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KAIVIKN TTEPITTTWON

« 2013 - 52TV Q TTapatréTreTal aTro Mo

-apBpalyiec yovatwy , akpwv Xeipwv Pe MA- 30 min ,atrd €Toug
- KOKouxia , aduvapia 1o TEAEUTAIO TPIMNVO

* ATOMIKO ICTOPIKO

- AY , uttepAITTIOAIMiIa UTTO (PAPUOKEUTIKI aywyn
- BMI : 28 , kamrvioTpia ( 20 pack/years)
-TPATTECIKOG UTTAAANAOG , €yyaun Je 2 TTaidia




AlayVWOTIKN TTPOCEYYION

KAIVIKA €KTipnon: Fr\_‘“\@k
-OUMUETPIKA QAeyuovwdNnG TToOAUapBpiTIda S \

EQOD-MKO-NMXK-IovaTwyv O

 EpyaocTnplakog EAeyX0OG

- 1TKE
-RF x2
-anti-CCP x 3

OPOOETIKH PA



OePATTEUTIKN AVTINETWITION

* APYXIKN BEpATTEUTIK TTPOOCEYYION

15mg MTX + Per os prednisone

7-8 UAVEC UETA...

DAS28: 5,25

Y@nAR evepyotnta vooou



OePATTEUTIKN AVTINETWITION

 To emroépevo «BAMO» ; ...

Suvé MTX
UVEXION ME MNpoo6ikn Bdmard




«Kivouvog» apBpikng diaBpwong oe MDA Utro povoOepartreia pe MeBorTpegdarn

Identifying patients with rheumatoid arthritis with moderate disease activity at risk of significant
radiographic progression despite methotrexate treatment

RF positive

Probability of SRP ranges:  [[l] 0-20% [_] 21-30%

pL
61 (42, 78)

9.0(12.0)/ 3.6 (-2, 41)

No
n S
>40 Probability SRP (95% Cl) 26 (9, 56)
mTSS, mean (SD) / median {min, max) | 10.6(22.3) /1.0(0, 51)
h 3
CRP mgiL |10-40 Probability SRP (95% ClI) 12 (3, 37)
mTSS. mean (SD) / median {min. max) 0.5(1.2)10.0(-1, 2)
n 24
<10 Probability SRP (95% ClI) 10 (3, 25)
mTSS, mean (SD) / median {min. max) 0.7 (4.3) 1 0.0 (-3, 20)

"|31-40% [ 41-100%

Au¢nuévn mOavornTa diaBpwoewyv o€ acbeveic uye MDA kal 1TKE, 1CRP, RF(+) kai 11 RF

RMD Open. 2015 Jul 28;1(1):e000018. doi: 10.1136/rmdopen-2014-000018.



H onpacia Tng ypryopng £tiTteugng Twv oToXwyv o€ BaBog xpoévou

Comparison of the long-term outcome for patients with rneumatoid arthritis with persistent
moderate disease activity or disease remission during the first year after diagnosis: data from
the ESPOIR cohort

