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Disclosures

TiuntkA apotBn anod tnv AbbVie yia tn cUpHETOXN O€ QUTAV TV EKONAWGN

EKTLOULO EVTIKEG-EPEVVNTIKEG-CUUPBOUAEVUTIKEG EMLXOPNYNOELG TRV TEAELUTALO SLETILAL:

XapaAaunog Nanayopag: AbbVie, Genesis, Lilly, Pfizer, FARAN, DEMO, ELPEN, Janssen, UCB,
Boehringer-Ingelheim, Novartis, MSD, Sobi

Xplotiva ToaAhanakn: AbbVie, Amgen, Pfizer, UCB, Roche
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NAemtopEPELEC YVIaL TNV AEITTA

»  wupiaon (4

|/ IptéokukAitida (-)

I e W Zupntwpota ONE (-)
/ \
b )
| f\ 1] >> ‘ExeL A&t oto apeAOOv:
[ 9 MTX: tpavoapwacauio
u ’ 1\ ‘,J SSZ: pn oOTEAECHOTIKNA
* " ; ) * Etanercept, Adalimumab: B’yevig anotuyia

| EvawoOnoia 6€§Lou yAoutou, tpoxavtipa & Loxiov
Ao Zuykappn 4ng EOD 6€€Lou xepLov

j’ N
»- | // >> duown e§étaon:
\
|
\
)

\ )/ >> Schober 10—»14,5cm, Eknttuén Owpakog ~3,5cm, Ztpodpeg AMZZ ~30° apdpw
BASDAI 5/6/3/2/5/10: 4,7, Global VAS: 50mm, CRP 2mg/L, ASDAS: 2,71 (High)

AocOsvic pe AEITTA KOl GUMTTTWHOTA O AOVIKO Kol TTEPLPEPLKO OKEAETO PETA TG TTOAAEC YPOLULUEC

Oepancioc (csDMARDs, bDMARDS) pe ouvvoonpotnteg (6utoAkn dtatapayn, KAMVIoUO)






AnoteAsopata

1. Aktwoypadio A-O-OMZZ ko Aekavng
 EuOBeslwaocpogc AMIZ, yepuponold cuvdeopodputa A2-A5, oKARpuVen onicOlwv ywviwv
OTIOVOUALKWV CWHATWV
 Teduponoia ocuvdeopoduta deélov mAayiov ©06-07-08
 Itévwon 05-11
* lepoAayovitida Badpou 3 defla & 2 aplotepd, APXOUEVEG «EKPUALOTIKES» AAAOLWOELG LOXiOU
apdw
2. MRI epoAayoviwv & 8€€LoU Loxiou: Mikpr) utoxovopLvn eotia 00TIKOU OLOAMATOC OTNV IMEOcOLa

ywvia tng opodnc tng de€Lac kotUANG, mdavotata eK@UALOTIKNG atttoAoyiac. lepoAayoviec kd









EpwtApata

1. To MRI tepoAayoviwv gival epyaleio EKTNONG TNG EVEPYOTNTAC Yia KALVIKOUG GKOTIOUG;

2. Nwc avtipetwniletol n nepipeplki apOpitida otnv AEINA;



ASAS-EULAR recommendations for the management
of axial spondyloarthritis; 2022 update

1. To MRI tepoAayoviwv eival epyalAeio eKTinONG TNG EVEPYOTNTAC Yia KALVIKOUC OKOTOUG;

To MRI twv tepoAayoviwv apBpwoewv N tnc 22 unopel vo SWOEL Lo EKTiunon tn¢ aéovikng

pAeyuovrg.

* Houoxetion UETaéU TwV KAVIKWV SELKTWYV EVEPYOTNTAC Kol TG pAeyuovnc oto MRI givat uetpla.

 To MRI b€ ouotnvetal yia napakoAovdnon, dtott n aéio Tou mPoc¢ autnv tnv katevBuvon dev
elvat éekadapn, evw TO KOOTOC TTEPLOPLLEL TN TUXVN XPNON TOU

*  Eni aupiBoAiwyv yia tnv mpoEAsuon twv evoxAnuatwyv n ya tnv unapén eAsyuovwdouc

opaotnprotntac, to MRI uropei va BonGnoet va SLEUKPLVIOTEL av UTTAPXEL (PAEYLUOV KAl VOl

KATEUTUVEL UEPATTEUTIKEC ATTOPAOELC

Ramiro S, et al. Ann Rheum Dis 2023,;82:19-34



MpooBoAn woxiou & mepidpepikn apOBpitida otnv rAXSpA

38% twv aoBevwyv e A2 €xouv tpooBoAn tou Loyiou. H Beparmeia pe avtl-TNFa cuvodeuBnke
QO ULKPI OTEVWON TOU HECAPOPLOU SLOCTAUOTOC META 2,5 Kal 7 €1n

ASAS-EULAR (2023): 2e acBeveic pe mepudpepikn apBpittda cuotrivovtal ta csDMARDs pe
TIPOTLUWLLEVN €TILAOYN TN SSZ, n omola €xelL amodeiéel amoTEAECUATIKOTNTO O A0OEeVELC LE
nepupeptkn apBpitda, avtiBeta pe tn MTX rou dev €xel deifel amoteAeopatikoTnTA

