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Quolkn eé€staon
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AnoteAéopata;

* HLA-B27 -

*  MRI tepolayoviwv: AMLEC AAAOLWOELG EVOELKTIKEG LEpoAayovitidag AE
*  Auénuévol deiktec dAeyUOVAC

* Agppatoloylkn ektipnon: pwplaoikn ovuyia kot Ppwplaon S€puatog
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Figure 1. Most Common PsA Domain Presentations by Number of Domains Affected Among
All Patients With PsA (N = 2617)
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Group for Research and Assessment of Psoriasis and Psoriatic Arthritis (GRAPPA) Treatment Domains. Six key domains of PsA disease activity were devel-
oped to help guide treatment decisions.
1. Jamnitski A et al. Annals of the Rheumatic Diseases 2013
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Treatment recommendations

Domain-based approach

3

‘related conditions’
(IBD and uveitis)

and ‘comorbidities’

BeAtiwon QoL kat AeltoupylkoTNTAC, AIOTPOTH SOULKNC Kataotpodnc apbpwoswy,
Ertavakowwvikomoinon acbevwv
HEOW peiwon GAEYHOVAG

Updated GRAPPA recommendations Nat Rev Rheumatol 2022
EULAR recommendations. Ann Rheum Dis. 2024



Molecules approved for PsA
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Inuaocia dfova I1L23 / /IL 17 othv YwpLacikn vooo
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dappoka tov oto otoxevouv IL17 otnv PsA

Secukinumab (Cosentyx) : avticwpa evavtt IL17A
Ixekizumab (Taltz) : avtiowpa avticwpa evavtt IL17A

Bimekizumab (Bimzelx): avtiowpa evavtl IL-17A, IL-17F kat IL-17AF

Secukinumab

Ixekizumab
Netakimab Bimekizumab Brodalumab

J

D 0 q

IL-17A/A IL-17F/F  IL-17A/F IL-17RA  IL-17RC
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Figure 2. Most Common PsA Domain Presentations by Number of Domains Affected Among
Biologic Initiators (n = 354)
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“FUTURE 5”

Secukimumab 300 mg or 150 mg with loading dose (Ld), 150 mg without Ld or placebo.
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Secukinumab provides sustained improvement in signs
and symptoms and low radiographic progression in
patients with psoriatic arthritis: 2-year (end-of-
study) results from the FUTURE 5 study
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No radiographic progression in 89.5% (300 mg),
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Mease et al. RMD Open 2021
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“MAXIMISE”

Secukinumab in patients with PsA and axial manifestations
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Primary endpoint
ACR20 for

superiority not
met....

“EXCEED”
Head-to-head: Secukinumab vs Adalimumab
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Baseline

Week 32

Secukinumab showed sustained improvements in nail
psoriasis up to 2.5 years

Week 80

2.5 years
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“SPIRIT-P1”

IXE in PsA vs placebo vs ADA
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Table 2 Comparison of efficacy during the 24 weeks of placebo-controlled therapy
Placebo IXEQ4W IXEQ2W Adalimumab 40 mg Q2W*
12 weeks 24 weeks 12 weeks 24 weeks 12 weeks 24 weeks 12 weeks 24 weeks
N=28 N=39 N=26 N=18
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N=57 N=kb8 M=57 N=54
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Mease et al. Ann Rheum Dis 2017
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Effect on structural disease progression

Flacebo IXEQ4W IXEQ2W Adalimumab 40 mg Q2W*
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Percentage of patients with change in mTSS at week 24 <0 72.0 23.0 835 91.81
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Placebo IXEQ4aW IXEQ2W Adalimumab 40 mg Q2W*
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N=74 M=T0 N=74 =71
MAPSI (D), %ttt 81 18.9 20,04+ 25.7 27.0% 36.55% 19.74% 39.4%

Mease et al. Ann Rheum Dis 2017



3-year results of SPIRIT-P1

A D 5
g*. :‘:“oo-o.“c_o %?; ”qg::' _T__'_-—.
§ ~.~....... “1"’ - -
3 w0 '
. n.“ 201
]
0 52 104 156
B E ,
§= | e I re——
2R gg 60 Yo .
T 40
32 T 2l
o 20
0+ .
0 52 104 156

