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Response to: ‘Increasing incidence of 
autoantibody- negative RA is replicated and is 
partly explained by an aging population’ by 
Matthijssen et al

We thank Matthijssen and colleagues for their interest in our 
study on the epidemiology of rheumatoid arthritis (RA), where 
we have reported a significant increase in incidence of rheuma-
toid factor (RF)- negative RA and a decrease in RF- positive RA 
in 2005–2014 compared with previous decades.1 Matthijssen 
et al have independently assessed the incidence of anticitrulli-
nated peptide antibody (ACPA)- negative and ACPA- positive RA 
in the Leiden Early Arthritis Cohort. In concordance with our 
findings, they found increasing incidence of ACPA- negative RA 
but not ACPA- positive RA.2 Further, Matthijssen et al proposed 
that ageing of the population can be an important contributor 
to these trends and estimated that the rate of increase of new 
ACPA- negative RA cases in the next 20 years will outpace that 
of ACPA- positive RA (11% vs 2% increase, respectively), thus 
substantially increasing the prevalence of ACPA- negative RA.

Taken together with our findings, these results strengthen the 
argument that the serological profile of RA is changing in recent 
years, and autoantibody- negative RA is becoming more common 
in the new millennium. These findings have broad implications for 
both clinical practice and research. First, autoantibody- negative 
RA is a more clinically challenging disease subset due to diagnostic 
uncertainty in early disease with multiple potential mimickers, 
and frequent difficulty with timely choice of effective treatment.3 
This highlights the need for increased awareness of autoantibody- 
negative RA among physicians, in order to facilitate timely rheu-
matology referral and initiation of treatment. Second, classification 
of RA based on RF and ACPA is conditional to the available and 
validated immunological assays, while the search for additional 
immunological and clinical subsets within autoantibody- negative 
RA continues.4 Refining the understanding of pathophysiology 
and classification of RA disease beyond the current immunolog-
ical disease markers may lead to improvement in RA diagnosis and 
management, opening new avenues for individualised treatment 
selection for different RA subtypes.
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