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Response to: ‘Correspondence on ‘EULAR 
definition of difficult- to- treat rheumatoid 
arthritis’’ by Novella- Navarro et al

We read with great interest the correspondence of Novella- 
Navarro et al on our paper regarding the European League 
Against Rheumatism (EULAR) definition of difficult- to- treat 
rheumatoid arthritis (D2T RA).1 2 We appreciate their acknowl-
edgement of the need for uniform terminology and a uniform 
definition to describe the concept of D2T RA. Previously, this 
need had also been underlined by rheumatologists participating 
in an international survey.3 The use of heterogeneous termi-
nology and definitions might hamper research and management 
of these patients.4–9

Novella- Navarro et al compared their definition of multi-
refractory RA in their recently conducted retrospective study 
with the three criteria of the EULAR definition of D2T RA 
(box 1).2 10 They classified patients with RA as having ‘multi-
refractory’ disease after failing ≥2 biological and/or targeted 
synthetic disease- modifying antirheumatic drugs (b/tsDMARDs) 
with different mechanisms of action or ≥3 b/tsDMARDs with the 
same target, and as having ‘non- refractory’ disease if achieving 
low disease activity or remission on the first bDMARD. Note-
worthy, 96% of their multirefractory patients met the EULAR 
definition of D2T RA (box 1),2 which supports the clinical 
usefulness of our definition.1

As some members of our Task Force also conducted a study in 
D2T RA patients,11 we feel it would be interesting to compare 
our results with those of Novella- Navarro et al, applying their 
slightly different criteria.10 In our cross- sectional study, consec-
utive patients with RA, treated for at least 1 year, were prospec-
tively enrolled and classified as having D2T RA if they fulfilled 
the EULAR definition (box 1).1 Patients with RA who did not 
fulfil all three criteria served as a control group.

Regarding the first criterion of the EULAR definition (box 1),1 
it should be noted that a specific number of failed csDMARDs 
is not included in the definition. Novella- Navarro et al showed 
that 95% of the multirefractory patients (39 of 41) had been 
treated with ≥2 csDMARDs.10 In our study, 89% of the D2T 
RA patients (46 of 52) failed ≥2 csDMARDs.11 As csDMARDs 
may be contraindicated and socioeconomic factors—including 
differences in the availability of (b/ts)DMARDs—may result in 
different treatment schedules between countries, the Task Force 
added two exceptions to the first criterion (box 1),1 enabling 
that the patients who it would concern could still fulfil the D2T 
RA definition.

As second criterion of the EULAR definition, patients should 
have ‘signs suggestive of active/progressive disease (defined as 
≥1 of 5 prespecified items, box 1)’.1 One of the prespecified 
items is having ‘at least moderate disease activity’. This was 
reflected in our study with D2T RA patients having a signifi-
cantly higher DAS28- ESR (Disease Activity Score assessing 28 
joints using erythrocyte sedimentation rate) compared with non- 
D2T RA patients (median (IQR) 4.1 (3.5–6.1) vs 2.5 (1.8–3.3), 
p<0.001).11 In the paper of Novella- Navarro et al, disease 
activity scores when meeting the criteria of multirefractory RA 
are not described, prohibiting comparison of these results.10

The third criterion of the EULAR definition (box 1)1 was 
added to emphasise that the definition is only applicable to 
patients in whom a management problem is acknowledged. 
Novella- Navarro et al did not apply a similar criterion, 
although they found at the start of the first bDMARD statisti-
cally significantly worse levels of global patient assessment and 
functional disability in multirefractory compared with in non- 
refractory RA patients, potentially also indicating a manage-
ment problem.10 In our study, the patients’ burden of D2T RA 
was substantial too, indicated by statistically significantly worse 
levels of functional disability, quality of life, pain and fatigue 
compared with that of non- D2T RA.11 The Task Force discussed 
that this criterion might be too subjective and, therefore, might 
also be too complicated to integrate in research (specifically in 
retrospective studies). However, as the definition and manage-
ment recommendations for D2T RA are primarily developed 
for clinical practice, eventually, the Task Force unanimously 
decided to add this criterion.

