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Mepimtwon 1

Ffuvaika, 33 eTwv mpooepxetal Aoyw apBpitidbac AE yovatoc kat AP

MOOOKVNULKNC HE e€APOELC KOl UPEDELC o 1 €T0¢

Xwpic pwplaon, payoeditda, nponynBeioca oupoyevvnTIKA 1] YOLOTPEVTEPLKN

Aolpwén, xwpic omovOUALKO AAYOC, XWPLC OLKOYEVELOKO LOTOPLKO 2TTA

A/a tepolayoviwv= k¢, HLA-B27 apvntiko




AAyoplOpoc yia tn dtayvwon neplpePLKNC 2A

ApOpitda ) EvBeoitida  AaktuAitida
(xwpic oopuaAyia mapovoa) kat

A

Touldayilotov 1 amo: TouAdylotov 2 aro :

LEvéeiécicteporayovinides 1.ApBpitiba

HCEOPAPIES fj | ShaKeokmde , ,
2.Nooog Crohn 1 eAkwodng 4 Dreypovwdncooduatyto-onotesArote

KOAltda? 5 OwkoyevetakotoTopko-onovduiapbpittdac
3 Wwpiacn
4-Payoctditda
c eica hoinws

6-HLA-B27 (+)
e AnnRheum Dis. 2011;70:25-31



Epwtnon 1

Moo oTolxeial oo TO LOTOPLKO N/ KAl TIOLEC EEETAOELC MPWTNC YPAMUAC Elvall
KataAAnAa yia va artokaAudBel pior IONE;




Evtepikn dAsypovn otic omovOoulapOpomnadeLec
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YrokAwikn evtepkn pAsypovn otic ZMA

6.5% twv acBevwv pe A2 xwpic cupntwpata IONE teAka ekdnAwvouv CD/UC peta arno 2-9 £1n 2

70 -

1 Otela duoioloyikr) lotoloyia
€0 - Xpovia ¥y

50 -

Oeia OAeypovn

Yavia petantwon oc IONE

AcBeveic (%) pe evteplkni pAeypovn

Peripheral SpA nr-axSpA AS 3"; ”i 4 Xpovia QAsyupoviy

(n=16) (n=22) (n=27) )
Metanttwon og IONE 20%

Muwkpookorikn evtepik PAeypovn oto 46.2% twv aacBevwv pe ZNA




Mote mpemel va Pasw yia vOonLaL TTEMTLKOU TOV
PEVMATOAOYLKO acBevn ?

*OMot?

* ZUUMTTWHLOTLKOL?

* Auénmévnc iBavotntac acBeveic?
, ' , MBavotnta Uapéng
* Ymapxouv “onueia ouvayeppouv” ? VOGRAHATOC TEMTIKOU

*  YIAPXOUV POYVWOTLKOL MOPAYOVTEG Iou oXetilovtal

ME peyaAUtepn miBavotnta avantuénc IONE ?

* Yniapxouv BLodeiktec mov oxetilovrtal HE auEnUEvn

rbavotnta evieplkA¢ GAEYUOVAC ?




«RED FLAGS» yia IONE otov pevpatoAoyiko acOevi

OLKOYEVELOKO S ULTTOLOT loTopLKO N Avollio
lotopko IONE HITTWH Evpriuata H
Meilova (1) EAdocova (2/3)
eAlappota > 4 eBSopadEec e AntwAcla Bapouc (> 5% os 3 unvec)
e KotAlaKko¢ movo¢g >3 UAVEC * JTOMATIKEC APOEC
*[EPLMPWKTLKN) VOOOC e Avarpio
* ALLATNPEG KEVWOELG *[MupeTOC
*NUKTEPLVA CUUTTTWHOTOL e OKoyeveLOKO Lotopko IONE
LAcesvsig HE enipovn epldepkn apOpitida xouv peyaAutepn niBavotnta cuvomtapéng KAwvikng IONE J

@



H xpnowotnta tnc KaAnpotektivne otn dtadpopikn dtayvwon
CUMUTITTWHATWYV OTTO TO TTEMTLKO

2500 - . , .
, , , . E (o) A 0 IONE!
O H kaAmpotektivn KOmpavwy elval €vag runeda kahnpotektivng oe acBeveld pe 1O
akpLBAC N emepBatikog deiktng ya
. 2000 -
nv aflohoynon twv IONE
d Ta duolohoyika enineda 2 1500 - —l—
KOATIPOTEKTLVNC Elvall apKeTA akpLPn = T
oToV amokAELoUO Twv IONE ~ 1000 - . —
1 To 50 pg/g cut-off elvat n Tiun yo tnv 500 A J_
Sladopormoinon Twv acBevwy pe T T
IONE a6 touc vyteic(EdikotnTta 91%, . ‘ 1L 1 .
EvawoBnoia 95%, NPV 0.99)° IBS cD uc CD  CDactive  UC uc
remission remission active

1. Kotze LMD et al. Arq Gastroenterol 2015;52:50-4; 2. Lobaton T et al. J Crohns Colitis 2013;7:e641—
51; 3. Kennedy NA et al. J Crohns Colitis 2015;9:41-9.



A longitudinal study of fecal calprotectin @ e

and the development of inflammatory
bowel disease in ankylosing spondylitis

Eva Kingberg', Hans Srid™, Ame 5t3hl*, Anna Deminger’, Hans Carsten’, Lena Ohman®™
and Helena Forsblad-dElia ™

vH 5-g1n¢ emtinttwon tng Nooou tou Crohn avepyotav oto 1.5%

vTa vPnAa emtirteda KaATpoTeKTIVAG NTAV 0 CNUAVTIKOTEPOC TIPOYVWOTIKOC
delktng endaviong Nooou tou Crohn




H evéookomnnon pe kapoula eival mo evaiodntn otnv avelpeon
€AKWV O€ GUYKPLON UE TNV KOAOVOOKOTINON

Mehetn SpACE: H evdookottinon pe kayoula
amokaAuPe evteptkn pAcypovn tuttou CD oto
42% Twv aoBevwv o€ ouykplon e To 11% tng

koAovookoTttnonc' 50,0
50 -

m CE
60 - mIC

40 -

Ta supnuatTa NTav Tapopola o€ aoBevelc He N

’ ’ ' ' 30 -
XWPLE XPOVLA YOO TPEVIEPOAOYLKA CUUTITWUATA!

Patients (%)

20 -

10 -
AX\ayn Bepareiac: 65%
‘Evap&n anti-TNF Bepamceiag: 43.5% 0 -

No Gl symptoms Gl symptoms Total



H evtepikn pAsypovil we mMPoyvwoTIKOG mopayovtog otnv A2

2nuavTikn diagopd otov deikTn SPARCC peTagu Tng Xpoédviag
EVTEPIKAG PAEYHOVIG KAl TWV 0O0OEVWYV HE QUOIOAOYIKA

ICTOAOYIKR £IKOVO?2
I 1

p=0.045
" p=NS ' p=NS .
60 -
H trapouadia xpoviag eVvTEPIKAG GAEYUOVHG CUVOEETAI .
HE - 0 .
*  YwnAotepo Kivouvo e€ENIENG oe At S 40 - .
« More extensive BME of the SIJ12 8 H
«  YynAdtepo Kivduvo gu@daviong CD? 8:3
T 20-
Z I
O 1 1 1
Normal Acute Chronic

Gut histology




MapoAa avtad...
H enintwon tng eVIEPLKAC dAcypoviic OTNV OVTATTOKPLON ot Oepareia

Patients showing clinically important ASDAS
improvement after 3 months of TNFi

p=0.033

100 - 91

GIANT Study:
* H avramékpion otn Bepartreia ye TNFI

00
o
1

aglohoynonke o€ 24 aoBeveic ye A2, €K TwvV
OTToiIWV To 46% €ixav NIKPOOKOTTIKI EVTEPIKN

PAeypovn

Patients (%)
S (o))
o o

N
o
1

o
1

Normal biopsy Microscopic bowel
(n=13) inflammation (n=11)



