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INTRODUCTION

Pruritus
* Improvement in WI-NRS

n=215

Table 1. Demographics: ITT Population

Figure 3. vIGA-AD Clear or Almost Clear

Figure 6. LS Mean Change From Baseline in Daily WI-NRS Score

Poster 2

Figure 8. Investigator- and Patient-Rated Local Tolerability

Figure 5. WI-NRS Success

Values represent global assessments. vVIGA-AD, EASI, BSA, and WI-NRS are global assessments.
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Current topical atopic dermatitis (AD) treatments are limited by dosing frequency, ROflum'_IaSt 9-05% Ve_h'de Day _ N _ N
local tolerability issues, and restrictions on application to the face/eyelids, large L, L Investigator-Rated Local Tolerability Patient-Rated Local Tolerability

Y ’ PP Y ,1arg Age, years, mean (SD) 3.3(1.1) 3.2 (1.1) 50% $<0.0001 0 7 14 21 28
body surface areas, and long-term use Male, n (%) 225 (51.6) 116 (54.0) fi 0 .x | | | | 31 —e-Roflumilast cream 0.05% (n=437) 31 —e-Roflumilast cream 0.05% (n=437)
e Roflumilast cream 0.05% is a once-daily nonsteroidal topical formulation of Race, n (%) P<0.0001 35.4% \% ~o—Roflumilast cream 0.05% (n=436) & Vehicle (n=215) = Vehicle (n=215)
. . . ol . o)
roflumilast, a potent phosphodiesterase 4 (PDE4) inhibitor Asian 37 (8.5) 17 (7.9) 40% 2049, [ _=Vehicle (n=215) 5, g,
— * 0 7, — ."’_’, -
— Demonstrated safety and efficacy in Phase 3 trials in patients with psoriasis Black or African American 68 (15.6) 32 (14.9) S [ \ = o "
: L ) o I 5 o
(=2 years of age)! and seborrheic dermatitis (=9 years of age)? White 294 (67.4) 156 (72.6) S 30% 5200001 oy ! 3 3
2] <V.
— Roflumilast potency is ~25 to >300-fold higher than apremilast and Other or >1 race 37 (8.5) 10 (4.7) Py |7 \ E 8 1 - 8 1-
crisaborole,? with roflumilast more closely mimicking cyclic adenosine Ethnicity, n (%) S 17.0% 14 6% 8 = = 0.4 0.4 03 0.3
. . . s .07 . .
monophosphate (cAMP) binding to PDE44 Hispanic or Latino 82 (18.8) 31 (14.4) 5 20% [ ey - E | O_M.l 0.10.1  0.10.0 W’% ,
— Does not contain ethanol, propylene glycol, or fragrances that can irritate skin Not H'Span'zor Latino oLl (03] 184 (85.6) "\5 | 0 0
. . Not reporte 3(0.7 0 X Baseline Week1 Week2 Week4 Within ~ Week1  Week2 Week4
* Intwo Phase 3 trials (INTEGUMENT-1 and 2; NCT04773587, NCT04773600) and in ity atri::)k skin type, n (%)' b 10% 2 7o before first
the Phase 3 Opeﬂ-|abe| eXtenSIOﬂ tr'al (l NG ETUMENT‘O I_E, NCTO4804605), p yp ’ ° P _3 ] Nomina| P<005 for difference versus Vehic'e for a” t|me points application 15 minutes
. . . . . 111 279 (64.0) 148 (68.8)
roflumilast cream 0.15% was well tolerated and demonstrated efficacy in patients
aged >6 years with AD>®; assessment of safety and efficacy in patients 25 years V-Vl 157(36.0) 66 (30.7) 0% Improvement in itch with roflumilast cream 0.05% was observed at Scale for investigator-rated local tolerability (0-7) Scale for patient-rated local tolerability (0-3
g y ; y yinp y Kev bod involved. n (% 0 y e thema barel p y (0-3)
. . e (o) areas involve , n . . . . . . D— . = no evidence ot Irritation; 1 = minimal erythema, barely _ . . — ol T
of age in INTEGUMENT-OLE is complete y y (%) Week 1 Week 2 Week 4 24 hours after first application (indicated by box; P=0.0014 vs vehicle) perceptible; 2 = definite erythema, readily visible; minimal 0 (:or;ie)n_ :ots;enslftlgnéhl (rmllnd]) . zsl(lihtdwir;n,)t_mdghf?fit
. . . . . . Face 226 (51-8) 119 (55-3) edema or minimal papular response; 3 = erythema and sensa 0. ’ .O . .o © SO. © oderate) = de .e
— Continued improvement in efficacy over 56 weeks of treatment with roflumilast Evelids 90 (20.6) 51 (23.7) — : — apUles. 4~ definit cdema: & ~ erythemo, edema, and \?/’vz(arm, tm)gllr;]g tsetqsatl_lon/trt];t s somew:\.at bt(;ﬂler:some, )
. . . . . i 0 - i - Evaluated in all patients, not just those with baseline WI-NRS >4. L S . Severe) = hot, ungling/stinging sensation that has cause
cream 0.15% in patients 26 years of age was observed in INTEGUMENT-OLE, Prior inadequate response, intolerance, or @ Roflumilast cream 0.05% (n=436) M Vehicle (n=215) CfB: change from baseline; LS: least squares; SE: standard error. f;fe“a'zisr;;b‘e‘;ffn';”a'igﬁi‘gggins'i;‘S”°“g reaction definite discomfort
