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4   THE ACPA IGM FINE SPECIFICITY DIFFERS FROM 
THE ACPA IGG ANTIGEN-RECOGNITION PROFILE
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Background The antigen-recognition pattern of immunoglob-
ulin M (IgM) could, in case directed against protein-antigens, 
provide an indication of the antigenic moieties triggering new 
B cells. The half-life of IgM is short and memory B cells against 
T cell dependent protein antigens, typically produce IgG and 
not IgM antibodies. Here the authors analysed whether a dif-
ference exists between the fi ne specifi city of IgM versus IgG 
anticitrullinated protein antibodies (ACPA).
Materials and methods The authors determined the fi ne 
specifi city of ACPA IgM and IgG in 138 ACPA positive rheu-
matoid arthritis (RA) patients. Fine specifi city assays were per-
formed by ELISA, using citrullinated peptides derived from, 
vimentin, fi brinogen-β, fi brinogen-α and α-enolase, as well as 
citrullinated protein antigens, fi brinogen and myelin basic pro-
tein. The arginine counterparts were used as control.
Results Recognition of defi ned citrullinated antigens by IgM 
ACPA was confi ned to samples that also display recognition 
by IgG ACPA. However, the IgM ACPA response displayed a 
more restricted antigen recognition profi le as compared to IgG 
ACPA (OR 0.26, p<0.0001).
Conclusion Our data show that the immune response against 
several defi ned citrullinated antigens varies as some are only 
recognised by IgG ACPA and others also by IgM ACPA. The 
recognition of some but not other citrullinated antigens by 
IgM ACPA suggest that not all citrullinated antigens activate 
new B cells despite concurrent recognition by IgG ACPA.
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