Antinuclear Antibody (ANA) Testing

Effective Date:

Scope

This guideline describes the appropriate use of antinuclear antibody (ANA) testing in the diagnosis of connective
tissue disease (CTD) in adults aged > 19 years. The guideline does NOT address ANA testing in the investigation of
unexplained infertility, adverse pregnancy outcomes, liver disease or thrombotic disorders.

Key Recommendations

o ANA testing need only be ordered once.

e ANAtesting is NOT indicated unless a connective tissue disease (e.g., systemic lupus erythematosus (SLE),
scleroderma, Sjogren’s syndrome, polymyositis/dermatomyositis) is a significant clinical possibility.

e ANAtesting is NOT indicated as a screening test to evaluate suspected fibromyalgia, fatigue, back pain, or
other musculoskeletal pain without other clinical indications.

e ANAtesting is NOT indicated to confirm a diagnosis of rheumatoid arthritis (RA) or osteoarthritis (OA).

Epidemiology

The autoimmune connective tissue diseases (CTDs) are rare conditions that disproportionately affect women.*
The prevalence and incidence of these conditions varies by age, sex and ethnicity. Examples of CTDs include
conditions such as Systemic Lupus Erythematosus (SLE), Systemic Sclerosis (Scleroderma), Sjogren’s Syndrome
and Dermatomyositis. Antinuclear antibody testing is often used to investigate these conditions, and the
epidemiology and relative rarity of these conditions should be considered when ordering an ANA. Apart from
female predominance, other epidemiological considerations include increased incidence and prevalence of the
CTDs, particularly SLE and Scleroderma, in our Canadian Indigenous peoples (approximately two times increased
risk.”*

Incidence of select CTDs in Canada

Disease Prevalence Incidence

Systemic Lupus Erythematosus (SLE)* | 32-51/100 000 3/100 000/year

Systemic Sclerosis (Scleroderma)’ 23/100 000 1.92/100,000/year’ *

Dermatomyositis® 28.6/100 000* 2.8/100 000/year**

*British Columbia data, Canadian data not available **Alberta data, Canadian data not available
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Based on six months (2017) ANA utilization data from Saskatchewan Provincial lab and estimated
population the lab covers (~500K )

Saskatchewan Annual Testing Rate: 1700-1800/100 000

¢ close to 5000 ANA tests have been ordered to make the diagnosis of Systemic autoimmune
rheumatic diseases (SARD) in less than 200 new cases.

* 10% of ANA orders were repeat testing.

* close to 30% of repeat testing were ordered in less than 10 days and 2/3 of repeat orders occur
within 2 months.

* 2/3 of ANA tests ordered for hospitalized patients did not meet the criteria for any clinical
indication.

Testing

ANA are autoantibodies directed against a variety of components of the cell nucleus.®’ Detection of
ANA is a diagnostic adjunct in patients with suspected CTD.?? The usefulness of the ANA test results
depends on the clinical situation. If the clinical history and physical examination reveal symptoms or
signs suggestive of SLE, scleroderma, Sjogren’s syndrome or polymyositis/ dermatomyositis, then
ordering ANA is appropriate and a positive test contributes to the diagnosis.” > ANA testing is not
indicated for diagnosis of RA or OA.

Such CTD patients typically present with at least one of the following clinical findings unexplained by
other causes:

* arthritis * clinical and laboratory evidence of myositis
* pleurisy or pericarditis * Raynaud’s phenomenon

* photosensitive rash ¢ skin changes of scleroderma,

* laboratory evidence of renal disorder dermatomyositis or vasculitis

* hemolytic anemia, immune
thrombocytopenia or neutropenia

In the absence of such symptoms and signs, a positive ANA test only confounds the diagnosis because
positive ANA are commonly found in the normal population. The prevalence of ANA in healthy
individuals is about 3-15%."° The production of these autoantibodies is strongly age-dependent,
increasing to 10-37% in healthy persons over the age of 65.

Positive ANA tests may also be seen in a wide range of diseases other than CTD where they have no
diagnostic or prognostic value.” 2 ** Individuals with viral infections can have positive ANA for a short
time. Some medications (e.g., Procainamide and Hydralazine) and conditions, (e.g., cancer and auto
immune thyroid disease), can also cause a positive ANA.'© 71819

The higher the ANA titre, the more likely that a CTD is present.” However, there is no role for serial
monitoring of ANA and repeat ANA testing is rarely indicated. Atypical clinical presentations of CTD
do occur and clinical judgment should guide ANA testing in these cases. CTD is uncommon, occurs
almost exclusively in women, and typically presents at less than fifty years of age.
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ANA testing provides little useful information in the evaluation of complaints such as chronic fatigue
or musculoskeletal pain in the absence of more specific symptoms or findings”

The very low specificity of a positive ANA in the absence of clinical findings of a CTD precludes its use
as a screening test for disease in the general healthy population.*’
B ANA testing is NOT indicated:
* unless a CTD is a significant clinical possibility.
* to confirm a diagnosis of rheumatoid arthritis or osteoarthritis.
* to evaluate fatigue, back pain, or other musculoskeletal pain unless accompanied by one or
more of the clinical findings listed above.
B Repeat ANA testing is RARELY indicated:
* In general, ANA testing should only be ordered once.

* Positive tests should not be repeated and there is no role for serial monitoring of ANA since
changes in ANA titres do not correlate with disease activity.® %

* Negative tests should rarely be repeated except when there is a change in the patient’s illness
suggesting revision of diagnosis.
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This guideline is based on scientific evidence current as of the Effective Date. This guideline was
developed by the SASK Guidelines Committee. The principles of the SASK Guidelines Committee
are to:

* To encourage appropriate responses to common medical situations.

* To recommend actions that are sufficient and efficient, neither excessive nor deficient.

* To permit exceptions when justified by clinical circumstances.

Contact Information: SASK Guidelines Committee, Webpage:
https://www.ehealthsask.ca/services/Referral-and-Consult-Tools/Pages/SASKGuidelines.aspx

Email: SKconsultationtools@health.gov.sk.ca

Disclaimer: The Clinical Practice Guidelines (the “Guidelines”) have been developed by the SASK
Guidelines Committee on behalf of the Ministry of Health. The Guidelines are intended to give an
understanding of a clinical problem, and outline one or more preferred approaches to the
investigation and management of the problem. The Guidelines are not intended as a substitute for
the advice or professional judgment of a health care professional, nor are they intended to be the
only approach to the management of clinical problem. We cannot respond to patients or patient
advocates requesting advice on issues related to medical conditions. If you need medical advice,
please contact a health care professional.
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