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HAikia: 43  Kartrviopa : oxl AX :

ATOMIKO 10TOPIKO : eAeUBEpPO, RA (+) _ DASZ8 : 5'25 ( HDA)

AaokAAq, pntépa evog traidiou

e TraparrépTtreTal atod /O ue:
- apBpaAyieg, , KOTTWON,
TTpwivr) duoKkapwia > 30 min

« QuoikA e€€Taon :
~-OUMUETPIKN TTOAUCPBpIiTIdO
AOITTA CUCTANATA : K

« EpyaoTnplokog EAeyxXog : Evapén koptikooTepoeldwyv ( 15mg —prednisone ue

{ TKE , CRP X4 ,RF X5, CCP (-) ypnyopn peiwon) +MTX 15 mg/week
B/X : ko
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Treat to target

To enduevo PRHUX
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To eTOpevo Brpa

* Enmitevln

gtéxou
evapén ADALIMUMABRB ( DAS28
(dLatnpnon MTX) . 3,1)
e Meiwon MTX
( 15mg -
10 mg)

* Alaxkomi
Kopt L {dévn¢

RA - MDA
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Adv Ther 40, 4504-4522 (2023). https://doi.org/10.1007/s12325-023-02607-w
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* XopunAn obéon

e [lepLOTOO LOAKA . Switch TCY * Atatnpnon LDA

apBporyieg Néoou ~ 3 é1n




H 1TTapouca kataotaon TG acBevouc.. 2uvown TN TTopEiag vooou

To «ofuepa» - 01/2025

Tocilizumab + MTX ( eTravévapen)

XapnArn 06on kopTi{ovng — 5 mg/ nueEPNTiwWg

DAS28 : 4,7

« 2017- ouvown TnG MEXPI TOTE TTOPEIOG

3
n

* 8 Xpovia TrapakoAoubnong
* MTX, 2 bDMARDS - HEPIKA AVTATTOKPION
s TTEPICTACIAKN XPRON KoPTI(OVNG

* uTtroAsiropevn MéTpia evepyoTnTa vooou
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ATrotuyia n AoToxia ;

Response at <6 months?
no | yes
" Primary non-response: un oaviomdkpLon N i !
en{tevén otdéxou 3- 6 pAveg amd TNV
Evopén Bepamelac

[ Primary non-responder ) [ Primary responder ]

.

Clinically relevant sustained response?

no I yes
= Early secondary non-response :adUvoulo + ' i

dlLaTtnpNnoNc TnNg avtandkplonc yLla ToOUuAdXLoTov 12
unvec amnd tnv évoapén OBepancioac 1 un emniteuln
OTOXOU Og 2 OUVEXOUEVEC EMLOKEYPELC l

{ Early secondary non-responder ] [ Sustained primary responder ]4—

Loss of response?

yes | no

.

[ Late secondary non-responder ]

= late secondary non-response :0IIOAELX TNGC
ovTandkplong/aduvapnia dilathpnong 1Tou oTdXoug
pet& and 12 pfRveg diLatApnong tou ot1dXou
/ovTandérp Long

Ann Rheum Dis. 2021 Aug;80(8):961-964. doi: 10.1136/annrheumdis-2021-220202 .
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BOANWC €mpeme va €ipoocTe mMLOo €mLOeTLKOL OTNnV OPX LKA HAC

npocéyylLoyn ;
3 €t petd tnVv dLAyvwor
Table 2 Three-year outcome for patients with rheumatoid arthritis

with persistent moderate disease activity (group 1) and sustained
DAS2E remission (group 2) during the first year of follow-up

5 étn petd tnv dLdyveor

Table 4 Five-year outcome for patients with rheumatoid arthritis
with persistent moderate disease activity (group 1) and sustained
DAS28 remission (group 2) during the first year of follow-up

