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Treatment strategy
Initiation of treatment is based on
• Diagnosis
• Prognostic indicators 
• Current status (which parameters?)

Follow-up of treatment (disease 
monitoring)

• Which parameters?
• Identification of treatment goal(s)

– Improvement
– Achievement of a pre-defined state

• When to stop or change treatment
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Revised Definition of Outcomes in RA*

>22>26>5.1High disease activity

<10<11<3.2
Near Remission 
(Low Dz activity)

<2.8<3.3<2.6Remission

CDAISDAIDAS28

*adapted from Aletaha D, Smolen J. SDAI and CDAI. Clin Exp Rheum 23 (Suppl 3g): S100-8, 2005
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Summary SLR  
Most of the core trials used a state as the target; mostly this 
state was low disease activity

Time frame for assessment of targets varied from 1 to 4 
months

Most T2T studies were done in early RA

All studies that compared T2T with routine approaches 
showed significant clinical benefits of T2T

The effect of T2T on functional and radiographic outcomes 
needs further investigation

More studies are needed in established/late RA
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From discussion
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Outcome
• 15 recommendations were formulated

• The key statements are supported by 
data review (5 papers with systematic 
literature review)* and expert opinion

* Synthetic DMARDs (inc. combination) without glucocorticoid (GC)

GC inc. DMARD combination 

Biological DMARDs

Treatment strategies

Economic implication



Final set of 15 recommendations on the management of RA

1. Therapy with synthetic DMARDs should be started as soon as the diagnosis of RA is made

2. Treatment should be aimed at reaching a target of remission or low disease activity as soon as possible in every patient; as long as the 
target has not been reached, adjustment of the treatment should be done by frequent (every 1-3 months) and strict monitoring 

3. MTX should be part of the first treatment strategy in patients with active RA

4. In case of MTX contraindications (or intolerance), the following DMARDs should be considered as part of the (first) treatment strategy:
leflunomide, sulfasalazine or injectable gold

5. In DMARD naïve patients, irrespective of the addition of glucocorticoids, synthetic DMARD monotherapy rather than combination therapy  
of synthetic DMARDs may be applied

6. Glucocorticoids added at low to moderately high doses to synthetic DMARD monotherapy (or combinations of synthetic DMARDs) provide 
benefit as initial short term treatment,  but should be tapered as rapidly as clinically feasible

7. If the treatment target is not achieved with the first DMARD strategy, addition of a biological DMARD should be considered in case of 
presence of poor prognostic factors; in the absence of poor prognostic factors, switch to another synthetic DMARD strategy should 
be considered

8. In patients responding insufficiently to MTX and/or other synthetic DMARDs with or without glucocorticoids, biological DMARDs should be 
commenced*; current practice would be to start a TNF inhibitor (adalimumab, certolizumab, etancercept, golimumab, infliximab)** 
which should be combined with methotrexate* 

9. Patients with RA who have failed a first TNF inhibitor therapy, should receive another TNF inhibitor, abatacept, rituximab or tocilizumab

10. In case of refractory severe RA or contraindications to biological agents or the previously mentioned synthetic DMARDs, the following 
synthetic DMARDs might be also considered, as monotherapy or in combination with some of the above: azathioprine, cyclosporine 
A (or exceptionally cyclophosphamide)

11. Intensive medication strategies should be considered in every patient, although patients with poor prognostic factors have more to gain

12. If a patient is in persistent remission,  after having tapered glucocorticoids,  one can consider tapering# biological DMARDs§, especially if 
this treatment is combined with a synthetic DMARD

13. In case of sustained long-term remission, cautious titration of synthetic DMARD dose could be considered, as a shared decision between 
patient and physician

14. DMARD naïve patients with poor prognostic markers might be considered for combination therapy of methotrexate plus a biological$$

15. When adjusting therapy, factors apart from disease activity, such as progression of structural damage, co-morbidities and safety issues 
should be taken into account



How frequently is remission 
achieved in RCT and in real life?



Objective: explorative analyses from the 
COMET study, presented at EULAR 

2010
• To determine whether treatment 

intervention very early (VERA; ≤4 mos) 
improves remission (DAS28<2.6) and low 
disease activity (DAS28<3.2) rates at 52 
weeks compared with early RA 
(ERA: >4 mos to 2 yrs)

Emery et al. Presented at EULAR 2010.LB0001 



COMET: Remission (DAS 28<2.6) at 
Week 52
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Ma MHY et al J Rheumatol 2010;37:1444-53

Remission rates in observationsl studies varied between 12 and 54%
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Remission rates in RCTs varied between 9 and 56%
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Main points
• Remission (as linked to no progression of bone 

damage and functional disability) is an ideal but 
not realistic goal 
– No agreement on remission criteria – large variation 

in proportions achieving remission between the 
criteria

– Different proportions achieving remission  between 
short versus established disease – and between 
cohorts studied in RCTs and real life

– Differences across countries
• The treatment target should be individualized 

(could for example be zero or maximum one 
swollen joint)!



5. Measures of disease activity must be obtained and documented 
regularly, as frequently as monthly for patients with high/moderate 
disease activity or less frequently (such as every 3 to 6 months) for 
patients in sustained low disease activity or remission.

4. Until the desired treatment target is reached, drug therapy should be 
adjusted at least every 3 months.

3. While remission should be a clear target, based on available evidence 
low disease activity may be an acceptable alternative therapeutic 
goal, particularly in established, long-standing disease. 

2. Clinical remission is defined as the absence of signs and symptoms of 
significant inflammatory disease activity.

1. The primary target for treatment of rheumatoid arthritis should be a 
state of clinical remission.

Final set of 10 recommendations on treating rheumatoid 
arthritis to target based on both evidence and expert opinion

Part 1 (recommendation 1-5)



Final set of 10 recommendations on treating rheumatoid 
arthritis to target based on both evidence and expert opinion

Part 2 (recommendation 6-10)

10. The patient has to be appropriately informed about the treatment 
target and the strategy planned to reach this target under the 
supervision of the rheumatologist.

9. The choice of the (composite) measure of disease activity and the 
level of the target value may be influenced by considerations of co-
morbidities, patient factors and drug related risks.

8. The desired treatment target should be maintained throughout the 
remaining course of the disease.

7. Structural changes and functional impairment should be 
considered when making clinical decisions, in addition to assessing 
composite measures of disease activity.

6. The use of validated composite measures of disease activity, which 
include joint assessments, is needed in routine clinical practice to guide 
treatment decisions.



2010 treatment strategy of RA

• early diagnosis
• early use of synthetic disease modifying therapies (MTX) 
• identify an INDIVIDUALIZED treatment target (ideally 

remission)
• monitor (tight control) and adjust disease-modifying 

therapy according to the target
• add biological DMARD if target is not achieved 
• continue to monitor and adjust therapy as long as the 

target is not achieved


