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Disclosures

TiunNTIKA apoIfi atrdé Tnv AbbVie yia Trf CUMHMETOX O€ QUTAV TNV EKONAWON

EKTTaIOEUTIKEG-EPEUVNTIKEG-OCUMBOUAEUTIKEG ETTIXOPNYNOEIS TNV TEAEUTAIA DIETIA!

'k. Karolipng: Abbvie, Aenorasis, Amgen, Celgene, Janssen, Genessis, Lilly, MSD,
Novartis, Sobi, Roche, Pfizer, UCB

I'. ®paykoUAnG: Janssen, UCB, Novartis, Aenorasis, Amgen, Pfizer, Genesis
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CRP (mg/L) 7
TKE 30
>> TJC/SJC (68/66) 16/12

PASI 4.4
BSA 3

Patient global assessment (VAS 100 mm) 75
Pain VAS (100 mm) 80
HAQ-DI 1.8
DAS28-CRP 5.9
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>> Pathogenic Pathways in Psoriatic Arthritis
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Pathogenic pathways in SpA
are directly and indirectly mediated by JAK-dependent
cytokines
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Timeline: PsA recommendations and drugs € U lar

fighting rheumatic & musculoskeletal
disoasosgother

2023

Certolizumab Secukinumab Tofacitinib Guselkumab
Methotrexate | Etanercept | Golimumab Pegol IL-17A JAK inhibitor L2318 Bln;zl;fu:ab
+Hi

(1964) (2002) (2009) (2013) (2015) (2018) (2020) (pending)

Sulfasalazine §j Leflunomide UStoxinumab Aprlllla.st Ixekizumab Upadacitinib
IL-12/23i PDE4 inhibitor : T
IL17Ai JAK inhibitor

2004
(1990) (2004) (2013) | (2015) (2018) (2020)

Adalimumab Infliximab Etanercept Adalimumab Risankizumab
biosimilar biosimilar biosimilar IL23p19i
(2005)

(2013) (2017) (2018) (2022)

Abatacept
(2017)

Update the EULAR 2019 management recommendations for PsA:

Infliximab

(2006)

- Pharmacological non-topical treatment

EULAR 2019 recos
EULAR 2023 recos

- Main focus on musculoskeletal manifestations
Italics: drug not approved as of June 2, 2023

- Decisions based on the data: balance efficacy/safety
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TNFior IL-17i or IL-12/23i or IL-23p19i
considering relevant
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Consider use of a JAK-inhibitor only after
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[ Continue? ]

*For JAKis, caution is needed for patients aged 65 years or above, those who are current or past long-time
smokers, with a history of atherosclerotic cardiovascular disease or other cardiovascular risk factors or with
other malignancy risk factors, and with known risk factors for venous thromboembolism.

Gossec L. et al ARD
2024



>> Drugs on top of conventional synthetic ones in PSA

bDMARD
TNF inhibitors

Adalimumab, certolizumab,
etanercept, infliximab,

golimumab

bDMARD
IL17 pathway

Ixekizumab
Secukinumab

Bimekizumab
Dual-target/ TNF

bDMARD
IL12/23 and IL23 pathway

Ustekinumab
Guselkumab

Rizankizumab

tsDMARD
JAK inhibitor

Tofacitinib
Upadacitinib

tsDMARD
PDE4 inhibitor

Apremilast
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TNF Inhibitors in PsA:
Summary of Key Data From Placebo-Controlled Phase 3

Common Side Effects?

Agent (Route)/Dosing

Adalimumab (SC)

T ' ACR 20 ACR 50 ACR 70
Regimen Evaluated (week (week 24) | (week 24)
24
2

0 0 0 0
40 mg every 2 weeks S7% 39% 3% 29% reactions’
Infections
Certolizumab pegol (SC) 62% Injection-site
400 mqg at weeks 0, 2 and 4; 0 0 0 .
e 9 64% 449% 28% reactions,
200 mg every 4 weeks* . infections
Etanercept (SC) 59%1 NR NR 23% Injection-site
25 mg twice weeklyt ° reactions,
56% infections
Golimumab (SC) 0 Injection-site
50 mg every 4 weeks 02% NR NR reactions,
0 . :
60% Infections
Infliximab (1V) :
5 mg/kg at weeks 0, 2, 6; then 5404 419% 27% Ilnf[l):lglzgg)lps et al. Open Access Rheumatol. 2017;9:21-28;

every 8 weeks

Injection-site

e AGERNST et al. N Engl J Med. 2017:376(10):957-970.
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>> Overview of ACR20 responses with bDMARDs at week 24 in
major randomized controlled trials

TNFi: Adalimumab’ IL17i: Secukinumab? IL17i: Ixekizumab?
=PBO = IXE Q4W
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ADEPT FUTURE 1 FUTURE 2
IL12/23i: Ustekinumab?3+4 IL23p19i: Guselkumab?®10 IL23p19i: Risankizumab'-14
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PSUMMIT 1 PSUMMIT 2 DISCOVER 2 DISCOVER 1 KEEPsSAKE 1 KEEPSAKE 2

1 Mease PJ, et al Arthritis Rheum. 2005 52(10) 3279-3289 2 Mease P, el al Rheumnatol Ther 2016 3(1)5-29 3 Mclnnes 1B, et al Lancet 2013 382(9894) 780-789 4 Ritchlin C, et al. Ann Rheum Dis, 2014 73(6) 990-999 5 Kavanaugh A, el al Ann Rheum
Dis. 2014,73(6):1020-1026. 6. Cutolo M, et al. J Rheumatol. 2016;43(9):1724-1734. 7. Edwards CJ, et al. Ann Rheum Dis. 2016,75(6):1065-1073. 8. Kerschbaumer A, et al. Ann Rheum Dis. 2020,79(6).778-786. 9. Deodhar A Lancet 2020; 10. Mease PJ. et al.

