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“Pre-clinical
;s.ﬂ. Silent inflammation phase

« 30luble biomarkers
« Musculoskeletal changes visible
by imaging (e.g., synovio-enthesitis)

Aberrant immune activation phase
= Activation of IL-23-L-17 axis
» TNF production

Transition phase
= Arthralgia
- Fatigue

Classifiable PsA
= Synovitis, enthesitis, dactylitis and/or asymmetric
axial disease
= Musculoskeletal changes visible by radiography

A g ‘ NN DAY Christiansen, Sara Nysom et al. “Patient-reported outcomes in axial spondyloarthritis and psoriatic arthritis patients treated with secukinumab for
\ 24 months in daily clinical practice.” Seminars in arthritis and rheumatism vol. 65 (2024): 152388. doi:10.1016/j.semarthrit.2024.152388
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Analyzing PsD from a mechanistic perspective

Inflamed skin Inflamed synovium Inflamed enthesls
Lymph node
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Schett G. et al., Nature Reviews 2022




Patient with
Patient with PsA . L.
] ] history if joint
Psoriasis )
involvement

In 13% of cases, a
history of joint
involvement
preceded onset of
skin symptoms,
with a mean
in =

In 70% of cases,
Pso precedes PsA
with a mean
interval of ~ 10

Parallel onset of skin and joint manifestations is seen in 16% of cases
Approximately 15% of patients with PsO who are under the care of dermatologists have an
1. Lee, Leon Tsung-Ju et al. “Machine Learning Approaches for Predictin&JPmldd_calglIﬂt@ &@ ding@la:ﬁ%@’: M@.Gﬁl R@)Ssoﬁljlﬁjgréa@ Stayrtohrxﬁjafneilsl Internet research vol. 25 e39972. 28 Mar. 2023, doi:10.2196/39972. 2. Stephen
“Prevalence and clinical patterns of psoriatic arthritis in Indian

2. Lourdes M. Perez-Chada, Jose U. Scher et al. Nat Rev Rheumatol. 2021; 17(4): 238-243, 3. Kumar, Ramesh et al.
(2014): 15-23. doi:10.4103/0378-6323.125472, 4. Tan, Minjia et al. “Concurrent onset of skin and joint symptoms correlates with higher psoriatic arthritis

R. Pennington and Oliver FitzGerald, (2021) Front. Med. 8:723944.;

\ & patients with psoriasis.” Indian journal of dermatology, venereology and leprology vol. 80,1
disease activity: A single-center retrospective study.” Journal of the American Academy of Dermatology vol. 89,1 (2023): 173-175. doi:10.1016/j.jaad.2023.02.045



TIMING OF SKIN AND JOINT
INVOLVEMENT?

64,5

PATIENTS (%)

19,4 16,1

JOINTS FIRST SKIN & JOINTS

SKIN FIRST

Psoriasis symptoms typically precede joint symptoms

SKIN LESIONS PRECEDE ARTHRITIS BY:

Ny, \
>5 YEARS:
47.4%

5 YEARS:
1. Elmets CA, et al. J Am Acad Dermatol. 2019;80(4):1073-1113; 6

15.6%




Differentiating PsA abbvie
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Whole PsO cohort |

1057 No suspected*

f for PsA
' 555 (52.5%) .
i 5 F R Qy‘,.vd&é
3 N = 1057 | N =293 N =145

Rheumatologic Conclusion of in depth Differential diagnosis

assessment of rheumatologic assessment of PsA with other

whole PsO cohort for suspected cases arthropathies
.Flor’is A;'Mugbg;ddu C, Sichi L, Dessi M, Anedda J, Frau A, Pau A, Lari SA, Sorgia J, Li Volsi L, Paladino MT, Congia M, Chessa E, Angioni MM, Ferreli C, Piga M, Atzori L, Cauli A. .Q .

® .The Challenging Differentiation of Psoriatic Arthritis from Other Arthropathies and Nonspecific Arthralgias in Patients with Psoriasis: Results of a Cross-Sectional :
o Rheumatologic Assessment of a Large Dermatologic Cohort. J Clin Med. 2023 Sep 21;12(18):6090. doi: 10.3390/jcm12186090. PMID: 37763030; PMCID: PMC10532027. g SR . .



