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ARAWON ZUHPEPOVTWV

HAOmouAog AAEENG
TNtk apoBn amnod tnv Abbvie.

Kappipng Kwvotavtivog

Twntkn apoBn amo tic Abbvie, Genesis, Janssen, Pfizer ywa dtake€elc oe Aopudopika Zupmnootia -
Huepidecg & amo tic Abbvie, Amgen, Ferring, Galenica, Genesis, Janssen, Pfizer yia cuppetoxn os
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Ingelheim, Novartis, MSD, Sobi
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Twuntikn apoBn anod tnv Abbvie. Speaker, investigator, or advisor for: Leo, UCB, Lilly, Pfizer,
Janssen, Amgen, Novartis, Genesis, Galenica, Myllan,Faran




Crohn Disease d [TpoemmokoTman

 CD amrd 5¢eTiag
* Aywyn pe Vedolizumab, KaAR €IKOVO KOAOVOOKOTTNONG ATTO
4unRvou

NEQ 2UpTITWPATO

ATré 3unvou:
apOpaAyia yOvATWYV Kal TTOOOKVNMIKWV
« Oo@uaAyia

EpyaoTnpIaKES ECETAOEIC

* Alpatokpitng = 34
« TKE =50
« CRP =40mg/L




NMwg¢ 6a mpooeyyi{aUeE TOV CUYKEKPIHEVO
aocOevn;

Oa KAvape KATTIOIES EMTMMAEOV ESETATEIG;



MuookeAetikec EEE
O HUOGOKEAETIKOG TTOVOG Eiva n cuxvotepn EEE (9-53%)1

ApBpitidat> ’ AOVIKT| SPA
* OpoopvnTikeg SpA ’ ? *  20-50% twv acBevwv pe IONE napouaoialouv
* JUXVOTEPEG OE VOOO TIAXEOG EVIEPOU : » Llepohayovitida o amewkovionS
(>Aemtou evtépou) \ ACUUMTWHATLKA TNV TAELOVOTNTA TWV Q0BEVWV?
o« NC>EK 1-7% Ba. avarttugel AS; Zxedov 0oL oL aoBeVELS e
IONE & HLA-B27 (+) Ba avartti€ouv AS®

EKTETOUEVN>OPLOTEPOTIAEUPN EK
HEVN=AP P il Avegaptntn tng Spaotnprotntag IONE?

MNepidepikn SpA
| * Tumou 1: oAyoapBpikn (m.x. ydvaro)
oxetiletal pe Spaoctnprotnta IQNE10
* TUmou 2: moAuapBpLkn (r.x. MKO)

X=fay, sacroiliitis

avefaptntn Tng Spactnpiotntag IONE10 psmusilbeo il J > /commore.vikimedia ors Y
d_arthritis#/media/File:DIP,_PIP_and,

Ankylosing Spondylitis: Blausen.com staff. "Blausen gallery 2014". Wikiversity Journal of Medicine.
DOI:10.15347/wjm/2014.010. IsSN 20018762. - Own work

1. Bernstein C, et al. Am J Gastroenterol 2001;96:1116-1122; 2. Isaacs K. Inflamm Bowel Dis 2008;14:5198-199; 3. Aghazadeh R, et al. J Gastroenterol Hepatol 2005;20:1691—
1695; 4. Levine J, Burakoff R. Gastroenterol Hepatol (NY) 2011;7:235-241; 5. Orchard T. Curr Gastroenterol Rep 2003;5:512-517. 6. Wright V, Watkinson G. Br Med J
1965;2:675—-680; 7. Steer S, et al. ] Rheumatol 2003;30:518-522. 8. Orchard T, et al. Gastroenterology 2002;122:1298; 9. Vavricka S, et al. Inflamm Bowel Dis 2015;21:1982—
1992; 10. Orchard T, et al. Gut 1998;42:387-391




Prevalence of Sacroiliitis in IBD Patients

Number of Estimates |
Geographic Area |
Europe 40 ——
North-America 4 _.|_
South-America 4 —_— |
Asla 10 —I'._
Africa 1 L |
|
Setting |
Population Based 4 —pe |
Secundary Care 28 —.—r
Tertiary Care 22 I—.—
Far |
Before 2010 41 — Lo
After 2010 18 ———
10% '
0 Mean Age |
20-30 3 T +-
30-40 16 —_—
4050 14 _l‘_
50-60 2 —_——
N 2 _.Jl_
M T n |
Clinical Evaluation 28 —_———
CaseRecords 21 —‘—'
self-Reported 7 —_——
NA 3 —
Case Ascertainment g
Xray 22 —I—.—
a 5 L *
MR 12 —,—
Scintigraphy 1 +—&-
NA 19 —p
|
Type of IBD |
Ulcerative Colits 23 —0—l
Crohn's Disease 33 ——
Unspecified 3 ——— :
Type of Sacroilits !
Clinical 50 ——
Subclinical 18 —'Q_
|
Overall 53 —*—
0.1 -0.05 0 0.05 01 015 02 025

Prevalence of Ankylosing Spondylitis in IBD Patients

Number of Estimates
GeographicArea |
Europe 43
North-America 7 —P
South-America 5 —_—
Asla g —.—'
|
Setting '
Population Based 3 —‘—"—
Secundary Care 31 —‘
TertiaryCare 30 '—‘—
|
Year I
Before 2010 8 ——
After 2010 19 —
Mean Age '
2030 2 '—0—
30-40 17 —‘_
4050 18 ——
NA 7 —_—r,—
|
Outcome Measurement |
ClinicalEvaluation 3 ——
CaseRecords 2 —
Self-Reported 5 —
NA 4 0—'
Case Ascertainment :
Clinical Diagnosis 1 ——
(m)NY Criteria 29 ‘—.—
ASAS criteria 1 3
Code 1 | ~—
NA n ——
|
Type of 18D |
Ulcerative Colitis % —
Crohn's Disease 36 ’—‘—
Unspecified 4 —'—
|
Overall 54 +
i i T | LI o) N S e | S— r

-0.06 0.04 0.02 0 0.02 004 0.06 008

Prevalence of Peripheral Arthritis in IBD Patients

|
Geographic Area |
Europe 50 —’—
North-America 4 —-.-'—-
South-America 5 —_——
Asia 17 —’—
Africa 3 —_——
|
Setting |
Population Based 4 —_—
Secundary Care 33 +
Tertiary Care 33 -.1—
|
Yew I
Before 2010 51 -
After 2010 28 '|—‘—
|
Mean Age |
2030 4 | —_—
30-40 18 —t—
40-50 21 —.—r'
50-60 1 “+— |
NA 35 +
|
Outcome Measurement |
Clinical Evaluation 45 -}.—
CaseRecords 2 ——
Self-Reported 9 - |
NA 3 _._|_
|
Type of 18D |
Ulcerative Colitis 37 ——
Crohn's Disease 40 ——
Unspecified 2 ——
|
|
Overall 78 |
4 1
01 0.15 0.05 005 0.15 025

035

Karreman MC et al, J Crohns Colitis 2017;11:631-642



e EEE: 33.1% (615/1860)
e Atapeon [IQR] nAtkia otn dx tng 1S EEE : 32.0 [22.4-45.4] €1n
e Touhaxlotov 1 EEE ntpo tnc IONE: 38.6% (238/615)

e Juxvotepec o€ aoBeveic pe dx IONE o veapn nAwia (<30
£tn, p=0.032)

* |ONE(+) otnv owkoyéveta: 221/1859 (11.9%). Metaév
AQUTWYV, Hovo 25/176 (14.2%) sixav (+) olkoyeveLako
LotopLko EEE

Karmiris K et al, J Crohns Colitis 2016:429-436




e H didyvwon gival Kupiwg KAIVIKA (a1T0 PEUPATOAOYO)

Mpoogyyion « Acikteg @Aeypovihg (TKE/CRP): utropei va €ivai
faotpeEVTEPOAGYOU @uololoyikoi (~50%)

o ATTEIKOVION
Ro: ouvBwc¢ pualoAoyikn
U/S: BondnTikG atro EUTTEIPO £CETAOTN (OEV UTTEPTEPEI
MIa¢ KAANG KAIVIKAG €€E€TAONC)
MRI: akpif3r) EC€Taon, OTTAvIa XPNOIMOTIOIEITAl OTN
dlayvwaon

* «AVOOOAOVYIKOI» OEIKTEG

ANA, RF, anti-CCP: uovo yia atrokKAEIouO
ouvuTttapyxouoac vooou(atrd PeupatoAoyo)

* [oTPEVTEPOAOYOC: BACLKEC EPWTNOELG OXETLKA UE TN PUON
TwV evoxAnoswv kat odnyla yia dtevepyetla Ro Aekavng —
LEpoAayoviwv apBpwoewv




Apa 0a amrevBuvopaocTav oTov PEUHATOAOYO
O€ aUTO TO OTAdI0 TG ACBEvVEIA...



