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Target population: Patients who (i) have at least 1 joint with clinical synovitis and (ii) with the synovitis not better

explained by another disease.

Score

A. Joint involvement (tender/swollen)

1 large joint

2-10 large joints

1-3 small joints (+ involvement of large joints)
4-10 small joints (+ involvement of large joints)
> 10 joints (at least 1 small joint)

B. Serology

Negative RF & ACPA

Low-positive RF/low-positive ACPA

High-positive RF/high-positive ACPA

Score

C. Acute-phase reactants
Normal CRP & ESR
Abnormal CRP & ESR

D. Duration of symptoms
< 6 weeks

> 6 weeks

Add score of categories A-D:

> 6/10 = definite RA




[Risk factors ) Post-translational
Genetic risk factors (60% of risk) modifications
« Susceptibility genes (for example, HLA-DRB1) For example, citrullination
* Epigenetic modifications Loss of immunetolerance
Non-genetic risk factors (40% of risk) at mucosal sites
* Smoking
* Microbiota
* Female sex Autoantibody formation Expansion of the
* Western diet For example, ACPAs and RF autoantibody profile
* Ethnic factors
\ | J
No detectable autoimmunity Initiation of autoimmunity

Susceptibility to RA Preclinical RA Established RA

No symptoms or signs Asymptomatic

of autoimmunity

Eal'ly L entia Classifiz

autoimmunity symptomatic
Increased levels of autoimmunity
cytokines, chemokines
and CRP in the circulation

Joint capsule

Cartilage

Bone v ¥ A5 . o¥es g
Possible immune cell Immune cell Immune cell infiltration, hyperplasia
joint infiltration, but often normal infiltration of the lining layer and pannus formation
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The Earlier The Better

Window of opportunity:

Undifferentiated arthritis



[Risk factors ) Post-translational
Genetic risk factors (60% of risk) modifications
« Susceptibility genes (for example, HLA-DRB1) For example, citrullination
* Epigenetic modifications Loss of immunetolerance
Non-genetic risk factors (40% of risk) at mucosal sites
* Smoking
* Microbiota
* Female sex Autoantibody formation Expansion of the
* Western diet For example, ACPAs and RF autoantibody profile
* Ethnic factors
\ | J
No detectable autoimmunity Initiation of autoimmunity

Susceptibility to RA Preclinical RA Established RA

No symptoms or signs Asymptomatic

of autoimmunity

Eal'ly L entia Classifiz

autoimmunity symptomatic
Increased levels of autoimmunity
cytokines, chemokines
and CRP in the circulation

Joint capsule

Cartilage
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Possible immune cell Immune cell Immune cell infiltration, hyperplasia
joint infiltration, but often normal infiltration of the lining layer and pannus formation

Nature Reviews | Disease Primers
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CBC, ESR, CRP?

FANA, U/A?

RF, CCP Ab?

Hand MRI?

Beginning Methotrexate?
Beginning NSAIDs?
Beginning Prednisolone?
Rheumatology consult?
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Hydroxychloroquine
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Prednisolone
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Positive RF/CCP
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