ACR (2019): > € ev)ALkec pe evepyo A2 rtapa tn xpnon M2A®, cucTtAVoOULLE UTIO TIPOUTIOBECELC
Beparmeia pe SSZ, MTX ) tofacitinib €évavtL kaBoAou Beparmeiog pe avta ta pappaka. Tn SSZ kal
N MTX Bo IPETEL TIC OKEMTOMOOTE LOVO O€ aloBevelc pe poeEapyovoa TV ePLPEPLKN

apBpitda N otav 6¢ dlatiBetal avili-TNFa

Konsta M et al. ] Rheumatol. 2023 Mar;50(3):342-350
Ramiro S, et al. Ann Rheum Dis 2023;82:19-34
Ward MM et al. Arthritis Rheumatol. 2019 Oct;71(10):1599-1613


https://www.jrheum.org/content/50/3/342.long

OEPATEUTLKEC ETILAOYEC

1. AAAayn o€ 4° avti-TNFa mapdyovta
2. AAAayn o€ AAAO UNXOLVIOHO Spacng
* Avti-IL-17
* JAK inhibitor



ASAS-EULAR recommendations for the management
of axial spondyloarthritis; 2022 update

Phase Il l

if active axSpA confirmed

Switch to another bDMARD
(TNFi or IL-171") or JAK?

Re-evaluation of the diagnosis,
presence of comorbidities

AASDAS211
after at least 12

_Yesq

weeks?
{ Sustained remission:
No [ Continue consider bDMARD
tapering

Ramiro S, et al. Ann Rheum Dis 2023,;82:19—-34
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EvaAAaktiko avii-TNFa yia mooo;

Fig. 3 Drug survival of first-,
second-, and third-line tumor
necrosis factor-inhibitors. C/
confidence interval, SE standard
error, INFi tumor necrosis fac-
tor inhibitor

Study or Sut log[H | Ratio] SE Weight

SYSTEMATIC REVIEW

Drug Survival of Biologics in Treating Ankylosing Spondylitis:
A Systematic Review and Meta-analysis of Real-World Evidence

Hazard Ratio
IV, Random, 95% CI

q

Check for
updates

Hazard Ratio
IV, Random, 95% CI

13.1.1 Second TNFi vs First TNFi

Acar 2018 0.3075 0.0945 66.9%
Lindstrém 2019 0.3853 01342 33.1%
Subtotal (95% CI) 100.0%

1.36 [1.13, 1.64]
1.47 [1.13, 1.91]
1.40 [1.20, 1.62]

Heterogeneity: Tau? = 0.00; Chi?=0.22,df =1 (P =0.64); = 0%

Test for overall effect: Z=4.31 (P < 0.0001)

13.1.2 Third TNFi vs First TNFi

Acar 2018 0.4318 0.1147 69.0%
Lindstrém 2019 0.5008 0.1711 31.0%
Subtotal (95% CI) 100.0%

1.54 [1.23, 1.93]
1.65[1.18, 2.31]
1,57 [1.31, 1.90]

Heterogeneity: Tau? = 0.00; Chi2=0.11,df =1 (P =0.74); I’ = 0%

Test for overall effect: Z =4.76 (P < 0.00001)

_._

—_—

-~

0.7 1 1.5 2

Favours biclogic-experienced Favours biologic-naive

Yu CL et al. BioDrugs. 2020 Oct;34(5):669-679



Avti-IL-17 yia mooo;

rAxSpA, N=147

1.04 T TNFi<1?
| cC =
N “$= No-censored
X © res-censored
0.8 & PTP———
8 X p=0.027
b~ Y,
< %
3 0.6 RARan g Y
Q LS
«© N
n —
g . “
= 0.49 —
£
> et
S
o
\ 0.29
0.04
T T T T T
00 5.00 10.00 15.00 20.00
Follow-up (months)
No. at risk
TNFi <1 23 15 6 2 0
TNFi>1 124 81 41 23 1

Armagan B et al. Rheumatol Int. 2023 Jan;43(1):147-156

Treatment retention probability

AxSpA, N=906

1.0 4

0.9 4

0.8 4

0.7 4

0.6 4

0.5

0.4 1

0.3 1

0.2 - Secukinumab treatment line

1st line

014 - - - - 2ndline
------ 23rd line

0.04 Logrank P-value: 0.0586 + Censor
1 1 1 L] L] L] L]
0 2 4 6 8 10 12

Time (months) to definitive discontinuation of secukinumab within the first year

Number of patients at risk
1st line
2nd line

2 3rd ling

7 69 66 63 95 48 46
133 127 117 96 88 83 77
B892 B68 B89 812 454 414 374

Dougados M et al. RMD Open 2023;9:e002802.



Upadacitinib otnv rAxSpA

% AcBeveic

70
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UPA B Placebo 14 £BSONASES
65 65,4
52
45
40 38,3 T
26
\ 4
I 18
ASAS20 ASAS40 ASAS20 ASAS40
SELECT-AXIS-1 SELECT-AXIS-2
bDMA RD-na}'Ve bDMARD'IR Adapted from:

1. van der Heijde D, et al. Lancet 2019;394(10214):2108-2117;
2. van der Heijde D, et al. Ann Rheum Dis 2022;
3. Deodhar A, et al. Lancet 2022.



