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IL-23: kUpi1o¢ pUBHIOTAHC
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IBD, inflammatory bowel disease.
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Feed-forward inflammation in psoriasis
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UPR, unfolded protein response.
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Transitioning From PsO to PsA

PsA-related inflammation or disease activity

Environmental exposures

* Obesity

* Biomechanical stress

* Infections

Genetic factors

» First-degree relative with PsA
* HLA-B27 allele

7

Second hit?

e Trauma

* Comorbidities

* Biomechanical stress

kX MiCrObiomW

Psoriasis ‘Preclinical’ PsA

‘Subclinical’ PsA

Aberrant immune activation phase

Gut Skin Enthesis

L J

*IL-23
*IL-17
* TNF
Typel7 © o o
Antigen-presenting  cell @ oo
cell o

* Activation of IL-23—-1L-17 axis
= TNF production

Transition phase

= Arthralgia
* Fatigue

Silent inflammatory phase

* Soluble biomarkers

* Musculoskeletal changes
visible by imaging
(e.g. synovio-enthesitis)

Classifiable PsA

* Synovitis, enthesitis, dactylitis
and/or asymmetric axial disease
* Musculoskeletal changes
visible by radiography

Scher JU et al. Nat Rev Rheumatol 2019



ATO Thv Ywpidoh oTh Yywpldoikh apBpiTida

Psoriasis skin phenotypes Patient with psoriasis at Other major risk factors
increased risk of PsA

Scalp psoriasis . First-degree relative with PsA

Severe psoriasis

Obesity

Subclinical musculoskeletal
inflammation

Serum biomarkers

* Cells: type 17 cells, CD8"
cells and OCPs

* Soluble factors: CXCL10

Scher JU et al. Nat Rev Rheumatol 2019



DMARDs Approved for PsA in the Last 20 Years

TNFi
bDMARDs

2004

Ustekinumab

Non-TNFi
bDMARDs

IL-17i, IL-23i
bDMARDs

tsDMARDs

Apremilast

Secukinumab

2017

Abatacept

Ixekizumab Guselkumab

2018 2020 2021

Tofacitinib Upadacitinib

bDMARD: biologic disease-modifying antirheumatic drug; tsDMARD: targeted synthetic disease-modifying antirheumatic drug; PsA: psoriatic arthritis; TNFi: tumor necrosis factor inhibitor; IL-17i: interleukin-17 inhibitors



Assess activity, impact and prognostic factors

GRAPPA 2021 Treatment Recommendations for PsA
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Treat, periodically re-evaluate treatment goals and

modify therapy as required
Adapted from Coates et al. EULAR 2021 #OP0229 [oral presentation].




Guselkumab mechanism of action!?3

G Guselkumab competitively binds to the p19 Guselkumab IL-23
subunit of IL-23 |

o IL-12

a This binding inhibits the IL-23 cytokine
from binding to the IL-23 receptor

e This inhibition subsequently prevents the
iIrIItEa?)ceIIular and downstream signaling of

NK or T cell
membrane

° The IL-12 signaling pathway is e
maintained IL-12 signaling

uninterrupted \ e No IL-23 signaling

IL, interleukin; NK, natural killer cell; R, receptor. 1. Gordon KB et al. N Engl J Med 2015; 373: 136-144; 2. ; 2. Megna M et al. Expert Opin Biol Ther 2018; 18(4): 459-468; 4. Zhou L et al. P394 Presented at 2019 Annual ESDR Meeting; 5. Zhang TT et al.
AAPS 2019; 21: doi: 10.1208/s12248-019-0352-8.



Phase 3 Clinical Development of Guselkumab in PsA

Trial ______|Phase | StudyPopulation

DISCOVER-1

DISOCVER-2

COSMOS

Phase 3, bio-naive and bio-
experienced study
(DISCOVER-1)?3

Phase 3, bio-naive study
(DISCOVER-2)%>

Phase 3, bio experienced
study

70% patients =
Naive to
bDMARDs

Patients are Bio-naive or Bio-experienced. Bio-
experienced patients received <2 prior anti-TNFa
agents, accounting for approximately 30% of the ——

overall study population*.
Y Pop 30% = TNF

experienced

All patients are
bio-naive and have had an inadequate response . :
to standard therapies (e.g. DMARDS, apremilast 100% patients =

and NSAIDs) bl\[l)zla\';lvAeI;cg
S

All patients are Bio-experienced. Bio-
experienced patients received previous 100% patients =
treatment with either 1 or 2 anti-TNF alpha TNF
agents. experienved