Ploase armwer Te Guettons beiow and score 1| pont 1or each Queston answered Yes
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A6 TO LOTOPLKO ovoapepouévn XPoV Lo paX LOAY o=
:>’ ETMOVYEAUXT LK KaToandvnon Kol npoo@aTec
cuvedplec puoLoBepaneLldv xwplc LdLaltepn
BeAT lwon

>>' * Jlapamounn YL €&&€Tacn OTO KoLvd Latpelo
* Xwplc nmepLpeplkh) apbplTtida N1 SAKTUALT LOX
* PaxloAyla pe @AeyluovOadn XAPOAKTINELOT LKA

AUENUEVEC ATTOLTAOELG KOLL UTIOXPEWOELC 0TNV KaOnpepvotnta tou Nikou

Speaker’s approach



CRP 73 mg/dl

TKE 60 mm Hg

No.nd¢ epyaocTnpLAKOC
EAEYXOC K.Q.

AKT LVOYPOP LA LEPOAAYOVIWV

etepdnAevpo octadLo II (NY
criteria)

Speaker’s approach



TNF
[ADA, CZP, ETN, IFX, GOL)

I-17A
[IXE, SEC}

IL-17A/F
(BXZ)

-12/23
(usr)

IL-23-p19
(GUS, RIS)

JAK
[TOFA, UPA)

CD80/86
[ABA]

PDE-4
(APR)

Statistically superior compared to
placebo (primary or secondary
endpoints)

No difference compared to placebo

Superior compared to placebo;

pre-specified post-hoc analysis Not evaluated / reported

Not statistically different compared to
placebo; numerically better results

There are many therapeutic
options for PsA to treat
our patients

Kerschbaumer, Andreas et al. Annals of the rheumatic diseases vol.
83,6 760-774. 15 May. 2024, doi:10.1136/ard-2024-225534



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

Patients achieving ACR20% Response in Phase 3 PsA Trials

M Biologic or small molecule m Placebo

B4 64
59 57
47
42 40
34 36
24 23 23
19
16 15 15 15
12
ETN ADA GOL cp SEC IXE UsT APR ABT TOF UPA GUS RIS
. ) — Anti- — - .
Anti-TNF Anti-IL17 1L12/23 pDE4i  T-cell JAKi Anti-IL23
modulator
Note: Data are only presented for illustrative purposes and not for direct comparison.
Lubrano et al Rheum Ther 2023
Kumthekar et al Clin Rheum 2023
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otnplletal otnV LKAVOTNTO TOUC va
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KUTTOPOKWVWV TIOU EUTTAEKOVTOL UE
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Cytokines that

trigger and polarize
the adaptive immune

response
IL-6
IL-7
IL-12
IL-23

TGF-$

Th1 cell

+

Th17 cell

+

Directly mediated by JAK

Indirectly mediated by JAK

Targeting multiple pathways could lead to better results?

Cytokines released
from effector cells
that sustain
an immune response

IFN-y
IL-1
L7
IL-21
IL-22

TNF

[

_ PR
Osteopmllferatlon

Colitis

Smdesmophytes
Tendonitis Anky’lDSiS
Enthesitis
b | Osteitis
" | Dactylitis
Synovitis ‘ [
P
Uveitis T
\ T
5 £® |
Cartilage destruction
Skin and nail Bone erosion
psoriasis

Bonelli M et al. Ann Rheum Dis. 2024
Mclnnes IB et al. Rheumatology (Oxford). 2022
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Maintenance of responses through week 152
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,\/ >> Evapén oayoync ue Upadacitinib 15 mg

§>’ * 3 unvecg apyodtepa o mAHRPn KALVLIKA (PASI:0
ASDAS: 1.2 ) KOL €PpYOOTIPLAKN UPeoq
* Xwplc aventblunta ouuliuoTo

Avathpnon tng¢ UPeong péxXPL KoL TNV TeAsvutola
>>' enloxkeyn nmeplmou 1 é€tog amd TNV &€vapén Inc
Bepame lac

O Niko¢ avtame¢Epxetol MAEOV OTLC AMOLTAOELG KOIL UTIOXPEWOELG TNC KaABnpepLvoTnTOC TOU

Speaker’s approach



Patients with active PsA and axial involvement demonstrated
significant improvements in their axial symptoms with upadacitinibi-s

BASDAI502 ASDAS LDA®

SELECT-PsA 1 SELECT-PsA 1

PBO (n=130) = UPA 15mg QD (n=139) = ADA 40 mg EOW (n=127) PBO (n=130) = UPA 15 mg QD (n=139) = ADA 40 mg EOW (n=127)
100 - 100 -

