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Introduction

Rheumatoid arthritis (RA) is a chronic 
autoimmune disease that primarily affects 
the synovial joints, leading to pain, swelling, 
and functional impairment. The incidence 
of RA increases with age, but the diagnosis 
of RA in elderly patients can be complicated 
by atypical presentations and the presence of 
comorbid conditions such as osteoarthritis, 
gout, or polymyalgia rheumatica. This article 
aims to highlight the challenges involved in 
diagnosing RA in older adults and provide 
insights into the diagnostic tools and strategies 
that can help clinicians make an accurate 
diagnosis [1]. Rheumatoid arthritis (RA) is 
a chronic autoimmune disorder primarily 
affecting the synovial joints, with a hallmark 
presentation of pain, swelling, and stiffness, 
particularly in the hands and feet. While it 
is most commonly diagnosed in individuals 
between the ages of 30 and 50, the disease 
can also affect the elderly population. The 
diagnosis of RA in older adults, however, 

presents unique challenges that can lead 
to delayed or missed diagnoses, potentially 
resulting in more severe disease progression 
and decreased quality of life. In older patients, 
the clinical presentation of RA may differ 
significantly from that in younger individuals. 
Symptoms such as joint pain and stiffness are 
often attributed to normal age-related changes, 
such as osteoarthritis or other degenerative 
conditions, leading to diagnostic confusion. 
Additionally, comorbidities that are common 
in the elderly, such as cardiovascular disease, 
diabetes, and osteoporosis, can complicate the 
clinical picture, masking or mimicking the 
signs of RA. Furthermore, serological tests, 
particularly the rheumatoid factor (RF) and 
anti-citrullinated protein antibodies (ACPA), 
may not always be as reliable in older adults, 
and imaging findings may be less specific due 
to overlapping degenerative changes [2]. This 
case report explores the diagnostic journey 
of a 72-year-old patient with RA, presenting 
an atypical clinical course that highlights 
the challenges clinicians face in diagnosing 
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the condition in older adults. The case is followed by 
a review of the current literature on the diagnostic 
difficulties of RA in the elderly, with a focus on the 
role of clinical features, laboratory tests, imaging, and 
the importance of early detection in this vulnerable 
population. By shedding light on these challenges, 
we aim to enhance awareness and improve the timely 
diagnosis and management of RA in older patients [3].

Case Presentation

A 72-year-old male presented with a six-month history of 
bilateral hand and knee pain, stiffness, and limited range 
of motion. His symptoms were initially attributed to 
osteoarthritis, given his age and the presence of a family 
history of joint degeneration. However, his symptoms 
progressively worsened, and he also developed morning 
stiffness lasting more than 30 minutes. Rheumatoid 
factor and anti-cyclic citrullinated peptide (CCP) 
antibodies were positive, and radiographs showed 
periarticular erosions in the hands and knees. A diagnosis 
of rheumatoid arthritis was made.

A 72-year-old female with a history of hypertension and 
hyperlipidemia presented to the rheumatology clinic with 
a six-month history of progressive joint pain, swelling, 
and stiffness, predominantly affecting the hands, wrists, 
and knees. The patient reported that her symptoms 
had gradually worsened over time, with the pain being 
more pronounced in the mornings and improving 
somewhat with activity. She denied any recent trauma 
or significant injury to the affected joints [4-7]. Her 
pain was described as diffuse and was associated with 
difficulty performing daily activities such as dressing, 
cooking, and walking. Upon further questioning, the 
patient noted intermittent fatigue and low-grade fevers, 
which she attributed to a recent viral illness. However, 
she had no significant weight loss or appetite changes. 
She had no prior history of inflammatory arthritis and 
had never been diagnosed with rheumatoid arthritis or 
any other autoimmune disease. There was no family 
history of rheumatoid arthritis or other autoimmune 
disorders. On physical examination, the patient appeared 
well-nourished, with no signs of systemic distress. Joint 
examination revealed symmetrical swelling, tenderness, 
and mild warmth over the proximal interphalangeal 
(PIP) joints, metacarpophalangeal (MCP) joints, and 
wrists. Notably, there was no erythema or deformity. 
The knee joints were mildly swollen but not effused, and 
there was no significant synovial thickening. There was 
reduced grip strength and limited range of motion in the 
affected joints, particularly in the hands. Neurologic and 
vascular examinations were unremarkable. Given her 
age and presenting symptoms, osteoarthritis was initially 
suspected. However, the persistence and progressive 

nature of the symptoms raised concerns for a potential 
inflammatory arthritis, particularly rheumatoid arthritis 
(RA), despite the absence of classic deformities or early 
joint destruction [8].

