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We thank Dr Dhir et al for their kind words and would like to 
address some of the points raised.1

First, in patients without markers of poor prognosis, the 
COBRA-Slim scheme with methotrexate (MTX) and predni-
sone bridging led to a more rapid response than initial MTX 
monotherapy in the first 16 weeks.2 Subsequently, remission 
rates did not differ until year 5, but patients starting a COBRA-
Slim scheme had a lower disease activity and better functionality 
longitudinally over 5 years.3–5 This long-term effect of predni-
sone bridging seems counterintuitive to Dr Dhir, given the results 
of the 'BehandelStrategieën in Reumatoïde Arthritis' (BeSt) study 
and the 'Treatment of Early Aggressive Rheumatoid Arthritis' 
(TEAR) trial, showing that long-term outcomes were essentially 
determined by treating-to-target.6 7 Unfortunately, differences in 
design and follow-up duration hamper direct comparisons of the 
Care in early Rheumatoid Arthritis (CareRA) study with these 
trials. The 2-year TEAR trial did not include a glucocorticoid 
bridging scheme in its MTX step-up arms, but 40% of patients 
were already on low-dose oral glucocorticoids at baseline, 
which was prohibited per protocol in the MTX-Tight-Step-Up 
(TSU) arm of CareRA. Moreover, only about one in six CareRA 
participants used oral glucocorticoids for >6 months after the 
bridging period, during 5 years. Additionally, the treat-to-target 
algorithm in BeSt and TEAR was different from CareRA. In 
theory, the better outcomes on COBRA-Slim could have resulted 
from a stricter treat-to-target application than on initial MTX 
monotherapy. Therefore, we analysed rheumatologists’ treat-to-
target adherence in a post-hoc analysis of the 2-year CareRA 
trial. Adherence was defined as dose escalation or changing/
adding disease-modifying antirheumatic drugs (DMARDs) in 
case of Disease Activity Score based on 28 joints calculated with 
C-reactive protein (DAS28CRP)>3.2 and was assessed at every 
visit. Adherence rates were calculated as a number of visits where 
treat-to-target was applied divided by the number of visits with 
a DAS28CRP>3.2. Adherence rates did not differ significantly 
between the COBRA-Slim and TSU regimen (63% (27/43) 
vs 51% (39/76); p=0.23), making it unlikely that this would 
explain the difference in outcomes.

We agree with Dr Dhir that our results reignite interest in 
the window-of-opportunity theory, because they reaffirm that 
an early response is essential for optimal long-term clinical 
outcomes. We showed this previously in an observational early 
rheumatoid arthritis (RA) cohort and many others confirmed 
this.8–10 Recently Bergstra et al demonstrated that earlier treat-
ment with fast-acting combination therapy results in better RA 
outcomes with higher chances to achieve sustained disease-free-
remission.11 Importantly, this window-of-opportunity also seems 
to exist in terms of psychosocial outcomes. Based on CareRA 
data, we demonstrated that patients with an early persistent 
response reported significantly higher vitality, better social func-
tioning and more positive beliefs about disease consequences and 
treatment effect than patients with a delayed response, 1 year 
after treatment initiation.12

We acknowledge that the analyses in patients without factors 
of poor prognosis were based on a limited population. This is 
due to the set-up of the original CareRA trial that was powered 
for a superiority analysis in the more prevalent high-risk group. 
The patients not meeting the criteria for poor prognosis were 
stratified into a low-risk group on which an explorative anal-
ysis was performed. This population is seldom looked at sepa-
rately in a setting of a randomised controlled trial (RCT) and 
many question(ed) the necessity of intensive therapies in this 
patient group. We attempted to bridge this knowledge gap, and 
our favourable results with COBRA-Slim in this subpopulation 
warrant further investigation in larger trials with similar inten-
sive treatment strategies.

We deliberately chose not to include an MTX monotherapy 
arm in the high-risk group, because at the time of conceptualisa-
tion of CareRA, it was already clear from the COBRA and BeSt 
trial that intensive combination strategies were more effective. 
Initiating only MTX as monotherapy for patients with markers 
of poor prognosis would, in our opinion, have led to unneces-
sary delays in symptom relief and more concomitant glucocorti-
coids and/or analgesics use. Indeed, previous work of our group 
pointed towards less long-term glucocorticoid use in patients 
treated strategically with initial glucocorticoid bridging.13 
Therefore, we had sufficient evidence to justify glucocorticoid 
bridging in all treatment arms for high-risk patients in CareRA. 
Meanwhile, we have demonstrated that CareRA patients on 
initial MTX monotherapy had indeed a significantly higher risk 
at chronic non-steroidal anti-inflammatory drug and analgesic 
consumption than those treated with COBRA-Slim.14 Moreover, 
according to a detailed health-economic analysis, COBRA-Slim 
was more cost-effective compared with MTX monotherapy with 
a significantly higher quality of life at a lower cost.15

