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impact quality of life and physical functioning’-3

In FOREMOST (NCT03747939), patients were randomized
(2:1) to apremilast or placebo for 24 weeks (early escape
at Week 16), followed by an extension phase, during which
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Apremilast improved clinical
and patient-reported outcomes

Weight-bearing Joint Analysis (post hoc)

Patients with BMI <25 reported similar changes in HAQ-DI for apremilast and
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Backg round Results Table 2. Multivariable analysis identifies the 31-GEP as the
)Current American Joint Committee on Cancer (AJCC 8th edition) / " ’ " " " \ strongest predictor of melanoma-specu and all-cause mortality
staging stratifies patients with cutaneous melanoma (CM) by their risk of Q Figure 1. The 31-GEP risk stratities mortality ris Melanoma-fpeCIflc All-cau.se
dying from their disease.’  100% mortality mortality
)Patients with early-stage I-IIA CM are considered at low risk of poor ' ? Hazaro S Hazard S
outcomes; however, recent evidence suggests that many of these E ratio Vaile ratio value
patients have a higher risk of death than AJCC suggests. ‘ S Class 1A Reference ~ Refarence -
)ldentitying patients who have a higher risk of poor outcomes than 3 Class 1B/2A 2 81 <0.001* 146 0.015
suggested by their cancer stage can help clinicians recommend more = 809 - ' ' \ ' ' )
personalized, risk-appropriate surveillance and treatment management 8 ° Class 2B 3.34  <0.001 1.91 <0.001
options. %3 Q — All(n=6,892) Breslow thickness 1.14 0.392 1.13 0.124
)The 31-gene expression profile (31-GEP) is prospectively validated to : Egzz 1@/%‘;?6%3171)62) Ulceration (absent)* | Reference ~ Reference
tratify the risk of death in patients with CM.#* N -
stratify the risk of death in patients wi § —— Class 2B (n=493) 0<0.001 Ulceration (present) 1.49 0.207 * 1.05 0.805 *
Objective 2 e | 106 ows | 104 o
: : P : . U itotic rate . . . .
Validate 31-GEP MSS and OS risk stratification in patients with | S 0 1 ’ 3 i 5 — —
I-IIA CM in a real-world settin . Bold indicates statistical significance (p<0.05).
stage 9. Time (years) *Ulceration unknown HR was ~0 (p>0.99).
Methods Patients with Class 1A results had higher 5-year MSS than patients
)Registry data from the National Cancer Institute’s Surveillance, Wlta 0%‘16155 1B/2A or Class 28 results (78.8%, 94.7%, vs. 91.6%, Clinical |mpact
Epidemiology and End Results (SEER) program were linked to data from p<0.001)
patients with stage I-IIA CM clinically tested with the 31-GEP (n=6,892). 0 realworld cohort of oatients considered low risk b
Survival was estimated using Kaplan-Meier analysis, and differences 100% ____ . patich! . . by
between groups were compared using the log-rank test. Multivariable AJCC staglng, the 31-GEP 'd?nt'f'ed .patlents at hlgh.er risk
Cox regression was used to identify predictors of melanoma-specific ;\3 of mortality who may benefit from increased surveillance
and all-cause mortality.® ~ and management to improve outcomes.
Table 1. Patient Demographics E
Descriptor Class 1A Class 1B/2A Class 2B Combined 2 309 - )
- (n=95,237) (n=1,162) (n=493) (n=6,892) a 0 N ( 6 892) Conclus|ons
' — r— n . .
Medg;’nfeafgje) C0(18:89+)  65(18:89+)  67(22-89+)  62(18-894) L —— Class 1A (n=5237) In a large, real-world cohort of patients with stage I-IIA CM,
Female 2848 (46.7%)  465(40.0%)  185(375%) 3098 (45.0%) Y Class 1B/2A (n=1,162) the 31-GEP stratified MSS and OS.
AJCgleztage 2189 (53.3%)  697160.0%)  308(629%) 3774 (5.1%) 0 — Class 2B (n=493) p<0.001 The 31-GEP was the strongest predictor of melanoma-
Stage IA 4267(81.5%)  443(38.1%)  130(264%)  4840(70.2%) 60% - specific and all-cause mortality in multivariable analysis.
Stage IB 766 (14.6%) 419 (36.1%) 126 (25.6%) 1311(19.0%) | | | |
Stage IIA 204 (3.9%) 300(25.8%)  237(48.1%)  741(10.8%) 0 1 7 3 4 5 f
Breslow thickness Time (years) Reterences
Median (Range) 0.6 (0-4) 1.2 (005-4) 1.5 (005-4) 0.7 (0-4) 1. Gershenwald JE, et al. 8th Edition AJCC Melanoma Staging System. 2017. 2. Garbe C, et al. JCO. 2022. 3. Weitemeyer MB, et al. J Surg Oncol 2022. 4.
Ulceration Bailey CN, et al. JCO Precis Oncol 2023. 5. Hsueh EC, et al. JCO Precision Oncology 2021. 6. Jarell A, et al. Future Oncol 2021.
g g : ; Patients with Class 1A results had higher 5-year OS than patients with
Absent 4934(94.2%)  975(83.9%)  352(71.4%)  6261(90.8%) gher o-y :
Unknown 163 (3.1%) 23(2.0%) 13(2.6%) 199 (2.9%) Class 1B/2A or Class 2B results (93.8%, 88.5%, vs. 78.7%, p<0.001). Acknowledgments & Disclosures
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RESULTS AND DISCUSSION

The baseline characteristics of ADhere patients were well-matched to those of CHRONQOS patients after study-level matching (i.e., after population-adjustment; Table 1).

Matching-adjusted Indirect
Comparison of Efficacy in
Patients With Moderate-to-Severe

Atopic Dermatitis Treated With
Lebrikizumab Plus Topical

When patients from ADhere were re-weighted to match the CHRONQOS population, lebrikizumab Q2W+TCS and dupilumab Q2W+TCS showed similar efficacy at week 16 across endpoints (Table 2; Figure 1).

Although odds ratios (ORs) for EASI 75 (275% improvement in Eczema Area and Severity Index score from baseline) and IGAQ/1 (Investigator Global Assessment score of 0/1) endpoints showed numerical superiority of lebrikizumab
Q2W+TCS versus dupilumab Q2W+TCS, these ORs were not statistically different (Figure 1). The ORs for PNRS24 (Pruritus Numerical Rating Scale score 24-point improvement from baseline) and DLQI24 (Dermatology Life
Quality Index score 24-point improvement from baseline) favoured dupilumab Q2W+TCS versus lebrikizumab Q2W+TCS, but they were also not statistically different (Figure 1).

A MAIC is an appropriate method for comparing the efficacy of lebrikizumab Q2W+TCS versus dupilumab Q2W+TCS as it accounts for population heterogeneity between trials, which potentially impacts relative treatment effect.

: . : Table 1. Baseline participant characteristics in ADhere before and after matching Favours dupilumab  Favours lebrikizumab
C 0 rtl c OSte ro I d s Ve rs u s D u p I I u m a b CHRONOS (dupilumab | ADhere (lebrikizumab trial; ADhere (lebrikizumab trial; (mm—— .
trial; target) before matching) after matching) :
Plus Topical Corticosteroids Aoy, moen {80 7459 511 4139 s
| |
Proportion male 0.61 0.52 0.61 EASI 75 | ._. '
Raj Chovatiya'%, Leon Kircik®, Yousef Binamer4, Lluis Puig®, Proportion of white ethnicity 0.67 058 067 :
Tiago Torres®, Biilent Akmaz’, Martin Dossenbach?, EASI, mean (SD) 329 (13.0) 271 (11.2) 329 (13.1)
Gaia Gallo®, Chao Yang?®, Yuxin Ding®, Yung-Tsu Cho® Proportion with IGA=4 048 033 048 .
: : : : : : . nleffective sample size 421 165 98 IGAO/1 I . . I
1Chicago Medical School, Rosalind Franklin University of Medicine and , ) . . — . ;
. . .2 Center for Medical D tol # | Data based on the weights when the whole ADhere adult population was used in the analysis. IGA=4 indicates severe atopic
SCIEI‘ICE,NOI’ﬂ‘.I Chlcago, USA: enter ior e 'c_a_ ermatology : mmuno ogy dermatitis. Abbreviations: EASI, Eczema Area and Severity Index; IGA, Investigator Global Assessment; SD, standard deviation.
Research, Chicago, USA; ®Icahn School of Medicine at Mount Sinai, New
York, USA; 4King Faisal Specialist Hospital and Research Centre, Riyadh, Table 2. Efficacy at week 16 for lebrikizumab Q2W+TCS versus dupilumab Q2W+TCS ;
Saudi Arabia; ° Department of Dermatology, Hospital de la Santa Creu i Sant when using a MAIC PNRS>4 | ¢ |
" . E ] ] L] F ] F ] #
Pay, Ba_rcelona, Spain; ® Centro Hospltalal_' Universitario de Santo A_ntonlc_), CHRONOS ADhare ADhere
University of Porto, Porto, Portugal; ” Almirall S.A., Barcelona, Spain; ° Eli (dupilumab trial; target; | (lebrikizumab trial; pre-  (lebrikizumab trial; post- ~ MAIC MAIC
Lilly and Company, Indianapolis, USA; ® National Taiwan University Hospital, response rate) matching response rate) matching response rate) ’('::fé'l‘; "(‘;g‘;rgtl')“
IEWED Placebo Dupi Placebo Lebri Placebo Lebri X
o 1.04 1.14 > |—.—|
Sponsored by Eli Lilly and Company EASI 752 0.23 0,69 0.35 0.62 0.24 072 | 510 | (042.300) DLQI24 :
] 1.29 1.39 X
BAC KG ROUND IGAO0/1 0.12 0.39 0.17 0.35 0.11 0.42 (048-3.42) (0.42-4.60)
e - L e (il . PNRS24° 0.20 0.59 0.30 0.46 0.26 0.49 e 048
m Lebrikizumab and dupilumab are monoclonal antibodies (biologic therapies) for (0.32-1.28) | (0.17-1.37)
treating patients with moderate-to-severe atopic dermatitis (AD)." Lebrikizumab 0.91 0.89 0.1 1 10
Ireating patie p | 2 DLQIA 0.43 0.8 051 0.76 047 083 | 050-140) | (0.29-270) -
s approved in Europe, Japan, Korea, and other countries, and it is under FDA i e Odds ratio (95% Cl)
review in the US ?In CHRONOS, N=315 in the placebo group and N=106 in the dupi group. In ADhere, N=52 in the placebo group and N=113 in the lebri
' group (pre-matching); ESS=33 in the placebo group and ESS=65 in the lebri group (post-matching). ®In CHRONQS, N=299 in the placebo
Without head-to-head clinical trials, indirect treatment comparisons (|TCg) can group and N=102 in the dupi group. In ADhere, N=46 in the placebo group and N=106 in the lebri group (pre-matching); ESS=30 in the
be used to evaluate relative efficacy. ! placebo group and ESS=63 in the lebri group (post-matching). ® In CHRONQS, N=300 in the placebo group and N=100 in the dupi group.
Y In ADhere, N=47 in the placebo group and N=104 in the lebri group (pre-matching); ESS=30 in the placebo group and ESS=64 in the lebri Figure 1. Efficacy at week 16 for lebrikizumab Q2W+TCS versus dupilumab Q2W+TCS
A recent study compared the week-16 efficacy of lebrikizumab plus topical group (post-matching). For ® and ¢, available patients with baseline values 24 points from the two trials were used in the analysis. The when usina a MAIC
corticosteroids (TC S) n the ADhere trial (N CT042 50337) versus dupilumab analysis populations in the target trial were assumed to have the same baseline characteristics as the whole CHRONOS population. The 9
. . , , P , background therapy of “plus topical corticosteroids” was omitted in the labelling of arms in both trials. Abbreviations: CI, confidence Abbreviations: Cl, confidence interval; DLQI24, Dermatology Life Quality Index score 24-point improvement from baseline; EASI 75, 275%
plus TCS in the CHRONOS trial (NCT02260986) using Bucher's ITC, which interval; DLQI24, Dermatology Life Quality Index score 24-point improvement from baseline; dupi, dupilumab; EASI 75, 275% improvement in Eczema Area and Severity Index score from baseline; IGA0/1, Investigator Global Assessment score of 0/1; MAIC,
anchored on the placebo arm while not adjusting for between-trial population improvement in Eczema Area and Severity Index score from baseline; ESS, effective sample size; IGA0/1, Investigator Global Assessment matching-adjusted indirect comparison; PNRS24, Pruritus Numerical Rating Scale score 24-point improvement from baseline; Q2W+TCS,
score of 0/1; lebri, lebrikizumab; MAIC, matching-adjusted indirect comparison; PNRS24, Pruritus Numerical Rating Scale score 24-point every 2 weeks plus topical corticosteroids.

difference.2 Bucher’s ITC method compares absolute trial outcomes and can
lead to biased conclusions when patient characteristics that affect treatment
response (i.e., effect modifiers) are not balanced between trials. The TCS
approach also differed in the ADhere and CHRONQS trials, which may lead to

different outcomes. M ET H ODS

A matching-adjusted indirect comparison (MAIC),® a population-adjusted ITC,
is @ more suitable ITC method to compare the efficacy of lebrikizumab versus
dupilumab because it adjusts for population differences between trials that
may impact treatment effect.

improvement from baseline; Q2W+TCS, every 2 weeks plus topical corticosteroids.

Data sources: The efficacy of lebrikizumab Q2W+TCS was assessed using individual patient data from the placebo-controlled ADhere trial (NCT04250337). The efficacy of dupilumab Q2W+TCS was assessed using aggregate
patient data (N=421) from the placebo-controlled CHRONOS trial (NCT02260986). Week-16 data from both trials were included.

Statistical methods: An anchored MAIC was used where the respective placebo+TCS arm was used as the common comparator. ADhere patients (N=165) were re-weighted to align with reported aggregate statistics for effect
modifiers of patients in the CHRONOS trial. Study-level matching was performed, and matching covariates included age, sex, race, and baseline scores on the Eczema Area and Severity Index (EASI; mean) and the Investigator

OBJECTIVE Global Assessment (IGA; proportion with IGA=4).

a This study compared the efficacy of lebrikizumab every 2 weeks plus TCS Endpoints: Efficacy endpoints evaluated at week 16 were EASI 75, IGA0/1, PNRS24, and DLQI24. Missing data for efficacy endpoints in both trials were handled using non-responder imputation. Relative treatment effects were
(Q2W+TCS) versus dupilumab Q2W+TCS at week 16 in patients with quantified using ORs and risk ratios (RRs) with 95% confidence intervals (Cls).
moderate-to-severe AD using an anchored MAIC. References Acknowledgments Disclosures Sean e OR code for
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Introduction

» Cutaneous lupus erythematosus (CLE) is an autoimmune disease with a broad range of
dermatologic manifestations and a high unmet need for novel treatments’

« CLE may be associated with systemic lupus erythematosus (SLE) and is classified into 4 main
subtypes: acute (ACLE), subacute (SCLE), chronic (the most common manifestation is discoid [DLE]),
and intermittent (ICLE) cutaneous lupus erythematosus, according to European guidelines®®

— DLE and 5CLE are the most common forms of CLE, accounting for approximately 80% and
16% of cases, respectively”

« Tyrosine kinase 2 (TYK2) is an important mediator of cytokine signaling (eg, type | and llI
interferons [IFNs], interleukin [IL]-23, and IL-12) involved in immune-specific responses (Figure 1)*7

« TYK2Z and type | and Il IFNs are known to be involved in CLE pathophysiology®'”

« Genetic polymorphisms in TYK2, interferon regulatory factor 5 (IRF5), and signal transducer and
activator of transcription 4 (5TAT4) are associated with an increased risk of SLE""* as well as DLE
and S5CLE°

« Levels of IFN-regulated gene expression correlate with cutaneous disease activity in patients
with SLE®

« Increases in cytokines, including type | and Il IFNs, have been characterized in DLE lesions from
patients with SLE""

= Deucravacitinib is a first-in-class, oral, selective TYK2 inhibitor”® {(Figure 1) with an established
clinical profile in moderate to severe plaque psoriasis'®'®

— Deucravacitinib is approved in multiple countries for this indication*

» Deucravacitinib uniquely binds the distinct TYK2 regulatory domain, locking the enzyme in an
inactive state and inhibiting downstream cytokine signaling, whereas Janus kinase (JAK)1,2,3
inhibitors bind to the adenosine triphosphate (ATP) binding site on the active domain®*'

Figure 1. TYK2-mediated signaling pathways and deucravacitinib mechanism of action
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« Deucravacitinib is currently under investigation in five POETYK phase 3 trials in SLE (NCT05617677
and NCT05620407), Sjogren’s disease (NCT05946941), and psoriatic arthritis (PsA; NCT04908202
and NCT04908189), with primary analysis results from 1 PsA study recently reported”

« In the phase 2 PAISLEY SLE trial, deucravacitinib showed higher rates of achieving a = 50%
reduction from baseline in the Cutaneous Lupus Erythematosus Disease Area and Severity
Index-Activity (CLASI-A) score (CLASI-50) at week 48 in the overall SLE population™

— CLASI-50 rates in patients with SLE who received deucravacitinib 3 mg twice daily (BID), 6 mg BID,
and 12 mg once daily (QD) vs placebo were 69.6%, 56.0%, and 62.1% vs 16.7%, respectively

« Subgroup analyses from PAISLEY also showed higher rates of CLASI-50 response with
deucravacitinib 3 mg BID, 6 mg BID, and 12 mg QD vs placebo, although the patient numbers per
group were small*®

— Patients with SLE and ACLE: 68.4%, 54.2%, and 60.0% vs 15.0%, respectively
— Patients with SLE and SCLE: 100%, 33.3%, and 80.0% vs 0%, respectively
— Patients with SLE and DLE: 71.4%, 45.5%, and 66.7% vs 25.0%, respectively

Objective

« The phase 2 PAISLEY CLE study was initiated to evaluate the efficacy and safety of deucravacitinib
(3 mg and 6 mg BID) vs placebo in patients with DLE and/or SCLE with or without S5LE

Study design

» Adults with a histologically confirmed clinical diagnosis of DLE and/or SCLE with active,

moderate to severe cutaneous disease (CLASI-A score = 8) were enrolled in this global,
randomized, double-blind, placebo-controlled, phase 2 trial (NCT04857034) (Figure 2)

» Patients with SLE, according to the Systemic Lupus International Collaborating Clinics (SLICC)
classification criteria, were limited to = 50% of the study population

» Patients were randomized 1:1:1 to receive placebo or deucravacitinib (3 mg BID or 6 mg BID) for
16 weeks

— At week 16, patients receiving placebo were rerandomized to deucravacitinib 3 mg BID or
6 mg BID until week 52; patients originally randomized to deucravacitinib continued the same
treatment until week 52

— The study is ongoing in EU countries; in non-EU countries, the study was discontinued, and
patients were offered treatment through a poststudy drug access program

* The study primary endpoint was mean percent change from baseline (CFB) in CLASI-A score at
week 16

— CLASI-50 and mean absolute CFB in CLASI-A score at week 16 were among the secondary
endpoints evaluated

— Exploratory endpoints included mean percent CFB in CLASI-A score by visit to week 52,
reduction of CLASI-A score of at least 7 points at week 16, and CFB in the patient-reported
outcome of skin pain at week 16, as measured by the skin pain visual analog scale (VAS)

— Achievement of = 70% reduction from baseline in CLASI-A score (CLASI-70) at week 16,
achievement of a CLASI-A score of = 3 points at week 16, and time to CLASI-50 response
were post hoc analyses

» Hypotheses were tested at a 2-sided 10% a level, with a P value of < 0.1 representing
statistical significance

— No adjustments for multiplicity were made in this phase 2 study; exploratory endpoints were
analyzed descriptively

Figure 2. PAISLEY CLE phase 2 study design
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Patients

« Patients (M = 74) were randomized to placebo (n = 24), deucravacitinib 3 mg BID (n = 25), or
deucravacitinib 6 mg BID (n = 25) (Table 1)

= Most patients in all arms completed treatment (63/74; 85.1%); no patients withdrew from the
study due to adverse events or lack of efficacy (Table 1)

« Baseline patient demographics and disease characteristics were generally balanced across arms
(Tables 2 and 3)

— At screening, 41.7%, 32.0%, and 52.0% of patients in the placebo, deucravacitinib 3 mg BID,
and deucravacitinib 6 mg BID groups, respectively, had SLE

Table 1. Patient disposition through week 16

Deucravacitinib ‘ Deucravacitinib

Disposition 3 mg BID & mg BID
Randomized, n 24 25 25
Completed through week 16, n (%) 27 (91.7) 21 (84.0) 20 (80.0)
Ongoing treatment, n (%) 0 0 1 (4P
Discontinued treatment, n 3%) 2 (8.3) 4 (16.0) 4 (16.0)
Reasons for discontinuation, n (%)

Patient withdrew consent 2(8.3) 1 (4.0) 1(4.0)

Patient requested treatment discontinuation 0 2 (8.0} 2 (8.0}

Pregnancy 0 1 (4.0} 1 {4.0)

Adverse event 0 0 0

Death 0 0 0

“The safety follpw-up visit for this patient ecowmed after the cuteff for the database leck; therefare, this patient has ongoing treatment status for the purpese of this analysts,
By, bwice daily.

