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(Difficult to manage/Treatment refractory Psoriatic Arthritis)
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Kapia cuykpouon CUNQEPOVTWV



IHapovoloon TEPLGTATIKOV

Avgyvoon kotd thdkeg Yopiaong
BMI: 28kg/m?

Konviotpro

AY Pgopatoroyikn ektipnon Loym QAEYRLOVAO0VG

AATI 06QULUAYiOG
Ivopvaiyia

Kotd mhdkos yopiacn eEKTUTIKOV TEPLOYOV
ApOpitoo IIXK, Faber(+) AE

CRP: 3,2 (<0,31mg/dl)

TKE: 38

Iv Infliximab 5mg/kg
MTX 15mg/wk

O—0O0—0—-=0
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IHopovoiaon TEPLETATIKOD

Awayvoon kotd thdkog Yopiaong o 2010
BMI: 28kg/m?
Konviotpro
AY Peopatoroyiki] ektipnon Aoy® QAEYROVAOIOVG
AAIL ocQuaLyiag o 2019
Ivopvaiyia
Y=o iv Infliximab 5mg/kg Popatoloyikij eravektipnon and 0spamovra
MTX 15mg/wk PEVRATOAOYO o 2020
Kotd thdkog yopiaon eKTATIKOV TEPLOYAOV
ApBpitida IIXK apoo, HAK apom
CRP: 5 (<0,31mg/dl) o

TKE: 45

B’ actoyia o¢ infliximab
"Evapén Adalimumab




IHapovoioon TEPLOTATIKOD

BMI: 28kg/m?
Konviotpra
AY

AATL
Ivopvaiyia

Yn6 Adalimumab 40mg/2wks
MTX 15mg/wk

Awbyvoon kotd thdkog Yopiaong

Peopatoroyiki] ektipnon Aoy® QAEYROVAOIOVG
0GQVOAYLOG

Peoparoroyun) eravektipnon and Ogpamovra
PEVRATOAOYO

Extipnon oto Pevpoartoroyiko latpeio 'NA KAT

Xopic Yopiaon (PASI:0)

ApOpitida IIXK apgo, 21+31 MK® AP, 215-57 E@®
AE axpaog yeipog, IIAK ape, daktoritidoa 2°°
ookt 0V AP dxpag yeipag

CRP: 12 (<0,31mg/dl)

TKE: 67

Tender points: 16/18 l

Alhayn og Upadacitinib 15mg/d

o

O

o

O

2010

2019

2020

2022




IHapovoioon TEPLOTATIKOD
Awbyvoon kotd thdkog Yopiaong o 2010
BMI: 28kg/m?
Kamvi
A;?twmpm Peopatoroyiki] ektipnon Aoy® QAEYROVAOIOVG o
AATT 0cQUaAYing 2019
Ivopvaiyio
Peoparoroyun) eravektipnon and Ogpamovra
PEVRATOAOYO o 2020
Extipnon oto Pevpoartoroyiko latpeio 'NA KAT o 2022
Y6 Upadacitinib Enavektipnon 6to Pevpoaroroyiko latrpeio ng Khvikng 6 pijvec
MTX 15mg/wk petTa
DLVKTOIVOON YO PLOOT] TALAPNAV, TEANATOV
Yopioon YEVVNTIKOV 0pYavVOV
Xopig apOpitida, evlesition .
CRP: 2.5 (<0,31mg/dl)
TKE: 35
Tender points: 14/18



Iapadoén Pwpiaocny

Q¢ mapadoln wopiacny opileton | epedvion, emdeivoon 1
(OVOTVTIKT) OAALYT] YOPLUCIOLOPP®V SEPUOTIKOV PAAPOV o
acBeveig mov Aappdvovg Plodoyikovg TapdyovTed,
yopoaktnpiotikd TNFis, gite yio TV oVIILETOTION TG YOPIOONG
elte GV voonudatov. Ovopdleton Tapddoén yoti evd ot
TOPAYOVTEG OVTOL YPTCLOTOLOVVTOL Y10, TNV OVTILETMTION TNG
Yopioong LTopovV Vo EMAYOVV N VO, ETLOEVAOCOVY
TPOLTAPYOVGES YOPLUGIKES PAafec.

Khvika: yopoaxtnpiletor omd v ELOAVION TUTIK®OV
yoplactkov Brapav (gutate, pustular, plaque psoriasis) ot
omoieg evtomifovtal og acvvnbelg Béoerc.

Xapaxtypiotikd: TPYWTO KEYPALNS, TOAGUES, TELUATA,
Hacyaliaia yawpa, unpofovfwvikés TToyés

Eupavidovrar aro 2-5% twv acbevav mov loufavooy oywyn e
TNFi

Patient 1

Patient 2

Patient 3

Abdelghaffar M, Kottilil S, Murphy MJ, Cohen JM, Damsky W.
Paradoxical Psoriasis. Dermatol Clin. 2024;42(3):471-480.
doi:10.1016/j.det.2024.02.011



HoaOoyévera

Kloow Yoproon:

Classical psoriasis | ; Paradoxical psoriasis \/ Evepyonoinon pDCs kat
mopaywyn IFNa.

- = v
% s ﬂa : ‘ v Evepyomnoinon ¢DCs kat

mapayoyn TNF, 1L-23.

~ %
<I\7 Y v' 0 TNfov uBaAkel oty
J(’ N R opipavon tov DC.

T v Evepyomoinon
) enikTING Qvosia

Unknown

mediator
Transient acute Chronicimmune Ongoing acute /4 - .
innate inflammation response immune inflammation Hapaﬁo&n ‘I”(Dp Loon. .
v' Avaoctol TNFa,advvapia
opipavong DCs

v’ vreprapaywyn IFNa
V' dmOnua omoteAodueVo oo

Mylonas A, Conrad C. Psoriasis: Classical vs. Paradoxical. The Yin-Yang of TNF and Type | 0vdeTEPOEIAa Ko DCs

Interferon. Front Immunol. 2018;9:2746. Published 2018 Nov 28. doi:10.3389/fimmu.2018.02746



Hapaooén Pwpiaony kot JAK inhibition

ATCITRITEUTTAtOt 2019 UCC 1L, 59(5)- U LU0 T RO TR E U T O L2020 TS5 L ]

Tofacitinib Induced Psoriasiform Lesion in a Patient With Rheumatoid
Arthritis

Kemal Erol V™, Ragip Ertas 2

» Author information » Article notes » Copyright and License information

PMCID: PMC7788646 PMID: 33458669

Paradoxical psoriasis flare caused by tofacitinib in a
patient with alopecia totalis

Isikhan Ozkir', Cemre Berin Gijngtsﬂ@, Ralfi Singer1®, literis Oguz Topal’

1 Department of Dermatology, University of Health Sciences, Prof. Dr. Cemil Tascioglu City Hospital, Istanbul, Turkey

Corresponding author: Dr. Isikhan Ozkir, Department of Dermatology, University of Health Sciences, Prof. Dr. Gemil Tascioglu City Hospital, Istanbul,

Turkey. isikhanozkir@gmail.com

> ] Eur Acad Dermatol Venereol. 2020 Aug;34(8):e391-e393. doi: 10.1111/jdv.16293. Epub 2020 Mar 6.