with 61.5% and 66.2% of patients achieving >75% improvement in Eczema Area contraindication to:
and Severity Index (EASI-75) after 28 and 56 weeks, respectively Topical corticosteroids 226 (51.8) 114 (53.0) * A series of photographs of patients with improvement in AD following treatment . red brior inad . ol
- : i _ _ _ - : - 6) patients reported prior inadequate response, intolerance,
erre],c'we .Fl)retsent resgl’(c)sSE)/fg Pha:.e i trial SNZTESGU MENTtﬁEA[E), NCT04845620) Topical calcineurin inhibitors 74 (17.0) 35 (16.3) is shown in Figure 7 or contraindication to crisaborole
of roflumilast cream O. in patients aged 2-5 years wi i . o ing i 0 ‘ ' ilast-
oInp g y Crisaborole 40 (9.2) 18 (8.4) Figure 4. EASI-75 AEs oceurring in >2% of patle.nts ar?d greater in the r.o_ﬂum|last treated group were 35 of the 59 patients reported stinging, burning, and/or poor tolerability
*Fitzpatrick skin type data was missing for 1 patient in the vehicle group. upper resplratory tract mfectlon, dlarrhea, and VOmItIﬂg (Table 3) as a reason for stopping crisaborole
ITT: intent-to-treat; SD: standard deviation. - . . .
IVI ETH O DS T e e S0 P<0.0001 * For local tolerability, >92% of roflumilast-treated patients reported no or mild Among these 35 patients, 2 of 21 roflumilast-treated and 1 of 14 vehicle-treated patients
0 sensation across treatment groups at any time pOint (Figure 8) reported any application site TEAE
Table 2. Baseline Disease Characteristics: ITT Population 39.4%
e Children aged 2-5 years with mild-to-moderate AD were treated with roflumilast T Ry Vehicle P<0.0001 [
. (1) . . . . .
cream 0.05% or vehicle once daily for 4 weeks (Figure 1) (n=436) (n=215) 40% | Flgure 7. Treatment With Roflumilast Cream 0.05% Once Dally
* The primary efficacy endpoint was Validated Investigator Global Assessment for Baseline vVIGA-AD, n (%) - 30.0% \
: oy B : _ (@) Baseline Week 1 Week 4
Atopic Dermatitis (VIGA-AD) chcess (defined as a scorg of O [clear] or 2 (mild) 99 (22.7) 43 (20.0) 2 30% P<0.0001 [ VIGAAD=3 VIGAAD 1 VIGAAD=1 CO N C I_U S I O N
1 [almost clear] plus >2-grade improvement from baseline) at Week 4 3 (moderate) 337 (77.3) 172 (80.0) & \ 20.6% EASI=24.6 EASI=2.6 EASI=1.3
EASI B 19.2% BSA=39.0% BSA=35.5% BSA=7.0% - I e el eaih :
= - = - = ° — )
- 1. Studv Desi Mean (SD) 12.2 (6.9) 11.6 (6.2) g oy [ ] WI-NRS=5 WI-NRS=5 WI-NRS=0 Once-daily, nonsteroidal rotflumilast cream 0.05% signiticantly improve
igure 1. Study Design o 12.7% AD in children 2-5 years of age
Median (min, max) 10.3 (4.6, 42.0) 9.5 (5.0, 32.9) o | | S . i g
BSA 9 — Significant improvement in AD was observed as early as 1 week after
. . (=) (o) H H H H . o, . .
hINTEGUI\/llENT-PED. | Endpoints Mean (SD) 22.5 (16.4) 21.2 (15.7) 10% 5.2% 3-year-old White Male, Hispanic or Latino treatment initiation
Phase 3 multicenter tria . : : : .
Primary Median (min, max) 17.3 (3.0, 82.0) 16.5 (4.0, 78.8) Saceline | Week 1 Week 4 — Reduction in pruritus was observed 24 hours (P=0.0014) following the
* vIGA-AD Success at Week 4 Average weekly baseline WI-NRS 0% - vIGAa-S:Dlzg vIGA—,ieD=3 vIGA—,i?):l first application
Roflumilast cream Key Secondary Mean (SD) 6.2 (2.3) 5.9 (2.2) EASI=11.4 EASI=9.0 EASI=0.2 : : A A
igibili Week 1 Week 2 Week 4 ' al  © : . >4 .19
Eligibility . 0.05% QD - VIGA-AD = Clear (0) or Almost Median (min, max) 2500, 40 6.3 (0, 10) BSA28 0% 8sa-16.0% B  BsA=2.0% No adverse event occurred in >4.1% of patients in either treatment group
* Age 2-5 - . NRE NREo . L NRC— . . . . . .
. VlgGeA_AD&;:Z g n=437 . \Cllll(esaAr(AlD) gltjlll/s;kztl, 2,and 4 Average weekly baseline WI-NRS 24, n (%) 347 (79.6) 160 (74.4) @ Roflumilast cream 0.05% (n=436)  m Vehicle (n=215) WI-NRS=8 WI-NRS=3 WI-NRS=1 * Efficacy and safety were consistent with previous trials of roflumilast
3 o3 5 Vel 1 o] 2 max: maximum; min: minimum. cream 0.15% in patients =6 years of age with AD (INTEGUMENT-1/2> and
©
c ] INTEGUMENT-OLE®)
« BSA >3%" ] Vehicle cream * EASI-75 at Week 4 ) ) : : : :
g scoore - = Qb Overall, 519 (79.7%) patients had a baseline BSA 210% 3-year-old White Female, Hispanic or Latino

