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O cuyxpovog BepaTtreuTikKog aAyopiOuog — EULAR guidelines
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EULAR 2016

EULAR 2019
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high disease activity; early joint damage;
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Add a bDMARD?
(current practice)
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a JAK-inhibitor® l

chieve improvement
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| targetat6 months |
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bDMARD

_~current practice
would be to start a

Improved
at 3 months
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Annals of the Rheumatic Diseases 2017;76:960-977.
Annals of the Rheumatic Diseases 2020;79:685-699.
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ISSUE: The FDA is requiring revisions to the Boxed Warning, FDA’s most prominent
Drug Safety-related . . . e . . epe .
Labeling Changes warning, for Xeljanz/Xeljanz XR (tofacitinib), Olumiant (baricitinib) and Rinvoq

(upadacitinib) to include information about the risks of serious heart-related events,
e cancer, blood clots, and death.
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ORIGINAL ARTICLE

Cardiovascular and Cancer Risk
with Tofacitinib in Rheumatoid Arthritis

Steven R. Ytterberg, M.D., Deepak L. Bhatt, M.D., M.P.H.
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for the ORAL Surveillance Investigators®
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EPIDEMIOLOGICAL SCIENCE

Tofacitinib and risk of cardiovascular outcomes: 4;: =

results from the Safety of TofAcitinib in Routine care ) o S

patients with Rheumatoid Arthritis (STAR-RA) study ? 4h

Farzin Khosrow-Khavar @ ," Seoyoung C Kim @ ,"* Hemin Lee ®," Su Been Lee,’ A

Rishi ] Desai © °
Analysis Waights (3] HR (95% C1)
Optum k & i 18.2 oS0 00,58 1o 1.44)

- Oedopéva 102,263 aoBevwyv pe PA s —— -

12,283 - TOFACITINIB

RCT-duplicate Cohart

Oplum ' e | 12.4 115 (0.47 o 2.53)
UTTOKATNYOPia 00BEVWV PE TTAPOUOIa XAPAKTNPIOTIKG B I A2
¢ ORAL SURVAILANCE ; ;

Hazard Ratic
Figure 1  Forest plot of propensity score fine stratification weighted
HRs and corresponding 95% Cls for composite cardiovascular outcomes
when comparing tofacitinib with tumour necrosis factor inhibitors in
patients with rheumatoid arthritis in RWE cohort (top panel) and RCT-

Mapopola eTITTTWON KAPOIaYYEIOKWY O€ OedOMEVA

KAOnNuEPIVNG KAIVIKAG TTPAKTIKIG METASU

TOFACITINIB ka1 TNF(i) duplicate cohort (bottom panel). RCT, randomised controlled trial; RWE,
real-world evidence.
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O cuyxpovog BepaTtreuTikog aAyopiBuog — EULAR guidelines

EULAR 2016

| Phase lll |l

HeTagL TnG aAAayn¢ otnv ida
N o€ dtadopEeTIKA Katnyopia

. aJak-inhibitor®

Failure for lack of
efficacy and/or
toxicity in phase |l

Change the bDMARD
Aev untapyeL Kopia Stadopd place any first bDMARD by

any other bOMARD
[abataceptor
IL-6-inhibitor® or
rituximab or a
{second) TNF-inhibitor*]
oruse

EULAR 2019

Phase |l

l

Change the bDMARD?® or
a JAK-inhibitor®? 3

(from a different or the same class)
———————,

2 NMEIWVETAI Hia
«TACN» UTTEP TNG

aAAaync tng
KaTnyopiag

Annals of the Rheumatic Diseases 2017;76:960-977.
Annals of the Rheumatic Diseases 2020;79:685-699.



O ocuyxpovog BepaTtreuTiKOg aAyopiBpog — ACR
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Rheumatoid Arthritis
Treatment Guidelines

MeBoTpegdTn WG
csDmards

Strongly Recommend:

/smmmmxmmm
a different DMARD

Start with methotrexate alone
+ rather than combining with a
biologic or a JAK inhibitor

Avoid taking corticosteroids,
" especially for long-term use

Use a “treat-to-target” approach to

o , help patients reach treatment
000 1O OUVATOV v goals

HIKPOTEPN XpNON
KopTI{OVNG

American College of Rheumatology Guideline for the Treatment of Rheumatoid Arthritis. Arthritis Care Res, 73: 924-939.