Epwtnon 2

[uvaika 55 etwv pe vocoo Crohn unto alaBelompivn npooEpxetal Adyw apBpitdag 2Ns - 416

uetatapolodpalayylkng 6 amo ~1 £10¢
2to MRI untapyouv SLoBpwoelc oTic KEPAAEC TWV LETATAPOLWV

Mropel n alaBelomnpivn va avikataotabel pe pebotpetatn kot motec SoooAoyiec Ba nrav

KatdAAnAec kat yia tnv v. Crohn;




H xpnnon MZA® wc¢ ntpodiaBeokoc napayovtac yia ekdbnAwon IONE

Ertinttwon CD kat UC peta&u 1990 kat 2008 (amoppota)
Kat MZA®/ Aotiipivng (€kBeon)

Table 3. Risk for CD and UC, by Weekly Dose of NSAID and Aspirin Use*

Age-adjusted HR (95% Cl)

Multivariate HR (95% CI)§
ucC

Cases, n

Age-adjusted incidence, nt

Age-adjusted HR (95% Cl)

Multivariate HR (95% CI)§

1.00 (reference)
1.00 (reference)

47

8
1.00 (reference)
1.00 (reference)

1.13 (0.69-1.86)
1.09 (0.66-1.80)

23

7
1.03 (0.62-1.71)
1.00 (0.60-1.66)

1.72 (1.04-2.84)
1.68 (1.02-2.78)

20

10
1.38 (0.81-2.36)
1.30(0.76-2.21)

Variable 0 tablets/wk 0.5-1.5 tablets/wk 2-5 tablets/wk >5 tablets/wk
NSAIDs
Person-years of follow-up 600 068 314 140 198 903 182 207
CcD
Cases, n 48 25 24 26
Age-adjusted incidence, nt 8 8 12 14+

1.78 (1.10-2.89)
1.71 (1.05-2.77)

27

15%
1.90 (1.18-3.07)
1.78 (1.10-2.89)

Neotepa MIAD syouv pikpotepn ToEwkoTnta otny IONE




Xpnon MZA® otnv AZ os oxéon pe tnv umopén IONE

AcBeveic pe AZ Ttou Ttpokettal va AaBouv (neyaiec dooelg) MIAD

4 4

Xwpl¢ ounmTOuata SULTITWATA OTTO TO TIETITLKO
QLTIO TO TIETITIKO (diappota, TTOVOC, aipa)

MPoYyVWOTIKOL TLAPAYOVTEC ﬂ SNUELA CUVAYEPLLOU

Ei\eoKOAOVOOKOTINGN

4 4 4 4

Bloyla ywplic dAeyuovn povo Eikova oupfatn

C dAeyupovn LIKPOOKOTILIKA ne IONE
Kaputa evepyela

Y ' 4 4 4

EAcUBepn xpnon MZAD EAcyXOuUEVN XpAoN Attodpuyn MZAD
MZAD



MeOotpe€atn: Eva avoooAoywko “mapadoéo”

i Met - Artieg pewwpevng xpnong peBotpegarng ota IONE
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H MeBotpefatn eivarl anoteAeopatikn coav Oeparneio epodou Kot
ouvtAPNOoNC oTNV KOPTLKO-e€apTtwHevN V. Crohn

’ 4 ’ ’
Bspaﬂsm 8(')050\1 Bspuﬂsla ouvTnPNoONg
@ Placebo B MeBotpedtn 100 7t
< %  p=0.025 p=0.003 p=0.92 90 p=0.04
< 39.4 39.0 40.0 80
§ g 20- MeOotpefatn
_'g' g 1 65%
W 257 .8. 60
.E >= 507
= ¢ Placebo
S 40 19%
o
: 0 - 38 ’lll 1 1 1 1 1 1 1 1 1 1
OMoi ot YPnAd-enineda XoapnAa-enineda 0O 4 8 12 16 20 24 28 32 36 40
acBeveig Mpedviiovng Mpedviiovng EBSOMASEG META TRV TUXALLOTIOLNON



Oclonovupivec N pebotpeéatn

Clinical remission (%) >

(Hhﬂcalrenﬁsshnl(ﬁﬁ}:u

,,_.
=
=

80+
60 1

40-

=1 At week 16
P=0222

68.6 %

78.9%

MTX (n=51)

~94.3%

88.9%
- 74.3% 75.6% '
60.0%
- 53.3%
4sia 44.4%

TPs (n=57)

B MTX (n=35)
| TPs (n = 45)

week 36

week 16

week 48 week 64

ECCO statement 6A

After the first presentation if remission has been
achieved with systemic steroids, a thiopurine [EL1]
or methotrexate [EL3] should be considered.

ECCO statement 6D

Immunosupressive naive patients who are
dependent on corticosteroids should be treated
with a thiopurine [EL1] or methotrexate [EL2] or
anti-TNF based strategy [EL1].



H peBotpetatn otic e€wevtepikec ekOnAwoelc twv IONE

ECCO Statement 2F

Treatment of underlying gut inflammation is often sufficient to treat
peripheral arthritis [EL2], although short-term NSAIDs or local steroid
injection provide symptomatic relief [EL4]. Short-term oral
corticosteroids are effective [EL 3], but should be discontinued as
soon as practicable.

In persistent arthritis, sulfasalazine [EL2] and methotrexate [EL4] may
have a role. Anti-TNF therapy is appropriate and effective in resistant
cases [EL2]




H xpnnon MTX otnv voco Crohn auvéavetat dtapkwc

Mocooto Xxpnon¢ pebBotpeatnc we mPWTINC EMAOYNAC
ovoocotpornornontikol otnv IONE
Aoon epddovu : 25 mg/wk

—

o

o
|

p < 0,005

80 Aoon cuvtipnong : 15 mg/wk

60%

60 -
40 -

20 14%

MTX as first choice IMM (9)

o

2002 2010




Epwtnon 3

Avdpac 30 etwv €xeL vooo Crohn n omola eAEYXETAL LKAVOTIOLNTLKA UTTIO hoN-

TNFi BloAoylko tapayovta
ExeL xpovio otovOUALKO AAyoc Kal Epdavn TIEPLOPLOUO KLVNTLKOTNTAC 22
A/a Aekavnc: tepoAayovitida Babuou 3 audw, CRP I9Img/L

O pevpatoAoyoc €xeL we povadikn Beparmevtikn entdoyn tov avit-TNFa i tov

avtl-IL-17 BloAoyiko. Mola elvall N cUCTOoN TOU YOOTPEVIEPOAOYOU;



MEDIATORS OF CHRONIC INFLAMMATORY DISEASES™

Rheumatoid arthritis

Juvenile idiopathic arthritis/
autoinflammatory disease

CD

uc
Psoriasis
PsA

AS

Giant cell arteritis

| Established Preliminary data on || Disease-aggravating effect Limited or no proven
clinical efficacy® clinical efficacy® data on clinical efficacy

aTable adapted from Schett 2013 reference. Information current as of March 2019. *Characterized by FDA approval. ‘Characterized by published data from phase 2 or 3 clinical trials.
1. Schett G, et al. Nat Med. 2013;19(7):822-824. 2. Menter A, et al. J Am Acad Dermatol. 2011;65(1):137-174. 3. Actemra Injection [package insert]. San Francisco, CA: Genentech. 4. Ito H, et al. Gastroenterology. 2004;126(4):989-996. 5. Kineret [package insert].
Stockholm, Sweden: Sobi, Inc. 6. llaris [package insert]. East Hanover, NJ: Novartis Pharmaceuticals Corp. 7. Stelara [package insert]. Horsham, PA: Janssen Biotech, Inc. 8. Cosentyx [package insert]. East Hanover, NJ: Novartis Pharmaceuticals Corporation. 9.

o oo ioc o o dlian oo N = N CE I oo ioc o NP a N DEio o 1o




EMAOYEC 6TNV QVTLUETWTILON TNCG AOVIKOU TUTOU
onovéulapBonaBeilag

Oeparmeiec yia Ty AS Oepameiec yia Ta IONE

Anti-TNF infliximab Anti-TNF infliximab
adalimumab adalimumab
golimumab golimumab [UC]
Etanercept

