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Editorial

Anti-Tumor Necrosis Factor Agents Are
Mostly Used in Patients with Established
Rheumatoid Arthritis Compared to Early
Disease — A Reflection of Adequate Clinical
Practice
Almost 10 years after the introduction of the anti-tumor
necrosis factor (TNF) agents for the treatment of rheumatoid
arthritis (RA), rheumatologists are still struggling with their
appropriate use and especially with the time to start them in
the disease course. It is now well accepted that earlier dis-
ease control, i.e., suppression of inflammation, translates
into better outcomes in terms of halting radiographic dam-
age progression and preventing functional disability.
Several clinical trials have shown the superiority of earlier
use of combination methotrexate (MTX) and an anti-TNF
agent1-3 compared to either agent used alone. However,
given the cost of these new agents, economic considerations
and the absence of predictive markers of response have pre-
vented their use as first-line agents. Several national and
international guidelines and consensus statements on the use
of anti-TNF agents have been published4, the latest being
the American College of Rheumatology recommendation
document5.
Except for the European registries, which deal mostly

with safety issues, there is little information on the practical
use and effectiveness of anti-TNF agents, especially in early
disease versus established RA. The article by Lee, et al from
the CORONA database published in this issue sheds some
light on this matter6 and as well raises several questions.
Should there be a difference between established and

early RA in the use of anti-TNF agents? Based on the evi-
dence that early is better, one would argue that over time we
should see more patients with shorter disease duration using
anti-TNF agents. This assumption is not supported by their
findings. And this raises the larger issue of appropriate opti-
mal treatment of RA. We have learned over recent years to
better use our traditional disease modifying antirheumatic
drugs (DMARD) and to treat to a target of remission or at
least low disease activity assessed by validated composite
measures7-9. Therefore patients who do not achieve these
goals should be treated with anti-TNF agents regardless of
their disease duration. Indeed, we can see that in the

CORONA database, the level of disease activity at the time
of the introduction of biologic agents was the same in both
early and established disease groups and was therefore
probably the main reason for therapy modification.
If the therapeutic target is the same regardless of disease

duration, why are we seeing more use of anti-TNF agents in
established disease? One might speculate that based on cur-
rent recommendations, anti-TNF agents are introduced only
after the failure of MTX alone or in combination with other
traditional DMARD. For instance, when analyzed more
carefully, only 20% of the patients in the step-up strategy of
the BeSt trial (Arm 2) fail to achieve low disease activity
after triple combination of MTX, hydroxychloroquine, and
sulfasalazine; and less than 10% fail this triple combination
plus low-dose corticosteroids after 2 years10. If this strate-
gy best represents our current approach to the treatment of
RA, it is not surprising to see that a minority of patients will
require anti-TNF agents in the first 2 years of their disease.
We have also learned that retention of traditional DMARD
is reduced over time because of secondary loss of efficacy
or tolerability/toxicity issues. This contributes to a higher
number of later introductions of anti-TNF agents.
How many patients, in real-life practice, require

anti-TNF therapy? The CORONA database has the highest
percentage (35%) of patients with RA ever reported to be
treated with an anti-TNF drug. In European registries the
average varies between 8% and 20%. The difference is
mainly due to a lower threshold of disease activity at the
start of a biologic agent in the CORONA database [Disease
Activity Score 28 (DAS28) 2.9 to 5.7] compared to other
registries: for instance, a Swedish registry (DAS28 5.5 to
5.9), the Dutch DREAM (DAS28 5.2 to 5.5), or the Danish
DANBIO (DAS28 decreasing over time from 5.9 to
5.3)11-13. Several factors may contribute to this difference:
On the one hand there is easier access to biologics based on
more relaxed guidelines or reimbursement coverage and
patients’ demands and expectations; on the other, there are
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negative factors such as patient concerns regarding side
effects and toxicities. All these factors are difficult to tease
out from observational studies or registries. When only
patients with early RA are considered, 16% of patients
followed in the SSATG registry required anti-TNF agents in
the first 2 years of disease, which is probably slightly lower
than the 25% after 3 years observed in the CORONA
database14.
This raises the more delicate and controversial question

of cost versus benefit. Despite short-term studies and mod-
elization of cost that support use of anti-TNF agents in mod-
erate to severely active disease despite adequate traditional
DMARD, longterm data on true direct (hospitalization,
reduction of comorbidities, joint replacements, drug toxici-
ties...) and indirect costs (work and out-of-work productivi-
ty) are needed to settle this issue once and for all.
With the advent of new classes of biologic agents direct-

ed against several other cellular and cytokine targets, there
is a large unmet need for developing a rational approach to
the treatment of RA that is not solely based on empiricism.
Research should focus on predictive markers of response to
different therapeutic agents, to use the best drug in the most
appropriate patient. In the meantime, the best approach is to
treat early with a target of remission/low disease activity by
rapid optimization of traditional DMARD and prompt intro-
duction of a biologic agent in those patients who fail to
achieve the preset goal.
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