Group 1 Group 2
Outcome variable (n=107) (n=155) p Value
mis5 16.1+14.9 11.2+411.8 0.9
AmT5S from day 0° 10.82+6.5 6.508.9 0.006
AmT55=51 (%) 56.0 39.2 0.021
DAS2E remission (%) 2ra 1.0 <0000
SDAI remission (%) 13.8 56.0 <0000
ACREULAR remissiont (%) 10.3 50.4 <0000
HAG—3 0.68+0.61 0.21+0.38 <0000
HAQ—DI <0.5 (%) 43.7% 280.6 <0000
T Missed workdayss  197.32206.7 W I+75.9 0.
Missed workdays=0 (%) 51.4 6.7 0.007

Data are mean+ S0 unless indicated.

“Change in mTS5 from day 0; tchange in mTS525 from day 0; $Boolean definition;
Smean missed workdays since baseline, fpercentage of patients without any missed
ACREULAR, American College of RheumatologyEuropean League Against
Rheumatismg DASZE, Disease Activity Score in 28 joints; HAQ-DI, Health Assessment
Simplified Disease Activity Indec

Group 1 Group 2

Outeome variable (n=10T7) {n=155} p Value

DAS2B remission (%) 392 80.7 <0.0001

SDAI remission (%) 240 596 <0.0001
~ ACR/EULAR remission” (%) 215 474 0.0003

HAGQ-DI 0.58+0.59 0.21+0.38 <0.0001

HAGQ-DI <0.5 (%) 516 a0.7 <0.0001
v 12213309 -5 1 R 1111, T

No missed workdays=04 (%) 46.7 626 0.on

Data are mean+50 unless indicated.

*Boolean definition; tmean missed workdays since baseline; tpercentage of patients
without any missed workdays during follow-up.

ACREULAR, American College of RheumatobogyEuropean League Against
Eheumatism; DAS2E, Disease Activity Score in 28 joints; HAQ-DI, Health Assessrment
Questionnaire-Disability Index; SDAI, Simplified Disease Activity Index.

H ypnyopn eniteuvén tng uvpeong €uvoel tnv OLATNPNOI TOU OTOXOU OF

Babo¢ xpoévou

Ann Rheum Dis. 2015 Apr;74(4):°
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Table 1: Baseline characteristics of TARDIS patients

Ti rAye AGBog yia TNV acBevr) Pag ;

PA

ALL TNFi B/T cell IL6i tsDMARDs | p-value
number 6355 2483 1081 969 1822
Age (years) | 57(49-66) [ 55 (46-65) | 60(52-68) | 58(49-68) | 58(50-67) [ <0.001
Gender 4664, 73% | 1816,73% | 779,72% 700, 72% 1369, 75% | 0.207
(women)
Weight (kg) | 71(62-82) [70(62-81) |71(64-83) |73(64-84) [71(61-82) | 0.330
Disease 6(2-13) 4(2-10) 8(4-16) 6(2-13) 8(3-14) <0.001
duration
| years)
HAQ (0-3) 15(10- 15(1.0- 15(10- 15(1.0- 15(10- <0.001
2.0) 2.0) 2.0) 2.0) 2.0)

PGA (0-100) | 70(52-80) | 70(50-80) |[70(55-80) | 70(55-80) | 70(50-80) | 0.079
CRP(mg/l) |7.1(2.7- 6.1(2.5- 80(29- 10.0(34- |7.0(24- <0.001
16.8) 14.3) 18.0) 23) 16.0)

ESR (mm/h) | 20 (S-36) 18(8-32) 22(10- 27(12-43) | 20(5-35) <0.001
38.5)

TiC28 7 (4-12) 7 (4-12) 8(5-12) 7 (4-12) 7 (4-11) 0.003
SIC28 5(2-8) 5(2-8) 5(3-8) 5(3-8) 4(2-8) <0.001
DAS28 479(417 |472(4.13- |493(4.27- |488(4.28- [4.72(4.11- | <0.001