* 7S (>4-point reduction vs baseline)
4-week QD dosing  * Daily improvement in WI-NRS Figure 2. vIGA-AD Success Table 3. Safety REFERENCES
. 0, Q . . _
Rt e Tl 50% 500002 Roflumilast 0.05% Vehicle 1. Lebwoh! MG, et al. JAMA. 2022;328:1073-1084.
50% - — (n=437) (n=215) 2. Blauvelt A, et al. J Am Acad Dermatol. 2024;90:986-993.
35 3% Patients with at any TEAE 130 (29.7) 47 (21.9) 3. Dong C, et al. J Pharmacol Exp Ther. 2016;358:413-422.
. . . . ° 0 . . . .
:/II\IC;)A?XBeSrLJIcT;ESZ Ef;::f:llc:r:%:t Clear vIGA-AD status plus 22-grade improvement from baseline. 40% 40% - P|7=0.0004 w Patients with any treatment-related TEAE 15 (3'4) 6 (2'8) 4 W?ng ) et aI..J"/nvest/g bermatol. Published online ahead of print November 26, 2024.
BSA: body surface area; EASI: Eczema Area and Severity Index; EASI-75: >75% reduction in EASI score from baseline; QD: once daily; ] P<0.0001 — 0 Patients with at least one doi:10.1016/}.1d.2024.10.597.
VIGA-AD: Validated Investigator Global Assessment for Atopic Dermatitis; WI-NRS: Worst Itch Numerical Rating Scale. — ] o 27.7% treat t t SAE' 1(0.2) 0 5. Simpson EL, et al. JAMA Dermatol. 2024;160:1161-1170.
o P<0.0001 < reatment-emergen _ - _ _ _
° 25 4% S 30% - ) ) ) 6. Simpson EL, et al. Dermatitis. Published online ahead of print January 10, 2025.
;;n 30% - ] o P=0.0004 18.0% Patlfents V\{Ith a? least one TEAE leading to 5 (1.1) 5 (2.3) doi:10.1089/derm.2024.0418.
= 21.2% W v \ . IP discontinuationtt
c
R ES U LTS < [ J 2 14.9% 12.9% Patients with at least one TEAE on an
2 w 20% - 270 270 23 (5.3) 13 (6.0)
=  20% - P<0.0001 o . apolicati . : :
: : : L . pplication site
* Demographics and baseline disease characteristics were similar between the é-f J 10.7% 4 [ ACKNOWLEDGMENTS
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At V.Veek 4 significantly more roilumllaSt Er.eated than_ve.hlde treated patients [ 0.9% roflumilast-treated group provided by Lauren Ramsey, PharmD, Alligent Biopharm Consulting LLC, and funded by Arcutis
achieved vIGA-AD Success (25.4% vs 10.7%; P<0.0001; Figure 2), vIGA-AD Clear or 7/ . Upper respiratory tract infection 18 (4.1) 3(1.4) Biotherapeutics, Inc.
o) 0/ . Ei 0] o/ .
Almost Clear (35.4% vs 14.6%; P<0.0001; Figure 3), EASI-75 (39.4% vs 20.6%; 0% - B 0% Diarrhes 11 (2.5] L 03)
P<0.0001; Figure 4), and Worst ltch-Numeric Rating Scale (WI-NRS) Success Week 1 Week 2 Week 4 Week 1 Week 2 Week 4 -
o A . . . s Yomitine 2] ° DISCLOSURES
(>4-point improvement in patients with baseline score 24) (35.3% vs 18.0%; - S —— ——
. _ . o Lo .. . . . . . H 0 - H - . Z-year-o emale, cellulitis ot rig eg on non-eczematous SKin, hospitalize ays 1or antiolotics. e or ays;
nominal P=0.0002; Figure 5); S|ghlf|ca ntly greatgr |mpr0\{ements in daily WI-NRS @ Roflumilast cream 0.05% (n=436) M Vehicle (n=215) A Roflumilast cream 0.05% (n=347) W Vehicle (n=160) deemed unlikely related to study drug; event resolved. - | S N LE, JB, TF, MEG, AAH, ML, VHP, RS, and LS are investigators and/or consultants for Arcutis
scores were observed for roflumilast versus vehicle sta rting at 24 hours after the Roflumilast: application site pain, dermatitis atopic, impetigo, neurodermatitis, varicella; Vehicle: application site pain, dermatitis Biotherapeutics, Inc. and received grants/research funding and/or honoraria; RH and DB

atopic, upper respiratory tract infection, urticaria.
AE: adverse event; IP, investigational product; SAE: serious adverse event; TEAE: treatment-emergent adverse event.

first application (P=0.0014; Figure 6) are employees of Arcutis Biotherapeutics, Inc. Additional disclosures provided on request.