Lancet. 2020;395(10230):1126-1136; 11. Kristensen LE et al. Ann Rheum Dis. 2022 81:225-231; 12. O stor A et al. Ann Rheum Dis. 2022. 81:351-358; 13. Kristensen LE, et al. Ann Rheum Dis 2021;80:1315-6; 14. Knstensen LE, et al. Oral prasentation
D1TO1 4 presented al the 30th European Academy of Demmatology and Venereology Congress, 29 Seplember-2 Oclober2021, EADV Virlual congress



>> Overview of ACR20 responses with tsDMARDs at week 24 in

major randomized controlled trials

TNFi: Adalimumab’ PDE4i: Apremilast at week 1624

- “PBO mADA Q2W _ =“PBO ®APR 30 mgBID

S 100 100 -

Q Q

= 80 2 80 -

€ o 57.0 & o |
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S 40 S 40 - :

S S 19.4 _ 18.3
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ADEPT PALACE1 PALACE2 PALACE3

1 Mease PJ, et al. Arthntis Rheumn. 2005,52(10) 3279-3289 2 Kavanaugh A, et al. Ann Rheum Dis. 2014, 73(6):1020-1026; 3 Cutolo M, et al . Rheumatol
2016,43(9).1724-1734. 4 Edwards CJ, et al. Ann Rheum Dis. 2016,75(6).1065-1073; 5, Mease P_ et al. N Engl J Med 2017, 377:1537-1550; 6. Gladman D et al. N Engl J
Med 2017; 377:1525-1536; 7. Mcinnes 1B et al. N Engl J Med 2021;384(4):1227-1239; 8. Mease PJ, et al. Ann Rheum Dis. 2021;80:312-320.
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2 head-to-head trials, IL-17A1 vs adalimumab

(PsA): similar efficacy on joints

SPIRIT H2H: ixekizumab vs adalimumab,

%ACR50 at 1 year

100
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Smolen JS, et al. Ann Rheum Dis. 2020 Jan
Mclnnes | et al, Lancet. 2020 May
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Mease PJ. et al., Arthritis Care & Research. 2020



>> 16w Results from a Placebo-Controlled Study Involving
Oligoarticular Psoriatic Arthritis Treated with Apremilast

Background

* FOREMOST (NCT03747939) is a phase 4, multicenter, randomised, double-blind, placebo (PBO)-controlled, parallel-group study examining the
safety and efficacy of APR in oligoarticular PsA (defined as 2—4 swollen and 2—-4 tender joints [2—8 active joints]), using a modified minimal
disease activity score (MDA-Joints)

* Patients were randomised 2:1 to APR or placebo (PBO) for 24 weeks, with an early escape at week 16. The primary endpoint was defined as the
proportion of patients achieving MDA-Joints at week 16

Percentage of Patients Shifting from Baseline Joint Count

Key results < to Joint Count >4 Through Week 16
* In the overall population, MDA-Joints response was achieved by significantly TR N
more patients with APR (33.9%) vs PBO (16.0%) at week 16 :: ‘ Mm%
* cDAPSA REM/LDA was achieved in 70.2% of APR patients versus 51.8% in 22
PBO patients at week 16 Sion a
. . wirnim . - . . 7%
* |n patients with 2—4 joints involved at baseline, there was an increase in the €20 [g .
proportions of patients who switched to a joint count >4 through Week 16 515 S .
among those receiving PBO but not among those receiving APR 10 4
* No new safety signals were identified 51 /#
- 0 4 8 1'? 1‘6
Study Week

FOREMOST, the first global randomised controlled trial in oligoarticular PsA, demonstrated

superior disease control with APR versus PBO at 16 weeks, measured by MDA-Joint response

APR, apremilast, cDAPSA, clinical Disease Activity Index for Psoriatic Arthritis; LDA, low disease activity, MDA, minimal disease activity PBO, placebo; PsA, psoriatic arthritis
1. Kivitz, A et al. ACR 2023. Abstract 0776



ACR20/50/70 responses with upadacitinib over time through
Week 56
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1. McInnes IB et al. N Engl J Med 2021
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>> IL-17, IL-23 and JAK inhibitors in
PsA: ACR50 responses in

csDMARD-IR studies

Tofacitinib
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H2H trials.

Upadacitini

b SELECT-

PsA 1
(Week 24)

A33.5
), 0 -
52,
4
44,

©

PBO UPA ADA
(N=423) 15mg

(N=429)

(N=429)

A18

o

%

33,
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40 mg

Risankizum
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1
(Week 24)

A22,1

00«
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33,

PBO RZB
(N=481) 150 mg
(N=483)

Ixekizuma Secukinum Guselkum
b SPIRIT- ab FUTURE ab
P1 5 DISCOVE
(Week (Week 16) R 2
24) Mixed DMARD/Bio- (Week 24)
IR
A25.1 A27.8 A18.9
C—)o 0
- A23.9 ' = At73
40, 38, Y% | ;f; : % 1 ..
32, o 31, 33
0 5
15, 14,
1 81 2

PBO IXE ADA
(N=106) 80 mg 40 mg
Qaw Q2w
(N=107)(N=101)

PBO SEC SEC SEC

(N=332)150 mg 150 mg 300 mg

(N=222) +LD  +LD
(N=220) (N=222)

PBO GUS GUS

(N=246) 100 mg 100 mg
Q8W Q84
(N=248) (N=245)

1. Mclnnes IB et al. N Engl J Med 2021;384(4):1227-1239; 2. Mease P et al. N Engl J Med
2017;377:1537-1550; 3. Kristensen LE, et al. Ann Rheum Dis 2021;80:1315-1316; 4. Mease PJ
et al. Ann Rheum Dis. 2017;76:79-87,

5.Mease P et al. Ann Rheum Dis. 2018;77:890-897;

6 Mease P.] et al | ancet 2020:3905°1126—1136



Two-thirds of PsA pts (n=782) reported experiencing moderate or
severe bodily pain despite treatment with biologics

« Cross-sectional survey data from rheumatologists and dermatologists (specialists) treating PsA and their patients in
13 countries spanning the Americas, Asia Pacific, EU, Turkey, and the Middle East

« 782 patients with PsA receiving biologic treatment (mainly anti-TNF) for 23 months who completed SF-36
guestionnaires

v The level of HRQoL impairment
assessed by SF-36 domains among
PsA patients significantly increased
as pain increased (p<0.0001)

g No/mild pain -1 _ _
v Severe pain in patients with PsA was

N querate associated with greater disability
pain Severe (higher HAQ-DI scores), and greater
pain activity impairment, overall work

impairment, work time missed and
impairment while working (all
p<0.0001)

Pain was evaluated as SF-36 bodily pain domain tertiles: BP >75-100 = mild/no pain; BP >52—-<75 = moderate pain; 0—

<52 severe pain

HAQ-DI, Health Assessment Questionnaire-Disability Index; HRQoL, health-related quality of life; PSA, psoriatic arthritis; .

SF-36, Short Form 36 Health Survey Questionnaire; TNF, tumor necrosis factor Conaghan PG et al. Ann Rheum Dis 76 (Suppl 2)



>> Jakinibs and Cytokines in Pain: Neural Immune Crosstalk

Sensory neuron

Neuronal dysfunction
scratch

Secretory O

granules Cytokine
receptors

C'GRP Jakinibs
SP

Neuropeptides Q NMU

B
@
Lymphocyte Q = * e ?