We agree with Novella- Navarro et al that identifying risk 
factors for developing D2T RA may be helpful to identify D2T 
RA patients.10 Identifying risk factors at RA onset may even help 
preventing development of D2T RA. D2T RA is a heterogeneous 
condition, in which various contributing factors can be present 
(eg, concomitant fibromyalgia, treatment non- adherence, as 
described in our study).4 11 By adequate management of these 
contributing factors, the risk of developing D2T RA may be 
diminished. In addition to the risk factors identified by Novella- 
Navarro et al, we identified lower socioeconomic status at RA 
onset as risk factor for developing D2T RA.11 Although poten-
tially helpful, all identified risk and contributing factors should 
be validated in other cohorts of D2T RA patients before they 
can be implemented in management strategies in clinical prac-
tice.10 11
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Box 1 EULAR definition of difficult- to- treat rheumatoid 
arthritis1

1. Treatment according to EULAR recommendations and failure 
of ≥2 b/tsDMARDs (with different mechanisms of action)* 
after failing csDMARD therapy (unless contraindicated)†

2. Signs suggestive of active/progressive disease, defined as ≥1 
of:
a. At least moderate disease activity (according to validated 

composite measures including joint counts, eg, DAS28- 
ESR>3.2 or CDAI>10)

b. Signs (including acute phase reactants and imaging) and/
or symptoms suggestive of active disease (joint related or 
other)

c. Inability to taper glucocorticoid treatment (below 7.5 mg/
day prednisone or equivalent)

d. Rapid radiographic progression (with or without signs of 
active disease)‡

e. Well- controlled disease according to above standards, but 
still having RA symptoms that are causing a reduction in 
the quality of life

3. The management of signs and/or symptoms is perceived as 
problematic by the rheumatologist and/or the patient

All three criteria need to be present in D2T RA.
b, biological; CDAI, Clinical Disease Activity Index; cs, conventional 
synthetic; D2T, difficult- to- treat; DAS28- ESR, Disease Activity Score 
assessing 28 joints using erythrocyte sedimentation rate; DMARD, 
disease- modifying antirheumatic drug; EULAR, European League Against 
Rheumatism; mg, milligram; RA, rheumatoid arthritis; ts, targeted 
synthetic.
*Unless restricted by access to treatment due to socioeconomic factors.
†If csDMARD treatment is contraindicated, failure of ≥2 b/tsDMARDs 
with different mechanisms of action is sufficient.
‡Rapid radiographic progression: change in van der Heijde- modified 
Sharp score ≥5 points at 1 year.15
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In summary, the EULAR definition of D2T RA, based on inter-
national consensus, has been established to unify terminology and 
the definition. Preferably, this definition will be used in future 
studies to classify patients with D2T RA uniformly. However, we 
welcome studies such as that of Novella- Navarro et al to gain 
further insights into the intricate D2T RA state. Hopefully, all 
these initiatives, together with the EULAR recommendations 
for the management of D2T RA that are currently being devel-
oped,12–14 will eventually improve outcomes of patients with 
D2T RA because that is what it is all about in the end.

Nadia M T Roodenrijs    ,1 Paco M J Welsing,1 Marlies C van der Goes,1,2 
Johannes WG Jacobs    ,1 Désirée van der Heijde    ,3 Jacob M van Laar,1 
György Nagy    4

1Rheumatology & Clinical Immunology, University Medical Center Utrecht, Utrecht, 
Utrecht, The Netherlands
2Rheumatology, Meander Medical Center, Amersfoort, The Netherlands
3Rheumatology, Leiden University Medical Center, Leiden, The Netherlands
4Genetics, Cell- and Immunobiology & Rheumatology and Clinical Immunology, 
Semmelweis University, Budapest, Hungary

Correspondence to Nadia M T Roodenrijs, Rheumatology & Clinical Immunology, 
University Medical Center Utrecht, 3508 GA Utrecht, The Netherlands;  
 N. M. T. Roodenrijs@ umcutrecht. nl

Handling editor Josef S Smolen

Contributors NMTR drafted the manuscript, which was reviewed and approved by 
all authors.