Anti-IL-17A Secukinumab Anti-p40 (IL-12/1L-23) | Ustekinumab
Ixekizumab Anti-integrins Vedolizumab

NSAIDs Natalizumab [CD]

Jak inhibitor tofacitinib




To etanercept 6ev eival anoteAeopatikn Oepamneia otnv IONE

A A
T e 1 pn E——t
sCn ‘_. 1 2 il T e
EE' : - B py B . . .
£ . |—| g EEE e —— N
iz ] fowl 7 "
i B -
ST AoBevelg e A2 kat ) :

CUMTITWHATOAOYLO ATIO TO
TIETITIKO TTIBava dev TIPETIEL Va
AapBavouv etanercept aAla
aAlo avti-TNF mtapayovta



Enaywyn vooou Crohn cav napadoén avtibpaon oe acBeveic pe AZ
unto avtl-TNF napayovteg

Haraoui, B. and Krelenbaum, M. (2009) Emergence of Crohn’s disease during treatment with the antitumor necrosis
factor agent etanercept for ankylosing spondylitis: possible mechanisms of action. Semin Arthritis Rheum 39: 176-181.

REVIEW

RMD
Open

Paradoxical reactions under TNF-a
blocking agents and other biological
Tyl acents given for chronic immune-

el mediated diseases: an analytical and
comprehensive overview

Eric Toussirot,"%** Frangois Aubin®®




ORIGINAL ARTICLE

Secukinumab, a human anti-IL-17A monoclonal
antibody, for moderate to severe Crohn’s disease:
unexpected results of a randomised, double-blind
placebo-controlled trial

4505 Wolfgang Hueber,' Bruce E Sands,? Steve Lewitzky,? Marc Vandemeulebroecke,
» 250 H xyopnynon Tou HOoVOKAWVLKOU
3 avTlowpatoc evavtt Tng IL-17A sixe
< anti-IL-17A 4{. KATWTEPN ATIOTEAECUATIKOTNTA
~ ol OLTIO TO ELKOVIKO GOPUAKO KO
p'|55e'55"1] GUVOUAOTNKE LE TTOAU AUENUEVO
e aptBUO AoHwEEwWY
150 o

BL 1 2 3 4 5 & _ 10 14 18 Weak
mem Secukinumab == Placebo
CDAl: Crohn's Disease Activity Index




A Randomized, Double-Blind, Placebo-Controlled
Phase 2 Study of Brodalumab in Patients With
Moderate-to-Severe Crohn’s Disease

Stephan R. Targan, MD!, Brian Feagan, MD?, Severine Vermeire, MD? Remo Panaccione, MD*, Gil Y. Melmed, MD',

Mooooto pe emdeivwon tng v. Crohn

w207 12/33 ,
L 10/32 30/98 H yopnynon tou
O 9  30- LOVOKAWVLIKOU
L 0O -0 8/33 ] ’
? o% AVTIOWMATOC EVAVTL TOU
—— - 1] 4
O'c & 207 urtodoyea tng IL-17
S5 230 odnynoe o€ aunon Twv

© ] I 4

22 U acBevav pe emideivaon
O = ’ ’
Q= 0. TNG EVTEPLKNG AEYLOVNG

Placebo 210 mg 350 mg 700 mg All
N=32 N=32 N =33 N=233 N=98

Brodalumab Q4W



MNelpopatiko LOVTEAO TOVTIKWY SEixVeL OTL N avaotoAn tnc IL-

17 emuPoapuvel tnv evtepikn PpAsypovi

E€ovbetépwon IL-23
J OAeypovn (P Treg, | kuttokiveg)

MEnapkela Opaypov (TCldn4,
occludin localization)

Intestinal
microbiota

LUMEN
Hypha

Intact Udin)
“LAMINA tight junction
PROPRIA

IL-23
° O

;‘O IL-23R
- Anti-IL-23 y6-T cell

E¢oudetépwon IL-17
M OAeypovn (1 Treg, TKuTTOKIVE()
J Endpkela Opayuov (| Cldn4,
occludin mislocalization)

gy §

(fé Occludin

Compromised
tight junction

o
IL-17
L P °
. .

. .‘——"\_:

Anti-IL-17R

’ Anti-IL-17
Th17 cell

Cldn, claudin; INF, interferon; IL, interleukin; R, receptor; Treg, regulatory T cell.

AvaotoAn tn¢ IL-23 oxetiletal pe appAvvon
NG KoATtLdac (L PAeypovwOELS KUTTOKIVEC
kat PTAoyouTreg mpog Th17) kot Statnpetl
ToV BAgvvoyoviko ¢payuo

AvtiBeta, anti-IL-17 A anti-IL-17R
avtiowpata: dSleyeipouv I KUTTAPOKLVWY,
J Treg, dudomaon tou BAsevvoyovikou

$paypou



DAeypovwodng evtepikn voooc et Secukinumab

Spondyloarthritis

CLINICAL SCIENCE

Incidence rates of inflammatory bowel disease in
patients with psoriasis, psoriatic arthritis and
ankylosing spondylitis treated with secukinumab: a
retrospective analysis of pooled data from 21 clinical

trials
Table 5 Incidence of CD and UC in the short-term placebo-controlled treatment period
PsO studies PsA studies AS studies
(Week 12) (Week 16) (Week 16)
Any secukinumab Placebo (n=793) Any secukinumab Placebo (n=300) Any secukinumab Placebo (n=196)
(n=287T) (n=703) (n=394)
Median exposure (min— 84 (1-223) 84 (1-127) 112 (8-226) 112 (28-156) 112 (8-195) 112 (1-176)
max), days
CD, n (%) 1(0.03) 0 0 1(0.3) 2(0.5)
UG, n (%) 1(0.03) 0 0 1(0.3) 1(0.3)
Table 6 Reporting rates for IBD in postmarketing experience from the secukinumab periodic safety update report
PSUR date
26 December 2014-25 26 June 2015-25 25 December 2015-25 25 June 2016-25 25 December 2016-25 Cumulative rate
June 2015 December 2015 June 2016 December 2016 June 2017
Cases (n) 4 12 37 46 93 195
Exposure (PY) 1838 7450 16 871 28 549 41 346 Op0o4
Reporting rate (per 100 PY)  0.22 0.16 0.22 0.16 0.22 @

IBD, inflammatory bowel disease; PSUR, periodic safety update reports; PY, patient-years.



KAwwkn onpoaocia toéikotntog twv avtl-IL-17 Ospaneilwv 6To MENTKO

For all patients, before starting treatment with anti-IL-17 drugs:
- Search for IBD family history
- Search of gastrointestinal symptoms
Information about the possible risk of gastrointestinal side effects

|

f_.r. Faecal calprotectin (FC) dosage -"“-m
s T
-~ .
o it
Normal FC Elevated FC
[« 250 pg/g) (>250 pg/e)

to assess the need for complementary
\ procedures (e.g. colonoscopy or MRE)
W

T

Tight monitoring is suggested for all patients x‘*«x — _ _ - -
under anti-IL-17 drugs: No IBD | Quiescent IBD Active IBD

* toexclude the appearance of new digestive

k.
t f
. :::IFI:G::.I”:;H treatment interruption ul Ll =
v P alternative treatment
* torefer the patient for a

gastroenterological consultation




EMAOYEC oTNV QVTLUETWTILON TNC atéoViKoU TUTOU ortovOuAapBomnabeLog

Oeparmeiec yia Ty AS Oepameiec yia Ta IONE

Anti-TNF infliximab Anti-TNF infliximab
adalimumab adalimumab
gol“umab golim*ab [UC]
Etxercept

Anti-IL-17A Secukxjmab Anti&O(lL-n/lL-zs) Ustekinumab
Ixekizumab Anti*tegrins Vedolizumab

NSYDs Natalizumab [CD]

