TREMFYA® (guselkumab)
molecular differentiation overview

TREMFYA® is an IL-23i indicated Moderate-to-severe plaque psoriasis who are @
for the treatment of adults with'a: candidates for systemic therapy or phototherapy
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Inflammatory conditions have similarities at the cellular and clinical levels

CD64+ myeloid cells are enriched in inflamed tissue Inflammatory conditions are complex and may
across IL-23 mediated inflammatory conditions present with extra-intestinal, extra-articular, and extra-
cutaneous manifestations
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Guselkumab is the only fully human dual-acting, selective IL-23 inhibitor designed to neutralize

inflammation at its cellular source20-25b.c

IL-23-producing CD64+ myeloid cells are increased in inflamed tissues in patients
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Unique molecular attributes o3 GUS RZB

GUS and RZB are mAbs directed Bo ) IL-23 IL-23

against the p19 subunit of IL-23. 24.30-33 olo @ ° °

GUS is a fully human IgG 1 mAB with Antigen-recognition | S . -

a native Fc region, and RZBis a domain Natgg{jvc\)/r']'qda;ype Mutated (LALA)

humanized IgG1 mAB with a modified CD-64 binding Fc domain

Fc domain33

CD64 binding and IL-23 capture o Monocyte CD-64 binding

GUS binds to CD64 on inflammatory monocytes,
while RZB does not, because of its modified Fc
domain with LALA mutations.24.30-32

GUS binds IL-23 with high affinity, neutralizes
IL-23 with high potency, and exhibits capture
of IL-23 when bound to CD6434 myeloid cell I 1

Figures adapted from Eyerich K, et al EADV 2023 annual meeting presentation.

Inflammatory IL-23

Internalization

By binding to CD64, GUS may be enriched in inflamed tissue, which may help explain the maintenance of clinical
response and therapeutic differences within the IL-23i class. Further studies are needed to support this hypothesis.?4

Target tissue enrichment

Jly Binds at the source of inflammation (in vitro)
JL\ GUS is the only fully human dual-acting, selective IL-23i that both blocks IL-23 with high affinity and
'Jk‘ potency and binds CD64, thereby neutralizing IL-23 locally at the source of inflammation.?’

Future considerations for TREMF YA®: patient populations in select ongoing phase 3 and 4 trials
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PsO Active PsA Moderately to severely active IBD
VISIBLE: APEX: GALAXI and GRAVITI:

Adults with skin of color, moderate-to- Adults who are bio-naive with active PsA Adults with CD3041

severe plaque PsO, and/or scalp PsO3° and inhibiting radiographic progression3’ QUASAR and ASTRO:

SPECTREM: STAR: Adult patients with UC4243

Adults with bio-naive, low BSA Adults who are bio-naive with active PsA

moderate plaque PsO and special axial disease38

site involvement3¢ SOLSTICE:

Adult patients with active PsA and inadequate
response or intolerance to a prior anti-TNFa3?

The safety and efficacy of the investigational uses of this product have not been determined. There is no guarantee that the investigational uses listed will be filed with
and/or approved for marketing by the FDA.

For more information on ongoing trials, go to ClinicalTrials.gov. For additional information, please see TREMFYA® Prescribing Information here.

aTREMFYA® Dosing: 100 mg SC Weeks 0, 4, and q8w thereafter. *The clinical significance of these findings is not known. °Based on approved IL-23 inhibitors for moderate to severe plaque PsO, active
PsA or moderately to severely active CD or UC as of March 2024.

BSA, body surface area; CD, Crohn’s Disease; CD64, cluster of differentiation 64; EADV, European Academy of Dermatology and Venereology; EIM, extraintestinal manifestations; Fc, fragment crystallizable
region; GUS, guselkumab; IBD, inflammatory bowel disease; IL-23, interleukin-23; IL-23i, interleukin-23 inhibitor; LALA, Leu234Ala and Leu235Ala mutations; mAb, monoclonal antibody; PsA, psoriatic arthritis;
PsO, psoriasis; RZB, Risankizumab; TNF, tumor necrosis factor; TNFo, tumor necrosis factor alpha; UC, ulcerative colitis.
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