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Table 3

EULAR/ACR 2010 classification criteria for rheumatoid arthritis5

Joint involvement:
1 large joint 0
2-10 large joints 1
1-3 small joints 2
4-10 small joints 3
> 10 joints 5

Serology:
Negative rheumatoid factor and ACPA 0
Low positive rheumatoid factor or ACPA 2
High positive rheumatoid factor or ACPA 3

Inflammatory markers:
Normal ESR and CRP 0
Abnormal ESR or CRP 1

Duration of symptoms:
< 6 weeks 0
≥ 6 weeks 1

A score of  ≥ 6 is classified as rheumatoid arthritis, in the absence of another
clear diagnosis
ACPA = anti-citrullinated peptide antibody

Table 1

Initial investigations

• FBC, U&E, LFT
• ESR, CRP
• Rheumatoid factor
• Anti-CCP antibody
• ANA (anti-nuclear antibodies), 
ENA (antibodies to extractable nuclear
antigens)
• Serum urate
• X-rays: hands, feet and chest
• Pulmonary function tests*
• Ultrasound of affected joints*
*by specialists, where available

Table 2

NICE recommendations for specialist referral10

Any adult with suspected persistent synovitis of undetermined cause should be
referred for a specialist opinion. Patients should be referred urgently (even with a
normal acute-phase response, negative anti-CCP antibodies or rheumatoid factor)
if any of the following apply:
• The small joints of the hands or feet are affected
• More than one joint is affected
• There has been a delay of 3 months or longer between onset of symptoms and
seeking medical advice

•Crystal arthritis (gout and pseudogout)
• Septic arthritis 
• Connective tissue diseases such as SLE
• Sarcoidosis
• Paraneoplastic arthritis
• Viral infection (classically parvovirus,
but many other viruses can trigger this
and viruses can also trigger reactive
arthritis)

Given the wide differential, it is
important to look for the presence of
associated conditions such as psoriasis
(where a family history and the presence
of nail psoriasis are key features
sometimes missed), inflammatory
bowel disease as well as symptoms
suggestive of multisystem connective
tissue disease. Crystal arthritis is an
important differential and pseudogout
can mimic RA though this is rare in
younger patients. Gout is exceedingly
rare in premenopausal women, but an
important differential in younger men,
especially with a family history and other
risk factors such as high alcohol intake.

Another important presentation is
seropositive arthralgia. This describes a
group of patients with positive ACPA
and joint pains but lacking clinical
evidence of joint inflammation precluding
a diagnosis of RA. This group are at high
risk of progression to RA and still
warrant assessment by a rheumatologist.
The role of DMARDs in this group to
prevent the development of RA is the
subject of ongoing research. 

CONFIRMING DIAGNOSIS 
RA is a clinical diagnosis, based on
history, examination, blood tests and
imaging (see table 1, above). Initial tests
should include full blood count; routine
biochemistry; ESR and CRP; rheumatoid
factor (RF); anti-CCP and anti-nuclear
antibodies (ANA) and antibodies to
extractable nuclear antigens (ENAs) as
well as serum urate. 

Rheumatoid factor (RF) is a non-
specific test and despite its name
actually has a greater sensitivity for
Sjögren’s syndrome rather than RA
(where Ro & La antibodies may be
positive, CRP is typically normal but the
ESR elevated secondary to the
polyclonal increase in immunoglobulins,
which accentuates rouleaux formation).
Other causes of elevated RF include
connective tissue diseases, chronic
infections and bacterial endocarditis.
Anti-CCP antibodies are of greater
diagnostic value with a significantly
greater specificity for RA.4

The NICE recommendations on
referral to a specialist are listed in table 2,
above.

The current classification criteria for
RA were published by the American
College of Rheumatology (ACR) and
the European League Against

Rheumatism (EULAR) in 2010 (see table 3,
above) and consist of four domains:5
• Pattern of joint involvement
• Duration of symptoms
• Inflammatory markers 
• Serology 

Six points from any of the four
domains are required to make a
diagnosis. Note that autoantibodies are
not a prerequisite for diagnosis and, as
mentioned earlier, around 20-30% of RA
cases are seronegative. Seronegative
RA tends to have a less severe course
than seropositive disease but the
current treatment strategies are
identical.6

Imaging should be arranged at
baseline and include plain radiographs
of hands, feet and chest. Although a
chest X-ray does not aid the diagnosis of
RA, it helps rule out paraneoplastic
presentations and sarcoidosis. A chest


