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CLINICAL SPECIFICATIONS

CITRULLINATED EBV

Pathogen Type:
Epstein-Barr virus (EBV) is a common virus from the herpes 
family.  Citrullination or deimination is the conversion of 
the amino acid arginine in a protein into the amino acid 
citrulline.  EBV infects the epithelial cells in the oropharynx and 
nasopharynx and hence is transmitted by the oral fluid.  

Associated With:
Atherosclerosis1 
Rheumatoid Arthritis2, 3 
Chronic inflammatory demyelinating polyneuropathy (CIDP)4 
Multiple sclerosis5 
Systemic lupus erythematosus6 
Autoimmune thyroid disorders7

Known Cross-Reactions: Transaldolase,8 lupus-associated antigen,9 α-B crystallin,10 HLA-DQw8β,11 CYP2D6,12  
multiple food proteins13

Clinical Significance:
The detection of antibodies to Citrullinated EBV indicates the patient has increased risk of a variety of autoimmunities including joint, 
lupus, neurological, thyroid, and liver, and type 1 diabetes and multiple food immune reactivity.  After reactivation of latent virus, EBV 
has been shown to encode an enzyme, deoxyuridine triphosphate nucleotidohydrolase (dUTPase), and this enzyme has been shown to 
induce peripheral blood monocytes to produce pro-inflammatory cytokines such as interleukin-6 as well as endothelial cell expression 
of intercellular adhesion molecule-1 (ICAM-1).1  This can lead to acute coronary events.  Rheumatoid arthritis patients appear to have 
elevated antibody levels to EBV,2,14 yet the mechanism linking EBV pathogenesis in RA has not been elucidated.8  Patients with CIDP 
show impaired B cell expression of the inhibitory Fc-γ receptor (FcγRIIB), which alters the state of EBV persistence, leading to increased 
viral replication and antiviral immune responses.4  Epidemiological studies suggest that childhood EBV exposure is an important 
determinant of MS risk.5

This array tests for IgG immune reactivity associated with Citrullinated EBV.  This is not a measurement of acute infection.  Equivocal or 
out-of-range results indicate IgG antibody reactivity to the tested antigen.  We tested 288 blood donor sera against Citrullinated EBV 
antigens at optimal dilution, 6% of these donors were IgG reactive.
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