Upadacitinib in rAxSpA refractory to bDMARDs (SELECT-AXIS-2)

100 -8~ Placebo (n=209) Upadacitinib 15 mg QD (n=211)

80+
g [ B
; 6['- .{A‘i‘.i bk
= 45
3 T 41 b
S 104 34
+ g *

22
o
207 12 %//H
6 He
- 18
e 12 13 15 !:
0 — I I I { -
0 1 2 4 8 12 14
Time (weeks) sdlghiE:  §i 8 EeSTLE
T T
o
Wil i

van der Heijde D et al. Ann Rheum Dis 2022;81:1515-1523
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‘ ! .
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EE BLESE EHA CREFENE R B BILOAS LR ISR AR L CFiT]

Baraliakos X et al. EULAR 2023, POS1122



>> AnoteAsopatikotnta upadacitinib og rAXSpA avaAoya HE ThV
nponyouvuevn €k0eon oe bDMARDs

B Placebo = Upadacitinib 15 mg QD
1001

801

Response rate (%)

1
n=182  n=183 n=26 n=28 n=172  n=173 n=25 n=30
One prior bDMARD Two prior bDMARDs Prior exposure to TNFi* Prior exposure to IL-17i*

ASAS40

van der Heijde D et al. Ann Rheum Dis 2022;81:1515-1523



AvTi-IL-17 kot PUXLKEC SLaToPOXEC

Deodhar et al. Arthritis Research & Therapy (2019) 21:111
httpsy//doi.org/10.1186/513075-019-1882-2 Arthritis Research & Therapy

RESEARCH ARTICLE Open Access

Long-term safety of secukinumab in "’
patients with moderate-to-severe plaque
psoriasis, psoriatic arthritis, and ankylosing

spondylitis: integrated pooled clinical trial .
and post-marketing surveillance data

No elevated risk for depression, anxiety or
suicidality with secukinumab in a pooled
analysis of data from 10 clinical studies in
moderate-to-severe plaque psoriasis

Strober BE et al. Br J Dermatol. 2018 Feb;178(2):e105-e107

OAec o1 TTEPITTTWOEIC QUTOKTOVIKOTHTAC Eixav TOUAQXIOTOV
1 ammo 1a mapakdrw: KarabAiwn, ayxoc, aurvia, dITTOAIKN
olarapaxn, xpNnon wyuxodpaaoTIKwV @AapUAKWY,
aAKOOAIOUOC N/Kal WUXOAOYIKQA 1) KOIVWVIKOOIKOOUIKA
¢ninuara

2TIC HEAETEG TOU secukinumab arnv A2 dev ava@épbnkav

TTEQITITWOEIC QUTOKTOVIKOU TUTTOU AE



JAK inhibitors kot acdpaieia

Ta pappaka avtd Oa IPEMEL vaL XPOLLOTIOLOUVTOL GTOUG MOPAKATW acOeveic povo otav dev
UTtAPXOUV KATAAANAEG EVOAAAKTLKEC OEpATIELEC

*  HAwia 265 eTwv

Me avénpévo kivouvo yia peillova kapdiayyetaka ntpoBAnpata

e KOmvioTtEG ] MOV €£XOUV KATIVIOEL yLaL LeyaAo diaotnuo oto mapeAOov

*  Y{YnAou kKwwdUvou yia Kapkivo



JUVEXELQ...

> NMpoacBnkn Certolizumab pegol
Awakonry tpebvifoAbvng, AepAouvouidng
g . ) \) >>

A 'Ydeon TwV CUUMTWHATWY Ao To YAouTo, Lo)Xio
BASDAI: 3,6, ASDAS 1,9 (low)

M) >> Te 11 pAveg: VSpapPBpoc Seflol yovarog
* Napoakévinon, evéapOpLkd YAUKOKOPTLKOELOR—> UITOTPOT EVTIOC 7 NUEPWV

* A * MNpocOnikn MTX 15mg eBdopadiaiwg

> Meta dAAoug 4 pveg: avxevadyia pe GAeypovwdn XapoKTNPLOTIKA

Ynotpormnr cuuntwuatoloyiag;




JUVEXELQ...

>> ‘Evapén Upadacitinib 15mg nuepnoiwg
Awakornn Certolizumab pegol, MTX

- ) >>
s I
’ [ ) \ |\ Ze 1 pRva: Vpeon Tou 6TOVSUALKOU TOVOU KOlL TOU TOVOU oTo 6£§L0 yovato
- 1 KAwwkwg: avwduvog U6papBpog yovatog ou UMOXWPNOE TLG EMOMUEVEC EBSoAdEG
I | Vo
A 2,"‘ ‘ '\’\1 ,/\
N \\\ ‘[ /} = >>
¢ /,
\l | Chol 345mg/dL, Trg 173mg/dL, HDL 40mg/dL, LDL 270,4mg/dL
” \"
\ [( s"/‘v
\;/ > Awaxeipion kKapdloyyeLtakou Kvduvou

Awakornl Upadacitinib;




JAK inhibitors & Autidla

ORIGINAL ARTICLE

Effect of JAK inhibitors on high- and low-density lipoprotein
in patients with rheumatoid arthritis: a systematic review and network
meta-analysis

Baoet bebouevwy amo 18 ueAetec nou neptAauBavav 5
eykekpluevouc JAK inhibitors kot 6697 aoUeveic ue PA, ot JAK
avaoToAegic npokaAeoav ueon avénon tne HDL kata 8.11 mg/dl
(95% Cl 6.65-9.58, 12 = 82%) kat ueon avénon tn¢ LDL kata
11.37 mg/dl (95% Cl 7.84-14.91, 12 = 88%) o€ oxeon UE TV

apxn.