Baricitinib-induced paradoxical psoriasis

) Di Domizio 1, J Castagna 2, M P Algros 3, C Prati 4, C Conrad 1, M Gilliet 7, D Wendling ¢

F Aubin 2

Affiliations + expand

PMID: 32052886 DOI: 10.1111/jdv.16293
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Jak inhibition

A Case Series of TNF Inhibitor-Induced Psoriasis Successfully Treated With
Upadacitinib
February 2024 | Volume 23 | Issue 2 | e60 | Copyright © February 2024

Published online December 12, 2023

doi:10.36849/JDD.7645
Michael J. Woodbury BS*~, Carly Grant BS*, Lourdes Perez-Chada MD MMSc*°, Avery H. LaChance MD*=", Joseph F. Merola MD
MMSc=

» Clin Cosmet Investig Dermatol. 2025 Sep 2;18:2133-2139. doi: 10.2147/CCID.5541725 %

Successful Treatment of Ixekizumab-Induced Paradoxical Eczematous
Reaction with JAK Inhibitors: A Case Report

Jinggiu Fu L2 Jiejie Lu ™, Weiwei Wu 12, Ping Wang »%®

v Authorinformation » Article notes » Copyright and License information




IHapovoioon TEPLOTATIKOD

BMI: 28kg/m?
Kanviotpuo
AY

AATT
Ivopvaiyia

Yo Upadacitinib
MTX 15mg/wk

Awbyvoon kotd thdkog Yopiaong

Peopatoroyiki] ektipnon Aoy® QAEYROVAOIOVG
0GQVOAYLOG

Peoparoroyun) eravektipnon and Ogpamovra
PEVRATOAOYO

Extipnon oto Peopoartoroyiko latpeio 'NA KAT

Enravektipnon oto Peopatoroyko latpeio tng Kivikiyg

DLVKTIIVOON YO PLOGT TOLAPUDV, TEANATOV
Yopiaocn YEVVNTIKOV 0pYaVOY

Xopig apOpitida, evlesition

CRP: 2.5 (<0,31mg/dl)

TKE: 35 Ixekizumab
Tender points: 14/18 80mg/m
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Comment  » Ann Rheum Dis. 2022 Mar;81(3):e42. doi: 10.1136/annrheumdis-2020-217251.

Epub 2020 Mar 13.

Secukinumab efficacy in patients with PsA is not
dependent on patients' body mass index

llenia Pantano !, Daniela lacono ', Ennio Giulio Favalli 2, Giuseppe Scalise 1, Luisa Costa 2,
Francesco Caso , Giuliana Guggino #, Raffaele Scarpa ¥, Francesco Ciccia °

Affiliations + expand
_PMID: 32169970 _DOI; 10,1136/annrheumdis-2020-217251

Correlation BMI wvs DAPSA & months
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Anoteleouarikotnra ixekizumab oty wwpioocn E101KOV TEPLOY OV

Clinical Trial > Adwv Ther. 2025 Jan;42(1):146-163. doi: 10.1007/512325-024-02976-w.
Epub 2024 Sep 30.
Efficacy of Ixekizumab in Chinese Parients with
Moderate—to—Severe Psoriasis and Special Body Area
Involvement: Sub—analysis of a Randomized,
Double—Blind, Mulricenter Phase 3 Study
Xia Li ', Yangfeng Ding 2, Chunlei Zhang 2, Yan Lu %, Fugiu Li %, Weili Pan ®, Shuping Guoc 7,
Jinnan Li 8, Bilian Zhao 8, Jie Zheng 2

Affiliations 4+ expand
PMID: 39347926 DOl 10.1007/512325-024-02976-w

Epoopaoa 16:

IXE Q4W ka1 Q2W enétuye:
NAPSI 50 otnv epdopada 12 versus placebo (44.4%, 36.6% vs. 14.1%; p < 0.001 kot < 0.01, avtictoyo).
PSSI 100 otnv efdopada 12 versus placebo (60.6% kot 65.1% vs. 1.2%)

PPASI 100 etnv epdopada 12 versus placebo 67.4%, 84.3% vs. 21.4%, avtictoyyo p < 0.001)



Ixekizumab sustains high level of efficacy and favourable safety profile (a) NAPSI=0
over 4 years in patients with moderate psoriasis: results from UNCOVER-3
study

< ere

80 i
cailliend f _3—1 ? o7
I ’ i

Percentage of Patients (%)

MG Lebwohl 1'9, KB Gordon 2, G Gallo 3, L Zhanga, C Paul?

© AvObmerved

20

.-
]

© 12 24 36 48 60 72 84 96 108120132144 156 168 180 192 204

» Authorinformation » Article notes » Copyright and License information Week
PMCID: PMC7028252 PMID: 31479549 - ewmnaes ™

(b) PSSI=0
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Real-World Evidence for Ixekizumab in the
Treatment of Psoriasis, Psoriatic Arthritis, and Axial
Spondyloarthritis: Systematic Literature Review
2022-2023

Luis Puig ', Philipp Sewerin 2, Christopher Schuster #, Khai Jing Ng 3,
Manny Papadimitropoulos ¢ 3 ®, Sneha Gadagamma 3, Mercedes Nufiez 3,
Anastasia Lampropoulou 3

Affiliations =+ expand
PMID: 40676380 PMCID: PM(C12394350 DOI: 10.1007/512325-025-03258-9

Meza oo éva étog Oepameias 0. 96% twv aclevaov
e mpoofoln tpiywtod, 95.6% ue
raloporeiauotioio wopiaon, 95.2% ue mpocfoln
TV YeVVNTIKDV opyavay kai 1o 85% ue mpoafoln
» J Dermatol. 2024 Jan 31;51(6):839-843. doi: 10.1111/1346-8138.17115 OVZSXCOV 871'é‘['1))(8 Physician's Global Assessment 0 7;
1 (clear or almost clear).

Effectiveness of ixekizumab for the treatment of moderate-to-severe
plaque psoriasis with involvement of difficult-to-treat areas: A 52-week
multicenter retrospective study

Mario Valenti 2, Luigi Gargjulo %%, Luciano Ibba »*™, Andrea Cortese 1%, Francesco Toso 1, Diego Orsini 3,

Viviana Lora 3, Pasquale Frascione 4, Paolo Sena ®, Andrea Carugno 58 Chiara Assorgi 7 Antonio Costanzo 12,

1

Alessandra Narcisi



Ixekizumab ka1 Genital Psoriasis

Clinical Trial > BrJ Dermatol. 2018 Oct;179(4):844-852. doi: 10.1111/bjd.16736. Epub 2018 Jul 22.

Efficacy and safety of ixekizumab in a randomized,
double-blinded, placebo—controlled phase IIIb study
of parients with moderate—to—severe genital
psoriasis

C Ryan 1, A Menter 2, L Guenther 3, A Blauvelt 4, R Bissonnette 3, K Meeuwis £, J Sullivan 7,

J C Cather ®, G Yosipovitch ¥, A B Gottlieb "2, I F Merola '", K Callis Duffin '2, S Fretzin '3,

O O Osuntokun ¥, R Burge ™, A N Naegeli ', FE Yang ™, C-Y Lin ™, K Todd 4,
A Potts Bleakman '*; IXORA-Q Study Group

Affiliations 4+ expand
PMID: 29747232 DO 10.1111/bjd. 167326

Climical Trial > 1 Sex Med. 2018 Nowv;15(11):1645-1652. doi: 10.1016/].jsxm.2018.09.004.

