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Perché da evitare la sottodiagnosi?

• Over the last decade, the optimal use of disease modifying 
antirheumatic drugs have dramatically enhanced the 
success of RA management.

• Undoubtedly, treating patients at a stage at which 
evolution of joint destruction can still be prevented would 
be ideal.

• However, at present, clinical trials of RA treatments are 
hampered by lack of criteria allowing for study enrollment 
of patients at early stages of disease. Thus, to date it has 
not been possible to effectively investigate the efficacy of 
early interventions in terms of their ability to prevent later-
stage RA, since there are no validated or accepted uniform 
criteria to classify such individuals with early disease.

Aletaha et al, 2010 Rheumatoid Arthritis Classification Criteria. ARTHRITIS & RHEUMATISM 
Vol. 62, No. 9, September 2010, pp 2569–2581



Criteri classificativi ACR-EULAR 2010



Diagnose early and very early 
rheumatoid arthritis

• Early rheumatoid arthritis (RA) and very early RA are 
major targets of research and clinical practice. 
Remission has become a realistic goal in the 
management of RA, particularly in early disease. 
– The 2010 American College of Rheumatology/European League 

Against Rheumatism (ACR/EULAR) RA classification criteria, 

– the EULAR treatment recommendations for RA, and 

– the EULAR recommendations for the management of early arthritis 
focus on early disease and translate the knowledge related to early RA 
into classification and management. 

Zeidler H. The need to better classify and diagnose early and very early rheumatoid 
arthritis. J Rheumatol. 2012 Feb;39(2):212-7



• Nevertheless, there is a need for further improvement and 
progress. Results from 6 recent studies are summarized, 
evaluating the performance of the 2010 ACR/EULAR RA 
classification criteria. 

• The data show a significant risk of misclassification, and 
highlight that overdiagnosis and underdiagnosis may become 
important issues if the criteria recommend synthetic and 
biological disease-modifying antirheumatic drugs. The 
possible effect of misclassification on spontaneous and drug-
induced remission of early and very early RA awaits further 
elucidation. Such research will eventually lead to more 
reliable diagnostic and classification criteria for new-onset RA.

Diagnose early and very early 
rheumatoid arthritis

Zeidler H. The need to better classify and diagnose early and very early rheumatoid 
arthritis. J Rheumatol. 2012 Feb;39(2):212-7



How are the new criteria performing 
in the clinic?

• The objective of the 2010 ACR/European League Against Rheumatism 
classification criteria for RA was to distinguish patients at high risk for 
developing persistent erosive and/or inflammatory disease from those 
with undifferentiated inflammatory arthritis. 

• These criteria were developed for use in clinical trials; in order to 
implement these criteria most effectively, they need to be validated in 
real-world settings. 

• The 1987 criteria may have led to underdiagnosis in the case of 
patients with positive anti-citrullinated peptide antibody values but no 
evidence of radiographic progression of joint erosion, or overdiagnosis 
in the case of some patients with FM; similarly, the possibility that the 
2010 criteria may result in overdiagnosis cannot be excluded. 

Bykerk VP, Massarotti EM. The new ACR/EULAR classification criteria for RA: how are the new criteria performing in the clinic? 
Rheumatology (Oxford) 2012 Dec;51 Suppl 6



• Prospective validation of the 2010 criteria has been carried out in 
several cohorts, with reported sensitivities ranging from 0.50 to 0.60 
and specificities from 0.88 to 0.97. The sensitivity and specificity of 
the 2010 criteria were 0.74 and 0.66 when compared against the gold 
standard of needing MTX therapy in the opinion of experienced 
clinicians, and 0.69 and 0.72 against the standard of having persistent 
synovitis despite DMARDs after 1 year. 

• Other comparisons have yielded similar sensitivities and specificities, 
ranging up to 0.85 for the gold standard of needing MTX therapy. 
Questions remain concerning the utility of the 2010 criteria for non-
arthritis health care practitioners, who may be less than expert in 
identifying swollen joints and may underestimate the number of 
joints affected by synovitis. 

How are the new criteria performing 
in the clinic?