Table 2. Baseline patient demographics

‘ Deucravacitinib ‘ Deucravacitinib
Placebo 3 mg BID 6 mg BID

Demographics (n = 24) {n = 25) (n = 15)
Age, median [range), years 46 (25-72) 48 (20-74) 47 (21-62)
Weight, median {range), kg 69.85 (51.3-93.0) 73.50 (43.2-129.0) 74.80 (51.0-119.0)
BMI, median (range), kg/m* 25.6 {19.0-30.9) 24,7 {18.0-42.5) 27.7 (18.5-43.7)
Female, n (%) 18 (75.0) 17 (68.0) 19 (76.0)
Race, n (%)

American Indian or Alaska Native 3 {12.5) 1 (4.0} 0

Asian 2 (8.3) 2 (8.0) 3 (12.0)

Black or African American 2 (8.3) 4 (16.0) 6 (24.0)

White 13 (54.2) 17 (68.0) 13 (52.0)

Other 4 (16.7) 1 (4.0) 3 (12.0)
Ethnicity, n (%)

Hispanic or Latino 13 (54.2) 2 (36.0) 5 (20.0)

Mot Hispanic or Latino 11 (45.8) 16 (64.0) 20 {(80.0)
Geographic region, n (%)

Asia 2 (8.3) 1 (4.0} 2 (8.0}

Europe & (25.0) & (32.0) 11 {44.0)

Morth America 5 (20.8) & (32.0) 8 (32.0)

South America/Latin America 11 (45.8) 7 (28.0) 3(12.0)

Rest of world 0 1 {4.0) 1{4.0)

M, twice daily; BMI, body mass index.

Table 3. Baseline disease characteristics

Efficacy

+ The primary endpoint was met; patients treated with deucravacitinib achieved significantly
greater improvements in CLASI-A score vs placebo (Figure 3)

— Deucravacitinib 3 mg BID vs placebo: -47.5% vs -28.4%; P = 0.0670
— Deucravacitinib 6 mg BID vs placebo: -50.0% vs -28.4%; P = 0.0385

Figure 3. Improvement in CLASI-A score from baseline at week 16
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+ More patients treated with deucravacitinib achieved CLASI-50 and CLASI-70 vs placebo (Figure 4)
Figure 4, CLASI-50 and CLASI-70 responses at week 16
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Deucravacitinib ‘ Deucravacitinib
Placebo 3 mg BID 6 mg BID

Disease characteristics (n = 24) {n = 25) (n = 25)
Baseline total CLASI-A score

Mean (SD) 16.0 (6.1) 18.1 {10.6) 14.8 (5.2)

Median (range) 16.0 (B-33) 14.0 (8-44) 14.0 (B-29)
Baseline CLASI-A severity, n (%)*

8-10 5 (20.8) 5 (20.0) 7 (28.0)

=10 19 (79.2) 20 (80.0) 18 (72.0)
Duration of disease, median (range), years 4.5 (0.3-39.2) 6.3 (0.4-42.1) 6.9 (0.6-35.1)
SLE diagnosis at screening, n (%)° 10 (41.7) 8 (32.0) 13 (52.0)
Disease subtype(s), n (%)

DLE 13 (54.2) 15 (60.0) 19 {76.0)

SCLE 5 (20.8) 5 (20.0) 5 (20.0)

Both DLE and SCLE 6 (25.0) 5 (20.0) 1 (4.0}
Baseline therapies of interest, n (%)

Oral corticosteroids 13 (54.2) B (32.0) 5 (20.0)

Topical corticosteroids 2(8.3) 2 (8.0) 1 (4.0}

Immunosuppressants 8 (33.3) 7 (28.0) 3 (12.0)

Antimalarials 20 (83.3) 24 (96.0) 20 (80.0)
Prior therapies, n (%)

Oral corticosteroids 6 (25.0) 5 (20.0) 0

Topical corticosteroids 12 (50.0) 14 (56.0) 13 (52.0)

Immunosuppressants 12 (50.0) & (32.0) 11 (44.0)

Antimalarials 8 (33.3) 3 {12.0) 5 (20.0)

s reparted on the patient's case report form,
B, twice daily; CLASI, Cutaneous Lupus Erythematosus Disease Area and Severity index; CLASI-A, CLASI-Activity; DLE, discoid lupus erythematoss; 5CLE, subsoute cutansous
lupus enythematosus; 50, standard deviation; SLE, systemic lupus erythematosus,

* A complete response on CLASI-A (100% reduction from baseline in CLASI-A score), which
represents a complete resolution of symptoms, was achieved by 4 patients treated with
deucravacitinib (3 mg BID, n = 3; 6 mg BID, n = 1) and no patients who received placebo

« More patients treated with deucravacitinib vs placebo achieved a CLASI-A score of = 3points or
showed at least a 7-point improvement in CLASI-A score (Figure 5)

Figure 5. Achievement of a CLASI-A score of = 3 points and improvement in CLASI-A
score of at least 7 points at week 16
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« Analysis of CLASI-A score over time showed numerical improvements in CLASI-A score with
both deucravacitinib doses as early as 4 weeks, with a trend toward continued improvement
throughout the study (Figure 7)

— Response to deucravacitinib (separation of the curves) was seen as early as 4 weeks

Figure 7. Improvement in CLASI-A score from baseline by visit
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+ Patient images captured at week 16 show improvement in the cutaneous manifestations of
2 patients who achieved CLASI-A scores of 0 and 1, respectively (Figure 6)

Figure 6. Skin improvement at week 16
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« Median time to CLASI-50 response was 8.1 weeks with deucravacitinib 3 mg BID, 8.3 weeks with
deucravacitinib 6 mg BID, and not reached with placebo (Figure 8)

Figure 8. Time to CLASI-50 response
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» The patient-reported outcome of skin pain was numerically improved with both deucravacitinib
doses vs placebo at week 16 (Figure 9)

Figure 9. Improvement in skin pain VAS from baseline at week 16
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Safety

» The reported adverse events (AEs) (Table 4) are consistent with the known safety profile
of deucravacitinib!* .

» The most common AEs with deucravacitinib 3 mg and 6 mg BID at week 16 included headache,
dermatitis acneiform, and upper respiratory tract infection (Table 4)

» Most AEs were mild to moderate in severity; no discontinuations due to AEs were observed (Table 4)

« Mo cases of herpes zoster, major adverse cardiac events (MACE), venous thromboembolism (VTE),
malignancy, or opportunistic infections occurred with deucravacitinib, and no deaths were
reported (Table 4)

* Mo significant changes in laboratory parameters were observed (Figure 10)

Table 4, Safety summary: weeks 0-16°

Deucravacitinib
& mg BID

Patients with an AE, n (%) (n = 25)
Deaths 0 0 0
AEs 12 {50.0) 17 (68.0) 19 (79.2)
Serious AEs 1(4.2F 2 (8.0) 2 (B.3F

Serious infections/infestations 0 1(4.0) 1{4.2)
AEs leading to discontinuation 0 0 0
Most frequent AEs (= 2 patients) .

Headache 0 3{12.0) 1{4.2)

Dermatitis acneiform 0 2 (8.0) 5 {20.8)

Upper respiratory tract infection 11(4.2) 2 (8.0} 3 {12.5)

Other AEs of interest
Crwerall infections/infestations

Influenza 0 1 (4.0) 0

COVID-19 0 1(4.0) 1(4.2)

Oral herpes 0 1 (4.0) 0

Herpes zoster 11(4.2) 0 0
Skin-related AEs

Rash 0 1(4.0) 2 (8.3)

Folliculitis 0 2 (8.0) 2 (8.3)
Malignancy events 1(4.2) 0 0
MACE or VTE 0 0 0
Opportunistic infections 0 0 0

&Es per CTCAE wersion 5.0 and MedDRA version 3700 Includes events reported between the first treatment dose and 30 days after the last treatment dose.

“In the treated populatian, ®Stress urinary incontinence, “Oral herpes ard spontaneous abortion, Pyreca and preumanda,

AE, adverse event; BID, twice daily; CTCAE, Commaon Terminclogy Criteria for Adverse Events; MACE, major adverse cardiac events; MedDRA, Medical Dictionary Tar Regulatory
Activitias: VTE, wanous thromboambalism.,

Figure 10, Laboratory parameters® over time
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Conclusions

* In the PAISLEY CLE study, the primary endpoint was met, with statistically significant

improvements in percent change in CLASI-A score with deucravacitinib 3 mg BID and
6 mg BID vs placebo at week 16 in patients with DLE and/or SCLE, with or without SLE

» Other measures of CLASI-A were also improved with deucravacitinib, including CLASI-50
and CLASI-70 responses, achievement of CLASI-A score of = 3 points, and improvement of
CLASI-A score of at least 7 points

— An early clinical response was seen, which continued over time
» Skin pain was generally improved with deucravacitinib vs placebo
« Deucravacitinib was well tolerated, and AEs were consistent with the known safety profile'™ 7%

— Mo opportunistic infections, MACE, VTE, AEs leading to treatment discontinuation,
or deaths were observed

— Mo clinically meaningful trends in laboratory parameters were observed

» These data support the further evaluation of deucravacitinib for the treatment of
cutaneous manifestations of lupus, including in patients with SLE in the ongoing phase 3
POETYK SLE trials (NCT05617677, NCT05620407)
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Efficacy and safety of deucravacitinib in patients with active psoriatic arthritis who are naive to biologic
disease-modifying antirheumatic drugs (bDMARDs) or previously received TNF-a inhibitor treatment: week 16

results from POETYK PsA-2, a multicenter, randomized, double-blind, placebo-controlled, phase 3 study

Philip J. Mease,' Vinod Chandran,? Alexis Ogdie,? Evan Siegel,* Ricardo Blanco,®> Diamant Thaci,® Alice B. Gottlieb,” April W. Armstrong,® Kejia Wang,® Michael Plewinski,’ Atul Deodhar'®

'Swedish Medical Center/Providence St. Joseph Health and University of Washington, Seattle, WA, USA; 2University of Toronto and Krembil Research Institute, University Health Network, Toronto, ON, Canada; *Hospital of the University of Pennsylvania, Philadelphia, PA, USA; “Arthritis and Rheumatism Associates, Rockville, MD, USA;
‘Hospital Universitario Marques de Valdecilla, Immunopathology Group, IDIVAL, Santander, Spain; ¢Institute and Comprehensive Center for Inflammation Medicine, University of Liibeck, Liibeck, Germany; 7Icahn School of Medicine at Mount Sinai, New York, NY, USA; 8University of California Los Angeles, Los Angeles, CA, USA;
Bristol Myers Squibb, Princeton, NJ, USA; '°Oregon Health & Science University, Portland, OR, USA

Introduction

« Baseline patient demographics and disease characteristics were similar between the 3 treatment groups (Table 1

and Table 2)

— About two-thirds of patients were using conventional synthetic disease-modifying antirheumatic drugs (csDMARDs)

« ACR 50 and ACR 70 response rates were also higher with deucravacitinib vs placebo (Figure 4)
Figure 4. ACR 20/50/70 at week 16

Safety

* The frequency of serious adverse events (AEs) and discontinuations due to AEs was lower with deucravacitinib vs apremilast
(Table 4)