Li N et al. Clin Rheumatol. 2022 Mar;41(3):677-688



MnvuUpoTo oo To MEPLOTATLKO

* O gmunoAaopog twv acOevwv pe AEZA mou AapBavouv nén
OTOXEUMEVEG Oeparmeieg SLapkwe avEavetat
* MNapaAAnAa avéavetat kot n ovadoyia 60wV AmoTUXEL 0€ TTOAAEG

YPOMMEC Oepameiag

* H npooOnkn véwv Bepanevutikwv KatnyopLlwv npoodEpeL AVCELC OE
acBOeveic pe SUoKOAeC epLTWOoEeLC AEITTA, WOTE va 1N Xpeltaletal va
kotoupeVYouE o€ PApUOKA XWPLG artodedeLYUEVN amoTEAECHOTIKOTNTA

(MTX, GC...)




Ayxulonowmuki onovduloupBpindu
HAu & E5aUpOpIKES
EKONAWOELC
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AZoVIK oTTovOUAOOPOPITION KOOI AVATTOPAYWYIKK NAIKIA

H epupavion TnG AZ CUNTTITITEI HE TV AVATTAPAYWYIKI NAIKia

13% TWwV yuvalkwyv Pe AZ TTPOTIMOUV VA ATTOPUYOUV TNV TEKVOTToINON AOyw TNG vOoOU

(xpovio voonua, Tévog)

Emodcivwon vooou £wc kal 50% katd 1n didpkela eykupoouvng (10iwg META To 2° Tpiunvo)

KaAUTEPOG EAEYXOG TNG VOO OU
pre-conception counselling
2TEVN TTapakoAouBnon

SpA births Comparator births
N (%) N (%) Adj RR (95% C1)
Maternal outcomes
Among all births
Preedampsia 52(3.7) 414 (3.0) 1.32 (0.96; 1.81)
Gestational diabetes 28(20) 211 (1.5) 1.63 (1.10; 2 56)
Gestational hypedension 26(1.9) 245(1.8) 0.99 (0.65; 1.52)
Stiibrths 0(00) 51(04)
Among live births
Cesarean delivery 350 (251) 2533(18.2) 1.40 (1.25; 1.57)
Elective 214 (154) 1409 (10.1) 154 (132,1.79)
Emeorgency 136 (08) 1124 (8.1) 123(1.02: 148
Preterm birth 92 (6.6) 642 (4.6) 1.42(1.11;1.81)
Moderately preierm birth 85(6.1) 556 (4.0) 1.52(1.18, 1.97)
Very preterm birth 7(08) 86 (06) 0.71 (0.28; 1.76)
Medically indicated 28(20) 192 (14) 1.38(0.87; 2.18)
Spontaneous 64 (4 6) 446(32) 145(108:194)
Infant outcomes (lve births)
5-min Apgar score <7 19(14) 248 (1.8) 0.78 (0.47; 1.30)
Smal for gestational age 28(0.7) 273(20) 095(061. 147)
Large for gestational age 53(3.8) 490 (3.5) 1.07 (0.80; 1.43)
Infant infection 88 (6.3) 725(5.2) 1.23 (0.98: 1.53)

KAAUTEPN €KPacn TNG KUNoNGS (au¢nUEVOC KivOUVOG ETTITTAOKWV)
MIKPOTEPOG KiVOUVO UTTOTPOTINAG KATA TN OIAPKEIA TNG

r
EYKUPOOUVNG
Higher risk in Higher risk in
comparator births SpA births
>
S————d

-
PO N—
——t
05 10 20
Adustad Risk Rato (95% CI)

Meissner Y, et al. Ann Rheum Dis 2022

Hamroun S et al., Rheumatology 2022

M. @stensen et al, Autoimmunity Reviews 2012

M. Morin et al. Ann Rheum Dis 2022

van den Brandt et al. Arthritis Research & Therapy 2017



AZoVIK oTTovOUAOOPOPITION KOOI AVATTOPAYWYIKK NAIKIA

2
AlatrAakouvTIak JeTagopad IgG avTiowWPATWY = 151 R
> évapen META 1O 1° TPiuNVO €yKUPOOoUvVNG E_’w-
> KUPiWG OTO 3° TPiMNVO EYKUHOOUVNG & o —
0 % % w0 @ %

Gestational age, weeks

s [eploodTEPO peAETNUEVOI BioAoYIKOi TTapayovTec: anti-TNF

2020 American College of Rheumatology Guideline for the
Management of Reproductive Health in Rheumatic and
Musculoskeletal Diseases

++ Strongly recommend

Medication Pre-conception During pregnancy Breastfeeding |I

. + Conditionally recommend
Tumor necrosis factor

inhibitors (tumor |:| X  Conditionally recommend against
Recrosis factor inkibiors I x Stronoy recommend sgaint
are considered compatible

with pregnancy)

Certolizumab ++ ++ ++
Infliximab, o . + ++
etanercept, Continue through conception anunue in ﬂr‘st anq secpnd ‘
adalimumab, trimesters; discontinue in third
golimumab timester several half-lives prior
~ to delivery

J.M.W.Hazes, Rheumatology 2011
Sammaritano L., Arthritis & Rheumatology 2020



NMepintwon #2
> Q 35 eTwv

>> AC2ZTTA pe upnAn evepyoTnta

>> sc anti TNF etanercept 50 mg qwk

BeATiwon KAIVIKAG €IKOVAC (UTTOXWwPENON 00QUAAYiag)

BASDAI: 4.1 (a6 6.2)




JUVEXELQ...