Funding The project regarding the EULAR definition of D2T RA was funded by the 
European League Against Rheumatism.

Competing interests DvdH received consulting fees from AbbVie, Amgen, 
Astellas, AstraZeneca, BMS, Boehringer Ingelheim, Celgene, Daiichi, Eli- Lilly, 
Galapagos, Gilead, Glaxo- Smith- Kline, Janssen, Merck, Novartis, Pfizer, Regeneron, 
Roche, Sanofi, Takeda and UCB. JMvL reports personal fees from Arxx Tx, Gesyntha, 
Magenta, Sanofi Genzyme, Leadiant, Boehringer- Ingelheim and Galapagos; grants 
and personal fees from Roche; grants from AstraZeneca, MSD and ThermoFisher. 
GN received fees from Amgen, AbbVie, BMS, Boehringer Ingelheim, Janssen, KRKA, 
Merck, MSD, Novartis, Pfizer, Roche and UCB; research grants from Pfizer and 
AbbVie. All competing interests are outside the submitted work.

Patient and public involvement Patients and/or the public were not involved in 
the design, or conduct, or reporting, or dissemination plans of this research.

Patient consent for publication Not required.

Provenance and peer review Commissioned; internally peer reviewed.

© Author(s) (or their employer(s)) 2023. No commercial re- use. See rights and 
permissions. Published by BMJ.

To cite Roodenrijs NMT, Welsing PMJ, van der Goes MC, et al. Ann Rheum Dis 
2023;82:e56.

Received 24 November 2020
Accepted 25 November 2020

Published Online First 4 December 2020

 ► http:// dx. doi. org/ 10. 1136/ annrheumdis- 2020- 219500

Ann Rheum Dis 2023;82:e56. doi:10.1136/annrheumdis-2020-219535

ORCID iDs
Nadia M T Roodenrijs http://orcid.org/0000-0002-4364-3183
Johannes WG Jacobs http://orcid.org/0000-0002-7438-3468
Désirée van der Heijde http://orcid.org/0000-0002-5781-158X
György Nagy http://orcid.org/0000-0003-1198-3228

REFERENCES
 1 Nagy G, Roodenrijs NM, Welsing PM, et al. EULAR definition of difficult- to- treat 

rheumatoid arthritis. Ann Rheum Dis 2021;80:31–5. 
 2 Novella- Navarro M, Plasencia- Rodríguez C, Tornero C, et al. Correspondence 

on: “EULAR definition of difficult- to- treat rheumatoid arthritis.” Ann Rheum Dis 
2023;82:e55. 

 3 Roodenrijs NMT, de Hair MJH, van der Goes MC, et al. Characteristics of difficult- 
to- treat rheumatoid arthritis: results of an international survey. Ann Rheum Dis 
2018;77:1705–9.

 4 de Hair MJH, Jacobs JWG, Schoneveld JLM, et al. Difficult- to- treat rheumatoid 
arthritis: an area of unmet clinical need. Rheumatology 2018;57:1135–44. 
doi:10.1093/rheumatology/kex349

 5 Buch MH. Defining refractory rheumatoid arthritis. Ann Rheum Dis 2018;77:966–9.
 6 Roodenrijs NM, de Hair MJ, van der Goes MC, et al. Correspondence to viewpoint 

’Defining refractory rheumatoid arthritis’ by Buch. Ann Rheum Dis 2019;78:e105.
 7 Buch MH. Response to ’Correspondence to viewpoint ’Defining refractory rheumatoid 

arthritis’ by Buch’ by Roodenrijs et al. Ann Rheum Dis 2019;78:e106.
 8 Kearsley- Fleet L, Davies R, De Cock D, et al. Biologic refractory disease in rheumatoid 

arthritis: results from the British Society for rheumatology biologics register for 
rheumatoid arthritis. Ann Rheum Dis 2018;77:1405–12.