Ixekizumab Improved Patient-Reported Genital
Psoriasis Symptoms and Impact of Symptoms on
Sexual Activity vs Placebo in a Randomized, Double-
Blind Study

Gil Yosipovitch 7, Peter Foley 2, Caitriona Ryan ¥, Jennifer C Cather #, Kim A Meeuwis %,

Russel Burge ©, Alison Potts Bleakman 7, Chen-Yen Lin 7, William Malatestinic 7, Alice Gottlieb @

Affiliations + expand
PMID: 30415816 DOI: 10.1016/].jsxm.2018.09.004

12 weeks:

73% o6cmv éhaPav ixekizumab enétoyav kabopd 1 oxeddv kabapd
déppa. otV TEPLOYN TOV YEVWNTIKGVY opydvmv (SPGA-G score 0 or 1)
£mg v Week 12, o o0ykpion pe poig o 8% 6dwv Ehafav
placebo (P < 0.001)

Beltioon eniong mopatnprOnke:

. Overall psoriasis severity (SPGA overall): 73% vs 3%
(ixekizumab vs placebo)

. Sexual activity limitations (GenPs-SFQ item 2, score 0
or 1): 78% vs 21%

. Genital itch relief: 60% vs 8% reporting > 3-Baduoig
Beltioon oty KAipako Kvynopon

Inuavtiky PEATIOoN 6TOV KVNGHO Kot 6 GALD
copntdpoTe 16N amd v efdopnddo 1 kot
drotnpfOnke £0g v efdopdda 12 (p < 0.005)

Amoyf omo v 6e£0VOAIKN dpacTnPLOTHTA NOT
pelmdnke oo v efdopddo 4 kKo peTd Ko 1
6€£0V0MKNG dpacTNPOTNTO BEATIOONKE 0TO TNV
gvoopdoa 2 oty efoopdda 8.

Zv gfdouada 2, onuovtiky Beitioon DLQI sexual
difficulties item (Dermatology Life Quality Index —
item 9)


https://pubmed.ncbi.nlm.nih.gov/30415816/?utm_source=chatgpt.com

Ixekizumab and genital psoriasis

Clinical Trial > Acta Derm Venereol. 2020 Jan 7;100(1):adv00006. doi: 10.2340/00015555-3353.

Ixekizumab Results in Persistent Clinical
Improvement in Moderate-to-Severe Genital
Psoriasis During a 52 Week, Randomized, Placebo-
Controlled, Phase 3 Clinical Trial

Lyn Guenther 1, Alison Potts Bleakman, Jamie Weisman, Yves Poulin, Lynda Spelman, Russel Burge,
Janelle Erickson, Kristin Todd, Clinton C Bertram, Caitriona Ryan

Affiliations =+ expand
PMID: 31620802 PMCID: PMC9128872 DCI: 10.2340/00015555-3353

Patients initially randomized to
ixekizumab maintained clear or
almost clear genital skin in 73% at
Week 12 and 75% at Week 52

Complete clearance (SPGA-G =0)
was achieved by up to 60% of
patients by Week 52 .

Improvements extended beyond
skin to include reductions in genital
itch, and less impact on frequency
of sexual activity and related
suffering


https://pubmed.ncbi.nlm.nih.gov/31620802/?utm_source=chatgpt.com
https://pmc.ncbi.nlm.nih.gov/articles/PMC9128873/?utm_source=chatgpt.com
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BMI: 28kg/m?
Kanviotpuo
AY

AATT
Ivopvaiyia

Y=o Ixekizumab 80mg/m

Awbyvoon kotd thdkog Yopiaong

Peopatoroyiki] ektipnon Aoy® QAEYROVAOIOVG

0GQVOAYLOG

Peoparoroyun) eravektipnon and Ogpamovra

PEVRATOAOYO

Extipnon oto Peoportoroyikod latpeio 'NA KAT

Emavektipnon oto Pevpatoroyko latpeio tng Kivikiyg

Extetapévn yopioon aykovev,
TPYOTOV KEQUIS, YOVATOV
(PASI:6)

ApOpitioo IIXK apgo, AP ITAK,
vopapOpo AE yévatog

CRP:5
(<0,31mg/dl)
TKE: 48
Tender points:
15/18
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Difficult to treat PsA

Etepoyevig vooog pe peyddo bpog ekdNAmcemv: Teptpepikn apbpitida, a&ovikn TpocsPoAr|, daktuAitida, evBesitida, Tpocfoin
ovOY®V/0EpUaTOg
Yuyvomta a&ovikng Tposfoing: 20-50%

AvEnuévn cuyvotnta eppdviong: poyosditida, IDNE

Yvvvoonpomrec: [ayvoapkia, XA tomov 2, Yréptaomn, MetafoAikd Zovopopo, Mrdong o1 dnon nratog, kapdioyyelokd Voo Lo,
wopvoyio

Yoyoroykn| emifdapouvon: 69% enintmon oty cuvarsOnpatiky Kot vontikny evlmia, 56% emnidpacn oTIg CLVUICONUOTIKEG GYEGELS Kot
44% emidpaomn ot GYXECN UE TNV OIKOYEVELD KOl TOV PIAOVG

Hapd v IAN00po UPRIKEVTIKAOV ETLOYOV:
wepimov 1o 35% emrvyydver MDA | mocootd mov kvuoivetar aro to 17% yia to. CSDMARDS éwg 10 57% yio. toog TNFis

H amotvyia avtr| opeiretor: oe eppévovoa AEYHOVI 1| 6€ GAAOVS TTapdyovTeg (vopvaiyia, KoK GUUUOPP®GT|, VITOKEILEVO VOOT| LT,
avemBOUNTEG EVEPYELEC TV DEPUTELDV)



» Rheumatol Ther. 2022 May 25;9(4):1193-1201. doi: 10.1007/s40744-022-00461-w [

Clinical Characteristics of Potential “Difficult-to-treat” Patients with
Psoriatic Arthritis: A Retrospective Analysis of a Longitudinal Cohort

Fabio Massimo Perrotta %, Silvia Scriffignano 2, Francesco Ciccia 2, Ennio Lubrano 1™

» Authorinformation » Article notes » Copyright and License information

PMCID: PMC9314519 PMID: 35612694

and toug 106 acbeveig 33,9% D2T PsA

D2T PsA ac0sveic (molvmapayovtiky avaivon)
» [T ovyva TpocsPoin déppatog, cuyxvotepa vopvaAyia , vynidtepo BMI
» Yyniotepa scores : BSA, DAPSA, HAQ-DI, PsAID, PtGA, VAS pain.

» Zovvoonpdtreg : vEPTaot), SuoMmdopic, LeTABOAKO GUVIPOUO , XA,
Kapdlayyelokn voco, KatdOAluym,dyymon datapoyn

» Inpovtikn kadnotépnon amd ™ Siyvmaen Kot Ty Evapén ToL TPMOTOV
b/ts DMARD.

Opwopog D2T PsA:
Amotoyio >2 b/ts DMARDs pe dtapopeticong
UNYOVIGHOVS OPAGELG

Evdei&eig evepyoh/npoodentikng vosov

O acbevig 1 Kot 0 YaTpog avTiAapuPaveTol To
GUUTTOUOTO MO VICLYNTIK

Evepyoc/npoodcutiki vocog:

Moderate disease activity ( DAPSA >14, un
enitevén MDA).