Box indicates primary endpoint. Cl: confidence interval. WI-NRS Success = 24-point improvement in patients with baseline score >4.
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Patient Demographics

ID #1 e e I

Currently Flaring

Associations between "’ ™ (N Age-years, mean (SD) 122 (18.64) 12 (184

Severity Control

. = 10.9 = ?'No_t %g)fe“t'y Flaring Female sex n (%) 144 (56%) 209 (57%)
atopic dermatitis flares and B Race, n (%)
O . .

t t t . n Among patients who were currently flaring, 85% | V/hite/Caucasian 177 (68%) 235 (64%)

rea me n S - O were experiencing a moderate-to-severe flare. | African American 45 (17%) 69 (19%)

= E S Eatients who were cu_rrently flaring reported a greater | Native American 1 (0%) 3 (1%)

Advan ced p raCtI Ce impact of AD on their QoL than those not currently | g g
flaring (mean DLQI score 6.7 vs 4.8). Asian 14 (6%) 19 (5%)
Hispanic / Latino 13 (5%) 24 (7%)

providers’ reports from a °

Patients who were currently flaring reported higher

_ POEM RECAP pLa mean POEM scores (9.2 vs 5.7) and RECAP scores | Middle Eastern 2 (1%) 5 (1%)
re a I -Wo rI d St u d y I n th e F%%Msscores: Clear or_a1lr7n<t)stzc4lfa\a/r =0to 2; I\/lilg5ef(:zzrgaR=E3CfP7; Mode.r?)t_e1e(czema|1 TEIS (1 0.9 vs 56) at the time of the flare. Mixed race 3 (1 %) 5 (1 %)
contr;)IIed), 2-5 (mostly controllezj), 6rz11 (moderately cor.1trolled), 12-19 (.a little e South-East Asian 4 (2%) 4 (1 %)
U - t d St t controlled), 20-28 (not at all controlled). DLQI scores: 0-1 = no effect at all on patient’s
life, 2-5 = small effect on patient’s life, 6-10 = moderate effect on patient’s life, 11-20 = (o) (o)
n I e a e s very large effect on patierE)t’s life, 21-30 = extremely large effect or? patient’s life. Other 0 (O A)) 2 (1 /0)
Lauren Miller, PA-C1, Justin Love, PA-C?, Zach Current Treatments Disease Characteristics
Dawson, PhD3, Evangeline Pierce, PhD?, Peter g Sty P Charscteristic [CufrentlyFlaring*N=289 | Not Currently FlaringN=365
Anderson, BSc#, James Piercy, PhD4, Simran . % Not Currently Flaring Days since first diagnosis, mean (SD) 1437.6 (2726.29) 1916.3 (2365.6)
Marwaha, MSc?, Melodie Young, MSN, A/GNP-c> Q (N=366) Level of severity at first diagnosis, n (%)
= n Compared to patie.nts who were _not currently _flaring, Mild 26 (10%) 49 (13%)
& those currently flaring were less likely to be using any SyEEN— 146 (57%) 152 (42%)
1Southern Skies Dermatology & Surgery, Oxford, USA, 2 s 16 systemic treatment (41% vs 57%) or FDA approved s i °
n . .  W— " I I . o) 0o 00
Loma Linda University Health, Department of Dermatology, = theg%g/les for AD (crisaborole and/or dupilumab; 29% | Severe 50 (19%) 131 (36%)
Loma Linda, USA, 3 Eli Lilly and Company, Indianapolis, A 5 - vs 507%). Don’t know 37(14%) 34 (9%)
USA, 4 Adelphi Real World, Bollington, UK, °> Mindful 3 Patients who were currently flaring were more likely | EASIScore, mean (SD) 8.1 (8.12) 5.6 (6.04)
Dermatology, Dallas, USA 0 to be currently prescribed very potent topical | BSA, mean % (SD) 17.6 (16.85) 10.6 (13.28)
Treatmene o DUPIITED  costeriods Corticosterioss  COTticOsteroids (530% Vs 74%) or injected | RECAP Score, mean (SD) 10.9 (8.16) 5.6 (5.56)
corticosteroids (11% vs 3%). Under Control (<6 RECAP Score), n % 12 (31%) 49 (60%)
*Systemic treatment included Oral corticosteroid, Injected corticosteroid, Cyclosporine, Azathioprine, Methotrexate, Mycophenolate mofetil, and dupilumab *Flares were not defined and were left to the interpretation of the APP.
L . _ Flare* Characteristics
OBJECTIVE s ey g Y e gy e Sty ot paients curtentacute pleode (re)T - Clng” " Fiarmg
_ _ o _ m Data were drawn from the Adelphi AD Disease Specific m Healthcare professional (HCP) - =
This StUdy examined the association between flare experiences Programme?, a cross-sectional real-world study conducted in inclusion criteria: | n=259 n=NA
: : : : tA - . Mild 40 (15%) NA
and treatment use in patients with a history of moderate-to the United States between February 2021 and February 2022. ~_ "\ oractitioners/physician assistants o dorat 63 (630, A
severe AD. m For each patient, the NP/PA completed a patient record form (NPs/PAs) paerate ( o °)
. . . L ! _ _ _ Severe 56 (22%) NA
including demographics, subjective HCP assessment of overall g Affiliated with a dermatologist or allergist
affected, assessment of disease progression (improving, patients with atopic dermatitis 543 —363
stable, changeable or deteriorating), level of satisfaction with _ _ _ o n= n=
CONCLUSION disease control on current treatment = Patient |nclu5|qn criteria: Mean 14.0 1.4
Desplte Current treatmentsj AD ﬂares were common ln patlents (SatISerd/nelther/dIssatISerd) ;atlgii(st 10 Consent|ng adUIt (1 8 yeaI’S or Older) k/l/lrx 610 610
\gith ¢ hist;)lry of moderatel-tof—lse.vere AD'I likel b .y ::;f:stfnfe”rl]etdof (l:ltJ?rsnﬂesgosnenvaetﬁ;ng::gg;% tgreolgr;feusbsjﬁy?vlzvel m Currently moderate-to-severe or with a historyStd dev 10.59 3.64
systemic/biologic (dupilumab) or topical (crisaborole) treatments Patients also completed validated patient reported outcome = Involved in drug management of adult
- atients with atopic dermatitis n=389 n=148
approved for AD than those who were not currently flaring. (PRO) tools including the Dermatology Life Quality Index P P o .
_ _ Increased 67 (17%) 43 (29%)
(DLQI)?, Patient Oriented Eczema Measure (POEM)3, RECAP References | Staved the same 177 (46%) 86 (58%)
RELEVANCE TO THE DERMATOLOGY PRACTITIONER of Atopic Eczema?. Novoaciyaoga g T ed es Opin. 208 S 145 (37%) 19 (13%)
Flares appear to be managed reactively Wlth COI‘tiCQSteroidS. Future Patients were grouped according to flare status: whether they 2.Finlay AY, Khan GK. Clinical and Experimental *Flares and flare severity were not defined and were left to the interpretation of the APP. Flare severity was not assessed in patients not currently flaring. E'.-
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Patient-Reported Outcomes and Family Impact With Roflumilast Cream in Atopic
Dermatitis: Pooled Results From the Phase 3 INTEGUMENT-1 and INTEGUMENT-2 Trials
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Proportion of Patients Achieving vIGA-AD Success, vIGA-AD 0/1, EASI-75,

