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A recent paper by Taylor et al in RMD open1 
focuses on achieving pain control with baric-
itinib in early rheumatoid arthritis (RA) 
compared with methotrexate (MTX) mono-
therapy based on data from the RA- BEGIN 
trial. A superior efficacy of baricitinib with 
regard to more rapid improvement of pain 
was also brought forward in more advanced 
RA as well as for other JAK- inhibitors (JAKi) 
in comparison to TNF blockade or IL- 6 inhi-
bition.2 3 In other inflammatory diseases, 
comparable findings have been reported.4 5 
Pain control is a highly preferred outcome in 
RA especially in early disease where aspects of 
chronicity and negative illness behaviour have 
not had the chance yet to fully develop, as was 
demonstrated in a study from our group.6 
The latter qualitative longitudinal prospec-
tive study also points to different dimensions 
of the pain problem in RA: while in the first 
weeks after disease onset the actual pain is the 
main issue, 1 year later when these patients 
have much better disease control they still 
remember their initial pain experience and it 
is rather the fear of pain flaring that comes to 
the forefront in a focus group.

In the RA- BEGIN study, baricitinib was 
compared with MTX monotherapy without 
the EULAR recommended7 short period of 
bridging glucocorticoids (GCs). This might 
be a factor responsible for the observed 
difference between treatment arms with 
regard to pain control. GCs in combination 
with disease- modifying antirheumatic drugs 
have been proven to not only help control 
disease activity and inhibit radiographic 
progression but also improve function and 
relieve pain.8 GCs are especially relevant in 
the short- to- medium term and as a bridging 
treatment in early RA given MTX is a slow- 
acting drug. On the other hand, JAK inhibi-
tion rapidly improves symptoms and ideally 
should be compared with the standard of 
care as proposed in the EULAR recommen-
dations. We already demonstrated that speed 
and stability of the initial clinical response 

are independently associated with favour-
able patient- reported health at 1 year based 
on data from the CareRA trial.9 Moreover, 
in the latter study, it was shown that even in 
a small group of good prognosis patients, 
MTX monotherapy (without oral GCs) was 
associated with more analgesic use over the 
first 2 years compared with MTX +bridging 
GCs.10 Of note is also that some of the 
DMARD naïve patients participating in the 
RA- BEGIN trial—as in other JAKi trials in 
DMARD naïve populations—had a relatively 
long disease duration: median disease dura-
tion of 0.2 years but mean disease duration 
of over 1.3 years without having been treated 
with MTX but often already on GCs, that were 
continued in both treatment arms. The early 
treat to target recommendation was certainly 
not implemented in a substantial number of 
patients entering these trials and this could 
have had substantial impact on symptoms as 
pain becoming more chronic.

Nevertheless, there might also be a 
specific mechanism of action related to JAK 
inhibition responsible for a particular or 
more pronounced effect on pain. Besides 
controlling pain by decreasing articular 
inflammation, a JAKi might have additional 
direct or indirect effects on peripheral and/
or central sensitisation. This influence on 
so- called nociceptive pain was recently nicely 
reviewed by Simon et al.11 It is not yet known 
which JAK/STAT pathway- targeting therapies 
are the most preferred in treating RA pain 
and which inhibitory profile of JAKi would be 
the most effective. Another open question to 
solve: is the JAKi effect on pain similar in the 
different inflammatory diseases? This needs 
more pathophysiological studies; however, 
there is already a rationale for the clinical 
therapeutic use of JAKi in psoriatic arthritis 
also taking into account optimal pain relief.12 
In the meantime, we should not forget that 
pain sensations engage cognitive brain 
regions that will be influenced also by psycho-
social factors.
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A number of recent non JAKi studies shed light on the 
issue of remaining non- inflammatory pain even when 
disease activity is well controlled already early in the 
disease process. In a post hoc analysis of CareRA, of the 
140 patients with early and stable clinical disease control 
one fifth reported poor health at 1 year.13 A cluster anal-
ysis revealed three groups: 9.3% of patients belonging 
to a ‘dominant fatigue’ and 12.9% to a ‘dominant pain 
and fatigue’ cluster. In the remaining patients, health 
was perceived concordant to the good disease control. 
Differences in pain reporting between the patients in the 
three clusters were already found at week 16 and impor-
tantly also illness perceptions and coping styles differed, 
making this an attractive focus for early intervention.

