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The approach to managing rheumatoid arthritis (RA) is still
variable. Questions or issues that frequently arise relating to the
application of types and sequences of therapeutic agents as well as
to the extent and frequencies of follow up examinations, types of
assessments and needs for therapeutic adaptations. In light of these
occasional ambiguities, recommendations for the management of
rheumatoid arthritis have been recently published.! In addition, an
international expert committee elaborated a guideline document
adopting a “treat to target” (T2T) approach for RA; in line with the
presentation of the T2T strategy, detailed standard procedures were
provided to enable its implementation into daily clinical practice
by the rheumatology community.2

While the definition of quantifiable treatment targets is new
to RA management, stringent therapeutic aims have already been
implemented in a number of other chronic diseases: in diabetes
care, aiming for an HbA1c below 7.0% is widely recognized to be
the task in every counseling visit, since the achievement of this
threshold is understood to drive long-term disease outcomes. Sim-
ilar procedures are used in treating hypertension, hyperlipidemia,
and other conditions, as opposed to the avoidance of adverse out-
comes in the distant future; an absolute number that displays a
level of good disease control, or, if unmet, the need for treatment
escalation is well perceived by doctors and patients alike. Presum-
ably, this facilitates shared treatment decision-making, and also
encourages patients to be adherent and responsive during their
chronic condition.
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The adoption of T2T for RA has been initiated by an international
task force of 20 experts in rheumatology and a patient with RA, who
first convened in 2008. As an initial step, the group performed a sys-
tematic literature review (SLR) to compile all published evidence
on targeted treatment in RA, when compared to standard care.?

In the systematic literature search, 5881 titles and abstracts
were identified in electronic databases resulting in 76 articles
selected for full text inspection. Finally, 7 studies that provided
direct evidence on targeted treatment were included in the
review.4-10 While the data was scarce for long-standing disease,?
available evidence unanimously substantiated the benefit of tar-
geted treatment in early RA (ERA).3-8 Strategy-driven arms showed
significantly better outcomes in all trials, when disease activity
was taken into account. One study also reported better functional
outcomes.” Five trials investigated radiographic endpoints, three
of them showed significant benefits in the targeted treatment
arm.>69

In particular, the interval to schedule follow-up visits and ascer-
tain response to therapy, as well as the definition of therapeutic
success by specification of treatment targets were backed by a
body of evidence from the literature: all ERA trials adopted follow-
up intervals of between one and three months in their targeted
treatment arms,*-9 and for long-standing disease, four months was
chosen to be the maximum interval for re-assessment.!? Therapy
had to be amended, if targeted disease activity thresholds were
not met within this period. The targets were in remission or at
least had low disease activity (LDA) and some trials also adopted a
set of individual targets like combined laboratory and joint count
thresholds.

This systematic search on available information served as a
basis for subsequent discussions among the steering commit-
tee to formulate an initial set of T2T recommendations for RA
disease management. Inviting a broader panel of more than 60
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international rheumatologists and several additional RA patients,
including participants from Europe, North and Latin America, Japan
and Australia, the steering committee presented a draft document
for further discussion and refining during a Delphi-like process
in March 2009. The final document? that originated from this
complex consensus-finding process provides guidance for routine
outpatient care. It comprises 4 overarching principles and 10 rec-
ommendations.

Along with anchoring every treatment change to a shared
decision between patient and doctor, the core statement of this doc-
ument is the postulated necessity for further adjustment of therapy
at every follow-up visit until the therapeutic target is reached.
This approach is particularly applicable for newly diagnosed RA,
but also has to be maintained throughout the whole course of dis-
ease. Importantly, treatment success has to be ascertained at least
every 3 months, and an increased frequency of visits is suggested
if patients show high or moderate disease activity. Patients in sus-
tained remission (or LDA) should be seen by a specialist about every
6-12 months to document continuous sufficient disease control
by obtaining composite disease activity scores that include joint
counts. The advocated treatment target is remission, defined as the
absence of signs and symptoms of significant inflammatory disease
activity. Achieving remission is stated to be of paramount impor-
tance in ERA, however in longstanding disease that has proven
to be refractory, low disease activity (LDA) may be an acceptable
alternative target. In addition to ensuring successful suppression of
inflammation by validated compound disease activity indices, the
consideration of structural damage and functional limitation in all
treatment decisions is strongly emphasized. Also, co-morbidities,
and other individual patient-related factors, as well as drug-related
risks should be taken into account.