' Cytokines
Granulocyte %\ e.g.,IL-31 .
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Viega-Fernandes and Artis Science 2018
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Mack and Kim Trends Immunol 2018
Oetjen LK et al, Cell 2017



Patient’s assessment of pain (NRS) through Week 24

1 o p
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1. Mclnnes IB et al. N Engl J Med 2021
2. Mclnnes IB et al. Ann Rheum Dis 2020
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TNF Inhibitors in PsSA:

Summary of Key Data From Placebo-Controlled Phase 3
Trial<

Agent (Route)/Dosing

Regimen Evaluated

Adalimumab (SC)

0 0 0 0
40 mg every 2 weeks S7% 39% 23% °9% reactions,
infections
Certolizumab pegol (SC) S ——
400 mg at weeks 0, 2 and 4; 64% 44% 28% 62% Inject_lon LS
then reactions,
200 mg every 4 weeks* Infections
Etanercept (SC) o 0 Injection-site
25 mg twice weeklyt 59 /O:I: NR NR 23% reactions,
Infections
Golimumab (SC) 0 0 Injection-site
50 mg every 4 weeks 52% NR NR °6% reactions,
infections
Infliximab (IV) 1. D'Afadip|S#110Pen Access Rheumatol. 2017;9:21-28;
5 mg/kg at weeks 0, 2, 6; then 5494 41% 27% 609%02. 2. Ritchlin CT et al. N Engl J Med. 2017;376(10):957-970.
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PASI 75
(week 24) | Common Side Effects?

Injection-site

reactions.



Overview of efficacy of some targeted drugs in PsA on joints
(ACR50) and skin (PASI90)

TNFi: adalimumab’ IL-17i: secukinumab? IL-23i: guselkumab?® JAKi: upadacitinib?

ADEPT: Adalimumab Week 12 FUTURE 1: Secukinumab Week 24 Discover-1: Guselkumab Week 24 (100 SELECT-PsA 1: Upadacitinib Week 12
(40 mg Q2W) {150 mg Q4W) mg Q8W) [15 mg QD}
100 - 100 100 - 100 1
bDMARD-naive bDMARD-naive bDMARD-naive bDMARD-naive
+30% bio-IR
B0 - 80 - 80 80 -
£ 60 + 2 80 + 2 60 - 2 80 -
5 & 5 50 g =
5 g i : :
a0 { 36 40 1 34.7 40 40 4
30 30
20 4 20 20 - 12 20
F 74 o= -
0 3
Q0 4 Y - Y 0 ™ = T 0 - 1 T T 0 4
ADA PBO ADA PBO SEC PBO SEC PBO GUS PBO GUS PBO UPA PBO UPA P
ACRS50 PASI90 ACRS0 PASISO ACR50 PASISO ACRS0 PASISO

1. Mease P, et al. Arthritis Rheurn. 2005;52(10):3279-3289. 2. Mease Pl el at. N Engl 1 Med 2015; 373:1329-1239; 3. Deodhar A. et al. Lancet 2020;395:1115-1125; 2 Mcinnes 1B et al. N Engl | Med 2021:384{4):1227-1239



>> Overview of efficacy of some targeted drugs in PsA on joints (ACR50)
and skin (PASI90); drugs not currently licensed

Bimekizumab, Deucravacitinib,

IL17 inhibitor (IL-17A & IL-17F)

ACRS50 PASI90*
100 + 1

tsDMARD targeting TYK2

ACRS0 PASI75
. 100 =

00 -+ o
Week16
80 A Week16 80 e 20 bDMARD-nailve 80 +
. 69 g or TNFi experienced * *®
2 E g 60
| =~ 60 % . & 60 4
60 g g Y
a4 43 g 3 § a2
40 é 40 + = L 33 o 40 4
o
24 o
20 N “ -
20 - 130
" ol . I =70 =67 n=68 n=70 n=67
BKZ PBO PBZ PBO BKZ PBO BKZ PBO DEU 6 mg DEU 12 mg Placebo DiUuGmg DEU12 mg Placebo
Biologic-naive Patients who Biologic-naive Patients who are
v A - 1? -‘ b )
patients'’  are anti-TNF-IR? patients anti-TNF-IR
Drugs in chinical development for psonatic arthritis not currently approved for this indication

No head-to-head comparisons: Results of individual studies cannot be directly compared, nor conclusions inferred

peum 0is 2022:0:1-8 _hMease Bl et al_ann Bheum Dis 2022:0.1-R




2 head-to-head trials, IL171 vs adalimumab: better efficacy
on skin

SPIRIT H2H: ixexizumab vs adalimumab, EXCEED: secukinumab vs adalimumab,
PASI 100 at 24 w PASI 90 at 1 year

A
- 80 At week 52, OR 2-49 (95% Cl 1.67 to 3.71); p<0-0001
804 60 -
o . o O_
-E 8 60- 57% 57% 60% g 2
© = < 0
f_:.gt) 47% & 4
on 40- % 30
X a2
20- 204
—— Secukinumab 300 mg (n=215)
10 —- Adalimumab 40 mg (n=202)
o L] 1 L} L] 1 L]
o 4 8 12 16 20 24 9 T T T T T T T T T 1

Week

—- ADA (N=283) -= IXE (N=283)

Smolen JS, et al. Ann Rheum Dis. 2020 Jan
Mclinnes | et al, Lancet. 2020 May



Superior PASI 90 Response of Risankizumab (IL-23i)
vs Secukinumab (IL-171) and Ustekinumab (IL12/23i) in
Psoriasis 1 2

immerge

Risankizumab vs

4 8 12 16 20 24 28 32 36 40 44 48 52

B RZB (n=164) g SEC (n=163)

ultimma-1

Risankizumab vs

(1)0 secukinumab (1)0 ustekinumab
[***]
o *g*\***/*** e *hK ek 6 b . . ok s [*é‘*]
80 %/7 - % T —
2 e 4 S 7 5
) )
o o
g g *%k% 4
40 i 40 i
= = 4
2 O
T &
20 | & o0 | QS
0 0

4 8 12 16 20 24 28 32 36 40 44 48 52

B RZB (n=304) g UST (n=100)

1. Warren RB, et al. Br J Dermatol 2021;184:50-9;
2. Gordon KB, et al. Lancet 2018;392:650-661.



Guselkumab showed superior long-term efficacy based on PASI
90 at week 48 when compared with secukinumab

ﬁ PASI 100 response rates through Week 48 by
visit*

100 -

80 -
7]
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9 60-
8
5 1 ]
g I 1T
8  40-
c
S
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;
;
0 | e
T T T | | | | | | | | | | |
1234 8 12 16 20 24 28 32 36 40 44 48
Week
Guselkumab 100 mg (N=534) —4— Secukinumab 300 mg (N=514)