1. MATTWG £X€1 PNE-ZTTA,;

2. Mola gival Ta XapOKTNPIOTIKA KAl N EVEPYOTNTA TNG

. , vOOoouU oToV aoBevn;
OCEYYLO
pooEyylon 3. Nwg emdpa n Beparreia TG vooou Tou Crohn Trou

AOuBAVEI OTA HUOOKEAETIKA CUUTTTWHOTA;

PeupatoAoyou

4. MNMola Ba TTpETTEl Va €ival n Bgpatreia Twv
MUOOKEAETIKWYV EKONAWOEWYV TNG;




MuookeAeTIKN TTpooBoA oe PNE (PNE-2TTA)

Aovikn mpocBoAn
DAeyuovwdec ormovouAiko alyog 5,2-42%
lepoAayovitida 10% 13% 7%
AykuAomointikn ornovoulitida 3% 4% 2%
Nepidpepkn apbpitida 13% 15% 12%
5 AoKTuAitiba 1-54% Mapouoia cuyvotnta puetaév NC & EK

EvBeoitiba p 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




Peripheral arthritis in patients with long-term inflammatory bowel disease.
Results from 20 years of follow-up in the IBSEN study

Alvilde Maria Ossum®®, @yvind Palm®, Milada Cvancarova®, Inger Camilla Solberg®, Morten Vatn®, Bjem
Moum?®®, Marte Lie Hoivik® (® and the IBSEN study group

* KoopTtn e10doxni¢ IBD
* PeupaTtoAoyikn eKTiuNON Kal EpWTNHATOAOYIO

. '(l'EA‘K 'gg)r]: QTTOKAEIOTIKA TTEPIPEPIKA apBpiTIda IBD (1aTpdg) KAl ATTOKAEIOTIKA TTEPIPEPIKN ZTTA

* Ta 20 étn oupttAnpwoav 441 acBeveig

30 ® IBD (n=441)
m UC (n=296)
® CD (n=145)

Aegv untnpye dtapopa otnv
EKTQON, TO YXPAKTAPA N} TV
evepyotnta tn¢ IBD uetaéu
aoJevwV UE Kal Ywpic
TTEPLPEPLKN apUpitida

0 o
Peripheral SpA Peripheral arthritis / |IBD-related arthritis
Fuvaikeg n=123 Fovad n=76
61,8% UVOLIKEG

67 ) 1% Scand J Gastroenterol. 2018 Oct 24:1-7




Bnua 1°: «ETrayputrvnon»

Table 1. Proposed “red flags” to consider further investigation for concomitant IBD or SpA.

Red flags for IBD Red flags for SpA
Chronic diarrhoea for more than 4 weeks Back pain (for more than 3 months)
Abdominal pain for more than 3 months Recurrent or chronic (more than 3 months) peripheral joint
pain or swelling
Nocturnal diarrhoea or abdominal pain Inflammatory spinal pain: age at onset younger than 40

years, insidious onset, improvement with exercise, not
improvement with rest, pain at night

r Rectal bleeding (not due to haemorrhoids) Finger swelling (ie, dactylitis) ever
: Perianal fistula or abscesses, recurrent oral aphthosis |Heel pain (ie, enthesitis) ever
’ Unexplained constitutional symptoms: weight loss, Family history of SpA*

fever, anaemia
Family history of IBD

* First- or second-degree relatives with IBD, AS, psoriasis, acute uveitis or reactive arthritis
IBD, inflammatory bowel disease; SpA, spondyloarthritis; AS, ankylosing spondylitis.

Zioga N et al. Mediterr ] Rheumatol 2022;33(Suppl 1):126-36




BAua 2°: Aiayvwaon

A&ovikn ZriovbulapBpitidba MNepupepikn ZmovbulapBpitiba

Oadualyia (NAkia evapéng <45 €1n,

SLdpKeLa 23 uAVEC) Kat ApBpitda ry EvBeoitida r) AaktuAitida

(xwpic oopuadyla mapovoa) Kot

Evoeitelc Lepolayovitidag =N

otnv MRI 1 TG amAEg HLA-B27 (+) kau
akToypadleg kat A TOUAT V2 dA\a
TouAdxtlotov 1 KpLtrpLo KpLTtnpLla amo to mAaioto A
armo To mhaiolo A
/ TouAdxtlotov 1 amno: TouAdylotov 2 amo :
M\aiclo A 1. Evdeitelg 1. ApBpitida
1. OAeypovwdng oodualyia lepoAayovitidag otnv 2. EvBeoitdba
2. ApBpitida MRI A TG amA€q | 3. AaktuAitda
3. EvBeoitida tng mrépvag a ' 4. OAeypovwong
4. AaktuhTiSa < . Nooog Crohn 1} eAkwdR¢ ooduaAyia
5. Payoelditida KOA(TLOa omotednmote
6. Vwpte 3. ' 5. OLKOYEVELOKO LOTOPLKO
4. Payoelditida omovdulapBpitidac
c ] ,
Ann Rheum Dis. 2011;70:25-31




lepoAayoviTIOa: AKTIVOYpa@ia IEPOAAYOVIWV

:”“? m

@ 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.



lepoAayoviTioa oo MRI IEpoAayoviwy

© Elsender 2008, Hocterg ot ol Rheumanciogy

Aktwvoypadia xwpic LepoAayovitidba MRI pe tepoAayovitida

Mn aktwvoypadiki agoviki onovdéuAapOpitida

Courtesy of Prof. Papagoras
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Courtesy of Prof. Papagoras




EpyaoTnpiakog EAeyxocC

« Evdoexopévwg auénon CRP & TKE

HLA B27
* 40% Twv aocBevwv pe AZ & WA £xouv XaunAEC
TINEG FeviKOG EAANVIKOG TTANBUGHOG 1-2,5
« Mrtropei va gival augnuéva Aoyw evepyou AykulorolnTikr orovOuAitida 90
EVTEPIKNG PAeyHOVI! AvtibpaoTtikr) apBpitida 40-80
Neavikry ormovéuAapBpitida 70
Evtepornadntikr apBpitda 35-75
Wwplaowkn apbpitida 40-50
Adladopormnointn omovoéulapbpitida 70

Benhamou M et al. Rheumatology (Oxford). 2010 Mar;49(3):536-41
AlHomood | et al. Arthritis Rheumatism. 2012; 64 (10):S581-2




To Vedolizumab £xel avtikpououeva
OEOOMEVA OTIC OKEAETIKEC EKONAWOEIC

70% ©
e
E 60% 57.4% 55.9% E 30 4
E = 50% 48.9% -E’ —_
§L 44.7% g2
£€ g3 20
5E P €5
3 31.9% c3
32 30% g 10-
EC 5]
2 £
g o 20% g
E E 0 L] T L L L] T L] L 1
S  10%- 0 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 ' N 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
MpoyvwoTikol mapayovtec deonc (MV) MpoyvwoTikol mapdayovteg de novo
* Ydeon ONE apBpaAyiog/itdag
* Mpoodatnc evapénc apbpalyio/itidba e N. Crohn
(<3,5 unveg) * Mpoimdapyovoa A

Aliment Pharmacol Ther. 2018;47:485-493




Crohn Disease d ESEAIEN Nooou..