C F
§ 100 g 80
» 80 ool gpre————
g 60 § | o,
o a“ s,
i5 w i2 f
o 20 a o 20
e % 52 104 156 0 52 104 156
Weeks Weeks
~ IXEQ4W (MI) - IXEQ2W (MI) ~ IXEQ4W (MI) - IXEQ2W (W)
~ IXEQ4W (mNRI) <= IXEQ2W (mNRI) « IXEQ4W (mNRI) <= IXEQ2W (mNRI)
+ IXEQ4W (NRI) « IXEQ2W (NRI) « IXEQ4W (NRI) « IXEQ2W (NRI)

Chandran et al. Rheumatology 2020



mTSS Change from Baseline 3»

364

244

A
~N
A

o
L

EvOeoitida Kot SakTuAttida
82 194 196 i

PBONXEQ4AW (Nx=27;

PEHxeQ2w (Nx=29;

N=33)

.
....
*
. - - - Chrr- -‘-“-“f.“‘::.g_

“ 20 40 60 80 100

.

A

N
L

Cumulative Percentage

AktwvoAoyikn e€EALEN
B

481 « ADANXEQ4W (Nx=34; N=39)
2 *  ADA/NXEQ2W (Nx=32; N=35)
244
124
o-t

20 40 60 80
“12-n

Cumulative Percentage

Patients with LE! (0), %
8 &§ 8

-

b

g w

4

S au

§ “
C
484 IXEQ4WIQ4W (Nx=72;

. Ddbwiazw (Nx=66;

36+ N=81)
244
12+

0+

20 40 60 80

12

Cumulative Percentage

Chandran et al. Rheumatology 2020

100



ACR

PASI
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A head- to- head : IXE vs ADA in biological- naive patients

A

A
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§

ACRS0 and PASI 100

A

Treatment difference IXE versus ADA
IXE (n=283) ADA (n=283) IXE versus ADA (95% C1) P value
NAPS! fingernails=0** 111191 (58.1) 88177 (49.7) 8.4% 0.082
51.1% t0 65.1% 42.4% 10 57.1% (-1.8% to 18.6%)
NAPSI, LSM change from baseline (SE) -15.89(0.82) -1253(0.82) -337 0.001
(+5.40 to ~1.33)

Mease t al. Ann Rheum Dis 2020
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IL-17 and TNF synergise to amplify
their effects on inflammation?

1. Tsukazaki H, Kaito T. Int J Mol Sci. 2020;21(17):6401. 2. Glatt S et al. Ann Rheum Dis. 2018;77:523-532. 3. Shah M et al. RMD
Open. 2020;6(2):e001306. 4. Cole S et al. Front Immunol. 2020;11:585134. 5. tukasik Z et al. Rheumatology (Oxford). 2021;60(Suppl
4):iv16-iv27. 6. Adapted from Soldati E et al. PLoS One. 2021;16(5):e0251788. 7. Adapted from Gottlieb A et al. PLoS One.
2015;10:e0134703. 8. Nicolaes J et al. ACR Convergence 2021. Poster 0157. 9. Adapted from Poddubnyy D and Sieper J. Curr
Rheumatol Rep. 2017;19(9):55.

*Reprinted from ACR Convergence held on 3 — 9t November 2021. The American College of Rheumatology does not guarantee, warrant, or

endorse any commercial products or services. Reprinted by UCB.
Example cell types are shown; not an exhaustive list. IL: interleukin; TNF: tumour necrosis factor.



Innate immunity driven
pathology?!
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Innate

L L7
lymphocytes

Adaptive immunity

driven pathology?

@

IL-231
Adaptive

L-171
lymphocytes!?

*Reprinted from ACR Convergence held on 3" — 9th November 2021.8 The American College of
Rheumatology does not guarantee, warrant, or endorse any commercial products or services.
Reprinted by UCB. Example cell types are shown; not an exhaustive list.
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2toxoc Bimekizumab

IL-17A and F Inhibitor (BKZ)

(‘ IL-17F/F1 e

C‘ IL-17A/F! @)
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Inflammation and new bone
formation in SpA3

Peripheral Joint®

Hypermetabolic o Epidermal
activity hyperplasia

Sl Joint*8

Bone marrow Syndesmophytes at
edema vertebral edge

IL-17 and TNF synergise to amplify their

effects on inflammation?