Evepyomnto epyaoctnploky| 1 oneKovIoTIKN
Svunopoto and apdpdcelg
TOYELDL OTTEIKOVIGTIKT] TTPOOSOG

enidpaon otny mowotnTa {ONg



> Semin Arthritis Rheum. 2023 Dec:63:152275. doi: 10.1016/j.semarthrit.2023.152275.
Epub 2023 Oct 5.

Characteristics Of Difficult-To-Treat Psoriatic
Arthritis: A Comparative Analysis

Cécile Philippoteaux !, Anne Marty-Ane 2, Emeline Cailliau 3, Julien Labreuche 3, Peggy Philippe 2

Bernard Cortet 2, Julien Paccou 2, Rene-Marc Flipo 2, Jean-Guillaume Letarouilly *

Affiliations + expand
PMID: 37852155 DOI: 10.1016/j.semarthrit.2023.152275

An6 toug 150 acbeveic pe PSA to 33% D2T

Evpipata (D2T vs non-D2T):
D2T PsA acBeveic:

[T ovyvd agovikn TpocPoAr ot ddyvmon, o cuyva
dopkég PAafeg mepipepikd

ITo ovyva daxonr) too LDMARD, Adyw
OVOTOTEAECGLATIKOTNTOG GTY) Ypioom

Opwopog D2T PsA:

Amotvyio oe >2 b/tsDMARDSs e 510p0opeTIKO UNYOVIGHO
dpdong

“Very D2T PsA™:

Amotvyio oe >2 b/tsDMARDSs e 510p0opeTIKd UnyovIGHO
dpdiong evidg 2 etdv

non-D2T vs D2T vs very D2T

Very D2T PsA: ITo cuyvé mayvoapkio Kot aEovikn
Tpocsfoin ot ddyvwon arnd non-D2T.

D2T PsA: peyaldtepn dopukn PAGPN (aEovikn + mepiopepikn)
ITo ovyva daxonr) too L(DMARD, Adyw
OVATTOTEAECLLOTIKOTNTOG 0T Yopioon
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Clinical science

Identification and characteristics of patients with potential
difficult-to-treat psoriatic arthritis: exploratory analyses of
the Greek PsA registry

Konstantinos D. Vassilakis', Charalampos Papagoras (7 Nikolaos Fytanidis?, Sousana Gazi®,
Evangelia Mole?, Michael Krikelis®, Paraskevi V. Voulgari (©*, Evripidis Kaltsonoudis®,

Nikolaos Koletsos ®4, Dimitrios Boumpasa, Pelagia Katsimpris, Dimitrios Katsifis-Neziss,

Theodoros Dimitroulas (5, Nikolaos Kougkas®, Maria BoutelS, Petros P. Sfikakis (@7,

Maria G. Tektonidou ", Chrysoula Gialouri (®7, Dimitrios Bogdanos’, Theodora Simopoulou’,
Christos Koutsianas®, Evgenia Mavrea®, Gkikas Katsifis®, Konstantinos Kottas®, Maria Konsta'®,
Matthoula Tziafalia'®, Evangelia Kataxaki'", Eleni Kalavri'?, Kalliopi Klavdianou', Eleftheria P. Grika'3,
Charalampos Sfontouris'3, Dimitrios Daoussis (34, George lliopoulos'?, llias Bournazos'5,

Dimitrios Karokis'®, Konstantinos Georganas'®, Dimos Patrikos'®, Dimitrios Vassilopoulos (8,
George E. Fragoulis (9"1%*

Table 1. Definitions for potential D2T PsA patients, used in this study. In
all definitions, patients need to have at least 8 months of disease duration

Main definition

Alternate definition #1
(MODA definition 1)

Alternate definition #2
(MDA definition 2)

(1) Failure to respond to at least one
csDMARDs" and at least two
bDMARDs/tsDMARDs® with a
different mechanism of action

AND

(11) Having at least moderate disease

activity {MODA—defined as
DAPSA >14), and/or not being MDA

{11) Failure to respond to at least one

csDMARDs? and at least two
bDMARDs/tsDMARDs" with a
different mechanism of action

AND

() DAPSA =14

(1) Failure to respond to at least one
csDMARDs" and at least two
different b/fesDMARDs® with a
different mechanism of action

AND

{11) Not being in MDA

#1: irrespective of MDA status; #2; irrespective of DAPSA value. “Excepr
from apremilast. "Unless contraindicated. hDMARD: biologic DMARD;
csDMARD: conventional synthetic DMARD; D2T: difficult to trear;
DAPSA: Disease Activity index in PSoriatic Arthritis; MDA: minimal
disease activity; MODA: moderate disease activity; sDMARDs: targeted

synthetic DMARD.
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Identification and characteristics of patients with potential
difficult-to-treat psoriatic arthritis: exploratory analyses of
the Greek PsA registry

Konstantinos D. Vassilakis', Charalampos Papagoras (7 Nikolaos Fytanidis?, Sousana Gazi®,
Evangelia Mole?, Michael Krikelis®, Paraskevi V. Voulgari (©*, Evripidis Kaltsonoudis®,

Nikolaos Koletsos ", Dimitrios Boumpasa, Pelagia Katsimpris, Dimitrios Katsifis-Neziss,

Theodoros Dimitroulas (9%, Nikolaos Kougkas® Maria Boutel®, Petros P. Sfikakis (@7,

Maria G. Tektonidou 1, Chrysoula Gialouri 1, Dimitrios Bogdanos’, Theodora Simopoulou’,
Christos Koutsianas®, Evgenia Mavrea®, Gkikas Katsifis®, Konstantinos Kottas®, Maria Konsta'®,
Matthoula Tziafalia'®, Evangelia Kataxaki'", Eleni Kalavri'?, Kalliopi Klavdianou', Eleftheria P. Grika'3,
Charalampos Sfontouris'3, Dimitrios Daoussis (5%, George lliopoulos', llias Bournazos's,
Dimitrios Karokis'®, Konstantinos Georganas'®, Dimos Patrikos'®, Dimitrios Vassilopoulos
George E. Fragoulis (3'16*

Am6 Tovg 467 acBeveig o 77 (16.5%) D2T

O1 aoOeveis ue D2T eiyav extetouévy wwpioon, giyoy
ueyorvrepo BMI kau 10topixo 1BD.

U D2T opiopdg svpemvo. pe to MODA (DAPSA)
(7,5%)
EKTETAUEVT] YOPLaoT, Yovaikeio OO

U D2T opiopog oouemva pe to MDA (12,47%)
EKTETAUEVT YOpilaoT, aEovikn TPoGfoin



Potential difficult-to-treat psoriatic arthritis

real-world prevalence and contributing factors Opropdg D2T: Anotvyio = 1 csDMARD kot =2
b/ts DMARDS pe d1apopetikd unyaviopud dpaong
G. Alp', M. Kara?, H. Cinakli®

!Rheumatology Clinic, Bingdl State Hospital, Bingél, Turkey;
’Rheumatology Clinic, University of Health Sciences Izmir Bozyaka Education
and Research Hospital, Izmir, Turkey;

‘Rheumatology Clinic, Kirklareli Education and Research Hospital, Kirklareli, Turkey.

