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After JAK inhibitor failure: to cycle or to switch, that
is the question — data from the JAK-pot collaboration
of registries
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Table 2. Response Criteria in the Non-TNF Biologic and Second Anti-TNF Groups

Non-TNF Biologic Group Second Anti-TNF Group

(n = 146) (n = 146) Absolute Difference
Week of Follow-up No. No. (%) No. No. (%) (95% Cl), % OR (95% CI) P Value
EULAR good or moderate response®
12 137 88 (64) 136 65 (48) 16.4 (4.8 to 28.1) 2.01(1.23t03.32) .005
24 142 99 (70) 142 74 (52) 17.6 (6.4 to 28.8) 2.12(1.31to3.46) .003
24 (imputed)® 146 101 (69) 146 76 (52) 17.2 (6.2 to 28.2) 2.06 (1.27 t0 3.37)  .004
52 131 78 (60) 134 57 (43) 17.0 (5.1 to 28.9) 1.99 (1.22 to 3.25)  .006
Low Disease Activity (DAS28-ESR <3.2)
12 137 42 (31) 134 31 (23) 7.7 (-2.8 t0 18.2) 1.48 (0.86 t0 2.57) .16
24 139 62 (45) 140 39 (28) 16.7 (5.6 to 27.9) [ 2.09 (1.27 t0 3.43) .004 |
52 130 53 (41) 133 31 (23) 17.5 (6.4 to 28.6) L 2.26 (1.33t0 3.86) .003 )
DAS28 Remission (DAS28-ESR <2.6)
12 137 28 (20) 135 13 (10) 10.8 (2.4 to 19.2) 2.41(1.19t04.89) .02
24 139 38 (27) 140 26 (19) 8.7 (-1.1t0 18.6) 1.65 (0.94 t0 2.91) .08
52 130 35 (27) 133 18 (14) 13.4 (3.8 to 23.0) 2.36 (1.25t0 4.43) .008

¥7-72 Lnon-TNFEE 1462 D 5 5704 (48%) HTCZ

JAMA 2016;316:1172-1180.



If a bDMARD or tsDMARD* has failed, treatment with
another bDMARD or a tsDMARD* should be considered;
if one TNF- or IL-6 receptor inhibitor therapy has failed,
patients may receive an agent with another mode of action
or a second TNF- or IL-6 receptor inhibitor. Since the SLR
revealed that sarilumab can replace tocilizumab and is effi-
cacious also in patients in whom tocilizumab has failed,
thus partly answering a previous research question, the
old recommendation could be expanded to include IL-6R
inhibitors rather than just mentioning TNF-blockers,

although only observational or extension data exist for
IL-6R inhibitors,”” ¢ while RCTs have been performed with
TNF-blockers.>” °® On the other hand, we still miss data on
the efficacy and safety of using a JAKi after another JAKi
has failed and this, again, is part of the research agenda.
Also, patients who have failed multiple b/tsDMARDS have
to be seen as difficult-to-treat RA in line with the respec-
tive EULAR definition and points to consider.*” > Almost
98% of the participants voted for this change with no one
against it. The LoA was 9.3+0.8.

EULAR recommendations for the management of rheumatoid arthritis with
synthetic and biological disease-modifying antirheumatic drugs: 2022 update
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Cyclers

Switchers

Valid Valid

Female, n (%) 365 311 (85.2) 1635 1324 (81.0) 0.07
Age, mean (SD) 359 57.44 (12.73) 1587 55.20 (12.43) 0.002
Disease duration in years, mean (SD) 251 14.46 (9.50) 1200 12.94 (9.39) 0.02
Seropositive, RF or ACPA, n (%) 305 226 (74.1) 1352 915 (67.7) 0.03
Number of previous bDMARDs, median (IQR) 347 3.0 (1.0-4.0) 1570 2.0 (1.0-3.0) <0.001
First JAKi, n (%) 365 1635 0.52

Baricitinib 135 (37.0) 609 (37.2)

Filgotinib 0(0.0) 1(0.1)

Tofacitinib 228 (62.5) 1001 (61.2)

Upadacitinib 2 (0.5) 24 (1.5)
Reason for stopping first JAKi, n (%) 365 1635 0.20

Adverse event 45 (12.3) 201 (12.3)

Lack of efficacy 210 (57.5) 1014 (62.0)

Other 110 (30.1) 420 (25.7)
Duration of first JAKi in years, mean (SD) 365 1.34(1.27) 1635 0.72 (0.74) <0.001
Tobacco use ever, n (%) 240 73 (30.4) 1063 375 (35.3) 0.18
Comorbidities, n (%) 330 140 (42.4) 1456 549 (37.7) 0.13
Concomitant glucocorticoids, n (%) 324 171 (52.8) 1274 687 (53.9) 0.76

[ Concomitant csDMARD, n (%) 365 127 (34.8) 1635 749 (45.8) <0.001 |
CDAI, mean (SD) 151 24.35 (13.24) 802 23.42 (12.96) 0.42
709 1.27 (0.70)

HAQ-DI, mean (SD)

136

1.39 (0.66)

0.06
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Table 2 Results of Cox regression analysis of treatment retention

Univariable analysis Adjusted analysis

HR 95% CI P value HR 95% Cl P value
JAKi to JAKi (ref: JAKi to bDMARD) 0.93 0.79t0 1.10 0.39 0.82 0.68 to 0.99 0.04
Sex (ref: female) 0.86 0.74 t0 1.01 0.07 0.87 0.73t01.03 0.11
Age 1.00 1.00 to 1.01 0.20 1.00 1.00 to 1.01 0.27
Disease duration in years 0.99 0.99t0 1.00 0.20 0.99 0.98 to 1.00 0.16
Seropositive, RF or ACPA 1.00 0.85t0 1.17 0.96 0.95 0.81to 1.11 0.52
>1 previous bDMARD:s (ref: 0) 1.01 0.85t01.20 0.88 1.05 0.88to0 1.26 0.55
Treatment duration of first JAKi, years 1.12 1.02 to 1.22 0.02 1.16 1.051t0 1.28 0.003
Concomitant csDMARD 0.73 0.64 10 0.84 <0.001 0.73 0.631t00.84 <0.001
GC at baseline 0.98 0.83to0 1.15 0.80 0.98 0.83to0 1.15 0.79
CDAI 1.01 1.00 to 1.01 0.06 1.01 1.00 to 1.02 0.14
HAQ-DI 1.08 0.95t01.23 0.22 1.02 0.851t0 1.22 0.85
Tobacco (ref: never) 1.03 0.861t0 1.24 0.73 0.99 0.82101.20 0.95
Any comorbidities 1.05 0.91 to0 1.22 0.50 1.01 0.85t0 1.19 0.94

Analyses were adjusted for sex, age, disease duration, seropositivity, number of previously used bDMARDs/tsDMARDs, treatment duration of first JAKi, concomitant csDMARD
treatment, concomitant GC, HAQ-DI, baseline disease activity values, smoking and comorbidity.
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