1. Tsukazaki H and Kaito T. Int J Mol Sci. 2020;21(17):6401. 2. Glatt S et al. Ann Rheum Dis. 2018;77:523-532.

3. Shah M et al. RMD Open. 2020;6(2):e001306. 4. Cole S et al. Front Immunol. 2020;11:585134. 5. tukasik Z et al. Rheumatology
(Oxford). 2021;60(Suppl 4):iv16-iv27. 6. Adapted from Soldati E et al. PLoS One. 2021;16(5):e0251788. 7. Adapted from Gottlieb
A et al. PLoS One. 2015;10:e0134703. 8. Nicolaes J et al. ACR Convergence 2021. Poster 0157. 9. Adapted from Poddubnyy D and

Sieper J. Curr Rheumatol Rep. 2017;19(9):55.
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= : PEO with swiich to BKZ 160 mg C4W (n=140)
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Reference Arm (ADA 40 mg O2W,; n=88)

Bimekizumab for active PsA vs placebo vs ADA

in biologic DMARD- naive patients
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Ritchlin et al. Ann Rheum Dis 2023



(A) MDA* [NRI)

100 P 0001 vs PBO
at Woek 16
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Conplte eslutonof ethsis £ 11 N () 2970 (014 NGB8 1836500 2136083

Complete resolution of dactylitis,§§ n/N (%) 1833 (34.9) 2933 (87.9) 4456 (78.6) 45/56 (80.4) a1 (81.8) am @y
Change from baseline in vdHmTSS,1 mean (SE) 0.25 (0.07) 0.17 (0.11) 0.03 (0.04) 0.10(0.07) -0.09 (0.08) -0.12(0.12)

Ritchlin et al. Ann Rheum Dis 2023
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“BE COMPLETE”

Bimekizumab for active PsA in TNF-experienced patients
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IL-17 avaotoAeic: AcpaAsila

KaAo mpodil aocdaAeLog

1. Tomkeg avildpAoeLC o€ onpeLlo €yxuong
2. Nowuwéelc (ouxvotepa URT)
3. MUuUKNTLOOLKEC AOLUWEELC

4. |IONE



Mowa ewvat n kataAAnAotepn Oepaneio????

1. NaBoygvela vooou
2. KAwKOC doavotumoc acBevouc

3. ZUVVOONPOTNTEC

4. Avtevdeléelc- AchaAelo




Aradopetikn Oeon twv I1L23 kat IL17 otnv naBoyéveila Twv ormovdulopBptidwy

IL-23 |

Anti-IL-17 Ab

— [

Spondyloarthritis (SpA)

N

Axial SpA

TNF-a |

@

Radiographic axial SpA I
Non-radiographic axial SpA

Peripheral SpA

IL-23

v

IL17

f—

| Anti-IL-23 Ab

f—

| Anti-IL-17 Ab

Tsukazaki et al

. Int. J. Mol. Sci. 2020



Ko mpootatevtikoc poAoc the IL17 ......

Protective immunity to fungi and bacteria

ILC3/ Sy 1
Pathogens YoT17 cell Neutrophil
- ﬂ Macrophage a1 : L » o|e CXCL1, ﬂﬁ
/. scp IL-23 N e /_' Z
N b3 G\ —\ ——
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- e e N N 4 AMPs /
: o
L-17A/F,
= IL-22 ﬂ 2
Foreign T 177 _z
225332 IL-17°CD8 ' Killing of
fungi and
bacteria

Infection-induced immunopathology or autoimmune disease

Infection/ | O

damage?

e —— IL-1, o CXCL1/
l e : TNF ]'cxcm

Inflammation

PAMPs/ ¢ /o o ®

DAMPs Lo —" X3
e : IL- lB - —
L- 17A/F Epnhelualcells TNF, Tissue damage \

> IL-6,
MMPs
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Mills KHG. Nat Rev Immunol. 2023



Kot tpootateutikoc poAocg tnc IL17 ......

Protective Pathogenic

Sun et al. J Immunol Res. 2023



TH17 cells and IL17 during homeostasis, inflammation, and carcinogenesis in
the gut

Homeostasis

Acute Inflammation

ILC-3
ILC-3 ILC-3
ILC3 ;1 c3

ILC-3

Th7 Thiz Th7 Thi7

Th17 Thi17 ILC-3 ILC3 Th17

Th17 Th17 ILC-3 ILC3

Th17
Thi7 ILC-3 Th17 ILC-3

Kempski Front. Immunol.
2017



MNowa swvat n kataAAnAdtepn Oepancsia....????

Anti-TNF Etanercept Anti-IL-17 Anti-IL-23 JAKI

Arthritis
Axial

Skin
Enthesitis
Dactylitis
Nail disease
*Eye
.‘M

OupnRooU TG eVvoEiteLc.....