A recent analysis14 of the early RA SWEFOT trial focuses 
in detail on unacceptable pain (VAS pain >40 mm) and 
specifically also on unacceptable pain despite inflam-
mation control (refractory pain; VAS pain >40 plus 
C- reactive protein (CRP) level <10 mg/L). In this trial, 
patients with an insufficient response to MTX after 3 
months were treated with the addition of infliximab or 
sulfasalazine combined with hydroxychloroquine. Half 
of the randomised patients reported unacceptable pain 
at randomisation, which improved to 29% at 21 months, 
while refractory pain (unacceptable pain despite inflam-
mation control) constituted 82% of all unacceptable 
pain at 21 months. There were some differences between 
the two treatment arms for unacceptable pain, but no 
between- group differences were observed for refractory 
pain after the intervention. This recent analysis, 12 years 
after the report of the primary outcome, is of course a 
perfect illustration of the increased focus in recent years 
on specific unmet needs from the perspective of patients, 
such as pain. One could also speculate if JAKi instead of 
infliximab would have changed this outcome substan-
tially, but we would argue that the challenge of refrac-
tory pain management is likely to be more complex. An 
interesting post hoc analysis of the titrate trial in the UK, 
demonstrating the benefit of a more intensive manage-
ment schedule incorporating psychosocial aspects also in 
patients with mild to moderate disease, found a high asso-
ciation of baseline anxiety on remaining pain after 1 year 
as well as an impact of baseline illness perceptions.15 Of 
note, this study included patients with approximately 6 
years of disease duration who had already had the chance 
to develop particular illness behaviour and perceptions.

Given all the emerging evidence of the importance of 
remaining pain in RA despite good disease control it is 
time to act: first, there is certainly a need for more insight 
into the physiopathology of pain. Further studies on the 
particularities of the JAK/Stat pathway also in nocicep-
tion as well as studies looking for eventual specificities 
in the different inhibitory pathways of the different 
JAKs can be of help. So far, the choice between JAKi 
and biologics or other treatments in this regard remains 
open and largely dependent on the experience of the 
treating physicians. In early DMARD naïve RA this choice 
is clearly also determined by cost considerations. Second, 

the examples discussed in this editorial are also a plea 
for a better implementation of current EULAR treat to 
target recommendations specifically in early RA.

Finally, the pain problem in RA has to be taken seri-
ously not the least because of the huge personal and soci-
etal impact of remaining symptoms like pain and fatigue, 
but also related aspects as patients’ ability to function and 
participate in work and leisure activities.16

We sincerely think efforts will have the most impact if 
they are focused on early RA, also for preventing high 
burden of residual pain and chronicity of pain. We 
need to move to a more comprehensive evaluation of 
these patients during the follow- up, with more atten-
tion to patient- reported outcomes (PROs) already early 
in the disease to get a complete and holistic picture. 
Using exploratory factor analysis on CareRA data,17 our 
research group recently demonstrated that separately 
monitoring PROs (patient assessment of global health, 
pain, fatigue and physical function) for the evaluation 
of the global disease burden added to our usual clinical 
assessment (physician global health, swollen and tender 
joint count) and the laboratory evaluation (ESR/CRP). 
A discordance between PROs and clinical/laboratory 
outcomes helps in predicting future disease impact18 and 
should initiate a more profound evaluation of specific 
underlying causes that might benefit from the addition 
of individualised multidisciplinary non- pharmacological 
interventions.

In conclusion, pain control in RA is a complex task and 
probably multifactorial. Benefits might be expected the 
most in early diseases.

Correction notice This article has been amended since it was first published 
online. Reference 1 has been updated.

Twitter Sofia Pazmino @sophie_33pl

Contributors All authors contributed equally to this review and checked the final 
manuscript 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 PV  patrick. verschueren@ uzleuven. be holds the Pfizer chair 
for early RA research at KU Leuven. RW  rene. westhovens@ uzleuven. be acted as 
principal investigator and advisor for Galapagos/Gilead and Celltrion.

Patient consent for publication Not applicable.

Provenance and peer review Commissioned; externally peer reviewed.

Open access This is an open access article distributed in accordance with the 
Creative Commons Attribution Non Commercial (CC BY- NC 4.0) license, which 
permits others to distribute, remix, adapt, build upon this work non- commercially, 
and license their derivative works on different terms, provided the original work is 
properly cited, appropriate credit is given, any changes made indicated, and the 
use is non- commercial. See: http://creativecommons.org/licenses/by-nc/4.0/.

ORCID iDs
Sofia Pazmino http://orcid.org/0000-0001-8579-6914
Patrick Verschueren http://orcid.org/0000-0002-0340-3580
René Westhovens http://orcid.org/0000-0002-3432-3073

REFERENCES
 1 Taylor PC, Alten R, Álvaro Gracia JM, et al. Achieving pain control 

in early rheumatoid arthritis with baricitinib monotherapy or in 
combination with methotrexate versus methotrexate monotherapy. 
RMD Open 2022;8:e001994.

https://twitter.com/sophie_33pl
http://creativecommons.org/licenses/by-nc/4.0/
http://orcid.org/0000-0001-8579-6914
http://orcid.org/0000-0002-0340-3580
http://orcid.org/0000-0002-3432-3073
http://dx.doi.org/10.1136/rmdopen-2021-001994


3Pazmino S, et al. RMD Open 2022;8:e002068. doi:10.1136/rmdopen-2021-002068

Rheumatoid arthritisRheumatoid arthritisRheumatoid arthritis

 2 Fautrel B, Zhu B, Taylor PC, et al. Comparative effectiveness 
of improvement in pain and physical function for baricitinib 
versus adalimumab, tocilizumab and tofacitinib monotherapies 
in rheumatoid arthritis patients who are naïve to treatment with 
biologic or conventional synthetic disease- modifying antirheumatic 
drugs: a matching- adjusted indirect comparison. RMD Open 
2020;6:e001131.