Jak *ibitor tofacitinib




H doooAoyia Twv BloAoyikwv dapprokwv dltadpepel LETAEY
pevpatoloylkwv mabnoswv kat IONE

infliximab RA: 3 (7,5) mg/kg* 0-2-6 wks 5 mg/kg* 0-2-6 wks
AS, PsA: 5 mg/kg* 0-2-6 wks & 5 mg/kg* every 8 wks
adalimumab 40 mgevery 2 wks 160 mg—>80mg—>40 mg 0-2-4-wks
& 40 mg every 2 wks
golimumab 50 mg every 4 wks, 200 mg—>100mg—>40 mg 0-2-6-wks
(or 100 mg every 4 wks if > 100kg) & 50 mg every 4 wks (< 80kg) or 100 mg
every 4 wks (> 80kg)

Ustekinumab 45mg s.c.: 0-4 wks, then every 12 6mg/kg* i.v. >90mg s.c wk8

wks (or 90mg doses if > 100 kg ) & 90 mg every 8-12 wks s.c
Tofacitinib 5 mg bid 10 mg bid for 8 wks
& 5 mg bid



MeAAovTIKEC Bepartelec

EVKEKPLUEVEC KOl TLELPOLULOLTLKEC Oepameieg
yla tnv PAEYHOVA EVIEPOU Kol
opOpwoewv

» Anti-IL23 (p19) blockers

> JAK inhibitors

Target
TNF

TNF
IL-17A

IL-12 and
IL-23 p40
subunit

IL-23 p19
subunit

a4p7 integrin

a4 integrin

PDE4

JAK1

JAK1 and
JAK3

NSAIDs

Drug class Therapeutics

mAb Adalimumab,
certolizumab,
golimumab,
infliximab

Recombinant  Etanercept

TNFR2
mAb Ixekizumab,
secukinumab
mAb Ustekinumab
mAb Guselkumab,
risankizumab
mAb Vedolizumab
mAb Natalizumab
Small Apremilast
molecule
Small Filgotinib
molecule upadacitinib
Small Tofacitinib
molecule
Small Celecoxib,
molecule diclofenac,

indomethacin,

Peripheral SpA®

Approved by FDA
and/or EMA

Approved by FDA
and/or EMA

Approved by FDA
and/or EMA

Approved by FDA
and/or EMA

Ongoing clinical
trial programme
with positive
interim results

No trials to date

Possible flares of
disease reported
in case series

No trials to date

Approved by FDA
and/or EMA

Ongoing clinical
trial programme
with positive
interim results

Approved by FDA
and/or EMA

Approved by FDA
and/or EMA

Axial SpA=

Approved by FDA
and/or EMA

Approved by FDA
and/or EMA

Approved by FDA
and/or EMA

MNo effect

No effect

No trials to date

Possible flares of
disease reported
incase series

No trials to date

MNo effect

Ongoing clinical
trial programme

with positive interim

results

Ongoing clinical
trial programme

with positive interim

results

Approved by FDA
and/or EMA

IBD

Approved by FDA
and/or EMA

No effect

No effect

Approved by FDA
and/or EMA

Ongoing clinical
trial programme
with positive interim
results

Approved by FDA
and/or EMA

Approved by
FDA and/or EMA
(Crohn's disease
only)

Ongoing clinical
trial programme
with positive interim
results (ulcerative
colitis only)

ngoing clinical
trial programme

ith positive interim
results

No effect
Crohn'’s disease)

ulcerative colitis)

No effect and/or
disease flares

naproxen and
others
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“KAwika Neplotatika Afovikwv ZrtovéuloopBptidwv pe EEw-ApOpLlkeéc ekONAWOELG
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PeupatoAoyog, AteuBuvtpla E.2.Y., I.N. EAsvcivac «Oplaclo»
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Fewpyto¢c Mrtauta¢ Av. KaBnyntrig faotpevtepoloyiag, MM, TINNO «Xwtnpio», ABAva
obbvie



ARNAwon cupdEPOVTIWVY

TiunTikA apotBn ya authv tv optdia ano tnv ABBVIE

EKMalOEUTLKEC-EPEVVNTIKEC-OUPOUAEUTLKEG ETLYOPNYAOELS TNV TEAEUTALA SLETiAL:

* Abbvie, Novartis, Genesis, Lilly, Biogen, Aenorasis, GSK



Epwtnon ano yaotpeviepoAoyo (1)

* AcOevNnC e LOTOPLKO EAKWOOUC KOAiTIOaC UTIO 5-ASA apxilel va MAPATTOVLETAL yLO
TIOVOUC OTA AVW AKPOL KO TILO TTOAU oTtal SAKTUAQL

* Mw¢ Oa draxelpLloToUpE SLayvwoTika tov aacOevn auto? Exetl apOpitida? Tu dev
NPENEL va tapaAeiP el o yaotpeviepoAoyoc va pwtnoet? NMwc tov eéetalw?
Xpewaleton aneikovion?



MuookeAetikec ekbnAwoelc ota IONE

ApBpttda yovarog

EvBeoitida axiMeiou Aaxtulitda ASAS



MuookeAeTikeG ekdnAwoelg ota IONE

Aoviki mpooBoAn

QDAeyuovwdec orovOUALko alyoc 5,2-42%

lepoAayovitiba 10% 13% 7%

Aykudomointikn ornovOulitida 3% 4% 2%
Nepidepkn apOpitida 13% 15% 12%
AoktuAitida 1-54% Mapouoia cuyvotnta puetaév NC & EK
EvOeoitida 0-5% 2-4%

Karreman MC et al. J Crohns Colitis. 2017 May 1;11(5):631-42, Salvarani C el al. World J Gastroenterol. 2009;15(20):2449-55



Ta&wvopunon nepidpepikng apOpitidog tnc IONE

Tunog 1 (OAwyoapBplkn)

Tumnocg 2 (MoAuvapBpLkA)

ErtutoAaopog otnv EK UC 3.6%

ErtutoAaopocg otnv UC 2.5%

ErtutoAaopog otnv CD 6%

ErtutoAaopog otnv CD 4%

<5 apBpwoelc

>5 apBpwoeLC

[MOAAEC peyaAec apOpwoEeLC

MOAAEC ULKPEC apBPWOELC

Fovato> MAK> MXK> aykwvag> MKO> Loxio> wpog

MK®> yovato> EQO> NXK> NMAK> aykwvoc> WHOC

AcUppETPN

JUMUMETPLKA 1 AOUUETPN, EVOEXOUEVWC OLABPWTLKA

MapakoAouBEeL TNV evepyOTNTA TNC EVTEPLKAG VOOOU

Aveéaptntn amo TNV EVEPYOTNTA TNG EVIEPLKNG VOOOU

Autorneploplopeva eneloodia dStapketag <10 gp6.

Ertipovn dpAeypovr SLAPKELAC LNVWV EWC ETWV

YUXVEC aAAec EEE
(olwdec epuBnua & payoestditida)

JUOXETLON HOVO PE payoslditida

Yuoxetion pue HLA-B27, B35, DR103

JuoxEtTlon povo pe HLA-B44

Orchard TR et al. Gut. 1998 Mar;42(3):387-91.