Notably, this call for targeted treatment is devoid of any partic-
ular drug recommendation or any preference for specific treatment
escalation approaches, like adding-on drugs versus switching, etc.
Rather, the T2T guidance document defines the therapeutic goal
to strive for and establishes standard procedures to ensure ideal
utilization of all available drugs. Details can be accessed via the
references provided here.

Most experts recognize that consistent suppression of disease
activity is linked to better functional and radiographic outcomes.

Rheumatologists have a growing number of synthetic and biologic
disease modifying drugs at hand, yet rapid change of therapy, if
needed, has not been fostered in treatment guidelines. According
to the SLR, unanimous evidence speaks in favor of strategic targeted
treatment adjustment to reach a satisfying disease control. The
broad consensus among the international rheumatologists’ com-
munity in the process of developing this set of recommendations
will hopefully result in a widespread adoption of T2T in clinical
practice and contribute to optimized RA care.

References

1. Smolen JS, Landewe R, Breedveld FC, Dougados M, Emery P, Gaujoux-Viala C,
etal. EULAR recommendations for the management of rheumatoid arthritis with
synthetic and biological disease-modifying antirheumatic drugs. Ann Rheum
Dis. 2010;69:964-75.

2. Smolen JS, Aletaha D, Bijlsma JW], Breedveld FC, Boumpas D, Burmester G, et al.
Treating rheumatoid arthritis to target: recommendations of an international
task force. Ann Rheum Dis. 2010;69:631-7.

3. Schoels M, Knevel R, Aletaha D, Bijlsma JW, Breedveld FC, Boumpas DT, et al.
Evidence for treating rheumatoid arthritis to target: results of a systematic
literature search. Ann Rheum Dis. 2010;69:638-43.

4. Fransen ], Bernelot Moens H, Speyer I, Van Riel PL. Effectiveness of sys-
tematic monitoring of rheumatoid arthritis disease activity in daily practice:
a multicenter, cluster randomised control trial. Ann Rheum Dis. 2005;64:
1294-8.

5. Grigor C, Capell H, Stirling A, McMahon AD, Lock P, Vallance R, et al. Effect of a
treatment strategy of tight control for rheumatoid arthritis (the TICORA study):
a single-blind randomised controlled trial. Lancet. 2004;364:263-9.

6. Stenger AA, Van Leeuwen MA, Houtman PM, Bruyn GA, Speerstra F, Barendsen
BC, et al. Early effective suppression of infl ammation in rheumatoid arthritis
reduces radiographic progression. Br ] Rheumatol. 1998;37:1157-63.

7. Verstappen SM, Jacobs JW, van der Veen M], Heurkens AH, Schenk Y, ter Borg EJ,
et al. Intensive treatment with methotrexate in early rheumatoid arthritis: aim-
ing for remission. Computer Assisted Management in Early Rheumatoid Arthritis
(CAMERA, an open-label strategy trial). Ann Rheum Dis. 2007;66:1443-9.

8. Van Tuyl LH, Lems WF, Voskuyl AE, Kerstens PJ, Garnero P, Dijkmans BA,
et al. Tight control and intensifi ed COBRA combination treatment in early
rheumatoid arthritis: 90% remission in a pilot trial. Ann Rheum Dis. 2008;67:
1574-7.

9. Edmonds J, Lassere M, Sharp JT. Objectives study in RA (OSRA): a RCT defi ning
the best clinical target for disease activity control in RA. Ann Rheum Dis. 2007;66
Suppl. 11:325.

10. Symmons D, Tricker K, Roberts C, Davies L, Dawes P, Scott DL. The British
Rheumatoid Outcome Study Group (BROSG) randomised controlled trial to
compare the effectiveness and costeffectiveness of aggressive versus symp-
tomatic therapy in established rheumatoid arthritis. Health Technol Assess.
2005;9:1-78, iii-iv, ix-x.



	Treating rheumatoid arthritis to target: Evidence-based recommendations for enhanced disease management
	References


