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Both ANA and ENA tests are used in autoimmune disease diagnosis, particularly for disorders 
that involve autoimmune responses against the nucleus of cells. They are part of the broader 
category of autoantibody testing, which helps detect autoimmune conditions such as Systemic 
Lupus Erythematosus (SLE), Sjögren's syndrome, and other connective tissue diseases.
Here's a breakdown of ANA vs ENA:

1. ANA (Antinuclear Antibody)

Definition:
ANA refers to autoantibodies that target various components of the nucleus of cells, including 
DNA, histones, ribosomes, nucleoproteins, and other nuclear antigens.

ANA is a screening test for autoimmune diseases and is often one of the first tests ordered when 
an autoimmune condition is suspected.

Function:
ANA antibodies bind to the nuclear material in cells, which can cause inflammation, tissue 
damage, and immune system dysfunction in various tissues, particularly in the skin, joints, and 
kidneys.

Clinical Significance:

Positive ANA results are associated with various autoimmune diseases, particularly:
• Systemic Lupus Erythematosus (SLE)
• Sjögren’s Syndrome
• Rheumatoid Arthritis (RA)
• Scleroderma
• Mixed Connective Tissue Disease (MCTD)
• Polymyositis/Dermatomyositis
• Hashimoto's Thyroiditis

ANA Testing:
• ANA is usually measured through indirect immunofluorescence (IIF) or enzyme-

linked immunosorbent assay (ELISA).

• The test may return results as positive or negative; however, a positive ANA test does 
not diagnose a specific disease. It simply indicates the presence of autoantibodies.

• Titer and Pattern: The titer (level) of ANA and the pattern (e.g., speckled, homoge-
neous, nucleolar) can provide further clues regarding the specific autoimmune disease.

Normal Range:
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• Negative ANA: Indicates that no antinuclear antibodies were detected.

• Positive ANA: The titer and pattern will vary based on the autoimmune disease, and higher 
titers often suggest more active disease.

2. ENA (Extractable Nuclear Antigen)

Definition:
ENA refers to a group of autoantigens that are found in the nucleus of cells and can be extract-
ed from the nucleus in the laboratory. The ENA panel includes tests for specific autoantibodies 
directed against these extractable nuclear antigens, which include proteins such as Ro/SSA, 
La/SSB, Sm, RNP, Jo-1, and others.

Unlike ANA, which is a broad marker of antibodies against nuclear components, ENA tests fo-
cus on detecting specific autoantibodies that are linked to certain autoimmune conditions.

Function:
ENA antibodies are more specific than ANA and can provide additional diagnostic information 
about the presence of specific autoimmune diseases, particularly Sjögren's syndrome, SLE, 
and dermatomyositis.

Clinical Significance:
A positive ENA test often provides more detailed information about the autoimmune disease, 
including:

1. Ro/SSA and La/SSB: Primarily associated with Sjögren’s syndrome, Systemic Lupus 
Erythematosus (SLE), and neonatal lupus.

2. Sm (Smith antigen): Highly specific for SLE; patients with Sm antibodies have a high-
er likelihood of having SLE.

3. RNP (Ribonucleoprotein): Associated with Mixed Connective Tissue Disease 
(MCTD), a condition with features of SLE, scleroderma, and polymyositis.

4. Jo-1: Specific for dermatomyositis and polymyositis, and often seen in patients with 
anti-synthetase syndrome (which includes features of both diseases).

Normal Range:

• Negative ENA: No extractable nuclear antibodies were detected.

• Positive ENA: Specific antibodies may be detected, and these findings help differentiate 
among various autoimmune disorders.
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3. Key Differences Between ANA and ENA:

ANA is a broad screening test that detects autoantibodies against the nucleus, and it is used 
to screen for a range of autoimmune diseases. A positive ANA test is common in diseases like 
SLE, Sjögren’s syndrome, and scleroderma.

ENA is a more specific follow-up test to detect specific autoantibodies associated with par-
ticular autoimmune diseases. For example, Ro/SSA and La/SSB are associated with Sjögren’s 
syndrome, while Sm is highly specific for SLE.

ANA is useful as an initial screen, while ENA testing can help narrow down the diagnosis and 
determine which specific autoimmune disorder is present.
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Feature ANA (Antinuclear Antibody) ENA (Extractable Nuclear Antigen)

Definition Broad category of antibodies targeting 
nuclear components (DNA, histones, 
ribonucleoproteins).

Autoantibodies against specific ex-
tractable nuclear antigens (e.g., Ro/
SSA, La/SSB, Sm, RNP).

Primary Use Screening test for autoimmune dis-
eases.

Confirmatory test to identify specific 
autoantibodies associated with specific 
autoimmune diseases.

Diseases Associated SLE, Sjögren’s syndrome, RA, sclero-
derma, MCTD, polymyositis, etc.

SLE, Sjögren’s syndrome, MCTD, 
dermatomyositis, polymyositis, etc.

Specificity Less specific than ENA. Can indicate the 
presence of autoimmunity but doesn't 
specify which disease.

More specific for diagnosing certain 
diseases based on the presence of spe-
cific antibodies (e.g., Ro/SSA, Sm).

Test Method Indirect immunofluorescence (IIF) or 
ELISA.

Immunoblotting or ELISA to detect 
specific antibodies.

Result Interpretation A positive ANA result indicates the pres-
ence of autoimmunity but does not 
indicate a specific disease.

A positive ENA result indicates the pres-
ence of specific autoantibodies associ-
ated with specific diseases (e.g., Sm 
for SLE).Use in Diagnosis Broad screening tool for autoimmune 

diseases.
Confirmatory test for specific autoim-
mune conditions.
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