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What are ANAs?

Anti-nuclear antibodies including among others:
Anti-dsDNA
Anti-RNP
Anti-Ro (SS-A)
Anti-La (SS-B)
Anti-Sm
Anti-SCL-70
Anti-centromere
Anti-Jo-1, etc.



Sensitive for some rheumatic diseases
But not specific...

Hochberg MC, Silman AJ, Smolen JS, Weinblatt ME, Weisman 
MH, Gravallese EM. Rheumatology: Elsevier Health Sciences; 
2018.

Diseases associated with a positive ANA

Infectious diseases:
     Viral (EBV, HIV, HCV, parvovirus 19)
     Bacterial (SBE, syphilis)   

Malignancies:
     lymphoproliferative disease
     paraneoplastic syndromes

Miscellaneous:
     inflammatory bowel disease
     interstitial pulmonary fibrosis

EBV: Epstein-Barr virus; HCV: hepatitis C virus; SBE: subacute 
bacterial endocarditis

Frequency of ANAs in autoimmune 
diseases 

Sensitivity (%)

Systemic lupus erythematosus 95-100

Systemic sclerosis 60-80

Mixed connective tissue disease 100

Inflammatory myopathies 60

Rheumatoid arthritis 50

Sjogren syndrome 30-50

Discoid lupus 15

Pauciarticular JIA 70



In healthy individuals

Increased frequency:
• Relatives of patients with 

autoimmune diseases
• Individuals receiving certain 

medications
• Elderly
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ANA POSITIVITY IN HEALTHY INDIVIDUALS

Tan EM, Feltkamp TE, Smolen JS, Butcher B, Dawkins R, Fritzler MJ, et al. Range of antinuclear 
antibodies in "healthy" individuals. Arthritis Rheum. 1997;40(9):1601-11.



How is ANA testing performed?
1. Indirect immunofluorescence (IFA):

Sensitive, time consuming
2. Solid phase assays:

Screening test for specific Antigens

1

Hochberg MC, Silman AJ, Smolen JS, Weinblatt ME, Weisman 
MH, Gravallese EM. Rheumatology: Elsevier Health Sciences; 
2018.



Which patients should we send for ANA testing?

Solomon DH, Kavanaugh AJ, Schur PH. Evidence-based guidelines 
for the use of immunologic tests: antinuclear antibody testing. 
Arthritis Rheum. 2002;47(4):434-44.



CHOOSING WISELY CANADA

• “Do not order antinuclear antibodies (ANA) as a screening test in 
patients without specific signs or symptoms of systemic lupus 
erythematosus (SLE) or another connective tissue disease (CTD).”
• ANA testing should not be used to screen subjects without specific symptoms 

(e.g., photosensitivity, malar rash, symmetrical polyarthritis, etc.), or without a 
clinical evaluation that may lead to a presumptive diagnosis of SLE or other 
connective tissue disease…

• In a patient with low pretest probability for ANA-associated rheumatic disease, 
positive ANA results can be misleading and may precipitate further unnecessary 
testing, erroneous diagnosis, or even inappropriate therapy.”

• Repeat ANA adds little if any clinical value to patient management such as 
monitoring disease activity, confirming remission or predicting disease flares 
(adults) 

Ferrari R. Evaluation of the Canadian Rheumatology Association Choosing Wisely recommendation concerning anti-
nuclear antibody (ANA) testing. Clin Rheumatol. 2015;34(9):1551-6.



Combination of ≥2 signs/symptoms suggesting SLE: Request ANA

• Typical rash
• Oral ulcers
• ≥ 2 joints arthritis or morning stiffness
• Serositis/pleuritis/pericarditis
• Kidney disease
• Typical neurologic involvement
• Cytopenia
• Anti-phospholipid Antibodies
• Alopecia
• Low complement

Ferrari R. Evaluation of the Canadian Rheumatology Association Choosing Wisely recommendation concerning anti-nuclear 
antibody (ANA) testing. Clin Rheumatol 2015. doi: 10.1007/s10067-015-2985-z



Why not send everyone for ANA testing ?

1. Uncertainty and anxiety (doctors and patients)
2. Additional unnecessary tests
3. Over diagnosis, over treatment
4. Lab overload
5. Cost



Cost

Fritzler MJ. Choosing wisely: Review and commentary on anti-nuclear antibody (ANA) testing. Autoimmun Rev. 
2016;15(3):272-80.



Conclusions
Send ANA only when thinking of:

1. SLE
2. Systemic sclerosis 
(scleroderma)
3. Sjogren syndrome
4. Polymyositis/ 
dermatomyositis
5.Raynaud's syndrome
6.Mixed connective tissue 
disease
7.Autoimmune hepatitis

Pretest 
probability ↓

False 
positive ↑

Over 
diagnosis 
and 
treatment



Cases
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