TayxuTepn

TTPOCONRKN
Bdmard/tsdmard

Tapering
OepaTtreiag akoun

Kol og LDA



Eival e@IKTH N TTARPNGS O1AKOTTI) OEpATTEIOG OTAV TTETUXOUHE TOV «OTOXOY |

Remission induction Remission maintenance De-escalation of DMARDs
- before joint damage - prevent joint damage - for drug holiday
+ Intensive treatments % Management and % De-escalation of DMARDs
with methotrexate adherence Dose reduction?
+ a bDMARD + Safety monitoring Increase interval?
or + a JAK inhibitor + Efficacy maintenance Withdrawal?

++ Patient-reported outcomes %+ Monitoring joint damage and flare
¢ Discontinuation of + Patient-reported outcomes

glucocorticoid and NSAIDs % Social remission and prognosis

Early, intensive Y ; .
% . Remission Deep Biologic-free Drug-free
and appropriate 5 o S . e
i : maintenance remission remission remission
intervention
e — — )

Disease activity, including SDAI, CDAI, HAQ-DI

Treatment duration (year)

Rheumatology, Volume 60, Issue Supplement_6, November 2021, Pages vil2—vi20,



Rheumatoid arthritis

ORIGINAL ARTICLE

DMARD-free remission as novel Notasspdiated  FSSouiicy
treatment target in rheumatoid arthritis: (nigher) Age 3

A systematic literature review of Gendey (el 4
achievability and sustainability o

| DTl 2 oA

MNepioooTEPO EQIKTA N
M Verstappen ©,1 E van Mulligen ©,2 P H P de Jong,2 A H M van der Helm- L S
Van Mil @12 6IGKO1T!| Gagam:lag O&
TTPWILN VOOO KOI OE °

(F = seling ==
avﬁgsg
Flares during tapering Early flares Late flares igher) ESR ==

tREACH 41.8% (34-50%) (< 12m after achieving DMARD-free status) (>12m after achieving DMARD-free status) )
ACT-RAY*X 42.4% (38-47%) BeSt* 10.4% (8-13%) Leiden EAC 0.3% (0.1-1%) (higher) CRP ==
i x q DREAM cohort* 11.8% (8-17% i - -
El Miedany et al X 75.0% (58-87%) ( ) IMPROVED  3.5% (2-6%) RF (posttive, /) = 2
= Anti-CCP (positive, y/n) = 2
>
=] ) )
< (higher) SHS score at baseline ==
3] DMARD-free status
§ | Erosive at baseline (y/n) ==
wy
[=] DMARD treatment Tapering DMARD-free status Sustained DMARD-free remission Shared epitope (y/n) =
| | | | |
% DFR achieved % DFR achieved % DFR achieved % SDFR achieved -2000 -1000 0 1000 2000
at DMARD-stop <3-6m after DMARD-stop <12m after DMARD-stop >12m after DMARD-stop 3 . .
ACT-RAY** 5.9% (4-8%)| | tREACH 5.0% (2-10%) || El Miedany et al.*21.9% (11-39%) | | Best* 11.6% (9-15%) Size of combined study populations
AVERT 18.4% (14-24%) || IMPROVED 23.0% (19-27%) DREAM cohort* 11.8% (8-17%)
BeSt* 22.6% (19-26%) Leiden EAC  17.8% (15-20% " p ; -
DREAM cohort* 23.6% (19-30%) IMPROVED 19.4% (16-23%) mmm Positively associated with achieving DFR
U-Act-Early*  24.3% (20-29%)

mmm Negatively associated with achieving DFR
mmm  Not associated with achieving DFR

10-20 % diaTripnoayv Tov BEPATTEUTIKO OTOXO META TNV OIOKOTTA TNGS BepaTreiac

RMD Open 2020;6:e001220. doi: 10.1136/rmdopen-2020-001220



H ocuyxpovn avTtipetwition tnG PA a@opd Kail TRV dIAXEIiPION TWV OUVVOOTNPOTATWV

Good control of CANCER Breast Cancer Cervical Cancer
RA : ; FEMALES FEMALES FEMALES FEMALES
Limitation and disease activity || CVD risk evaluation SCREENINGS AGE20-39 = AGE40&UP AGE21-9 | AGE30&UP
s very 5 years and
careful monitoring in case of major GU I DELI N ES Clinical Breast E

of glucocorticoid ) . MIiCal Kreast Exam Pap/HPV Cotest

e changes in RA Clinical Every year Fvery 5 years

therapy HUNTSMAN CANCER INSTITUTE Breast Biam Pap Test
Every year Mammogram Every 3 years
. Every year Pap Test
Caution when