Investigations: Laboratory tests were ordered to 
evaluate for systemic inflammation and autoimmune 
causes. The patient’s erythrocyte sedimentation rate 
(ESR) was elevated at 45 mm/h (normal <20 mm/h), 
and C-reactive protein (CRP) was also elevated at 18 
mg/L (normal <10 mg/L), suggesting an ongoing 
inflammatory process. However, the rheumatoid factor 
(RF) was negative, and the anti-citrullinated protein 
antibodies (ACPA) were also undetectable, which 
initially made the diagnosis of RA less likely. To further 
assess for joint involvement, plain radiographs of the 
hands, wrists, and knees were performed. These images 
revealed mild joint space narrowing in the wrists and 
PIP joints, with no obvious erosions or significant bony 
deformities. Given the absence of radiographic erosions, 
the findings were suggestive of an early inflammatory 
arthropathy rather than established RA or osteoarthritis. 
A provisional diagnosis of seronegative rheumatoid 
arthritis was made, and the patient was started on a trial 
of disease-modifying antirheumatic drugs (DMARDs), 
including methotrexate, with careful monitoring of 
liver function and blood counts. She was also referred 
for physical therapy to help improve joint mobility and 
function [9].

Follow-up: At a two-month follow-up visit, the patient 
reported significant improvement in her symptoms, with 
reduced joint pain and swelling and increased mobility. 
Her ESR and CRP levels had decreased, indicating a 
positive response to treatment. The patient continued 
on her DMARD regimen with regular monitoring, and 
she was scheduled for ongoing follow-up visits to assess 
for any potential side effects or disease progression.

This case highlights the diagnostic challenges in 
identifying rheumatoid arthritis in elderly patients, 
especially when they present with atypical or less 
pronounced clinical features, negative serological 
markers, and early-stage radiographic findings. Despite 
these challenges, prompt recognition and treatment 
were essential to improving the patient's quality of life 
and preventing long-term joint damage.

Discussion

Diagnosing RA in the elderly is often challenging due to 
the overlapping clinical features with other age-related 
conditions such as osteoarthritis, gout, and polymyalgia 
rheumatica. Additionally, elderly patients may have 
lower levels of rheumatoid factor or anti-CCP antibodies, 
making serological testing less reliable. Imaging studies, 
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including plain radiographs and ultrasound, play a key 
role in identifying joint damage typical of RA. Early 
diagnosis in elderly patients is essential as it allows 
for the introduction of DMARDs to reduce disease 
progression and improve functional outcomes [10]. 
The management of RA in the elderly requires careful 
consideration of comorbidities, polypharmacy, and the 
potential for adverse drug reactions.

Conclusion

Early and accurate diagnosis of RA in elderly 
patients is crucial to prevent unnecessary disability. 
Rheumatologists should consider RA in the differential 
diagnosis of elderly patients presenting with joint pain 
and stiffness, even in the presence of other comorbid 
conditions. Timely intervention with DMARDs 
can significantly improve outcomes in this patient 
population.

Opinion
Perwin Sheikh



224 Int. J. Clin. Rheumatol. (2024) 19(9)

References
1.	 Ndrepepa G, Kastrati A. Gamma-glutamyl transferase and 

cardiovascular disease. Ann Transl Med. 4-481 (2016).

2.	 Emdin M, Pompella A, Paolicchi A. Gamma-glutamyltransferase, 
atherosclerosis, and cardiovascular disease: triggering oxidative 
stress within the plaque. Circulation. 112,2078-80 (2005).

3.	 Grundy S. Gamma-glutamyl transferase another biomarker for 
metabolic syndrome and cardiovascular risk. Arterioscler Thromb 
Vasc Biol .27,4-7(2007).

4.	 Dupont A, Constantin A, Soubrier M et al. DAS28-gamma GT 
pour la prédiction du risque d’événement cardiovasculaire majeur 
dans la polyarthrite rhumatoïde : résultats issus de la cohorte 
ESPOIR. Revue du Rhumatisme. 89,A35-6 (2022).

5.	 Dessein PH, Stanwix AE, Solomon A. Could Disease Activity 
Score in 28 Joints–Gamma-glutamyl Transferase Use Improve 
Cardiovascular Disease Risk Management in Rheumatoid 

Arthritis? The Journal of Rheumatology.4, 1729‑31(2020). 

6.	 Vergneault H, Vandebeuque E, Codullo V et al. Disease Activity 
Score in 28 Joints Using GGT Permits a Dual Evaluation of Joint 
Activity and Cardiovascular Risk. J Rheumatol. 47, 1738-1745 
(2020).

7.	 Aletaha D, Neogi T, Silman AJ et al. 2010 Rheumatoid arthritis 
classification criteria: an American College of Rheumatology/
European League Against Rheumatism collaborative initiative. 
Arthritis Rheum.62,2569-81.

8.	 Framingham risk score. (2023). 

9.	 Touboul PJ, Hennerici MG, Meairs S et al. Mannheim intima-
media thickness consensus. Cerebrovasc Dis. 18,346-9 (2004).

10.	 Touboul PJ, Hennerici MG, Meairs S et al. Mannheim carotid 
intima-media thickness consensus (2004-2006): an update on 
behalf of the advisory board of the 3rd and 4th watching the risk 
symposium. Cerebrovasc Dis. 23, 75-80 (2007).

