INTRODUCTION RESULTS CONTINUED

Efficacy of Upadacitinib vs

. Atopic derr(rjlatii(t.is |(A[')) IS aUchr(cj)nic.:t,. irllgle(llrj]gla\a)tory srintQiseas?Jcharaci;c.erized(\t;}a/di(r;t_enhslgl Figure 5 Cumulative Days Spent at EASI| 90
= Pruritus ana sKin 1esions. upadacitini , d SeleClive Oral yanus Kinase Inhibitor, g
D u pl I u m a b Tre atm e nt fo r and dupilumab (DUPI), a monoclonal antibody targeting interleukin-4Ra, are both treatments Flgure 2. EASI 90 Response Rate Through Week 16 (112 days)
approved for patients with moderate-to-severe AD 100 2
- - Results from a phase 3b/4 trial (Level Up) indicated that UPA was superior to DUPI in i 25% (1 in 4) of UPA
M O d e rate 'tO -S eve re AtO p i C simultaneously achieving the stringent endpoints of Eczema Area and Severity Index (EASI) — ranked anked Zg_zpvit;zitss if]pERtSI o
- _ _ improvement of 290% from baseline (EASI 90) and a Worst Pruritus Numerical Rating Scale oﬁ Endpo,-nty Endpo,-n';y 25% (1 in 4) of DUP UPA
De rm at I t I s _ An a I s Is of TI m e score of 0/1 (WP-NRS 0/1), one of the definitions of Minimal Disease Activity (MDA)? at © 80 90 - patients spent
_ y week 16. Safety data from this trial has been previously reported' s =3.7 weeks N EASI 90 DUPI
= * While most clinical trials adopted efficacy endpoints at single timepoints; analyses of the time ‘2
S pe nt I n Res po n se State spent with/without symptoms of AD may be more reflective of the cumulative, debilitating nature o LI 50% (1 in 2) of UPA
of AD and its negative impacts on quality of life 5_5 g’ 60 > 60 p:ze\,c;seizﬁzt 64.4 days
From the Level Up Stud 2 : °
p y <L = 40.8 ”
: .
METHODS L S 40 UPA (N = 458)
Bruno Duarte,’ Raj Chovatiya,?® Diamant Thaci,* Vivian Shi,®> Bin Yang,® Jordan Talia,” Aisaku Yamamoto,® :
David Prefontaine,® Varinder Punia,® Alena Pechonkina,® Michael Lane,® Brian M. Calimlim,® Jonathan |. Silverberg'® * The Level Up (NCTO56O1 882) StUdy was a phase 3b/4 head-to-head QIObaIa randomlzed, g 30 ~
'Atopic Dermatitis Multidisciplinary Clinic, Dermatology and Venereology Department, Hospital de Santo Anténio dos Capuchos, Unidade Local Open_label’ efficacy asSSesSor blinded, multicenter StUdy Comparing UPA vs DUPI as -E 28.0 days 25.7 days
de Saude Sdo José, Lisbon, Portugal; ?Rosalind Franklin University of Medicine and Science Chicago Medical School, North CI;icago, IL, USA; monotherapies In adolescents and adults with moderate-to-severe AD (Figure 1) o 20 DUPI (N = 462)
3Center for Medical Dermatology + Immunology Research, Chicago, IL, USA; “Institute and Comprehensive Center for Inflammation Medicine, : : : Q. 22 5
University of Liibeck, Libeck, Germany; *Department of Dermatology, University of Washington, Seattle, WA, USA; * The current analyses assessed the number and proportion of days patients spent with clear O
of Medicine at Mount Sinai, New vork, N, USA: osug) Dormatology Cinie, Kawasaki, Kanagawa, Jepan. ABbie ino. Norh Chicagor IL, USA; or nearly-clear skin (EASI 90) and/or no/minimal itch (WP-NRS 0/1), with comparisons made o 0 ,Z . | .
"“Department of Dermatology, The George Washington University School of Medicine and Health Sciences, Washington, DC, USA at the median (50th percentile) and upper quartile (eg, 75th percentile). Results are based on 0 97 250 50% 250 Percentile
nonresponder imputation with multiple imputation (NRI-MI) Week 4 Week 16 ql:;;ze median ng,if”re
F i g u re 1 = Level U p Stu dy Des i g n (Pe ri Od 1 ) DUPI, dupilumab; EASI, Eczema Area and Severity Index; UPA, upadacitinib. DUPI, dupilumab; EASI, Eczema Area and Severity Index; UPA, upadacitinib.
Screening Period 1: Open-Label, Efficacy
O BJ E CTIVE (up to 35 days) Assessor-Blinded Treatment Period Figure 6. Cumulative Days Spent at WP-NRS 0/1
: : : D-35 Week: BL 2 4 8 12 16
To evaluate the time spent in Eczema Area and Severity 00 7
Index 90 and/or Worst Pruritus Numerical Rating Scale Key Eligibility Criteria: Ee— E— Ranked
: . . - = Patients 212 years old ) Second Second Second o/ 14 -
score of 0/1 response states in patients receiving (240 kg at Bassiine) | = Endpoint  Endpoint. Endpoint 2% (1in 4) of UPA UPA
cen . . . <. I - .
upadacitinib or dupilumab over a 16-week period Sereonim it = | s 80 90 - 28.2 weeks in WP-NRS 0/1
. 78 ‘
= Chronic AD symptoms 2 | Upadacitinib 30 mg QD - oY
23 years 3 / - <
= EAS| >1 6, vIGA-AD 23, E Esca.lated to 30 mg Esca-lated to 30 mg o ol 60 DUPI
=0 [BRn o stai:th:AaStlv;:e:r4 Stairfth:Aasflv;:e:ra @ = > 60 - o/ (1
= Baseline weekly average 'g <A4 WP-NRS <A4 WP-NRS 14 g’ = 2240 ([ 11 2 O DI
: P — patients spent
S CEUR WIFARIRS = o ' > >2.4 weeks in WP-NRS 0/1
CONCLUSIONS < i —
oral or topical JAK inhibitor, Dupilumab as per label (n = 462) = G 0.5
dupilumab, tralokinumab, < ' 30 -
: o : or lebrikizumab 5 - UPA (N = 454)
Treatment of moderate-to-severe atopic dermatitis with S iy
cgn s : o 20 e ' 11.3 days 17.0 days
u pad aCItI n I b pe r Ia bel reS u Ited I n a g reate r n u m be r a n d EASI, Eczema Area and Severity Index; JAK, Janus kinase; MDA, Minimal Disease Activity; VIGA-AD, validated Investigator Global Assessment for Atopic Dermatitis; WP-NRS 01, Worst Pruritus Numerical % 7 7 DUPI (N = 459)
ro Ortion Of da S S ent With Eczema Area and Seve rit z’?atlr?iggs;:f\lseseiof :)efs(c):/ljé with topical therapy was optional and per investigator’s discretion if protocol criteria were met. n— . 2 8 155 0 ,_—,i day >
p p y p y 13 ' 950, 509, 7|5<y Percentile