D2T PsA:
Meyarbtepn didpkelo voGou

Amb toug 171 acBeveic 33 D2T PsA (19.3%) Meyarbvtepo poptio vocov ( TKE/CRP, apBpog
EMOOVVOV/I0YKOUEVOV apBpdoewy, peyorvtepo DAPSA
score),

16 ovyva giyav AaPetr secukinumab kat peyavtepeg dOGELG

KOPTIKOGTEPOELODV
IToAvmapayovtikn avaivon: ITo ovyva fitav HLA-B27 Betucot Kot mo cuyva epeaviiov
FM, DM, kot HLA-B27 givon avelaptnror mopdyovieg mov TEPLPEPIKT) TPOGPOAT|

oyetiCovion pe D2TPsA.



D2T
PSA

YUvonTIKG:
v' ’Extaon ko Bapdtnta yopioong
v’ Afovikf] TpocPoin
v’ Zvwoonpdémrec: IONE, wopvodyio, kordOiwyn
v' Tvvoikeio OO
v' Hayvoapxia-higher Body Mass Index (BMI) is a consistently identified factor.
v' HLA-B27 fetikotnro



POS1269 EULAR POINTS TO CONSIDER FOR
THE DEFINITIONS OF DIFFICULT-TO-
MANAGE AND TREATMENT-REFRACTORY
PSORIATIC ARTHRITIS

H. Marzo-Ortega ! 2, S.R. Harrison ! 2, G. Fragoulis 3, X. Michelena * 5, €. Macia-Villa ¢, 5. Aydin 7

A. Bdlanescu 3, H. Bertheussen ® 7, C. Bundy 1%, M.S. Chimenti 1, P. Gisondi 2, B. Glintborg 3,
L. Gossec ¥, U. Kalyoncu ', E. Lubrano %, G. Nagy !, W. Wagenaar Y7, L. Puig %, R. Queiro 17,

P. Rahman 2°__s. Siebert 2°

Table 1. Overarching Principles and Points to Consider for the definitions of Difficult to

Manage and Treatment Refractory PsA

Overarching Principles LoE | LoA*

A | A proportion of patients with a confirmed diagnosis of psoriatic arthritis have an | NA 9.8

factory treatment resp despite current best standard of care.

B |L isfactory tr p despite best standard of care has significant impact | NA 9.8
on patients’ health status, including well-being and societal functioning.

C | Unsatisfactory resp may be multi-factorial, including ongoing | NA 9.4
infl jointd extra-musculoskeletal manifi co-morbidities and
psycho-social factors.

D | Establishing the reasons for ongoing signs and symp is ial to optimi NA 9.7
further management.
Points to Consider

1 | Failure to achieve or maintain response to 22 b/tsDMARDs with 22 different | 2 95
mechanisms of action according to the EULAR rec dations for the
of PsA should be used to define D2M and TR PsA.

2 | Failure to achieve or maintain low disease activity should be used to define D2M and | 2 9.1
TR PsA.

3 | The presence of active extra- uloskeletal manifi ions should be ¢ deredto | 5 938
define D2M and TR PsA.

4 | Objective evidence of inflammatory activity, namely clinical signs, elevated acute | 3 95
phase reactants and/or imaging findings suggestive of infl can be used to
define D2M and TR PsA.

5 | The presence of co-morbidities should be considered when interpreting disease | 5 9.7
activity measurements and when defining D2M and TR PsA.

6 | The perception of disease management as problematic by the patient and/or physician | 3 9.1
should be idered when defining D2M and TR PsA.

* Level of agreement out of 10. ge of 26 1r missing.

Abbreviations: b/tsDMARD (biological/targeted synthetic Disease Modifying Anti-Rheumatic Drugs), D2M
(difficult to manage), PsA (Psoriatic arthritis), TR (treatment refractory), LoE (level of evidence), LoA (level of]

agreement).




cult-to-Manage an

reatme| ory

Difficult-to-Manage (D2M) PsA

Treatment-Refractory (TR) PsA

Treatment according to the EULAR recommendations for the management of PsA and failure to achieve
or maintain response to 22 b/tsDMARDs with >2 different mech

of action* $

the patient

The management of signs and/or symptoms is perceived as p

bl ic by the rh logist and/or

Evidence of persistent disease as defined by 2 1 of
the below points:

a) Failure to achieve or maintain low disease activity
(regardless of whether this is driven by
inflammation, co-morbidities, psycho-social or
other factors)

b) The presence of active extra-musculoskeletal
manifestations of PsA

c) Objective evidence of inflammatory activity,
namely clinical signs, elevated acute phase
reactants and/or imaging findings suggestive of
inflammation

Evidence of persistent disease as defined by 2 2
of the below points, with point [c] mandatory:

a) Failure to achieve or maintain low disease
activity

b) The presence of active extra-musculoskeletal
manifestations of PsA

c) Objective evidence of inflammatory activity,
namely clinical signs, elevated acute phase
reactants and/or imaging findings suggestive of
inflammation

Other causes, including co-morbidities, psycho-
social and other factors, excluded as drivers of
persistent disease

*Including primary and secondary failure, or
discontinuation because of side
effects/intolerability/contraindications

IR PsA refers to primary and secondary failure
but not discontinuation due to side
effects/intolerability/contraindication

Criteria 1, 2 and 3 are needed to define D2M PsA

All 4 criteria are needed to define TR PsA
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H onuacia tng oItTANg avaoToAncg IL17A/IL17F

v

H owoyévela tov xuttapokivav tng IL-17 amoteAeiton omd 6 pén —IL-
17A éog IL-17F— kaBepio amd T1g 0moieg £xEl SLUKPITEG KO
oAnAogmikorvmtopeveg dpdoeic. H 1L-17A givai wio Proloyikd evepyn
KutTopokivn g owoyévelag. H IL-17F mpocopoialet mepiocodtepo
dopwcd pe v IL-17A, kaBdc eppaviCerl oporoyia mepimov 50%. (ta
vrevbvva yovidia evromiCovial appdTEPA 6TO YPOUOcHUA 6)

[Mapdyovtor 1660 amd KOTTOP TNG ELEVTNG KO ETIKTNTNG ALVOGinG KOt
GUUPBAALOVY GTNV AVTILETOTIOT LOIUDEEDV amd eEmKVTTAPIA LKPOPLa
KoL WOKNTES, KOPLMG GTOVE PUGIKOVE PPUYUOVG OTMC TO OEPUA, TO EVTEPO
KOl 01 TVEVLOVEC.

IL-17A xou IL-17F oymporiovv opodiuepn 1 etepodipepn g IL-17A/-
17F. T6c0 T0 OpLodpepn Kot T ETEPOOIEPT] AoKOVV TN dPACT) TOLG LEGM
€VOG CLUTAGKOV LTOdOYEMV amoteAovEevo amd tov IL-17RA won IL-
17RC. O vrodoyéag IL-17RA ekppaletal o€ Ola To KOTTOPW, EVO O -
17RC eivon mo tissue-specific.

H IL-17F Agirovpyel ue mapopoio tpomo alle. Aiyotepo iayvpd amo iy |L-
17A, kabang supaviler uikpotepn ovyyévela ue tov vroooyéa, IL-17RA/RC.

