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BeATI®OON NPOYVWONG

Aletaha D et al, JAMA 2018 ;320:13



csDMARDs Eg, methotrexate,
leflunomide, sulfasalazine,

Synthetic DMARDs hydroxychloroquine
Targeted synthetic Eg, baricitinib, tofacitinib,
DMARDs upadacitinib , filgotinib

Biological originator TNFi:|adalimumab,
DMARDs certolizumab, etanercept,

golimumab, infliximab; IL-
6Ri: sarilumab, tocilizumab;
Costimulation-i:| abatacept;
anti-B cell (CD20):
rituximab

Biological DMARDs

Biosimilar DMARDs (currently for: adalimumab,
etanercept, infliximab,
rituximab)




EULAR recommendations for the management of
rheumatoid arthritis with synthetic and biological

disease-modifying antirheumatic drugs: 2022 update




OepaneuTikn npooeyyion — Bnpa 1

Phase |

No contraindication for methotrexate ( Clinical diagnosis of w Contraindication for methotrexate

L Rheumatoid Arthritis J

L

Start
methotrexate®

Combine with short-term .
glucocorticoids I Start leflunomide ¢

(reduce and stop as or sulfasalazine
rapidly as possible)

Improved
at 3 months
and achieved target at
6 months??

YEE—Q,

Dose reduction in

Continue : o,
sustained remission

SmolenS; etal: Ann:Rheum Dis:2022;0:1-16



< 2€ KBt vea diayvwon PA BpaxunpoBsoun (EWG ka1 3 HAVEG ) ouyXopnynon
AukokopTIkogldwV (GC) , wc Bepaneia YEPUPWONG, oOTnV evapén n otnv aAkayrn csDMARDs,

veEapTnTwe d000A0yIKOU OXNKATOC N 000U Xopnynone , K oTadiakn YEiwon kal d1IaKkonn Toug
O GUVTOMOTEPO KAIVIKA EPIKTO»




Alapkela Bepanciac ue GC —0sdopeva KAIVIKWV UEAETWV

12 months 24 months

Study PFT [95% CI] Study PFT [95% CI]
cobra light arm 1 (light) 2014 e 0.60[0.49,0.71]

cobra light arm 2 (classic) 2014 —— 0.60 (049, 0.71] IMPROVED early rem 2013 i 0.10[0.07.0.13
IMPROVED early ram 2013 -y 0.25 [ 0.20, 0.29] MPROVED arm 1 2013 004[-001,009
IMPROVED arm 1 2013 — 0.17[0.09, 0.25]

IMPROVED arm 2 2013 . 0.00[-0.02,0.02] IMPROVED arm 2 2013 Y 0.00 [-0.02, 0.02]
BeSt arm 3 2005 —a— 0.43]0.35, 0.52]

CareRA - classic 2016 i 0.08(0.02,0.13] BaStarm 3 2005 ——rt 0.28[0.20,0.35]
CareRA - slim 2016 HH 0.04[0.00, 0.09]

CareRA - ag 2016 H- 0.05[0.00, 0.04]

CareRA = zlim {|ﬂ"."|l':| 2016 —— 0.05 [-D.I!]E. 312] Pooled {Iz =9?.55:| — 040 [ 0.01,0 22]
Poolad (12 =08.77) ——— 0.22 [0.08, 0.37] I I T | |

| I I | 01 0 01 02 03 04
-0.2 ] 02 0.4 06 08 Proportions of tnal taking GCs

Proportions of frial taking GCs

OUYKEVTPWTIKN avaloyia aoBsvwv uno aywyn pe GC PeTa Tnv apxikn Ospansia «yepupwonc»
- 0,22 oTouc 12 unveg
- 0,10 ota 2 €1n

90% TwV acBevwv diakonTel Ta GC, 10% AapBavel aywyn HETAANO 2 ETN oo s



Aiapkela Bepaneiac pe GC —6edoueva KAIVIKWV PJEAETWV

Table 4 IPD meta-analysis results of GC use after the initial GC bridging schedule in patients starting with GC bridging
All included studies intercept only model Sensitivity analysis (oral GC use only)
OR (95%Cl) Probability OR (95%Cl) Probability
Still/Again using oral GC xx months after bridging schedule ended*:
1 month 0.22 (0.07 t0 0.72) 0.18 0.42 (0.33 to 0.53) 0.3
3 months 0.12 (0.06 to 0.23) 0.11 0.16 (0.09 to 0.29) 0.14
& months 0.07 (0.03 to 0.19) 0.07 0.13 (0.05 to 0.29) 0.12
12 months 0.08 (0.03 to 0.21) 0.07 0.14 (0.06 to 0.32) 0.12
18 months 0.08 (0.03 to 0.25) 0.07 0.16 (0.06 to 0.40) 0.14
p (95%Cl) B (95% Cl)
Mean cumulative GC dose (mq) at predefined time points from baseline:
& months 1218 (415 to 2021) 1622 (727 to 2518)
12 months 2118 (1606 to 2631) 2373 (1934 10 2812)
=3 months continuous GC uset (% yes) at predefined time points from baseline:
12 months 0.22 (0.12 to 0.39) 0.18 0.25 (0.14 to 0.48) 0.2
24 months 0.43 (0.25 10 0.72) 0.3 0.47 (0.28 to 0.80) 0.32