O e€wevtepikeg ekdnAwoelg (EEE) propei va epdavictouv onoladAmote cTypn

30 £tn pETA TN SLdyvwon

50% twv acBevwv £xouv 21 EEE

Awayvwon IONE

EEE EEE EEE EEE ’EEE EEE EEE EEE EEE
| | | | | | | | | >
< - . > < - . B
5 uveg (0—25 unveg ) 92 unveg (29-183 pnveg)
|\ S\ J
\'g g
25% 75%

Ardizzone S, et al. Dig Liv Dis 2008;40S:5253-9; Vavricka S, et al. Inflamm Bowel Dis 2015;21:1794-800.



lotopiko

* Nepubepikn mpoosBoAn * Afovikr) TpocBoln

Movog twv apBpwoewv * XpOvio oTtovOUALKO GAyOC

DAeyHOVWOELS XAPAKTIPES * Me PAeypHoVWEELC XAPAKTAPES

o Evtovotepog o npwi

Kpuripla ASAS 2008 (4 arno 5)

o Otdnpa

e HAwia epdpaviong <40 etwv
o Mapatetapévn npwivi) Svokaudia (>30°) Ho ns

BaButaia epdavion tou movou

Aloykwon oAOkAnpou daktuAou

BeAtlwon pe tnv doknon

‘OxtL BeAtiwon pe TNV avanauon

AAyoG TEpPVWV

NuxtepLvog ovog (ue BeAtiwon pe tnv
aveyepaon)

Sieper J et al. Ann Rheum Dis. 2009; 68:784-8



EpwtnuotoAoyla

The DETection of Arthritis in Inflammatory
bowel diseases (DETAIL) questionnaire

If you are suffering from an inflammatory bowel disease
(Crohn’s disease or ulcerative colitis), and if a physician
never diagnosed you an arthritis, please answer to these
simple gquestions:

Yes ' No

{ 1. Have you ever had a finger or a toe and/ '
ApGthLSOL or another joint swollen and painful for no
apparent reason?

, '2. Occasionally, has an entire finger or toe
AoktuAitida becomes swollen, making it look like a
‘sausage’?

EVGEGLTL&Q 3 Have you had pain in your heels?
4. Have you ever had back pain lasting at

XpC')VLO oTtovOUALKO d?\vOC least 3 months that was not injury related?

' P 5. Do you have low back pain in the
CD)\EVIJ.OV(UGEC oTtoVOUALKO a}\voq morning and/or after resting that improves

with exercise?

-6. Do you wake up at night because of low '

DAeypovwdeg omoVOUALKO AAYOG  back pain?

Thank you

3 (ano 6) Betikég amavinosl Sivouv pia post-test miBavotnta = 75%

Clinical Rheumatology (2018) 37:1037-1044



Duokn e€€taon

* MepLoplopnOG KivnTKOTNTAC 22

* EvawsOnoia tng apbpwong
* Aloykwon/Oeppotnta/Epubpotnta
* AucAetrtovpyia LEAOUG, TL.X. LELWHEVN OUODLYKTLKNA
o

LKOVOTNTA XEPLWV

* EvawcOnoia evBéoswv (kataduon axiAAelov tévovta)

) &

o AAAEC €WaPOPIKEC/EWEVTEPIKEC EKONAWOELG
(Ywplaon, olwdec epuONUAa, pLdokuKAiTIO)



Epyaotnplakac EAeyXoG

EmutohaonSe HLA B27 (%)

FevikOG EAANVIKOG TANBUGOG 1-2,5
* Evéexopévwe avénon CRP & TKE Aykulorotntikr orovSulitida 90
* 40% twv 0oBevwV pe AZ & WA éxouv xapnlég  AVILopactikn apbpirioa 40-80
TLUEC Neavikr) omovSulapBpitida 70
« Apvntikd awtoavticwpora (RF, anti-CCP, ANA) EvteporaBntukr apbpitida 35-75
« HLA B27 Wwplaowkn apbpitida 40-50
Adladopornointn omovoulapbpitida 70

Benhamou M et al. Rheumatology (Oxford). 2010 Mar;49(3):536-41
AlHomood | et al. Arthritis Rheumatism. 2012; 64 (10):5581-2



HLA-B27: possibly only useful for axial arthritis

Journal of Crohn's and Colitis, 2016, 233-254
doi:10.1093/ecco-jcc/jiv213

Advance Access publication November 27, 2015 OXFORD
ECCO Guideline/Consensus Paper

ECCO Guideline/Consensus Paper
The First European Evidence-based Consensus

on Extra-intestinal Manifestations in
Inflammatory Bowel Disease

Marcus Harbord,** Vito Annese,” Stephan R. Vavricka,® Matthieu Allez ¢
Manuel Barreiro-de Acosta,® Kirsten Muri Boberg," Johan Burisch,?
Martine De Vos," Anne-Marie De Vries,' Andrew D. Dick, Pascal Juillerat,*
Tom H. Karlsen," loannis Koutroubakis,™ Peter L. Lakatos,” Tim Orchard,°

Pavol Papay," Tim Raine,® Max Reinshagen,” Diamant Thaci,
Herbert Tilg,! Franck Carbonnel;"' for the European Crohn’s and
Colitis Organisation [ECCO]

ECCO Statement 2B

Diagnosis of axial SpA is based on the clinical feature of inflammatory
low back pain associated with magnetic resonance imaging [MRI Jor
radiographic features of sacroiliitis [EL 2]. Human leukocyte antigen B27
[HLA-B27] is associated with axial arthritis, but it has a lower prevalence
than in idiopathic ankylosing spondylitis, making it unreliable as a
diagnostic test in IBD [EL2]

Harbord M, et al. J Crohns Colitis 2016;10:239-54.



lepoAayovitida: Aktivoypadia LepoAayoviwv

@ Elsevier 2008. Hochberg et al: Rheumatoiogy. @ Elsswier 2008. Hochberg et al: Rheumatology.

Elsevier items and derived items © 2005 by Elsevier Inc.

@ Elsevier 2008. Hodhberg et al: Rheumatology.



lepoAayovitida otn CT KotAiog
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lepoAayovitida cto MRI tepoAayoviwv

© Elsender 2008, Hocterg ot ol Rheumanciogy

Aktwvoypadia xwpic LepoAayovitidba MRI pe tepoAayovitida

Mn aktwvoypadiki agoviki ortovduAapOpitida



ZUMTEPAOHA

KA£101a Z1TA yIO YOO TPEVTEPOAOYOUG

Xpovio oTTovOUAIKO GAYOS (>3 PRVEG) AAyoc/DI0yKWwOoN TTEPIPEPIKNG ApBpwang

2nueia eveaitidag loTopIKOG | euprpaTa dAKTUAITIOOC

AEIKTEC QAEYHUOVAS UPNAOTEPOI ATTO TOUG AVAUEVOUEVOUG

1. Olivieri I, et al. Autoimmun Rev 2014;13:822-30;
2. Rudwaleit M, et al. Ann Rheum Dis 2009;68:777—-83




Epwtnon amnod yaotpevtepoAoyo (2)

* AcBevng pe eAkwdN KoAittida Aappavel tov BloAoyiko coliti-mab ko pog emionpaivel OtL HETA TNV
4" ¢yxuon epdavilel movoug otic apOpwoelg?

* Epdavion e€wevtepkng ekbnAwong?
* Napadoén avocoyovikotnta ?
* DapHaKeEUTIKOG AUKOG?

* Opovooia?

* Mowa n dtayvwoTtikA Kot OepamevTikin mpooEyylon?



Epndavion puookeAeTIiKwV ekdOnAwoswv o acBeveic pe IODNE uno BloAoyiko napayovia

1. «AtadpuyR» eEWEVIEPIKWV EKSNAWGEWV 1. EvtepoekAextikoi BloAoyikoi mapdayovteg
2. AvemuOuuntn evépyela * Vedolizumab
©  Mn b avtidpacn oty eyxuon 2. Bloloyikoi pe SpacTikOTNTO GTLE APOPWOELG

o Napadoén avocoyovikotnta

e Avtl-TNFa mAb

3. Anoocupon YAUKOKOPTLKOELOWV
* Ustekinumab



H apBpalyia w¢ avertt®opuntn evepyeia (SPC)

* Infliximab: Zuyvn (>1/100 ¢wc < 1/10)

* Adalimumab (puookeAeTikog movog): MoAu cuyvn (= 1/10)
* Golimumab: (-)

* Ustekinumab: Zuyvny (= 1/100 ewc < 1/10)

* Vedolizumab: NMoAU cuyvn (> 1/10)



