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Pain and swelling in the hands and wrists

of a 45-year-old woman

Michelle Jung MD, Lillian Barra MD MPH

previously healthy 45-year-old woman

presents to her doctor’s office with

fatigue and pain in her fingers and
wrists associated with one hour of morning
stiffness occurring over several months. The
pain is partially relieved by over-the-counter
nonsteroidal anti-inflammatory medications.
She has had no recent infections or systemic
symptoms. On examination, she has bilateral
swelling and tenderness in all metacarpopha-
langeal joints and both wrists.

What is the most likely diagnosis?

The most likely diagnosis is rheumatoid arthri-
tis. A thorough history and physical examina-
tion are important in distinguishing rheumatoid
arthritis from other causes of polyarthritis, such
as systemic lupus erythematosus and other con-
nective tissue diseases, spondyloarthritis with
peripheral joint involvement, joint infections,
crystalline arthritis and osteoarthritis. Rheuma-
toid arthritis should be suspected on the basis of
clinical findings: bilateral and symmetric
peripheral joint pain and swelling, particularly
in small joints, and morning stiffness for more
than 30 minutes.! The classification criteria for
rheumatoid arthritis were revised in 2010 to
increase the chances of early detection (Box 1).!
In a study involving 2258 patients with early
rheumatoid arthritis, the new criteria had a sen-
sitivity of 71%—84% and a specificity of 60%-—
74% for detection.? This implies that there are
risks of false-negative and false-positive diag-
noses, particularly when the probablity of hav-
ing the disease is low in a primary care setting.
Therefore, the criteria may serve as a guide but
should not be used in isolation.

Canadian consensus statements, supported by
findings from cohort studies and randomized
controlled trials, stress the importance of early
diagnosis of rheumatoid arthritis and prompt ini-
tiation of disease-modifying antirheumatic drugs
to prevent long-term damage and disability.>#
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What laboratory tests should be ordered?
Consensus statements recommend measuring the
erythrocyte sedimentation rate or the C-reactive
protein level or both in cases of suspected rheu-
matoid arthritis; however, these tests are nonspe-
cific.'* Detecting the presence of the antibodies
associated with rheumatoid arthritis, such as
rheumatoid factor (RF) and anticitrullinated pep-
tide antibody (commonly measured as anticyclic
citrullinated peptide antibody [anti-CCP2]) is
also recommended to aid in diagnosis.!

Systematic reviews of the diagnostic value of
antibodies in undifferentiated inflammatory arthri-
tis showed that antibodies associated with rheu-
matoid arthritis are predictive of the disease (posi-
tive likelihood ratio 1.1-13.5 for rheumatoid
factor and 12.7 for anti-CCP2).>® However, rheu-
matoid factor can be found in other conditions,
such as bacterial endocarditis, hepatitis C virus
infection and primary biliary cirrhosis, whereas
anti-CCP2 has a higher specificity for rheumatoid
arthritis (96% v. 86%).° Testing for anti-CCP2
and rheumatoid factor is not helpful for ruling out
disease, because up to 50% of patients with rheu-
matoid arthritis are antibody-negative.® It should
be performed only if persistent synovitis is pres-
ent, and antibody status should not be used in iso-
lation to rule in or rule out the disease.’

Is radiography necessary?

Radiography in patients with early rheumatoid
arthritis may only show nonspecific findings,
such as osteopenia. However, the presence of
erosions typical of rheumatoid arthritis is diag-
nostic.®> Thus, radiographs of the hands and feet
should be done when inflammatory arthritis is
suspected, as recommended by the Canadian
Rheumatology Association consensus statement.*

Should this patient be referred

to an arthritis care specialist?

Even if a patient does not meet the classification
criteria for rheumatoid arthritis, referral to an arthri-
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tis care specialist may be warranted. A Canadian
consensus statement stresses that identification of
persistent synovitis (duration > 6 wk) on examina-
tion remains the most reliable diagnostic finding for
patients requiring urgent referral, even if they do
not meet the diagnostic criteria.®> A referral should
also be made if other types of inflammatory arthri-
tis are suspected based on clinical assessment (i.e.,
inflammatory back pain or multiorgan disease).

Case revisited
The patient’s laboratory test results showed ele-
vated C-reactive protein, rheumatoid factor and

Box 1: The 2010 American College of Rheumatology/European
League Against Rheumatism classification criteria for rheumatoid
arthritis

Target population: patients who
1) have at least 1 joint with definite clinical synovitis (swelling),
2) with the synovitis not better explained by another disease

Classification criteria (score-based algorithm: add score of
categories A-D; a score of > 6/10 is needed for classification
of a patient as having definite rheumatoid arthritis)* Score
(A) Joint involvementt

1 large joint

2-10 large joints

1-3 small joints (with or without involvement of large joints)

4-10 small joints (with or without involvement of large joints)

uu W N = O

> 10 joints (at least 1 small joint)
(B

~

Serology (> 1 test result is needed for classification)#

Negative RF and negative ACPA

Low-positive RF or low-positive ACPA

High-positive RF or high-positive ACPA

Acute-phase reactants (> 1 test result is needed for classification)
Normal CRP and normal ESR 0
Abnormal CRP or abnormal ESR

Duration of symptoms

<6 wk 0

>6 wk

o

(C

~

(D

~

Note: ACPA = anticitrullinated peptide antibody, CRP = C-reactive protein, ESR = erythrocyte
sedimentation rate, RF = rheumatoid factor.

*Although patients with a score of < 6/10 are not classifiable as having rheumatoid arthritis,
their status can be reassessed and the criteria might be fulfilled cumulatively over time.
t"”Large joints” refers to shoulders, elbows, hips, knees and ankles.

+”Negative” refers to values that are less than or equal to the upper limit of normal (ULN)
for the laboratory and assay; “low-positive” refers to values that are higher than the ULN but
less than or equal to three times the ULN; “high-positive” refers to values that are greater
than three times the ULN.

Reprinted, with permission, from Aletaha et al.’
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anti-CCP2 levels that were more than three
times the upper limit of normal. No erosive
change was noted on radiographs. The total
score using the 2010 classification criteria was
8 (3 points for involvement of 4-10 small
joints; 3 for high-positive rheumatoid factor or
anti-CCP2 value; 1 for abnormal C-reactive
protein level or erythrocyte sedimentation rate;
and 1 for duration = 6 wk). The patient was
referred to an arthritis care specialist, and ther-
apy with disease-modifying antirheumatic
drugs was started.
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Patient and physician resources

The Canadian Arthritis Society offers
information on different types of arthritis and
a network of support groups for patients
(available at www.arthritis.ca)
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