Psoriatic arthritis (PsA) is a heterogeneous disease with multiple core symptom domains, including joint and skin manifestations'* baseli
— Proinflammatory cytokine signaling contributes to PsA pathaphysiology®” - i::up:::ir::tely 13% of patients with prior tumor necrosis factor inhibitor (TNFi) use were included ACR 20 ACR 50 ACR 70 + Mo deaths were reported
. Tyrosine kinase 2 (TYK2) is an important mediator of cytokine signaling (eg, interleukin [IL]-23, IL-12, type | interferon) Primary endpoint Additional Additional « The most frequent AEs that occurred with deucravacitinib vs placebo were related to infections and events affecting the skin
involved in immune-specific responses’ Table 1. Baseline patient demographics 100 - 100 - secondary endpoint 100 - secondary endpoint » The most frequent AEs that occurred with apremilast were gastrointestinal related
» Deucravacitinib is a first-in-class, oral, selective TYK2 inhibitor with an established clinical profile in moderate to severe A 14.8% . _
la s (b P Apremilast 30 mg BID (95% C1, 7.0% to 22.5%) Table 4. Safety summary: weeks 0-16
plaque psoriasis (PsQ) (safety reference arm) - B = 0.0002 - -
— Peak efficacy was demonstrated at 24 weeks with a durable response through 5 years** Demographics (n = 103) ‘__; l ’ SRS ;ﬁ;:t';irl:;t ;:nﬂﬂﬂgi
— Deucravacitinib is approved in multiple countries worldwide for this indication’*® Age, median (range), years 50 (22-78) 49 (21-80) 48 (18-83) : i 4 'Iﬁiﬁ'i . o (n = 105)
95% Cl, 6.0% to 19. i
» Deucravacitinib uniquely binds to the distinct TYK2 regulatory domain, locking the enzyme in an inactive state and Weight, median (range), kg 83.00 {47.0-171.0) 82.10 (44.5-172.4) 81.30 (45.1-151.6) e 607 60 : P = 0.0002" : 60 o5 uﬂnsérﬁ o Any AEs 170 (54.7) 196 (62.8) 77 (73.3)
, O o 9.
inhibiting downstream n:y'tlc;kine signaling, whereas Janus kinase 1,2,3 inhibitors bind to the adenosine triphosphate binding BMI, median (range), kg/m? 29.18 (17.7-51.6) 29.05 (15.2-65.2) 29.23 (18.7-59.6) ﬂ l P m 01,011 80" Serious AEs 3 (1.0) 6 (1.9) 1.8
site on the active domain® — 68 (53,8 153 1490 o6 (533 o 40- 40 - 40 -
» Positive efficacy and safety data were reported with deucravacitinib in a phase 2 PsA study' male, n (%) (53.8) (49.0) (53.3) i ‘ AEs leading to discontinuation 4 (1.3) 7 (2.2} 11 {10.5)
« Deucravacitinib is currently under investigation in two phase 3 trials in PsA (POETYK PsA-1 [NCT04908202] and POETYK PsA-2 Race, n (%) g Deaths 0 0 0
[NCT04908189]) as well as in systemic lupus erythematosus (NCT05617677; NCT05620407) and Sjogren’s disease (NCT05946941) American Indian or Alaska Native 7(2.2) 13 (4.2) 4 (3.8) 2 20- 9 4 10.6 Most frequent AEs (2 5%) in any arm by PT
Asian 45 (14.4) 54 (17.3) 18 (26.7) i — covID-19 17 {5.5) 22 (7.1} 7 (6.7)
Objective Native Hawaiian or other Pacific Islander 1(0.3) 0 0 g 9- 9~
J : Patients, n 112 112 112 112 312 312 Upper respiratory tract infection 13 (4.2) 19 (6.1) 4 (3.8)
Placebo WD b
« To report the efficacy and safety of deucravacitinib through week 16 in patients with active PsA who participated in the White 240 {76.5) 223 (711.3) 65 (61.9) - " Deucravacitinib 6 mg QD Nasopharyngitis 21 (6.8) 14 (4.5) 4 (3.8)
POETYK PsA-2Z trial Other 19 (6.1) 22 (7.1} 8 (7.6) All randomized patients were sssessed. Treatment discontinuations prioe to week 16 were corsidered treatment faflures [compasite variable strategy]. Al rescus medication-related intercurrent events were treated Headache 11 {3.5) 13 (4.2) 8 (7.6)
with a treatmaent policy-estimand strategy, & Cochran-Mantel-Haerszal test stratified by THF use (ves/nel, screening hsCAP concentration {« 10 mgs/L vs = 10 mgsLl, and csOMARD use at baseling (yes/na) was used, : ! !
Ethnicity, n (%) B o Aol ot et €L Nonresporder IMpUTAIon was used to handle mssing data. Nausea 6 (1.9) 7(2.2) 7 (6.7)
Hispanic or Latino 50 (16.0) 34 (17.3) 16 (15.2) ﬁﬁf&f’?‘“&ﬁ“&“ﬂuﬁi.ml Hﬂiﬂ i?f,l,”:mm.p,.n;‘."nﬁmtﬂﬂ? &”ﬁﬁ?ﬂ'ﬂﬂ?‘?ﬁﬁﬁ?‘?ﬂ ance ;:l;:i ?ﬁ?ﬂﬂrm oy o Feumatalogy T Impeovement i Diarrhea 15 (4.8) 11 (3.5) 11 {10.5)
Mot Hispanic or Latino 200 (64.1) 195 (62.5) 64 (61.0)
Study design Not red 62 (19.9) 63 (20.2) 25 23.8) « The proportion of patients with ACR responses continued to increase up to week 24, similar to the time course observed for Hypertension 826 8.0 767
ot repo . . . dafined . r ,
« In the POETYK PsA-2 trial, participants with active PsA (= 3 swollen joints; = 3 tender joints; high-sensitivity C-reactive P the primary endpoints evaluated in the POETYK PsO clinical studies®* (Figure 5) TORANIY. v o B P SN STSTBAnC ALS Wi a1 GRS At on o star R IR drad S1e cf FRGYIACTENELD 10.20 iyt aftartha it dota data of tresmant I the sk
protein [hsCRP] = 3 mg/L) were randomized 3:3:1 to oral placebo, deucravacitinib 6 mg once daily (QD), or apremilast 30 mg Geographic region, n (%) Figure 5. ACR 20/50/70 kinetics through week 24 AE, aeerse: svent; BID, twies daily; MedDRA, Medieal Dictionary for Regulatory Acthities; PT, prefesved term; (D, once daily
twice daily (BID) (Figure 1) Asia 42 (13.5) 48 (15.4) 27 (25.7) * The most commonly observed AEs of special interest were infections and skin-related events, consistent with the known
« Patients randomized to placebo crossed over to deucravacitinib at week 16 Europe 171 (54.8) 163 (52.2) 51 (48.6) ACR 20 ACR 50 ACR 70 safety profile of deucravacitinib (Table 5)
« Patients randomized to apremilast were included as a safety reference arm North Ametica 58 (18.6) 47 (15.1) 12 (1.4) 100 - 100 - 100 - » No major adverse cardiovascular events, venous thromboembolism/arterial thromboembolism events, malignancies, or
The ) | ] opportunistic infections occurred in the deucravacitinib arm
. primary endpoint was the proportion of patients who achieved an American College of Rheumatology 20% improvement couth America/Latin America 32 (10.3) 43 (13.8) 11 (10.5)
in response (ACR 20) with deucravacitinib vs placebo at week 16 ' | ] . .
Rest of world 9 2.9) 1 3.5) ‘3.8 . - Primary endpoint 0. - Table 5. AEs of special interest to deucravacitinib occurring in = 2 patients: weeks 0-16
Figure 1. POETYK PsA-2 study design R ———— & 4 61.2 ) avacit Apremilast 30 mg BID
® 54.2 0T specia erest Dy F ~lacebc - Q0 (safety reference arm)
s . Saf . * . 1 e
Key eligibilty criteria Placebo-controlled Active Optional m&’-ﬂ:’t_?m Table 2. Baseline disease characteristics a0 | } } } 60 60 (n )
« Active disease ' ' ' ' ' e = ,
- : g ::;:njﬁ;f B:q,r Wie:k W;;I: ".-.:e_:_-gk 'il.;ieuk : 1) l}iﬂfﬂl"[rf;‘;:;:i arm) g 40 - ) { %;!;} 40 28.8 { % 40 - COVID-19 17 (5.5) 22 (7.1} 716.7)
B Pri endpoint (ACR 20 : : : L -~ Suspected COVID-19 2 (0.6) 1(0.3) 0
~ hsCRP z Img/L mary endpeint { ! ; Prior TNFi use, n (%) 45 (14.4) 39 (12.5) 14 (13.3) E % S t} o 18.0 pec
« BDMARD naive or THF inadequate responder f 20 - 20 - i 20 - 5 5 Influenza 1{0.3) 5 (1.6) 1{1.0)
Sample size - : Baseline csDMARD use, n (%) 196 (62.8) 194 (62.2) 68 (64.8) ¥ - o { }
« M = 719 participants 1R ! ] _i E e Oral herpes 0 2 (0.6) 2 (1.9)
Endpoints ™ . : Duration of disease, mean (5D), years 5.90 (6.94) 5.03 {5.99) 4,70 (6.45) _;{ _i,f’ 16.3 B
* Fl“il'l'ﬂﬁf: E ; i Q i" T T T T T T T 1] .Jf T T T T T T 1] H"'.- — T — _?--- T T T HE’I'FEE Simplex 1 {ﬂ'ﬁ] 1 {u'3} u
— Percentage of participants achieving ACR 20 at week 16 : : hsCRP, mean (5D), mg/L 12.20 {15.53) 11.71 {17.88) 10.33 (13.53) BL 2 4 E 12 16 10 14 BL 2 4 8 12 16 0 24 BL 2 4 8 12 16 20 24 Herpes zoster 2 (0.6) 1(0.3) 0
: f“gﬁﬁ'?&j';ﬂf““‘" Grder) o vk 15 g : Aprarmilazt 30 mﬂ:m - safety refarence arm ’ i i DAS28-CRP, mean (SD) 4.90 (0.91) 4.71 (0.96) 4.82 (1.00) Week Week Week - 3 (1.0 1208 (1.0)
: E ] as . . .
 Percentage of participants achieving PAS| 75 = tn=105) - ; Swollen joint count (66), mean (SD) 9.6 (7.53) 9.2 (6.53) 10.6 (7.10) - Placebo @ Deucravacitinib 6 mg QP N . 002 o)
B i : : : : : . . . . . ne (3. (1.
— Percentage of participants achieving MDA ’ : : All randomized were assessed. Treatment discon iors price Lo weel 16 were corsidered traatment failures site variable strategy). Sl rescue medication-related intercurrent events wers traated
- Prcetageof particpants achievig nthsis reslutior | Randomizaionsratfication actors ) kot b e el bt bl el e ke i s TP i, o e N it v ot e e et oo Eczems 209 403 (1.0
— CFB in FACIT-Fatigue score + THF inhibitor exposure (yes/no) HAQ-DI score, mean (5D) 1.18 (0.64) 1.10 {0.63) 1.18 (0.59) respanse; BL, baseline; G, ance daily.
— Percentage of participants achieving dactylitis resolution® + Screening hsCRP concentration (< 10 mg/L vs = 10 me/L) Folliculitis 0 4{1.3) 0
| — CFB-in DASIG-CRP scone ) | ¢ CSOMARD s at baceline (yat/nc) ) BSA involvement > 3%, n (%) 157 {50.3) 164 (52.6) 46 (43.8)
« Significantly more patients receiving deucravacitinib vs placebo achieved PASI 75 (40.9% vs 15.4%, respectively; P < 0.0001) Urticaria 1(0.3) 4(1.3) 0
Apremflast was included in the study design a3 a safety reference arm and titrated fram 10 mg GE to 30 meg BID aver the first 5 days of dosings na comparisans far efficacy were planned or made with the apremilast arm. PASI = 1, n (%) 244 (78.2) 260 (83.3) 75 (71.4) (Figure 6)
*Pooked analysts fram POETYK PsA-1 and POETYK PsA-2 studies. _ _ _ _ Dermatitis 0 2 (0.6} 0
P Eﬁ'ﬁﬁ':ﬂﬁi?mﬁ;ﬂ&ﬁ‘? ’T;;;hﬁ“ﬁm&;mﬁf;ﬂfﬁ:;';*:;?:‘:ﬁ‘;g'”- ‘*?“-‘::ﬁlﬁuﬁ_gﬂﬁmﬁﬁﬁ;ﬂ“;ﬁﬁﬁ ekt PASI, mean (5D)** 8.48 (6.85) 9.13 (7.14) 8.82 (7.78) « Statistically significant improvement was also achieved with deucravacitinib vs placebo for patient-reported functional Dermatitis acneiform 2 (0.6) 2 (0.6) 0
Do 1 the. crst A and Severtty 1ok, PCS, pyscal components sy, Pub, paratl, arne s, Po0, poriai: 0D, ance. oty .36, 36 e Shot Form Hentth Susvey: THE tuimor meerossfater. | Tender entheseal points = 1, n (%) 150 (48.1) 140 (44.9) 49 (46.7) ability (HAQ-DI) it P ) 0.6 .
Enthesitis, LEI, mean (SD)" 2.3(1.4) 2.1(1.3) 2.4 (1.4) Figure 6. PASI 75 and HAQ-DI at week 16
Enthesitis, SPARCC, mean (SD)*' 4.0 (3.0) 3.7 (3.0) 4.1 (3.5) — o — - —— ——— —
. n the Lrest atian. are= a5 trestmeanl-amargent ALy whith an ansal dakte on or after ret = of udy treatment up Lo Ay after L it doge date of LreatmeEnt in t
- The pr[;:ary auicome a;: WEE:; ﬁlwaj an AE::. 20, defined &s: 4 tend Tender dactylitis count = 1, n (%) 80 (25.6) 78 (25.0) 33 (31.4) PASI 752 HAQ-DI score® rﬂ%rﬁﬂ were -:EE::#F#&EM Spectal Itarest s evated A, select nfoctons nfhenz, oppertunstic nfections, herpes Tctions, fubrcoloss, and COVID-13), malinancies, and candiowascular ovent,
— 2 20% improvement from baseline in swollen {66 joints) and tender {68 joints) joint counts event; y : .
P (66 Joints) (68 Joints) J Dactylitis, LDI, mean (SD)*" 76.36 (233.65) 45.06 (83.44) 82.55 (125.34) Key secondary endpoint Key secondary endpoint W6 v svants B2 blce Gl B, Medica pctonany for Reguiatony Actvties P, proferrad term G, nce duiy
— = 20% improvement in 3 of 5 other core measures, including Patient Global Assessment of Disease Activity, Patient Global 100 - Patients, n 32 312
Assessment of Pain, Health Assessment Questionnaire-Disability Index {HAQ-DI), Physician Global Assessment of PsA, and FACIT-Fatigue score, mean (5D) 33.0 (11.88) 33.6 (10.70) 32.9 (11.13) 0.0 -
hsCRP level SF-36 PCS score, mean (SD 35.86 (9.24 36.34 (8.42 35.89 (8.20
, D) 024 (842 (8-20) i 225.6% _ Conclusions
» Other efficacy outcomes at week 16 included: AOF 346 evaluable patients. SSubuet of patients with = 3% BSA invalvement and an sPGA scare = 2 at baseline. <0f 339 evaluable patients. Baseline enthesitis (LEI) was caloulated for patients with snthesitis present at - {95% CI, 15.7% to 35.5%) S _01-
— ACR50/70 ﬂmﬁl.ﬂ:ﬁﬁﬁm:lmu_ 'Eu:lt;:m-_-;;ri-mmu (SPARCC) was caleulated for patients with enthesitis present at baseline by SPARCC. 06 198 evaluable patients. *Baseline dactylitis index (LDM} was E £ < 0.00M 52
BD, twice .ﬂ:u:-, BSA, body surface aren; csIWUARD, conwentional synthetic disease-sodifying articheunatic drug; DASIE-CRP, Disetse Activity Score 28—C-reactive protein; FACIT-Fatigue, Functionsl Assessment of Chronkc 2 0 J E « In the POETYK PsA-2 study, deucravacitinib met the primary endpoint of ACR 20 at week 16 and showed superior clinical
—_— : Ith Assessmsent Cuestionna | : . . - r :
ACR 20/50/70 over time (through week 24) L‘#‘E“J;Zﬁ'*;i.i‘ﬁ; AR DI, uﬂ;ﬂ ﬂﬂ;r s J; :lmr m"d.ﬂhﬂ'ffm?-. Inde; NCAP gh-sensitivity ufﬁ“sﬂﬂﬁicﬁ'ipfﬂ Pactyitls Index; LEI, Leads Enthesit' H:rﬂ;rs E‘i ';‘.’?':.‘:‘é;::;“.::“é Severity index; . o ¢ o, benefit vs placebo across multiple core PsA domains, including joint and skin manifestations, in patients with active PsA
— = 75% improvement from baseline in the Psoriasis Area and Severity Index (PASI 75) THFi, tumar necrosis factor inhibitor. E ﬁ « Deucravacitinib was well tolerated through 16 weeks when compared with placebo and apremilast
— Improvement on the HAQ-DI Efficacy g 40 - E — The safety profile of deucravacitinib in this study was consistent with that established in the phase 2 PsA study
-0.3 - 46,10
— Achievement of minimal disease activity (MDA) « The primary endpoint of ACR 20 at week 16 was met (Figure 3) § = and the phase 3 PsO clinical program, with no new safety signals
— Change from baseline in Disease Activity Score 28—CRP score (DAS28-CRP) « A significantly higher proportion of patients treated with deucravacitinib (54.2%) vs placebo (39.4%) achieved ACR 20 & 20- £ * These results support the potential of deucravacitinib, the first oral TYK2 inhibitor evaluated in a phase 3 study of
_ B a4 PsA, to become an efficacious and well-tolerated treatment for patients with active PsA
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Introduction

» Tyrosine kinase 2 (TYK2) is an intracellular enzyme that mediates signaling of select inflammatory cytokines
(eg, interleukin [IL]-23, IL-12, Type | interferons [IFNs])’

— |L-23 and Type | IFNs are involved in psoriasis pathogenesis'

« Deucravacitinib, an oral, selective, allosteric TYK2 inhibitor, is approved in the US, EU, and other countries
for the treatment of adults with moderate to severe plague psoriasis who are candidates for systemic therapy®®

« Deucravacitinib uniquely binds to the TYK2 regulatory domain rather than to the catalytic domain where
Janus kinase 1,2,3 inhibitors bind,'” driving its selectivity for TYKZ and representing the first in a new class
of oral drugs

» The global, 52-week, phase 3 POETYK P50-1 (NCT03624127) and POETYK P50-2 (NCT03611751) trials
demonstrated that deucravacitinib 6 mg once daily (QD) was significantly more efficacious than placebo and
apremilast at Week 16 and was well tolerated in patients with moderate to severe plaque psoriasis®?

« Patients who completed the POETYK P50-1 and P50-2 parent trials could enroll in the ongoing POETYK
long-term extension (LTE) (NCT04036435) trial and receive open-label deucravacitinib

+ Clinical efficacy was previously reported to be well maintained through 4 years, with no new safety signals
compared with Year 3, in deucravacitinib-treated patients in the ongoing POETYK LTE trial™"

« To report the safety and efficacy of deucravacitinib treatment through 5 years (Week 256; data cutoff,
September 2, 2024) in patients with moderate to severe plague psoriasis who participated in the
POETYK P50-1, P50-2, and LTE trials

Study designs

« In the POETYK P50-1 and PSO-2 trials, adults with moderate to severe plaque psoriasis (Psoriasis Area
and Severity Index [PASI] =212, static Physician Global Assessment [sPGA] =3, and body surface area [B5SA]
involvement =10% at baseline) were randomized 1:2:1 to oral placebo, deucravacitinib 6 mg QD, or
apremilast 30 mg twice daily (BID) (Figure 1)

« At Week 52, eligible patients were allowed to enroll in the POETYK LTE trial and receive open-label
deucravacitinib 6 mg QD

Figure 1. POETYK PS50-1, PSO-2, and LTE analysis populations®

Parent trials:

POETYK PS0O-1 and PSO-2 POETYK LTE
1] |
Week Week Week Week
Baseline 16 24 52 256

Key eligibility criteria

in the parent studies:

» Age =18 years

» Moderate to severe
plaque psoriasis:

— PASI 212
— sPGA =3
— BSA involvement =10%
\ / Apremilast
30 mg BID

Apremilast

30 mg BID¢
PSO-1: n = 168
PSO-2: n = 254

“Includes patients with =1 dose of deucravacitinib 6 mg QD, n = 1519, "In POETYK PS0-2, patients randomized to deucravacitinib on Day 1 who achieved PASI 75 at Week 24
were rerandomized to placebo or deucravacitinib; for patients who were rerandomized to placebo, upon relapse (250% loss of Week 24 PAS] percent improvement from
baseline), they were to cross over to deucravacitinib; however, due to a programming error, these patients continued to receive placebo until Week 52. “In POETYK P50-1,
patients who respended to apremilast remained on apremilast. In POETYK PSO-2, patients who responded to apremilast crossed over to placebo and were to cross over to
deucravacitinib upon relapse; however, due to a programming error, these patients continued to receive placebo until Week 52. “Apremilast was titrated from 10 mg QD to
30 mg BID over the first 5 days of dosing.

BID, twice daily; BSA, body surface area: LTE, long-term extension; PASI, Psoriasis Area and Severity Index: PASI 75, 275% reduction from baseline in PASI; QD, once daily;
£PGA, static Physician Global Assessment.

Analysis populations

« Safety population: patients receiving =1 dose of deucravacitinib at any time in the pooled parent (POETYK
PSO-1 and P50-2) and POETYK LTE trials over 5 years in the as-treated population

« Efficacy population: patients from the pooled parent trials (POETYK P50-1 and PS0-2) who received
continuous deucravacitinib treatment from Day 1 of the parent trials through 5 years (Week 256)

Outcomes
» Safety outcomes:

— Adverse events (AEs), serious AEs, deaths, and AEs leading to treatment discontinuation through the last
data cutoff (September 2, 2024)

« Efficacy outcomes:
— Achievement of 275%/290% reduction from baseline in PASI (PASI 75/90)
— An sPGA score of 0 (clear) or 1 (almost clear) (sPGA0/1)
— Ascalp-specific PGA score of 0 (clear) or 1 (almost clear) (ss-PGA0/1) in patients with a baseline ss-PGA =3
— A PGA-Fingernail score of 0 (clear) or 1 (almost clear) (PGA-F 0/1) in patients with a baseline PGA-F =3

Statistical analysis
« Safety and efficacy were analyzed through the data cutoff (September 2, 2024; Week 256, 5 years)
« AEs were ascribed to the assigned treatment at the time of the event

— When a patient had multiple events of the same type, the patient was counted only once

« Safety data were reported as exposure-adjusted incidence rate (EAIR)/100 person-years (PY) and calculated
as 100 * (number of patients with an AE) / (total exposure time for all patients at risk [time to initial AE
occurrence for patients with AE + total exposure time for patients without AE])

» |n addition to observed values, two additional methods of imputation for missing data were used as
sensitivity analyses for efficacy

— Treatment failure rules (TFR)'%: patients who discontinued treatment due to lack of efficacy or
worsening of psoriasis were imputed as nonresponders; all other missing data were not imputed

— Modified nonresponder imputation (mNRI)'?: patients who either discontinued prior to Week 256
or reached Week 256 were included; patients with missing data who discontinued treatment due to
worsening of psoriasis were imputed as nonresponders; all other missing data were imputed by
multiple imputation

Patients

+ Baseline patient demographics and clinical characteristics for the safety and efficacy populations are
presented in Table 1

Table 1. Baseline patient demographics and clinical characteristics

Patients who received
21 dose of deucravacitinib

Patients who received
continuous deucravacitinib

Parameter (efficacy population, n = 513)

(safety population, n = 1519)

Efficacy
» PAS| 75 (Figure 3), PASI 90 (Figure 4), and sPGA 0/1 (Figure 5) response rates were maintained from

Week 52 (beginning of the POETYK LTE trial) through 5 years

Figure 3. PASI 75 response rates in the efficacy population
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*TFR analysis captures discontinuations coded as “lack of efficacy.” "For mHRI analyses, if there were no missing data (ie, no imputed values in the dataset), 95% Cl was
obtained using the Clopper-Pearson method based on the observed data. “Data callouts represent the response rate (95% CI).
Cl, confidence interval; LTE, long-term extension; mNRI, modified nonresponder imputation; PASI 75, 275% reduction from baseline in Psoriasis Area and Severity Index;

Figure 7. PGA-F 0/1 response rates in patients with moderate to severe fingernail psoriasis
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"TFR analysis captures discontinuations coded as "lack of efficacy. " "For mMNRI analyses, if there were no missing data {ie, no imputed values in the dataset), 93% Cl was
obtained using the Clopper-Pearsan method based on the observed data. <Data callouts represent the response rate (95% Cl).

Cl, confidence interval; LTE, long-term extension; mMRI, medified nenresponder imputation; PGA-F 051, Physician Global Assessment-Fingernail score of 0 (clear) or

1 {almast clear); TFR, treatment failure rules.

TFR, treatment failure rules.

Figure 4. PASI 90 response rates in the efficacy population

Age, mean (SD), y 46.6 (13.4) 46.9 (13.3)
Weight, mean (SD), kg 90.6 (21.6) 89.9 (22.2)
Body mass index, mean (SD), kg/m’ 30.5 (6.8) 30.3 (7.0)
Female, n (%) 493 (32.5) 159 (31.0)
Race, n (%)

White 1325 (87.2) 440 (85.8)

Asian 133 (10.1) 64 (12.5)

Black or African American 23 (1.5) 5 (1.0)

Other 18 (1.2) 4(0.8)
Disease duration, mean (SD), y 18.7 (12.7) 18.8 (12.6)
PASI, mean (SD) 21.1 (8.1) 21.1 (7.9)
sPGA score, n (%)

3 (moderate) 1211 (79.7) 401 (78.2)

4 (severe) 308 (20.3) 112 (21.8)
BSA involvement, mean (5D), % 26.2 (15.8) 26.9 (15.8)
PSSD total score, mean (SD) 52.9 (23.5)
DLQI, mean (SD) 11.8 (6.6)

B3A, body surface area; DL, Dermatology Life Quality Index; PASI, Psoriasis Area and Severity Index; PS50, Psoriasis Symptoms and Signs Diary; 50, standard deviation;
sPGA, static Physician Global Assessment.