X-ray: OIOTTIOTWVETAI IEPOAAYOVITION OUPOTEPOTTAEUPN




Epunveia epyaoTnPIaKWYV Kl AITEIKOVIOTIKWYV
ECETACEWYV TIPWTNC YPAHHNG:

TMOI0C TA EPHNVEUEIN,



T1 Ogpancia Oa emAEyaue va SwWooUE;



Let’s discuss!

iy

2)

3)

4)

5)

@a xopnynBei oxnua atrd Tou oTONATOC TTPEDVICOAOVNC
KOl Ba Yivel ETTAVEKTIMNON O€ £va pRva

Oa TTpooTeBOUV UTTODOPIEC EVEDEIC NEBOTPECATNC
(15mg/edouada)

©@a vivel diakoTr) Tou vedolizumab kai 8a xopnynOei
adalimumab

©@a vivel diakoTr) Tou vedolizumab kai 6a xopnynOei
Infliximab

©@a vivel diakoTr) Tou vedolizumab kai 6a xopnynOei
upadacitinib



1) ©a xopnynBei axnua atro Tou OTOPATOC TTPEDVICOAOVNG
KAl Ba Yivel ETTAVEKTIPNON O€ €Eva unva

2) Oa TpooTeBOoUV UTTOOOPIEC EVEDEIC HEBOTPECATNG
(15mg/efdouada)

Mpooéyyion

FactpevVTEPOAOYOU 3) Oa yivel diakotry Tou vedolizumab kail 6a xopnynoOei
adalimumab

4) ©a yivel dilakoTr Tou vedolizumab kal 6a xopnynoOei
Infliximab

5) Oa yivel diakoTr Tou vedolizumab kai 6a xopnynOei
upadacitinib




H enitevén Udpeonc twv EEE dgv akoAovBei mavta nopAdAAnAn
TOPELOL LE TNV ENiTEVEN VP EONC TNG TTEMTIKAC VOOOU

MNapaAAnAn AIFIKpIT!‘] MeiIkTn oX€on
EEE noosia ue I®NE MNOPEIA ANO TIG HE TNV EVEPYO
PEIa H IONE IONE
AEovikn SpA 4
Mepipepikn SpA v (oAlyoapBpikn) v (noAuapBpikn)
Olwdec epuBNUa v
rayypaivwoeic nuodepua v
>UvOpopo Sweet's v
A@POBWONG OTONATITIC v
EnmokAnpiTig 4
PayoeldiTig v
MpwTOoNadng OKANPUVTIKN v

XoAayyeliTida




IBSEN cohort (20y FU): H napouacia AS
OUOYXETLOONKE LE LOLKPOXPOVLOL EVEPYO VOOO

Chronic back pain~ Inflammatory back  Axial spondyloarthritis  Ankylosing Patients without back
n=120 pain [ASAS] n=54  w=36 spondylissn=21  complaints s = 242
Females 129]38.6)° 35 [64.8]° 17[47.2) §(38.1] 102 [42.1]
Age, median [range] $37[274-852]F  SL1[366-722]  50.0[32.7-85.2] 524[326-832]  48.8[28.8-94.0]
UC [n=314) 145 [46.] 3199 19(6.1] 13[41) 164[52.2]
UC extent
Proctitisfeft-sided 76(524] 18[58.1] 10 [32.6] 6[46.2] 80[48.8]
Extensive colitis 69 [47.4) 13[419] 9474 7133.8] 84512
UC onset < 40 years 92634] 2 [710] 13 [68.4] §[61.3] 118 [72.0] o
CD[n=156) 75 |48.1) 23[14.7] 17[10.9] 815.1] 78 [50.0]
CD onset < 40 years oy 913 14[824] 7187.5] 69[88.5]
CD location
lleal 10[13.3] 3[13.40] 2118 0 13[16.7)
Colonic 21[28.0] 6[26.1] 3[17.6] 1[123] 1228
lleocolonic 44158.7) 14 [60.9] 12[70.6] 7(87.3] 43551
CD behaviour
Non-stricturing, non- 5[4 9(39.0] T[412) j[6L3] 2 (269
penetrating
Stricturing/penetrating 40 [3.3]* 14160.9] 10[58.8] 3375 57173
[BD activity curves [C]
Cl 137 [623] 28519 16 [444)" 10[476) 168(69:4)
(3/C4 6830.9) 20 [37.0] 16 [44.4] §(38.1] 67[27.7)
Medication ever used
Corticosteroids 130(59.1] 37[68.5] 24166.7] 14(66.7] 139[574]
Biologics 22[10.0] 9[16.7] 6116.7] 3143 23[0.9]
Immunomodulators 51232 16[29.6] 13[36.1] 71333 61(252)
HLA-B27 positive 30[13.6] 14 25.9] 25[694] 12[57.1] 17(7.0]
NOD2 12[5.3] 113.7] 0 0 13[34]

Ossum AM et al, J Crohn’s Colitis 2018:96-104




DappakeuTIKEC emtAoyec otn pETpLla-cofapn IONE

Aywyn Emaywyn | Awatipnon Nownécg evdeierg
Udeong ucbeonq

Koptikootepoeldn NC, EK
Oelomoupivec X NC, EK
MeBotpe€atn NC NC
Anti-TNFa Scj?rlrilrl:\rt;r:s’loi;];ﬁ;;c;l;z;)mab pegol, NC, EK NC, EK Psoriasis;\ljzﬁi,SSpA, RA,
Anti-integrins (vedolizumab) NC, EK NC, EK
Anti-IL12/23 p40 (ustekinumab) NC, EK NC, EK Psoriasis, PSA
I JAK avaotoleic (tofacitinib, upadacitinib) NC, EK NC, EK RA, SpA, PsA I
Tpomomnolntég S1P unodoxewv (ozanimod) EK EK MS

Raine T, et al. J Crohns Colitis 2021, doi: 10.1093/ecco-jcc/jjab178
Torres J, et al. J Crohns Colitis 2020;14:4-22, doi: 10.1093/ecco-jcc/jjz180



Meta — avaAuon Sdiktuou: 2" ypapuun BroAoyikn Bepaneia

o€ aoBOeveig mou €xouv AaBel BloAoyiko mapayovia

Forest plot for failure to achieve clinical remission

Comparison: other vs '‘Placebo’

Treatment (Random Effects Model) RR  95%-Cl P-Score
i izumab 600mg - 07 :

Upadacitinib 45mg — 0.77 [069;0.87] 0.82
ISankizuma mg = U078 0.71.087] 0.79

Adalimumab 160/80mg - 0.84 [0.77,0.92] 0.61

Adalimumab 160/160mg — 0.86 [0.58;1.26] 0.52
Ustekinumab 6mg/kg ] 0.88 [0.83;0.93] 048
Ustekinumab 130mg : 3 0.91 [0.85;0.97] 0.38

Vedolizumab 300mg 5 0.96 [0.91;1.02] 0.21
Adalimumab 80/40mg : 0.99 [0.81;1.21] 0.19

05 1 2
Favours experimental Favours placebo

Forest plot for failure to achieve clinical response

Comparison: other vs 'Placebo’
Treatment (Random Effects Model) RR 95%-Cl P-Score

Risankizumab 1200mg —— 058 [0.48;069] 093
e = 2
Adalimumab 80/40mg e — 5 0.68 [0.43;1.08] 0.66
Ustekinumab 6mg/kg i 0.75 [0.67;0.85] 0.54
Ustekinumab 130mg —- 078 [0.67;091] 047