INTRODUCTION

Improvements in Patient-Oriented Eczema Measure (POEM)

Neck of an 11-Year-Old Female With AD Treated With Roflumilast Cream 0.15%
Atopic dermatitis (AD) is a chronic inflammatory skin disease that has a substantial impact on patients’ quality

and WI-NRS Success at Week 4 Asian. Not Hispanic/Latino
of lifel2; families/parents/caregivers of children and adolescents with AD are also negatively impacted??3 G i et vl @ e ey ks (e | e Fitz’patrick Siin type V
. Roflum|las’F, a potent ph.osphodlesterase 4 |n.h|b|tor (PDEA4), is formt.JIat.ec.j as a water.-based Cream and foam 100 - - Roflumilast Cream 0.15% (n=884) B Roflumilast Cream 0.15% (n=542) 0 - o Roflumilast Cream 0.15% (n=884) your/your cfjild’smbecause of the eczema? Duration of AD: 6 years
- Roﬂurmlast potency is ~25 to _>3-OO—foId'h|gher th.an other PDE4 |nh|b|tqrs gpremﬂast and crisaborole, with m Vehicle Cream (n=453) B Vehicle Cream (n=271) B Vehicle Cream (n=483) ..skin been ltChv--- Prior intolerance, inadequate response, or contraindication to TCS
roflumilast more closely mimicking cyclic adenosine monophosphate binding*> 30 - ..sleep been disturbed... -
— Roflumilast cream 0.15% was recently approved by the US Food and Drug Association for treatment of S 8 - pe0.000y P<0:0001  -skinbeenbleeding.. | Baseling Week 1 Weeka
mild-to-moderate AD in patients aged >6 years X s " ..skin been weeping or oozing clear fluid... vIGA-AD=3 ‘B VIGA-AD=3 vIGA-AD=1
Th ' ' ' ' ' ' & 60 - P<0.0001 p<0.0001 v ~ N skin been cracked ) ’ AR SN
* The safety, efficacy, and patient-reported outcomes from two identically designed phase 3 trials = 42.7 5 = P<00001 | o . R e o e
(INTEGUMENT-1/INTEGUMENT-2) of once-daily roflumilast cream 0.15% in patients aged >6 years with AD N P<0.0001 41.1 T <0.0001 g 6 - - ..skin been flaking off... ks i | e e T
have been published®’; here, we present the overall improvement in AD signs and symptoms as well as the £ 40 - 31.3 T I 31.9 e A ..skin felt dry or rough... IS T o 2
impact on families and caregivers = t 21.4 20.6 1 16.6 3 4 - O No days [1-2 days [0 3-4 days [15-6 days [J Every day M A A -
* 50 - 14.1 s (0) (1) (2) (3) (4) Uikt 5 i »
IVI ET H O DS - -_ - 7 VIGA-AD is a global assessment.
Study Design 0 CI)—Z: ilelar/ 3-7: mild 8;16:t 17-24:  24-28:very N
VIGA-AD Success VIGA-AD 0/1 EASI-75 WI-NRS Success® — Y, Safety and Local Tolerability
Identically designed, parallel, phase 3 multicenter trials (NCT04773587, NCT04773600) 0

Baseline: 15.3-15.8

Week1  Week2  Week4 * Incidence of TEAEs was low in both treatment groups

Intent-to-treat population. Multiple imputation of missing data. All P values are nominal.
aWI-NRS success was evaluated in patients aged >12 years with baseline WI-NRS >4.