3 €TN pETA TNV Gtavvwon 5 étr] |.1£'l‘('1 ™v GLdvvwon
Table 2 Three-year outcome for patients with rheumatoid arthritis
with persistent moderate disease activity (group 1) and sustained Table 4 Five-year outcome for patients with rheumatoid arthritis
DASIS remis=ion (group 2) dusing the fiest year of follow up with persistent moderate disease activity (group 1) and sustained
Group 1 Group 2 . . .
. . e = e Nab DAS28 remission (group 2) during the first year of follow-up
mTsS 16.1214.9 11.2411.8 0.019 ) Group 1 Group 2
AmTSS from day 0* 10.846.5 6.5+8.9 0.006 Outcome variable (n=107) (n=155) p Value
AMISS>51(%) 56.0 39.2 0.021 o
DASZS remission (%) 274 81.0 <0.0001 DAS28 remission (%) 392 80.7 <0.0001
SDAI remission (%) 13.8 56.0 <0.0001 SDAI remission (%) 240 59.6 <0.0001
ACRIEULAR remission? (%) 10.3 50.4 <0.0001 ~ACR/EULAR remission” (%) 215 474 0.0003
HAQ—DI 0.68+0.61 0211038 <0.0001 HAQ DI 058:0.59 0712038 ~0.0001
HAQ—DI <0.5 (%) 43.7% 80.6 <0.0001
—Wised wokdaps 15730067 305:750 o S 216 807 <0.0001
Missed workdays—=0] (%) 51.4 67.7 0.007 TS WO RO aye T I7II38Y L5 L A 1
Data are mean+5D unless indicated. No missed workdays=04 (%) 6.7 626 0.0
“Change in mT55 from day 0; tchange in mT5525 from day 0; $Boolean definition;
§mean missed workdays since baseline; flpercentage of patients without any missed Data are mean+50 unless indicated.
workdays during follow-up. ) *Boolean definition; tmean missed workdays since baseline; $percentage of patients
e ey oy T oo without any i vorags g o
Questionnaire-Disability Index; m15S, van der Heijde modified total Sharp score; SDAL, ACRIEULAR, American College of Rheumatology/European League Against
Simplified Disease Activity Index Eheumatism; DAS2E, Disease Activity Score in 28 joints; HAQ-DI, Health Assessrment

Questionnaire-Disahility Index; SDAI, Simplified Disease Activity Index.

O1 aocOeveig pe TpwINN PA 1TTOU TO TTPWTO £TOG ATTO TNV dIAYVWON TTOU TTETUXAIVOUV

Kal d1aTtnpouVv TRV U@eon €Xouv KaAUTeEPN TTopEia vooou o€ Badog xpovou

Ann Rheum Dis. 2015 Apr;74(4):724-9.



To eropevo «BApa» OgpaTtreiag ...

M enkn Bd J evapgn Etanercept
poodnkn Bdmard ouvixion MTX

* Eppévouoa evepyotnTa
* Kanviopa
* RF(+), APCA(+)

1 £€tog apyotepa

BeATiwon ... aAAd 6x1 LDA/REM

ouvéxion ETN ?



Treat-to-target in rheumatoid arthritis — are we there yet?

Clinical diagnosis of RA

Start methotrexate

!

Achieve improvement

<—— at 3 months and —> Yes

target at 6 months?

No

~—

N

Add a bDMARD
OR
Add a JAK inhibitor

!

Achieve improvement
at 3 months and —> Yes
target at 6 months?

N

Change the bDMARD
for any other bDMARD
OR

Switch to a JAK
inhibitor

Achieve improvement
at 3 months and —> Yes
target at 6 months?

The road to remission...

[] Treatment
] Application of treat-to-target

Table 1 | Results from selected clinical trials that used a treat-to-target approach?®

Trial Target Outcome for Outcome for treat-
standard care to-target or tight
group control group

TICORA* DAS-determined remission 16% 65%

CAMERA”  DAS-determined remission 37% 50%

FIN-RACo** ACR preliminary remission criteria | NA 11-25%

SWEFOT*  EULAR good response criteria NA 25-39% &f methotrexate

non-resgonders

BeSt* HAQ-DI NA 0.6

RACAT* Improvement in DAS28 NA 0.21-0.2

«XONAAQ» MOCOOTA ETiTEVENG GTOXOU

Nat Rev Rheumatol 15, 180-186 (2019)



O1 eTTiTEUEN TOU BepaTTeuTiKOU OoTOXOU — Real world Data

*  O1 aAAayég Twv «KATNyopIwV EVEPYOTNTACY OE £va ETOC TTApPAKOAoOUBNoN¢

o MDA (n=493) HDA (n=146)
n =1317 acBeveig LDA (n=678)

Mn emriteugn LDA

-TnAIKia

-1 BMI

-1 ZUVvoonNpPoOTNTEG
-} HAQ

-1 steroids

Figure 2. m LDA = MDA u HDA
Disease activity outcomes according to the initial disease activity status.