Adalimumab 160/80mg i 0.79 [0.66;0.96] 0.44
Vedolizumab 300mg E 0.89 [0.80; 1.00] 0.23
Certolizumab 400mg — | 095 [0.77;1.17] 0.15

I
0.3 05 1 2 3
Favours experimental Favours placebo

Certolizumab 400mg

Infiximab 10mg/kg
Adalimumab 80/40mg

Infliximab Smg/kg
Adalimumab 160/80mg
Placebo

Adalimumab 160/160mg
Risankizumab 1200mg

Vedolizumab 300mg
Risankizumab 600mg

Ustekinumab 6mg/kg
Upadacitinib 45mg

Ustekinumab 130mg

Forest plot for failure to maintain clinical remission

Comparison: other vs 'Placebo’

Treatment (Random Effects Model) RR  95%-Cl P-Score

| Vedolizumab 108mg 2-wkly —i— 0,70 [0.57:0.86] _0.82 I
Adalimumab 40mg wkly N 0.73[0.61;0.88] 0.73
Adalimumab 40mg 2-wkly —— 0.77 [066;090] 061
Risankizumab 180mg 8-wkly —— 0.79 [0.63;0.98] 054
Risankizumab 360mg 8-wkly ——] 0.80 [0.64;1.00] 051
Ustekinumab 90mg 8-wkly —i— 0.80 [0.67;0.96] 0.50
Vedolizumab 300mg 8-wkly —— 0.81 [0.69;0.94] 0.48
Ustekinumab 90mg 12-wkly —&— 083 [065;1.07] 041
Vedolizumab 300mg 4-wkly ; —M— | 0.83 [0.71;097] 040

0.5 1 2

Favours experimental Favours placebo

Barberio B, et al. Gut 2023;72:264-274
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MUOOKEAETIKN TTPpo0BOAR TNS ZTTA-IPNE;
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O

AloBéoiuec Bepartreiec yia PNE & 21TA

Drug

Crohn's disease

Ulcerative colitis

Axial
spondyloarthropathy

Peripheral
spondyloarthropathy

COX-1and COX-2

Long-term MNSAIDs

Conventional DMARDs

Sulfasalazine

Conventional DMARDs

Methotrexate

Conventional DMARDs

Leflunomide

Conventional DMARDs

Azathioprine

TNF Infliximab and adalimumab
TNF Etanercept

TNF Golimumab

adpy Vedolizumab

IL-174 Secukinumab, ixekizumab, and bimekizumab
IL-12 and IL-23 Ustekinumab

IL-23 Risankizumab

IL-23 Guselkumab

IL-23 Mirikizumab

JAK1 Upadacitinib

JAK1 Filgotinib

JAKL and JAK3 Tofacitinib

51P Ozanimod

Song K et al. Lancet Rheumatol 2024




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 Triclo, Armando Gabrielli

Kodptn 52 acBevwyv pe Z1TA-ONE
+ Kupiwg agoviki 58%
* Mepipepikn 42%
« Néoog Crohn 60%
* EAkwONG koAiTida: 40%

7 2uvouaouévn ekTipnon NaotpevrepoAdyou & PeupatoAdyou
’  Evepyog ONE;

« AZoviKi ZTTA;

* Mepipepikn ZTTA;

SSZ (R MTX) A Adalimumab

Adalimumab 61TTwg oTn YaoTpevTEPOAOYIK doooAoyia

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




AAYOpI0uoc Bepartreiag IDNE-ZTTA atrd oudda
PEUPATOAOYOU-YAOTPEVTEQOAOYOU

A
Enteropathic spondyloarthritis
Native, n = 39
Active IBD IBD in remission
_— T
Peripheral Axial Axial Peripheral
pA SpA SpA pA
—

P - /\ h-‘i'hx“'a_q___

Salazopyrin | IBD refractory + Anti-TNF-alfa | | Salazopyrin
r or to conventional | or

Mix therapv at least (used as recommended

. Py | for IBD treatment) Mex
for 3 mo

______________________________________________________________

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




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 Triclo, Armando Gabrielli
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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 Triclo, Armando Gabrielli
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Amo kowou mapakoAoOnon kat Ospansia
World J Gastroenterol 2017; 23(39): 7139-7149




H ueAétTn CARE o1n vooo Crohn: emmidpaon Tou
adallmumab oTic EEE

50 - 47,1 M Baseline (N=945) w Week 20 (N=942)
40
30

20

Percentage (%)

10

v Arthralgia Arthritis Oral aphthous ulcers Sacroiliitis Erythema nodosum
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 udeon vs 71% oowv bev eixav LPeon, p<0.001

e H Udeon twv EEE Atav e€ilocou ouxvn avetdptnta ano tnv ponyoupevn xpnon infliximab

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



Antli-TNF Bepartreia yia EEE otnv eABeTikny IBD Cohort
(SIBDC)
Overall outcome of

anti-TNF treatment Anti-TNF response rates in
patients treated for EIMs

100 -
88,9
81,2

80

= —
c

S g 40
() (8]
o o
a.

20

IFX ADA CZP 0

Bl Worsening WM Stable disease WMl Improvement Uveitis Arthritis AS PG

e 299 avti-TNFa Bepaneieg o€ 213 aocBeveig pe 355 EEE
* 69% twv acBevwv éAaBav 1 TNFi, 21.6% 2 TNFi, 9.4% 3 TNFi

Vavricka SR et al. Inflamm Bowel Dis. 2017 Jul;23(7):1174-1181



To Upadacitinib oTi¢ ecwevTtepIKEC eKONAWOCEIC TNCS V. Crohn
Aedopeva atro 1n HeEAETN CELES

Table. Proportion of patients achieving resolution of any EIMs, classic EIMs,
and arthropathy at Week 16.

Placebo | 3mgBID | 6mgBID | 12mgBID | 24 mgBID 24 mg QD
N=23 N=26 N=15 N=11 N=21 N=15
Resolution of any EIMs 7/23 (30.4) (10/26(38.5)| 4/15(26.7) | 6/11(54.5) | 11/21 (52.4) 7/15 (46.7)

Resolution of classic EIMs 6/18 (33.3) | 9/24(37.5) | 3/12(25.0) | 4/8(50.0) | 10/17(58.8) | 7/13(53.8)
Resolution of arthropathy | 5/17 (29.4) [10/24(41.7)| 3/12(25.0) | 3/7(42.9) | 9/16(56.3) | 6/11(54.5)

Endpoints, n/N (%)

Data are reported in the modified intent-to-treat population. Resolution of extra-intestinal manifestations (EIMs) was
defined as zero EIMs at Week 16. Resolution of classic EIMs was defined as zero peripheral arthropathy, axial arthropathy,
episcleritis, uveitis, oral aphthous ulcers, iritis erythema nodosum, pyoderma gangrenosum, Sweet’s syndrome at Week 16.
Resolution of arthropathy was defined as zero axial and peripheral arthropathies at Week 16.