Reich K. et al, Lancet 2019



PASI 75/90/100a responses with upadacitinib over time through
Week 56

Patients
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1. Mcinnes IB et al. N Engl J Med 2021;384(4):1227-1239;
2. Mclnnes IB et al. RMD Open 2021 [Epub ahead of print].
3. AbbVie. Data on file. RRTI ABVRRTI71420;

4. AbbVie. Data on file. RRTI ABVRRTI71702.
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»» Ustekinumab is superior toTNFI in resolving enthesitis in PSA
patients (n=47)

ECLIPSAStudy SPARCC MASES

6-
4 2.0
+ TNFi
3= . g UST a < UST
44 1.5
c o
o S
=0
+ 2 1,01
2.
" 0.5-
* p= 0.007 * p=0.022 p=0.074
C ! T T . B'L 3 ' 6 ' OC T T T
BL 3mo 6 mo e L BL 3mo 6mo

SPARCC, Spondyloarthritis Research Consortium of Canada;
MASES, Maastricht Ankylosing Spondylitis Entheses Score; LEI, Araujo EG et al. ACR 2017 Arthr & Rheum 2018
leeds enthesitis index



>> Resolution of enthesitis and dactylitis at Weeks 24 and 56

Enthesitis Dactylitis

100 resolutiona 100 resolutionb

a0 90 *kk

80 80
" 70 [***] " 70
c 60 c 60
= o
T 50 T 50
o o

4
'-IC—) 40 -45 0
c c
o ¥ 5
B 20 B 20
% ~—~~ 10 8 = 10
O = X
a<s o
Week Week Week
o4 Week 56 4 c6
m PBO B UPA 15mg QD W ADA B PBO B UPA 15mg QD B ADA
(n=241) (n=270) (n=265) (n=126) (n=136) (n=127)

1. Mclnnes IB et al. N Engl J Med 2021
2. Mclnnes IB et al. RMD Open 2021



>

Extra-MSK manifestations influence treatment
choice for b/tssDMARDs

Uverds

ORI N Uveitis ;; TNFi (monoclonal Ab)
Inflammatory TNFi (monoclonal) or IL12/23i or IL23i or JAKi*
bowel disease

Current EMA authorisations in IBD (in green)
IL12/23 IL-17
Crohn’s disease UST

DISEASE

Disease aggavation UPA
Ulcerative colitis 5531

UPA, TOFA, FILGO

*For JAK-inhibitors, caution is needed for patients with risk factors, refer to the EMA guidelines.
Coates LC et al, Nat Rev Rheumatol. 2022 Jun 27 : 1-15.
Gossec L, et al. EULAR 2023 (OP)

Adapted from
1. Schett G, et al. Nat Med. 2013;19(7):822-824. 2 Risankizumab EU

Summary of Product Characteristics. Feb 2023, 3
hitps //news abbvie com/news/4 Upadactinib EU Summary of Product

Charactenstics Apnl 2023



>> GRAPPA 2021 PsA treatment guidelines propose a
guide to MOAs according to comorbidities in PSA

MTX

NSA'D andior |
S GCs LEF | TNFi

Elevated risk of CVD Caution

Congestive heart failure®

Elevated risk for VTE

Fatty liver disease

Active hepatitis B or C Caution
Tuberculosis Caution
History of recent malignancy Caution
MS and/or demyelinating disease

Depression and/or anxiety

‘Savare of advanced, cless [ or IV according B0 the New York Hean Assoraton (NYHA) Funclional Classticaton

CVD cardhovascular diseasa . GC, ghococochcond, HIV, human immanodeliciency veus 1 indubor, 1L interdaukn, JAK, Janus kinaso, LEF laflunomds, MS
mudtple sclernss, MTX, methotraxata, NSAIDS, non-starcds anti-mfiammatory drugs, PDE4 phosphodiestarasa 4 PsA psanahc arthnts TNF, lumoat recross
tactow VTR uonoues thorenheaombedvam

IL-12/
231 | IL-23i | JAKI

Caution

Caution

Caution | Caution Caution Caution Caution

I S
Caution | Caution Caution Caution Caution

Caution Caution Caution Caution Caution

Adapted Irom
1. Coates LC, et al. Nature Reviews Rheumalol. 2022;18:4686-479; 2. Yang
K, eta. AmJ Ciin Dermatol, 2021,;22:173-192



>> 2023 update of the EULAR recommendations for the management

of PsSA

Target . :
ST function Skin damage
(ACR 70) (HAQ) Gl (PsA-mSvdHS)

(ADA, CZP, ETN, IFX, GOL)

TNF

Disease Domain

Physical Radiographic

IL-17A
(IXE, SEC)

IL-17A/F
(BKZ)

IL-12/23
(UST)

IL-23-p19
(GUS, RIS)

JAK
(TOFA, UPA)

CD80/86
(ABA)

PDE-4
(APR)

Kershbaumer et al ARD
2094
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>> b/tsDMARDSs increase the risk of infections

Tuberculosis

Herpes Zoster

Candidiasis

Risk increase with b/tsDMARDs’

Risk increase with bDMARDSs, particularly TNFi?

Risk increase with JAKi 2

Risk increase with IL-17i (localised) 2

Adapted from:
1. Kerschbaumer A, 1 al, Ann Rheum Dis, 2020,79(6):778-786;
2. Gossec L. el al . Ann Rheurn Dis. 2020;,79(6):700-T12.



2oBapég Aolpweelc ava 100 acBeveic ava XpOvo o& oXEoT ME TN
OepaTreia Kal TTAPAYOVTES KIVOUVOU
German Register RABBIT

50
45
40 }
35 1
30
25 4
20
18 1
10
-
7 s , Three
y p | L T el
itiona
DMARD TNFj ' / One risk factors
. DMARD TNFi . None
Glucocorticoids: DMARD =
none or <7.5mg/d Glucocorticoids: TNFi
7.5 - 14mg/d C:l?g:‘cgt;:icoidm
Strangfeld A et al Ann Rheum Dis
2011




AvetmiOUuNTEG evEPYEIEC Jakinibs

* Infection —equivalent to biologics, including serious andopportunistic
Infections

* Including: TB,nontuberculous mycobacteria, Candida, Pneumocystisjiroveci,
Cryptococcus, toxoplasmosis

 Viral infection
* Herpeszoster— more commonthan biologics
 1.5to0 2 fold higher; more commonin Asianpopulations
« Relatedto IFNa antagonism?
 VZVreactivation also seenwith Sifalimumabin SLE

* Smallnumber of CMVinfections

Winthrop KL et al Nat Rev Rheum 2017 Kivotz A. et al Sem Arthr Rheum 2018



AVETTIOUUNTEG EVEPYEIEC

JakHBieNRs: anemia, leukopenia, neutropenia
 Jak2inhibition? IL-67?