Finally, we analysed all treatment escalations during the 2-year 
CareRA RCT and the 3-year observational follow-up. We consid-
ered all treatment changes independent from protocol-specified 
escalation steps. All treatment intensifications (switching/
adding conventional synthetic DMARDs (csDMARDs) or initi-
ating biological DMARDs were already depicted in figure 4 of 
the paper on the 5-year outcomes.5 In response to Dr Dhir’s 
question, we add treatment taken at year 5 in figure  1: 62% 
(125/203) were on csDMARD monotherapy.
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Figure 1  DMARD treatment taken at year 5. Proportion of patients 
on each type of treatment is provided. bDMARD, biological DMARD; 
csDMARD, conventional synthetic DMARD; DMARD, disease-modifying 
antirheumatic drug; HR, high-risk; LR, low-risk; MTX, methotrexate.

 on M
ay 28, 2023 by guest. P

rotected by copyright.
http://ard.bm

j.com
/

A
nn R

heum
 D

is: first published as 10.1136/annrheum
dis-2021-220857 on 30 June 2021. D

ow
nloaded from

 

http://www.eular.org/
http://ard.bmj.com/
http://orcid.org/0000-0002-0162-2202
http://orcid.org/0000-0002-3432-3073
http://orcid.org/0000-0001-8579-6914
http://orcid.org/0000-0002-5656-6236
http://orcid.org/0000-0002-3653-3066
http://orcid.org/0000-0002-0340-3580
http://ard.bmj.com/


2 Ann Rheum Dis Month 2021 Vol 0 No 0

Correspondence response

1Skeletal Biology and Engineering Research Center, Department of Development and 
Regeneration, KU Leuven, Leuven, Belgium
2Rheumatology, University Hospitals Leuven, Leuven, Belgium

Correspondence to Prof. Dr. Patrick Verschueren; ​Patrick.​verschueren@​uzleuven.​be

Handling editor  Josef S Smolen

Twitter Sofia Pazmino @sophie_33pl and Diederik De Cock @DiederikDeCock

Contributors  VS, RW, PV and DDC drafted the response letter. All authors 
discussed and approved the final version.

Funding  The authors have not declared a specific grant for this research from any 
funding agency in the public, commercial or not-for-profit sectors.

Competing interests  None declared.

Patient consent for publication  Not required.

Ethics approval  The CareRA plus study was approved by the leading Ethics 
Committee of the University Hospitals Leuven after consulting the medical ethics 
committee of each participating centre (ref s53336) and all study participants gave 
their written informed consent before inclusion.

Provenance and peer review  Commissioned; internally peer reviewed.

© Author(s) (or their employer(s)) 2021. No commercial re-use. See rights and 
permissions. Published by BMJ.

To cite Stouten V, Westhovens R, Pazmino S, et al. Ann Rheum Dis Epub ahead of 
print: [please include Day Month Year]. doi:10.1136/annrheumdis-2021-220857

Received 7 June 2021
Accepted 8 June 2021

►► http://​dx.​doi.​org/​10.​1136/​annrheumdis-​2021-​220816

Ann Rheum Dis 2021;0:1–2. doi:10.1136/annrheumdis-2021-220857

ORCID iDs
Veerle Stouten http://​orcid.​org/​0000-​0002-​0162-​2202
René Westhovens http://​orcid.​org/​0000-​0002-​3432-​3073
Sofia Pazmino http://​orcid.​org/​0000-​0001-​8579-​6914
Diederik De Cock http://​orcid.​org/​0000-​0002-​5656-​6236
Johan Joly http://​orcid.​org/​0000-​0002-​3653-​3066
Patrick Verschueren http://​orcid.​org/​0000-​0002-​0340-​3580

REFERENCES
	 1	 Siddharth J, Dhir V. Correspondence on “Five-year treat-to-target outcomes after 

methotrexate induction therapy with or without other csDMARDs and temporary 

glucocorticoids for rheumatoid arthritis in the CareRA trial”. Ann Rheum Dis 2021. 
doi:10.1136/annrheumdis-2021-220816

	 2	 Verschueren P, De Cock D, Corluy L, et al. Patients lacking classical poor prognostic 
markers might also benefit from a step-down glucocorticoid bridging scheme in early 
rheumatoid arthritis: week 16 results from the randomized multicenter CareRA trial. 
Arthritis Res Ther 2015;17:97.

	 3	 Verschueren P, De Cock D, Corluy L, et al. Effectiveness of methotrexate with step-
down glucocorticoid remission induction (cobra slim) versus other intensive treatment 
strategies for early rheumatoid arthritis in a treat-to-target approach: 1-year results 
of CareRA, a randomised pragmatic open-label superiority trial. Ann Rheum Dis 
2017;76:511–20.

	 4	 Stouten V, Westhovens R, Pazmino S, et al. Effectiveness of different combinations of 
DMARDs and glucocorticoid bridging in early rheumatoid arthritis: two-year results of 
CareRA. Rheumatology 2019;58:2284–94.

	 5	 Stouten V, Westhovens R, Pazmino S, et al. Five-year treat-to-target outcomes after 
methotrexate induction therapy with or without other csDMARDs and temporary 
glucocorticoids for rheumatoid arthritis in the CareRA trial. Ann Rheum Dis 
2021;0:1–9.

