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We read with great interest the publication entitled ‘EULAR defi-
nition of difficult-to-treat rheumatoid arthritis’, which sought
not only to provide a uniform terminology, but also to formulate
an adequate definition to classify those patients with difficult-to-
treat rheumatoid arthritis (RA)." Resolution of this issue prom-
ises to be very useful in clinical practice and in the design of
studies for future research.

Our group has recently published a study based on the clinical
factors that could serve as possible predictors for identifying those
patients with RA who are more susceptible to multiple failures
to biological therapy.” This study was designed and conducted
prior to the publication of this paper establishing the definition
of difficult-to-treat RA. Based on previous works published on
this concept,®™ we defined ‘multi-refractory’ patients as those
who have received =2 biologic disease-modifying antirheumatic
drugs (-(DMARDs) with different mechanism of action or =3
bDMARDs with the same target. This definition seemed to us
the most appropriate option for the classification of difficult-to-
treat patients in terms of drug use.

As the European League Against Rheumatism (EULAR) group
of experts did, we did not include in our definition of multi-
refractory RA the number of previous conventional DMARDs
(cDMARDs), although it is worth mentioning that 39 of the
41 (95%) multirefractory patients in our cohort were treated
with =2 ¢cDMARDs before starting biological therapy. Finally,
we decided not to include this in our definition since failure to
a first cDMARD does not always lead to the use of a second
cDMARD, but rather is associated with bDMARDs, especially if
poor prognostic factors are present. In any case, it seems quite
logical that patients who failed several cDMARD:s are at higher
risk of failing several bDMARDs. In general, we observed that
96% of our patients met the suggested criteria of difficult-to-
treat RA as proposed by the EULAR group of experts.

Regarding the second point in the EULAR definition of
difficult-to treat RA, characterisation of active/progressive
disease was defined if the patient presented persistent clinical
activity (moderate disease activity by Disease Activity Score
28-Erythrocyte Sedimentation Rate (DAS28-ESR) or Clinical
Disease Activity Index (CDAI)), signs or symptoms of active
disease, inability to taper glucocorticoid treatment, rapid radio-
graphic progression or a reduction in quality of life. Our cohort
included patients who had discontinued bDMARD treatment
due to primary or secondary inefficacy based on the DAS28-ESR.

Additionally, the most novel finding arising from our study
concerns the baseline/early features that can be used to iden-
tify risk factors for multiple failures to biological therapy. In our
work, we found that being younger when starting bDMARD
therapy, the presence of erosions, baseline DAS28-ESR and delta-
DAS28-ESR <1.2 (6 months after starting the first bDMARD)
were all associated with multirefractoriness. Early detection
of these factors is key to identifying difficult-to-treat patients
with RA. This is particularly true in terms of the beginning of
bDMARD therapy and in aiding clinicians in better determining
which patients’ disease activity warrants closer surveillance.

The third point, which is closely related to the complexity
of the patient’s perception, is very important since too often
we only focus on objective parameters and tend to be more
permissive when the patient’s subjective perception is taken
into account. The chronicity of RA, the structural and residual
affectation that leads to chronic pain or functional limitation,

fibromyalgia and depression associated with RA also constitute
a group of conditioning factors that complicate treatment strat-
egies.”!! Indeed, it does seem necessary to weigh all of these
factors when deciding on the appropriate treatment, which may
not necessarily be pharmacologically based. At this point in our
study we did not consider individual clinical perception as a
main outcome; rather, we essentially focused on refractoriness
and the challenges of treating patients from a pharmacolog-
ical standpoint. However, we observed that the mean global
patient assessment at baseline was higher in multirefractory
patients than in those who were non-refractory (53.2+22.1 vs
29.5+19.0, p<0.001). Moreover, the Health Assessment Ques-
tionnaire at baseline was also higher in those patients who expe-
rienced inefficacy to multiple biologics (1.5+0.7 vs 1.0%0.5,
p=0.003).

Finally, thanks to the advances this field is undergoing, and
the increasingly successful management of difficult-to-treat
RA now being carried out, rheumatologists will be better able
to assess this group of patients. A consensus-based definition
will enable us to evaluate patients homogeneously. In addi-
tion, with further strides in research we will be able to conduct
comparability studies between different cohorts, thus leading
to common preventative and treatment strategies for situa-
tions that have long been so frustrating for both patients and
clinicians.

Marta Novella-Navarro © ,' Chamaida Plasencia-Rodriguez,’
Carolina Tornero @, Victoria Navarro-Compan,'

José Luis Cabrera-Alarcon,’ Diana Peiteado, Laura Nuiio © ,
Irene Monjo @ ,' Karen Franco-Gomez," Alejandro Villalba,'
Alejandro Balsa © '

"Rheumatology, La Paz University Hospital, Madrid, Spain
“Bioinformatic Unit (GENOXPHOS Group), Centro Nacional de Investigaciones
Cardiovasculares, Madrid, Spain

1

Correspondence to Dr Marta Novella-Navarro, Rheumatology, La Paz University
Hospital, Madrid, Spain; mnovellanavarro@gmail.com

Acknowledgements Fundacion Espafiola de Reumatologia (FER) and Instituto de
Salud Carlos IIl (ISCIIT), Ministry of Health, Spain, supported the research contract of
MNN. The authors acknowledge the Spanish Society of Rheumatology for language

manuscript editing.

Contributors All authors contributed to the final manuscript. The authors read and
approved the final manuscript.