= 75 1 T T ] - 75 1 s
< s cxxe 0D 64
/)] ;]
= c 55
2 o
w50 1 ® 50
o o
25 254 21
0 - 0 -
Week 12 Week 24 Week 56 Week 152 Week 12 Week 24 Week 56

aFor patients with axial involvement at BL, as determined by the investigator. Data were analyzed using Cochran-Mantel-Haenszel tests with NRI and are shown as response rates.
***%*pP<(0,0001 for UPA 15 mg QD vs PBO; nominal P values are shown and were not multiplicity controlled. ADA=adalimumab; ASDAS=ankylosing spondylitis disease activity score; b=biologic;
‘BASDAI=Bath Ankylosing Spondylitis Disease Activity Index; BASDAI50=250% improvement in the BASDAI; BL=baseline; DMARD=disease-modifying antirheumatic drug; EOW=every other week;
IR=inadequate response; LDA=low disease activity; nb=non-biologic; PBO=placebo; PsA=psoriatic arthritis; QD=once daily; UPA=upadacitinib.
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Real-world use of upadacitinib and impact on MDA and nail

psoriasis in patients with PsA:.-

(pUP

5
background +-csDMARD(s)
100 ~
£ 751
:
=
g
'E 30 A
-
4
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% 25
o 100 1
2,7
D —
Baseline Week 24 £ 15
o
n 8 ®
N 296 £
g
= 304
o
&
=}
it 29,1
g 25 -
z
&
0
Biaseline Week 24
n il
N 296

Data® reported as observed. cs=conventional synthetic; DMARD=disease-modifying antirheumatic drug; IR=inadequate response; MDA=minimal disease activity; PsA=psoriatic
arthritis.

Data reported as observed. MDA defined as meeting 25/7 of the following criteria: SJC66 <1, TJC68 <1, PASI <1 or BSA-Ps <3%, pain <1.5 (0-10 NRS), PtGA <2
(0-10"NRS), HAQ-DI®<0.5, and LEI <1. BSA-Ps=body surface area with psoriasis; cs=conventional synthetic; DMARD=disease-modifying antirheumatic drug; HAQ-
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Werner SG et al. Rheumatol Ther.
2023;10:1503-1518..
Werner SG et alt% Rheumatol  ThefT.
202310 1503-151K



The safety profile of upadacitinib has been established across 7 approved indications'-3

___ CONSISTING OF IN L REPRESENTING

UHUH —

i, 16 &8 8,632 v] >24,000
CLINICAL TRIALS across RA, PsA, PATIENTS who received PATIENT-YEARS of combined
AS, nr-axSpA, AD, UC, and CD UPA 15 mg or 30 mg exposure to UPA 15 mg and 30 mg

4 Rheumatology indications including
4,998 patients representing 15,895.8 patient-years

11,661.5
(3,209)
- 4,076.9
A 3,823.0 ( 346)
O (1,337)
o
1)
<
oy
=
2
o 1,022.2
(596)
328-4 199.4 218.5 1359 153.7 177.2 111.5
. 1£55) (250) (251) (245)  (221) (229) (223)
! _-—
WUPA15mgQD M ADA40mgEOW M MTX  MUPA30mgQD M PBO

UPA=upadacitinib.
1. Burmester G et al. EULAR 2024. POS0894. 2. Bunick C et al. RAD 2023. Poster 533. 3. Pan e R et al. ACG 2023. P3631



Speaker’s approach

KALv ik [Mlepintwon 2

Mopla 49 e1dv, KamnviotplLa 20 p/y, BMI 26,5
Hashimoto, duoAlnidailpuia, mLBavd Bet1kd oLkoyeEVE LaKD
LOTOP LKO pAEVOVQOON apbplT Lo

[Ipbopatn dLAYVWOon opoapvnT LKNC RA
(moAuapBpliT1Lda, apvnT LKA QUTOOVI LOOUATO, auinuévn
CRP)

Evapén MTX 15 mg/week KL KOPTLKOOTEpOEeLON O¢€
xounAéc dbdoeLc

YIIOTPOI TV CUUITOUATOV e In OLAKOIN TWV
OTepPOE LOOV



Néa oTepoeldfy kKol aUénon MTX 20 mg/week

* AUEnoOn nNuatlkoOv ev{tuwv x3, aUéinon kol %B amd 1In
XPNOoN TWV KOPTLKOCTEPEOE LOOV
* Ambdeoon YyLa &voapén BLoAoyLlkKAC Bepamelag

ANYN VT LUUKNT LOLOKAC aywyNC VI RBA&BeC VUXLOV
XepLOV xwplc BeAtlwon

[Tapamoumnn OoTo KoLvo Latpelo YwplaolkAc vOOooOU

Speaker’s approach







CLCI describes the potential cumulative negative impact of a
patient’s disease over their lifetime