- H miBavoTnTta cuvexouc xopnynong GC pera Tn Oepaneia yepuUpwong ival xapnAn

- 1 apyxikn 0oon & 1 dIGpKEIa YEQUPWONG
— 1 afpoioTikn 000N
— 1 mBavoTnTa napapoving o€ GC HETA TNV OAOKANP®WON TNG APXIKNG XOPNYNOoNG

van Quwerkerk L: et-al:Arthritis Rheumatol-2022:0::1-8



Alapkeia Bepaneiac pe GC —dedopeva

« OI KAIVIKEG HEAETEG OEV AVTINPOOCWNEUOUV TRV KABNUEPIVR KAIVIKN npa&n (auoTnpo NpwTOKOAAO)

« EAAINN dedopéva yia eniTeuén diakonng GC peTA TRV ApXIKN TOUG Xopnynon (6.yepupwong )

« ~ 50% aocBevmv AapBavouyv xpovia aywyn pe GC M

Curtis IR “et al:Semin Arthritis Rheum 2010;40:2-14 /Ocon Al-et al Ann'Rheum Dis:2021:;80:1522-9

Prednisone Utilization in RA Corticosteroid Utililization following RA

~o-All =®-Rheum =®=non-Rheum
< 3Imonths ~o-3-6months -—o-6-9months > 9 months 45%

40%

a
0% 35% = A
D 40% 2 |11 8 30%
w " 9250
© 30% /M'/ @ 2%
(&
B3

O 900
& 20% :\\‘\ A WH d

T S :  15%
T <=l a0 >h = —
10% e g — 10% \
5%
" 0%
A P P P QIO F PP PO DN OO 0 A 0
R Rl o ) 012 3 456 7 8 9 11113 1415
Year Time following diagnosis (year)

van:Quwerkerk L:-et al-Arthritis: Rheumatol-2022;0::1-8 Hanly JG J Rheumatol- 2021;48:977-84



Alapkeia Bepaneiac pe GC —dedopeva

Eival acaAng ka1 anoTeEAECHATIKN N HAKPOXPOVIA Xopnynon HiIkpwv 30oewv GC o€ agOeveic >65 eTmv ?

@ CLINICAL SCIENCE

Low dose, add-on prednisolone
OPEN ACCESS INn patients with rheumatoid arthritis aged 65+:
the pragmatic randomised, double-blind
placebo-controlled GLORIA trial

 Tuyxaionoinuevn, OINAN - TUPAN, NOAUKEVTPIKN, EAEYXOULEVN LIE EIKOVIKO (pAPUAKO, 28 XWPEC, 2 £TN

« 451 aoBeveic pe PA, >65 eTwv

» 63% npedvilovn 5mg/day vs 61% &gikovikO PApPLAKO

« DAS 28 ~ 4,5 / diapkeia vooou 11 €tn / ouvvoonpotnTec (2,1 ) / 79% uno DMARDs

 [pwTevovTa KATAANKTIKG onueia: evepyoTnTa vooou (DAS 28) kal NooooTo aoBevwy PE 2 1 onUavTikn
avenmupuntn evepyeia (ZAE)

« AEUTEPEUOVTA KATAANKTIKA ONUEIa : akTIVOAoyIKn €EENIEN, OOTIKN UYEid

Boers: M et:al Ann:Rheum Dis:2022;81:925-936



long-term response (DASz28)

charnge abzolute
o0 - A -
primary mode!
—o.g - &
g placebo 3.5
—a._ K 3.0
prednisalaons
—3 O T r . 2.5
o0 TR 4.5
rrrodtel witfr timne
trevitrrment interaction
—0.5 5.0
=1.0 35
—1.5 3.0
—2.0 2.5
0.0 — .5
a5 abrservierd
—0.g — &0
—1.0 -3-5
—1.54 -3.0
—2.0 ' - . : : 2.5
o 3 b 1= 18 2& rmoanths
n 2oa 18z 165 153 171
S, 1O 153 137 154
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response at 3 months (34)

EULAR

2

cderate e eles

ACR

|
A=

50 7o

disease activity state

. N

mm prednisclone

mm placebo

[ —

rimirmal Boolean
disease activity  remission
(DASZE < > Ga)

« XapnAoOTEPN EVEPYOTNTA VOOOU
(DAS 28) kata 0,37 ornv opada
NG npedvilovne (p< 0,0001) oTa

- 1 avranokpion oto 1° 3unvo

« AIYOTEPN AKTIVOAOYIKN EEENIEN KATA
1,7 (p=0,003)

Boers: M et:al Ann:Rheum Dis:2022;81:925-936



patients (34)

=13
bo o placebo 1005 pre g
[ ] nd
: « prednisolone - =
1 75 ]
40 ]
\ .l,
1 i
. P00
b1
204 | _
' 25+ total infections:
I'-._ 1 placebo 184
. — ] prednisolone 253
ot ety 5 o S e e —r—r—
0 g 10 15 o 25 Lo 75 100
number of infections/patient cumulative infections (%)
=10 <27
30 100 = o
-
[ ] &
% ] =10
L =54
75 o
20- ] ’
g ¥ 5
L A
: RO+ =3
18
10-(4 0" il- =1
.,'-l..: 1 )
3 '; %0 total AE:
'..""' placebo 732
ol ’-“- ] prednisolone 589
o L [+ i E— : :
0 10 20 30 0 25 50 75 100
number of AE/patient cumulative AE (%)