Clinical remission of inflammatory

To Vedolizumab £xeL avtikpouopevo SES60MEVA OTLC OKEAETIKEC EKONAWOELC

70% @ 407
60% 57.4% 55.3% é’ 30 4
= 50% 48.9% -.F‘E —_—
B‘i’ 44 7% g,"if’ 20
£ 40% -:E’Eg —
% 31.9% g 3
& 30% - S 10 -
2 =
5 20% 5
E 0 L] L] T L] | L} L L] L]
10% - ) 6 12 18 24 30 36 42 48 54
Weeks
0% Week 6 T Week 14 T Week 22 T Week 30 T Week 54 ! M at risk 247 222 213 181 157 144 124 118 96 76
Standard error 0.01 0.01 0.02 0.02 0.03 0.03 0.03 0.03 0.03
MpoyvwoTtikol apayovteg Udeonc (MV) MpoyvwoTtikol tapayovtec de novo apBpaldyiac/itidog
* Ydeon ONE * N. Crohn
* Mpoodatnc evapénc apBpadyia/itida (<3,5 unveg) s MpoiUmndpyxovoa A

Tadbiri S et al. Aliment Pharmacol Ther. 2018,47:485—493



Napadoéec avtidpaoeic anod touc avtl-TNFa mopdyovteg

‘Exouv mteplypadei pe oAoucg tou TNFi

Xerosis cutls (n=22)

Adopouv cuyxvotepa to depua (20-25% Twv 6
. —Other (n=54)
aoBsvwyv umo TNFi), onavidtepa T apBpwoelg

Eczema

KAl TOUG TTVEU LOVEQ (n=46)

OL SepUaTIKEC aVTLOPAOELC amavToUV KAAA UE

TIPOANTITIKA & TOTILKA HETPA

" Psorlasls
(n=10)

Palmoplantar
pustulosis (n=9)

5-10% twv aoBsvwyv Ba dtakoPpouv tn Beparmeia

Psorlasiform eczema (n=62)

OL pnyaviopot eivat ayvwotol

Vermeire S & Cleynen |. Nat Rev Gastroenterol Hepatol. 2012 Sep;9(9):496-503



ApOpikec ekbnAwoelc urto TNFi

100+
125 aoBeveic pe N. Crohn umo INF % ANA+
Table 2. Clinical Symptoms Suggestive of Autoimmunity in
the Cohort of Patients o
Prevalence at 40+ = |
Prevalence before follow-up, : 1 | 2
Symptom therapy, n (%) n (%) 2011 I I I |I I I I |I
| - | ; | |

Skin abnormalities a l:| L [ m =m = = |
Butterfly rash 0 2 (1.6) MO MI M2 M3 M4 M5 M6 M7 MB MID MI2
Papulosquamous rash 0 14 (11.2) N= (125) (125) (125) (120) (114) (112) (104) (90) (82) (73)

Joint manifestations T ! A
Arthritis 0 1(0.8) Months since initial infliximab infusion
Arthralgia 54 (43.2) 29 (23.2) , , ,

Kidney abnormalities e e 1300 acBeveic pue IONE umo INF i ADA,
Proteinuria 8(6.4) 10(8.0) ooBapn moAvapBpalyia epdavicav 21 (1,6%
Increased creatinine 10 (8.0) 15(12.0) B PN pUpAnY |vl¢ ( ! o)

Hemolytic anemia 0 11(0.8) o : ’ ’

Thrombocytopenia 1 (0.8) 1(0.8) Meta 12 uqveg Bepaneiag

Meurological abnormalities 0 0

* OL10 uro INF, ot 11 urnto ADA
* 11 eixav ANA>1/1280

Vermeire S et al. Gastroenterology. 2003 Jul;125(1):32-9
Fiorino G et al. Autoimmun Rev. 2014 Jan;13(1):15-9.



ORIGINAL ARTICLE

RMD
Open

Paradoxical arthritis occurring during
anti-TNF in patients with inflammatory
Wi bowel disease: histological and

desdll immunological features of a complex
synovitis

N=10 acBeveig pe N. Crohn (n=6) & EK (n=4) |

i I
Yrpxov LOTOAOYLKEG opoLlotnTteC petaL IBD-apOpitidog umo : i _ 5
TNFi, WA kat opoapvnTikic PA ' T i L i
Neplooodtepn opototnta petafy IBD-apBpitidag und TNFi & WA E : IN T T i i
MapotL urtpxe KAWLKN & evéookorikr) Ugeaon, n Blogia tou 3 1: e Tl T 'i""' B "';‘
gvTEPLKOU BAevvoyovou £6eLée PpAeypovi) e LOTOAOYLKA i E

TO T2 T4 Té | TO T2 T4!TO T2 T4 T6
L ] ! . | l L i
cDMARDs ADDITIOM TNF4 SWAP TNF{ SWITCH

XOPOLKTNPLOTLKA TTAPORLOLA LLE TOV apOPLKO UHEVAL

Alivernini S et al. RMD Open. 2018 Apr 9,4(1):e000667



«MNapadoén» epdpavion apbpitidac oe acOeveic pe Ppwpioon uno Ustekinumab

TaeLe 1 Our patient and patients from other studies with paradoxical PsA after ustekinumab

Previous Laboratory Stop Cument
biologic Arthritis type findings usT therapy
[2] M 38 18 90 3 days ETA Abrupt Normal + ETA
polyarthritis
[2] M 43 20 45 15 weeks PIP left, ight  MNormal +  ADA
fourth digit
[3] M 40 MR a0 1 month ADA, ETA PsA NR + ETA
[3] M 50 MR 45 5 months  ETA, ADA Migratory MR +  ADA+ MTX
arthritis
[3] M 60 MR 45 5 months  ETA, ADA Polyarthritis NR UST + NSAID
[3] M 40 MR 45 3 monthse  ETA Migratory MR UST + NSAID
arthritis
[4] F 65 31 a0 28 months ADA, ETA Dactylitis, Elevated CRP + SS8Z+G0OL
erosions
[4] F 49 42 45 22 months Enthesitis, dac- + PsA worsened on
tylitis, fascitis ETA, improved
on ADA,
[4] M 50 =40 90 4 months  ADA, ETA Synovitis, + ETA
enthesitis,
dacylitis
[4] F &9 18 a0 15 months ADA, ETA Enthesitis, RTG +, CRPt +  GOL failed, INF
dactylitis
[4] F 57 T 45 8 months  ADA, ETA Synovitis, + GOL failed, INF
enthesitis
[4] M 65 60 a0 12 months Enthesitis, RTG +, CRPt Psoriasis wor-
synovitis sened and PsA
unimproved on
ETA; UST re-
started psoria-
sis improved,
PsA worsened
[4] F 55 14 a0 19 months ADA, ETA Synovitis UST + MTX
Our M 46 =20 a0 4 months Migratory CRP t, ESRt, + MTX + LEF
patient arthritis RF +, AMNA
AMNCA

Carija A et al. Rheumatology 2015;54:21142116



To Ustekinumab dev €xeL 6paon otnv aovikn vooo

Three Multicenter, Randomized, Double-Blind, Placebo-Controlled Studies Evaluating the Efficacy

and Safety of Ustekinumab in Axial Spondvyloarthritis

A B

. 100+ —~ 100
2 S

3 &

8 80 8 80 —
Q. a

D )

Qo o

¥ =

= 60+ ast 60 -
3 s 55.2
a 824

c c

Q@ Q@

T 407 -

IS8 31.0 Q

e o

.g 20 - %

S S

Q Q

o o

o 0 ('

ASAS40 ASAS20 BASDAI50 ASDAS-CRP

[ ] Placebo [B] Ustekinumab 45 mg

I Ustekinumab 90 mg

Deodhar A et al. Arthritis Rheumatol. 2019 Feb;71(2):258-270



ZUMTEPAOHA

e Aldyvwon

e ALAKpLON MN-EL0LIKAG Kal TtapodLKAG apBOpalyiog mou Unmopel va avTIUETWTILOOEL e amAd avaAynTka f Ue
npoctolpooia pe GC mpo tng £yxuong

* ApBpalyia ano taxeia anoocupon GC

e TNV nepimtwon Twv avil-TNF avalntiote KAWLIKES Kot 0poAoYLKEC (ANA kKATT) ekONAWOELS PapUAKEUTIKOU AUKOU