L-17a IL-17F

ACT1 ACT1

TAK1  MAPK

mRNA's stabilization

% ) \
NUNUN

0
 § X
iﬁ\. N

Katsouli et al., The Pathophysiological Significance of Dual

Inhibition of IL-17A and IL-17F in Psoriatic Arthritis and Axial

Spondyloarthritis,MJR, (in press)



Ilyyés IL-17A kau 1L-17F

Ta Th17 cells givon n tpotopykh anyn g IL-17A ko IL-17F, oALd exkpivovy Kot GALEG KOTTAPOKIVES GLUTEPIAAUBAVOUEVOL TMV
IL-21, IL-22, IL-24, kou GM-CSF.

Innate lymphoid cells (ILCs) kot innate-like lymphocytes (ILLs), including ILC3, gamma delta (yd) T cells, mucosal-associated
invariant T (MAIT) cells, kou natural killer T (NKT) cells , amotehovv emmdéov mnyég IL-17A wan IL-17F

[Ipocpateg peréteg deiyovv 6t 10 Tapamdve KotTapa topdyovv IL-17A kat IL-17F vrd v enidpacn dloupopdV KLTTAPOKIVAV OTMG
tov IL-7, IL-9, IL-12, IL-1B, xou IL-18, wépav g Khacwng IL-23

H pleyuovadrone iwavoryra (inflammatory capacity) ¢ 1L-17F sivor 100 popéc aobevéotepn aro ot tye IL-1TA. Avribétawc n
ovykevipwon ¢ IL-17F oe opiouévoog 1otoig eivor éwg 30 popéc ueyalvtepn omo avty e IL-17A.

Navarro-Compan V, Puig L, Vidal S, et al. The paradigm of IL-23-independent production of IL-17F
and IL-17A and their role in chronic inflammatory diseases. Front Immunol. 2023;14:1191782.
Published 2023 Aug 4. doi:10.3389/fimmu.2023.1191782



O poiog tys |L-17F oty ypovia picyuovy Exel eetactel votepo ano avactoin tys IL-
17A ko s IL-17F o¢ vuevoxvrrapo aclevav ue PSA.

ABimekizumab  Mixekizumab @ Secukinumab

IL-17AF ILATA/A

‘/ H povn avactoin g IL-17A peidvel onpavtikd to 100% 1

EMINEdO TOV PAEYLOVOIDV LEGOAUPNTOV OTT®G TNV

80% -
IL-8, evdd  avaotodn pe povo g IL-17F dev éxet
60%
40% A
20% A

0%

KAmo10 10100TePO amoTédecpa. AvTiBETmg, 1 SN
avootoAn toco g IL-17A 6co kot g IL-17F odnyel
o€ OKOUO LEPOADTEPT KaTaoTOAN TV |L-6, 1L-8, ko
MMPs.

Inhibition of inflammation

v 0 2 4 2 0 2 4
H avactodn mg IL-17F emumdéov tng IL-17A €xet g IL-17 inhibitor concentration (log ng/mi)

OMOTELEGLOL TNV KATAGTOAN TV TPO-PAEYLOVOIDV YOVISi®V

TOV VUEVOKLTTAP®V oL etval awénpéva oty YAkt PsA +AntiHL-7A +BKZ
eumodilet ) HeTOVAGTEVON TV KLTTAPWOV TNG EMIKTNTNG z:z::: Lo = ; & Migration of neutrophils
i Is} 6o 420
OALG KO TNG QUOIKNG OVOGTOG. o 300 . 700000 —
; s
CXCL3 0.0 4 fg 500000
Adams R, Maroof A, Baker T, et al. Bimekizumab, a Novel CXCL 08 6.8 88 o
Humanized 1gG1 Antibody That Neutralizes Both IL-17A and Gl =~ = : § 20000 T | &
IL-17F. Front Immunol. 2020;11:1894. Published 2020 Aug 21. g';_? : : i B N N
. ; i > ° o £ & 3
doi:10.3389/fimmu.2020.01894 XL 504 . 0 é ) S t 1
IL-15RA 3.5 8.9 z T 2 B
LIF 4 & i o supemaa




Figure 1: IL-17A and IL-17F synergize with TNF to induce CCL20 from Entheseal stromal cells

(A)

Peri Entheseal rei
Bone (PEB) 1

lissue (ST)

Stromal cells were isolated from PEB or ST as anatomically
demonstrated in (A), and were stimulated with cytokine
combinations for 48 hr and CCL20 subsequently measured by
ELISA (B). One-way ANOVA was performed. *p < 0.0, *'p <0.01,
and *'p < 0.001
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H évBeon og iy IL-17A ko IL-17F

CCR6-CCL20 é&ovog Bewpeitar onpavtiKog yio tnv EToTPATEPLO)
6T0VG 1010V TV T KuTTdp@V Tov Tapdyovv IL-17. Ayveocto av
vrdpyovv CCR6+ T kdtrapa otig vyteic evBéoels. Ayvmoto o TOA0g
™m¢ IL17 otv CCL20. Metd amo6 diéyepon CD4 / CD8 kuttapa omod
mv évBeon mapdyovv IL 17A/ IL17F

Stromal cells am6 t1g evbéoeig votepa and diéyepon ue TNF/ILL7A/ IL17F
napdyovv CCL20.

Bridgewood C, Russell T, Watad A, et alTHU0013 IL-17A AND IL-17F ARE SECRETED
BY ENTHESIS T CELLS AND SYNERGIZE WITH TNF TO INDUCE CCL20 FROM
ENTHESEAL STROMAL CELLSAnnals of the Rheumatic Diseases 2019;78:274.



Octeomapaywyn kar IL17A/F

3 ¥
A P #SEE P Fe FOEE
H IL-17F Bemperton Aryodtepo 16vpdg HEGOAUPNTNAG TNG L -
0GTEOYEVESTC KO THG 0GTEOKAUGTOYEVESNC GE GUYKPLON WUE THV SR S
IL17A .Qo16060. 0 Shah ko o1 cuvepydrteg mepiéypayoy 6t n IL- i} A":"L'": . . A":"L'17:
17A xou IL-17F €yovv mopdpota enidpocn o€ TPOyovIKa KOTTOPO .
TOV T[SplOGTéO. c o 2 4 6 8 D o 2 4 & 8
"o we R -
Th17 and y3 T cells vrepkéipeva kot opdg acbevav pe AS %1 d %w I
Steysipovy v in Vitro mopaymym 06to0 . £ e pii E =
EO.S‘ EO.S
H oAy ovaoroin e IL-17A kou |L-17F kotootéiier tnv ootiky 2 3
TOPOYyOYN TEPIOTOTEPO ATO OTL )| HOVH OVOCTOM. 00 , ‘

A &
Py & & SF fé sfc’v
& & &
E y5T supernatant F Th17 supernatant

Shah M, Maroof A, Gikas P, et al. Dual neutralisation of IL-17F and IL-17A with
bimekizumab blocks inflammation-driven osteogenic differentiation of human periosteal
cells. RMD Open. 2020;6(2):e001306. doi:10.1136/rmdopen-2020-001306



Poloc IL-17Al F o¢ dépua, évrepo kat oplaluo

v Aéppas v’ Payosiditida:

Yynid enineda 1600 g IL-17A 660 kou g I1L-17F,
&xovv Bpebet otov 0pd Kot evéopBaApIKd e acBevelg e
o&eia payosditida.