1 £10C META TTPOCEPXETAI 0TO P/M 1aTtpeio
= AC2TTA o€ Ugpeon (BASDAI 3.3)
AANG avagepel

>> > KOINIakO GAyog atmé 2unvou

» OlapPOIKO OUVOPOUO

Od TTAPATTEJYPOUME TOV 00OEVA YIO YOOTPEVTEPOAOYIKN EKTIMNON?




2UMTTTWHOTA KOl onueia yia miBavh IONE

« Xpovia didppoia
« Xpovio KOIAIOKO aAyog (>3 HRVEG)

« Aigoppayia atro 1o opBo

« AmrwAcla Bapoucg (>5% Toug TEAEUTAIOUG 3 UAVEG)

* [lupeTdc (TTOU OEV PTTOPEI VO £¢NYNOEi Kal cuvodeUETAl UE QUENMEVOUC
OEIKTEG PAEYHOVAG

EmmpooBeTa
« QOikoyevelakod 10Topikd IONE
* Avaipia (TTou dgv PTTOPEI va £€nynBEei DIAPOPETIKA)

« [lep1edpikd aTOCTNMA ) CUPIYYIO (TTAAQIOTEPO ) TTPOCPATO)

« Nuxtepiva cupTTTwaTta (d1dppoia 1 KOIAIGKO AAYoG)
e  2TOMATIKEG APOEC (UTTOTPOTTIA(OUCEG)

C. Felice et al, Clinical and Experimental Immunology 2018



Key Clinical Pearls

WBC 8610 (1ToAu 70% )
Ht 39%

PLT 405000/uL
CRP 35mg/L (p1<5mg/L)

ApBpiTida (-)
Kolhid: ME, euaiocBnoia oto AE Aayovio B6Bpo,evTepIKOi AXO! K




Courtesy of Dr Tsalapaki

EiAeokoAovookOTTNON
Biowieg uttép NC

MRE



IONE ka1 ZTTA-eTIONUIoAOYia

AZ: x5 n emmitrrwon TNG IONE o€ ouykpion PE YEVIKO TTANBUCOHO

¢ 5-10% TWwV aoBevwyv pe AZ Kata TNV diIdyvwon £xouv kal IPNE
* 60% TWV aocBevwyv pe A2 Xpovia eVTEPIKN PAEYUOVN
(MOKPOOKOTTIKNA Kal I0TOAOYIKN) XwpEic KAIVIKNA eikova IONE

5-20% 0Oa gugavioouv KAIvIKR eikova NC evTog TnG SeTiag

Fragoulis GE et al, World J Gastroenterol 2019

Van Praet L, et al. Ann Rheum Dis 2014

Song In-Ho et al., Journal of Rheumatology 2008

De Vos M, et al. Gastroenterology 1996; 110: 1696-1703









O1 anti-IL-17 dgv éxouv Béon oTtn Oepartreia Tng IONE
/)| INTESTINE JOINT

." | ) Deleterious effect of IL-17

5 }":. ¥ overproduction in PsA and AS

AR IL-17 mediated effects under
A physiological conditions

e =S Defense against pathogen £
: ') ~ (extracelular bacteria and fungi) Cartilage degradation Synovial inflammation
\./ .~ B i J}'J\-
Anti-midfobial peptide production F xS .’} at: w, % S tm"m v .‘)
(i symergy with RC3-produced 1L-22) !J} § a T A" s g"nf;; oas y
LCN2 B-defensins Reglity ' Neutrophils ‘g-r‘ P
| ‘ Recruitment of phagocytic cells -
Deleterious effects of IL-17 | Beneficial effects of IL-17
Blockade : blockade

« 4 Joint Inflammation
* L Cartilage Degradation
* J Bone Erosion

* T Inflammation worsening
* ¥ Intestinal barrier
* P Suceptibility to infections (fungl)

Tuxalotroinuévn, OITTAG TUQPAR , placebo-controlled

phase Il peAéTn -

n= 59 pts ye CD. §

» 31% oTtaudarnoav Tpowpea TN MEAETN 8 T 1

» Méon peiwon Tou CDAI score v £30.6 - B Premcnmed P
ATav pyeyaAutepn atnv opdda placebo og ouykpion Avwa under crve ansyss

ME opada secukinumab AR e
(-63.1 points vs —29.2 points, p=0.043). GO sty e SPRSRD, 1 Fiee

18 Week

Fauny M, et al. Ann Rheum Dis 2020
Hueber W, Sands BE, Lewitzky S, et al. Gut 2012



JAKinh kai Bepartreia TS IPNE (Crohn disease)

1021 pts
Upa 45mg vs PCB yia 12 wks

Clinical Remission
At week 12

Endoscopic Response
At week 12
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o c
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Upadacitinib Placebo Upadacitinib Placebo
U-EXCEL U-EXCEED

Upadacitinib Placebo Upadacitinib Placebo
U-EXCEL U-EXCEED

Edward V Loftus Jr et al., N Engl ] Med. 2023 May 25



502 pts

JAKinh kai Bepartreia TS IPNE (Crohn disease)

Upa 15mg r} 30mg vs PBO yia 52 wks
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Clinical Remission
At week 52 in U-ENDURE

48%
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Endoscopic Response
At week 52 in U-ENDURE

15mg 30 mg Placebo
Upadacitinib

Edward V Loftus Jr et al., N Engl ] Med. 2023 May 25



JUVEXELQ...