 3 Fautrel B, Kirkham B, Pope JE, et al. Effect of Baricitinib and 
adalimumab in reducing pain and improving function in patients with 
rheumatoid arthritis in low disease activity: exploratory analyses 
from RA- BEAM. J Clin Med 2019;8:1394.

 4 Ogdie A, de Vlam K, McInnes IB, et al. Efficacy of tofacitinib in 
reducing pain in patients with rheumatoid arthritis, psoriatic arthritis 
or ankylosing spondylitis. RMD Open 2020;6:e001042.

 5 Thyssen JP, Buhl T, Fernández- Peñas P, et al. Baricitinib rapidly 
improves skin pain resulting in improved quality of life for patients 
with atopic dermatitis: analyses from BREEZE- AD1, 2, and 7. 
Dermatol Ther 2021;11:1599–611.

 6 van der Elst K, Meyfroidt S, De Cock D, et al. Unraveling Patient- 
Preferred health and treatment outcomes in early rheumatoid 
arthritis: a longitudinal qualitative study. Arthritis Care Res 
2016;68:1278–87.

 7 Smolen JS, Landewé RBM, Bijlsma JWJ, et al. EULAR 
recommendations for the management of rheumatoid arthritis with 
synthetic and biological disease- modifying antirheumatic drugs: 
2019 update. Ann Rheum Dis 2020;79:685–99.

 8 Sanmartí R, Tornero J, Narváez J, et al. Efficacy and safety of 
glucocorticoids in rheumatoid arthritis: systematic literature review. 
Reumatol Clin 2020;16:222–8.

 9 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.

 10 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 2021;7:e001615.

 11 Simon LS, Taylor PC, Choy EH, et al. The JAK/STAT pathway: 
a focus on pain in rheumatoid arthritis. Semin Arthritis Rheum 
2021;51:278–84.

 12 Crispino N, Ciccia F. Jak/Stat pathway and nociceptive cytokine 
signalling in rheumatoid arthritis and psoriatic arthritis. Clin Exp 
Rheumatol 2021;39:668–75.

 13 Van der Elst K, Verschueren P, De Cock D, et al. One in five patients 
with rapidly and persistently controlled early rheumatoid arthritis 
report poor well- being after 1 year of treatment. RMD Open 
2020;6:e001146.

 14 Olofsson T, Wallman JK, Jöud A, et al. Pain over two years after 
start of biologic versus conventional combination treatment in early 
rheumatoid arthritis: results from a Swedish randomized controlled 
trial. Arthritis Care Res 2021;73:1312–21.

 15 Lee SY, Ibrahim F, Tom BDM, et al. Baseline predictors of remission, 
pain and fatigue in rheumatoid arthritis: the titrate trial. Arthritis Res 
Ther 2021;23:278.

 16 Michaud K, Pope JE, Emery P, et al. Relative impact of pain and 
fatigue on work productivity in patients with rheumatoid arthritis from 
the RA- BEAM Baricitinib trial. Rheumatol Ther 2019;6:409–19.

 17 Pazmino S, Lovik A, Boonen A, et al. Does including pain, fatigue, 
and physical function when assessing patients with early rheumatoid 
arthritis provide a comprehensive picture of disease burden? J 
Rheumatol 2021;48:174–8.

 18 Pazmino S, Lovik A, Boonen A, et al. The discordance between 
patient- reported and clinical. biological outcomes could help in 
FUTURE future disease impact in patients with rheumatoid arthritis. 
Ann Rheum Dis 2021;80

http://dx.doi.org/10.1136/rmdopen-2019-001131
http://dx.doi.org/10.3390/jcm8091394
http://dx.doi.org/10.1136/rmdopen-2019-001042
http://dx.doi.org/10.1007/s13555-021-00577-x
http://dx.doi.org/10.1002/acr.22824
http://dx.doi.org/10.1136/annrheumdis-2019-216655
http://dx.doi.org/10.1016/j.reuma.2018.06.007
http://dx.doi.org/10.1002/acr.23900
http://dx.doi.org/10.1136/rmdopen-2021-001615
http://dx.doi.org/10.1016/j.semarthrit.2020.10.008
http://www.ncbi.nlm.nih.gov/pubmed/33200731
http://www.ncbi.nlm.nih.gov/pubmed/33200731
http://dx.doi.org/10.1136/rmdopen-2019-001146
http://dx.doi.org/10.1002/acr.24264
http://dx.doi.org/10.1186/s13075-021-02653-1
http://dx.doi.org/10.1186/s13075-021-02653-1
http://dx.doi.org/10.1007/s40744-019-0164-4
http://dx.doi.org/10.3899/jrheum.200758
http://dx.doi.org/10.3899/jrheum.200758
http://dx.doi.org/10.1136/annrheumdis-2021-eular.4099

	JAK inhibition and the holy grail for pain control in early RA
	References