The potential negative impact of psoriasis over the life path!-3

vS9 ‘ISVd ‘B8 ‘Alianoe Alorewwe|jul

o _CLCI IS a useful model X / . \ cv
in understanding High dlseasefburden can bevehological event
. . arise even from early sychologica
f[he Impact of ChI’OnIC mild/moderate stages burden
mﬂammatory diseases of disease, with real- _ _
_ world analyses showing Associated diseases
O It describes the concomitant PsA and (CV, MetS, diabetes)
: : ) e
Compou_ndlng |.m pact depression/anxiety Social problems PSA
on a patient’s life path, \ Missed onset
including on their physical 9 / g’fogifsl'not”;"s
uniti
health, mental health, © e PP
comorbidities, daily oo |
activities, and social Stigma
interaction
Diagnosis Early disease Late
disease

"BSA, body surface area; CLCI, Cumulative Life Course Impairment; CV, cardiovascular; MetS, metabolic syndrome; PASI, Psoriasis Area and Severity Index; PsSA, psoriatic arthritis.
Adapted from: Pariente B, et al. Inflamm Bowel Dis. 2011;17:1415-22. For illustrative purposes only, not intended to represent a definitive linear disease progression for every patient.
1. Kimball AB, et al. J EurAcad Dermatol Venereol. 2010;24(9):989-1004; 2. Ros S, et al. Actas Dermosifiliogr. 2014;105:128-34; 3. Linder MD, et al. Acta Derm Venereol. 2016;96:102-8;
.4 Marzano AV, et al. Br J Dermatol. 2021;184:133-40;



The burden of undiagnosed PsA

N

A diagnostic delay of even 6 months has been shown to lead to
significantly more radiographic damage and worse long-term physical
function!?

N
Significantly less common drug-free remission and more common
arthritis mutilans were noted among patients presenting >1 year after
symptom onset!

e\

Clinical and radiological damage was higher among patients presenting
later than 2 years of symptom onset!?

oAlmost half of patients exhibit structural damage and functional impairment within 2 years of developing symptoms

Early intervention in the PsA disease process can inhibit or
delay structural joint damage, and patients are more likely to
experience improvements in pain, fatigue, depression and QolL3

y Jomt.
resorption

| ~
1%

Ankylosis

Erosion

Arthritis mutilans, with pencil-in-cup
deformities (arrow)*

PsA, psoriatic arthritis; QoL, quality of life.
o1. Haroon M, et al. Ann Rheum Dis. 2015;74:1045-50; 2. van der Heijde, et al. Arthritis Res Ther. 2020;22:18; 3. Mease
, PJ, Armstrong AW: Drugs.-2014;74:423-41; 4. Images adapted from Ritchlin CT, et al. N Engl J Med. 2017;376:957-70.



Monoarthritis
Oligoarthritis
Polyarthritis
Enthesitis
Axial disease
Dactylitis

Total delay

N, 2023

RN | 07%

Window of opportunity in psoriatic arthritis: the earlier the better

Diagnostic delay (months)

Snoeck Henkemans, Selinde V J et al. RMD open vol.
10,1 e004062. 27 Feb. 2024, doi:10.1136/rmdopen-

B Probability of achieving DAPSA remission

L] T T

12 18 24
time (months)

Tender joints

36

*

time (months)

- <12 weeks delay -=

A Probability of achieving MDA
0.8 0.5
0.4
0.6
0.4~
0.2
0.2 0.1-
0 6 12 18 24 36 0 6
time (months)
C Swollen joints D
8- 8-
6 6
4- 4
2- 2
I**
0 T T T T T 051 |
0 6 12 18 24 36 0 6

12 weeks - 1 year delay

T T I
12 18 24

time (months)

- >1 year delay



IL-23 therapy Is associated with lower risk of developing
Inflammatory arthritis, including PsA

100
_
£ 90-
g
g In a retrospective non-
. randomized study in
P 15.501 patients with
£ —— TNFinhibitor psoriasis, risk of
< —IL-12/23 inhibitor .
704, —IL-23 inhibitor developing
¢ —IL-17 inhibitor inflammatory arthritis
ol ! ! ] (including PsA) is
Number at risk Time since index date (years) reduced among
(number censored) patients who have
TfNFin:iEitor 93?4 E522;- 5342 ({45% aggg ESSégi 2319 EG?»S(BJ; 224;1{[?389§ 1716 E?BSQ}] 133028268; started anti-IL12/23 or
IL-12/23 inhibitor 2873 (132) 1415 (14 10 17 43 (200 58 (2190 515 2329) 397 (2445 -
.23 inhibitor 1114 (130) 409 (729)  287(849) 181(954) 119(1013) 76(1056) 42 (1092) anti-IL23 therapy3
IL-17 inhibitor 1355 (194) 468 (917) 284(1008) 180(1199) 130(1246) 91(1284) 57 (1317)

Figure 2: Time to inflammatory arthritis among patients initiating biological therapies for psoriasis (n=15501)
TNF=tumour necrosis factor. IL=interleukin.