Peyrin-Biroulet L et al. J Crohn Colitis. 2019; Volume 13 (Suppl. 1): SO57




To Upadacitinib oTIG ECWEVTEPIKEG EKONAWOEIG TNG
EAKWOOUC KOAITIOOC

Figure 1. Proportion of patients achieving resolution of any EIM, arthropathy, and anaemia at (A) Week 8 in the induction studies and (B) Week 52 in the

maintenance study
A 8
= Placebo = UPA 45 mg QD mPlacebo =UPA15mg QD w=UPA 30 mg QD
100 - 100 4
90 4 90 4 p<0.001 p=0.010 p=0.018
41.5(21.5, 61,6 444 (13.8, 75.1F 345(74 618
80 - 80 - _— - 4 . (o' N
708
i 126 (6.8, 31.9p 70 - 659 66.7
13.6 (-16.1, 43.4)°
# 60 4 547 g W 7.3(39,388 T
.-: 6 T ('5,7. 191]‘ 5_6 (.1 1_3' 22.5]" g 1 " ( > ‘- v .P 182 ('16-4. ‘sgr w'o
i 50 4 ~ v : 5 50 4 . .
E 40.0 £ > 5 4.7
a 40 4 . 38.2 o 40 4
30 4 30
20 1 20 4
10 | 10 +
0 0
Rassiution of any EIM amang Resohition af arthropathy Resohtion of anaemia ameng Resolution of any EIM ameng  Resolution of anthrepathy  Resolution of anaemia ameng
patients who raported at least 1 (peripharal and axial) among  patients who raportad anaamia patems who reported atleast 1 (penpheral and axal) among patients who reporad anaemia
EIM at baselne patents who reponed at baselne EIM at baseline patients who repored at baseline
arthropathy (periphoral or axial) arthropathy (peripheral or &)
at basaline & baselne

Colombel JF et al. J Crohn Colitis. 2022; VVolume 16 (Suppl. 1): i036—-i037




[MpoeTTiokOTTNON

 Ywpiaon KOPHOU-KVNHWV-TPIXWTOU KEPYAARS atrd 10eTiag

* Yo aywyn pe Certolizumab

[(uvaika

NEa ZuptrTwpaTa

AT £TOUG:!
* Trapoucidalel WA trou TrpoofBaAel Tig¢ MTO apBpwoeig Kal
TTPOKaAEgi duoxépeia Badiong




Ti1 EMAOYEG EXOUHE YiA aAUTOV TOV aoOev;

Oa gixe vonua va urtdpéel amdé kKoivou
agioAdGynon Tou;



T1 ETTIAOYEG £XW YIA AUTOV TOV 0C0OEVN;

1)TNFi
P —— 2)IL-17i
AgppatoAoyou 3)IL12/23i

4)IL-23i




To aBpolotiko poptio tnc Ywpraoikic vooou (CLCI)

H mlavi apvnTikA emTidpaon TN ywpeiaong otnv mopeia Tng (WA Tou aoBevougl—3

CLCI

Yy@nAo @oprTio
voéoou

b

aTTWAEIA EPYyaTiag
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Ailayvwon Mpwiun N6oog

A Kapdiayyelako
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tPsoriasis is associated with significant physical, psychological, social, and economic burden, the cumulative effect of which may result in failure to achieve 'full life potential' in some patients, termed ‘cumulative life course
impairment'. In this concept, the burden of stigmatisation, and physical and psychological comorbidities (risk factors for cumulative impairment), coping strategies and external factors (having potential moderating effects), interact
to cause lifetime impairment.1

BSA, body surface area; CLCI, cumulative life course impairment; CRP, C-reactive protein; CV, cardiovascular; MetS, metabolic syndrome; PASI, Psoriasis Area and Severity Index; PsA, psoriatic arthritis.

1. Adapted from: Pariente B, et al. Inflamm Bowel Dis 2011;17:1415-22; 2. Kimball AB, et al. J Eur Acad Dermatol Venereol 2010;24:989-1004; 3. Ros S, et al. Actas Dermosifiliogr 2014;105:128-34;

4. Linder MD, et al. Acta Derm Venerol 2016;96:102—8.




Eykoiwpn nopéupaocn otny Yopioon: n véo Ogpoareutiky mpocéyyion

* H éykarpn mopéuPaon/Bepamneio prnopel vo emPpadovvel ) oodKacio TG EXILOVNC AEYUOVNG OTNV
PsO kot teMkd va BeATiooel ) pakporpdBeoun topeio g vOGou

Xe¥.
Ta tpéxovta dedopeva deixvouv kabBuotépnon
OTN XPrjon cUCTNUATIKWY Ogparmelwy Kalt N B
Timely treatment o
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(Girolomoni G, et al. J Dermatolog Treat 2015;26:103-12; 2. Saraceno R, Griffiths CE. J Am Acad Dermatol 2006;54:581-4).




H avaoctoln 1L-23 & 1L-12/23 cvoyetioTnKe pe sNUAVTIKA HEIOUEVO KIVOUVO avATTVENS
apOpitioog o€ oyxéon ue v avacstorn T NF

AvadpopikA KAk peAétn 15.501 aoBevov atréd 1o clotnua kataypaeric TriNetX database (US)

Time that patient with psoriasis took to develop Adjusted HRs for time to inflammatory arthritis for
inflammatory arthritis after initiation of biological therapies the primary model and three sensitivity analyses
TNF inhibitor — |L-23 inhibitor TNF inhibitor —&— IL-23 inhibitor
= |L-12/23 inhibitor IL-17 inhibitor —&— [L-12/23 inhibitor —@— IL-17 inhibitor

100 == _ !

g S —— — Primary analysis o~ :
© S ¢
= 90 -+ i '
> . . |
= First drug switch PR — .
n o—t
Q 7 1
2 80 - :
" Psoriatic arthritis . l
= o !
< . I
< 70 3 Incident arthritis ¢ !

@
0 € ¢
0 1 2 3 0 0.5 1.0 1.5 2.0
Time since index date (years) HR (95% CI)
< >
Reduced risk Increased risk
for arthritis for arthritis

95% Cls that did not overlap with 1 were considered significant corresponding to a p-value of less than 0.05.
Cl, confidence interval; HR, hazard ratio; IL, interleukin; PsA, psoriatic arthritis; TNF, tumor necrosis factor.
Singla S, et al. Lancet Rheumatol. 2023;5(4):e200—e207.




H avaoctoi ¢ IL-23 Tpoc@éper pakpoypovia vywnin avtomoKpilon
GTO O0SPNO.

PAS| 100 @ mNRI LOCF =@= OC

100 - i
80 -
64.4
< 57.8 58.3 613 610 604 606 60.6 5o 604 609 615 618 621 595 O 60.7 61.4 0.4 gg_fi
2 54.4 ’ ~ 614 61.1 60.5 60.9 60.3 ’ 60.2 60.8 61.6 61.4 61.6 60.5 : 60.4 61.3 60.6 :
57.6 58.5 59.0 W
o 581 581 586 584 586
= g 535 6.4 55.4 54.4 54.2
o 40
20
Base study LIMMitless?
O T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T 1
Wweeks 0 4 81216 28 40 52 64 76 88 100 112 124 136 148 160 172 184 196 208 232 256 280 304
Patients, n
=@= mMNRI 897 897 897 897 897 897 897 897 897 897 897 897 897 897 897 897 897 897 897 897 897 897
897
897
LOCE 888 897 897 897 897 897 897 897 897 897 897 897 897 897 897 897 897 897 897 897 897 897
895
897
®= OC 888 897 892 895 888 875 860 857 846 840 816 815 801 790 773 770 667 571 736 707 689 611°
889
888

aBecause of differences in base study lengths, some patients enrolled in the LIMMitless study earlier than 52 weeks; "Ongoing patients (611 of 656) completed the assessment visit at Week 304; 45 ongoing patients have reached
the assessment window but have not yet completed the assessment visit at Week 304.

LOCEF, last observation carried forward; mNRI, modified non-responder imputation; OC, observed cases; OLE, open-label extension; PASI, Psoriasis Area and Severity Index; RZB, risankizumab.
1. Papp KA, et al. European Academy of Dermatology and Venereology Congress (EADV 2023), Berlin, 11-14 October 2023. Poster P2428.




H avactoin tng IL-23 mpocpiper Tov vynAoTEPO YPOVO
smPloong o€ oyéon ue Tic arAreg Broroyikég Oepameieg

Unadjusted survival functions at Year 1 for effectiveness Unadjusted survival functions at Year 1 for safety
RZB a 0.95 (0.93, 0.96) RZB m 0.97 (0.96, 0.98)
GUS o 0.94 (0.93, 0.95) GUS ™ 0.95 (0.94, 0.97)
ADA m 0.80 (0.79, 0.81) ADA . 0.91 (0.90, 0.91)
usT " 0.88 (0.87, 0.89) usT « 0.94 (0.94, 0.95)
BRO i 0.80 (0.75, 0.84) BRO e 0.91(0.87,0.93)
IXE b 0.88 (0.86, 0.90) IXE b 0.91 (0.89, 0.93)
SEC " 0.85 (0.84, 0.86) SEC " 0.93 (0.92, 0.94)
0 0,5 1 1,5 0 0,5 1 1,5

A cohort study using BADBIR, which is a national pharmacovigilance registry of patients with psoriasis in the UK and Republic of Ireland, was conducted with data collected between November 2007 and June 2023.