» ZAE: 60% vs 49% Xwpic
OTATIOTIKA onpavTikn diagpopad
(p=0,02)

« H nAsioyneia Twv aoBevov
eU@AvIoe TNV peloyneia Twv AE

« AE: 1 AOIpWEEIC

« Aiakonn Aoyw AE :14% aoBevwv Kai
OTIC 2 OUAOEC

- H npooOnkn xaunAwv d0o0swv GC oc aoBeVeic
>65 eTWV €UVOEi TN oTABHION OPEAOUC —
KivOuvou

OMAC ....
'Eykupa 0edopeva aopaleiac ( AE ) npokunTouv

kaToniv xopnynonc GC 2 5 £étn — avaykaiotnTa
NEPAITEPW OEOOUEVWV

Boers: M et:al Ann:Rheum Dis:2022;81:925-936



XOPHIH2H GC

Aduvapia diakonnc Twv GC Aoyw evepyoTNTAC VOOOU = anoTuyia 0epansuTikKnG paonc — T2T
NpoOoEyYYIoN

KopTti{ovoeEapTnon >4 unvec = opioTikn anotuxia DMARD — spappuoyn T2T

Xopnynon GC >6 pnvec = xpovia Anwn GC < Bepansia cuvtNpnonc («— avattoTEAEoUATIKOTNTA
DMARD kai EAAEIYN CUHHOPPWONC aoBeVOUC N/ Kal pEUHATOAOYOU)

AnoBappuvon Bepaneiac yepupwonc pe GC oe evapén bDMARDs 1 tsDMARDs
bDMARDs 1 tsDMARDs — atroguyn xpoviag xopnynong GC , | avemriBUUNTEG EVEPYEIEG
Agv ouoTtAveTal n Xpnon GC og aAAayn A évapén csDMARDs trapoucia bDMARDs n tsDMARDs

2€ unoTponn ? - hJovo-oAiyoapBpikn : Tonikn xopnynon GC
- noAuapBpikn — anotuyia DMARD — T2T mrpoogyyion

Smolen:S; et-al:: Ann Rheum:Dis 2022;0:1-16



OepaneuTIKN NPOCEYYION — BRua 2

s -
~ No
Phase Il
Poor prognostic factors present | Poor prognostic factors absent
(RF/ACFA, esp. at high levels;
high disease activity; early joint damage;
ailye of 2 2 csDMARDs)
Add a bDMARDS; Change to or add a second
Consider use of a conventional synthetic DMARD
onl a\{‘t‘tﬁi.slgz'lsbsgsﬂ;ment“ l Leflunomide, sulfasalazine, —
. Y alone or csDMARD combination”
(plus glucocorticoids)
Improved

at 3 months

and achieved target at
6 months??

YES _Q/ e ™\
Dose reduction /

interval increase® in

sustained remission®
e _J

Continue

SmolenJS; et-al::Ann:Rheum Dis 2022:0:1:16



Eni anoTuyiac otn Bgpaneia 1" ypapunc Kal napouoiac QUOKEVWY NPOYVWOTIKWY NApayovTwVv
(RF+,anti-CCP+, 1 evepyoTnTa vooou, diaBpaaeic, anotuxia>2csDMARDs), XopRnynon bDMARD.

H xopniynon JAK avaoToAéwv (JAKi) AapBaveral unoyiv Karoniv otadpiong
OXETIK@WV NApayovr®wv Kivouvou.




NapayovTec KivOuvou yia kapdloayyeiaka cuuBauara kal Kakonoeleg

HAikia >65 eTov

Kanviopa (evepyo 1 oTo napeAdov)

ZA, AY, nayuoapkia

IoTopIKO TPpEXOUOAC N NapeABouonc kakonBsiac (NAnv PN HEAQVWHATIKOU KAPKIVOU TOU 3EPHATOG
MMKA)

Au&npevocg kivouvoc yia 8poupospBoAika cuppapara

OEM

KA

KANPOVOUIKEC d1aTapaxEC TNEG NNENG, 10TOPIKO BpouBwOoNG

aywyn HE opHOVOAOYIKA avTIOUAANNTIKA OKEUAoHaTa N Oepangia opHOVIKNG UNOKATACTAONG
akivnronoinon, peifov Xelpoupyeio



The WEW ENGLAND JOURMAL of MEDICINMNE

ORIGINAL ARTICLE

Cardiovascular and Cancer Rusk
with Tofacitinib in Rheumatoid Arthritis

Steven R. Ytterberg, M.D., Deepak L. Bhatt, M.D., M.P.H.,

Ted R. Mikuls, M.D., M.S.P.H., Gary G. Koch, Ph.D., Roy Fleischmann, M.D.,
Jose L. Rivas, M.D., Rebecca Germino, Ph.D., Sujatha Menon, Ph.D.,
Yanhui Sun, Ph.D., Cunshan Wang, Ph.D., Andrea B. Shapiro, M.D.,

Keith S. Kanik, M.D., and Carol A. Connell, R.N., Ph.D.,

for the ORAL Surveillance Investigators-




To Tofacitinib oxerileTal pe uwnAo kivouvo ep@avionc MACEs kal kKakonOeliwv o acOeveic
He PA ,> 50 eTwv, HE TOUAGYXIOTOV 1 napayovTra kapdiayyeiakoU KivOUVOU, CUYKPITIKA HE
Touc anti-TNFa napayovrec.