Assessment of CVD Every 3 years
risk according to

national guidelines

prescribing NSAIDs,
particularly in case
of CVD or CVD risk

factors UlAR - SFSCORE Skin Cancer Colorectal Cancer Prostate Cancer
recommendations ADULTS AGE 18 & UP ADULTS AGE 50 & UP MALES AGE 50 & UP
regarding CVD risk Tak to a doctor about a Talk to a doctor about the
in RA R Use of TC, HDL-C in total body skin exam. Colonoscopy i 4
CVD risk CID Fisk avalistion ’ Every 10years benefits and risks of a PSA test.
management Assessment of lipids OR
according to - ideally in Stool-Based Tests
national guidelines remission or stable |-Uﬂ8 Cancer (FITor FOBT) Ora] Cancer
disease activity T E o
Adaptation of CVD —
Lifestyle changes risk prediction Talk to a doctor about Ta!ktofuoctorcbogt head
(healthy diet, models with a X 1.5 alow-dose CT scan. and neck screening,

regular exercise,
smoking cessation)

Carotid ultrasound -
considered as part
of risk evaluation
and screening for
asymptomatic ATS
plaques

multiplication
factor (where RA is
not included)

All people should talk to their doctors about what

cancer screenings are right for them.

HUNTSMAN

CANCER INSTITUTE

UNIVERSITY OF UTAH

! HEALTH

UNIVERSITY OF UTAH




=

H diaxeipion Tng avBeKTIKOU vOoOU




H ouyxXpovn avTIMETWITION TNG AVOEKTIKAG VOO OU

Evepyog/e¢eAicodpevn
vO0oO0G

[MpoBANMATIK)
dlaxeipion TG

, \V/o
ATtroTuyia o€ 0o0u

> 2 b/tsdmard

Difficult

to treat
RA

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



O aAyopi1Buog diaxeipiong TG AvOEKTIKNG VOO OU

4 ; : N\
AvOekTIKA PA persistent signs & - s i . . .
n Syrplome dearie ? if insufficiently efficient Points .tO COI"ICI!‘lder 11
treatment of RA overarching principles : A, B
@5 case meets definition of | no  take next step following RA @
r ') il .
AvoBsw pnon e DZTLRA. ) | treatment recommendations
, - es
VOOOU Kal agioAdynon . . yes )
P actively reassess RA J rediagnose and treat
ouvvoaoupoTnTwyv diagnosis: misdiagnosis? '\ adequately
l no
assess for comorbidities that:
- mimic arthritis signs & symptoms
’ 3 )- interfere with arthritis assessment
TpoTtroTroinon l
Bepartreiag Kkal
P ) S B arthritis activity present? ji J do not escalate DMARD- and
olaxeipion Twv (2)if in doubt: use ultrasonography L therapy

OUVVOOUPOTATWYV

N treatment nonadherence |
present?

yes

intensify or switch DMARD-therapy

manage comorbidities that limit RA-
treatment options @

‘Epgaon o€ un
POPUOKEUTIKA PETQ (4)
Exkmraideuon, self
management, doknon

discuss and optimise
treatment adherence

increase focus on nonpharmacological treatments,
J@@ including education, exercise and self-management

EULAR points to consider for the management of difficult-to-treat rheumatoid arthritis.Annals of the Rheumatic Diseases 2022;81:20-33.



H cuppeToxn Tou aocBeviy otnv ocuyxpovn avrTiNeTwTTIoNn TS PA

Evepyog

OUMHETOXN
otnv Bepaneia

E&eLc twng
(kamvioua Eovaoia
Ta pETPA auTodIaXEIPIONC TS VOOOU , CUUTTANPWVOUV aAAd Oev avTIKaBIoTOUV TNV

POPUAKEUTIKA BepaTTEia

i IS AASAS AT A 4

Atatpodn Y WUOTLKNA

2 WUOTLKO doknon
Bapog

Annals of the Rheumatic Diseases 2021;80:1278-1285.