* Ogparneia

* Je nepldpeplki apOpitida
o MNpocBrikn DMARD (MTX, SSZ)
o AMN\ayn BloAoyikoU pe AAAo punxoviopo Spaong

e Xe afovikn mMpooBoAn

o AM\ayn o€ (aAAo) TNFi



Epwtnon ano yoaotpeviepoAadyo (3)

* AcBevic pe vooo Crohn ko mepidpepikn apOpitida uno napayovra apxileL va
unotporalel HE emavepudavion dtoppolwv Kat KoLAlakoU aAyouc Kot KAATTPOTEKTIVN
1000 pg/gm kompAavwyv. Ol EMIAOYEC TOU YOOTPEVIEPOAOYOU Elvat:

o Evrtartikoroinon tou napayovta rtov AapuBavey;
o AAAayn o aAdo avti-TNF;

o AAAayn o€ vedolizumab;

o AAAayn o€ ustekinumab;

o Zupuetoxn o€ KAwikn HEAETN;

o Mota givaw n anmoPn Tou PEVUATOAOYOU GXETLKA UE TIG EMLAOYEG OLUTEG;

Y€ avtifeon pe thv AZ kot tThv WA v UTAPYOUV ELOLKEC CUOTOOELC VLA TNV
OLVTLLLETWTILON TC EvTEpOonAdOnTIkKNC apOpitidac




uotaoelg ASAS/EULAR & ACR yua tn Ogparneia tng AEZA

MZAD

ETTipOoOp@WTIKA

TTPOYPAMHATA, . - R
AOKROEIC, AZovikn . I"Iapupaple] v X
@uUOoIKOBspaTtTeia, TTpooBoAn TTpoofoAn e 2
ATTOKATAOCTAON, A o
ETaIpieg SouAg@aocaAlalivn® Y o
acOevwyv, opadeg :_l :
autofonBsiag TOTTIKA KOPTIKOOTEPOEIDN i 5

K €

a i

7 O

*To ACR cuotivel eniong MTX umto npoimoB<aoeLg

Ward MM et al. Arthritis Care Res (Hoboken). 2019 Oct;71(10):1285-1299
Van der Heijde D et al. Ann Rheum Dis. 2017 Jun;76(6):978-991



2uotaoelg EULAR yua tnv WA

c MZIAO

e Toruwka GC

e MTX

* AedAouvouidn

* JouhdaooaAalivn
* Avti-TNF

e Avrti-IL-17

e Ustekinumab

e Apremilast

Gossec L et al. Ann Rheum Dis. 2020 Jun;79(6):700-712

Phase |

Consider consulting a

( Clinical diagnosis of active PsA j

dermatologist in case of
major skin involvement

It

J J NS N2
Polyarthritis (>4 swollen joints) [ Monol/oligoarthritis J Enthesitis [ Predominantly axial disease J
with or without dactylitis

poor prognostic factors present

—

[ NSAIDs +/- local glucocorticoid injections J

J

Achieve
target? within

Yes =

|
!

[ NSAIDs +/- local glucocorticoid injections’ ]

J

Achieve
target? within

Yes 0

< 4 weeks

Continue and adapt

4-12 weeks

Continue and adapt

No No
L
Phase I v )
Start methotrexate®
 E— or leflunomide
or sulfasalazine

Improved*

at 3 months
and target? achieved Yes l
at 6 months
Continue®
No
Phase IlI ] Enthesitis
l Predominantly axial disease
N2
Start bDMARD:
TNF® or IL-12/23% or ILA7F; ‘ S;;';ibo?'\l"ai?'
if L(DMARD inappropriate: start JAKi \f/ sl pracisswadihs
(Consider using PDE4i in mild disease if 15 Ztart a TNFi)
bDMARD and JAK:i is inappropriate)

l

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

Yes ]/

Continue®




2uotaoelg EULAR yua tnv WA

—PAEAD

e Toruwka GC

* MTX

* AedAouvopidn

e ZouAdaocalalivn
* Avtl-TNF

e Avyee-H-1F

e Ustekinumab

o liororailnst

Gossec L et al. Ann Rheum Dis. 2020 Jun;79(6):700-712

Phase |

Consider consulting a

[ Clinical diagnosis of active PsA j

dermatologist in case of
major skin involvement

1

b ¥

with or without dactylitis

[ Polyarthritis (>4 swollen joints) J [ Monol/oligoarthritis J Enthesitis

poor prognostic factors present

—

[ NSAIDs +/- local glucocorticoid injections ]

J

Achieve
target? within

Yes =

N NS

[ Predominantly axial disease ]

|
!

[ NSAIDs +/- local glucocorticoid injections’ ]

J

Achieve
target? within

Yes 0

< 4 weeks

Continue and adapt

4-12 weeks

Continue and adapt

No No
L
Phase I v )
Start methotrexate®
 E— or leflunomide
or sulfasalazine

Improved*

at 3 months
and target? achieved Yes l
at 6 months
Continue®
No
Phase IlI ] Enthesitis
l Predominantly axial disease
N2
Start bDMARD:
TNF® or IL-12/23% or ILA7F; ‘ S;:';ibo?'\ﬁ'??'
if B DMARD inappropriate: start JAKi \f/ sl pracisswadihs
(Consider using PDE4i in mild disease if 15 Ztart a TNFi)
bDMARD and JAK:i is inappropriate)

Improved*
at 3 months

l

at 6 months

and target? achieved

Yes ]/

Continue®



PeupatoAoyikn pooEyylon

*  Mowa n KaTAaotoon TG LUOCKEAETIKAG MPOCBOANC;
o Mn evepyog

o Evepyog

* oo 1o €id0¢ TNG LUOOKEAETIKAGC MPOCPBOANR;
o Nepupepkn apOpitida

o Afovikn npocPBoAr)/evOsoitida/dakTuditida

* Mouog givat o BLOAOYLKOG MaPAYWV TTOU Xopnyeitat;
o AvTtl-TNF
o Ustekinumab

o Vedolizumab



KAwvika Zevapla

Afovikn mpooBoAn/
Evtepkn Oeparneio EVIEPLKAG Nepudepkn

EvOecitiba/
V000G vOoOU opBpitida
AoktuAitida

EAKwONC
Vedolizumab Nott Not
KOALTLO QL

2ENAPIA= 2x3x2x2= 24

Anti-TNFa




Evtatikonoinon tou BloAoyikou

PeupatoAoyia (ZA) faotpeviepoAoyia

Adalimumab 40mg/2W

BX<100kg: 50mg/4W

Golimumab
B>>100kg: 50mg /4W—100mg/4W
BZ <100Kg

Ustekinumab TO: 45mg—>4W: 45mg —
— 45mg/12W

Vedolizumab -

*ETti un avtammokpLonG/amwAELOC AVTATTOKPLONG

**Emi un avramokptonc n av B>>80kg

TO: 80mg—2W: 40mg —40mg/2W r 80mg/2W*

'H TO: 160mg—2W: 80mg —40mg/2W )} 80mg/2W*

TO: 200mg—2W: 100mg —50mg/4W 1 100mg/4W**

BX >55 kg €wg <85 kg
TO: 390mg IV— 90mg/12W SC  90mg/8W SC *

300mg0, 2, 6 & kaBs 8W n 4W*
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Efficacy and safety of ustekinumab in patients with active

Golimumab, a New Human Tumor Necrosis Factor o Antibody, psoriatic arthritis: 1 year results of the phase 3, multicentre,

Administered Every Four Weeks as a Subcutaneous Injection in double-blind placebo-controlled PSUMMIT 1 trial
Psoriatic Arthritis '

Efficacy and Safety of Golimumab in Patients With
Ankylosing Spondylitis

lain B Mclnnes*®, Arthur Kavanaugh*, Alice B Gottlieb, Liuls Puig, Proton Rahman, Christopher Ritchlin, Carmie Brodmerkel, ShuLi Yuhua Wang,