Singla et al., Lancet Rheumat®ol
March 6, 2023

https://doi.org/10.10164 S2665- ¢
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Patients receiving IL-17, IL-12/23, or TNF inhibitors have
higher incidence rates than patients receiving IL-23

Main Analysis

Inflammatory Arthritis

Reduced risk for
arthritis compared
to IL-23 inhibitors

Hazard Ratio (ClI)
—

Increased risk for
arthritis compared
to IL-23 inhibitors

N RN T AN .

NN )

1.44*

IL-17i :
1,31

IL-12/23i ——

©1.90

TNFi ——
; | 1 I 1

0 1 2 3 4

based analysis, Strober, Bruce et al.
_American Ac

Main Analysis

Psoriatic Arthritis

4,31
IL-17i e
4.25
IL-12/23i e
2,05
TNFi oo S
; | ] |
0 1 2 3 4

Reduced risk for
arthritis compared
to IL-23 inhibitors

Hazard Ratio (Cl)
-

Increased risk for
arthritis compared
to IL-23 inhibitors

Risk of developing inflammatory arthritis in patients with
psoriasis initiating treatment with biologics: A population-

Journal of the

ademy of Dermatolo\%y, Volume 91, Issue 6, 1143 -
WYL A

Survival probability

Survival curves for PsA development for
different treatment groups (bDMARD yes/no)

Strata =+~ bDMARD=No bDMARD=yes
1.00 1
0.751
0.501
- 1* = - = =
0.251
0.001
10 20 30 40 50

Time in years

Azevedo SF, et al, POS0988 Annals of the
Rheumatic Diseases 2024;83:717.



outcomes/decisions

¢ 1 risk of not reaching outcomes

¢ 1 risk of not maintaining favorable outcomes

Effect of comorbidities on treatment
the obesity par----~—

o 1 risk of PSA Development in patients with Psoriasis Or in healthy individuals

y /
VB

A Overall population
g 1] Outcomeat<12months  sample (%)
S —sorg/m wlessotherwisespecifid  sze,n  events  OR(WC)  ORadj(%5%C)  ORadj(35% )
£ P<0.001 i :
K ; Normal weight 306 66(20) 1 ref) 1 (ref)) :
z Ovenveigt B M0 0803809 0BOBIG
< Obese 18 190104 043(025074) 045(0.408) :
= DAPStemison ;
E Normal weight 06 51(167) 1ref) 1ref,) .
3 0 Overweight 8 0(70 03802066 04402079 +a—
Obese 18 1066 036019070 042(02108) -

BODY MASS INDEX =

EXTREMELY OBESE
35<

Gialouri C, et al Autoimmun Rev. 2023;22:103357 «




P SA 923 patients (55% females)
median (IQR) age of 57 (48-65) years

Data from Greere

0

UL

Ul
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Disease Profile and Achievement of Therapeutic Goals in a Modern, Nationwide %
Cohort of 923 Patients with Psoriatic Arthritis 10
|
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High, durable responses can be achieved with IL-23 inhibitioni. o (e
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High, durable responses can be achieved with IL-23 inhibition
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Risankizumab: safety

%",: Psoriasis 200
20 x phase 1-4 PsO clinical trials

41

81 days-3.8 years

Median (range) treatment duration

Psoriasis arthritis
4 x phase 2-3 PsA clinical trials

Serious NMSC Malignancy MACE Serious
infections excluding NMSC hypersensitivity

= Long-term PsO = Long-tem PsA

N » Y Gordon KB et al. PP2616; presented at EADV 2023.
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Psoriatic disease — Multidisciplinary treatment approach:
Where do we stand, where do we need to go?
New directions in the management of patients with psoriatic disease

Multidisciplinary collaboration

Improve Identify early Train physicians
management of Facilitate early abnormalities not in the global
patients with PsO diagnosis of PsA limited to skin & vision of psoriatic
& PsA joints disease

Models of multidisciplinary collaboration?

A




We have many means to help us reach our
destination of high, durable disease control

Following the latest
treatment guidelines*>

High, durable
disease control

Understanding the Setting clear clinical
patient perspectivel-3 goals early on®’
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