B Incidence Rate for MACE
104

201
1.5

1.0-

Incide noe Rate per 1000 Patient-Yr

0.0

Tofacitinib,
5 mg Twice
Daily

No. of Patients with First Event/Total No. %)  47/1435 3.2)

No. of Patient-r

Incidence Rate per 100 Patient-r (95% C)
NNH [patientyr) vs. TNF Inhibitor

NNH (over 54t period) vs. TNF Inhibitor

5166.32
031 (067-1.21)
567
113

Tofacitinib,
10 mg Twice
Daily

51/1456 3.5)
4715
105 (078-138)
113
b

Combined TNF Inhibitor
Tofacitinib
Dosas
911 34) l SFEHSI !l.ﬁil
32, 5045.27
038 075-113) 073 (052-10])

B Incidence Rate for Cancers, Excluding NMSC

30
£
g 15
£
§ 201
{13
L
g 10 1 1 } {
-
%
£
Tofacitinib, Tofacitinib, Combined  TNF Inhibitor
SmgTwice  10mgTwice  Tofaciinib
Daily Daily Doses
No. of Patients with First Event/Total No. ')  62/1455 43) 601456 [4]) |1121911¢41|| a1y |
No. of Patiant-Yr 43143 BILTL 45230
Incidence Rate per 100 Patient-Yr (9556 €I~ 113 (087-145) 113 (086-145) 1.11{1194-1.35] 077 [0.55-104
NNH [patient-yr) vs. TNF Inhibitor 176 g - -
NNH [over S-yr period) vs. TNF Inhibitor 55 55 —~ -

Ytterberg SR-et:al:N:-Engl ) Med:2022;386:316-26



Tabls . Adwerse Events [Safefy Analysis Population, 28-Day On-Treatment Timsa).*

Event

Adverse event — no. ()
serous adverse svant — no. [3£)

Criscontinuation of trial treatment due to adverse event — no. (58)

Permanent discontinuation
Temporary discontinuation]

Adverse events of special interast

sarious infaction — no. [3€)
Hazard ratiovs. THF inhibitor (955 C1)

Adjudicated opportunistic infection — no. [3£)9

Hazard raticvs. TMF inhibitor (953 C1)

All herpes zoster, serious and nonserious — no. (54 |

Hazard ratiovs. TMF inhibitor (953 C1)
Adjudicated hepatic event — no. [5€)

Hazard ratiovs. THF inhibitor (955 C1)
Adjudicated NMSC — no. (3]

Hazard ratiovs. THF inhibitor (955 C1)
Adjudicated pulmonary embalism — no. {3£)

Hazard ratiovs. THF inhibitor (955 C1)
Adjudicated 0VT — no. (36)

Hazard raticvs. TMF inhibitor (9553 C1)
Adjudicated VTE — no. (3¢)

Hazard ratiovs. THF inhibitor (955 C1)
Adjudicated death from any cause — no. [3€)

Hazard ratiovs. THF inhibitor (955 C1)

Tofacitinib, 5 mg
Twice Daily
{M=1455)

1333 (91.6)
351 (24.1)

210 [14.4)
665 [45.7)

141 {9.7)
1.17 {0.92-1.50)
39 (2.7)
1.82 {1.07-3.09)
180 {12.4)
31.28 (2.44-4.41)
46 (3.7)

1.29 (0.83-2.00)
31 (2.1)

1.90 {1.04-3.47)
9 [0.6)

7.93 (0.79-10.83)
11 {0.8)

1.54 {0.60-3.97)
17 (1.3)

1.66 (0.76-3.63)
26 (1.8)

1.49 (0.81-2.74)

Tofacitinib, 10 mg
Twice Deaily
[N - 1456}

1344 [92.3)
100 [26.8)

104 [20.9)
736 [50.5)

169 (11.6)
1.48 (1.17-1.87)
44 (3.0)

2.17 (1.29-3.66)
178 (12.2)
3.39 (2.52-4.55)
72 (4.9)

2.14 (L43-3.21)
33 (2.3)
2.16 {1.19-3.92)
24 (1.§)
8.26 (2.49-27.43)
15 (1.0}

2.21 (0.90-5.43)
34 2.3)
3.52 (L74-7.12)
39 2.7)
237 (L34-4.18)

THF Inhibitor
[N=1451)

1308 (90.1)
306 [21.1)

210 [14.5)
576 (39.7)

119 (8.2}
Referant
71 [1.4)
Referant
58 {4.0)
Referant
35 [2.4)
Referent
16 (1.1)
Referant
3 0.z

Referant
7 {0.5)

Referant
10 (0.7)
Referent
17 (1.2)
Referent




HxASCVD
Log-rank p-values:
— Tofacitinib 5 mg BID vs — TNFi, p=0.112
— Tofacitinib 10 mg BID vs — TNFi, p=0.098
_| — Combined tofacitinib doses vs — TNFi, p=0.062
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YNOXPEMTIKI N EKTINNOT TOU KAPOIAYYEIAKOU KIVOUVOU Kal TNG aBnpooKANPWTIKNG KAPOIAYYEIAKNG
vooou (2N, 1oxalpikn eykepalonabela, neEPIPEPIKN apT. VOOOC) O€ KABE aoOevVR unNnoWnPIo yia xopnynon
Tofacitinib




auoTnpPEC NPOEIOONOINCEIC !