Results of a Randomized, Double-Blind, Placebo-Controlled, Phase III Trial
Alan M Mendelsohn, Mittie X Doye, on behalf of the PSUMMIT 1 Study Group
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Observational Study

Adalimumab efficacy in enteropathic spondyloarthritis: A
12-mo observational multidisciplinary study

Michele Maria Luchetti, Devis Benfaremo, Francesco Ciccia, Laura Bolognini, Monia Ciferri, Alessia Farinelli,
Matteo Rossini, Piergiorgio Mosca, Giovanni Triolo, Armando Gabrielli

Kodptn 52 aoBsvwv pe ZntA-ONE
o Kupiwg agovikni 58%
o Nepiupepkn 42%
o Nooog Crohn 60%

o  EAkw&Nn¢ koAitida: 40%

Zuvduaopévn ektipnon FfwotpeviepoAdyou & PeupatoAdyou
o Evepyog ONE;
o Afovikn ITA;

o MNepidepikn IMA;

SSZ (q MTX)  Adalimumab

Adalimumab onwg¢ otn yaotpeviepoAoylki docoloyia

World J Gastroenterol 2017; 23(39): 7139-7149



AAyopOpuoc Oeparnceiac IODNE-ZrA and opada peupHaATtoAOYOU-YOOTPEVTIEPOAGYOU

Enteropathic spondyloarthritis (ES)
in-treatment with anti-TNF-alfa, 7 = 13

—

A
Enteropathic spondyloarthritis
MNative, 7 = 39
_'_‘_,__.-o-"'
-
Active 1BD IBD in remission
e ,,-"/ T TT—
Peripheral Axial Axial Peripheral
SpA SpA SpA SpA
\ —|
L
gglaznpynn iEtD refrac;:_-:)rfl + Anti-TNF-alfa Salazopyrin
o conventional | 1, ced as recommended{ | °
Mtx therapy at least |- tor 18D treatment M
i for 3 mo r eatment)

Active IBD IBD in remission
- /// ____"“-———_______
Peripheral Axial Axial Peripheral
SpA SpA SpA SpA
|I Y
'ul SpA-Refractory
'| to the TNF-inhibitor under use
|
|
!
IBD refractory switch to another Salazopyrin
to therapy and anti-TNF-alfa | of
to posology variations at (used following the Mix
least for 5 mo recommendations
for IBD treatment)

World J Gastroenterol 2017; 23(39): 7139-7149




ASDAS-CRP
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Observational Study

Adalimumab efficacy in enteropathic spondyloarthritis: A
12-mo observational multidisciplinary study

Michele Maria Luchetti, Devis Benfaremo, Francesco Ciccia, Laura Bolognini, Monia Ciferri, Alessia Farinelli,

Matteo Rossini, Piergiorgio Mosca, Giovanni Triolo, Armando Gabrielli
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World J Gastroenterol 2017; 23(39): 7139-7149
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Observational Study
Adalimumab efficacy in enteropathic spondyloarthritis: A

12-mo observational multidisciplinary study

Michele Maria Luchetti, Devis Benfaremo, Francesco Ciccia, Laura Bolognini, Monia Ciferri, Alessia Farinelli,
Matteo Rossini, Piergiorgio Mosca, Giovanni Triolo, Armando Gabrielli
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World J Gastroenterol 2017; 23(39): 7139-7149



H peA€tn CARE otn vooo Crohn: enidpaocn tou adalimumab otic EEE

50 - 47,1 M Baseline (N=945) w Week 20 (N=942)

Percentage (%)

Erythema nodosum

Arthralgia Arthritis Oral aphthous ulcers Sacroiliitis

tp<0.001 vs. baseline; ¥p=0.016 vs. baseline

e HUdeon =1 EEE Atav ouxvotepn oe acBeveic pe dpeon tng CD tnv eBdouada 20
e 88% 6owv eixav vdeon vs 71% oowv bev eixav LPeon, p<0.001

e H Udeon twv EEE Atav e€iocou ouxvn avetdptnta ano tnv nponyoupevn xpnon infliximab

Lofberg R et al. Inflamm Bowel Dis. 2012 Jan;18(1):1-9



Anti-TNF Bepaneia yia EEE otnv eABetikn IBD Cohort (SIBDC)

Overall outcome of Anti-TNF response rates in
anti-TNF treatment patients treated for EIMs
100 -
88,9
80
x —
— (4 60
v =
g 2,
c S
O S 40
(V] (S
o 3
Q.
20
IFX ADA czp 0
Bl Worsening WMl Stable disease Wl Improvement Uveitis Arthritis AS PG

e 299 avti-TNFa Bepaneieg o€ 213 aoBseveic pe 355 EEE

* 69% twv acBevwv eAapav 1 TNFi, 21.6% 2 TNFi, 9.4% 3 TNFi Vavricka SR et al. Inflamm Bowel Dis. 2017 Jul;23(7):1174-1181



IBD-associated SpA combined therapy: An expert opinion panel

Rehabilitation therapy according to ASAS/EULAR
recommendations [4748]*

Anti-TNF® according to IBD guidelines [44-46)
Induction and maintenance therapy

|

*+ IfPNR (within 12 weeks) =» Switch to a second anti-TNF
* IfLOR =¥ Treatment optimization or switch to a second anti-TNF

Exit strateqy
Anti-TNF long-term treatment according to
axial SpA treatment recommendations only
after complete IBD remission

Olivieri |, et al. Autoimmun Rev 2014,;13:822-30



IBD-associated SpA combined therapy: An expert opinion panel

A Peripheral SpA (enthesitis, dactylitis, oligoarthritis <4 joints) and active 18D B Peripheral SpA (polyarthritis >4 joints) and active IBD
* NSAIDs and COX|8s should be avoided
Systemic steroids and/or $52 * $5Z and/or systemic steroids according to gastro indications
according to gastro indications*
o
¥ SpA in remission If SpA dows not respond If SPA in remission // \\nspndoﬂnocrﬂpou
P N\
Consider IBD activity and treat Antl-TNF* according to Gl indications Consider IBD activity and treat Anti-TNF® according to GI
according to 1BD guidelines [44-46) according to IBD guidelines indications
[44-46]
y 3
* If PNR 9 Switch to a second anti-TNF = i PNR =¥ Switch to a second anti-TNF
* If LOR -9 Treatment optimization or * If LOR - Treatment optimization or
switch to a second anti-TNF switch to a second anti-TNF
: = , — Exit strategy * In case of CD, referalso to BOX A
Exit strategy * Incase of CD, refer also to BOX A Consider stopping anti-TNF only after complete S\ dr'l.lC-, refer also to BOX B
Consider stopping anti-TNF only after = Incase of UG, refer also to BOXB IBD remission R A R
complete IBD remission : :

Olivieri |, et al. Autoimmun Rev 2014,;13:822-30



H arnoyn tou PeupatoAdyou

MuookeAetiki mpooBoAn o€ Udeaon

e XeLPLOUOC BLoAoyLlKOU KaTA TN

YOOTPEVTEPOAOYLKI TIPOKTIKA

* Emi aAAaync BloAoylkou otevi
nopakoAoUOnNoN TNG LUOCKEAETLKN G ELKOVOLC
(1blwc av aAayn o Vedolizumab 1

Ustekinumab og aoBevr) pe Hx AEZmA)

MuookeAetikl mpooBoAn o€ £€apon

NepldbePLKN VOGOC

MpooBnikn MTX 1] SSZ kol Xelplopog BloAoyikou
KOLTAL TN YOLOTPEVTEPOAOYLKH TIPOKTLK)
(neylwotomnoinon r} aAAayn)

Y& aAhayn BLoAoyikoU, ipoTipotePog o avil-TNF A
10 Ustekinumab

AfoVLIKN VOOOC

H evtatikomoinon pmopetl va emxepnBet, aAAd Sev
glvoll armodedelyevn N AMOTEAECUATLKOTNTA TNG

Y& aAhayn BloAoylkoU, tpoTLUOTEPOC O avTL-TNF
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