The percentages (%) of patients who achieved the specific outcome [low disease activity (LDA): DAS28ESR <3.2; moderate disease activity (MDA): DAS28ESR >3.2 to <5.1; high
disease activity (HAD): DAS28ESR >5.1] in each patient group during the 1 year follow-up period is depicted.
DAS28, Disease Activity Score using 28 joints; ESR, erythrocyte sedimentation rate

2UPTTEPaOMA @ 43 % dev TTETUXE ToV BepaTreuTikO 0TOXO0 (LDA/REM) o€ éva £T0¢ TTapakoAouBnong,

Thomas, Konstantinos et al. Therapeutic advances in musculoskeletal disease vol. 12 1759720X20937132. 28 Sep. 2020, doi:10.1177/1759720X20937132


https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7534096/figure/fig2-1759720X20937132/

O1 TrpaypaTIKEG «aANAYES» BepaTTEiag o€ EvEPYO VOO O— Real world data

2a. Mono csDMARD 2b. Mono bDMARD
(Nrarpy=852, Nepu=342) (Mrapips=604, Ncou=217)
QRAPID3 & CDAI ORAPIDZ ECDA
100.0%
90.0% 11.6%
' 28 9% , Add/Switch to :l 26.7%
B0.0% Add/Switch to csDMARD  © S
csDMARD
70.0%
B0 Add/Switch to Add/Switch to | 26.5%
oo bDMARD BOMARD TSN
40.0%
30.0%%
20.0%%
2c. Combo csDMARD 2d. Combo bDMARD
10.0% {MraPiD3=218, Ncpa=88) {NrariDs=662, Ncoa=25T)
0.0%
RAPIDS COAl ORAFIDI BECDAI ORAPIDZ @CDAI
HRemission Blow W Moderate BHigh
Figure 1 : Disease Activity Instruments Used and Disease Add/Switch ta | 10.1% Add/Switch to |:| 11.3%

Activity Categorization at Baseline (n=40,256 RAPID3 and csDMARD

Y 12.5%
n=17,430 CDAI patients

Add/Switch ta 35.8%
bDMARD B

2upTtrépaca : 1/3 dev AANage

Bepartreia Kal Aag PNV TTETUXE

TOV GsmesUTIKO OTOXO Activity at baseline (limited to patients who had a visit with a disease activity measurement
occurring 7-12 months after the index visit ; n=3,249 RAPID3 and n=1,146 CDAI patients

Figure 2a-2d : Treatment Changes through 1 year for Patients in Moderate/High Disease

Arthritis Care Res (Hoboken). 2020 Feb;72(2):166-175



POS0594 MEANINGFUL IMPROVEMENT AND WORSENING IN PATIENTS WHO DO NOT ACHIEVE LDA AND
SWITCH THERAPY TO A NEW BIOLOGIC OR TARGETED THERAPY: RESULTS FROM THE CORRONA

REGISTRY

BeAtiwon aAAa 6x1 LDA/REM... To change or not to change

* O1 «<aAAayégy :

100 100
90 90
80 80
7 7
0 > 0 62 (66.7%)
° ©
£ 60 e
: -
g 0 .g S0
5 40 Q 40
= 32 (34.4%) 33(35.5%) ©
Q& 49 28 (30.1%) Q 20
19 (20.4%)
20 20 12 (12.9%)
. . IR
0 0
Meaningful Meaningful No Meaningful Meaningful Meaningful No Meaningful
Worsening improvement Change Worsening improvement Change

® CDAI thresholds of 26 u CDAI thresholds of 212

93% TWwV aocBevwy TToU BEATIWONKE aAAG dev TTETUXE LDA/REM d¢ev dAAage Ocpartreia oTo £€10C

Annals of the Rheumatic Diseases 2021;80:530-531.