5.40) 5.64) 5.59) 5.43)
Bio- 3198,50% | 811,33% 723,67% 572,59% 1092, 60% | <0.001
Experienced
(yes’
Therapy 5046, 79% | 1911,77% | 837,77% 779, 80% 1519, 83% | <0.001
prolongation

Number given are median, (IQR) or number, proportion. TNFi = tumour necrosis factor inhibitor, ts=
targeted synthetic, HAQ= health assessment questionnaire, PGA= Patient Global assessment; CRP=
C-reactive protein; ESR= erythrocyte sedimentation rate; TIC= tender joint count; SIC= Swollen joint
Count; DAS28 = disease activity score based on the 28joints, Therapy prolongation = patient received

same therapy at next visit

H

tnv évapén DbDMARDs

14

Evapén pe tsDMARDs

EMLUNKUVE

Figl: Multivariate logistic regression predicting prolongation of therapy

Odds Ratios with 95% Wald Confidence Limits

GROUP IL& v tEDMARDS - -
GROUP T/AHcel vs sDMARDs - i
GROUP THFi v 15SDMARDS - {
DAS_all i -
HAQ b - 4
D-IE l]-I-l ﬂ-I E-'! 10
Odds Rabio
TNV OUVEX LON TIC AYWYIC O OXE€on uE
Arthritis Rheumatol. 2020; 72 (suppl 10
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Propensity Score-Matched Cohort: UPA and TNFis

(a) Kaplan-Meier Estimate of Treatment Persistence
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Months post-index

# patients 1038 777 524

# missing 930

= Remission (< 2.6)

t «enmitBiwon» JAKis évavti TNFi ,

Rheumatol Ther.

2025 Feb;12(1):173-202.

883 552
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TNFi: Propensity Score Matched

29.2 3.5 0.0 0.8 0.8

15.0
13.3 12.0

15.6

Index 3 9 15 21
Months post-index
1023 735 390 247 125
945 898 511 315 191

Low (22.6t0=3.2) == Moderate (>3.2t0 <5.1) == High(25.1)

Enitevin ordéxwv

doi:

10.1007/s40744-024-00736-4
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Survival-on-drug
2nd BOMARD
1st bDMARD (w4 1,0 RTX
N=656 N=181 Shaa
A _ 7 ABA
I\ I\ TCZ
- 5 patients switched TR RY / R A
to other bDMARDs excluded [\ \ f \ 0,8 TNFi
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S
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3
n
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J Rheumatol. 2021 Oct;48(10):1512-1518. doi: 10.3899/jrheum.201467
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Metd& tnVv anmotuxia ToUu mpedtou emLAéfape cwotd To deltepo;

Figure 1. Kaplan-Meier Curve of Time to Nonpersistence

* 613 PA 1.0 Log-Rank Test P=0.0001 |
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O(}\}\O(Yf] KO(TI]YOp[O(C Adv Ther. 2017 Aug;34(8):1936-1952. doi: 10.1007/s12325-017-0578-8.

-

T

0 20 40 60
Time to Nonpersistence (month)



EUROPEAN ALLIANCE
u r OF ASSOCIATIONS
FOR RHEUMATOLOGY

10.  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-/ IL-6R-inhibitor*™.

AMERICAN COLLEGE
s RHEUMATOLOGY

Empowering Rheumatology Professionals

Switching to a bDMARD or tsDMARD of a different class is conditionally
recommended over switching to a bDMARD or tsDMARD belonging to the same

class for patients taking a bDMARD or tsDMARD who are not at target: The

[111]s

W



* 402 ooBevelcg upe PA :
- 10% deuteponabn
a0TOX Lo (TTOAANIIAN)

VARIAELE Bivariate, OR (95%CI) Multivariate, OR (95%CI)
Age at diagnosis 0.99 (0.96-1.0) -

Sex (Female vs male) 1.67 (0.58-4.73) 5.94 (0.92-38.20)
Age at cDMARD treatment 0.98 (0.95-1.01) -