A total of 19,034 treatment courses from 11,877 participants were included with a median follow-up of 2.3 years (interquartile range 0.9-4.4) with 6,815 ADA, 5,639 UST, 367 BRO, 1,072 IXE, 3,051 SEC, 1,258 GUS,

and 832 RZB exposures.

ADA, adalimumab, BADBIR, British Association of Dermatologists Biologics and Immunomodulators Register; BRO, brodalumab; ClI, confidence interval; GUS, guselkumab, IL, interleukin; IXE, ixekizumab, RWE, real-world evidence; RZB,
risankizumab; SEC, secukinumab; UST, ustekinumab.

1.Yiu Z, et al. EADV, Berlin, 11-14 October 2023. Abstract 6532.




Ot avaotoieig IL-23 cvoyetioTnKoy UE TO YOUNAOTEPO TOGOGTA AALOY DV
(switches)

O Retrospective cohort study including 7997 patients in the US

100 IL-23 inhibitors
90 IL-12/23 inhibitor
80 - IL-17 inhibitors
20- I — — TNF inhibitors

60
50
40
304
204

18 - p<0.00001

Non-switch rate (%)

0 2 4 6 8 10 12 14 16 18 20 22 24

Number at risk Time (month)

IL-23 inhibitors 2886 2871 2848 2802 2434 2090 1755 1493 1271 1080 912 779 659
IL-12/23 inhibitor 970 956 938 920 818 713 615 552 491 449 417 365 324
IL-17 inhibitors 1855 1830 1798 1752 1510 1315 1095 949 826 748 675 597 529
TNF inhibitors 2286 2256 2153 2033 1763 1510 1271 1137 1009 905 820 731 641

Data from January 1, 2016 to March 31, 2022 from The Merative® MarketScan® Commercial and Medicare Supplemental Research Databases. Switching rates were reported over 24 months using Kaplan—Meier
survival analysis, and multivariable Cox regression analyses were performed to identify associated patient characteristics.

IL, interleukin; TNF, tumor necrosis factor.

Armstrong AW, et al. J Dermatol Treat. 2023;34(1):2200870.
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Psoriatic arthritis

CLINICAL SCIENCE

Biological disease-madifying antirheumatic drugs
may mitigate the risk of psoriatic arthritis in patients
with chronic plaque psoriasis

Paolo Gisondi ® ," Francesco Bellinato @ ,' Giovanni Targher,® Luca Idolazzi,*
Giampiero Girolomoni'

0.50 -

Phototherapy
----- b-DMARDs

0.40

0.30- p =0.027

0.20

0.10

Probability of developing PsA

0.00

Ann Rheum Dis 2022;81:68-73

Psoriatic arthritis

EPIDEMIOLOGICAL SCIENCE

Treating the skin with biologics in patients with
psoriasis decreases the incidence of psoriatic arthritis

Maria Laura Acosta Felquer,' Luciano LoGiudice,' Maria Laura Galimberti,”
Javier Rosa,' Luis Mazzuoccolo,? Enrique R Soriano @ '

Table 4 Results of Cox proportional hazards model of time to onset
of psoriatic arthritis in patients with skin psoriasis (PsO) with primary

analysis

Variable HR 95% Cl P value
Male sex 1.7 111026 0.013
Age at PsO onset 0.99 0.98to1 0.085
BMI 1.05 1t01.1 0.014
Nail involvement 2.7 1.6t04.5 <0.0001
c¢DMARDs 0.53 0.16to 1.7 0.285
bDMARDs 0.19 0.05t0 0.81 0.025

bDMARDs, hiological disease-modifying antirheumatic drugs; BMI, body mass index;
¢DMARDs, conventional disease-modifying antirheumatic drugs; ;HR, Hazard Ratio.

Ann Rheum Dis. 2022;81:74-79



Ma Tt eidouc anotuyia tov CZP mpoKeLtaL;

[MpwTtoyevn aotoxia
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bDMARDSs otnv WA pe i xwpic MTX;

14
Meta-availuon
Hazard Ratio, FE Prob TNFi
A 95% Credible Interval better than comparator
TNFi vs TNFi + MTX + 0.97 [0.85, 1.11] 64.7%
Oj 0j4 1:0 215 _IS
h Favors TNFi Favors comparator -
Hazard Ratio
B Hazard Ratio, FE Prob IL-17i
95% Credible Interval better than comparator
IL-17i vs IL-17i + MTX + 0.99[0.84, 1.18] 52.6%
i D.I1 D.|5 1.|0 1.|5 2I
h Favors IL-17i Favors compa:aror
Hazard Ratio
Hazard Ratio, FE Prob IL-23i
C 95% Credible Interval better than comparator
IL-23i vs IL-23i + MTX ~+ 0.96 [0.8, 1.16] 65.2%
01 04 10 25 5
) Favors IL-23i Favors comparator .
Hazard Ratio

Mease PJ, et al. RMD Open 2024,;10:e003423




The efficacy and safety of UPA were generally consistent when
administered as monotherapy or in combination with nbDMARDSs in PsA

— Integrated efficacy analysis of placebo-
subtracted treatment effects
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':gr I 206225, 36.5) 1 UPA 1S mg OO with any non-biologic OMARD ) UPA 30 mg OD with any non-biclogic DMARD
sIGA 0/1 at week 16 3. 30.1(23.8, 36.4)
—a8— 162 4211334, 50.8)
rﬁ: 2% 36.5 (293, 43.7)
3 126 37.6(31.2, 44.0)

Nash, Peter et al. Rheumatology (Oxford, England) vol.
61,8 (2022): 3257-3268.
doi:10.1093/rheumatoloav/keab905




Reco. 10: switches; reco. 11: tapering eu I ar

fighting rhoumatic & musculoskeletal

. . . disenses togothor
| LAY /
\4: - “1‘/

+ | 10. In patients with an inadequate response or intolerance to a bDMARD
@ or a JAKI, switching to another bDMARD or JAKi* should be considered,
| including one switch within a class.

1b/4 C
9.5x0.7

*For JAK-inhibitors, caution is needed for patients aged 65 years or above, current or past long-time smokers, with a history of
atherosclerotic cardiovascular disease or other cardiovascular risk factors or with other malignancy risk factors; with known risk
factors for VTE.

Gossec L, et al. Ann Rheum Dis. 2024 May 15;83(6):706-719




Biologic and Small-molecule Therapies for PsA: Efficacy Data
from Registration Trials

Patients achieving ACR20% Response in Phase 3 PsA Trials

57
| 15
ADA

M Biologic or small molecule mPlacebo

59

15

IFX ETN UsT APR ABT TOF RIS
Anti-TNF ; Anti- i T-cell JAKi ;
Anti-IL17 IL12/23 PDE4i 1 Ant-1L23

modulator

Mote: Data are only presented for illustrative purposes and not for direct comparison.

Lubrano et al Rheum Ther 2023
Kumthekar et al Clin Rheum 2023



fighting rheumatic & musculoskelotal

. . ' disonses togother

9. The choice of the mode of action should reflect non-musculoskeletal
manifestations related to PsA;

with clinically relevant skin involvement, preference should be given to
an IL-17A or IL-17A/F or IL-23 or IL-12/23 inhibitor;

with uveitis to an anti-TNF monoclonal antibody;

and with IBD to an anti-TNF monoclonal antibody or an IL-12/23i or IL-23i
or a JAKi*. b B

9.6%0.7

\ Reco. 9: non-musculoskeletal manifestations ecu I ar

*For JAK-inhibitors, caution is needed for patients aged 65 years or above, current or past long-time smokers, with a history of
atherosclerotic cardiovascular disease or other cardiovascular risk factors or with other malignancy risk factors; with known risk
factors for VTE.