2uotaon FDA

EEaTopikeupEvn a§ioAoynon opEAouc-kivouvou npiv Tnv xopnynon JAKi (Tofacitinib,
Baricitinib, Upadacitinib)

H xopnynon JAKi o€ aoOeveic HE OXETIKOUC NApPAYOVTEG KIVOUVOU GUCTRVETAI KATONIV
anotuyiac n duocave€iac os = 1 anti-TNFa

EMITAKTIKN N EVNHEPWON TOV ACOEVOV

zuoraon EMA

« yopnynon JAKi o€ nANOUOHOUC A0OEVWV HE OXETIKOUGC NMAPAYOVTEG KIVOUVOU HOVO EPOCOV
Ocv gival 01a0£01peC KATAAANAEG EVAAAAKTIKEC OEPANEUTIKEC ENIAOYEC

« Meinong doong o€ opadec acBevwv pe 1 kKivouvo VTE, kakonOeiac, MACE



xopnynon JAKi

« O aImoAoyiko¢ pnxaviopocg Bepaneiac pe Tofacitinib kal avenbuunTwv cupBAPdTWV NAPAPEVEl aoapng

« Ta dedopeva aopaleiac Tou Tofacitinib apopouv aoBeveic pe napayovTeg Kivouvou

« Aev unapxel evoeiEn 1 kivduvou pe Tofacitinib vs anti-TNFa o€ uyir) nAnBucuo

« Ta dedopeva aopaleiac Aoinwv JAKI sival evBappuvTika BAcel KOOPTWV KAl ENEKTACNG KAIVIKWOV HEAETWV
(anokAglopOC aoBevwv PE OXETIKOUC NapayovTeg KivOoUuvou)

« H eAAe1yn €101ka OXESIAOHEVMV KAIVIK@OV HEAETWV Yyia Aoinoug avaoToAeic JAK dev pnopei va
anokAgioel Tov oXeTiI{Opevo Kivouvo yia pn —TOFA JAKi

BB u.s. National Library of Medicine

ClinicalTrials.gov

This post-marketing study s designed to compare the safety of baricitinib versus fumor necrosis factor (TNF) inhibitars with respect to venous iromboembalic events (VTES) when given o participants with

heumatoid athets,. 00000 Sdvlvpe®

Allocation:
Intervention Model:
Masking:

Primary Purpose:

Official Title:

Actual Study Start Date @ :

Estimated Primary Completion Date € -
Estimated Study Completion Date € -

Interventional (Clinical Trial)
2600 participants
Randomized

Parallel Assignment

Mone (Open Label)

Treatment

A Randomized, Active-Controlled, Parallel-Group, Phase 3b/4 Study of Baricitinib in Patients With Rheumatoid Arthritis
April 25, 2019

April 14, 2025 Smolen JS, et al. Ann Rheum Dis 2022;0:1-16/ Taylor P et al Ann Rheum Dis 2022;81:335-43
February 1, 2026 Garaffoni C et al Clin Exp Rheumatol 2022;40:1247-1257



OspansuTikn NPooeEyyion - Bnua 3

“‘*-.l.-"'

Phase Il ]

Improved
at 3 months

and achieved target at

Change the bDMARD ** or
JAK-inhibitor®

6 months?’

Yesl

Continue

No

._)

AN

/

\

Dose reduction /
interval increase® in
sustained remission’

SmolenJS; et:al./Ann ' Rheum Dis 2022:0:1-16



OepaneuTikn Npooeyyion - fnua 3 ouoraon 10

Eni anoTtuxiac otn 6gpaneiac 2" ypappnc (b/tsDMARD) xopryynon aAhou bDMARD 1y tsDMARD
(ouveyilovtac Tn ouyxopriynon csDMARD.) Eni anoTtuyiac anti-TNFa n anti-IL6R, xopnynon
(PAPHAKOU HE O1aPOPETIKO HNXaviopo dpaong N 2° anti-TNFa n_2° anti-IL6R

» Ao@aleia kal anoteAeopatikoTnTa sc Sarilumab og switch ano iv Tocilizumab

Emery P-et al ACR:Open:Rheumatol:2020;2:672-80

« Aopaleia kal anoTeAeopaTikoTnTa Sarilumab og aobeveic e avenapkn avranokpion og Tocilizumab

Kal JAKI Tony H-P et al Rheumatol Adv Pract 2022;00:1-7

« Switch og JAKi katoniv diakonng 1°¢ JAKi oxeTiCeTal pe 1 enifiwon Tou (papuakou OUYKPITIKA JE

switch o€ anti-TNFa , €10ika eni noAAanAnc anotuyiac o bDMARDs.
Amstad-A et al: Rheumatology 2023;62:89-97

AvaykaloTnTa TuXalonoinUeEVWV PHEAETWV Yia eniBeBaiwon dedoPEVWY aoPAAEIac Kal anoTEAEONATIKOTNTAC

SmolenJS; et:al./Ann ' Rheum Dis 2022:0:1-16



Phase llI

!