DVT- Drug vsClasseffect? Mechanism?
Yunet al Abstr824 ACR
2018 Desaiet al Abstr LO9,
ACR 2018

Increasedlipids

« Significancefor CVdisease?HDLmay also be increased
Tayloret al ARD2018

Glperforation
« Efficaciousin IBD(?)

Increasedtransaminas
es

Increased CPK

Increasedcreatinine

e DDoarrancoedecraatinine clearancre no lana tarm

Winthrop KL et al Nat Rev Rheum 2017
Kivotz A. et al Sem Arthr Rheum 2018



Clinical Management of Herpes Zoster in Patients With

Rheumatoid Arthritis or Psoriatic Arthritis Recelving
Tofacitinih Treatment

Study design Changes to TOFA treatment due to
* Post hoc analysis of data from 21 RA and 3 PsA clinical first HZ event in RA
studies

* Phase I: 2 studies (RA) * Phase llII/IV: 1 study (RA)
* Phase ll: 10 studies (RA) * LTE: 2 studies (RA), 1

0.6

_‘ 0'3

Overall

* Phase IllI: 6 studies (RA), study (PsA)
2 studies (PsA) Mild
[l Permanent discontinuation
* QOutcomes of HZ events and TOFA treatment changes : [ Temporary discontinuation
were evaluated in response to first and second HZ events Moderate |3 nm I Dose reduction
[l No action taken
[l Unknown action
Key results severe (AR

* HZ events in patients receiving tofacitinib were

* generally non-serious and mild or moderate
in severity

* clinically manageable with events resolving in
most patients

50 60 70 80 90 100

Proportion of patients (N = 783), %

HZ events in patients with RA receiving tofacitinib
were generally nonserious and clinically manageable

Winthrop KL, et al. Rheumatol
Ther. 2021



>

Safety of JAK inhibitors: EMA guidance 0

EUROPEAN MEDICINES AGENCY
5 ( EFDIC NES | \ I

ENCI M [

An EMA review has found that, compared with TNF-alpha inhibitors, Janus kinase (JAK) inhibitors used to treat chronic
inflammatory disorders (rheumatoid arthritis, psoriatic arthritis, juvenile idiopathic arthritis, axial spondyloarthritis,
ulcerative colitis, atopic dermatitis and alopecia areata) are linked to a higher risk of major adverse cardiovascular events
(MACE), venous thromboembolism (VTE), malignancy, serious infections and all-cause mortality.

EMA concluded that the identified risks apply to all JAK inhibitors approved for the treatment of chronic
inflammatory disorders.

These medicines (Xeljanz, Cibingo, Olumniant, Rinvoq and Jyseleca) should be used in the following patients only if no
suitable treatment alternatives are available:

» those aged 65 years or above,

« those who are current or past long-time smokers,

» those with a history of atherosclerotic cardiovascular disease or other cardiovascular risk factors,
» or those with other malignancy risk factors.

Cautious use is also recommended in patients with known risk factors for VTE other than those listed above.

https://www ema europa.eu/en/medicines/human/referrals/janus-kinase-inhibitors-jaki



ASCVD-PCE Cardiovascular Risk Scoring

» Applied 10-year atherosclerotic cardiovascular disease (ASCVD) risk estimation with additional EULAR-
recommended? risk multiplier
« The scoring method only applies to patients who do not already carry a diagnosis

History of
coronary artery
’ disease (CAD)

ASCVD-PCE .
RA patients Age W History of CAD
in 10-year risk of MACE,
ORAL Surveillance Gender per ASCVD-PCE risk calculator
_ Race W High (=20%)
No history of Smoking ‘ X1.5 B Intermediate (=7.5-<20%)
CAD Systolic blood pressure (RA multiplier M Borderline (=5-<7.5%)
Antihypertensive therapy as per EULAR) Low (<5%)

Total cholesterol
HDL cholesterol

Diabetes Mellitus

1. 2019 ACC/AHA Guideline on the Primary Prevention of Cardiovascular Disease. Amett DK et al. Circulation 2019;140, 11: e596-e646; 2. EULAR recommendations for cardiovascular disease risk management in patients with rheumatoid
arthritis and other forms of inflammatory joint disorders: 2015/2016 update. Agca R et al. Ann Rheum Dis. 2017;76:17-28



Across treatment groups, MACE mostly occurred in patients with
a history of CAD or at high risk of MACE at baseline

# Tofacitinib 5 mg BID ¢ Tofacitinib 10 mg BID <

IRs (unique patients with events/100 PY)

n N PY
222
@ 2 61 541
255
History of CAD & 13 72 510
1.89
& 17 274 900
srpaaxi 1.95
H;gl;;:;l; ¢ 18 303 921
0
0.79
& 90 1,783
. = 0.78
lnte[g}:gﬁg&% L 14 516 1,793
10-year risk of MACE,

per ASCVD-PCE _
risk calculator * {00 748
Borderline risk e =
(25-<7.5%) ¢ 4 174 595

0.17
& 2 13 1,173

. 0.10
LO(W;I;I; * 1 272 1,000

<970
T T T T 1
0.0 1.0 2.0 3.0 4.0 5.0
IR (95% Cl)

a. 10-year risk of MACE, per ASCVD-PCE risk criteria, were calculated only for patients without a history of CAD; proportions do not sum to 100% due to missing data to derive ASCVD-PCE score in 17, 19 and 16 patients in the tofacitinib 5 mg BID, tofacitinib
10 mg BID, and TNFi treatment groups, respectively; ASCVD-PCE, atherosclerotic cardiovascular disease-pooled cohort equation; BID, twice daily; CAD, coronary artery disease; Cl, confidence interval; IR, incidence rate; Ml, myocardial infarction; PY,
patient-years; TNFi, tumor necrosis factor inhibitor. Data on file. Pfizer Inc, New York, NY. Presented at ACR Convergence 2021, presentation 0958



Incidence Rates of Malignancies (Excluding NMSC) by Smoking
Status

Current Smoker Past Smoker Never

& Smoked
2
IS 4 -
(o
o
o
g =
52 3-
7o
L (@)
N N—r
B 2,0

S 2 |
Qs 1,8 L6 ? 1,8
ks 1,4 1 16 L 4
= ) 2 4 L

4
A 1 - 1,0 1 0,9
- 0 7 2’7 ; 05 g) 05
o 0.4 9 8
g 3
2 Tofa 5 mg ' Tofa 10 mg All Tofacitinib TNFi ' Tofa5s mg ' Tofa 10 mg All Tofacitinib TNFi ' Tofas mg ' Tofa 10 mg All Tofacitinib TNFi '
n/N 22/411 26/402 48/813 13/353 19/309 22/302 41/611 12/326 21/735 12/752 33/1487 171772
PY  1526.21 1439.61 2965.82 1299.69 1155.82 1070.15 2225.96 1231.82 2809.45 2801.95 5611.40 2950.79