Bykerk VP, Massarotti EM. The new ACR/EULAR classification criteria for RA: how are the new criteria performing in the clinic? 
Rheumatology (Oxford) 2012 Dec;51 Suppl 6



Reduce CV risk in patients with RA

• Furthermore, whether 
the CV risk should be 
taken into account 
while choosing 
antirheumatic 
treatments is an 
emerging issue to be 
addressed.



Sottodiagnosi e sottotrattamento



Aggressive rheumatoid arthritis 
registry in Italy. Characteristics of the 

early rheumatoid arthritis subtype 
among patients classified according to 

the ACR criteria

• The major conclusion of this preliminary 
analysis is that an overall tendency to 
undertreatment is discernable.

Gruppo Italiano Artrite Reumatoide Aggressiva (GIARA)
Clin Exp Rheumatol. 2003 Sep-Oct;21(5 Suppl 31):S129-32

https://www.ncbi.nlm.nih.gov/pubmed/14969064
https://www.ncbi.nlm.nih.gov/pubmed/14969064


The Italian registry of aggressive 
rheumatoid arthritis - the GIARA project

• In 1999, the Italian Society of Rheumatology started a 
project to determine the prevalence and clinical 
characteristics of aggressive rheumatoid arthritis (ARA). 

• For 1 year, all patients with RA for > 5 years and referred to 
participating centers were entered in a registry and 
classified as having ARA if they fulfilled the following 
criteria: 
– 10 swollen joints for at least 6 weeks, positive rheumatoid factor (RF), 

and at least one bone erosion (if disease duration of 2 years); (a) RF-
positive and having 10 swollen joints or at least one newly eroded joint, 
or (b) if RF-negative, having 10 swollen joints and at least one newly 
eroded joint (if disease duration > 2 to < 5 years). 

Marchersoni A et al. The Italian registry of aggressive rheumatoid arthritis - the GIARA project. J 
Rheumatology 2007 Dec;34(12):2374-81



• The frequency of ARA was 15% in the 2-year group and 
63% in the > 2 to < 5-year group, but 35% of the 
patients in the 2-year group had erosions. Bone 
erosions were associated with disease duration, a 
Health Assessment Questionnaire value > 1.5, female 
sex, and RF positivity. 

• In an Italian RA population, the GIARA (Gruppo Italiano
Artrite Reumatoide Aggressiva) criteria for ARA were 
met by 15% of the patients with disease duration of 2 
years, but erosions were seen in 35%. Upon referral, 
most of the RA patients were inadequately treated 
and had other conditions.

The Italian registry of aggressive 
rheumatoid arthritis - the GIARA project

Marchersoni A et al. The Italian registry of aggressive rheumatoid arthritis - the GIARA project. J 
Rheumatology 2007 Dec;34(12):2374-81
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Ernst & Young

• è un network mondiale di servizi professionali 
di consulenza direzionale, revisione contabile, 
fiscalità e transaction. EY conta 250.000 
dipendenti in tutto il mondo. Il network è 
presente con più di 700 uffici in 150 Paesi. 





AR sottotrattamento



AR sottotrattamento





Fonti discutibili



L’incidenza e la prevalenza di 
queste malattie non sono
particolarmente elevate, con 
l’eccezione della Ps, ma nel loro
insieme rappresentano nel 
panorama italiano una frazione
non secondaria della 
popolazione. Prevalenze più 
elevate si riscontrano, per 
alcune di esse, nei Paesi del 
Nord Europa. *
Applicando dati di prevalenza 
alle popolazioni di Regno Unito,
Germania, Italia, Paesi Bassi e 
Belgio, si può stimare che quasi
sette milioni di pazienti siano 
affetti da tali patologie.

*de Waure C, Sferrazza A, Gualano MR, et al. Epidemiologia 
e burden of disease dell’artrite reumatoide. Ital J Public 
Health. 2010;7(Suppl 2):S3-13.









Conclusioni a chiusura del tavolo AIFA

1. C’è necessità, prima di parlare di 
sottotrattamento dell’artrite reumatoide, di 
studi epidemiologici diretti ed aggiornati.

2. AIFA si impegna a proporre al Ministero di 
attivare appositi studi - attraverso le Società 
Scientifiche dei reumatologi italiani (SIR e 
CReI) - per verificare l’ipotesi di 
sottotrattamento.