Overall safety
+ A cumulative safety summary is presented in Table 2
+ Incidence rates of AEs (EAIR = n/100 PY) decreased from 1 year to 5 years
— The most common AEs continued to be nasopharyngitis and upper respiratory tract infections

— The data cutoffs for Year 1 of the POETYK PS0-1 and PS0-2 trials were October 15, 2020, and December 22,
2020, respectively; the peak of the global COVID-19 pandemic occurred during the first 2 years of the
POETYK LTE trial, contributing to the higher COVID-19 rate seen through Year 5 compared with Year 1

— COVID-19 rates with deucravacitinib treatment did not reflect an increased risk when compared with
contemporaneous reference populations'™

Table 2. Cumulative safety summary through 1 year and 5 years (as-treated population)

Cumulative through 1 year
(POETYK PSO-1 + PSD-2)

Cumulative through 5 years®
(POETYK PSO-1 + PSO-2 + LTE)

Deucravacitinib (n = 1519)

Deucravacitinib (n = 1364)
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“TFR analysis captures discontinuations coded as "lack of efficacy.” *For mMRI analyses, if there were no missing data {ie, no imputed values in the dataset) or if all observed
values were identical and could not be imputed (Weeks 1 and 2}, 95% Cl was obtained using the Clopper-Pearson method based on the observed data. =Data callouts represent
the response rate (95% CI).

Cl, confidence interval; LTE, long-term extension; mNRI, modified nonresponder imputation; PASI 90, =%0% reduction from baseline in Psoriasis Area and Severity Index;
TFR, treatment failure rules.

Figure 5. sPGA 0/1 response rates in the efficacy population

Total PY = 969.0 Total PY = 5046.7
1-Year cumulative EAIR/100 PY 5-Year cumulative EAIR/100 PY
AE category n (%) (95% Cl) n (%) (95% ClI)
AEs 995 (72.9) 229.2 (215.4-243.9) 1315 (86.6) 127.4 (120.6-134.5)
Serious AEs 55 (4.0) 5.7 (4.4-7.4) 235 (15.5) 5.1 (4.4-5.8)
Discontinued treatment
due to A 43 (3.2) 4.4 (3.3-5.9) 106 (7.0) 2.1 (1.7-2.5)
Deaths 2 (0.1)F 0.2 (0.1-0.8) 11 (0.7)° 0.2 (0.1-0.4)
Most common AEs
(EAIR 25/100 PY)
Nasopharyngitis 229 (16.8) 26.1(23.0-29.8) 363 (23.9) 9.1 (8.2-10.1)
Upper respiratory i i
tract infection 124 (9.1) 13.4 (11.3-16.0) 258 (17.0) 5.8 (5.1-6.6)
Headache 80 (5.9) 8.5 (6.8-10.5) 124 (8.2) 2.6 (2.2-3.1)
Diarrhea 69 (5.1) 7.3 (5.7-9.2) 102 (6.7) 2.1 (1.7-2.6)
Arthralgia 55 (4.0) 5.7 (4.4-7.4) 126 (8.3) 2.7 (2.2-3.2)
CovID-19¢ 5 (0.4) 0.5 (0.2-1.2) 352 (23.2) 8.2 (7.4-9.1)

Mat all patients were receiving deucravacitinib & mg QD continuously throughout this period. Total PY corresponds to the total exposure time to deucravacitinib during the
indicated time period. "This represents the pooled patient population of POETYK PS0-1 and P530-1 (Weeks 0-52). "This represents the pooled POETYK P20-1, P50-2, and LTE
population through the data cutoff (September 2, 2024). “In POETYK PSO-1 and P50-2 through 1 year, 1 patient discontinued deucravacitinib after 4 days of treatment due to
prohibited medication (leflunomide) and died 9 days later reportedly due to heart failure and sepsis, with no medical records available. Another death occurred between
Weeks 16 and 52 and was due to hepatocellular carcinoma in a patient with a history of hepatitis C wirus infection and liver cirrhosis. Both deaths were considered unrelated
to treatment by the investigator. JAfter Week 52, 7 deaths were due to COVID-19 {all in patients with risk factors for severe disease; 2 deaths were considered related to
treatment and the other 5 deaths were considered unrelated to treatment by the investigator). One patient with cardiovascular risk factors died due to a ruptured aortic
aneurysm, which was considered not related to treatment by the investigator. One patient with a history of type 2 diabetes mellitus with neurcpathy, hypertension, and
hypercholesterolemia died due to sudden death of unknown cause, which was not considered related to treatment by the investigator. *POETYK P50-1, PSO-2, and LTE trials
were conducted during the COVID-19 pandemic.

AE, adverse event; Cl, confidence interval; EAIR, exposure-adjusted incidence rate; LTE, long-term extension; PY, person-years; QD, once daily.

Patient population: efficacy

« Of the 513 patients in the efficacy population who received deucravacitinib from Day 1 and entered the
POETYK LTE trial, 207 (40.4%) discontinued before Week 256 (Figure 2):

— 16 (3.1%) due to lack of efficacy and 25 (4.9%) due to AEs

— Common reasons for discontinuation were: withdrawal by patient (60 [11.7%]); “other” miscellaneous
causes as described by patients (46 [9.0%]); and site/study terminated by the sponsor (27 [5.3%])

+ As of the data cutoff date, 28 (5.5%) patients were receiving deucravacitinib in the POETYK LTE trial but
had not yet reached Week 256 (Figure 2)

Figure 2. End of treatment summary in the POETYK LTE trial (efficacy population)
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“TFR analysis captures discontinuations coded as "lack of efficacy.” *For mMRI analyses, if there were no missing data {ie, no imputed values in the dataset) or if all observed
values were identical and could not be imputed (Weeks 1 and 2}, 95% Cl was obtained using the Clopper-Pearson method based on the observed data. “Data callouts represent
the response rate (95% CI).

Cl, confidence interval; LTE, long-term extension; mMRI, modified nonresponder imputation; sPGA 0/ 1, static Physician Global Assessment score of 0 (clear) or 1 {almost clear)
with a z2-paint improvement from baseline; TFR, treatment failure rules.

* |n patients with moderate to severe psoriasis in hard-to-treat areas (scalp and fingernail) at baseline,

improvements in scalp psoriasis, assessed by achievement of ss-PGA 0/1 (Figure 6), and in fingernail
psoriasis, assessed by achievement of PGA-F 0/1 (Figure 7), were maintained from Week 52 through 5 years

Figure 6. ss-PGA 0/1 response rates in patients with moderate to severe scalp psoriasis at baseline

Continuous deucravacitinib from Day 1 (efficacy set):
513 (100%)

Reasons for discontinuation:

— Discontinued (Week 256): 207 (40.4%)

Adverse event 25 (4.9%)
Death 2 (0.4%)
Did not reach Year 5 (Week 256): n = 29 Lack of efficacy 16 (3.1%)
« Completed and not reached Week 256: Lost to follow-up 20 (3.9%)

—» 1 {0.2%) Moncompliance with protocol 3 (0.6%)
« Ongoing and not reached Week 256: Pregnancy 6 (1.2%)

28 (5.5%) Site terminated by sponsor 4 (0.8%)

Study terminated by sponsor 23 (4.5%)

— Ongoing with missing Week 256 data: 2 (0.4%) g;;r;lrawal by patient Egé“[;‘g;

¥

Patients included in Year 5 (Week 156) efficacy analysis:
275 (54.0%)

"Patients include those with ongoing treatment as of September 2, 2024, who reached Week 156.
LTE, long-term extension.
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“TFR analysis captures discontinuations coded as “lack of efficacy.” "For mMRI analyses, if there were no missing data {ie, no imputed values in the dataset), 95% Cl was
obtained using the Clopper-Pearson method based on the observed data. -Data callouts represent the response rate (95% CI).

Cl, confidence interval; LTE, long-term extension; mMRI, modified nonresponder imputation; ss-PGA 01, scalp-specific Physician Global Assessment score of 0 (clear) or
1 {almost clear); TFR, treatment failure rules.

Conclusions

« Deucravacitinib demonstrated a consistent safety profile through 5 years with =5000 PY of exposure
and no increases in AE or serious AE rates over time or emergence of any new safety signals

» PASI 75, PASI 90, and sPGA 0/1 response rates were maintained through 5 years in over 500 patients
treated continuously with deucravacitinib from Day 1 in the parent trials

— Efficacy results were consistent regardless of imputation method, indicating the robustness of
the results

» Deucravacitinib improved psoriasis disease burden in the hard-to-treat areas of scalp and fingernail
psoriasis in patients with moderate to severe psoriasis in these areas at baseline; improvement was
maintained through 5 years of treatment

» These data support the long-term safety and durable efficacy profile through 5 years of treatment
with deucravacitinib, the first-in-class, allosteric TYK2 inhibitor treatment for psoriasis
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SYNOPSIS

B Treatments that lead to fast and substantial
acne clearance with minimal tolerability issues
are highly desirable and can increase patient
adherence'

B A three-pronged approach using a topical
antibiotic, topical retinoid, and benzoyl
peroxide (BPO) has been shown to be one of
the most effective treatments for acne, with

greater efficacy compared with monotherapy or

dual-combination products?, however, it is
unknown if triple-combination provides more
rapid improvement

B Clindamycin phosphate 1.2%/adapalene 0.15%/
BPO 3.1% (CAB) gel (Cabtreo®, Ortho
Dermatologics) is the only fixed-dose,
triple-combination topical approved for acne

B CAB gel has demonstrated efficacy and
favorable tolerability in phase 2 and phase 3
clinical trials®-

OBJECTIVE

B To evaluate the efficacy and safety of CAB gel
following 4 and 12 weeks of treatment vs
vehicle gel

METHODS

® Data were pooled from 4 double-blind,
12-week trials of participants with moderate to
severe acne (phase 2, NCT03170388 and
NCT04892706; phase 3, NCT04214639 and
NCT04214652)

¢ Participants were aged >9 years (>12 years in
NCT04892706)

¢ CeraVe® hydrating cleanser and CeraVe®
moisturizing lotion (LOréal, NY) were
provided as needed for optimal skin
moisturization/cleaning

B Pooled, post hoc analyses of all 4 studies were
conducted in participants randomized to
receive CAB or vehicle gel once daily

B Endpoints included least-squares (LS) mean
percent change from baseline in inflammatory
and noninflammatory lesion counts and
treatment success, defined as the percentage
of participants achieving >2-grade reduction
from baseline in the Evaluator’s Global Severity
Score (EGSS) and a score of O (clear) or 1
(almost clear)

B Treatment-emergent adverse events (TEAEs)
and cutaneous safety/tolerability were also
assessed

RESULTS
Participants FIGURE 1. Lesion Reductions (ITT Population, Pooled)
B A total of 1115 participants were included in this Inf] rorvles:
analysis (CAB, n=618; vehicle, n=497) eLEIEERy, iRy
Baseline Wk2  Wk4 Wk8 Wk12
B The mean age in both groups was 20 years; 0%
most participants were female (CAB, 61%; g,o\° Sl
vehicle, 58%) and White (CAB, 72%; vehicle, g &
71%) 9=
c W
: ;2 D8 -60%-
B At baseline, most participants had moderate “E’ : :
acne (EGSS=3; 88% and 90%) No -80%- i 769%
: -100% -
Efficacy >50% >75%
B At week 4, inflammatory lesions were reduced
by >50% in CAB-treated participants, with I taduction IL reduction
continued improvements to >75% reduction at at week4 ftmenkle
week 12, which was significantly greater than Noninflammatory lesions
vehicle (P<0.001, both; Figure 1) Baseline  Wk2  Wkd Wk Wk12
0%

¢ Significance vs vehicle was seen as early as

week 2 -20% -

\\\\\\\\\
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~~7.0/0
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e Similar trends were observed for
noninflammatory lesions (P<0.001, all)

B At week 12, over half (51.0%) of CAB-treated
participants achieved treatment success vs
18.3% of vehicle-treated participants (P<0.001); L >40% >70%
significant differences with CAB vs vehicle were
seen at week 4 (Figure 2)

-60% -

-80% - -71.8%

LS mean change
from baseline, %

® CAB gel (n=618)
® Vehicle gel (n=497)

NIL reduction
at week 12

NIL reduction
at week 4

B Representative images depicting acne
improvement in CAB-treated participants are
shown in Figure 3

**P<0.001 vs vehicle.
Multiple imputation (Markov Chain Monte Carlo) was used to impute missing data.

NIL, noninflammatory lesion.

Safety and Tolerability

B TEAEs were reported in 33% and 14% of
participants treated with CAB and vehicle,
respectively (19% and 2% deemed related to
treatment); most were deemed mild/moderate

FIGURE 2. Treatment Success? (ITT Population, Pooled)

15%

m CAB gel (n=61£2
» Vehicle gel (h=497)

* %%

51.0%

s, %

« 50%
¢ Discontinuations due to TEAEs were in 2.8%

and 0.4% of participants, respectively

Participant

B Application site pain was the only TEAE in >5%
of CAB-treated participants (11%) vs 0.4% with
vehicle

25%

B Transient increases in mean safety/tolerability 0%

: " - Week 4 Week 8 Week 12
scores for scaling, erythema, itching, stinging,

CAB, clindamycin phosphate 1.2%/adapalene 0.15%/benzoyl peroxide 3.1%; IL, inflammatory lesion; | TT, intent to treat; LS, least-squares;

***P<0,001 vs vehicle.
Multiple imputation (Markov Chain Monte Carlo) was used to impute missing data.

and burning with CAB generally resolved at/
near baseline levels by week 4; most instances

(clear) or 1 (almost clear).
CAB, clindamycin phosphate 1.2%/benzoyl peroxide 3.1%/adapalene 0.15%; ITT, intent to treat.

were mild to moderate in severity (Figure 4)

*Defined as the percentage of participants achieving 22-grade reduction from baseline in Evaluator’s Global Severity Score and a score of 0

FIGURE 3. Acne Improvements With CAB Gel

Baseline Week 4 Week 12 | Baseline Week 4 Week 12

Female - 10 y (Black; Non-Hispanic/Latino) Female - 16 y (White; Non-Hispanic/Latino)

1: almost clear - EGSS

EGSS 3: moderate 2: mild 3: moderate 2: mild 1: almost clear
Lesions IL: 31 —=  7(77%) —= 5(-84%)  Lesions IL: 59 T 25(-58%) — 7 (-49%)
NIL: 37 —= 13(-65%) — 9 (-76%) NIL: 43 —™ 22(-88%) — 8(-81%)

Female - 22 y (Black & White; Non-Hispanic/Latino) | Female - 22 y (Hispanic/Latino?)

EGSS 3: moderate 2: mild 1: almost clear - EGSS 4: severe 2: mild 1: almost clear
Lesions I 48 —  14(71%) — 2(-96%)  Lesions I 47 — 9(-81%) — 5(-89%)
NIL: 43 —™ 8(-81%) —™ 3(-93%) NIL: 82 —*™ 17 (79%) —™ 15 (-82%)

Individual results may vary.

Photographicimages © 2025. Courtesy of Ortho Dermatologics Study Investigators.

*Race unknown.

CAB, clindamycin phosphate 1.2%/benzoyl peroxide 3.1%/adapalene 0.15%; EGSS, Evaluator’s Global Severity Score; IL, inflammatory lesions; NIL, noninflammatory lesions.

FIGURE 4. Cutaneous Safety and Tolerability (Safety Population, Pooled)
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Assessments were scored using a 4-point scale (O=none, 1=mild, 2=moderate, and 3=severe). Investigators assessed scaling, erythema, hypopigmentation, and hyperpigmentation; there were no increases in mean score for
hypopigmentation or hyperpigmentation, so these data are not shown. Participants assessed itching, burning, and stinging.

N values: CAB at baseline, n=613; CAB at week 12, n=540 or 541: vehicle at baseline, n=495; vehicle at week 12, n=436 or 437.

BL, baseline; CAB, clindamycin phosphate 1.2%/adapalene 0.15%/benzoyl peroxide 3.1%.

CONCLUSIONS

B Fixed-dose, triple-combination
CAB gel was well tolerated, with
rapid therapeutic effects

¢ Inflammatory acne lesion

reductions with CAB were
>50% by week 4 and >75% by
week 12

e Over half of participants (51%)
achieved treatment success by
week 12, with 11% achieving
success by week 4

B While extended topical acne
treatment is often needed to
achieve clear skin, the fast-acting
efficacy of the only approved
triple-combination product for
acne—coupled with its once-daily
dosing and tolerability—may
positively impact patient
satisfaction and treatment
adherence
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A Case Report of Clindamycin Phosphate 1.2%/Adapalene 0.15%/Benzoyl Peroxide
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SYNOPSIS

B Janus kinase inhibitors (JAKi)—developed to treat
inflammatory and immune-mediated diseases—have
shown an increased risk of acne development,
especially when used to treat dermatologic
conditions'*

B While JAKi-induced acne has similar clinical
characteristics to both acne vulgaris (AV) and
acneiform lesions, with predominantly inflammatory
lesions, there are no treatment guidelines'>

B Some of the most efficacious treatments for AV are
oral isotretinoin monotherapy and triple combinations
that include benzoyl peroxide (BPO), a topical retinoid,
and an oral/topical antibiotic®

B Fixed-dose, triple-combination clindamycin phosphate
1.2%/adapalene 0.15%/BPO 3.1% (CAB; Cabtreo®;
Ortho Dermatologics) gel has demonstrated good
efficacy, safety, and tolerability in phase 2 and 3 clinical
trials of participants with moderate to severe AV~

OBJECTIVE

B To show a case report that highlights the possible
utility of once-daily CAB gel treatment for JAKi-
induced acne

RESULTS

B A 15-year-old female patient was administered the oral
JAKI upadacitinib (15 mg daily, titrated up to 30 mg
daily) for 16 weeks to treat atopic dermatitis (AD)

e The patient’s AD had inadequately responded to
prior treatment with dupilumab for 16 weeks (dosage
per US labeling; Figure 1)

FIGURE 1. Patient Treatment Timeline

Female (aged 15y)
with atopic dermatitis

I.

16 weeks

I 16 weeks -

Dupilumab
N RS Clahalas
S

Dosage per US labeling

¢ Patient inadequately * Patient responded to JAKi ~20 weeks > upadacitinib and
responded to treatment treatment for AD CAB gel treatment

for 2D ldid necachisve . e Substantial wosening of acne CAB |
Eczema Area and Severity Gl AR s ge

Index reduction of 75%) Dosage per US labeling

e Patient continued to
respond to treatment for AD

v
. e Substantial improvement of
Photosin | achew ith CAB gel

Figure 2

Photos in
Figure 3

v

Photos in
Figure 4

AD, atopic dermatitis; CAB, clindamycin phosphate 1.2%/adapalene 0.15%/benzoyl
peroxide 3.1%; JAKi, Janus kinase inhibitor.

FIGURE 2. Atopic Dermatitis of the Neckand FIGURE 3. Moderate to Severe Facial Acne
Mild Facial Acne Prior to JAKi Treatment Following JAKi Treatment
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Scaling atopic dermatitis rash on the right neck and mild acne comedones on the
right cheek prior to upadacitinib treatment.
JAKI, Janus kinase inhibitor.