O Chen ka1 cov. £de1&e 0T1 g acbevig pe PSA, 0 Adyog g
IL-17F mpog v IL-17A &wvar vynidtepog o€ Proyia
dépuatoc. AvtiBétwg, ta enimeda g IL-17A Ntav
neplocotepo and 30 popég vyniotepa vavtt g IL-17F o¢

Bloyiec vpiéve. e (01K TEWPAPATIKA LOVTEAD 0VTOAVOGNG PAYOELSITIONG

&xet avaderyBet o poAo TG eaptdpevng amod v 1L.23
evepyomoinon twv Thl7 cells, evd n avaotodn g IL-17

v 5
Heniko: petmvel v o@BoAuKn eAeypovny oe movtikio. EmmAéov,

9 Seiderer KoL ouy. é8’812;8 ot éfpacsn Tov IL’-17F ’mRNA STAT3-knockout movtikia, amapaithTog HETOYPAPUKOC
Mrav 4.4 eopég neyahhTepn e THNHLO TOV TaYEG EVIEPOL e napdyovtog Yo dtopopomoinon twv Th17 kuttépov,
QAEYHOVN o€ chyKpLon pe vy Tupota o€ acBeveic pe CD, SEV AVOMTOGGOLY poryoEtdiTIda.

aAld Oy pe Ulcerative Colitis .
IL-17 gpeavifel avocoppubuiotikég 10totnteg. H IL-17A

IL-17F-knockout movtikia dev eppavice KoAitoda Kabmg deyeipet ) ovvleon g 1L-24, dnuovpyei eva
yapaxtpilovron pe perwpéva ernineda CCL2, CCLS, kon LUNYOVIGHO OpVNTIKNG pOOUIONG, TOL KATAGTEAAEL TNV
CCL7, evo n avendpkelo e IL-17 odnyet og avEnpévn TAPOYWYN PAEYUOVOIDV KVTTAPOKIV®V OTte¢ ot IL-17A,
BAGPN oto Toyd Eviepo. IL-17F, xax GM-CSF.

Chen S, Blijdorp IC, van Mens LJJ, et al. Interleukin 17A and IL-17F Expression and Functional Responses in Rheumatoid Arthritis and Peripheral Spondyloarthritis. J Rheumatol. 2020;47(11):1606-1613. doi:10.3899/jrheum.190571

Seiderer J, Elben I, Diegelmann J, Glas J, Stallhofer J, Tillack C, et al. Role of the novel Th17 cytokine IL-17F in inflammatory bowel disease (IBD): upregulated colonic IL-17F expression in active Crohn's disease and analysis of the IL17F p.His161Arg polymorphism in IBD. Inflamm
Bowel Dis. 2008 Apr;14(4):437-45. doi: 10.1002/ibd.20339.

Zhang S, Yu N, Zhang R, Zhang S, Wu J. Interleukin-17A Induces IL-1p Secretion From RPE Cells Via the NLRP3 Inflammasome. Invest Ophthalmol Vis Sci. 2016 Feb;57(2):312-9. doi: 10.1167/iovs.15-17578.



2vvortiky wapoveiacy twv opacewy s IL-17A/F ava opyavo/ieto

TISSUE/ORGAN
SKIN

SYNOVIUM

ENTHESES

EYE

GUT

IL-17A PROPERTIES

eCentral role in psoriasis

esPromotion of keratinocyte proliferation, production of
inflammatory cytokines (e.g., IL-6, TNF-a)) and
chemokines

eContribution to chronic inflammation and hyperkeratosis
sPowerful driver of synovial inflammation and tissue
remodeling

eRecruitment of immune cells to the entheses
eStimulation of osteoclastogenesis and bone erosion,
parallel with osteogenic differentiation of mesenchymal
cells, inflammatory osteogenesis and aberrant bone
formation in SpA

eImplication in ocular inflammation (uveitis)
eInduction of the production of inflammatory cytokines
from retinal pigment epithelial cells

eMaintenance of intestinal microbiota homeostasis
eMaintenance of the epithelial barrier in the gut
eContribution to IBD when dysregulated

IL-17F PROPERTIES

oOverlapping functions with 1L-17A but less potent

eHigher expression of IL-17F than IL-17A in psoriatic lesions
(up to ~30x IL-17A)

eProminent role in chronic inflammation in skin

eLower expression than IL-17A in joint compartment, synovial
tissue, and fluid

eSynergistic effect with IL-17A

o\Weaker mediator of osteogenesis and osteoclastogenesis

eActs synergistically with IL-17A and TNF promoting
inflammatory responses at the entheses

eRecently description of its equal effect with IL-17A on
progenitor cells from the periosteum

ePotentially contribution to ocular inflammation, similar with IL-
17A

eUnclear role

ePossible similarities with IL-17A functions

ePossible exacerbation of intestinal inflammation, especially in
CD

Katsouli et al., The Pathophysiological Significance of Dual Inhibition of IL-17A and IL-17F in Psoriatic Arthritis and Axial
Spondyloarthritis,MJR, in press



The First Dual Inhibitor of IL-17A and IL-17F: A New Kid on the Block

IL-17F and IL-17A"

IL-17F

ILA7F-ILATF — heterodimer
homodimer / homodimer

f

IL-17RA/RC
receptor complex

Bimekizumab is the first humanized IgG1/x
monoclonal antibody that specifically and
strongly binds to IL-17A, IL-17F, and IL-17AF,
inhibiting their interaction with the receptor.
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v PASI100: 67% for
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Bimekizumab in patients with psoriatic arthritis, naive to 3@ ()
biologic treatment: a randomised, double-blind, placebo- o
controlled, phase 3 trial (BE OPTIMAL)

lain B Mclnnes, Akihiko Asahina, Laura C Coates, Robert Landewé, Joseph F Merola, Christopher T Ritchlin, Yoshiya Tanaka, Laure Gossec, m
Alice B Gottlieb, Richard B Warren, Barbara Ink, Deepak Assudani, Rajan Bajracharya, Vishvesh Shende, Jason Coarse, Philip | Mease

BE OPTIMAL trial—a 52-week randomized, double-blind, placebo-
controlled study with Adalimumab as an active reference—

v Bimekizumab demonstrated an ACR50 response in 44% of
biologic-naive PsA patients by Week 16, while over 60%
reached PASI90. The ACR50 response rate for the Adalimumab
group was comparable at 46%

v"enthesitis (enthesitis resolution: 50% vs 35% vs 50% for
bimekizumab, placebo and adalimumab arms, respectively)

v'dactylitis (dactylitis resolution: 76% vs 51% vs 82% for
bimekizumab, placebo, and adalimumab arms, respectively), by
Week 16
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Figure 2: ACR (A), PASI (B), and minimal disease activity (C) data from weeks 0 to 24
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Bimekizumab treatment in biologic DMARD-naive
patients with active psoriatic arthritis: 52-week efficacy
and safety results from the phase Ill, randomised,
placebo-controlled, active reference BE OPTIMAL study
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> @ @ Bimekizumab in patients with active psoriatic arthritis and
previous inadequate response or intolerance to tumour
necrosis factor-a inhibitors: a randomised, double-blind,
placebo-controlled, phase 3 trial (BE COMPLETE)

m Joseph F Merola, Robert Landewé, lain B Mclnnes, Philip | Mease, Christopher T Ritchlin, Yoshiya Tanaka, Akihike Asahina, Frank Behrens,
Dafna D Gladman, Laure Gossec, Alice B Gottlieb, Diamant Thagi, Richard B Warren, Barbara Ink, Deepak Assudani, Rajan Bajracharya,
Vishvesh Shende, Jason Coarse, Laura C Coates