‘Evapén adalimumab 160mg €Bd 0, 80mg B0 2, 40 mg/ 14nuepo

[Mpo0dEUTIKA BEATIWON CUNTITWHATWY

3urvou KAIVIKry upeon (TTARpNG uttoxwpenon d1appolwy Kal Tou
TTOVOU) PE OEIKTEC OPaOTNPIOTNTAC EVTOC PpuUOIoAOYIKWY opiwv (CRP,
KAATTPOTEKTIVN)

H evdookotTnon otoug 9 pAveG aveédelge BAEVVOYOVIKN ETTOUAWON

O aoBevr¢ TTapakoAouBeital oto El PeupatoAoyikd-IONE 1aTpeio



NlupuxoAouBnon uocBevous
AVTLIETOMON novou



>> Nepimtwon #3




ASAS-EULAR recommendations for the management
of axial spondyloarthritis: 2022 update

9 TNFi, IL-17it or JAKi# should be considered in patients with persistently high disease activity despite
conventional treatments (figure 1); current practice is to start a TNFi or IL-17it.

Rheumatologist's diagnosis of axial SpA

and

Elevated CRP or positive MRI-SIJ or
Radiographic sacroiliitis*

and
Failure of standard treatment

( )
[ ]
( )
{ oy || e st }

t least 2 NSAIDs over One local steroid injection if appropriat

4 weeks (in total) Normally a therapeutic trial of
sulfasalazine

and
High disease activity: ASDAS 2 2.1

[ ]
and
[ Positive rheumatologist’s opinion ]

Aidyvwon AyKUAOTTOINTIKAG OTTOVOUAOOPBPITIOAC YE ACOVIKI KAl TTEPIPEPIKI) TTPOCBOAN

‘Evapcn aywyng pe sc anti-TNF certolizumab

Ramiro S, et al. Ann Rheum Dis 2022



ASDAS: Ankylosing Spondylitis Disease Activity Score

disease activity.

BASDAL.

ASDAS is the ASAS-EULAR
preferred measure for assessing

ASDAS is a better index than

ASDAS Components

1.Back pain (0-10)

2. Duration of morning stiffness (0—10)

3. Patient’s global assessment of disease
activity (0-10)

4. Peripheral pain/swelling (0-10)

5.CRP

Disease Activity States?and Improvement Levels?

ASDAS-ID

<1.3

ASDAS-LDA

<2.1

ASDAS-HDA

ASDAS-vHDA

>3.5

Clinically important improvement: change >1.1 units vs baseline3
Major improvement: change 2.0 units vs baseline®



2UOXETION METAEU TNG EQAPUOYNS TWV OEIKTWV TTApaKoAouBnong Kai
MIKPOTEPOU KIVOUVOU dIakoTIi¢ TNG BepaTtreiag ue bDMARDs
(HR=0.70 (95% CI 0.55 to 0.88), p=0.003).

» A€iKTNG KAANG KAIVIKAG TTPAKTIKAG

1.0 -
Group A : composite index YES
5 . . =
0.8 - % w—  Group B : composite index NO
E
7}
E
®
2 0.6
c
o
=
v 0.4 -
2
5
% Log rank test : p = 0.0016
a 0.2 -
*®
0.0 -
o 6 12 24 30 3
Months of follow-up

Dougados M. et al, RMD Open. 2022 Mar



JUVEXELQ...

ETravektiunon YeTa ammo 3 MAVEG
>> BeATiwpevn aAAa eguEvouca oo@uaAyia

Alatapayn UTrvou-0ucBupia-un AEITOUPYIKR OTIC
KABNUEPIVEC OPACTNPIOTNTEC

MpokeiTal yia atroTu)ia oTtn Ogpatreia??




ASAS-EULAR recommendations for the management
of axial spondyloarthritis: 2022 update

1 The treatment of patients with axSpA should be individualised according to the current signs and

symptoms of the disease (axial, peripheral, extramusculoskeletal manifestations) and the patient
characteristics including comorbidities and psychosocial factors.

11 Absence of response to treatment should prompt re-evaluation of the diagnosis and consideration
of the presence of comorbidities.