Change the bDMARD*?or
JAK-inhibitor®

|

Improved

at 3 months
and achieved target at

6 months?*

.

\
Dose reduction /

interval increase? in
sustained remission?

|




BepaneuTikn npooeyyion - Bnua 3 ouoraon 11

O€ QuOTNPA NapaTeTapevn Upean (2 6 priveg) kal EPOCOV £XOUV dlakonei Ta
GC duvartornta oradiakng peinong b/tsDMARDs kai/ n csDMARDs

H kAivikn ekBaon ival aveEaptntn ano 1o noio DMARD Ba peiwBei npwTa

H apxikn otadiakn peiowon eite Twv csDMARDs €ite Twv anti-TNFa napayovriwy Ogv enipepel
KOOTOAOVIKEC OIAPOPEC

>uvanogpaon aobevn kal peupaToAoyou

H diakonn au&avel ToO NOOOOTO UNOTPOMNWY — avaykn enavaxoprynong nponyoUHEVoU BepansuTikou
OXNHATOG

Evbappuvon yia peiwon doonc N auénon YecodiaoTnuaToc kal oxi diakonn

SmolenJS, et-al: Ann-Rheum Dis 2022;0:1-16/ van-Mulligen E-et al Ann Rheum Dis 2020;79:1550-6
Smolen:JS: et al:’Ann Rheum Dis 2020;79:685-99



Pleura:
effusions

Lymph nodes:
reactive
lymphadenopathies

Kidney:

amyloidosis

Gut:
amyloidosis

Bone marrow:
anemia
thrombocytosis

Nervous system:
peripheral
neuropathy
(mononeuritis

multiplex)

A

E€wapbpikeg ekdnAwoeig PA

Eye:
scleritis :
keratoconjunctivitis

Pericardium:
effusions

Lung:
fibrosis
nodules
effusions

splenomegaly

Muscle:
wasting

Skin:
thinning
ulceration




Respiratory disease in rheumatoid arthritis
Tnterstitial Mo ouxvn n OlIapeon nveupovikn vooog (ILD)
Interstitial pneumonitis/fibrosis (RA-ILD) >600/0, 100/0 KAIVIK& éKGnAn

Usual interstitial pneumonitis (UIP)

Organizing pneumonia (OP)

MNonspecific interstitial pneumonitis (NSIP)

S b - 1 @vnToTnTa Vs PA xwpic ILD ( 5¢etia : 39% vs 18,2/
10¢eTia : 60%- vs 34,5%)

Pleuroparenchymal fibroelastosis (PPFE)

Mixed morphology

Rheumatoid nodules - UIP (Usual Interstitial Pneumonia ) : 66-70% — nTmxn

Rheumatoid pneumoconiosis (Caplan's syndrome) ¥ i

Apical fibrobullous disease snIBImon VS Hn UIP npOTUHG (3,2y VS 6,6Y)
Airway

Cricoarytencid arthritis/central airway obstruction

Obliterative bronchiolitis

Bronchiectasis

Follicular bronchiclitis

Mapayovrec Kivouvou via PA- ILD

Chronic small airway cbstruction

Pleural

Pleuritis

1 nAIKia

Pleural effusion

Pleural thickening

¥
Cheolesterol {(chyliform) effusions KanVIopq
Lung entrapment and trapped lung
Chest wall

Thoracic cage immobility 'Appsv (pl"AO

Pulmonary vascular

Pulmenary hypertension 1 TiTAo1 RF, ACPA

Vasculitis

Other

1 EVEPYOTNTA VOOOU (apBpiTida)
Drug-related

Venous thromboembolic disease

Solomon 1], et al. Eur Resp J 2016;47:588-96
Hylgaard C, et al. Ann Rheum Dis 2017;76:1700-6

7 Lung cancer



No ILD NSIP pattern UIP-like pattern d Partial improvements
of UIP-like pattern

PD3

DAS28 1.24 DAS28 3.51 DAS28 7.38 DAS28 1.13

Akiyama M. Autoimmunity Reviews 2022;21:103056



Aitia 6avaTtou PA -ILD

1) O&cia emdeivmon PA — ILD 20%, nTwxn npoyvwon G [|apAayovTEG KIVOUVOU
- UIP npoTtuno

» Nea n unapyxouaa diayvwon PA — ILD - 1 EVEPYOTNTA VOOOU

« AveEnyntn emideivwon n €EENEN duonvolac TIC TEAsuTaiec 30 NUEPEC

« Neec aMoiwoeic Baupnc uaAou apgoTeponiseupa os CTHR

« Anouogia Aoipwénc

» AnokAEIOUOC aploTePNC kapdlaknc avenapkeiac, NVEUUOVIKNC UBOANC , ,
MNapayovTec KivOuvou