Ellglblllty O — Roflumilast Cream 0.15% QD VIGA-AD Success =0 (Clear) or 1 (Almost Clear) plus >22-grade improvement from baseline. EASI-75 = 275% reduction from baseline. WI-NRS Success = 24-point ROﬂumiIaSt
R Diagnosis of mild or moderate AD (V|GA-AD =2 or 3) E improvement in patients with baseline WI-NRS score 4. All P values are nominal. Cream 0.15% Vehicle Cream
- Age >6 years oo . e
- BSA >3% '?; o~ P ab Patients, n (%) (n=885) (n=451)
ehicle Cream . . . . . . . . . ) )
* EASI 25 o Improvements in Pruritus Proportions of Patients Achieving Minimally Important Differences (MIDs) Patients with any treatment-related TEAE 53 (6.0) 12 (2.7)
® ° . .
: Patients with any treatment-emergent SAE? 8 (0.9) 0
4 weeks dosing? . . . . L. [ Roflumilast Cream 0.15% (n=884) B Vehicle Cream (n=483) Y 8
h I . . . . . . . .
aNonmedicated emollients or moisturizers could be a‘pplied QD, but onIyto.untreated areas of the patient’s skin. C ange From Baseline in Proportlon Of Patients AChIEVIﬂg Patients with any TEAE Ieadmg to discontinuation of tr|aI/tr|aI drug 14 (16) 5 (11)
BSA: body surface area; EASI: Eczcema Area and Severity Index; QD: once daily. Daily WI-NRS Scorea Wl-NRS 0/1b SCORAD (MlD' —8 78) POEM (MlD' _3 48) . . b
- . o dated . b ; | 0 50 - - —O. .« =9 Patients with any TEAE 194 (21.9) 65 (14.4)
T € prlmary en pOlnt Was Va I -ate Investlgator G ODa4d .Assessmeﬂt or AD (VIGA_AD) Success (O [C €d r] or E N O-—Roflumilast Cream 0.15% (n=884) 48 O-—Roflumilast Cream 0.15% (n=626) 100 - 100 - aSAEs were: atopic dermatitis, cutaneous nerve entrapment, depression, diverticulitis, general physical health deterioration, pulmonary embolism, staphylococcal
1 [Almost Clear] plus >2-grade improvement from baseline) at Week 4 2 . —=—Vehicle Cream (n=453) hours  _a—vehicle Cream (n=327) L 09%/0.156), abpheation s pain (1596 0796, ciarihen (15610 456, vomitin (1554/0.4%).ant COVID18 [0 833ty oo (2S0:8%) pauses
* Other outcome measures included Worst Itch-Numeric Rating Scale (WI-NRS), SCORing AD (SCORAD) total 2 7L 40 - p<0.01 for all time points 50.0001 P<0.0001 200001 N o . .
score, Patient-Oriented Eczema Measure (POEM), and Dermatitis Family Impact (DFI; patients aged <17 years) ;'. 10 4 . = e _ 80 - , o I _ 80 - P<0.0001 g . L.ocal to!erablllty was similar for roflumilast and vehicle. Across both treatment groups at all
» Safety and local tolerability were also assessed % - 30 | : ?0'0001 ~ g g £<0.0001 i o time points:
&= o . o (o) .
2 15 - ; 2 60 [ 3 2 60 S X . | |
R ES U LTS -g 5 E 20 vy < % ™ ~ >95% of patients showed no signs >90% of patients reported no or
8 2.0 - c}%%% @4 40 a8 10 © of irritation on investigator-rated mild (slight warm tingling that was
Patient Demographics and Baseline Disease Characteristics S . %%%%% ; 10 3 3 local tolerability assessments not really bothersome) sensation
— - e -
Roflumilast Cream 8 - h°‘"5P ot $ot Y g I
0.15% Vehicle Cream O ) <0. or alltime points g 20 - 20 -
_3.0 I [ I I I I I 0
n=884 n=453
( ) ( ) 0 4 8 12 16 20 24 28 0 4 8 12 16 20 24 28 CO N C LU SI O N S
Age, years, mean (SD) 27.9 (19.4) 27.3(19.0) Study da Study da 0 0
6-11years 214 (24.2) 103 (22.7) v e v e Week 1 Week 2 Week 4 Week 1 Week 2 Week 4 . 1 idal roflumil 0 i inoful i in <i
1917 192 (21.7) 106 (23.4) Once-daily nonsteroidal roflumilast cream 0.15% provided meaningful improvements in signs
Age group, n (%) years ' ' Al P values are nominal. and symptoms of AD, including improvement in pruritus within 24 hours of application
’ 18—64 years 434 (491) 223 (492) aEvaluated in all patients, not just those with baseline WI-NRS 4. bEvaluated in patients aged >12 years with baseline WI-NRS >2. All P values are nominal . . . . , . .
- w6 LSM: least squares mean. ' e Roflumilast cream also improved the impact of AD on patients’ families and patient-reported
>65 years 44 (5.0 21 (4.6 measures
Female at birth, n (%) 489 (55.3) 272 (60.0) . .  Roflumilast cream was well tolerated, with low rates of discontinuations because of AEs
Hispanic or Latino, n (%) 150 (17.0) 72 (15.9) Improvements in SCORing AD (SCORAD) Total Score occurring in both groups /