* [lapouadia cuvvoonpotTwy (OA, IvopuaAyia) TTou eTTnpeddouv TNV
EKTIMNON TNG EVEPYOTNTAG TNG VOOOU N KATAOTACEWYV TTOU HIouvTal 2TTA

Ramiro S, et al. Ann Rheum Dis 2022



Key Clinical Pearls

Tender points FMS (+)
ApBpiTida Ae kata yovu apBpwaong £

CRP 3mg/l (<bmg/l)

Disease Activity States?and Improvement Levels®

% ASDAS-CRP = 2.2 (High disease activity)

<1.3 <21 >3.5



Fibromyalgia can complicate SpA diagnosis
and response to treatment

Poorer outcomes and
Response to Treatment

Managing FM may

High Prevalence in SpA improve outcomes

WO ’,
Wh4
f add
* 14-18% of patients with SpA * Patients with SpA and » Multimodal treatment
have FM comorbid FM have: approach may help to reduce
« Complicates SpA diagnosis, * Higher disease activity FM symptoms such as pain,
especially in women * Lower retention to TNFi fatigue

treatment « Could lead to improved

Zhao SS, et al. Best Pract Res Clin Rheumatol. 2019;33(3):101423;
Mease PJ, et al. ] Rheumatol. 2021,48(10):1528-36;
Bello N, et al. Arthritis Res Ther. 2016;18(1):42.






JUVEXELQ...

ETravekTiunon JETa amo 6 MAVEG
Emocivwon oogualyiag

>> BeATtiwon utrvou kai diaBeonc
[Mpwiv duockapyio~1 wpa, Eviovn KOTTWOonN
ASDAS CRP : 2,6

AguTEPOYEVAC ATTWAEIO ATTOTEAECHUATIKOTNTAG??



>> 9 pAveg META TN dlAyvVwON

Yo anti-TNF ;
"Evrovn oo@uaAyia ‘ Evepyog A2

Kotrwon
ASDAS CRP : 2,6




40% 1wV a0Bevwy pe AX ava@épouv upnAd etTitreda mévou TTapd Tn BepaTreia ye antiTNF >3 urjveg

% PATIENTS

100
90
80
70
6

=N w b u
o © [=] o o ©

0

Pain and fatigue levels by region

37.6

(n=705)
Global

32.0 37.2 35.2 86.1 413 39.1 402 31.8 88.9

(n=253) (n=328) (n=88) (n=36) (n=705) (n=253) (n=328) (n=88) (n=36)
N America EUS APAC T&ME Global N America EUS APAC T&ME
Pain Fatigue
mlow w High

= Low (n=4351)

Mental Health

Role Emotional ¢ {

Social Functioning

m High (n=261%) < A/G matched norms

Physical Functioning

Role Physical

Bodily Pain

General Heaith

Vitality

Strand V et al., J Clin Rheumatol
2021



Noévog otnv AX

PAeypovn

BAGBN 10TWV Kal TTEPIAPOPIKWY dOPWV
NeupoTrabnTikOg TTOVOGS

It pAeypovwdeLg apBpitideg cuvunmApXouVv CUXVA VEUPOTTAONTIKOG Kot LOLOSEKTLKOG

TOVogG
NevpomadnTikog
ﬁ

lotikn) BAGBN

I6108eKTIKOC
novog

BAGBN veupwvwy

METATPOTY| TNG EUMELPLAG TOU NpokaAeitat and dueon
nOVou péoa anod aAAayEg otnv EVEPYOTIOINON TWV
gvaioBnoia Twv veupkwy MEPLOEPIKWY UTIOSOXEWV TOU
odwv Tou mévou novou

Kupiwg otoxevouv otn dpAeypovn tng dpBpwong
KoL dpa Tov 16L0dEKTIKO TOVO

Slide Courtesy of Koutsianas Christos



21NV TTaBoPuaioloyia Tou I010DEKTIKOU TTOVOU EUTTAEKOVTAI TTOAAEC KUTTAPOKIVEC
0l oTToiEG oTOoXEUovTal a1To Toug JAKINnh

e 3ot L5402 ——
I *IL-SR
Mast cells‘ - S 5-HT é
’ 3 §-HT2

e lrHistamine s

- | o
e+ NGF
Neutrophils . . TrkAy,
‘ \ *__,__\--- 1o LTB, . < BLT1
“"\“— iy TNFa —« TNFR1
’ \- > R (05 [ ’IL-IR
Macrophages N X gp13
& N I6 . v
N EP1-4
\‘..: PGE2 .... ~Ligl r
Th17 cells . IL-17A
T cells !
‘ e LTI AN Nociceptor Neuron

Pinho-Ribeiro FA et al. Trends Immunol 2017



In patients with AS, UPA treatment improved patient-reported
measures of pain from baseline compared with placebo

Total Back Pain, 0—10 NRS Spinal Pain (BASDAI question 2)
Week BL 2 4 B 12 14 Week BL 2 4 B 12 14
- &
: g
b <
-\E:_ _4_ LR L LE S E.;- —4- o e
@ -5 & 54
Peripheral pain/swelling (BASDAI question 3), 0-10 NRS
Week BL 2 4 8 12 14
m -
E UPA treatment provided a
< reduction in total back pain and
2 spinal pain as early as Week 2
5 -a-
a

—4@— PBO (n=94) —— UPA 15 mg QD (n=93)

van der Heijde D, et al. Lancet 2019;394(10214):2108-2117



>> JUVEXELQ...