Annals of the Rheumatic Diseases Published Online First: 08 March 2022. doi: 10.1136/annrheumdis-2021-222020



Precision medicine in RA

To napév CURREONT~S:.TUATION PERSONALIZED MEDICINE To [IéMOV;
ne size fits all Clinical phenotypes

DIAGNOSIS ® O © @

INITIAL TREATMENT

One size fits all vs. personalized e J

medicine by clinical phenotypes y
. 2

POSITIVE | I I | NEGATIVE

TREATMENT ) :

RESPONSE — >

Good vs. non-responders SS—— - A — S e “/‘ o \\‘\

— TRIAL & ERROR I_ (BIO)MARKERS l_ «
SECONDLINE = _ececcccccce o

. WVaad
TREATMENT Yo ves e H oeecevsococse Heoeoo, g - _
Trial & error vs. personalized :.

medicine using (bio)markers

TREATMENT
OPTIONS

JAKi TNFi IL-6 B-cel 080/ JAKi TNFi -6 B-cel oo

RMD Open 2021;7:€001653. doi: 10.1136/rmdopen-2021-001653



disease
reconstruction

Precision medicine in RA

precision
medicine /
E=
- &
/ \ predict treatment

response

B il

1’~

¥,

synovial
biopsy

N

identify pathogenic ' __
cell states in RA

P =] . e
j ®e [ s = disease
© = s = | deconstruction
- identify 2 st
patient-derived biomarkers  gefing RAIdisdase LS LR
arganoids heterogeneity sin e mult ¢
\ therapeutic target reconstruct tissue
valdiation ex vivo pathology in situ

H «atrodéunon» Tng vooou Kal N «avadounon» ECOTOPIKEUNEVNC BepaTreiac ;

Best Practice & Research Clinical Rheumatology Volume 36, Issue 1, March 2022, 101742



https://www.sciencedirect.com/journal/best-practice-and-research-clinical-rheumatology
https://www.sciencedirect.com/journal/best-practice-and-research-clinical-rheumatology/vol/36/issue/1

To «eyyug» HEAAoOV oTnv dlaxeipion tng PA ;

PREVENTIVE

ePROS
NON-INVASIVE DIGITAL
MONITOING

PREDICTIVE

MULTI-OMICS
WHOLE-GENOME
SEQUENCING

e DIGITAL BIOMARKERS

e HIGH-RESOLUTION

WHOLE-BODY IMAGING

PERSONALIZE ARTICIPATORY

DIGITAL INFORMATION

3D-BIOPRINTING

Al-GUIDED TREATMENT PROGRAMMES

ALGORITHMS SOCIAL MEDIA

COMPUTER-GUIDED EXCHANGE
CROWD-SOURCING

DIGITAL THERAPIES

CELL-THERAPIES PROJECTS

@epaTrevoupe Tov aoBevry , Kai OxI TNV vOo o Tou

Mucke J, Krusche M, Burmester GR. A broad look into the future of rheumatoid arthritis. Ther Adv Musculoskelet Dis. 2022 Feb ¢



P> Multi-omnics s

Clinical
/ inica

q Single cell . research

analvses e \__/

biostatistic

Clinical

practise

-

Mpo@iA acBevwy ;
E1501K6G aAyopIOpog ;

RA-ILD
Abatacept;

RA- CVD

Early RA
JAKi ;

TNF(i) ;
Tocilizumab;

Tocilizumab;
Rituximab;

Treat to target or targetto treat?



O ouyxpovog BepaTtreuTiKOG aAyopiBog otnv PA.. 20voyn

Tayxutepn eicodog b/ts dmards, aAAayEG o€ @APMAKA HE DIAPOPETIKO MNXAVIOHO dpaong

MeyaAUTepn ocuppeTOXN TWV aoBevwy ( self-management) Kupiwg oTnV avOeKTIKA vOoO

OlaXEiPION TWV CUVVOCUPOTATWY ( KUPIWG KapdIayyeIaKA)

Future research... ( precision medicine, tailored treatment)
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