Index 90 and/or Worst Pruritus Numerical Rating Scale S —— T —— 0 PR~ ok 18 Jower . mediar upor
score of 0/1 compared with dupilumab over 16 weeks RESULTS

DUPI, dupilumab; UPA, upadacitinib; WP-NRS 01, Worst Pruritus Numerical Rating Scale score of 0/1. DUPI, dupilumab; UPA, upadacitinib; WP-NRS 01, Worst Pruritus Numerical Rating Scale score of 0/1.

° Su pe rlor EASI 90, WP_N RS 0/1 , and M DA res pOnSG rates were aCh |eved Wlth U PA VS D U PI Starting at week 4, rescue with topical therapy was optional and per investigator’s discretion if protocol criteria were met. Starting at week 4, rescue with topical therapy was optional and per investigator’s discretion if protocol criteria were met.
over the 16-week period (Figures 2—4)’

These results highlight differences in lived day-to-day » Distribution of the times spent in an EASI 90, WP-NRS 0/1, and MDA response state were Figure 7. Cumulative Days Spent at MDA

_ ' TaY ' skewed as evidenced by differences in mean and median values, reflecting the stringency of .
state of clear/nearly-clear skin and/or no/minimal _ItCh the assessed individual and combined (MDA) endpoints (Table 1) Figure 4. MDA Response Rate Through Week 16 (112 days)
over the course of treatment and can be used to inform » Compared to DUPI patients, UPA patients spent a greater cumulative number and proportion
shared decision-making discussions between patients of days in EASI 90 and WP-NRS 0 or 1 response states from the 50th to 99th percentiles 100 i
. (nominal P values <.01), and in MDA from the 75th to 99th percentiles (Figures 5-7; nominal Primary
and physicians P values <.0001) Endpoint

]

80 90
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