Gossec L, et al. Ann Rheum Dis. 2024 May 15;83(6):706-719
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RMD

Br. Dormatol 2033, 189:561-568 _— %]D op en Long-term persistence of second-line
s://doi.org/10. jd/lja Briti D . . . . . o e .
Aduanze acoess publication dte: 21 July 2023 MR o o D ooy biologics in psoriatic arthritis patients

paiisomll  with prior TNF inhibitor exposure: a

Musculoskeletal

- - - . . . - Diseases : .
Persistence of second-line biologics in psoriasis after nationwide cohort study from the
first-line biologic failure: a nationwide cohort study French health insurance
from the French health insurance database (SNDS) database (SNDS)
Clarisse_ I_\Ilarc(_)n_1bes,‘:2 Laetitia Penso,"2 Alain Weill,2 Rosemary Dray-Spira,2 Mahmoud Zureik? Laura Pina Vegas © 2 Léa Hoisnard, * Léa Bastard, ' Emilie Sbidian,**
and Emilie Sbidian®23.4 Pascal Claudepierre @ "2

Persistence per therapeutic class

(b) Wwith Number of Subjects at Risk and 95% Confidence Limits
1.0 T =
o € ® Censored
£ 09- Logrank p <.0001
H
0.75 s 084
g 0.7
] = 57
g E
& o0s0- E
5 w 0.5
B 5
2 0.4+
0.25 ©
Q
5 0.3 -
| 2
o 02+
0.00 T
IL-12/23i 1561 1379 1008 762 603 490 383 a 014
IL-17i 2699 2152 1470 1101 816 618 426 2
IL-23i | 1601 1458 977 602 370 216 71 2 0.0
TNFi | 2832 2025 1285 911 701 556 436 L12/23i | 426 208 a0 47
0.0 0.5 1.0 15 2.0 25 3.0 IL17i | 963 356 143 53
) TNFi | 1580 490 228 125
Time (years) 1 = -
0 1 2 3
CLASSE IL-12/23i IL-17i 1L-23i TNFi
Years

Therapeutic_class IL12/23i IL17i TNFi




Demographic variables

Female vs Male differences in PsA

Univariate
analysis

098" (096 _099)

Higher EULAR response, OR (95% CI)

Multivariate
analysis

097* (095 _099)

Univariate
analysis

097* (095 _099)

Disease remission, OR (95% CI)

Multivariate
analysis

096" (094 _0 99)

A/
| Female

0.49" (0.35, 0.70)

0.51* (0.34, 0.78)

0.37* (0.25, 0.55)

0.34" (0.21, 0.57) |

Smoking (yes/no)

Baseline co-morbidity® (yes/no)
Disease variables

Baseline DAS-28

Baseline HAQ

Disease duration (years)

Inflammation®

TJC

SJC

0.96 (0.68, 1.36)
0.88 (0.60, 1.29)

1.01 (0.99, 1.02)
0.78" (0.62, 0.98)
1.01 (0.99, 1.03)
0.54* (0.30, 0.96)
1.00 (0.98, 1.03)
1.01 (0.99, 1.05)

Therapeutic variables: concurrent use of

DMARDs
Steroids

1.31 (0.42, 4.06)
0.48" (0.31, 0.74)

Biological therapy: etanercept is the reference category

Al Infliximab
Adalimumab

0.55 (0.37, 1.82)
1.01 (0.63, 1.63)

1.07 (0.71, 1.59)
0.83 (0.53, 1.30)

0.99 (0.98, 1.02)
0.85 (0.66, 1.08)
1.02 (0.99, 1.04)

0.82 (0.19, 3.55)
0.45" (028, 0.72)

0.60 (0.38, 1.95)
0.81 (0.44, 1.49)

0.76 (0.51, 1.14)
0.77 (051, 1.16)

0.99 (0.98, 1.01)
0.78 (0.59, 1.03)
0.99 (0.97, 1.02)
0.54* (0.31, 0.97)
0.97 (0.95, 1.00)
0.99 (0.95, 1.02)

0.42 (0.09, 1.93)
0.57 (0.32, 1.01)

0.57 (0.35, 1.94)
1.16 (0.67, 1.99)

0.74 (0.45, 1.20)
0.64 (038, 1.06)

Female patients:

0.99 (0.96, 1.02)
0.85 (0.63, 1.15)
1.00 (0.97, 1.04)

v'Less odds to achieve
- favourable outcomes

v'Higher odds to
discontinue treatment

0.44 (0.05, 4.18)
0.55 (0.29, 1.02)

0.69 (0.39, 1.22)
0.97 (0.46, 2.04)

Starting TNFi

At 6-months: female gender was negative
predictor for response

PsA patients (n=596) BSRBR



Effect of gender in efficacy/safety of b/tsDMARDs PsA SLR & meta-analysis

Medication Male patients, Female patients, ACR20 response OR(35%C Relative
(dose, interval) events/total events/total OR (95% CIy [male patientsvs  weight, %
female patients])
TNF inhibitor
EXCEED® Adalimumab (40 mgonce every 2 weeks) 161/229 102198 T 223(150-337) 55
GO-REVEAL™ Golimumab (100 mg once every 4weeks) 486 3260 —m— 057 {0-28-1-11) 30
. GO-REVEAL™ Golimumab (50 mg once every 4 weeks) 47/89 prilvd L 124 (064-2-42) 30
SLR and network meta-analysis of RCTs bt bt e e ot W e S
RAPID-PsA™ Certolizumab (200 mg once every 2 weeks) 42/64 3874 L 1-81(0-91-3-60) 29
—_ 9 5 4 RAPID-PsA™ Certolizumab (400 mg once every 4 weeks) 40)62 2073 S m s 261130524 28
n - SEAM-PsAZ Etanercept (50 my, once weekiy) 92/151 By123 —m— 100 (0-62-1.61) 44
SEAM-PsA® Etanercept (50 mg, once weekly) + methotrecate (20 mg weekly) 103144 B1/139 —i.— 1.80 (110-2-95) 46
SELECT-PA 1% Adalimumab (40mg once every 2 weeks) 158/207 120222 - 282 (1.86-4.27) 53
Total TNF inhibitor 1084 1004 155(1:11-2:18) 34
Ac R z 0 d Ac R 5 0 Heterogeneity: ©°=0-18; y?=26.1; df=8 (p=0-02); F=69%
an responses ot
EXCEED™ Secukinumab (300 myg once every 4 weeks) 154208 133118 —— 1-82(121-275) 53
FUTURE 1+2™ Secukinumab (150+300 mg once every 4 weeks) 165/286 145/318 —— 163 (118-2-25) 65
. . SPIRIT P14P2% Ixekizumab (80 mg once every 2 waeks) 66/98 66/128 » 194(112-335 39
> H I g h e r I n m a I e S fo r‘ SPIRIT P1aP2% Ixekizumab (80 mg once every 4 weeks) 73108 707121 152 (0-88-2-61) 40
Total IL-17 inhibitor 700 785 170(138-241) 198
Heterogeneity: =0; y'=0-57; df=3 (p=0-90); 0%
IL-23 inhibitor
. o o COSMOS™ Guselkumab (100 mg ance every B weeks) 4286 421103 139(078-247) 37
> ( | L ) - 1 7 I n h I b Ito rs DISCOVER-1+2% Guselkumab (100 mg once every 4 weeks) 141209 91164 ] 166 (103-2-54) 52
DISCOMER-142% Guselkumzb (100 mg once every 8 weeks) 125/195 1004180 —a— 1.43 (0-94-2-16) 53
KEEPSAKE 1:2 Risankizumab (150mg) 10352 1827255 - 141(104-189) 69
Total I1-23 inhibitor 842 802 L_J*) 1-46 (1-20-1.78) 11
8 H h H b H Heterogeneity: ©=0; '=0-47; df=3 (p=0-93); F=0%
E > IL-23 inhibitor o
MusT? Usteki 45 mg every 12 week: rexate (15 mgweekly)  35/50 1837 o »  246(102-596) 20
MusT? Ustekinumab (45 mg every 12weeks) 35147 16/32 —8— 292(112757) 18
. . Total IL-12/23 inhibitor o7 69 _— 267(139-509) 37
> | L_ 1 2/_ 2 3 I n h I b Ito r Heterogeneity: ©'=0; y’=0-06; df=1 (p=0-81); P=0%
JAK or TYK2 inhibitor
NCT028810597 Deucravacitinib (12 mg once aday) 1833 2434 -8 050 (0-18-1-27) 16
NCT038810597 Deucravacitinib (6 mg once a day) 20/40 17730 076 (0:30-1.98) 18
. . . OPAL Bro+Bay™* Tofacitinib (5 mg twice daily) 63/114 56/113 — - 126 (075-212) 42
> T N F_l n h | b |t0 rS OPAL Bro+Bay™* itinib (10 mg twice daily) 5395 7217 R 006(056-165) 40
SELECT-PsA 1™ b (15 mg once a day) 1411181 162/238 ——i— 132 (0-87-2-02) 52
SELECT-PaA 1 Upadaitinib (30 mg once a day) 149/187 183736 — - 114 (071-1-82) 47
Total JAK or TYK2 inhibitor 660 778 110(0-87-138) 214
° ° Heterogeneity: ¥'=0; '=4-15; df=5 (p=0-53); =0%
Total random effects for ACRZ0 (95% CI) 383 3438 1.49(129-171) 100
no difference with JAK and TYK2 e
05 2
5 5
Favours female patients Favours male patients