1 yAva apyoTepa

Ava@Epel BeATiwon Tou TTOVOU

ETTioTpo®r oTIC KAONUEPIVEC DPAOTNPIOTNTEC
ASDAS CRP: 2,2



>> Nepimtwon #4




N\ETITOUEPELEC ATTO TO LOTOPLKO

Nepypadel cupntwpota evleoitidog nrepvwv
Wwptiaon (-)

IptdokukAitida (-)

Zupntwpota ONE (-)

OLKOYEVELOKO LOTOPLKO
Natépag: ZIN
Mntépa: N. Hashimoto
» « 3 adepdéc, 1 adepdog, 2 yloL: UYLELG

Duowkn e¢€taon:
EvaioOnoia katadpuoewv axtAAeiwv & Tpoxavtipwv

2tpodEc AMZEZ 90° apdw, Ekmtuén OBwpakoc 4cm, Schober 10 — 17cm
BASDAI 6/6/0/6/6/5=4,7, Global VAS 90mm, CRP 0, ASDAS 2,64 (high)

AocOsviic pe AEITTA R cUVOPOMO XPOVLIOU ITOVOU;







>> AnoteAsopata

1. Aktwoypoadieg
 Owpakog: XIE
e OM2ZIZ: evOelaonAC & TETPpAYWVOTIOiNGN OTTOVOUAWY
e OMZIZ: euBelaopnadc, uTtdvola TETPAYwWVOToinong ortovoUAwWVY
e A&gKkAvVNG: Xwpic maboAoyikad euppota
2. MRI tepoAayoviwv:
e 2 £tn vwplitepa: Ztévwon-ockAnpuvon 6L LepoAayadviog apOpwon
e 1 €t0¢vwpitepa: 2 eotieg 0oTIKOU oLdpatog otn defLd LepoAayovia
apBpwon
* HLAB27+
* MetapoAocpoc CaZ*, TSH: kd

Courtesy of Prof. Pappagoras






>> EnavaAnntiko MRI tepoAayoviwv

2021

Courtesy of Prof. Pappagoras




EnavaAnntiko MRI tepoAayoviwv

2021

Courtesy of Prof. Pappagoras



Awayvwon: Mn aktwvoypadikn agovikn ZmA
‘Evapén Golimumab 50mg kaBe pRva
Metd 1 pva: 50% BeAtiwon TwWV CUUMTWHATWV TNG

Meta 3 piveg: alyog axtAAeiwv kat AlyOTeEPO paxXNng

EvaioOnoia kot mepLloplopag Kivntikotntog 6£€Lol oxiov & evBécewv axtAAeiwv

BASDAI: 9/7/8/8/8/8=8, Global VAS 80mm, CRP 0, ASDAS 3,46 (high)

AocOsviic pe AEITA ko amotu)ia o golimumab i} cUvépopo xpoviou tévou;







JUVEXELQ...

‘Evapén Adalimumab 40mg kaBe 2 eBdopadec

Ztadiakn BeATiwon TWV CURNTWHATWVY TNG

Meta 3 HAVEG: cUVEXNAC auXevaAyia Kat paxtaAyia, npépa & vUKTa mou dev
ennpealovtol and tnv Komwon & tnv avanavon

EvaioOnocia npooOiag avw Aayoviag akavOog defia kat e€lov woyiov,

katadpuong ayxtAAeiwv & EApATLALWY OLMTOVEUPWOEWV

AoOeviic pe AEITA ko arotu)ia os adalimumab i cuvdpopo xpoviov ovou;




>> 2u{Atnon Ke thv a.cOeviy




MnvuUpoTo oo To MEPLOTATLKO

* H duakpion tng attiog Tov movou otnv AEZTTA eival oUXVA EEOLLPETIKA

8U0KOAN, Lbilwe Otav UTtAPXOUV EVOELEELG «AELTOUPYLKOU» TOVOU

S 10{ * Arnouteitat MoAU koA KAWLKN EKTIHNON, CUVEKTINGN TWV
()
EPYOLOTNPLAKWV EEETACEWV KOLL ETILKOLVWVLA IE TOV/TNV QLOOEVN yLa TLG

OEPATEVTIKEG ETUAOYEG

GC, glucocorticoid



>> NMepimtwon #5




>> N\ETITOUEPELEC ATTO TO LOTOPLKO




>> EpyooTnpLOKEC EEETACELC







>> Yrdpxetl aykuAomointikn ortovOuAitida;




>> Enavepyetal to 2022




MRI OM22




Oetik0 MRI 22 otnv A¢ZmA

Descriptions of spinal MRI lesions and definition of a
positive MRI of the spine in axial spondyloarthritis:
a consensual approach by the ASAS/OMERACT MRI

study group

To B¢TikO yia orovOUAIKh pAsyuovn MRI opileral w¢ n

ITapouacia mpocliac n orrioBiag atrovOUAITIdOAS o€ =3 BEoeIC

Description

Technical facts

» Typically located within bone marrow at one or more of the four corners of » T1w: usually low signal intensity

vertebral bodies

» STIR: high signal intensity

» Often shaped triangular if located at a corner, but may also involve the whole

vertebra (MIL*)
» (CIL*, RLT)

Hermann KGA et al. Ann Rheum Dis. 2012 Aug;71(8):1278-88









>> ZUVEXELO...




> Meta 7 L) VEG...

Courtesy of Prof. Pappagoras






>> ‘EkBaon




NapakatAOUHE CUMMANPWOTE TN POopHa
aéloAoynong