Age at bDMARD treatment 0.97 (0.93-1.00) 0.95 (0.90-0.99)
Time between diagnosis and bDMARD treatment 0.94 (0.89-1.00) -

BMI (kg/m?) 1.01 (0.94-1.09) -
Comorbidities 1.05 (0.71-1.55) -

Erosions (ref yes) 4.07 (1.79-9.26) 3.26 (1.18-9.00)
Extra-articular manifestations (ref yes) 2.81 (1.0-7.52) 2.14 (0.59-7.78)
RF (ref positive) 0.63 (0.19-2.04) -

ACPA (ref positive) 0.67 (0.24-1.87) -

Concurrent metothrexate (ref yes) 1.83 (0.66-5.10) -

Previous cDMARDs 3.54 (2.05-6.1) -

ESR (mm/h) 1.01 (0.99-1.03) -

CRP (mg/dl) 1.02 (0.99-1.05) -

Tender joint count 1.08 (1.02-1.14) -

Swollen count joint 1.11 (1.02-1.21) -

DAS-28 baseline 1.77 (1.2-2.6) 2.29(1.39-3.76)
DAS-28 at 6 month 2.29 (1.59-3.29) -

ADAS-28 (ref < 1.2) 0.22 (0.09-0.52) 11.12 (3.34-26.82)
HAQ 1.13 (1.03-1.23) 1.09 (0.92-1.29)
Smoking status (ref never smokers) 1.18 (0.54-2.55) -

Nedtepot aocbeveic¢ , + DAS28 , | HAQ , ditafpwocetL¢ , KaBuotepnuévn dLayvwon -
secondary failure

Arthritis Res Ther. 2020 Dec 9;22(1):284. doi: 10.1186/s13075-020-02354-1



Exel n aoBevnc pag D2T-PA

- Touhdxiotov MDA-
-eVOEICEIC EvEPYNG VOOOU
- Aduvapia pgiwong TNG KOPTICOVNG
Taxeia akTivOAoyIK TTPO0D0G

MapdAo TNV KaAd eAeyxopevn vooo ,
MEiWwoN Tou emMITTEDOU {WNG

(6TTWG TNV

avTIAauBAaveTal 0
BepaTTWV 1 KAl O
aoBevnc)

Difficult
Lo treat
RA

EULAR definition o —-to-treat rheumatoid arthritis .Annals of the Rheumatic Diseases 2021;8.



Ol TTAPAYOVTEC TTOU QUOXEPAIVOUV TNV AVTIUETWTTION TS VOOOU

ldentification
of risk-factors:
Comorbidities
Smoking
Obesity
Lifestyle

SES
Non-adherence
Painsyndromes

Follow D2T RA
treatment
algorithm.
Improving
modifiable
risk factors

D2T RA
—

£ <
]
a
£
&

MTX

TNFi || IL-6i Anti-CD20

Rheumatology

(Oxford). 2025 Jan 1;64 (1) :65-73. doi: 10.1093/rheumatology/keae544.




EXEI OUWC N aoBeVAC pac «aAndn» @Aeypovr ?

* 1,591 acOeveig¢ pe PA

- 247 D2T (16,8%) , 40 poly-refractory (2,7%) ( amotuxlo

ce OAeC TLC Bepameieg)

107 D2T uvndé MSUS

\/61 - evepyode upevi?@OAG — OxL uvpevitida

e S5JC e BMI
 CRP
* DAS28 e TvouuaAylo

Arthritis Rheumatol.