Figure 2: Random effects meta-analysis of sex differences in ACR20 response by medication class
ACR=American College of Rheumatology. OR=odds ratio.

Eder et al Lancet Rheumat 2023




Improvements in skin psoriasis with Upadacitinib maintained through Week 56 (NRI)

SELECT-PsA 113 pmarp-IR PBO (N=211) UPA 15 mg QD (N=214) A PBO/UPA 15 mg QD (N=103)
PASI 75 PASI 90
Weeks Weeks ;5 12 16 20 24 28 32 36 40 44 48 52 56
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56
100 xx 100
X 80 [Y VALUE].O — < 80
= o : < 49,1
*E 60 ﬁ-. 42 60 45,0
f__‘: 40 58,8 583 40___,) 40 * .
£ - & - LD 41,7
) 26,5 ; 16,6
SELECT-PsA 22:3 ,DMARD-IR PBO (N=131) UPA 15 mg QD (N=130) A PBO/UPA 15 mg QD (N=65)
: PASI 75 PASI 90
Weeks Weeks o 4 5 12 16 20 24 28 32 36 40 44 48 52 56
o 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 100
§ 80 i\, 38 * % %
o [Y VALUE] 52,3 42 o —
5 Q 50 36,2 )
5 5 3
£ 431 i
19,1 10 32,3
0 0 6,9

aFor subjects with 23% BSA psoriasis at baseline. Comparisons not adjusted for multiplicity: ***nominal p<0.001 for UPA vs PBO;
not statistically significant. Subjects could utilize any PsO therapies after Week 16, except for DMARDSs unless qualified for rescue.
ADA, adalimumab; b, biologic; BSA, body surface area; DMARD, disease-modifying anti-rheumatic drug; IR, inadequate response;

NRI, non-responder imputation; PASI 75/90/100, Psoriasis Area Severity Index 75/90/100; PBO, placebo; PsA, psoriatic arthritis; Mclnnes, lain B et al. RMD open vol. 7,3 (2021): e001838. doi:10.1136/rmdopen-2021-001838
PsO, psoriasis; QD, once daily; UPA, upadacitinib. Mease PJ, Setty A, Papp K, et Annals of the Rheumatic Diseases 2022;81:836-837.
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NMaBoyeveon TrTapddocng ywpiaong
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AMPs nucleic acid Recruitment of inflammatory cytokines

p >~ Activation and proliferation of keratinocytes
t

1L-22
] IFN-y TNF-a
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° ‘:3 i 4:: .. mast cell ; '
e L b 2

IL-6
A N-a | \
-l IL-23
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LuJ & Lu Y. J Transl Autoimmun. 2023 Sep 6;7:100211




Alaxeipion Trapado¢ng ywpiaong

Paradoxical Ps

+ Ps

Intermediate or

_ low efficacy of
anti-TNF alpha ant-TNF alpha

Efficacy of

BSA> 5% Mild side . . :
reaction Discontinuation

DLQl > 10 or palmoplantar

Ps BSA< 5% of biologic

L Discontinuation Continuation of Continuation of
of biologic anti-TNF alpha + anti-TNF alpha
phothotherapy

or+ MTX or+
CyA or +Acit

+ local therapy

(Vorcokova K, et al. Skin adverse reactions related to TNF Alpha Inhibitors :Classification

and therapeutic approach in psoriatic patients. Tailored treatments in psoriatic patients 2019)
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Disease domain presentation in
patients with newly-diagnosed PsA?

100 -

85.0%

Patients, %

PA subtype

Wervers K et al. ] Rheumatol. 2018,45(11):1526—-31
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Upadacitinib’s ACR70 responses over time (NRI)

—o— PBO + MTX (n=651)

100 - - UPA 15 mg QD + MTX (n=651)
90 4 —&— ADA 40 mg EOW + MTX (n=327)
80 -
70 Patients not achieving
) CDAI LDA before Week 26
~ 60 - were rescued and
wy -
= subsequently considered
@ 50 - non-responders
?ﬁ
EEE pyp
o 40 - wr N e L w e i i L sun i " o~ sss
ey ooe ] 32.4
30 = [***] |
o
20 20.5
10
0
0 12 26 36 48 60 72 84 96 108 120 132 144 156
“5 '__-.' i .
€ n & o )
£ £ t o i om e 3 305 26,5 29,4 31
] 24, 5,3 49,5 ' ! - 9.8 ¥
% = 4 za1  ELA * ﬁ
e = 18,3 i T I T e
=0 wa 138§ —F—F T - L + = ¥ L ks
5,4 ; "
0.5 g
] 4 ] i i i ! d i El i ] &1 [ [i¥] A
e
THHTLNY VUL, TNV .. UUUL uk)auak,J.LJ.llJ.U Lo Ml\j VELOUD auadl iliulilal Lolnliialr valirucd alc ODOlluwll allu wolc 1luo JHLAJ.L,J.}JJ.J.k,J.L,_y CLULILLULICTU.
ACR70, 2 70% improvement in American College of Rheumatology response criteria; ADA, adalimumab; AO, as observed; CI confidence
interval; EOW, every other week; NRI, non-responder imputation; QD, once daily; UPA, upadacitinib. .
Full analysis set; n-values apply to NRI data set only. Treatment groups are by initial randomization. NRI was used for patients McInnes, Iain B et al. Rheumatology and

who were rescued or prematurely discontinued study drug, as well as for missing
of the PBO-controlled period
Comparisons adjusted for multiplicity: [***] p<0.001 vs PBO

data. Vertical line at Week 26 indicates the end

Comparisons unadjusted for multiplicity: *p<0.05; **p<0.01; ***p<0.001 vs PBO; #p<0.05; ##p<0.01; ###p<0.001 vs ADA

therapy vol. 10,1 (2023): 275-292.
doi:10.1007/s40744-022-00499-w
Fleischmann R, et al. EULAR 2021;Poster
POS0087



A Case Series of TNF Inhibitor-Induced Psoriasis
Successfully Treated With Upadacitinib
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