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    Abstract

        Background: Anti-citrullinated protein antibodies (ACPA) are specifically and frequently detected in sera of patients with rheumatoid arthritis (RA). Citrullinated fibrin or fibrinogen is a candidate autoantigen of such antibodies.

        Objective: To investigate the presence of citrullinated fibrinogen (cFBG) in the plasma or synovial fluid of patients with RA and control patients, and to determine cFBG levels and their relationship with serum markers for RA if it is present.

        Methods: A sandwich enzyme linked immunosorbent assay (ELISA) to measure cFBG was established using monoclonal antibodies cF16.1 and cF252.1, generated by immunising mice with R16Cit and R252Cit, the fibrinogen Aα chain derived sequences with citrulline at position 16 and 252, respectively, and the presence of cFBG was further investigated with immunoprecipitation-western blotting.

        Results: Positive signals were detected in 11/15 RA synovial fluids (RASFs), but not in osteoarthritis synovial fluids or RA plasma with sandwich ELISA for cFBG using cF16.1 and an anti-modified citrulline (AMC) antibody. The presence of cFBG in RASFs was confirmed by immunoprecipitation-western blotting. Furthermore, most RA sera strongly reacted against R16Cit. No relationship was seen between RASF cFBG levels and C reactive protein or anti-cyclic citrullinated peptide antibody levels of the paired sera.

        Conclusion: cFBG is detected as a soluble citrullinated autoantigen in RASFs and may therefore be a genuine candidate antigen for ACPA in patients with RA.

      
	ACPA, anti-citrullinated protein antibodies
	AMC, anti-modified citrulline
	BSA, bovine serum albumin
	cFBG, citrullinated fibrinogen
	CCP, cyclic citrullinated peptide
	ELISA, enzyme linked immunosorbent assay
	FPA, fibrinopeptide A
	HBST, HEPES buffered saline with 0.1% Tween 20
	HRP, horseradish peroxidase
	IP, immunoprecipitation
	mAb, monoclonal antibody
	nFBG, native fibrinogen
	OA, osteoarthritis
	PADI, peptidylarginine deiminase
	PBST, phosphate buffered saline with 0.05% Tween 20
	PVDF, polyvinylidene difluoride
	RA, rheumatoid arthritis
	SDS-PAGE, sodium dodecyl sulphate-polyacrylamide gel electrophoresis
	SF, synovial fluid
	TBST, Tris buffered saline with 0.1% Tween 20
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