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1. Treatment according to European League Against
Rheumatism recommendation and failure of >2 b/tsDMARDs
(with different mechanisms of action)* after failing csDMARD
therapy (unless contraindicated).”

. Signs suggestive of active/progressive disease, defined as >1
of:

. At least moderate disease activity (according to validated
composite measures including joint counts, for example,
DAS28-ESR>3.2 or CDAI>10).

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

. Inability to taper glucocorticoid treatment (below 7.5 mg/

day prednisone or equivalent).

Rapid radiographic progression (with or without signs of

active disease).”

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

~

o

o

a n

o

quality of life.
3. The management of signs and/or symptoms is perceived as
probl ic by the rhet logist and/or the patient.

All three criteria need to be present in D2T RA.
b, biological; CDAI, clinical disease activity index; cs, conventional
synthetic; DAS28-ESR, disease activity score assessing 28 joints

EULAR definition of difficult—to—treat rheumatoid arthritis (D2T RA)

Nagy G, et al. Ann Rheum Dis 2020;0:1-5. doi:10.1136/annrheumdis-2020-217344
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using erythrocyte sedi ion rate; DMARD, di dify
antirheumatic drug; mg, milligram; RA, rheumatoid arthritis; ts, targeted
synthetic.

*Unless restricted by access to treatment due to socioeconomic factors.
t1f 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 1year.'®
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Difficult to treat RA(R2T RA)

Persistent inflammatory and non-inflammatory mechanisms in refractory rheumatoid arthritis
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Distribution of erosions in hands and feet at the time for the diagnosis of RA and
during 8-year follow-up
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Clinical Rheumatology (2021) 40:1799-1810
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The Preclinical Phase of Rheumatoid Arthritis
What Is Acknowldged and What Needs to Be Assessed?
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Steenbergen HW, et al. Arthritis Rheum 2013;65(9):2219-2232
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Nielen MM, et al.: Arthritis Rheum.50(2):380-386, 2004
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S B EERHME 2 AE HERI T 2%
Undifferentiated peripheral inflammatory arthritis:UPIA

+ DIKER DU EDOKREEBRNFET D0 DLT  RECEFHR. REFRESSH. D HEREIC
BoLAELE THRBLGVERISHLTOHoM BRI AT,

SRR A
- PROMPTERER(E, UPIAI0BZ R RICMTXFE[ET5tRE _EFHRTEMFL T2 AR5 %30MN A FE TR
BEEL-HERTHS20).
RAZEREIIMTXEET40%, TS5 tREETH3%IZRHLN(HR1.7,P=0.04), MTXE CIENERELHE T D8
M EYEI 8N AR TOXRTRETHLHTH o1z, COBRRITMCCPHUAISER TIEE THYRAE
& :HR49, P<0.001 X#RAT R #4T:P=0.03), HiCCPIAIZMAERI TIXFHBELROLEMN >T-(RAKERE HR1.3,
P=0.51X#RFT R#1T: P=0.46),
van Dongren,et al Arthritis Rheum 2008;67:1178
- RAEBFH#HEEAT1)FL 7 D(infliximab; IFX) THRRETIN TLVD21).
FRABRFEE T HBHELM 120 BRBOUPIA TR ZEIFXFE LTS ERICEFITEIFF, 0, 2, 6, 14
BEFICRELIECA, 52BFETORAERIZIFXEET100%, TS50 RETI1%T, HEEIFGH 10D
IFXETEL EBFHHRIERHEI, o
Saleem B et al Ann Rheum Dis 2008;67:1178
+ ADJUSTERERTIE, 77342+t J Mabatacept; ABT) CRIFRICHRETEN TLVS22).
HLCCPHUAISTEUPIAS64 [CABTE (LTS5 REBIF(HH96 M AR 5L, 2EMRBRBLIZHABRTHS.
1EHBDORAEE(L, ABTEET46.2%, T5tRET6.7% THYBEZIZDONENEDD BIFEIERIXEED,
ABTE TIEXEREMHIZE 1T B EHRRIEITINHI LR DHT=.
Emery P.et al Ann Rheum Dis 2010;69:510
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A comparison of comorbidities and their risk factors prevalence across rheumatoid arthritis, psoriatic
arthritis and axial spondyloarthritis with focus on cardiovascular diseases: data from a single center

real-world cohort
RDCI

ngz Rheumatic disease

omorbidity index (RDCI)
Scross RA., PUA and a XSpA
I I III III Ill Be. Bs.
4 5o
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Fig.1 Number of concomitant disorders in RA, PsA and axSpA