Facial acne lesions following 16 weeks of treatment with oral upadacitinib 15 mg or

: : . : 30 mg once daily (prior to initiation of CAB gel).
m Prior to JAKi treatment, the patient had mild CAB, clindamycin phosphate 1.2%/adapalene 0.15%/benzoyl peroxide 3.1%; JAKi,

preexisting comedonal and inflammatory facial AV, with ~ Januskinase inhibitor
a few 1- to 2-mm closed comedones or pink papules,

orimarily on the cheeks and forehead {Figure 2) B The patient applied CAB gel to the face once daily for

approximately 20 weeks without any other acne

B Her acne worsened over the first few months of JAKi treatments
treatment to moderate/severe inflammatory acne
(Figure 3) m CAB treatment provided substantial improvements in

, without ad ffects (Fi 4
* Larger 2- to 9-mm, pink to red inflammatory papules SIS, SHOLIERS. ISV BTt g &

were observed on the forehead and cheeks, many

, , , e The patient’s acne severity went from moderate/
with prominent pustule formation

severe to mild/almost clear, with no significant acne-

e The patient also had acne-induced erythema and induced sequelae (scarring, postinflammatory
postinflammatory hyperpigmentation hyperpigmentation, or erythema)
CONCLUSIONS

m JAKi treatment was highly effective in controlling this patient’s AD when
dupilumab could not, making successful acne treatment important for sustaining
effective AD therapy

B Treatment guidelines for the management of AV often recommend oral drugs,
such as isotretinoin, for patients with moderate to severe acne™

e Similar recommendations for oral isotretinoin were suggested in a letter to the
editor on the management of severe JAKi-induced acne?

B This case presented here, however, demonstrates that topical CAB gel can treat
moderate to severe JAKi-induced inflammatory acne

FIGURE 4. Following CAB Gel Treatment:
Mild to Almost Clear Facial Acne

Facial acne lesions following 5 months of once-daily treatment with CAB gel while
maintaining upadacitinib therapy.
CAB, clindamycin phosphate 1.2%/adapalene 0.15%/benzoyl peroxide 3.1%

B The patient continues treatment with both CAB and a
reduced dose of upadacitinib (15 mg) once daily
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OBJECTIVE

p Toevaluate e long-tarm eficacy and safety of 3 years af cantinuous

reaimen! of lebnkizumas, with or witkawt TGS, in respondeans® {ram
ADvocatet&2 (NCTO41265363; NCTOA1TE36T) and ADbep

(NCTOMZS0BITY aneolled inka the sxtension siudy ADjain (NCTO4352154)
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CONCLUSIONS

a Efficacy outcames were maintaned thraugh 3 years of confinuous

lebrikizumab treatment, with or withawt TCS, in Week 16 responders n bath
the lebrkizumalbs 260 mg QW and C2W dose ragimens, with mos? patienls

midintdining clear or Amos? chear skin &% assessad by 14 (0,1)

Additionally, most patients mantaned EAS] 75 and EASI 90 thraugh
A yaars al conbiruous lebnkizumad far bath doss regmens

m Most patients dd not require rescue therapy with continuaus lebrkizumab
reaimenl

m The salety profile of lebrktumab in ADjain was conselent with thal
chseryed in ADvocaba1&2, ADkare, and ofher kbakmimab studies in

patients with maderate-ta-severs AD
Rates of acdverse avenbs did nol Rcrass gear fime

m These long-berm J-year data demonsirabe that kebnkumab prosdes

dsease contral over ime, and balps inlorm clnical praclics ina chnnic
and relapsing des s

Elevate-Derm Summer Conference, Park Crty, Utah, USA;
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KEY RESULTS

IGA {0,1) Response Rates* Were Maintainad in Patients
Receving Lebnkizumab Q4w and G2W Through 132 Weeks
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Methods
Cutcomes

a kaimeranos of responde for
— Pan, (0,75 On Wesk 18 nesponders achieving KA [0,1] ot Week ©6 of panent Study)
— EAE!TE [In Week 16 responders achieeing EAS TE ol Week 1€ of parend sludy)
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ke FramibEsnMdiomae L] gl ela=rseragmil aimirarbisw oowmmiem=Feli b e ES L i remg
Lwrmia el L FRE o =g Al e ed s are dlrmniarimasg

statistical Analyses and Assessment
B Analyss populadon

- ootfed inenro-ieet papwhetiont: ADswocaie 83 — ADjoin Lebrisumab
respondrs® wha were mndomized 1o febdzumab 250 mg G4 ar bk umak

200 mg SIW af Weok 18, and enrcled inio DN win T Same dose reglmen al
Wik &l

~ Mootfed menMo-imet popwation; ADhene — aljon LI'.'|:|"|IIJI1.IrI1=!|rL-5|!E-I1I:III'.'E_.
In ADhEne who were randomized o ebrkzumal 200 mg Q4 or leh

50 mg SIW and enrod ad (nto ADjon al Weak 168
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Icotrokinra, a Targeted Oral Peptide That Selectively Blocks the Interleukin-23—Receptor, for the
Treatment of Moderate-to-Severe Plaque Psoriasis: Results Through Week 24 of the Phase 3,

Randomized, Double-blind, Placebo-Controlled ICONIC-LEAD Trial
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Background

)
é

peptide that:

high-level efficacy with a favorable safety profile

Icotrokinra (ICO) is a first-in-class, targeted oral

— Selectively binds the interleukin (IL)-23

receptor and inhibits I.-23 pathway signaling'

Targeted

Peptide
(IL-23Ri)

— Demonstrated significant skin clearance and no

safety signals through 1 year in Phase 2 PsO

studies??

— Is being evaluated in Phase 3 studies in adults

and adolescents with moderate-to-severe

plaque PsO (ICONIC-LEAD)

Objectives

2

o Patients with moderate-to-severe plague psoriasis (PsO) are generally
limited to injectable therapies to achieve

Icotrokinra Blocks IL-23
From Binding to its Receptor

IL-23R"* Cell

IL-12RB1

Selectively Inhibits
IL-23 Signaling

Inhibits IL-17A, IL-17F, IL-22,

and IFNy Production

IFN=Interferon, IL-12RB1=Interleukin-12
receptor beta 1, IL-17A=Interleukin-17A,
IL-17F=Interleukin-17F, IL-22=Interleukin-22,
23=Interleukin-23, IL-23R=Interleukin-23
receptor, IL-23Ri=Interleukin-23 receptor

inhibitor

Here we report key clinical and patient-reported outcomes (PROs) and
safety-related findings from the pivotal ICONIC-LEAD study through Week (W) 24

ICONIC-LEAD study design

Moderate-to-severe plaque PsO (N=684)
Key inclusion criteria

e 212 years

o Plaque PsO for 226 weeks

o Body surface area (BSA) >10%, Psoriasis Area and Severity Index (PASI) score
>12, and Investigator’s Global Assessment (IGA) score >3

o Candidate for phototherapy or systemic treatment for plague PsO

Endpoints

Co-primary endpoints:
« IGAO/1atW16

o PASI90 at W16

Key secondary endpoints:
o Clinical outcomes (PASI 75/90/100, IGA 0) at W4, W8, and/or W16

o« PROs (>4-point improvement from baseline in Psoriasis Symptom and
Sign Diary [PSSD] Itch, PSSD Symptom 0) at W4, W8, and/or W16

« Scalp PsO (scalp-specific [ss]-IGA 0/1) at W16

Participants with the following intercurrent events were considered as nonresponders: discontinued study drug due to a lack of effiacy

Final
PBO-controlled Randomized withdrawal and retreatment Open-label safety
WO0-W16 W24-W52 W52-W156 follow-up

||
PASI 75 or IGA O/1responders

ICO 200 mg QD
(R) ICO 200 mg QD
PBO

s 1C0 200 mg QD (N=412)

Adults
(N=618)
®— PASI 75 and IGA O/1 nonresponders

BN pBO (N=206) ICO 200 mg QD

Adolescents

WSO |0 200 mg QD (N=44)
Y Bamd PBO (N=22) ICO 200 mg QD

I I | | | | I I I | Wy | |
I | I | | I | I I I 4 I |

L
[
Week 0 2 4 8 12 16 20 24 28 32 36 44 52 148 156 160

1 1 1

Co-primary Current Secondary
endpoints analysis endpoints

or AE of worsening PsO or initiated prohibited medication that could impact PsO. After accounting for these intercurrent events, nonresponder imputation was applied to participants with missing data.

AE=Adverse event, ICO=Icotrokinra, IGA 0/1=Investigator's Global Assessment score of 0 (clear)/1 (almost-clear) and a >2-grade improvement, PASI 75/90/100=Reduction from baseline of 75%/90%/100% in the Psoriasis Area and Severity Index score, PBO=Placebo, PsO=Psoriasis, PSSD=Psoriasis Symptom and Sign Diary, QD=0nce daily,
R=Randomization, ss-IGA=Scalp-specific Investigator’s Global Assessment, ss-IGA 0/1=ss-IGA score of O (clear)/1 (almost clear) and a >2-grade improvement from baseline, W=Week

Results

Baseline characteristics were similar between groups

e Overall, 5% of participants (ICO: 4%,; placebo [PBO]: 6%) discontinued prior to W16°

Baseline characteristics

Demographic characteristics
Age, year, mean (SD)

Adolescent cohort, year

BMI, kg/m?, mean (SD)°
Disease characteristics

Psoriasis disease duration, year, mean (SD)

% BSA with PsO, mean (SD)
(o]

)

IGA score
Moderate (3)

Severe (4)
PASI (0—72), mean (SD)
PsO involving the scalp area
ss-IGA score*
Moderate (3)
Severe (4)
Prior treatment for PsO

Phototherapy (PUVA and UVB)

Systemic therapy*
Biologic therapy*

2Among the participants who discontinued prior to W16 (ICO: n=19 [4%]; PBO: n=14 [6%]), the most common reasons for discontinuation were withdrawal by participant in the ICO group (n=8 [2%]) and lack of efficacy in
the PBO group (n=8 [4%)]). ®ICO: N=455; PBO: N=227. <ICO: N=451; PBO: N=227. ‘Conventional nonbiologic systemics, novel nonbiologic systemics, 1,25-vitamin D3 and analogues, phototherapy, and biologics. ¢Adalimumab,

ICO 200 mg QD

(N=456)

42.4 (16.3)
15.0 (1.8)

64%
72%

29.2 (6.9)

17.3 (13.9)
24.6 (14.3)

75%
25%

19.4 (7.1)

59%
17%

30%
72%
32%

ICO demonstrated early separation from PBO; rates of clear/almost clear skin increased

W24

through ICO demonstrated signi

IGA 0/1 PASI 90 PASI 75
100 100 100
- [ [y 81%
o o (&] (& ]
R 80 *kk 74% 32 80 32 80
3 3 65% 8
7] [77] [77]
: P '
& °97 2 & 607 /70%
43.2 (16.6) : Jon :
15.0 (1.5) & o } g 20 /
c ,’ c c /
68% /
2 20- 2 2 204
72% g g g
29.3 (7.0) . .
| 1 1 I 1
0 2 4 8 12 16 20 24 0 2 4 8 12 16 20 24 0 2 4 8 12 16 20 24
Week Week Week
—@— PBO (N=228) —ll— ICO (N=456) —-&— PBO-ICO (N=213)
1 6 * 6 ( 12 7) ** =x*Multiplicity-adjusted P<0.01, P<0.001 vs PBQ*
27.1 (162) 9P values were calculated based on Cochran-Mantel-Haenszel chi-square test stratified by age group, baseline weight category (adults only), and geographic region, if applicable. CI=Confidence interval, ICO=Icotrokinra,
IGA=Investigator's Global Assessment, IGA 0/1=IGA score of O (clear)/1 (almost clear) and a >2-grade improvement, PASI=Psoriasis Area Severity Index, PASI 75/90=Reduction from baseline of 75%/90% in the PASI score, Adverse eve nt (AE) rate
PBO=Placebo
o e . . e Through W24 of ICO treatme
76% ICO demonstrated significantly higher rates of complete skin clearance vs PBO .
signal emerged
24% ) . :
e |CO showed separation from PBO as early as WS8; rates of complete skin clearance increased through W24
20.8 (8.1)
=~ 100 — PASI 100 =~ 100 — IGAO
(&) o
X X
e} o)
@ 80— 2 80+
[72) [72]
o 2 60 2 60 - 46% Safety through W16
51% a0
. & 404 2 404 o
22% c c ’ Mean weeks of follow-up
0 14% 9
£ 20 v 20 H
=} =]
3 3 Any AE
& o0 — a0 n
29% 0 2 4 8 12 16 20 24 0 2 4 8 12 16 20 24 y
o Week Week
71% —®— PBO (N=228) —Jll— ICO (N=456) —-#— PBO-ICO (N=213) Most common AEs (25%)
37% ***Multiplicity-adjusted P<0.001vs PBO?

7P values were calculated based on Cochran-Mantel-Haenszel chi

alefacept, briakinumab, brodalumab, certolizumab pegol, efalizumab, etanercept, guselkumab, infliximab, ixekizumab, natalizumab, risankizumab, secukinumab, tildrakizumab, and ustekinumab. BMI=Body mass index,
BSA=Body surface area, ICO=Icotrokinra, IGA=Investigator's Global Assessment, PASI=Psoriasis Area and Severity Index, PBO=Placebo, PsO=Psoriasis, PUVA=Psoralen plus ultraviolet A, QD=Once daily, SD=Standard

deviation, ss-IGA=Scalp-specific Investigator's Global Assessment, UVB=Ultraviolet B, W=Week

ICO demonstrated significantly higher rates of IGA 0/1 and PASI 90 vs PBO at W16 (co-primary

endpoints)
IGA 0/1
100 —
= A 56.4% (50.4, 61.7)
X 80- I |
2 65%
0
£
.g_ 60 —
0
t
2 40-
[=]
5
S 20 8%
(=]
&
0 -
ICO PBO

***P<0.001vs PBO®

°P values were calculated based on Cochran-Mantel-Haenszel chi-square test stratified by age group, baseline weight category (adults only), and geographic region. Cl=Confidence interval, ICO=Icotrokinra,
IGA=Investigator's Global Assessment, IGA 0/1=IGA score of 0 (clear)/1 (almost clear) and a >2-grade improvement, PASI=Psoriasis Area Severity Index, PASI 90=Reduction from baseline of 90% in the PASI score,

PBO=Placebo

B 1CO (N=456)

100 —
o
(=]

S 80 —
2
»
=t
s

.Q_ 60 ]
S
o
2
°
c
=)
T

3 20 —
o
S
o

O -

I PBO (N=228)

IGA=Investigator's Global Assessment, IGA 0=IGA score of O (clear) and a >2-grade improvement, PASI=Psoriasis Area Severity Index, PASI 100=Reduction from baseline of 100% in the PASI score, PBO=Placebo

-square test stratified by age group, baseline weight category (adults only), and geographic region. Cl=Confidence interval, ICO=Icotrokinra,

Nasopharyngitis

Upper respiratory tract infection

Significantly higher proportions of ICO- vs PBO-treated participants reported meaningful

. . . SAE?
Improvements In PsO itch
e |CO demonstrated early separation from PBO on improving itch and resolving symptoms; response rates increased through Infection
PASI 90 w24
24-point improvement from PSSD Symptom 0 Serious infection
5 100 — baseline in PSSD Itch? 5 100 o
5 32 o . o o
A 45.1% (39.5, 50.4) 2 e 79% . AE leading to discontinuation®
% S 60 - 7 209 o . .
>0 S E/ 0% S Gastrointestinal AE
® ’ @
o 40 - o
5 E -
5§ . 5 Active TB
5 5
g' g' I‘ c
4% e | 2 Malignancy
0 2 4 8 12 16 20 24
ICO PBO Week Week

—®— PBO (N=176) —ili—ICO (N=350) —A~ PBO-ICO (N=166)

**’ ***MUItIpIICIty-adeSted P<O‘O1 , P<0.001 \E PBOI’

2Among participants with a baseline PSSD Itch score 24 or PSSD Sy

and geographic region, if applicable. Fisher's exact test was used for PSSD Symptom 0 at Week 8. Cl=Confidence interval, ICO=Icotrokinra, PSSD=Psoriasis Symptom and Sign Diary, PBO=Placebo

- PBO (N=208) —l— ICO (N=408) —A— PBO-ICO (N=194) ®SAEs through W16 included acute cholecystitis, concu

bacterial gastroenteritis (serious infection), arthralgia, and subarachnoid hemorrhage in the ICO group. PAEs leading to discontinuation through W16 included blood glucose increased in the PBO group; and
adenocarcinoma of the colon, prostate cancer, hypertriglyceridemia, subarachnoid hemorrhage, erectile dysfunction, and psoriasis in the ICO group. ‘Malignancies reported were adenocarcinoma of the colon (n=1in a
participant who had a history of smoking; the participant reported mild gastroenteritis during screening, and severe colitis starting on study day 7, and severe ileus on day 14 leading up to the diagnosis of grade 3
adenocarcinoma of the colon on day 19) and prostate cancer (n=1 in a 62-year-old male, former smoker [30 pack years], with a family history [brother] of prostate cancer, and an elevated prostate-specific antigen level

mptom score >0. °P values were calculated based on Cochran-Mantel-Haenszel chi-square test stratified by age group, baseline weight category (adults only),

prior to baseline was diagnosed with grade 1 prostate
TB=Tuberculosis, W=Week

aAmong participants with a baseline ss-IGA score >2. °P values were calculated based on Cochran-Mantel-Haenszel chi-square test stratified by age group, baseline weight category (adults only), and
geographic region. Cl=Confidence interval, ICO=Icotrokinra, PBO=Placebo, ss-IGA=Scalp-specific Investigator's Global Assessment

Key Takeaways

In ICONIC-LEAD, among the first pivotal
trials evaluating the novel targeted oral
peptide ICO in adults and adolescents with
moderate-to-severe plaque PsO:

v ICO demonstrated significantly higher
rates of clear/almost clear skin and
scalp disease and PsO symptom

relief than PBO at W16

ICO demonstrated separation from PBO
as early as W4, with increasing response
rates through W24

Vv Rates of AEs were similar between the
ICO and PBO groups

V' No safety signal was identified
through W24

ficantly higher rates of clear/almost clear scalp PsO vs PBO

ss-IGA 0/1°
100 —

80 —
60 —
40 —

20

15%
I I

1 1
0 2 4 8 12 16 20 24
Week
—l— ICO (N=405)

Proportion of participants (95% CI)

—®— PBO (N=200) —-A— PBO-ICO (N=186)

***Multiplicity-adjusted P<0.001vs PBO®

s were generally similar between groups through W16

nt, the most commonly reported AEs were similar to those observed through W16 and no safety

ICO 200 mg QD

(N=456)

15.9 15.8

225 (49%) 112 (49%)

31 (7%) 15 (7%)
30 (7%) 16 (7%)
6 (1%) 6 (3%)
107 (23%) 51 (22%)
1 (<1%) 0
6 (1%) 1 (<1%)
26 (6%) 13 (6%)
0 0
2 (<1%) 0

ssion, craniofacial fracture, pelvic fracture, psoriasis, and hypertensive urgency in the PBO group; and adenocarcinoma of the colon, prostate cancer, pancreatitis,

cancer on study day 48 following a positive biopsy). AE=Adverse event, ICO=Icotrokinra, PBO=Placebo, QD=0Once daily, SAE=Serious adverse event,
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Key Takeaways