Data on file. Pfizer Inc, New York, NY. Presented at ACR Convergence 2021, presentation 1940



>> Incidence of AEs of Special Interest in Tofacitinib PSA program

783 ::Jt;‘?;‘;f IRs for AEs of Special Interest'
Integrated Safety Summary (P3LTE) — All Tofacitinib Doses
PY of Final data as of July 2019

2038 exposure’ o

1.8
PHASE 3

IRI00 PY
(95% CI)

clinical tnals2 31 12

1 4
; 0.7 08
alm'a -

;O'? ¢ 01 & 01

0 ; . :
3 Seri H 1 Opportunistic Gastrointesti I DVT PE MACE Mali NMSC
Up to 48 | of observation ool s o
monthst " the LTE study (excluding TB) NMSC)
for safety* In clinical trials, the safety profile of tofacitinib in PSA was consistent with

the safety profile of the overall tofacitinib clinical program?-

1. Burmester GR, et al. RMD Open. 2021;7(2):e001595.
2. Burmester GR, et al. RMD Open. 2021,7(2):e001595 (Supplementary).
3. Nash P, et al. Lancet Rheumatol. 2021;3(4):e270-e283.



E/100 PY (95%

Upadacitinib 15mg and adalimumab had similar safety profiles with the
exception of HZ and opportunistic infections up to 3 Years:
An Integrated Analysis of Two Pivotal Phase 3 Trials

Herpes Opportunistic
Zoster 3 Infections*
§ 2
>
o
o
S
m O {
) ¢ 0 o,
I%O ADA'40 UPA 15 I%O ADA40 UPA 15
mg mg poole mg mg
pooled EOW pooled d EOW pooled
VTE
3 (adjudicated)t
L 2
8
>_
o
o
S 4 l
w O l
L

o

ADA40mg UPA15
peole Mg
d

EOW pooled

E/100 PY (95%

Ch

3

o

Malignancies (excluding

s NMSC)
S 2
2
>
o
o
34
w o
0 I’BO ADA 40 UPA 15
mg mg
pooled EOW pooled

MACE
(adjudicated)t

b

ADA40mg UPA'15

pBole mg
d EOW pooled

Burmester G et al Rheumatol Ther. 2022



>> MepiTTTWOON
#1

4
» ewsosom

KAlVqu xapaKTnplcnKa

CRP (mg/L) 7
TKE 30
>> TJC/SJC (68/66) 16/12

PASI 4.4
BSA 3

Patient global assessment (VAS 100 mm) 75
Pain VAS (100 mm) 80
HAQ-DI 1.8
DAS28-CRP 5.9

MIKPOOKOTTIKN KOAITIOO

> Moonnscioa sepamia: Averoxs anaoxpn oc TX 17 smob
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>> TJC/SJC (68/66) 16/12

PASI 4.4
BSA 3

Patient global assessment (VAS 100 mm) 75
Pain VAS (100 mm) 80
HAQ-DI 1.8
DAS28-CRP 5.9
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>> MepiTrTOON
#1

>

MepioTaTiko 1

Metd amrd Upadacitinib 15mg/nuépa (6 €tn)

> [assesszety
» swsosgm

KAlvu(a xapaK'rnplonKa

CRP (mg/L) 4
TKE 20
TJC/SJC (68/66) 1/0
PASI 0
BSA 0
Patient global assessment (VAS 100 mm) 15
Pain VAS (100 mm) 10
HAQ-DI 0.7
DAS28-CRP 2.3

MIKPOOKOTTIKA KOAITIOO

()




>> Nepimtwon #2

RISN-GR-00260-E | May 2024 PASI, Psoriasis Area and Severity Index; T]C, tender joint
count; SJC, swollen joint count; BMI, body mass index



>> Nepintwon #2

Clinical

RF, rheumatoid factor; CRP: C-reactive protein; HLA-
B27, Human leukocyte antigen B27



>> Nepintwon #2

Treated with

PASI, Psoriasis Area and Severity Index; DAPSA, disease
activity in psoriatic arthritis



>> Nepintwon #2

Treated with

PASI, Psoriasis Area and Severity Index; DAPSA, disease
activity in psoriatic arthritis






PsA
Pathogenesis overview

Genetic
background
HLA-B27

synovial
membrane

Gut Microbiome

McGonagle D et al ARD 2019 (modif from) Siebert S, Fragoulis GE, Mcinnes IB EULAR online course 2016
Bridgewood et al ARD 2019 Gravallese and Schett Nat Rev Rheum 2018



)

Cytokines
Same but different...

Rheumatoid arthritis

Ulcerative colitis

Crohn's disease

Psoriatic arthritis

.-:.';i';" Po cji;nyar—b
. ) <

Common effector phase

Axial spondyloarthritis

[eor— e
o

S ews
HO
OH

Schett G et al. NEJM 2021



Psoriatic arthritis
Pathogenesis

(B Monocyte
TR}'—'-.NK °
#- #-
P23  —om oo f::' _1"_{:? _____________ Orsteoclast

pr{-_w_urhur{_ell Pre-osteaclast Osteoclast

e

@ O ey
10 T cell TA7 cell L, =17

l Wt signalling

MSC proliferation and osteablast

| and differentiation differentiaticon
. ME.{_‘ _— o Committed osteablast

MSC
proliferation

Fre-osteoblast

|

(@)

Osteablast

Veale D et al Lancet 2018
Gravallese E & Schett G Nat Rev Rheum 2018



IL-23
Evidence for SpA

+ In

¢ Entheses
¢ Spine
¢ Bowel
¢ Joints

¢ Skin

Speaker’s opinion



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
54
52 51 53
42 40
34
24 73
16 15 15 15
12

IFX ETN ADA GOL CP SEC IXE UsT APR ABT TOF UPA GUS RIS
. — Anti- — - e
Anti-TNF Anti-IL17 PDE4i  T-cell JAKi Anti-IL23

IL12/23

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



PsA
Data from Greece

50
40+
30+
20

10

0 T = Y

+ % e A

\i\“ \?’ ® &

csDMARDs

80—
60
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20=

0= T - T - T

AN N h X A
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b-tsDMARDs

« Among patients treated with biologics, 52.1% were

receiving hem as monotherapy

» More patients treated with anti-IL-17 or-12/23
agents received them as monotherapy (64.2%)
compared to those on TNFi monotherapy (49.4%,

p=0.0001).