- UIP npoTuno

- 1 €kTaon IVOTIKWV BAaBwv

- KL-6 ( Krebs von den Lunghen-6 )
> 665U/ml

2) NpoodeuTikn ivwon PA — ILD 10-50% PR

» | FVC > 10% Tnc npoBAENOUEVNC TIUNG

« | FVC 5%- < 10% + enideivioon avanveuoTIKWV CUUNTOUATWY N EMOEIVWON
¢ ivwonc (CTHR)

N ENIOEIVWOON aVANVEUOTIKWY CUPNTWUATWY Kal ivwonc

3) KakonOsia nveupova

4) AoIHWEEIC, NVEUHOVIA
Akiyama M. Autoimmunity Reviews 2022;21:103056
Mena-Vazquez N. J Clin Med 2021;10:874












Table 1. Clinical trials of antifibrotics for ILD, including RA-associated ILD (RA-ILD).

Drug Study name  Design and population Phase Clinical trial Status
identifier

Nintedanib INBUILD Efficacy and safety of nintedanib in patients Il NCT02999178 Completed
with PF-1LD

Nintedanib NA A follow-up study investigating long-term 1 NCT03820726 Active, not
treatment with nintedanib in patients with recruiting
PF-ILD

Nintedanib NA An expanded access program to provide - NCT03843892 Available
nintedanib to patients of non-1PF-ILD who
have no alternative treatment possibilities

Pirfenidone TRAIL1 Safety, tolerability, and efficacy of [l NCT02808871 Enrollment
pirfenidone in patients with RA-ILD closed

Pirfenidone RELIEF Efficacy and safety of pirfenidone for [l EudraCT 2014- Completed
progressive, non-IPF lung fibrosis 000861-32

DRKS00009822

Abatacept APRIL Safety of abatacept in RA-ILD; the - NCT03084419 Recruiting
investigators will perform a small clinical
trial to assess the feasibility of performing
a larger randomized controlled trial

Tofacitinib versus PULMORA Effects of tofacitinib versus methotrexate 1" NCT04311567; Recruiting

Methotrexate on clinical and molecular disease activity EudraCT 2019-
markers in joints and lungs in early RA 004179-38

Allogeneic bone NA Safety of allogeneic bone marrow-derived I NCT03929120 Recruiting

marrow derived- mesenchymal stem cells for ILD in patients

mesenchymal stem with connective tissue disease

cclls

ILD, interstitial lung disease; NA, not available; PF, progressive fibrosing; RA, rheumatoid arthritis.

Liang M, et al. Ther Adv Musculosk

el Dis 2022,14: 1-15




Avtiyeronion PA -ILD (1IV)

Nintedanib (svdokutTapioc avactoréac kivaoov Bupolivne)

°  avTi-IvVOTIKN dpaon

- avaoToAn "katappaktn” onuatodoTnonc Twv platelet-derived growth factor receptor a and b
(PDGFRa,B), fibroblast growth factor receptor 1-3 (FGF R1-3) and vascular endothelial growth
factor receptor 1-3 (VEGF R1-3)

- 'Eykpion FDA (2020) yia Tn Bgpaneia xpoviwv IVTIKWV diapecwv nveupovonabeiwy (ILD) pe

NPOOJEUTIKO (PAIVOTUNO

- EmBpaduvon pubuou peimonc tnc FVC

Flaherty KR, et al. NEIM 2019;381:1718-27
Akiyama M, et al. Autoimmunity Reviews 2022;21:103056



Avtiyeronion PA -ILD (1IV)

INBUILD peA£Tn - unoavaAuon (89 acBeveic us PA)

« To Nintedanib peimoe onuavTika Tov £Tnoio ouvTeAeotn eAaTTOONG TNG FVC oTic 52wk vs
placebo (-82,6ml/y vs -199,3ml/y)

< OgnuavTikn avaoTaATikn Opaon otn peimon TG FVC peTa Tov 6° pnva spaneiac

- Alappoia n ouxvoTepn aveniBuunTn evepyela (54,8% nintedanib vs 25.5%/placebo)

< 0pIOTIKN OlaKkonn papuakou Xwpic oTaTioTika onuavTikn diagopd (19% nintenanib vs 12,8%

placebo)



AvTtigyetwnion PA -ILD

Four major causes of death in RA-ILD

.——-_—K__“
//f ~ \\\
I/‘ Acute exacerbation )

A\ of RA-ILD

/ 2.3
{ — \
\ Lung cancer )

\'\.\_ R

/»/‘--_ ‘ --‘\_\\
7 Infectious \
" pneumonia Py

Preventive strategy Remission induction

Glucocorticoid
Achievement of remission or low and/or
disease activity of arthritis Intravenous cyclophosphamide
(Non-TNF inhibitors > TNF inhibitors) and/or
Calcineurin inhibitor

Active arthritis No active arthritis

Achievement of remission or low

disease activity of arthritis
(Non-TNF inhibitors > TNF inhibitors) Anti-fibrotic agent (nintedanib)
and/or
Anti-fibrotic agent(nintedanib)

Preventive strategy Early detection

Smoking cessation Annual screening by chest CT

Preventive strategy

Vaccination with pneumococcal
and/or influenza vaccines

Prevention for pneumocystis
pneumonia

Akiyama M, et al. Autoimmunity Reviews 2022;21:103056



RA-ILD
[

Baseline evaluation

HRCT, Lung function testing (FVWVC and diffusion capacity),
G-minute walk test {&GMWT); other options: ultrasound,
bronchoalveolar lavage, (cryo) lung biopsies, etc.