....ETTICTPOPN OTNV ACOEVI HaG

« 2 XPOVIa HETA TNV Evapin OepaTreiag...

3-4 £1n apyorepa

— + Avagepotevn BeAtiwon
AN\ayn o€ 2 tnf(l) -ADA
DAS28 : 3,9 —

2uvéxion MTX

« oulATNON ME TNV
TTAaoYouoa yia
op100ETNON OTOXWV . g .
Eppévouoa péTpla evepyodTnTa

- DAS28: vooou



MeTpia Evepyotnta NOoou... gival TEAIKA pia OVO KATNYOPIA;

DAS28: 3,2 DAS28:5,1

REM/LDA Moderate Disease Activity High Disease Activity

T:2 T:10
S:2  DAS28: 3,36 s:-10 DAS28:4,33
VAS : 40 VAS : 40

TKE: 10 TKE: 10



Métpia Evepyornta Nooou... gival Aol o1 aoBeveig idiol;

O1 rapayovreg mou ka@opilouv Tnv Karnyopia

1 A. Biologic Naive Patients; Baseline Vs. End-Point B. Biologic Naive Patients: Baseline Vs, Change 2

3-

TABLE 4
g2 g
Identified prognostic factors and reported thresholds for patients with moderate RA % =
: :
Factor Threshold for progression Sources .
DAS23 =4 2 at baseline Kiely ef af , 2011 [20] o . 5 .
Njkiphm et f’d" 2015 [ﬁ] : ' Baseline HAQ ; 2 : 1 Baseline HAQ ; :
Presence of anti-CCP antibodies (_'PIES:BHCE at base]ine] Alemao ef al.. 2014 [E] C. Biologic Experienced Patients: Baseline Vs. End-Point D. Biologic Experienced Patients: Baseline Vs. Change
Alemao ef al , 2016 [7] 3 > R | 2
Kroot et al, 2000 [21] K '
g g
Barra et al., 2013 [10] 2 :
£ o 0
PDUS PDUS score 1 atbaseline  De Miguel ef af, 2015 [14] % g
w (5]

Abbreviations: DAS28: 28-jomnt DAS; PDUS: power Doppler ulirasound.

Baseline HAQ Baseline HAQ

DAS28 >4,2 , (+) APCA, utregpnxoypa®ikni upevitida, | HAQ,
€H(PGV|’COVTG| w¢ 6U0'|J€V€|’g Tl'pOYV(UO'TIKOl’ 'ITGdeOVTSg \Y/IDYAY 1.Rheumatol Adv Pract. 2019;3(1):rkz002. Published 2019 Feb 15. doi:10.1093/rap/rkz0

2. BMC Rheumatol 4, 63 (2020). https://doi.org/10.1186/s41927-020-00161-4




MeTpia Evepyotnta NOGOU... OI UTTOKOTNYOPIES

100 1
80 - “Higher” MDA
DAS28 : 4,2-5,1
5{] -
40 -
“Lower” MDA
o DAS28 : 3,2- 4,1
0 -
Total MDA "Lower" MDA "Higher" MDA nsplo-o-é-rapo| ME low MDA
(n=493) (n=294) (n=199)

emiteugav LDA | o€ éva £€10G

"LDA mMDA ®HDA 'ITGpGKO)\OUGI']OT]g

Fig.3 Outcomes among patients with moderate disease activity (MDA; n=493) in one year follow up

Thomas, Konstantinos et al. Therapeutic advances in musculoskeletal disease vol. 12 1759720X20937132. 28 Sep. 2020, doi:10.1177/1759720X20937132



VS persistence High MDA ... O1aQOPETIKOI «KOOUOI» |

« DAS28 cutoff 4,2 ...