White 529 (59.8) 267 (58.9) . o : - o : : :
. o o (13 | o Over the last week how much effect has your child having eczema had on... Local tolerability with roflumilast was generally similar to that of patients treated with vehicle
Asian 114 (12.9) (13.7) I Roflumilast Cream 0.15% (n=884) Area | | [ Roflumilast Cream 0.15% (n=406) i ——
Black/African American 176 (19.9) 96 (21.2) 100 - W Vehicle Cream (n=483) Estimate the portion of each of the following body areas affected by eczema. 4 - M Vehicle Cream (n=209) ..food preparation and feeding?
. ' . _ 7(0.8) 1(0.2) Head and neck (9% BSA) Lower limbs (left; 18% BSA)) ..the sleep of others in the family?
Race, n (A’) American lnd|an/A|aSkan Native ’ ’ Upper limbs (left; 9% BSA) Lower limbs (right; 18% BSA) ...family leisure activities? ABBREVIATIONS
Native Hawaiian/Other Pacific Islander 1 (0_]_) 0 20 Upper limbs (right; 9% BSA) Anterior torso (18% BSA) P=0.0001 P<0.0001 ...time spent on shopping for the family? fSDI\:/la’Topii dermatitis; BSAlz\/Ich[))dy s‘u‘rfacle.area;tDFIt: (El)?frmatitis E?;n[;:y Ir;pac; %L'Jesttionnaiﬂtg; EABSL EC;EHEEAALei‘anfSe‘Ve?té Igdex; y
- : % : % . diture? : least squares mean; : minimal important difference; : phosphodiesterase 4 inhibitor; : Patient-Oriented Eczema Measure;
>1 race 24 (2.7) 14 (3.1) Dc(i)t;r)ntals B ESQ,% (150% PosterloEr]t;)srf/oo b BSEIA)100% S 3 g ﬁ ...::E;:gltil::lness or exhaustion in your child’s parents/carers? QbD: once daily; SCORAD: SCORing Atopic Dermatitis; TCS: topical corticosteroids; vIGA-AD: Validated Investigator Global Assessment for Atopic
Other 33(3.7) 13 (2.9) °\°\ k| P=0.0003 o @ ...causing emotional distress in your child’s parents/carers? Dermatitis; WI-NRS: Worst Itch-Numeric Rating Scale.
c — Intensity = (o)) ...relationships between the main carer and partner or between the REFERENCES
, o 111 481 (54.4) 238 (52.5) s 60 . . c & . e main .
Ftzpatrickskintype, n(6) .\, 403 (456 215 (475 ; £ 3 Rares 0 AN et 0107415024 Do ek Pl 6 T R ATS 458 5 Warg oM BnckCS
. S _ L g o . : ) : ; ;173: 4, , : ; ;358:413—-422. 5. , ) :
2 1o 2 (ml|d) 211 (23.9) 112 (24.7) B 40 - P<0.0001 : Swe.llmg _ Skin thickening (lichenification) o :.Zi::\:nlfEg\éviikéhheox;nusgrzﬁiﬁ;:-‘fs helping with your child's Chemical, biochemical, and structural similarities and differences of dermatological cAMP phosphodiesterase-1V inhibitors. J Investig Dermatol.
VIGA-AD,?n (%) 3 e 673 (76.1) 341 (75.3) g' P<0.0001 < < Oozing/crusting _ 2l CE" _ Published online November 26, 2024. doi:10.1016/j.jid.2024.10.597 6. Simpson EL, et al. JAMA Dermatol. 2024;160:1161-1170. 7. Eichenfield L,
(moderate) : : — = LNone(0) [OIMild(1) O Moderate(2) [ Severe(3) = 1 LI Not at all (0) L Alittle (1) LAlot(2) LI Very much (3) et al. Presented at: 82nd Annual Meeting of the American Academy of Dermatology; March 812, 2024; San Diego, CA. 8. Schram MS, et al.
BSA, mean (median) [range] 13.5(9.7) [3.0-88.0] 13.9(10.0) [3.0-86.0] - ; Subjective symptoms Allergy. 2012;67:99-106.
WI-NRSP Mean (median) 6.1 (6.3) 5.9 (6.0) o Rate the following for the last 3 days/nights. ! ACKNOWLEDGMENTS
Average weekly baseline score >4. n (%) 542 (61_3) 271 (59'8) lStICh : 0000000000000 0000000000080%°® 10 Ak Thank you to the investigators and their staff for their participation in the trial. We are grateful to the study participants and their families for their
) =N eep loss 000000000000000000000000000 A . d . Wit ided by L R  Ph D, and Christina McM PhD, Al Biooh C Iting LLC,
SCORAD,“ mean (median) [range] 45.5 (45.3) [18.2—-81.5] 45.1(43.9) [20.9-83.5] 0 Weok 1 Week 2 Weok 4 (None) Im(a\g?‘;sgle) 0 Week 1 Week 2 Week 4 Baseline: 6.5 ;';szefj:d;g?ymA'trgiif;tBiOtr:'err‘j:;li?ssrtlnWCaS provided by Lauren Ramsey, PharmD, and Christina McManus igent Biopharm Consulting
d . B B ee ee ee S o
POE:VI, mean (m.edlan) [range] 15.8 (16) [0—-28] 15.3 (15) [0-28] DISCLOSURES
DFI' mean (medlan) [range] 6.5 (5) [0_27] 6.5 (5) [0_30] ELS, MB, LFE, BG, VHP, and SFF are investigators and/or consultants for Arcutis Biotherapeutics, Inc. and received grants/research funding and/or