* 40 % 1wv D2T dev &xouv
pAeyupovOdn alT Lo

* To K&V LoOUX
OUOXETLOTNKE Pe AIOTUY L
o¢ TIOAANOTIAG bDmard

2024 Apr;76(4):510-521. doi: 10.1002/art.42767



Population with refractory RA

45
4

H

Fhenotype and categorize

= Clinical examination
= | aboratory assessment
= Patient-reported outcomes

* Imaging
non-inflammatory refractory RA Predominant persistent inflammatory refrac
phenotype
MIRRA PIRRA
]
] 2 i [ ] 3 =
L ]
% ?’ e . s -%
' Spectrum of PIRRA and NIRRA T
. . . ‘Ir | #
Apparent DMARD resistance True DMARD resistance
* Mo persistent inflammation * Persistent inflammation
* Chronie pain = Autoantibody-positive ar
autoantibody-negative
= Poor outcomes (bone erosions,
* Continue DMARDs loss of function, osteaparosis)
= Alternative strategies to address = High risk of cardiovascular

persistent symptoms comorbidity Nat Rev Rheumatol 17, 17-33 (2021).



O aAyopiBuocg diaxeipiong TNG avOeKTIKAG vOOOU

AvOekTIKA PA g;:;;er:;jggsli 1 if insufficiently efficient Points to concinder :11
treatment of RA J overarching principles : A, B
@ case meets definition of | no ( take next step following RA @
’ 2 0§ .
AvaBsw) pNon NS D2T1RA. ) | treatment recommendations
2 - es
véoou kal afloAdynon | . — Jos )
2 actively reassess Al rediagnose and treat
ouvvooupoTNTWY diagnosis: misdiagnosis? ) '\ adequately ]
no
assess for comorbidities that:
- mimic arthritis signs & symptoms
. 3 )- interfere with arthritis assessment
TpoTtrotroinon ]
TTEiag Kal
Gapa’ Lol 1 B arthritis activity present? -2 ‘ J do not escalate DMARD- and
5|0(X€|p|0r] TWV (2 ) if in doubt: use ultrasonography J L therapy

OUVVOOUPOTATWY

~ y treatment nonadherence |
present?

yes

intensify or switch DMARD-therapy

manage comorbidities that limit RA-
treatment options @

‘Epgaon o€ pn
POPUOKEUTIKA PECQ : 4)
Exktraideuon, self
management, Goknon

discuss and optimise
treatment adherence

increase focus on honpharmacological treatments,
)@@ including education, exercise and self-management

points to consid€ ®r the management of difficult-to-treat rheumatoid arthritis.Annals of the Rheumatic Diseases 2022;81:20-33.
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D2T trait interventions

T

S
4

Number of MoA
b/tsDMARD 3

Time (years)

RMD Open. 2022 Jul;8(2):e002387. doi: 10.1136/rmdopen-2022-002387



ETrioTpo®r) oTnVv acBevr) Hag

« Emravekrtignon - 02/2025 * Aiyeg nuépeg TTpIv ..

« BeAri — DAS28: 4
« TCZ — Baricitinib 4mg/ nuepnoiwg SATIOON 528:4,0

 Amoéoupaon TnG kopTICovng

e Medrol pack ( bridging )
« 2KEWN yia dlakoTtr) MTX
« Alatipnon t1ng MTX oTo BepatreuTikd oxnua



Take home message!

« H T2T mrpoogyyion Kal 0 OTEVOG EAEYXOG TNG VOOOU ETTIMNKUVEI TV TTAPAMOVI TWV BEPATTEUTIKWYV
ETTIAOYWV

* 2TNV KABNUEPIVI KAIVIKN TTPAEN N OEUTEPOTTAONG ATTOTUXIO TWV BIOAOYIKWYV TTAPAYOVTWY OEV APOopa
TTAVTA ATTWAEIQ AVTATTOKPIONG

H avBekTikry PA dev agopd TTAvTa vVOOO PE UTTOAEITTOMEVN EVEPYOTNTA ( OUVVOONPOTNTEG , K.Q)

« H D2T-RA €ival OuvauIK KaTAoTaon VOOOU ( avaoTPEWINN KATTOIEC POPEC) Kal OEV AVTIMETWTTICETAI TTAVTA
ME OANQYEC QAPUAKWYV

oG EUXOPLOTD
g