Follow-up evaluation \I/

N

e “ N N
Mo clinical signs Clinical signs: High risk: Low risk
dry cough, exertional dyspnea, and male, age, smoke history, positivity of RF or
fatigue; “velcro-sounding” crackles ACPA, HRCT pattern, baseline lung function
|
S

Scheduled Re-evaluation: Scheduled
follow-up HRCT (standard), Lung function testing (FWC and diffusion capacity) follow-up

Disease assessment of RA-ILD:
MMultidisciplinary evaluation

(rheumatology, pulmonology, radiology; histopathology if needed)

N | N/

Subclinical Clinical
Supportive intervention®; Supportive intervention®*; Adjustment of DMARDs for RA;
DMARDs per RA treatment’; ~ Initiation of immunomodulatory therapy for ILD®: glucocorticoid,
Scheduled follow-ups MMF, AZA, CYC, TAC, CsA (decision should be made according to
\l/ \L, age, ILD pattern”, progression, morbidities, etc.)
e

subclinical Progression to clinical —— |

N

Maintenance

Responde MNon-responder Progression abilization
treatment P [+ g
\L S’ \l/
Maintenance Adjustment of immunosuppressants; Maintenance
treatment Initiation of antifibrotics (nintedanib, pirfenidone) treatment

Responder MNon-responder Progression Stabilization

%
Liang M, et al. Ther Adv Musculoskel Dis 2022;14:1-15 Consider evaluation for lung transplantation




ouunepaouara I

v' 01 veeg ouoTaoelc TNG EULAR goTialouv o ao@paAeia OEpaneuTikK®wV ENIAOY®WV Kal
CUHHOPPWON

v H xpnon Twv GC napapEvel EVUPEIa kal Xpovia napd 1o NAR60C Twv OEPANEUTIKOV
ENIAOYWV KAl TOV YVWOTMOV NAPEVEPYEIOV NOU OXETI(OVTAI HE TN XOPRYNON TOUC

v/ AuoTnpn ouoTaon yia XpRon Touc ¢ Ospaneia “yepupwonc” ,BpaxunpoBecpua kai
aKkoAoUOw¢ d1akonn Touc

v Evnuepwon acOevn yia AE- avaykaioTnTa CUHHOPPWONGC agevouc Kal
PEUHATOAOYOU HE KaTeuOBuvThpIEG 0dnyiec ( T2T)

v/ ao@AAnG Kal anoTeEAEOUATIKA N HAKPOXPOVIA Xopnynon Hikpwv doocswv GC oc
NAIKIOHEVOUG AOOEVEIC — oTAOHION OPEAOUGC —KIVOUVOU



ouvunspdouara IT

ot agBeveic pe PA kal napayovTteg kivouvou yia MACE kal kakon0sia emiAoyn
bDMARDs ka1 ox1 JAKi

Alaxwpiopoc bDMARDs ano JAKi - ox1 opwc anoppiwn JAKi ano Tn ouyxpovn
OEpaNEUTIKN NPOCEYYION

EMITAakTIKNA N EKTipNOoN Tou kapdiayyelakou kivduvou, AKAN oe kaBe acBevn (c1d1ka
eni yopnynonc JAKi), orad@uion opEAOUC KIVOUVOU- EVIHEPWON KAl CUV-anoPaocn He
acBevn

Katoniv anotuyiag anti-IL6R duvaTtoTnTa xopnynong 2°¢ anti-IL6R

AuvaTtoTnTta oTtadiakng peiwong eite b/tsDMARDs eite csDMARDs , o€ auoTnpa
NAPATETAMEVN UPEDT



ouunepdouara I11

v" H PA — ILD oxeTileTal pE auEnuEvn voonpeoTnTa Kai vnrornTa
v" H uwnAn evepyoTnTa TNG vOOOU anoTeAEi napayovra Kivduvou yia PA-ILD

v' Mn anti-TNFa napayovreg (Abatacept, Rituximab, Tocilizumab) pei@mvouv Tov kiviuvo
€€aponc n/ ka1 6avarou

v' Z& npoodeuTikn ILD, xopnynon Nintedanib (1° avTivwTIKOG napayovTac EYKEKPINEVOC Kal
yia PA-ILD)- avaoTaATikn dpaon otn peinon TnG FVC pera Tov 6° pnva Ogpaneiag —
BeATi®dON NPOYVWONG



OTI) ouyxpovi npayuarikornTd ....

n Bepaneia TNS PA anoTteA&i NPOKANGCN Via TO PEUNATOAOYO:

gniAoyn cmoToU (PapHAKOU, Yid TO OWOTO ACOEevVN, TNl CWOTH XPOVIKN OTIYHR!



EVXXPLETW YLX TNV TLPOGOXN) 6KC
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