Fragoulis et al MJR 2024



>> Psoriatic arthritis
Synovium Vs Skin

+ Similarities & differences Ak
§ N ° A A o:f
¢ TNF pathway, VEGF, TGF-f1 N i
and IL-6 N n ‘
* More activated in synovium o

¢ IL-23/-17 axis

1 1 1 @ Skin
* More active in the skin N
IL-23A IL-17A IL-17F

Th17

Belasco J et al Arthr Rheum 2015



>> Psoriatic arthritis — Skin IL-23/IL-17

Superior PASI 90 response vs secukinumab immerge u|@u-1
and ustekinumab in psoriasis
IMMerge! UltiIMMa-12
(Head-to-head vs secukinumab) (Head-to-head vs ustekinumab)
100 | 100 |
i Exm  SEE =l | [F=x]
E 90 ' i FEE Ededk 32
ES B
s s
w o
g g
5 =
E E
2 2
5 5
= =
g g
0 4 & 12 16 20 24 28 32 36 40 44 48 52 0 4 8 12 16 22 28 34 40 44 52
= RZB (n=164) - SEC (n=163) & RZB (n=304) &= UST (n=100)

*=p=0.001 vs SEC/UST, Comparisons adjusted for multiplicity [ ]. Co-primary endpoints [MMerge: PAS] 80 vs SEC (non-infericrity) at Week 18; PASI 80 vs SEC (superiority) at Wesk 52, Co-primary

endpoints URIKMA=-1: PASI 20 and sPGA (/1) vs placebo at Wieek 18, NRI used for missing data. MRI=non-responder imputation; PASI=Psoriasis Area and Saverity Index; REB=risankizumsah;
SEC=seculinumakb; UST=ustelinumab,

1. Warren RE et al. Br J Dermatol. 2021,184:50-58. 2. Gordon KE et al. Lancet. 2018,382.650-561.



IL-23 inhibitors
Disease interception ?

+ USA electronic health records

100

¢ 15.501 PsO patients e —

Vo)
o
1

*+ 6.3% developed PsA

+ cumulative incidence of 2 6 cases
per 100 person-years

+ Treatment with IL-23i1 Vs TNFi or IL-17

—— TNF inhibitor
—IL-12/23 inhibitor
704, ——1L-23 inhibitor
. . . . . ;( —— |L-17 inhibitor
¢ According to first biologic class prescribed o4 . .
0 1 2 3

Time since index date (years)

Arthritis-free survival (%)
0
S
I

o associated with ¥ risk of progression to
PsA inflammatory arthritis

+ The results persisted in al 6 sensitivity
analyses (e.g other definitions, drug
switching etc)

Shikha S. et al, Lancet Rheumatology 2023



Adipose tissue
An inflammatory tissue

+ Adipose tissue

¢ Adipocytes + Immune cells (B cells, T cells, Macrophages etc)

+ Lean state: homeostatic role

» Obesity: Other cells (e.g Th17) take over
v Producing inflammatory cytokines (e.g IL-17, TNF etc)

v Macrophages are polarized towards M1 (more inflammatory..)

v Alterations in adipokines

Versini et al Autoimm Rev 2014



PsA Obesity: difficult to reach and maintain good outcome

+ Inaprospective study, PsA starting TNFi .| Prsanceafovesy

2o yes

¢ 135 obese (BMI >30 kg/m2) patients Vs 135 patients of normal
weight

o
o

¢ Follow-up for 24 months

0,44

+ Obese PsA patients

Cumulative risk (HR)

¢ less likely to achieve MDA at month 12

o
T

+» [HR] 4.90, 95% confidence interval [95% CI] 3.04-7.87; P < 0.001

e Those who achieve MDA, increased BMI was an adverse 001 ;
prognostic factor for maintaining MDA at month 24 o 2 i & & D 12

Time to MDA [months)

+ HR 2.04, 95% CI 1.015-3.61; (P=0.014)

Fragoulis G et al Ther Adv M. Dis 2018
DiMinno et al Arthr Care & Res 2013



) Effect of BMI in treatment efficacy
b-ts-DMARDs

E—— + Effect more pronounced for
clectoie databases TNFi across IA

n=996 Duplicate records removed
) > before screening:
PubMed/Medline: 534 n=209

Scopus: 60

Cochrane fbrary: 402 + IL 171 and IL-23i: less
———— affected

n=595

Records screened
in titles and abstracts:

n=787

v

Conference abstracts: 164
Irrelevant records: 431

Full-text articles excluded:

n=127
A4

Case report, case-series <20 participants: 6
Full-text articles Systematic reviews and/or meta-analyses: 7

assessed for eligibility: > Editorial: 2
n=192 Review: 34
Protocol: 1

Not population of interest: 2
Not exposure of interest: 6
Not outcome of interest: 64
Non-English language: 2
Not available online: 3

< Articles retrieved after
hand-search:
n=10

v

Studies included
in final synthesis:

n=75

Gialouri et al Autoimmunity Reviews 2023



> Psoriatic arthritis
IBD

+ 1.2% of PsO

+ ~3% of PsA (mainly CD) » Inflammatory bowel disease
¢ Risk Ratio
» Vs Healthy: 2.96 (1.40 - 6.00)

¢ Possibly higher in those with PsA-axial

¢ Few are known for subclinical inflammation
*+ Vs Psoriasis 3.60 (1.83 - 7.10)

Charlton R et al Ann Rheum Dis 2018
McDonough E et al | Rheum 2014

Khraishi M et al Clin Rheum 2014

Husted JA et al Arthritis Care and Res 2014
Kimball AB ] Am Acad Dermatol. 2008
Krishnadas R Brain Behav Immun 2016
Nikiphorou E, Fragoulis GE Ther Adv Musculoskelet Dis. 2018
Fragoulis GE et al Ther Adv Musc Dis 2020
Alinaghi et al J Crohns Colitis 2020

Jadon et al ARD 2017

Fragoulis et al Clin Exp Rheum 2022



AXSpA
IBD Treatment

Approved Drugs

Ulcerative colitis
TNFi

Infliximab
Adalimumab
Golimumab
IL-23i

Ustekinumab

Crohn’s Disease

Infliximab

Adalimumab

Certolizumab

Ustekinumab

Risankizumab (pre-reg) Risankizumab
Guselkumab (pre-reg)

JAKi

Upadacitinib Upadacitinib

Tofacitinib

Whitlock SM et al ] Am Acad Derm 2018
Feagan BG et al Lancet 2017



Serious Infections

+ 23.333 PsA 11.457 axSpA patients

+ Serious infections: 1.09/100py
similar between PsA and AXSpA

¢ PsA (0.96 per 100 PY 95% CI 0.69 to 1.28)

o axSpA (1.09 per 100 PY 95% CI 0.76 to 1.46).