At W24 of the ongoing Phase 3b APEX
study of GUS, a dual-acting selective IL-23i
for PsA, the Q4W & Q8W regimens

demonstrated:

v Significantly higher ACR20 response
rates vs PBO
v Significantly lower rates of radiographic

IL-23 Receptor
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Background APEX Study Design
O Psoriatic arthritis (PsA), a chronic, heterogeneous, inflammatory disease affecting joints @ i 'L_'% h Inclusion Criteria BAI;QSI? | Blinded Safety F/U | LTE Safety
and skin, can substantially impact health-related quality of life"’ : e v Biologic-naive Screen Blinded PBO-Controlled Treatment LTE Active Treatment F/U
; | | | | | |
. Structural damage resulting from chronic inflammation leads to poorer outcomes3 it Gusalimabpotsy Y Agezl8years | .
blocks IL-23 signaling v' Active PsA =6 months (despite prior
CSOMARD,apremilast, NSAD); | ((aa 1 T S, »

selectively inhibits the interleukin (IL)-23p19 subunit*

ﬁr' Guselkumab (GUS) is a fully human, dual-acting, monoclonal antibody that

o Indicated to treat moderate-to-severe plaque psoriasis (PsO), active PsA, and

moderately-to-severely active Crohn’s disease and ulcerative colitis®

In DISCOVER-2, biologic-naive participants (pts) with active PsA receiving GUS every 4
weeks (Q4W) exhibited significantly less radiographic progression vs placebo (PBO); the

lower rate of radiographic progression seen with GUS every
8 weeks (Q8W) vs PBO did not reach statistical significance®

Objectives

2

on clinical and radiographic progression outcomes

in pts with active PsA

Report findings through Week (W) 24 of the ongoing Phase 3b, randomized, double-blind,
placebo-controlled APEX study (NCT04882098), intended to further evaluate GUS effects

'STATS  STAT4

IL-23R* Cell
Dual-acting IL-23 Inhibitor

Guselkumab
binds CD64 and
captures IL-23

at its source

CD64
Receptor @

IL-23 Producing
Myeloid Cell

CASPAR criteria met

v 23 SJC; 23 TJC; CRP 0.3 mg/dL

v’ 22 erosive joints on hand/foot
radiographs

v" Active plaque PsO (=1 PsO plaque
>2 cm and/or nail PsO)

Multiplicity-Controlled Endpoints
o Primary: ACR20 response at W24

« Major Secondary: Mean change in total

PsA-modified vdH-S score at W24

Week | : : : : | 7/ F : |
-6 0 16 24 48 60 156 168 : e Clivnal H
Epb o Bl dod Final e function vs PBO; Simila AE profile for GUS
(GUS Q4W vs PBO; Safety Visit® Safety Visit®

GUS Q8W vs PBO)

Current Analysis

progression (A GUS vs PBO = -0.80)

Consistent effects on erosion & JSN

scores

v Higher proportion of pts with no
progression of structural damage
vs PBO

v Higher rates of ACR50, ACR70, PASI 90
& greater improvement in physical

and PBO; No new GUS safety signal

« Modified full analysis set (mFAS): All randomized pts excluding those from Ukraine sites rendered

unable to support key study operations due to major disruptions; employed as the main efficacy analysis

set (N=1020)

« Safety analysis set: All pts who received 21 administration of any study intervention (N=1054)

GUS is the only selective IL-23i to
demonstrate significant inhibition of

3PBO SC W8 then Q8W through W48 administered to maintain blinding. °EE if <20% improvement from BL in both TICand SJC at W16. EE pts may initiate/increase dose permitted medication up to the maximum dose, at the investigator’s discretion. Final safety visit for

those who do not enter LTE. “Final safety visit for those who entered LTE. ACR=American College of Rheumatology, BL=Baseline, CASPAR=CIASsification criteria for Psoriatic ARthritis, CRP=C-reactive protein, csDMARD=Conventional synthetic disease-modifying antirheumatic
drug, EE=Early escape, F/U=Follow-up, GUS=Guselkumab, LTE=Long-term extension, NSAID=Nonsteroidal anti-inflammatory drug, PBO=Placebo, PE=Primary endpoint, PsA=Psoriatic arthritis, PsO=Plaque psoriasis, Pts=Participants, Q4W=Every 4 weeks, Q8W=Every 8 weeks,

R=Randomization, SC=Subcutaneous, SJIC=Swollen joint count, TIC=Tender joint count, vdH-S=van der Heijde-Sharp, W=Week

structural damage progression

Results

Characteristics of APEX pts with active and erosive PsA were

comparable across groups

« Background PsA medication use and treatment completion through W24 (96-97%)
were consistent across treatment groups

Baseline Demographics

Age, years

Male

Weight, kg

BMI, kg/m?

PsA Characteristics

PsA disease duration, years

SJC [0-66]°

TJC [0-68]°

HAQ-DI [0-3]

CRP, mg/dL?

Enthesitis / Dactylitis

Mean LEI [1-6] / DSS [1-60]

PsO Characteristics

% BSA

PASI [0-72]

Radiographic Characteristics

PsA-modified vdH-S score [0-528]

Erosion score [0—320]

JSN score [0—208]

GUS Q4w

(N=273)

52.2 (13.2)

55%

85.6 (20.1)

29.4 (6.0)

7.5(7.1)

9.0 (6.0; 14.0)

16.0 (10.0; 27.0)

1.2 (0.7)

0.7 (0.4; 1.5)

58% / 44%

3.2/10.8

15.0 (19.2)

7.6 (8.3)

27.7 (47.6)

13.7 (24.3)

14.0 (24.2)

53.2 (12.9)

54%

83.2 (17.4)

29.0 (5.6)

7.2 (7.6)

10.0 (6.0; 14.0)

1.2 (0.6)

0.8 (0.4; 1.6)

59% / 39%

3.0/11.0

16.5 (21.9)

8.3 (10.1)

26.7 (43.4)

13.4 (21.9)

13.3 (22.8)

53.5(13.0)

57%

83.1(18.2)

28.9 (5.7)

7.2 (6.9)

9.0 (6.0; 15.0)

1.2 (0.6)

0.8 (0.4; 1.8)

59% / 45%

3.0/10.2

16.3 (21.5)

8.2 (9.5)

26.8 (42.2)

13.4 (20.7)

13.4 (22.4)

Total

(N=1020)

53.0(13.0)

55%

83.8 (18.5)

29.1(5.7)

7.3(7.2)

9.0 (6.0; 14.0)

17.0 (11.0; 26.0) 16.6 (10.0; 25.5) 16.1(10.0; 26.0)

1.2 (0.7)

0.8 (0.4; 1.6)

58% / 43%

3.1/10.6

16.0 (21.0)

8.1(9.4)

27.0 (44.1)

13.5 (22.1)

13.5 (23.0)

Values are reported as mean (SD) unless otherwise noted. ?Values are median (IQR). BMI=Body mass index, BSA=Body surface area, CRP=C-reactive protein,

DSS=Dactylitis Severity Score, GUS=Guselkumab, HAQ-DI=Health Assessment Questionnaire-Disability Index, IQR=Interquartile range, JSN=Joint space narrowing,
LEI=Leeds Enthesitis Index, PASI=Psoriasis Area and Severity Index, PBO=Placebo, PsA=Psoriatic arthritis, PsO=Plaque psoriasis, Q4W=Every 4 weeks, Q8W=Every 8
weeks, SD=Standard deviation, SJIC=Swollen joint count, TIC=Tender joint count, vdH-S=van der Heijde-Sharp

GUS demonstrated significantly higher ACR20 response rates
vs PBO at W24

 GUS demonstrated higher rates of ACR50 and ACR70 vs PBO at W24
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Primary Endpoint p-values are multiplicity controlled using a fixed sequence testing procedure and can be used to determine statistical significance. Statistics are
based on Cochran-Mantel-Haenszel across multiply imputed datasets. ®Italicized p-values are nominal. A=treatment difference (95% Cl). ACR=American College of

Primary Endpoint

A19.7 (12.1, 27.2)

F 3
v

p<0.001
A 21.3 (14.4, 28.2)

p<0.001
66.6 68.3

d
<

A 4

ACR20
B GUS Q4w (N=273)

A 20.8 (13.7, 27.9)

A

v

p<0.001

. A216(151,28.0) A10.7 (4.9,16.6)
p<0.001 ) p<0.001 '

42.9 A11.2 (5.9,16.5)

v

d
l

p<0.001
20.5 22.0 224

ACR50° ACR70?
GUS Q8W (N=3T1) M PBO (N=376)

Rheumatology, Cl=Confidence interval, GUS=Guselkumab, PBO=Placebo, Pts=Participants, Q4W=Every 4 weeks, Q8W=Every 8 weeks

GUS exhibited significantly lower rates of radiographic

progression vs PBO at W24

e GUS exhibited consistent treatment effects for both erosion and joint space
narrowing (JSN) scores
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Major secondary endpoint (PsA-modified vdH-S score) p-values are multiplicity controlled using a fixed sequence testing procedure and can be used to determine
statistical significance. Statistics are based on analysis of covariance across multiply imputed datasets. @ltalicized p-values are nominal. A=treatment difference
(95% Cl). BL=Baseline, Cl=Confidence interval, GUS=Guselkumab, JSN=Joint space narrowing, LS=Least squares, PsA=Psoriatic arthritis, PBO=Placebo, Q4W=Every
4 weeks, Q8W=Every 8 weeks, vdH-S=van der Heijde-Sharp

Major Secondary Endpoint

A-0.80 (-1.31,-0.28)
p=0.002
~ A-0.80 (-1.28,-0.33)

o
<

L

p<0.001
1.35

A-0.51(-0.84, -0.19)

F 3

Total PsA-modified vdH-S Score

B GUS Q4W (N=273)

v

p=0.002
_ 1-0.55(-0.85,-0.25) _
) p<0.001 < 0-028(053,-004)
p=0.025
027 . A-0.26(-0.49,-0.03)
) p=0.027 ’

0.50
0.22

0.24

|

Erosion Score? JSN Score?®
GUS Q8W (N=3T71) I PBO (N=376)

Higher proportions of GUS vs PBO-treated pts showed no

radiographic progression
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Change in PsA-modified vdH-S score <0.5°

No Radiographic Progression at W24
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B GUS Q4W (N=273)
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p<0.001

A10.0 (2.8,17.2)
p=0.007

F 3
A

62.8

53.0

Change in PsA-modified vdH-S score <0¢

I PBO (N=376)

?Jtalicized p-values are nominal. A=treatment difference (95% Cl). Cl=Confidence interval, GUS=Guselkumab, PBO=Placebo, PsA=Psoriatic arthritis,
Pts=Participants, Q4W=Every 4 weeks, Q8W=Every 8 weeks, vdH-S=van der Heijde-Sharp, W=Week

Pt-level data also showed clear separation between GUS and

PBO
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GUS=Guselkumab, LS=Least squares, PBO=Placebo, PsA=Psoriatic arthritis, Q4W=Every 4 weeks, Q8W=Every 8 weeks, SDC=Smallest detectable change, vdH-S=van

der Heijde-Sharp, W=Week

Higher skin clearance rates and greater improvement in
physical function with GUS vs PBO

A 47.5 (38.3, 56.6)
p<0.001

A
v

HAQ-DI at W242<
A 38.0 (29.4, 46.6)

100 - « , 0.0 -
p<0.001
@
< 80 - -0.2 -
S 69.4 £
2 60.0 T
2 60 - 0 -0.4 - I -0.27
o
5 : 0.42
B S -0.41 -0.
£ 40+ © -06-
- 990 o A-015(-0.22,-0.08)
- * E ) < g
o 90- a 0.8 - p=0.007
- ) A -0.15 (-0.22, -0.07) .
<0.001
0 - 1.0 - P
PASI 90 at W242>
B GUS Q4W (N=159) GUS Q8W (N=231) [ PBO (N=223) B GUS Q4W (N=271) GUS Q8W (N=365) M PBO (N=372)

?talicized p-values are nominal. "Among pts who had >3% BSA psoriatic involvement and an IGA score of 22 (mild) at BL. PASI 90 response: 290% improvement from
baseline in PASI score. ‘HAQ-DI score is the average of the computed categories scores (dressing, arising, eating, walking, hygiene, gripping and daily living). Lower
scores indicate better functioning. A=treatment difference (95% Cl). BL=Baseline, BSA=Body surface area, Cl=Confidence interval, GUS=Guselkumab, HAQ-DI=Health
Assessment Questionnaire-Disability Index, IGA=Investigator’s Global Assessment, LS=Least squares, PASI=Psoriasis Area and Severity Index, PBO=Placebo,
Pts=Participants, Q4W=Every 4 weeks, Q8W=Every 8 weeks, W=Week

GUS AE profile through W24 was similar to PBO

GUS Q4w PBO
Safety Through W24 (N=280) (N=386)

Mean weeks of follow up 24.0 23.9 23.8
Pts with 21:
AE 107 (38.2%) 165 (42.5%) 144 (37.3%)
SAE 5(1.8%) 12 (3.1%) 10 (2.6%)
AE leading to study agent d/c 2 (0.7%) 6 (1.5%) 1 (0.3%)
Infection 52 (18.6%) 91 (23.5%) 81 (21.0%)
Serious infection 2(0.7%) 5(1.3%) 1(0.3%)
Active tuberculosis 0 0 0
Opportunistic infection 0 0 0
Venous thromboembolism event 1(0.4%) 1 (0.3%) 1(0.3%)
Anaphylactic or serum sickness reaction 0 0 0
Clinically important hepatic disorder? 0 0 0

Safety analysis set. AEs are coded using MedDRA Version 27.0. Data are n (%) unless otherwise noted. *Clinically important hepatic disorders were prespecified as AE
terms within the MedDRA category of Drug-Related Hepatic Disorders that met the criteria for an SAE or led to study agent d/c. AE=Adverse event,
d/c=Discontinuation, GUS=Guselkumab, MedDRA=Medical Dictionary for Regulatory Activities, PBO=Placebo, Pts=Participants, Q4W=Every 4 weeks, Q8W=Every 8
weeks, SAE=Serious AE, W=Week

« Study remains blinded through W48

. 2 pts with malignancy (prostate, renal); 1 major adverse cardiovascular event
(myocardial infarction); 1 COVID-19 death in unvaccinated elderly pt

o No new-onset inflammatory bowel disease
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Phase 3 Results From an Innovative Trial Design of Treating Plaque Psoriasis
Involving Difficult-to-Treat, High-Impact Sites With Icotrokinra, a Targeted Oral

Peptide That Selectively Inhibits the IL-23—Receptor
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Background

ICONIC-TOTAL: a novel basket-like design

At least moderate high-impact PsO involving >1 site:

o Ico;rcil.(m:a fo.rt:Iaql;e pstorlasw | asis (PsO) Fr ;ﬁg&gm‘; t%l?t%klge"(-:-ezstor Adults & adolescents with plaque .
« Patients with moderate-to-severe plaque psoriasis (Ps PsO involving high-impact sites evaluated ‘ ifi
are generally limited to injectable therapies to achieve | A o " I ke e et et

high-level efficacy with a favorable safety profile
o lcotrokinra (ICO) is a first-in-class targeted oral

peptide that: Targeted Oral
—  Selectively binds the interleukin (IL)-23 receptor and Peptide

inhibits IL-23 pathway signaling® (IL-23Ri)
— Demonstrated significant skin clearance and

no safety signals through 1 year in phase 2 PsO

studies®®and through Week (W)24 in adults &

IL-23
Receptor

IL23R* Cell

using a basket-like study design (N=311)

Scalp

IL-12RB1

— Genital PsO: static Physician’s Global Assessment of Genitalia (sPGA-G) score >3
— Hand/foot PsO: Physician’s Global Assessment of hands and feet (hf-PGA) score >3

Candidate for phototherapy or systemic treatment for plague PsO and failed =1 topical

Current analysis

PBO-controlled

Final safety
Active-treatment period follow-up

d w ' treatment period
Q J Hands/

i
adolescents with moderate-to-severe plaque PsO in Sel:j;g\glgyn:}li':;its Genital feat I(I\DI_O2 ggo mg QD }
the phase 3 ICONIC-LEAD study* (N=208) ;

Inhibits IL-17A, IL-17F, IL-22, Key inclusion criteria
O bjectives and IFNy Production . >12years ' (N=103) ICO 200 mg QD >
_ _ | « Plaque PsO for >26 weeks :
The pivotal, phase 3 ICONIC-TOTAL study evaluated ICO in i i e AT . j f BSA) 1% and
adults & adolescents with plaque PsO involving difficult-to- 22=Interleukin-22, IL-23=Interleukdn-23, | © Dody s acc'e area (BSA) 21% an Week 0 : 16 156 160
IL-23R=Interleukin-23 receptor, IL-23Ri=Interleukin-23 Investigator’s Global Assessment (IGA) Primary endpoint at W16:

treat, high-impact sites, by employing a novel basket-like receptor inhibition
design; key clinical/patient-reported outcomes (PROs) and
safety-related findings are reported through W16

score =22

IGA score of O (clear)/1 (almost clear) &

>2-grade improvement from baseline (IGA 0/1) ICO vs PBO

Participants (pts) with the following intercurrent events were considered as nonresponders: discontinued study drug due to a lack of efficacy or AE of worsening PsO or initiated prohibited medication that could impact PsO. After accounting for these intercurrent events, nonresponder
imputation was applied to pts with missing data. AE=Adverse event, ICO=Icotrokinra, IGA=Investigator’s Global Assessment, PBO=Placebo, QD=0nce daily, R=Randomization, W=Week

Results

Baseline characteristics were generally similar between groups

o Overall, 5% of participants [pts] (ICO: 4%; placebo [PBO]: 9%) discontinued treatment through

W16*
Baseline characteristics |co(ﬁ(££g; o (Np=ﬁg3)
Demographics
Age, years 45.3 (14.6) 43.5 (13.8)
2 2 Male 66% 61%
I"\,ﬂ\ White 77% 80%
BMI, kg/m? 29.0 (6.6) 29.4 (8.1)
Disease characteristics
PsO disease duration, years 16.8 (13.3) 15.2 (10.5)
% BSA with PsO 16.6 (13.5) 14.8 (11.7)
o <10% 36% 37%
>10% 64% 63%
IH\ IGA score
Moderate (3) 74% 71%
Severe (4) 22% 21%
PASI (0-72) 14.6 (7.6) 14.0 (7.0)
Prior treatment for PsO
Phototherapy (PUVA and UVB) 43% 31%
E Systemic therapy® 73% 73%
Biologic therapy® 34% 31%

Data shown are mean (SD), unless otherwise indicated. 21CO: N=203; PBO: N=101. Conventional nonbiologic systemics, novel nonbiologic systemics, 1,25-vitamin
D3 and analogues, phototherapy, and biologics. “Adalimumab, alefacept, briakinumab, brodalumab, certolizumab pegol, efalizumab, etanercept, guselkumab,
infliximab, ixekizumab, natalizumab, risankizumab, secukinumab, tildrakizumab, and ustekinumab. “Among the pts who discontinued treatment through W16
(ICO: n=8 [4%]; PBO: n=9 [9%]), the most common reasons for discontinuation were lack of efficacy and AEs in the ICO group (n=3 [1%] for each) and lack of
efficacy in the PBO group (n=5 [5%]). AEs=Adverse events, BMI=Body mass index, BSA=Body surface area, ICO=Icotrokinra, IGA=Investigator’s Global Assessment,
PASI=Psoriasis Area and Severity Index, PBO=Placebo, Pts=Participants, PsO=Psoriasis, PUVA=Psoralen plus ultraviolet A, QD=0Once daily, SD=Standard deviation,
UVB=Ultraviolet B, W=Week