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 AB reports grants and personal fees from AbbVie, Pfizer,
Novartis and Roche; personal fees from Amgen, Sandoz, Lilly and UCB; personal fees
and non-financial support from BMS; and grants, personal fees and non-financial
support from Nordic, outside the submitted work. IM reports personal fees from
Roche, outside the submitted work. DP reports grants from AbbVie, Lilly, MSD and
Roche, outside the submitted work. AV reports grants from AbbVie, Janssen and
Bristol Myers, outside the submitted work. VN-C reports grants from AbbVie, Janssen,
Lilly, Novartis, Pfizer and UCB Pharma.

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 Not commissioned; internally peer reviewed.

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

I ") Check for updates

To cite Novella-Navarro M, Plasencia-Rodriguez C, Tornero C, et al. Ann Rheum Dis
2023;82:55.

Received 14 November 2020
Accepted 17 November 2020
Published Online First 4 December 2020

BM)

Ann Rheum Dis March 2023 Vol 82 No 3

eular '

1ybuAdoo Aq paiaaiold "sarejnasenolipied sauoloebnsanu|
8p [euoIoBN 0UBD UOIdBPUNS DIND e €202 ‘2T AInC uo /wod fwq pre//:dny woly pepeojumod "0202 18quwiadaqd ¥ Uo 00S6TZ-0Z0Z-SIPWNayluue/9eTT 0T Se paysiignd 1siy 'sIg wnayy uuy


http://www.eular.org/
http://ard.bmj.com/
http://orcid.org/0000-0002-2200-0859
http://orcid.org/0000-0001-8484-3475
http://orcid.org/0000-0001-7152-0458
http://orcid.org/0000-0002-3252-8016
http://orcid.org/0000-0001-8070-7062
http://crossmark.crossref.org/dialog/?doi=10.1136/annrheumdis-2020-219500&domain=pdf&date_stamp=2023-01-31
http://ard.bmj.com/

Correspondence

C%D Linked

» http://dx.doi.org/10.1136/annrheumdis-2020-219535
Ann Rheum Dis 2023;82:55. doi:10.1136/annrheumdis-2020-219500

ORCID iDs

Marta Novella-Navarro http://orcid.org/0000-0002-2200-0859
Carolina Tornero http://orcid.org/0000-0001-8484-3475

Laura Nufo http://orcid.org/0000-0001-7152-0458

Irene Monjo http://orcid.org/0000-0002-3252-8016

Alejandro Balsa http://orcid.org/0000-0001-8070-7062

REFERENCES
1 Nagy G, Roodenrijs NM, Welsing PM, et al. EULAR definition of difficult-to-treat
rheumatoid arthritis. Ann Rheum Dis 2023;82:31-5.
2 Novella-Navarro M, Ch P, Tornero C, et al. Clinical predictors of multiple failure to
biological therapy in patients with rheumatoid arthritis. Arthritis Res Ther 2020.

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.

Melville AR, Kearsley-Fleet L, Buch MH, et a/. Understanding refractory rheumatoid
arthritis: implications for a therapeutic approach. Drugs 2020;80:849-57.

de Hair MJH, Jacobs JWG, Schoneveld JLM, et a/. Difficult-to treat rheumatoid arthritis:
an area of unmet clinical need. Rheumatology 2018;57:1135-44.

Buch MH. Defining refractory rheumatoid arthritis. Ann Rheum Dis 2018;77:966-9.
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.

Bécede M, Alasti F, Gessl |, et al. Risk profiling for a refractory course of rheumatoid
arthritis. Semin Arthritis Rheum 2019;49:211-7.

Matcham F, Rayner L, Steer S, et al. The prevalence of depression in rheumatoid
arthritis: a systematic review and meta-analysis. Rheumatology 2013;52:2136-48.
Zhao SS, Duffield SJ, Goodson NJ. The prevalence and impact of comorbid fibromyalgia
in inflammatory arthritis. Best Pract Res Clin Rheumatol 2019;33:101423.

Geenen R, Overman CL, Christensen R, et al. EULAR recommendations for the

health professional’s approach to pain management in inflammatory arthritis and
osteoarthritis. Ann Rheum Dis 2018;77:797-807.

20f2

Ann Rheum Dis March 2023 Vol 82 No 3

1ybuAdoo Aq paiaalold "sarejnasenolpie)d sauolioebnsanu|
8p [euoIoBN 0UBD UOIdBPUNS DIND e €202 ‘2T AInC uo /wod fwq pre//:dny woly pepeojumod "0202 18quwiadaqd ¥ Uo 00S6TZ-0Z0Z-SIPWNayluue/9eTT 0T Se paysiignd 1siy 'sIg wnayy uuy


http://dx.doi.org/10.1136/annrheumdis-2020-219535
http://orcid.org/0000-0002-2200-0859
http://orcid.org/0000-0001-8484-3475
http://orcid.org/0000-0001-7152-0458
http://orcid.org/0000-0002-3252-8016
http://orcid.org/0000-0001-8070-7062
http://dx.doi.org/10.1136/annrheumdis-2020-217344
http://dx.doi.org/10.1136/annrheumdis-2018-213687
http://dx.doi.org/10.1007/s40265-020-01309-9
http://dx.doi.org/10.1093/rheumatology/kex349
http://dx.doi.org/10.1136/annrheumdis-2017-212862
http://dx.doi.org/10.1136/annrheumdis-2018-213378
http://dx.doi.org/10.1016/j.semarthrit.2019.02.004
http://dx.doi.org/10.1093/rheumatology/ket169
http://dx.doi.org/10.1016/j.berh.2019.06.005
http://dx.doi.org/10.1136/annrheumdis-2017-212662
http://ard.bmj.com/

	Correspondence on: ‘EULAR definition of difficult-­to-­treat rheumatoid arthritis’
	References