Modified from: Gialouri et al. Mediterr J Rheumatol 2022



Kat Ouunoov red flags.....

TNF i IL171 IL23i JAKi

Qupuoatiwon

Eprnintacg {wotnpag

CVD/VTE/PE

AMOUUEAVWTIKA VOCGOC

YoBapn KapdLlakr avenapkeLa

Yrotpomid{ouoes LUKNTIAOELG




Updated GRAPPA treatment recommendations for psoriatic arthritis

Consider which domains are involved, patient preference, previous/concomitant

therapies; choice of therapy should address as many domains as possible

Peripheral Axial Mail
theiti disease Enthesitis Dactylitis Psoriasis disease (1= 1] Uhweitis
MN5AIDs, physioctherapy, injections [(GCs)* Topicals, procedurals® \ l
csDMARD, M ARDS MTH, hDMARDS MTX, bDMARDs Fhototx ar bBOMARDS THFi {not THFi {reot
BOMARDs (THIF, [THFi, [THIFE, IL-12/F3i, (THFi, IL-12/2F 30, csDMARDs, (THFi. IL-12/23i, ETR), ETHM},
IL-12523i, IL-17i, IL=-17i) or IL-17i. IL-23i, IL-17i, IL-23i, BOMARDs {TMFi, IL-17i, IL-23i) IL-12/23i, ciclosporin,
IL-23i, CTLAA-1gh JAKI CTLAS-Ig), JAKi, CTLAA-Ig), JAKS, IL-12/23i. IL-17i, or PFDE4i IL-23i, JAKi, MTX
JAKS, or PDE4i or PDEA4i or PDE4i IL-23i), JAK o MTX
FDE#
Switch BDMARD Switch Switch BODMARD Switch BEDMARD Switch BDMARD Switch BDMARD
(TNFE, IL-12/2 3, hDMARD (TMFI, IL-12/23i,  (TNFI, IL-12/23i, (TNFL, IL-12/23i,  (TNFi, IL-12/23i.
IL=17i, IL=-23i, [TMIFi, IL=-17i. IL-23i. IL=17i, IL=2 34, IL=17i, IL=23§, IL-17i, IL-23i) or
CTLAG-Ig), JAKS, IL=-1Ti) CTLA4-Ig), JAKi, CTLAA-Ig), JAKI, JAKi or PDE4i FDE4i
or PDE4i or |AKi cr PDE4i or PDE4i
L L L L J J - -y

Comorbidities and associated conditions may
impact choice of therapy and/or guide monitoring

Treat, periodically re-evaluate treatment

goals and modify therapy as reguired

Nat Rev Rheumatol. 2022



Mowa ewvail n KataAAnAdtepn Oeparmeia yia tov acOevi pog????
T T

Afovikn mpooBoAn
Mepidepikn) mpooBoAn
WwpLlaolkn ovuyia
Wwplaon dEppatog
EvBeaoitidec

Amtovotia tpooBoAnc evtepou R opOaApoU




Mowa ewvail n KataAAnAdtepn Oeparmeia yia tov acOevi pog????

T T
Afovikn mpooBoAn TNEFi

Mepidepikn) mpooBoAn
or

WwpLlaolkn ovuyia

IL17i
Wwplaon dEppatog

A NPT

EvBeaoitidec _ g

Start bDMAaRD:
O r IL-1Ti ¢ TMNF

considering relevant

Anouoia tpooBoAnc evtépou i odBaipol JAKI Conetor s ot o iy

N3k assassmen 1

FProdominantly avia diseass

__/ In patients with peripheral arthritis and an inadeguate response
ta at least one csOMARD, theragry with a bDMARD should be
comimen e

In patients with unequivacal enthesitis and an imsuHicient

response to N5AIDS or lecal glucocorticold Injections, therapy
wiith & bOMARD shauld be eonsidensd

Gossec et al. Ann Rheum Dis 2024



Mowa ewvail n KataAAnAdtepn Oeparmeia yia tov acOevi pog????

BN
Atovikn tpooBoAn TNFi
Mepidepikn) mpooBoAn
or
Wwplaoikn ovuyia
— a7
Wwplraon 6£pUatoc
EvBeaoitidec
or
Artoucia tpooBoAg evtépou i odpBaApoU JAKI
.
Shared decision making: Mantoux (+) E— IL17i

+ ouXVOTNTA XOPNYNoNng



Euxaplotw yLa To XpOvo oaC.....