 9 Bécède M, Alasti F, Gessl I, et al. Risk profiling for a refractory course of rheumatoid 
arthritis. Semin Arthritis Rheum 2019;49:211–7.

 10 Novella- Navarro M, Plasencia C, Tornero C. Clinical predictors of multiple failure 
to biological therapy in patients with rheumatoid arthritis. Arthritis Res Ther 2020. 
doi:10.1186/s13075-020-02354-1

 11 Roodenrijs NMT, van der Goes MC, Welsing PMJ. Difficult- To- Treat rheumatoid 
arthritis: contributing factors and burden of disease. Rheumatology. Accepted for 
publication.

 12 Roodenrijs NMT, Kedves M, Hamar A, et al. THU0110 diagnostic issues in difficult- 
to- treat rheumatoid arthritis: preliminary results of a systematic literature review 
Informing the 2020 EULAR recommendations for the management of difficult- to- treat 
rheumatoid arthritis. Ann Rheum Dis 2020;79:265–6.

 13 Roodenrijs NMT, Hamar A, Kedves M, et al. SAT0052 therapeutic strategies in difficult- 
to- treat rheumatoid arthritis: preliminary results of a systematic literature review 
Informing the 2020 EULAR recommendations for the management of difficult- to- treat 
rheumatoid arthritis. Ann Rheum Dis 2020;79:953.

 14 Roodenrijs NMT, Hamar A, Kedves M, et al. FRI0047 strategies regarding goal setting 
and self- management in difficult- to- treat rheumatoid arthritis: preliminary results of 
a systematic literature review Informing the 2020 EULAR recommendations for the 
management of difficult- to- treat rheumatoid arthritis. Ann Rheum Dis 2020;79:595.

 15 Fautrel B, Granger B, Combe B, et al. Matrix to predict rapid radiographic progression 
of early rheumatoid arthritis patients from the community treated with methotrexate 
or leflunomide: results from the ESPOIR cohort. Arthritis Res Ther 2012;14:R249.

C
entrum

 W
alaeus B

ibl./C
1-Q

64. P
rotected by copyright.

 on S
eptem

ber 14, 2023 at Leids U
niversitair M

edisch
http://ard.bm

j.com
/

A
nn R

heum
 D

is: first published as 10.1136/annrheum
dis-2020-219535 on 4 D

ecem
ber 2020. D

ow
nloaded from

 

http://orcid.org/0000-0002-4364-3183
http://orcid.org/0000-0002-7438-3468
http://orcid.org/0000-0002-5781-158X
http://orcid.org/0000-0003-1198-3228
http://crossmark.crossref.org/dialog/?doi=10.1136/annrheumdis-2020-219535&domain=pdf&date_stamp=2023-01-31
http://dx.doi.org/10.1136/annrheumdis-2020-219500
http://orcid.org/0000-0002-4364-3183
http://orcid.org/0000-0002-7438-3468
http://orcid.org/0000-0002-5781-158X
http://orcid.org/0000-0003-1198-3228
http://dx.doi.org/10.1136/annrheumdis-2020-217344
http://dx.doi.org/10.1136/annrheumdis-2020-219500
http://dx.doi.org/10.1136/annrheumdis-2018-213687
http://dx.doi.org/10.1093/rheumatology/kex349
http://dx.doi.org/10.1136/annrheumdis-2017-212862
http://dx.doi.org/10.1136/annrheumdis-2018-214147
http://dx.doi.org/10.1136/annrheumdis-2018-214153
http://dx.doi.org/10.1136/annrheumdis-2018-213378
http://dx.doi.org/10.1016/j.semarthrit.2019.02.004
http://dx.doi.org/10.1186/s13075-020-02354-1
http://dx.doi.org/10.1186/ar4092
http://ard.bmj.com/

	Response to: ‘Correspondence on ‘EULAR definition of difficult-to-treat rheumatoid arthritis’’ by Novella-Navarro et al
	References


