitter synthesis and reuptake and through its action on the
neuroprogression pathway [8, 17, 18]. Moreover, IL-6 plays a major role in the pathogenesis of
RA, propelling the process of synovitis and inflammation in addition to other systemic
symptoms such as anemia, osteoporosis, and fatigue [19].

Recent studies suggest a bidirectional causative association between RA and depression,
beyond mere co-morbidity and growing evidence indicates that depression is a pro-
inflammatory state which shares the cytokine activation and the recognised pathophysiological
pathways seen in RA. Psychological stressors have frequently been identified as risk factors in
RA, triggering the onset of disease, leading to flare-ups and negatively impacting compliance
with treatment plans.

By contrast, RA disease activity such as recurrent pain, fatigue, prolonged inflammation
are themselves stressors and influence psychological wellbeing through alterations in cognitive
appraisal, affective states, and behavioural coping mechanisms [20, 21, 22]. Studies indicate
that psychiatric disease leads to increased disease activity, greater deterioration of dysfunction,
decrease in quality of life and may reduce response to first-line antirheumatic pharmacotherapy
in patients with RA [23].

These studies also suggest that this bidirectional relationship is particularly marked in the
elderly which increases risk of mortality [3, 22, 24].

The psychological theory, on the other hand, suggests that increasing impairment as a
result of gradual deterioration of function causes the patient to feel helpless, powerless and
ultimately worthless, which gives rise to depressive symptoms [2]. The chronic inflammation
that identifies RA may inhibit the patient’s stress reactions and physiological coping
mechanisms which leads to depression with concomitant lower medication adherence, sleeping
difficulties, a higher risk of suicidal behavior and a reduced likelihood of reaching complete
remission. This poses a poor long-term prognosis for RA [8].

It is generally accepted that depression scores in RA decrease with time. Research
indicates that several factors, inter alia better control of disease and less inflammation may
contribute to this decrease [1].
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4. ANXIETY

Anxiety may be defined as a distressing subjective experience in response to a perceived
threat [25]. Anxiety comprises a heterogenous range of symptoms, from contextual
physiological anxiety right through to anxiety disorders, with some but not others associated
with some degree of inflammation. It is yet to be determined if there is an anxiety phenotype in
RA that may be linked to inflammation [1]. The DSM lists symptoms such as, inter alia,
excessive worry, tension, apprehension, restlessness and irritability as well as physiological
symptoms which can add to the presentation of RA symptoms, such as palpitations and tremor,
as amongst the diagnostic criteria for diagnosis [14, 26]. Anxiety may commonly co-occur with
a presentation of depression, increasing the accumulative comorbidity burden [26].

Some studies suggest that the association between disease activity and anxiety is weaker
when compared to depression, while others indicate that anxiety is found to be the most
prevalent comorbid condition and is highly prevalent in early RA, especially in young women
[1, 26-28]. Findings show that even at subclinical levels, anxiety has significant impacts on
pain, fatigue, sleep and physical function which impact on the overall management of RA and
should therefore be regularly screened for and treated as necessary [26, 29].

Moreover, several recent studies suggest that baseline depression and anxiety levels in
RA appear to be associated with a decreased probability of achieving remission, while other
studies on early RA indicate that higher joint involvement at baseline may be associated with
increased anxiety and depression 6 months post diagnosis [1].

5. TREATMENT

Since the primary cause of rheumatoid arthritis has not been identified, treatment is
symptomatic and aimed at halting the progress of disease and so inducing remission. Initial
treatment typically employs analgesic and anti-inflammatory and/or immunosuppressive drugs,
which include nonsteroidal anti-inflammatory drugs (NSAIDs) and glucocorticosteroids (GCs)
as well as synthetic disease-modifying antirheumatic drugs (DMARDSs), conventionally
methotrexate. In addition, targeted biologic DMARDS are prescribed for patients who have an
insufficient response to conventional therapy and these are currently the most advanced form
of treatment [30]. These new therapies target and inhibit immune mediators and cytokines and
have proven to be much more effective in countering immunological response, achieving
remissions which last several years [2, 15, 19].

However, studies show that RA pharmacotherapy may have an effect on mental health
outcomes through the action of relieving pain and stiffness and thereby potentially targeting the
inflammatory processes common to RA and depression. There appears to be a lack of consensus
in the literature as to whether the pharmacological treatments for RA improve mental health or
have an adverse effect on patients treated with these drugs and in cases where there is
improvement, it remains unclear as to whether the extent to which improvements in mental
health observed in patients are through DMARDSs having a direct impact on inflammatory
pathways or indirectly through the reduction of pain and impaired ability [30].

Recent studies indicate that levels of depression and anxiety may differ between patients
with RA depending on the type of DMARDSs used. Some studies suggest that treatment with
biologic DMARDSs such as TNF-a antagonists, appear to result in greater numbers of patients



World News of Natural Sciences 56 (2024) 1-10

with increased scores for depression as compared to patients treated with conventional
DMARDs such as methotrexate and leflunomide, whereas other research indicates that such
TNF-o antagonists could decrease depression symptoms in RA patients [19, 23].

