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It is important for family physicians to understand 
the role of rheumatoid factor (RF) in manage-

ment of patients with rheumatoid arthritis (RA).
Rheumatoid factors are antibodies that recog-

nize the Fc portion of IgG molecules as their anti-
gens; RFs can be of any immunoglobulin isotype 
(IgM, IgG, IgE). Most of the RFs measured clini-
cally are IgM RFs. Rheumatoid factors probably 
developed in humans as a mechanism for helping 
remove immune complexes from the circulatory 
system.

Many conditions associated with chronic infl am-
mation are also associated with RF (Table 1). 
Incidence and titre increase with age. By age 70, up 
to 14% of the population will test positive for RF.1

Testing for RF is not a screening test for RA in 
patients with musculoskeletal pain without joint 
swelling. The predictive value of a test for RA 
depends on the sensitivity and specificity of the 
test and the pretest probability of RA. Because RF 
is present in numerous conditions other than RA, 
its specifi city is limited; because RF is not present 
in all patients with RA, sensitivity is also reduced. 
In patients with diff use musculoskeletal pain with-
out joint swelling, the predictive value of the test is 
about 16%. In patients with a high pretest probabil-
ity of RA (ie, those with symmetric polyarticular 
joint swelling), the predictive value of the RF factor 
increases to 80%.

For patients with RA, RF is an important pre-
dictor of poor prognosis.2 In high titres it portends 

increased joint erosion, extra-articular manifes-
tations, and greater disability. Rheumatoid factor 
deposited in tissue is responsible for the forma-
tion of rheumatoid nodules. About 70% of RA 
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Table 1. Some diseases associated with testing positive for 
rheumatoid factor

Rheumatic diseases

   Rheumatoid arthritis

   Sjögren syndrome

   Systemic lupus erythematosus

   Mixed cryoglobulinemia

Bacterial infections

   Endocarditis

   Tuberculosis

   Syphilis

   Lyme disease

   Viral disease

   AIDS

   Hepatitis C

   Infectious mononucleosis

   Infl uenza

Lung diseases

   Interstitial fi brosis

   Silicosis

   Sarcoidosis

Others

   Aging

   Malignancy

   Periodontal disease
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patients test positive for RF at onset of RA, and 
85% become positive during the fi rst 2 years of the 
disease. Serum levels of RF do not change rapidly 
and cannot be used to follow disease activity.

Bottom line
• Do not test for RF unless you have a high index of 

suspicion that a patient is suff ering from RA.
• Once a diagnosis of RA is made, you cannot use 

RF to monitor the eff ect of treatment, but it does 
have some value in predicting the future course 
of the disease. 
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“Just the Berries” for Family Physicians originated at St 
Martha’s Regional Hospital in 1991 as a newsletter for mem-
bers of the Department of Family Medicine. Its purpose was 
to provide useful, practical, and current information to busy 
family physicians. It is now distributed by the Medical Society 
of Nova Scotia to all family physicians in Nova Scotia. Topics 
discussed are suggested by family physicians, and in many 
cases, articles are researched and written by family physi-
cians.

Just the Berries has been available on the Internet for sev-
eral years. You can fi nd it at www.theberries.ns.ca. Visit the 
site and browse the Archives and the Berries of the Week. We 
are always looking for articles on topics of interest to fam-
ily physicians. If you are interested in contributing an article, 
contact us through the site. Articles should be short (350 to 
1200 words), must be referenced, and must include levels of 
evidence and the resources searched for the data. All articles 
will be peer reviewed before publication.
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