Opinion
Perwin Sheikh

https://www.researchgate.net/publication/340878157_Gamma-glutamyl_transferase_and_cardiovascular_disease_risk
https://www.researchgate.net/publication/340878157_Gamma-glutamyl_transferase_and_cardiovascular_disease_risk
https://www.researchgate.net/publication/7561169_Gamma-Glutamyltransferase_Atherosclerosis_and_Cardiovascular_Disease_Triggering_Oxidative_Stress_Within_the_Plaque
https://www.researchgate.net/publication/7561169_Gamma-Glutamyltransferase_Atherosclerosis_and_Cardiovascular_Disease_Triggering_Oxidative_Stress_Within_the_Plaque
https://www.researchgate.net/publication/7561169_Gamma-Glutamyltransferase_Atherosclerosis_and_Cardiovascular_Disease_Triggering_Oxidative_Stress_Within_the_Plaque
https://www.researchgate.net/publication/6614073_Gamma-Glutamyl_Transferase_Another_Biomarker_for_Metabolic_Syndrome_and_Cardiovascular_Risk
https://www.researchgate.net/publication/6614073_Gamma-Glutamyl_Transferase_Another_Biomarker_for_Metabolic_Syndrome_and_Cardiovascular_Risk
https://www.sciencedirect.com/science/article/abs/pii/S1169833022002381
https://www.sciencedirect.com/science/article/abs/pii/S1169833022002381
https://www.sciencedirect.com/science/article/abs/pii/S1169833022002381
https://www.sciencedirect.com/science/article/abs/pii/S1169833022002381
https://www.researchgate.net/publication/347870233_Could_Disease_Activity_Score_in_28_Joints-Gamma-glutamyl_Transferase_Use_Improve_Cardiovascular_Disease_Risk_Management_in_Rheumatoid_Arthritis
https://www.researchgate.net/publication/347870233_Could_Disease_Activity_Score_in_28_Joints-Gamma-glutamyl_Transferase_Use_Improve_Cardiovascular_Disease_Risk_Management_in_Rheumatoid_Arthritis
https://www.researchgate.net/publication/347870233_Could_Disease_Activity_Score_in_28_Joints-Gamma-glutamyl_Transferase_Use_Improve_Cardiovascular_Disease_Risk_Management_in_Rheumatoid_Arthritis
https://www.researchgate.net/publication/347870233_Could_Disease_Activity_Score_in_28_Joints-Gamma-glutamyl_Transferase_Use_Improve_Cardiovascular_Disease_Risk_Management_in_Rheumatoid_Arthritis
https://www.researchgate.net/publication/342188059_Disease_Activity_Score-28_using_gGT_Permits_A_Dual_Evaluation_Of_Joint_Activity_And_Cardiovascular_Risk
https://www.researchgate.net/publication/342188059_Disease_Activity_Score-28_using_gGT_Permits_A_Dual_Evaluation_Of_Joint_Activity_And_Cardiovascular_Risk
https://www.researchgate.net/publication/342188059_Disease_Activity_Score-28_using_gGT_Permits_A_Dual_Evaluation_Of_Joint_Activity_And_Cardiovascular_Risk
https://www.researchgate.net/publication/283361215_2010_rheumatoid_arthritis_classification_criteria_An_American_College_of_RheumatologyEuropean_League_Against_Rheumatism_Collaborative_Initiative
https://www.researchgate.net/publication/283361215_2010_rheumatoid_arthritis_classification_criteria_An_American_College_of_RheumatologyEuropean_League_Against_Rheumatism_Collaborative_Initiative
https://www.researchgate.net/publication/283361215_2010_rheumatoid_arthritis_classification_criteria_An_American_College_of_RheumatologyEuropean_League_Against_Rheumatism_Collaborative_Initiative
https://en.wikipedia.org/wiki/Framingham_Risk_Score.
https://www.researchgate.net/publication/232914662_Mannheim_Carotid_Intima-Media_Thickness_and_Plaque_Consensus_200420062011
https://www.researchgate.net/publication/232914662_Mannheim_Carotid_Intima-Media_Thickness_and_Plaque_Consensus_200420062011
https://www.researchgate.net/publication/6688567_Mannheim_carotid_intima-media_thickness_consensus_2004-2006_An_update_on_behalf_of_the_Advisory_Board_of_the_3rd_and_4th_Watching_the_Risk_Symposium_13th_and_15th_European_Stroke_Conferences_Mannheim_
https://www.researchgate.net/publication/6688567_Mannheim_carotid_intima-media_thickness_consensus_2004-2006_An_update_on_behalf_of_the_Advisory_Board_of_the_3rd_and_4th_Watching_the_Risk_Symposium_13th_and_15th_European_Stroke_Conferences_Mannheim_
https://www.researchgate.net/publication/6688567_Mannheim_carotid_intima-media_thickness_consensus_2004-2006_An_update_on_behalf_of_the_Advisory_Board_of_the_3rd_and_4th_Watching_the_Risk_Symposium_13th_and_15th_European_Stroke_Conferences_Mannheim_
https://www.researchgate.net/publication/6688567_Mannheim_carotid_intima-media_thickness_consensus_2004-2006_An_update_on_behalf_of_the_Advisory_Board_of_the_3rd_and_4th_Watching_the_Risk_Symposium_13th_and_15th_European_Stroke_Conferences_Mannheim_