In contrast, a recent finding suggests that a significant association exists between anxiety
and depression and taking leflunomide. RA patients on leflunomide demonstrated significantly
higher scores for anxiety and depression when compared to those using other DMARDs, with
the proportion of non-depressed RA patients not taking leflunomide being higher than that of
patients on leflunomide. Only one common conventional DMARD, hydroxychloroquine used
for treating RA has been shown to have no psychiatric effects such as depression, anxiety, and
suicidal ideation [19]. Furthermore, these adverse drug effects are exacerbated when they are
taken over long periods [31].

6. PSYCHOLOGICAL MANAGEMENT

RA has been shown to be a complex chronic disease that has effects on mental health.
Studies demonstrate that while pharmacological interventions alone have limited success effect
in treating RA and many patients still experience significant psychological distress, pain and
fatigue, most studies show significant positive effects of psychological interventions [22].

Currently psychological treatments in RA are aimed at improving quality of life including
factors such as, inter alia, improved self-efficacy, anxiety and depression, the patient’s cognitive
states, more adaptive coping styles and more active lifestyles while also minimizing learned
helplessness, perceived pain, stress, fatigue and psychological distress [32].

Research demonstrates that among psychological interventions which achieve significant
improvements with RA patients are patient education, stress management which aims to modify
stress appraisal and lower subjective perceptions of anxiety, and cognitive behavioural therapy
(CBT) [31, 33].

CBT is the most researched psychotherapy for RA in particular. It is a short-term
intervention, typically 8 to 12 sessions, either individually or in groups, which is a well-
established and widely acknowledged psychotherapeutic approach. CBT employs a variety of
techniques such as cognitive restructuring, exposure and behavioural procedures and has been
shown to improve clinical outcomes in inflammatory arthritis patients. CBT focuses on
improving patients’ problem solving skills, achieving behavioral changes and exploring the
relationship between beliefs, cognition and feelings and how these factors influence behaviors
[31]. An important aspect of CBT is enhancing patients’ self-efficacy thus lessening the
interference that pain, fatigue and psychological distress causes in their everyday lives [32].

Through education the patient and therapist explore the nature of symptoms, treatment
options and the importance of the patient playing an active role in their own health management.
Secondly, self-management skills such as relaxation techniques and graded activation, which
target pain, cognition, affect and functional status are considered. In addition, CBT involves the
promotion of life style change, maintenance of improvements and prevention of relapse. These
include goal setting, reframing, and communication skills. In order to better learn and integrate
skills into one’s life style, CBT relies upon self-monitoring, skill rehearsal, and social
reinforcement to allow the patient to discover and integrate these skills into their lifestyle [31].

The overall aim of CBT is to develop more efficient coping skills to deal with pain
sensations, anxiety, fatigue and to improve functionality. Recent studies confirm that CBT
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significantly improves psychosocial wellbeing related to more active coping styles, improved
self-efficacy and a reduction in the perception of disease stressors and provides a feasible,
effective approach to management and enhances patients' beliefs in their ability to control pain
and fatigue [31, 34-36].

One of the main benefits of psychological interventions is their availability and
applicability in various settings for the whole duration of the disease. Importantly, it has been
shown that interventions like CBT are as effective when sessions are web-based as when they
are held in-person. This has far-reaching benefits for RA patients [36].

7. ETHICAL ISSUES IN RA MANAGEMENT.

Despite the frequency and significance of ethical issues arising in the field of
rheumatology, literature on the ethical discourse is sparse [37]. Recent research has identified
concepts such as autonomy, identity, transparency, privacy and distributive equity, namely the
need for cultural, gender-based and racial parity in assessment and treatment, as being among
the most common bioethical principles which must be addressed in clinical practice [38].

Further ethical issues which arise for clinicians and therapists include the provision of
adequate information on treatment options, shared decision making, negotiating mutual
trustworthiness and the preservation of the patient’s self-respect [39].

Shared decision-making is a collaborative process whereby patients and clinicians
cooperate to better understand the patient’s psychological and physical position and build a
treatment plan in which evidence based information, clinician experience and into which the
patient’s choices and goals are integrated. Studies indicate that this process leads to improved
patient knowledge and participation in care and improved self-reported health outcomes in a
variety of clinical contexts. Recent research demonstrates that this process also reduces
decisional differences and patient indecision, which leads to optimal treatment adherence [40].

Ethical healthcare requires wide public knowledge about early RA symptoms, effective
communication between patient and clinician and practical support between primary and
secondary care (Leese et al., 2022).

8. CONCLUSION

RA is a complex disease that has effects on the entire functioning personality. Despite
pharmacological and surgical treatment, patients commonly experience anxiety, depression,
self-esteem disorders, helplessness and decreased self-esteem, which studies have demonstrated
to be significantly debilitating and may influence other outcomes such as compliance with
medication and disease activity. The aim of psychotherapeutic treatment in RA is to improve
the patient’s quality of life in terms of self-efficacy, decreased psychological distress and more
adaptive coping styles. It has been shown that an ethically sound and collaborative therapeutic
strategy can achieve these goals.

A multi-disciplinary approach to RA therapy, including psychological interventions, can
considerably contribute to optimal medical care for patients with RA. As part of a holistic
treatment plan, psychological interventions can address the connection between cognitions and
feelings which may be helpful to patients in understanding and emotionally accepting their
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disease, thereby promoting behavioral changes and improved psychological outcome.
Consequently psychological intervention in RA treatment is relevant and should be used as an
adjunctive therapy to enhance treatment response to the disease.
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