HAQ Trajectories of the Patient Groups

< DAS28 Trajectories of the Patient Groups
pRLDA Group (Remission/Low RA) 7 5 . g > :
pPIMDA Group (lower-Moderate RA) # pRLDA Group (Remission/Low RA)
: PMDA Group (Moderate RA) hMDA pIMDA Group (lower-Moderate RA)
o = phMDA Group (higher-Moderate RA) _ p ———— pMDA Group (Moderate RA)
: 6 ——— phMDA Group (higher-Moderate RA) | 7
2 ‘ -
IS S ¥
phMDAZ S - S : :
< | D 5 : . .
=S - i S E i 3 : s - :
= : — = | . = -
= : i = - E : = :
= : = = i ::
£ : S £ : :
g = ' S :
= - Q3 Ty - I
Or 7 o : % - 3 ._ — - 5
2t : |
_0.5 1 1 1 1 1 1
(o} 10 20 30 40 50 60
Time in Months (5 years or 8 therapy time intervals) 1 o 1'0 2'0 3‘0 4'0 5'0 6.0

Time in Months (5 years or 8 therapy time intervals)

KaAutepn ékBaon oe Badog

TTEVTAETIOG KAl AlYOTEPEG
AoIwEEIG o1 aocBeveig pe pIMDA

Genitsaridi |, Flouri |, Plexousakis D, Marias K, Boki K, Skopouli F, Drosos A, Bertsias G, Boumpas D, Sidiropoulos P. Arthritis Res Ther. 2020 Sep 29;22(1):22




....KOl TTAAI TTiCW OTNV 000ev Hag

2019- ouvoyn TnG HEXP! TOTE TTOPEING

1 xpovo uera
* Htria emdeivwon

n aAAayn karnyopiac BioAoyikoU * AmoyonTteuon Tng aocBevoug
* 6 Xpovia TrapakoAoudnong
« MTX, 2 TNF (i) - HEPIKA AVTATTOKPION

* TTEPICTACIAKK XPAON KOPTI{OVNG

* uTtroAoitropevn METpia evepyoTnTa VOOOU

DAS28 : 4,10- 4,5
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¢ 2020- n wpa TOU «KAIVOUPYIOU»

1 éro¢ uera - 03/2021

« Mikpn BeAtiwon ...aAAd raAil éx1 LDA
 'Evapén Tofacitinib Ev péow mavonuiac

« DAS?28:
ouvéxion tng MeBorpeéarnc

Ailatpnon TnG TapoUoas aywyng




MeAAOVTIKEG OKEWEIG YIA TNV a0Bevh HaAG...

AlaTApnon TG TWPIVAG AYWYAS ; ... TTAPOAO TTOU OEV TTETUXALE TOV OTOXO
m

Step up o€ Rituximab ; ...last but not least

Switch o€ diagopeTiké JAK(I) ; ... JAK(i) vs JAK(i) —no DATA yet

TNF(i) cycling ; ... Zavd amé tnv apxn

AAAoO ;.... feel free to comment
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2e mpwipn PA n ypRyyopn emiteugn tng LDA/REM kai n diathpnon Toug , eac@alilel KOAUTEPN TTOPEIa
vooou o€ BaBog xpovou

Take home notes...

Treat-to-Target oTpATNYIKA HE AUCTNPN ETTITEUSN TOU BEPATTEUTIKOU OTOXOU OEV gival TTAVTA PEAAIOTIKI

H péTpia evepyoTnNTa VOO OU QTTOTEAEI HIO ETEPOYEVH ONAdA aCoOEVWYV Kal XPR{EI ECATOMIKEUOT TWV OTOXWYV
a1roé ao0eviy o€ aoOevh

2e eyKateoTnpéVn PA , Ta XapunAd emmitreda TnG METPIOG KATNYOPIOG EVEPYOTNTAG, Eival £VAG ATTOOEKTOG
OTOXO0G