5T :RA(508 ) . PsA(267.A) . axSpA(285.X)
FL—MOLHEFRB. SHE. BEESE. BE. FRRES
RAZE [ZaxSpAB B ICLEA TEBEIE B OFBIROBRENG EHOHEFERBERD
BHEOBGLRLEN O,
BEIKEFRABENZRDE XEEXBHLVLETORETRERKEN S TV,
Guta Z, et al. Rheumatol Int. 2024. PMID: 39527279
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BIET U 7 < F 1ZPsACaxSpAICERTEHMDEMEZ T OEEN L L. BHHE
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Presence of comorbidity affects both treatment strategies and outcomes in disease activity, physical function,
and quality of life in patients with rheumatoid arthritis

W& RREFERKEIIFHERD*HORRATR—K (5,317 N) %D T —2E 547
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CCIA 34 CCIAZ5 CCIA 34 CCIAZ=5

BEEBAZIE ., RADK B EHY (DAS28) . S{kHEE (J-HAQ) AN EIL T 2ERANH D
DAS28 (% B ;E B R 7) [, CCla(£F i #fi IECharlson Comorbidity Index) A& <% 3(F & L5 (E1L)
J-HAQ (B ki hE) £L.CCla B LV B IZE BILEQ-5D (QoL) [XCClaA B L B HIFEE T (QoLD E1L)

Clin Rheumatol (2015) 34:441-449
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Predicting mortality in RA:the quest for useful information

53DRAEEFIR— XM RIC. REHMNRTREMAVICEELEEEZRLI-EIEZ.
B2 2 24T (univariate analysis) &% ZE £ f24T (multivariate analysis) T7 48,
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U Significant in multivariate analyses EI Significant in univariate analyses D Not significant
EOANSEEERICEHEDRNERERLTVET

Pincus T. Nat Rev Rheumatol 2015 Sep;11(9):507-9
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; et
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g “+ e ———
§ i MTXER RIS E
“ -== MTXERRR G
0
0 2 < 6 8 10 12 14
Yoars after Baseline
No. of Patients st Risk No. who died
Responder 169 164 159 150 37 n 43 38
Norvesponder 52 - 42 35 26 " . Fy
Figure 1. Kaplan-Meier estimate of the probability of survival. The groups of patients with improvement of
»50% or 20-50% after 1 year are classified as responders, and patients with no improvement are classified as
nonresponders. The overall survival rate at 8 years was 84% for responders and 56% for nonresponders after 1
year of treatment with methotrexate
Krause D, et al Arthritis Rheum 2000;43(1) 14-21
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Improvement in Excess Mortality in Patients with Rheumatoid Arthritis over
the Last Two Decades: A Danish Population—based Matched Cohort Study

Risk of all-caused mortality for individual aged 60years in a matched cohort
9
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Soussi B, et al. ACR 2022 #0711
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Massach 55 Lake Avene Nor, Worcester, MA 01655, USA

Rituximab | B cell | Fostamatinib

| Golimumab I | Anakinra | ﬁaﬂﬁ é"é.ﬂ] Hﬂ
Tocilizumab Infliximab Canakinumab % Plasma

IL6-IL6R TNF 11 I cell L) e
-
l JAK
g

© L9 9

B R R ATBR A AE

Vat Rev Rheumatol. 2012 November ; 8(11): 656-664. doi:10.1038/nrrheum.2012.153
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T9,
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HSRANKLAEA S NS MREAEE L SN D RETT,

RIEMY A M A v ZIEIT B7-01201F. EYFHOEFCIAKEESE (Be)
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RANKL:Atherapeutictargetforbonedestructioninrheumatoidarthritis
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MODERNRHEUMATOLOGY,2018 VOL.28,NO. 1,9-16
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Personalizing Treatment Targets in Rheumatoid Arthritis by Using a Simple Prediction Model
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Monoclonal antibodies in rheumatoid arthritis:
comparative effectiveness of tocilizumab
with tumor necrosis factor inhibitors
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Progression of radiographic damage

Biologics: Targets and Therapy 2014:8 141-153
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Evidence of Radiographic Benefit of Treatment With Infliximab Plus Methotrexate in Rheumatoid Arthritis Patients
Who Had No Clinical Improvement
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The Uncoupling of Disease Activity from Joint Structural Progression in Patients with Rheumatoid Arthritis
Treated with Filgotinib
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Remission LDA MDA HDA
CDAI at week 24 15.13 1451 14.94 15.06 27.23 26.04% 28.3530.09

CDAI at week 24 143% 154 146 179 6.05* 6.28 6.06* 6.62
n 100 8 51 36 175 149 101 124

94 133 8 129 26 31 31 58
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Baricitinib Improves Bone Properties and Biomechanics in Patients With Rheumatoid Arthritis: Results
of the Prospective Interventional BARE BONE Trial
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Arthritis & Rheumatology Vol. 75, No. 11, November 2023, pp 1923-1934
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