Scalp and genital PsO severity at baseline was generally similar
between groups

« Among the limited subset of pts with hf-PGA score e 44% of pts had >1
>3, a higher proportion in the ICO group had severe high-impact site involved
involvement vs PBO

High-impact Site PsO Severity® IO (7“0_02::85; Qb (Np-li(;3) Pts With High-impact
_ " Site PsO
ss-IGA score 23 167 (80%) 85 (83%) Scalp PsO
— o,
v Moderate (3) 80% 75% (N=252, 81%)
Severe (4) 20% 25% 124
sPGA-G score 23 98 (47%) 42 (41%)
Moderate (3) 77% 69%
dl 23
Q Severe (4) 22% 29%
Very severe (5) 1% 2% - 26 9 04
hf-PGA score >3 48 (23%) 23 (22%) |
Genital PsO
w I Moderate (3) 65% 83% (N=140,45%) Hand/foot PsO
- o
Severe (4) 35% 17% (N=71, 23%)

Data shown are n (%), unless otherwise indicated. ?PsO involving high-impact sites was not mutually exclusive. hf-PGA=Physician’s Global Assessment of hands
and feet, ICO=Icotrokinra, PBO=Placebo, PsO=Psoriasis, Pts=Participants, QD=0nce daily, ss-IGA=Scalp-specific Investigator’s Global Assessment, sPGA-
G=Static Physician’s Global Assessment of Genitalia

ICO demonstrated significantly higher rates of IGA 0/1 vs PBO at W16
(primary endpoint)

« Significantly higher proportions of ICO-treated pts reported meaningful improvement in itch
(Clinically meaningful improvement [CMI] Psoriasis Symptom and Sign Diary [PSSD] Itch, 60%
vs 14%; P<0.001 ) and symptom resolution at W16 (PSSD Symptom 0,%° 16% vs 3%; P<0.01)

Overall Population

IGA 0/1 IGAO

3 100 - 5 100 -

o 32

7o) 7o)

@ 80 - @ 80 -

ﬂ % %k ﬂ

c 57% c

[} [}

2 60 S 60 -

0 0

t t

(1] (1]

S 40 - A 51.1% &

o (42.1,58.8)° o

5 5

i 20 o =

5 6% 5

o o

o o

o 0 o ' . :

0 2 4 8 12 16 0O 2 4 8 12 16
Week Week
—m- ICO (N=208) -e- PBO (N=103) —m- 1CO (N=208) e PBO (N=103)

***Multiplicity-adjusted P<0.001 vs PBO®
aAmong pts with a baseline PSSD ltch score 24 or PSSD Symptom score >0. °P values were based on Cochran-Mantel-Haenszel chi-square test stratified by
high-impact site involvement and BSA category, if applicable. “Treatment difference and 95% Cl (using Miettinen-Nurminen method) were calculated adjusting

for high-impact site involvement and BSA category using Mantel-Haenszel weights. BSA=Body surface area, Cl=Confidence interval, ICO=Icotrokinra,
IGA=Investigator’s Global Assessment, PBO=Placebo, PSSD=Psoriasis Symptom and Sign Diary, Pts=Participants

ICO demonstrated significantly higher rates of clear/almost clear
scalp and genital PsO vs PBO

« A numerically greater proportion of ICO-treated pts achieved hf-PGA 0/1 vs PBO
at W16

Scalp: ss-IGA 0/1° Genital: sPGA-G O/1° Hand/foot: hf-PGA 0/1°
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***Multiplicity-adjusted P<0.001vs PBO®

aAmong pts with a baseline ss-IGA score, sPGA-G score, or hf-PGA score 3. PP values were based on Cochran-Mantel-Haenszel chi-square test stratified by
geographic region and/or BSA category. BSA=Body surface area, Cl=Confidence interval, hf~-PGA=Physician’s Global Assessment of hands and feet,
ICO=Icotrokinra, ss-IGA=Scalp-specific Investigator’s Global Assessment, sSPGA-G=Static Physician’s Global Assessment of Genitalia, PBO=Placebo,
Pts=Participants

aAmong pts with a baseline ss-IGA score, sPGA-G score, or hf-PGA score >3. PP values were based on Cochran-Mantel-Haenszel chi-square test stratified by
geographic region and/or BSA category. BSA=Body surface area, Cl=Confidence interval, ICO=Icotrokinra, hf-PGA=Physician’s Global Assessment of hands and

A numerically greater proportion of ICO-treated pts achieved hf-PGA 02 vs PBO at W16 (25%

vs 13%)

Proportion of Participants (95% ClI)

ICO demonstrated higher rates of completely clear scalp and genital
PsO vs PBO

Scalp: ss-IGA 02 Genital: sPGA-G 02
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***Nominal P<0.001vs PBO®

feet, ss-IGA=Scalp-specific Investigator’s Global Assessment, SPGA-G=Static Physician’s Global Assessment of Genitalia, PBO=Placebo, Pts=Participants

aAmong pts with a baseline ss-IGA score 23. PAmong pts with a baseline Scalp Itch NRS score 24 and a ss-IGA score >3. P values were based on Cochran-
Mantel-Haenszel chi-square test stratified by geographic region and BSA category. BSA=Body surface area, CMI=Clinically meaningful improvement (>4-point
improvement from baseline), Cl=Confidence interval, ICO=Icotrokinra, NRS=Numeric rating scale, PBO=Placebo, PSSI=Psoriasis Scalp Severity Index, PSSI

ICO demonstrated significantly higher rates of scalp clearance and
meaningful improvement in scalp itch vs PBO

ICO demonstrated early separation from PBO

Proportion of Participants (95% ClI)
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**Multiplicity-adjusted P<0.01vs PBO*

90=Reduction from baseline of 290% in the PSSl score, Pts=Participants, ss-IGA=Scalp-specific Investigator’s Global Assessment

Key Takeaways

In ICONIC-TOTAL, a pivotal phase 3 study
evaluating ICO in a diverse cohort of pts with
plague PsO and difficult-to-treat,
high-impact site involvement:

v 1CO demonstrated significantly higher rates
of clear/almost clear skin, including in the
scalp and genital areas, than PBO at W16

v'  ICO-treated pts achieved significantly
higher PRO response rates, including
meaningful improvements in the scalp and
genital areas, vs PBO at W16

v Rates of adverse events were generally
similar in the ICO and PBO groups; no safety
sighal was identified through W16

ICONIC-TOTAL results complement those
of the ongoing phase 3 ICONIC-LEAD study

evaluating ICO in adults & adolescents with
moderate-to-severe plaque PsO*

ICO significantly improved pt-reported genital PsO itch & impact of
PsO on sexual activity vs PBO

CMI in GPSS Genital Itch NRS? Genital: GenPs-SFQ O/1°
100 100 =
- - 80%
(&) - (&) T
5 64% %
3 80 0 3 80
3 3
& &
2 60 7 8 60 -
0 0
¥ ¥
a a
Y= 40 Y= 40
5) o
o o
0 K=
v v
) 20 o 20
o o
o o
o o
0 1 T | 0 1 I ]
0O 2 4 8 12 16 0O 2 4 8 12 16
Week Week
- ICO (N=69) -®- PBO (N=31) —®- ICO (N=55) -@- PBO (N=25)

**Multiplicity-adjusted P<0.01vs PBO®

aAmong pts with a baseline GPSS Genital Itch NRS score (Item 1) 24 and a sSPGA-G score 23. PAmong pts with a baseline GenPs-SFQ_score (Item 2) >2 and a
SPGA-G score 23. °P values were based on Cochran-Mantel-Haenszel chi-square test stratified by BSA category. BSA=Body surface area, Cl=Confidence
interval, CMI=Clinically meaningful improvement (>4-point improvement from baseline), GenPs-SFQ=Genital Psoriasis Sexual Frequency Questionnaire,
GPSS=Genital Psoriasis Symptoms Score, ICO=Icotrokinra, NRS=Numeric rating scale, PBO=Placebo, Pts=Participants, sSPGA-G=Static Physician’s Global
Assessment of Genitalia

Adverse event rates were generally similar between groups through
W16

1CO 200 mg QD (N=208) J:10)

(N=103)

Safety through W16

Mean weeks of follow-up 16.0 15.7
Any AE 104 (50%) 43 (42%)
Most common AEs (25%)
Nasopharyngitis 26 (12%) 11 (11%)
Upper respiratory tract infection 9 (4%) 5 (5%)
Headache 6 (3%) 6 (6%)
SAE? 1 (<1%) 2 (2%)
Infection 59 (28%) 22 (21%)
Serious infection 0 1(1%)
AE leading to discontinuation® 4 (2%) 3 (3%)
Gastrointestinal AEs 15 (7%) 8 (8%)
Active TB 0 0
Malignancy® 1 (<1%) 0

3SAEs through W16 included COVID-19 pneumonia, sepsis, sciatica, and acute respiratory failure in the PBO group; and hepatitis in the ICO group. ®AEs leading
to discontinuation through W16 included COVID-19 pneumonia, psoriatic arthropathy, and psoriasis in the PBO group; and vision blurred, visual field defect,
laryngitis fungal, malignant melanoma in situ, and headache in the ICO group. “Malignancy reported in the ICO group was malignant melanoma in situ in a pt
with a recent personal history of melanoma (in 2021). AE=Adverse event, COVID-19=Coronavirus disease 2019, ICO=Icotrokinra, PBO=Placebo, Pt=Participant,
QD=0nce daily, SAE=Serious adverse event, TB=Tuberculosis, W=Week
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INTRODUCTION OBJECTIVE

+ The objective of this analysis was to explore the shift in weekly Urticaria Activity Score (UAS7) bands after
treatment with remibrutinib versus placebo up to week 52 on a patient level in the REMIX studies

Study Assessments and Data Analysis

» Remibrutinib, a novel, highly selective, oral, Bruton's tyrosine kinase inhibitor, has

+ CSU disease activity was categorized into five bands, based on

CSU Disease Activity
Band Shift after
Long-Term Treatment
With Remibrutinib in
the Phase 3 REMIX-1
and REMIX-2 Studies

Martin Metz,'2 Ana M. Giménez-Arnau,® Petra Staubach,*
Marta Ferrer Puga,® Kanokvalai Kulthanan,® Xinghua Gao,’
Karine Lheritier,® Christine-Elke Ortmann,® Nadine Chapman-

Rothe,® Sibylle Haemmerle,® Atsushi Fukunaga,® Michihiro
Hide™

'Urticaria Center of Reference and Excellence (UCARE), Institute of Allergology,
Chante - Universitatsmedizin Berlin, corporate member of Frele Universitat Berin,
Humboldt-Universitat zu Berlin, and Berlin Institute of Health, Berlin, Germany,
‘Fraunhofer Institute for Translational Medicine and Pharmacology [TMP, Immunology
and Allergology, Berlin, Germany, “Department of Dermatology, Hospital del Mar and
Research Institute, Universitat Pompeu Fabra, Barcelona, Spain; *Department of
Dermatology, University Medical Center, Mainz, Germany, *Department of Allergy and
Clinical Immunology, Clinica Universidad de Navarra, Pio XIl, 36, 31008 Pamplona,
Spain, “Department of Dermatology, Faculty of Medicine Siriraj Hospital, Mahidol
University, Bangkok, Thailand; 'Department of Dermatology, The First Hospital of
China Medical University, National Heaith Commission Key Laboratory of
Immunodermatology, Key Laboratory of Immunodermatalogy of Ministry of Education,
Shenyang, China, "Novartis Pharma AG, Basel, Switzerland, “Department of

previously shown superior efficacy versus placebo at week 12 and a favorable safety
profile in the 24-week double-blind period of the pivotal phase 3 REMIX-1 and
REMIX-2 studies in patients with chronic spontaneous urticaria (CSU) who remained

symptomatic despite treatment with second-generation H1-antihistamines'

* |n a previously presented REMIX analysis up to week 24, a reduction in CSU disease
activity was observed as early as week 1 with remibrutinib, sustained up to 24 weeks
of treatment in the target population of patients with moderate to severe CSU disease
activity at baseline?

RESULTS

+ This pooled analysis included randomized patients who received at least one dose

of remibrutinib 25 mg bid (N=606) or placebo for 24 weeks (N=306) in the
REMIX-1 and REMIX-2 studies

METHODS
Study Design

UAST (Figure)

» This post hoc analysis assessed the proportion of patients who
experienced a shift in CSU disease activity from baseline to week 52
after treatment

+ REMIX-1 and REMIX-2 are two identical, global, double-blind, placebo-controlled phase 3 studies of remibrutinib
25 mg twice daily (bid) administered orally

» Adult patients with CSU who remained symptomatic despite treatment with second-generation antihistamines
were randomized 2:1 to oral remibrutinib 25 mg bid or placebo for 24 weeks, followed by an open-label treatment

with remibrutinib 25 mg bid for 28 weeks (patients on placebo transitioned to remibrutinib at week 24)°

+ [n addition, patients’ individual UAST band shifts per week, up to week 52,
were visualized in swimmer plots, Each patient is represented by a
horizontal line, with each UAS7 band achievement represented by a color,
as indicated in the Figure

Figure. Swimmer plot of the disease activity band shift based on UAS7 scores from baseline to week 52 (pooled full analysis set; observed data)

UAS7=16-<28,

UAST>0-6,
UAST=0, : =
Disease severity at baseline was similar among patients in the remibrutinib and Complete Well-controll i %;7;,6'«6' Moderate sucs;’ ?"4:; Missing
placebo treatment arms; 215 (35.5%) and 386 (63.7%) patients from the response disease | : .ls.ease disease oYe e. |.se e
remibrutinib arm and 122 (39.9%) and 181 (59.2%) from the placebo arm had activity activity

moderate and severe CSU disease activity, respectively

Overall, patients treated with remibrutinib vs placebo experienced substantial
improvements in CSU disease activity and moved to a lower disease activity
band as early as week 1, with more patients remaining in lower disease
activity bands up to week 24 (Figure)

~ Patients on placebo transitioned to remibrutinib 25 mg bid after week 24
and moved to a lower disease activity band as early as week 1 after the
transition and remained in the lower disease activity bands up to week 32, in
line with patients who were on remibrutinib throughout (Figure)

In the remibrutinib treatment arm, while 63.7% of patients were in the severe band at
baseline, the number dropped to 24.9%, 17.2%, 9.1%, 7.8% and 8.1% at weeks 1, 2,12,
24 and 52, respectively

Similarly, of the 35.5% of patients inthe moderate band at baseline, the number

Remibrutinib 25 mg bid (N=606)
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+ Remibrutinib reduced CSU disease activity as early as week 1 in
patients with CSU, and the fast response was sustained over
long-term treatment for 52 weeks

+ Of note, treatment transition from placebo to remibrutinib resulted
in similar fast improvements, with well-controlled and
complete response levels being comparable to remibrutinib
patients at week 52

+ Remibrutinib has the potential to become a novel oral treatment
option that provides fast (as early as week 1) and sustained
improvements in disease activity in patients with CSU

To download a copy of this poster, visit the web at
hites./www medicaicongressposters com/Default 8s

Scan to obtain;

pr7doce27222

with remibrutinib vs placebo to 11.7% (71/606) vs 0.7% (2/306) and 31.5%
(191/606) vs 4.2% (13/606) at weeks 1 and 2, consistently improving up to
week 24 (48.5% [294/606] vs 28.4% [87/306])

~ Notably, the proportion of patients receiving remibrutinib who showed
complete response increased from 0.3% at week 1to 16.2% at week 2, with
continued improvements up to week 52 (35.1%)

- By the endof week 52, patients who had transitioned to remibrutinib from
placebo, after week 24, had achieved similar band shifts as patients who had
been on remibrutinib for 52 weeks
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Each patient is represented by a horizontal line. bid, twice daily; N, number of patients, UAS7, weekly Urticaria Activity Score.
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><| Tonya A. Winders | twinders@gaapp.org INTRODUCTION OBJECTIVE + Eligible adult patients had a self-reported clinician-provided diagnosis of CSU and were currently

+ Chronic spontaneous urticaria (CSU) is characterized by itch, hives and/or + Herein, we report country-specific data on the impact of CSU on HRQoL domains. We also following a physician-prescribed treatment

angioedema for more than 6 weeks' and can significantly impact health-related report additional services (e.q. dietician or psychological support) adopted by patients for relief + Patients provided an electronically signed informed consent before completing a 40-minute
quality of life (HRQoL)? from their CSU symptoms online survey, which comprised questions on socio-demographics, Urticaria Contral Test (UCT)

+ The Utticaria Voices study aimed to assess perceptions of patients with CSU METHODS and tra:tme:lta received (duration of treatment was not recorded); no patient identifiers
were collecte

» Patients who were recruited from the general population panel were remunerated according to

Impact of Chronic

Spontaneous Urticaria
on Health-Related

and physicians treating CSU on various aspects of disease management

+ We previously reported pooled data on the unmet needs of patients with CSU, Urticaria Vo desianed obal (Canada. F 5 talv J tha UK
burden of disease on HRQoL and worldwide patients’ experiences on living with caria Voices was designed as a global (Canada, France, Germany, Raly, Japan, the fair market value, while those recruited via patient advocacy groups were not

Study Design

and USA), cross-sectional, online survey of anonymized patients with CSU and physicians

R 34
CSUtrom the Uticaria Voices study treating CSU, conducted between February 2022 and September 2022

+ Data were analysed descriptively, and results are reported as % (n/N) or in terms of top 3 box,
middle 4 box and bottom 3 box scores, pooled and by country