BE COMPLETE a 16 week phase 3, multicentre, randomised, double-blind,
placebo-controlled trial

v at week 16: 43% of those receiving bimekizumab reached ACR50,
compared with 7% on the placebo arm
v" 69% on the Bimekizumab arm reached PASI90, compared with 7% on

the placebo arm
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Bimekizumab treatment in patients with active psoriatic arthritis and prior
inadequate response to tumour necrosis factor inhibitors: 52-week safety and
efficacy from the phase |ll BE COMPLETE study and its open-label extension BE

VITAL
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At week 52:
51.7% bimekizumab-randomised and 40.6%
placebo/bimekizumab patients (receiving
bimekizumab from week 16 to 52) reached
ACR50

> PASI100 was achieved by 65.9% bimekizumab
and 60.2% placebo/bimekizumab patients at
week 52.

> Minimal disease activity was achieved by
47.2% bimekizumab and 33.1%
placebo/bimekizumab patients at week 52.



Acpdisia TG OImANS avacToiNyg

> PsA patients: 14.6% Loipmén tov avdTEPOL AVUTVELGTIKOD, V(D TO 16.3% TV acbevav pe axSpA. Kavtvtioon 6topotog to
14.6% pe PSA kot to 3.7% pe axSpA.

> H oA avactodn d¢ paiverotl va avéavel tov kivovvo IBD ce chykpion pe m povi avacToAn.
> Agdopéva and v BE MOBILE kot BE AGILE vrodeucviouy 41t 1 cuyvOtnto paryoeditidog fTay SNUOVTIKG LKPOTEPT] GTOVG
acbeveig pe Bimekizumab amo to placebo, xvping oe acbeveic ywpig 1otopixd payoetditidag kot aplOunTiKd KpOTEPT GE

acBeveig e TponyoHLEVO 1GTOPIKO.

> Tepatoyéveon ayvoortn, Ayo veomhdouata kuping Bactkokvttapikd kapkivopata (0-1%).

Xenofon Baraliakos, Atul Deodhar, Désirée van der Heijde, Filip Van den Bosch, Marina Magrey, Walter P Maksymowych, Tetsuya Tomita, Huji Xu, Ute Massow,
Tom Vaux, Chetan Prajapati, Myriam Manente, Alexander Marten, Lianne S Gensler, Long-term safety and efficacy of bimekizumab in axial spondyloarthritis: 2-
year results from two phase 3 studies, Rheumatology, Volume 64, Issue 6, June 2025, Pages 3534—3546, https://doi.org/10.1093/rheumatology/keaf009



Sonelokimab

Sonelokimab (M1095/ALX-0761) is a trispecific nanobody that selectively binds to human IL-17F, human IL-17A and IL-17A/F, and human
serum albumin for prolonged plasma half-life.

SCIENTIFIC ABSTRACTS | ORAL PRESENTATIONS - Volume 84, Supplement 1, 85-86, June 2025

OPoog6 Impact of sonelokimab, a novel IL-17A- and IL-17F-inhibiting Nanobody, on
multidomain clinical outcomes in active psoriatic arthritis: results from the
randomized, double-blind, placebo-controlled Phase 2 ARGO trial

L.B. McInnes? - L. Eder ® - CT. Ritchlin®- ... - K. Reich $° - J.F. Merola ¢ - PJ. Mease * ... Show more

Affiliations & Notes v Article Info v

SLK SLK SLK . Sonelokimab erétvye ACRS50 response oto 60% tmv acbevdv otnv

o (%) :’:g N :‘:::g :':'3"9 :f;re Week 24. TTavw omd to 80% ko 60% enétvye PASI90 ko PASIL00,

' avtioctoya. 40% enétuye ACR70 otnv Week 24.

MDA 19 (463) 25 (61.0) 2(5.2) 19 (45.2)

ACR70 +PAST100% 10 (313) 9 34 13(48.) 6(89) Agv avapépOnkay mepiotatika IBD, MACE, katdbAiyng. Mol 4
neplotatikd (2%) Nmog 1| LETPLOG GTOUOTIKNAG KAVTIVTIOONC.

ACR70 16 (39.0) 16 (39.0) 18 (41.9) 15 (357)
November 2024: IZAR-1 (NCT06641076) for biologic-naive

PASI 100% 19 (59.4) 16 (61.5) 17(63.0) 16 (50.0) , .
acbeveic and 1IZAR-2 (NCT06641089) for inadequate responders to
anti-TNF, ypnowomowwvtog T Risankizumab as an active reference

Table 1

arm.

Composite and high-hurdle outcomes at Week 24



2vvoyn TG OIS AvaeTOANS

4 IL-17A ko IL-17F :mpopleypovmdelg kottapokiveg. Zovepyikn opaon pe IL-1, TNFa, and IL-6.

4 H avactoAn 1600 ¢ IL-17A wotr g IL-17F odnyel oe peyohdtepn KotaoTOAY] TPOPAEYLOVOODV KUTTOPOKIVOV KO
ANUEOKIVAOV KO LETAVAGTELGT KLTTAPTWOV TNG PLGIKNG 0VOGTOG GE GUYKPIGT LE T LOVY| OVOGTOAT).

4 H mapoyoyn g IL-17 dwagépet ypovikd. H IL-17A mapdyston ypRyopa votepa amd T diéyepon tov Th17 kuttdpov.
AvtiBétwg, n mapaymyn g IL-17F avédvetatl otadiokd, pOdvovtog ota peyaddtepa enimeda apydTePO GTN PLGIKN 1GTOPia TNG
vocov. Emiong, vid cuveyn 01éyepon ta T kdttapa mapdyovv kuping IL-17F oe oyxéon pe IL-17A.

Navarro-Compan V, Puig L, Vidal S, et al. The paradigm of IL-23-independent production of IL-17F and IL-17A and their role in chronic inflammatory diseases.
Front Immunol. 2023;14:1191782. Published 2023 Aug 4. doi:10.3389/fimmu.2023.1191782

Sarkar S, Justa S, Brucks M, et al. Interleukin (IL)-17A, F and AF in inflammation: a study in collagen-induced arthritis and rheumatoid arthritis. Clin Exp Immunol.
2014;177(3):652-661. doi:10.1111/cei.12376



2vunepaocuara

D2T/ D2M PsA ovyvo mpofinua otnv kiivikn npaln. Loyvoryro 15-20%

Lapadyovreg kivovovoug: T'vvaikeio pvlo, BMI, extetauevny waopiaon, alovikn npospfoin, HLA-B27, IBD, FM

Amoteleouotikotnra ixekizumab oty wwpiaon eidikov mepioydv kar e101KOTEPA OTH WWPLOOH YEVVIITIKWDV OPYEVDV

H vrepoyn tne oimine avooroing ILLTAIF otyv wapioon (head to head ue TNFi, ustekinumab, secukinumab)

H mabopvoiotoyixn onuacio tov polov e IL-17A kou IL17F, extog aro to dépua, otnv apbpwon, ato éviepo kat
atov 0pBoluo
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