+ Non-serious infections: 53.0/100
PY
o PsA (54.08 (95% CI 40.96 to 68.99, [2=98%))

o axSpA (58.02 per 100 PY (95% CI 44.79 to
72.94, 12=98%))

In PsA patients (IRs) for Serious Infections

TNFi 1.36 per 100 PY (95% Cl 0.72 to 2.16, 12=55%)
IL-17i 0.97 per 100 PY (95% Cl 0.49 to 1.57, 12=47%)
JAKi 1.51 per 100 PY (95% CI 0.00 to 14.74, 12=31%)
IL-23i 0.29 per 100 PY (95% CI 0.00 to 1.03, 12=15%)
PDE4 0.38 per 100 PY (95% CI 0.00 to 1.19, 12=0%)

In axSpA patients,

TNFi 1.24 per 100 PY (95% CI 0.78 to 1.77, 12=28%)
IL-17i 1.20 per 100 PY (95% CI 0.59 to 1.96, 12=40%)
JAKIi 1.28 per 100 PY (95% CI 0.00 to 13.77, 12=0%)
with JAKI

ORIGINAL RESEARCH

RMD
Open

Incidence of infections in patients with
psoriatic arthritis and axial
Mibwilisll spondyloarthritis treated with

masslll biological or targeted disease-modifying

agents: a systematic review and meta-

analysis of randomised controlled trials,
open-label studies and
observational studies




Ustekinumab in Axial PsA
Data from Psummit-1 & 2

+ Pooled data from PSUMMIT 1 & 2

¢ the presence of spondylitis at baseline
was based solely on the treating physician’s assessment

+ Week 24

¢ mean changes were larger in UST Vs PBO
o mBASDALI (-2.09 vs —0.59).

o 1 proportions of UST Vs PBO achieved ASDAS clinically
important improvement

+ decrease 21.1; 49.6% vs 12.7%; nominal p<0.05

Helliwell PS et al, RMDOpen 2020



> Guselkumab in Axial PsA
Data from Discover 1-2

LS Mean Change from
BL to Week 24

Mease et al, (2021); Lancet Rheumatol

n=312
Axial involvement: sacroiliitis at baseline and either a history of imaging
confirmation or pelvic x-ray at screening (post-hoc)

30% were HLA-B27 + (Results irrespective to B27 status)

-3.0

-4.0 -

Week 2411

27 27 27 4 2.7 26
* * e
* *
BASDAI Spinal pain**  mBASDAI*** ASDAS-CRP

H PBO (n=118) M GUS 100 mg q8w (n=91) M GUS 100 mg g4w (n=103)

Adapted, with permission from Mease et al. Abstract Supplement ACR Convergence 2021. Arthritis Rheumatol 73:1-4204

Mean Change at Week 100

sustained improvement in axial symptoms at W1002:3

-2.8
3130 30 33
33 33

.31 30

BASDAI Spinal pain** mMBASDAI*** ASDAS

mPBO (n=90) mGUS 100 mgg8w (n=62) mGUS 100 mg gdw (n=79)



IL-23
Axial-PsA

+ Axial-PsA differs from AS D o s o i

ClinicalTrials.gov

4 IL-23i pr O mi S ing for PS A- Home > Search Resulls > Study Record Detai Save this study

A Study of Guselkumab Administered Subcutaneously in Bio-naive Participants With Active Psoriatic Arthritis Axial Disease (STAR)

A 1 1
xl a. ClinicalTrials.gov Identifier: NCT04929210

The safety and scientific validity of this study is the responsibility of the study sponsor and
A investigators. Listing a study does not mean it has been evaluated by the U.S. Federal
Go Know the risks and potential benefits of clinical studies and talk to your

Find Studies v About Studies v Submit Studies v Resources v About Site v PRS Login

Recruitment Status @ : Recruiting
First Posted @ : June 18, 2021
Last Update Posted @ : February 15, 2023

[} [ ]
health care provider before participating. Read our disclaimer for details.
"’ See Contacts and Locations

Gialouri CG et al, Mediterr | Rheumatol. 2022



IL-23 in PsA
Real-life data

+ 67 PsA patients with axial involvement
(Subjective + XR OR MR) . 2

< | + ...
¢ Received anti-IL-23 for 4 months @ 40- \ ) T
T e | J_

¢ In 27 patients

10+

BASDAI
°© N & o

| 1 I 1
Baseline 4 months Baseline 4 months

+ MRIs before and after

. 5+ .
¢ Significant BASDAI and ASDAS - S [
improvement - \ N =I=
< < 2+
¢ MRI: ¥ >0.80 score Sl was observed in 70.3% of pts 1 L J'
0 4 J 0 I T
» Paralleled clinical improvement Dfchee  Imone Baseline 4 months

Ruscitti et al Rheumatology (Oxf) 2024



> IL-23in PsA

Efficacy across all PsA domains?3

Axial\‘ / Skin

Dactylitis Nails

Erﬁs\‘ Peripheral arthritis

Efficacy across patient groups* o

Disease _ Pripr
Characteristics Biologic Use

# of active joints Prior Biologic
Baseline hsCRP Use
PsA duration
Concomitant

Baseline Medication Use
Demographics Baseline

Age, Sex, concomitant

BMI, Race csDMARD

Superior skin clearance in PsO>6

Superior PASI 90 response
and skin clearance vs
secukinumab

ﬁ
SE
=~

Patients with PASI 90

at Week 52 (%) or 1 at Week 52 (%)

BMI=body mass index; csDMARD=conventional synthetic disease-modifying antirheumatic drug; hsCRP=high sensitive c-reactive protein; PASI=psoriasis activity severity index; PsA=psoriatic arthritis; PsO=psoriasis; SEC=secukinumab; sPGA=static Physician’s

Global Assessment; UST=ustekinumab.

1. Kristensen LE et al. Rheumatology (Oxford). 2022 Oct 25; Online ahead of print. 2. Kristensen LE et al. J Eur Acad Dermatol Venereol. 2022 May;36(5):e389-e392. 3. Kristensen LE et al. POS1524; presented at EULAR 2023. 4. Merola JF et al. POS1032;

presented at EULAR 2022. 5. Warren RB et al. Br J Dermatol. 2021;184:50-59. 6. Gordon KB et al. Lancet. 2018;392:650-661.

Patients with sSPGA O

Superior PASI 90 response
and skin clearance vs
ustekinumab

Patients with PASI 90 Patients with sPGA 0
at Week 52 (%) or 1 at Week 52 (%)
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