	 6	 Markusse IM, Akdemir G, Dirven L, et al. Long-term outcomes of patients with recent-
onset rheumatoid arthritis after 10 years of tight controlled treatment: a randomized 
trial. Ann Intern Med 2016;164:523–31.

	 7	 Moreland LW, O’Dell JR, Paulus HE, et al. A randomized comparative effectiveness 
study of oral triple therapy versus etanercept plus methotrexate in early aggressive 
rheumatoid arthritis: The treatment of early aggressive rheumatoid arthritis trial. 
Arthritis Rheum 2012;64:2824–35.

	 8	 Verschueren P, Esselens G, Westhovens R. Predictors of remission, normalized physical 
function, and changes in the working situation during follow-up of patients with early 
rheumatoid arthritis: an observational study. Scand J Rheumatol 2009;38:166–72.

	 9	 Verstappen SMM, van Albada-Kuipers GA, Bijlsma JWJ, et al. A good response to 
early DMARD treatment of patients with rheumatoid arthritis in the first year predicts 
remission during follow up. Ann Rheum Dis 2005;64:38–43.

	10	 van Nies JAB, Tsonaka R, Gaujoux-Viala C, et al. Evaluating relationships between 
symptom duration and persistence of rheumatoid arthritis: does a window of 
opportunity exist? results on the Leiden early arthritis clinic and ESPOIR cohorts. Ann 
Rheum Dis 2015;74:806–12.

	11	 Bergstra SA, Van Der Pol JA, Riyazi N, et al. Earlier is better when treating rheumatoid 
arthritis: but can we detect a window of opportunity? RMD Open 2020;6:e001242.

	12	 Van der Elst K, Verschueren P, Stouten V, et al. Patient-Reported outcome data from an 
early rheumatoid arthritis trial: opportunities for broadening the scope of treating to 
target. Arthritis Care Res 2019;71:1566–75.

	13	 Verschueren P, Esselens G, Westhovens R. Daily practice effectiveness of a step-
down treatment in comparison with a tight step-up for early rheumatoid arthritis. 
Rheumatology 2008;47:59–64.

	14	 Pazmino S, Boonen A, De Cock D, et al. Short-term glucocorticoids reduce risk of 
chronic NSAID and analgesic use in early methotrexate-treated rheumatoid arthritis 
patients with favourable prognosis: subanalysis of the CareRA randomised controlled 
trial. RMD Open

	15	 Pazmino S, Boonen A, Stouten V, et al. Two-year cost-effectiveness of different 
COBRA-like intensive remission induction schemes in early rheumatoid arthritis: a 
piggyback study on the pragmatic randomised controlled CareRA trial. Ann Rheum Dis 
2020;79:556–65.

 on M
ay 28, 2023 by guest. P

rotected by copyright.
http://ard.bm

j.com
/

A
nn R

heum
 D

is: first published as 10.1136/annrheum
dis-2021-220857 on 30 June 2021. D

ow
nloaded from

 

https://twitter.com/sophie_33pl
https://twitter.com/DiederikDeCock
http://crossmark.crossref.org/dialog/?doi=10.1136/annrheumdis-2021-220857&domain=pdf&date_stamp=2021-06-30
http://dx.doi.org/10.1136/annrheumdis-2021-220816
http://orcid.org/0000-0002-0162-2202
http://orcid.org/0000-0002-3432-3073
http://orcid.org/0000-0001-8579-6914
http://orcid.org/0000-0002-5656-6236
http://orcid.org/0000-0002-3653-3066
http://orcid.org/0000-0002-0340-3580
http://dx.doi.org/10.1136/annrheumdis-2021-220816
http://dx.doi.org/10.1186/s13075-015-0611-8
http://dx.doi.org/10.1136/annrheumdis-2016-209212
http://dx.doi.org/10.1093/rheumatology/kez213
http://dx.doi.org/10.1136/annrheumdis-2020-219825
http://dx.doi.org/10.7326/M15-0919
http://dx.doi.org/10.1002/art.34498
http://dx.doi.org/10.1080/03009740802484846
http://dx.doi.org/10.1136/ard.2003.014928
http://dx.doi.org/10.1136/annrheumdis-2014-206047
http://dx.doi.org/10.1136/annrheumdis-2014-206047
http://dx.doi.org/10.1136/rmdopen-2020-001242
http://dx.doi.org/10.1002/acr.23900
http://dx.doi.org/10.1093/rheumatology/kem288
http://dx.doi.org/10.1136/rmdopen-2021-001615
http://dx.doi.org/10.1136/annrheumdis-2019-216874
http://ard.bmj.com/

	Response to: ‘Correspondence on ‘Five-­year treat-­to-­target outcomes after methotrexate induction therapy with or without other csDMARDs and temporary glucocorticoids for rheumatoid arthritis in the CareRA trial’’ by Jain and Dhir ﻿et al﻿
	References