Qu al it Of Li fe D 0 m ai n S . RESULTS Figure 2A. Negative impact of CSU on mental and emotional well-being, social and family life, intimate
y . + Overall, 582 patients with CSU (62% female, mean [SD] age: 42 [11.9] years) participated in the study + Globally, the negative impact of CSU (at its worst symptoms) on the mental and reationships and discrimination and stigma - Country-specific data
CO u nt S ecifi c Data + Of these, 79% (460/582) reported being on H1 anti-histamine (H1-AH) therapy, of whom 84% emotional well-being was 36%, social life and intimate relationships was 31%, Mental and emotional well-being Encialand.famlrylﬂu
- .
ry p (386/460) reported inadequate control (UCT<12) activities of daily living was 29%, professional and academic life was 23%, family riy T
‘ ‘ o . L : . s . L 1 %
f r O m P ati e n ts + Globally, 36% of patients reported a high negative impact of CSU on their daily life, 56% reported life and fulfilling responsibilities to others was 22%, and financial life was 20% . "
46% M
moderate negative impact and 8% were neutral (Figure 1) + At the country-level, the percentage of patients reporting negative impact of = o
P rt' I t' I th CSU (at its worst symptoms) on the HRQoL domains was evident + -
a I CI pa I n g I n e Figure 1. Percentage of patients with CSU, per country, ranking a high, moderate and neutral® negative _ _ | . . 4 ()
impact of CSU on their daily life - Mental and emotional well-being (ranging from 44% in Canada fo 23% in % o
| | | |
Urticaria Voices Study Gemany : 5
w 12 n n 7 - Social life and intimate fELEltiﬂl'IEhiFFS {TEI I'Igil'lg from 40% in Canada to 16% In | am stressed about the spontaneous nature of CSU | avoid social activities
4 - ' G erman}r} Intimate relationships Discrimination and stigma
56 o o | . | 245, %
% & " 53 = Activities of daily living (ranging from 37% in the UK to 14% in Germany) o 4+
: . i on ; q 55 o _ . . o
TD”FE‘I‘&‘- Winders, Jﬂr?athan A EEI‘HE'LEIH,’_JEEEW_:E I‘u.n1r:('ja[thy,- ~ Professional and academic life (ranging from 28% in the UK to 14% in a, .2
Pallavi Saraswat,* Nadine Chapman-Rothe,® Tara Raftery ® 80 - . # .
Karsten Weller’ ermany) 5 =
— Fanmily life and fulfilling responsibilities to others (ranging from 30% in the US Y o
'Global Allergy and Alrways Fatient Platiorm, Vienna, Austria; Z8emstein Allergy Group : 1% 0%
and Clinical Research Center, Cincinnatl, OH, USA; 3Novartis Pharmaceulicals E to 9% in GEI‘H‘IEI‘I{J}, and 1‘, 4 251{,:
Corporation, East hanover, NJ, UsA; 4Novartis Healthcare Fvl. Lid., Hyderabad, India, e : e : : : )
aMovartis PFnarma AG, dasel, Switzerland, eNovartis Ireland Ltd., Dublin, Ireland, [l 50 - ~ Financial life I{I’-‘E’ll'lgll'lg from 28% in |tEl|“g’ to 11% in CEI’IEIdEI} 1['ﬁ::. 1;*-.
fInstitute of Allergology, Chante = UniversitatsmediZin Berin, Corporate Member of £ | . . Not being abie to be inti th thei f tiv a8 thav deaired Baing aaked i -
Freie IJnraermi-":’ﬂHerllnfand Humboldt-Universitat zu Berin, Berlin, Germany. % + Patients were asked questions on the several HRQoL domains, the factors SRR I e e F R
-.E' that were considered to have the highest negative impact are presented in Figure 2B. Percentage of patients, per country, who reported using additional services to manage their
o : Fiaure 2A In addition to their prescn eatmen
o - g CSU in addition to thei ibed treatments
: | | - .
KEY FINDINGS & CONCLUSIONS : 0 + Globally, patients reported being negatively impacted by stress due to the Pleticlan Fsychological support Homeopathy
O = o .. . . E— . [— ) EEE—— . E— i
E spontaneous nature of CSU (37%), avoiding social interactions (31%), not 21% 10% oy
+ The majority of patients report ongoing symptomatic disease despite being able to be intimate with their partners as frequently as they desired iy s -y
freatment A% 3% 21%
i} ' I ' I : i i
+ Most patients received H1-AH therapy, of whom 84% reported . (24%) and being stared at in public or asked whether they were contagious + . &
inadequate CSU control, measured by UCT score (33% each; Figure 2A) o 4 o
, . . . . J e — —_ ()
’,ﬁﬂmsﬁ countries, patients W',m DS,U report ign Ieuelsluf negatie 20 + Country-level data on the top concerns are presented in Figure 2A L e i
impact across HRQolL domains, with mental and emotional well-being —'m:— -4 4
were most consistently ranked as being negatively impacted + In addition to their prescribed treatments for CSU, currently, 21% (122/582) of @ * o
' F’atie;ts in most ﬂm;ntlnea (except Japan}hsuught de?ltiﬂﬂﬂl Services patients consulted a dietician, 19% (111/582) reported using psychological Meditation Sleapclinic F—
(e.g. dietefics, psychology and homeopathy) in an effort to manage . | | , .
their disease . support, 19% (108/582) reported using homeopathic therapy, 18% (104/582) o 2 2
+ New freatments effectively alleviating the burden of CSU symptoms reported practising meditation, 15% (90/582) consulted a sleep clinic and 13% P e i
are required to support patients, general and mental well-being () () (& () o o (73/582) reported using acupuncture for relief from their CSU symptoms *:-.*E 2 1;9-"*-
- ’ 5 '
Global Canada France  Germany Italy Japan UK USA (Figure 2B) oy 1o g
N=582 n=73 n=86 n=79 n=54 =41 =87 =152 h-A by 4 o
+ At the country-level, Germany reported using these additional services more 4 == Y
B High Moderate W Neutral frequently compared to other countries, while these reported uptake was 4 . -
| | | extremely low (e.g. Japan; Figure 2B) b n:a o
Data are presented as n (%), unless specified otherwise, Data are based on response to survey questions ‘ - . | .
To download a copy of this poster, vist ine web at *Top 3 box' scores refer to the percentage of patients assigning a high score of 8, 8 and 10. The ‘middle 4 box’ refers to the ) ' d ° + -
Scan to obtain: p;'f:.;;’l?’?cl'ﬂ“ R — percentage of patients assigning & moderate score of 4, 5, 6 and 7 and the ‘Dottom 3 box’ refers to the percentage of patients Eﬁl C:f ?Ea F;i%ff G?.Tﬁw ,Eéﬂ ff? 1" r.';';.c; r:ﬂ?

Cepies of this poster obtained through quick respense assigning a neutral score of 1, 2 and 3

(QRt) code.ars for personal use cnly and mey not be CSU, chronic spontaneous urticaria; M, total number of patients; n, number of patients in each subgroup
reproduced withaut written permigsion of the aulhors

Data are presented as n (%), unless specified otherwise. Data are based on response to survey questions. CSU, chronic
spontanecus urticaria; N, total number of patients, n, number of patients in each subgroup.
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Efficacy and Safety of Apremilast for the Treatment
of Japanese Patients With Palmoplantar Pustulosis:
52-week Results From a Phase 3, Randomized,
Placebo-controlled Study

BACKGROUND

» Palmoplantar pustulosis (PPP) is a difficult-to-treat
condition in patients with chronic dermatitis, with limited
treatment options’

* Apremilast, an oral phosphodiesterase 4 inhibitor
approved for the treatment of plaque psoriasis, psoriatic
arthritis, and oral ulcers associated with Behcet's
disease, has demonstrated significant efficacy in
Japanese patients with moderate to severe PPP, and has
recently been approved in the treatment of these patients
in Japan??

* In a phase 3 trial (NCT05174065), apremilast 30 mg
twice daily (BID) was superior to placebo, with

statistically significant improvements in primary and
secondary endpoints achieved at Week 16°

We report 52-week efficacy and safety from a phase 3 trial
of apremilast in Japanese patients with moderate to
severe PPP

Study Schema

* Inclusion criteria: adults with PPP Area and Severity
Index (PPPASI) total score 212, PPPASI pustules/vesicles
severity score 22, and inadequate response to topicals

16 Weeks 36 Weeks

Apremilast :
- \u 30 mg BID Apremilast 30 mg BID
TR
<L
@ Placebo
-4 Weeks Week 0 Week 16

Week 52

* Among 176 patients randomized (apremilast, n=88;
placebo, n=88), 164 (93.2%) completed Week 52
(apremilast/apremilast, n=84 [95.5%]; placebo/apremilast,
n=80 [90.9%])

©2025 Amgen Inc.

RESULTS

-o- Placebo Placebo/Apremilast

PPPASI-50, PPPASI-75, and PPPASI-90 responses at Week 16 were maintained or further improved

through Week 52
PPPASI-50 PPPASI-75 PPPASI-90
100 - 100 -

- Apremilast

100 -
67.0% . 72.7%
80 - FEE ek X . 80 - 80 -
g 47.7%
g% 0 35.2% | 60 -
g 64.8% *
g 40 40 - 22.7%
2 ] |
l 9.1%
20 | 35.21% 20 - .1. -I- * * 0 P
0 0 3.4% 18.2%
0 4 8 12 16 20 24 32 44 52 0 4 8 12 16 20 24 32 44 52 0 4 8 12 16 20 24 32 44 52
Study Week Study Week Study Week
Placebo or
Placebo/Apremilast, n/N 31/88 57/88 13/88 42/88 3/88 20/88
Apremilast, n/N 59/88 64/88 31/88 37/88 8/88 16/88

*Nominal P<0.01. **Nominal P<0.001. ***Nominal P<0.0001. TNominal P<0.05.

ITT population. Error bars 95% CI. NRI used for missing data; for patients who discontinued study drug due to lack of efficacy/adverse event or use of protocol-prohibited medication (defined as IEs) were considered nonresponders at time of IE through end of study, regardless of observed data.
n=the number of patients achieving a response; N=the number of patients analyzed.

Cl, confidence interval; |E, intercurrent event; ITT, intent-to-treat; NRI, nonresponder imputation; PPPASI, Paimoplantar Pustulosis Area and Severity Index; PPPASI-50/75/90, 250/75/90% reduction in PPPASI total score.

Improvements in PPPASI total score, PPSI total score, and PGA responses were maintained from
Week 16 to Week 52

PPPASI
Total Score*

PGA Score 0/1 With 22-grade

PPSI :
Total Score* Improvement!
0 i 100 -
o 0.5 |
=
g -1 80
L -
S 15 _
g 2 - = 60
S .25 - & :
e = 28.6%
S o s ¥ 18.4%
—_ o
B35 4“0 g o s
c 4 - - ) l
8, o Lo272%
- 0
18 5 4.3 0 7.1%
0 4 8 12 16 20 24 32 44 52 0 4 8 12 16 20 24 32 44 52 0 4 8 12 16 20 24 32 44 92
Study Week Study Week Study Week
Placebo or
Placebo or Placebo/Apremilast, n g8 88 88 88 Placebo/Apremilast, /N 6/85 22/81
Apremilast,n 88 88 88 88 Apremilast, /N  16/87 24/84

*ITT population. LOCF used for missing data; for patients who discontinued the study drug due to lack of efficacy/adverse event or use of protocol-prohibited medication (defined IEs), data from time of IE through end of study were imputed from the baseline value, regardless of observed data.
HITT population with PGA score >1 at baseline. DAQ. Error bars are 95% Cl.

Left: n=the number of patients assessed. Right: n=the number of patients achieving a response; N=the number of patients with non-missing data.

Cl, confidence interval; DAQO, data as observed; |E, intercurrent event; ITT, intent-to-treat; LOCF, last observation carried forward; PGA, Physician’s Global Assessment; PPPASI, Palmoplantar Pustulosis Area and Severity Index; PPSI, Palmoplantar Pustulosis Severity Index; SE, standard error.

Improvements in pruritus, pain/discomfort, and DLQI were maintained from Week 16 to Week 52
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ITT population. LOCF used for missing data; for patients who discontinued the study drug due to lack of efficacy/adverse event or use of protocol-prohibited medication (defined IEs), data from time of IE through end of study were imputed from the baseline value,
regardless of observed data.

DLQI, Dermatology Life Quality Index; IE, intercurrent event; ITT, intent-to-treat; LOCF, last observation carried forward; SE, standard error; VAS, visual analog scale.
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Key Takeaways

* Improvements in PPP observed
with apremilast treatment at Week
16 were maintained or further
improved through Week 52

— These included improvements in
severity, symptoms (pruritus and
pain/discomfort), and patient-
reported quality of life

* Improvements were also observed
when patients transitioned from
placebo to apremilast at Week 16
through Week 52

— Patients who transitioned
achieved response rates similar
to the apremilast group by Week
20 for PPPASI and PPSI, and by
Week 24 for patient-reported
outcomes (the first assessment
for each respective outcome after
transitioning from placebo)

* No new safety signals were
observed

Scan the QR code for additional
information on eligibility criteria and
outcome measures
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BACKGROUND

m Lebrikizumab is a novel
monoclonal antibody that binds
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Maintenance of Optimal Response Over 2 Years Conclusions

« Long-term dupilumab treatment in adults with AD demonstrated

in Patients With Atopic Dermatitis Treated With Dupilumab ) D swtond mprorenenin il

~ These and other recent findings"™’ suggest that increased dosing infervals
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Most dupilumab-treated patients achieving IGA 0/1 and/or EASI-75 at Week 16 mointained response over 2 years Summary of safety indicators fram SOLO 1/2 boseline through SOLO-CONTINUE and OLE
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Dupilumab Monotherapy Prevents Flares and Provides Sustained Conclusions

+ Dupilumab monotherapy over 1year prevented

Control of Atopic Dermatitis Over 1 Year Across Various Dose Regimens . flaresing outof 10 patients regardess of the

maintenance dose regimen (q2w, g4w, q8w)
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@ Objective i Results

To report the efficacy of dupilumab Demographics and boseline disease characteristics Most patients hod no flares* over 1year with confinued dupilumab monotherapy

monotherapy fo prevent flares and
maintain disease control in adults treated ot Taminaonie
with various dose regimens during the Mihe' L Neageis Mg T ey e Mg
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o« Disaose control in AD con be defined 0s absence of Hloras
an important goal for physicians and patients; flare 15 o Ko sigkrin
worsening of disaase requiring ascalahon of fraatmaent a————
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» Dupilumab with concomitant TCS was shown to provent Prower oot > AT Ay
faras in B4A% of adults with moderata-to-sevara AD In o et e L
-year, randomized, plocebo-conirolled clinical ol
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@‘@ Methods Summary of safely indicators from SOLO 1/2 baseline through SOLO-CONTINUE The proportion of patients who experienced o flore* remained low ocross dupilumob dose regimens

o AdUAs with moderale-10-savera AD who received
dupilumab 300 mg q2w in SOLO 1/2 (NCTO2277743/ PO e Mocke s 3;’.:‘::; N— T
NCTO227776%) and ochsaved optimal response of 1GA 0/1 Ao ™ Aol
ond/or EASI-75 of Week 16 were rerandamyzed in SOLO-
CONTINUE (NCTOZ395133) for an addifional 36 weeks fo
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« Pahents wha received rescue freatment in SOLO 1/2
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« This analysis reports the proportion of pahents with no
fiaras by visit and hime to first fiore during SOLO-CONTINUE e —f
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o Flore defned per prolocal 03 worsening of disease requaring ool
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oustained Disease Control Among Adults With Moderate-to-Severe Conclusion
Atopic Dermatitis in Clinical Practice: 5-Year Follow-Up Results 0 this long-erm, real-worid shudy, fhe mascrify

of patients with moderate-to-severe AD who

FI'GH"I The REUEVE—AD Smd"}/ remained in the study reported rapid and

{ Fimao wang' Hrunio Marfine , Jingdiang Chan'. Min Yang . kerry Hoanon'. Brad Shumel'. Debra Sierko ?HETH'PE‘:I dli?u e C0 n"‘ul fnr 5 FE‘:I rs uﬂer
R initiating dupilumab treatment

@ Objective

To report 5-year data from RELIEVE-AD

_ Mean Tatal ADCT Score®® (range 0-24)" Mean ADCT ltems® (range 0-4)°
on AD disease control

=, Background 4 lé, L

¢ AD aften requires long-term therapy, which highlights
the importance of assesaing long-term effectiveness

i5 10

i Methods

study design and population

« RELIEVE-AD is o single-arm, prospective, ,
observational study of adults with moderote-to-severs | | | . . . . | Fe thiia fodiine o 31
AD recenving dupilumab wheo participated in surveys at N " il . . . o ng
BL (befare dupilumak indtiation) and M1, M2, M3, ME, 3
M3, M12, M33, Mad, and M&0 '

Study outcomes

¢ Dhiease control was assessed with the Alopae
Dermatitis Contrel Tool (ADCT, range 0-24, score <7
indicating controlled dizeasa; maan ADCT score, with
e scored on o S-point soale ranging from 0 1o 4,
ard 0 being nene/no effect) gy epy  DOA

Diseose control status ossessed by ADCT (total score <7)" No intense episodaes of itching over the |last week™

pg5y  ALlid

M4k

FLE%

Statistical analysis e GGTL | i B o
« abahshcol signihconce, companng #ach hme poinf : | - 4% gy AN |

to BL, wos determined using GEE fo account for | - | 46.BX —

correloted dala from the same pabents over ime; anly | : PR 1 il

patients who responded to ot least one of the M33 or E .

M8 surveys were conlacted for the MBOD survey, fo . 3

dacrease the burden of outreach ta pahients who had : £

not parhicipaled in recent Surweys

I I — |

7 Limitations

« 69.9% of patents whe were contacled responded
la the survey al Manth 60, which could have led fo
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BACKGROUND SUMMARY OF KEY FINDINGS
n Lebrikizumab is a 93% of Week 16 EASI 75 Responders Maintained Stable EASI 75 97% of Week 16 EASI <7 Responders Maintained Stable EASI <7 Response

Patients Maintain Stable

monoclonal antibody Response for 3 Years of Lebrikizumab Treatment for 3 Years of Lebrikizumab Treatment
: thellt plnds with high
Res 0 n s e Wlth N 0 0 r affinity and slow Patients With Stable EASI 75 Response Up to Week 152 Proportion of Patients Patients With Stable EASI <7 Response Up to Week 152 Proportion of Patients
p oftrate to IL-19, _ With Stable EASI 75 With Stable EASI <7
. = . thereby blocking the nI LEBRI 250 mg Q4W Reshonse? o 27 LEBRI 250 mg Q4W R :
M I F I t t downstream effects o 50 ponse o o4 esponse
inimal Fluctuations oo |y ul . i e
. potency! E % e a0 f
During 3 Years of gy o
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: : and efficacy as a9 50 - o 21 B
Continuous Treatment With monotherapy through g - :
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Andreas Wollenberg? eoriizimah Q2W o .
y Q4W maintained a 75 - BB AR H ol \oe |
Jose Manuel Carrascosaﬁ, stable response 100 R LEBRI 250 mg Q2W i LEBRI 250 mg Q2W
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L , | ] p to 2 Y eq |'55 Weeks *Among patients who achieved EAS| 75 response at Weeks *Among patients who achieved EASI <7 response at
Week 16. Week 16.
C h . t- V t dg Note: During ADjoin (up to Week 152), the use of Note: During ADjoin (up to Week 152), the use of
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Tapinarof Cream 1% Once Daily: Maintenance of Low Disease Activity Including Pruritus Through End of the Treatment-free Interval
in a Long-term Extension Trial in Patients Down to 2 Years of Age with Atopic Dermatitis

Jonathan |. Silverberg,! Robert Bissonnette,” Linda Stein Gold,® Philip M. Brown,* Mark Boguniewicz,> David Rosmarin,®* Autumn F. Burnette,” Wendy Cantrell,? Matthew J. Bruno,” Anna M. Tallman*

The George Washington University School of Medicine and Health Sciences, Washington, DC, USA; ‘Innovaderm Research Inc., Montreal, QC, Canada; *Henry Ford Health System, Detroit, Ml, USA; “Formerly of Dermavant Sciences, an Organon Company, Jersey City, NJ, USA; *National Jewish Health and University of Colorado School of Medicine, Denver, CO, USA;
®Indiana University School of Medicing, Indianapolis, IN, USA; "Howard University Hospital, Washington, DC, USA, 8Village Dermatology, Birmingham, AL, USA; °Dermatology & Skin Cancer Surgery Center, Allen, TX, USA

OBJECTIVE INTRODUCTION METHODS

B To characterize disease activity at the end of B Tapinarof (VTAMA®, Dermavant Sciences, an Organon Company) is a non-steroidal, topical aryl hydrocarbon Trial Design
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downregulating pro-inflammatory cytokines associated with AD, and reducing oxidative stress (Figure 1)
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KEY RESULTS
Deep Responses Were Maintained and Improved in Lebrikizumab Week 16 Responders Up to Week 152 for Both Q4W and Q2W Dosing
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*Responders in ADvocate1&2 were defined as those patients who achieved either EAS| 75 or IGA (0,1) following 16 weeks of LEBRI 250 mg Q2W
treatment without use of rescue therapy.
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Note: Responders in ADvocate1&2 were defined as those patients who achieved either EASI 75 or IGA (0,1) following 16 weeks of LEBRI 250 mg Q2W treatment without use of rescue therapy.
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