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Development of full-blown RA in arthralgia/UA patients 

The predictive role of autoantibodies in RA

Higher radiographic progression

Higher incidence of extra-articular manifestations

Increased risk for CV diseases and mortality rate
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The impact of autoantibodies on damage progression

Talk composition
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Radiological progression according to anti-CCP2 titer 
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The impact of autoantibodies on damage progression

Talk composition

Mechanisms of bone erosion in RA
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Inflammation

Damage Disability

Autoimmunity

The RA paradigm



Pathogenesis of erosions: disruption of bone 
homeostasis by synovitis
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ACPAs

RF
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The impact of autoantibodies on damage progression

Talk composition

Mechanisms of bone erosion in RA

Which link between autoimmunity and bone damage?
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J Clin Investig 2012

ACPAs are associated with 
increased bone resorption 

in patients with RA. 
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Osteoclasts express 
enzymes involved in 

citrullination (PAD) and 
show citrullination of 

vimentin 
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MCV-ACPAs induce 
osteoclastogenesis and 

bone resorption 
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The direct link between autoimmunity and damage: 
the role of ACPA
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RANKL was elevated in ACPA-
positive and in anti-cit-vimentin-

positive RA patients and was 
associated with bone erosions 



Epitope specificity of monoclonal 
ACPAs (vimentin and enolase) 
derived from single SF B-cells is 
essential for their capacity to 

activate OCs

Polyclonal ACPAs from both 
synovial fluid and peripheral blood 

promote osteoclastogenesis 
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PAD enzymes and citrullination are 
essential for OC differentiation and 

ACPA-induced activation

Addition of a PAD inhibitor 
decreases ACPA-mediated 

osteoclastogenesis
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IL-8 is an essential mediator of 
ACPA-driven OC activation 
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In vivo ACPA-induced systemic 
bone loss is reversed by an IL-8 

antagonist
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IL-8, released from osteoclasts in 
an autoantibody-dependent 
manner, produces pain by 

activating sensory neurons. 
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The impact of autoantibodies on damage progression

Talk composition

Conclusions

Mechanisms of bone erosion in RA

The direct link between autoimmunity and bone damage
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