All P values are nominal.

3a5-point scale ranging from 0 (Clear) to 4 (Severe) assessing inflammatory signs of AD. P11-point scale ranging from 0 (no itch) to 10 (worst itch imaginable) assessed only in patients aged DFI was evaluated in patients aged <17 years

>12 years. Scored up to 103 based on extent of involvement, disease intensity, and subjective symptoms. 9Scale ranging from 0-2 (Clear/Almost Clear) to 28 (Very Severe) measuring
disease severity per patient reports of signs and symptoms. ¢Scored up to 30 evaluating the effect of AD on patients’ family life and relationships for patients aged <17 years.

All P values are nominal. honoraria; DRB and DHC are employees of Arcutis Biotherapeutics, Inc. Additional disclosures provided on request.
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Clinical Efficacy and Patient-Reported Impacts of Roflumilast Foam 0.3% in Seborrheic Dermatitis:
An Analysis of STRATUM Data for Patients Unresponsive or Intolerant to Topical Corticosteroids

David H. Chu,! Brett Stephenson,! Jeff Lee,? Breyanne Bannister,> Conor Hickey,? Robert Bruette,? Tracy Westley,? Matthew Zirwas3
IArcutis Biotherapeutics, Inc., Westlake Village, CA; 2Lumanity Inc., Bethesda, MD; 3DOCS Dermatology, Probity Medical Research, and Ohio University, Bexley, OH

INTRODUCTION Table 1. STRATUM study design? Figure 2. Percentage change in baseline DLQI score by treatment group LIMITATIONS
* Seborrheic dermatitis (SD) is a chronic, inflammatory, dermatologic  The limited follow-up period of 8 weeks in STRATUM may not allow
condition that causes flaking scales and persistent itching.! Treatment Phase 3, parallel group, double-blind, vehicle-controlled study (N = 457) B for the assessment of long-term QOL impacts associated with
options include topical corticosteroids (TCS), which present challenges 0- roflumilast foam 0.3%
C A : 1 — Roflumilast foam 0.3%
such as limited efficacy and adverse effects — Wehicle e Although the DLQI is a commonly used endpoint in dermatology
* In the Phase 3 STRATUM trial, roflumilast foam 0.3% demonstrated Eligibility criteria p-value < 0.001 . clinical trials, it is not specific to SD and may not reflect the full
efficacy and tolerability in the treatment of moderate-to-severe e Adults and adolescents impact of SD
5 o -
SD (Table 1) (2. 9. YEEIE of ag.e) who had a | : Roflumilast foam =0 p-value < 0.001 e Patients with IGA scores below 3 were not included in the analysis;
* This subgroup analysis supports that roflumilast foam 0.3% provides clinical diagnosis of seborrheic 0 0.3% QD = ] therefore, conclusions may not be applicable to those with SD
meaningful efficacy and quality-of-life (QOL) improvements in dermatitis for at least 3 months = E classified as Mild (2)
. . . . - : (o) T 4
p?tlezii V\Q;h StD. V\rl]hto rfgsortrgr; Lnadrfrq l:fn:e r:is.ioSnTsReATlr&tﬁ/llerance, Stablekdlsbe?cse fo; atbleaslt. = L‘:'—E 40 p-value = 0.001 * QOL was not assessed in participants from STRATUM aged 9 to
or contraindication to prior to enroliment | 4 weeks before the baseline s Vehicle foam = < 17 years. QOL results may need to be confirmed in younger
* |GA score of at least 3on a '

METHODS 5-point scale © ’ _- \,
8 weeks dosing 0

* Patients aged > 9 years with at least moderate SD (Investigator Global * |nvolvement of up to 20% BSA 1
Assessment [IGA] > 3) who reported a previous inadequate response, Visits: Weeks 2, 4, 8 CO N CLUSI O N S
intolerance, or contraindication to TCS were randomized 2:1 to

* Patients with SD and an inadequate response, intolerance, or

roflumilast foam 0.3% or vehicle for 8 weeks 0 2 4 5 g o . :
Week contraindication to TCS had approximately 3.5 times greater odds
» Efficacy was assessed using a 5-point physician-evaluated IGA — a of achieving IGA success with roflumilast foam 0.3% treatment
common clinical end point used in dermatology trials. The primary Baseline patient characteristics Key: CFB, change from baseline; DLQI, Dermatology Life Quality Index. compa red with vehicle

efficacy endpoint was IGA success (Clear or Almost Clear with at least

. : 5 : : : .
a 2-grade improvement) at Week 8 Roflumilast foam 0.3% was associated with a rapid and significant

Age (years), mean (SD): 42.7 (17.03) | Male, n (%): 228 (49.9) | BSA (%), mean (SD): 2.92 (2.24) Figure 3. Patients achieving an MID in DLQI score by treatment group improvement in DLQI scores relative to vehicle in this patient

 QOL was evaluated in patients aged > 17 years using the Dermatology population. Furthermore, roflumilast foam 0.3%-treated patients

Life Quality Index (DLQI) — a validated patient-reported questionnaire ) " o) - 5 35)a 100.0% had six times greater odds of achieving a clinically meaningful

(score range of 0—30), with higher scores indicating greater QOL IGA 3, n (%): 428 (93.7) IGA 4, n (%): 29 (6.3) WI-NRS, mean (SD): 4.95 (2.32) 90.0% 86.6% difference in DLQI score and twice as likely to achieve a score

effects. Endpoints included percentage change from baseline in 30.0% 29 5o 76.1% ofOor1l

DLQI SCOTE, achlevement.of : m|n|rT1aI |.mporta.nt ditference (MID; Kev: BSA body surf . : lobal . dailv: dard deviation: WI- H - Rat | 70.0% p-value = 0.001 * Roflumilast foam 0.3% may offer important benefits for patients

defined as at least a 4-p0|nt reduction in baseline DLQ SCOFE), and ey: BSA, body surface area; IGA, Investigator Global Assessment; QD, once daily; SD, standard deviation; WI-NRS, Worst ltch Numeric Rating Scale. " A . o . o

(o) (o)
achievement of a DLQJ score of 0 or 1 (indicating no disease effect at 2 o0.0% 53.6% Wit SP \év er ;cjre_?\;.megt V\;g bTCS > .L:jnsuzlczss N o.rd q
all) by treatment group at Weeks 2, 4, and 8 5 50.0% e contrain |cate... is should be considered by providers an
i ] L T 20.0% P : p-value < 0.001 healthcare decision-makers when assessing treatment options

 Differences in change from baseline DLQI scores were assessed using Flgure 1. Patients achlevmg IGA success by treatment group at Week 8 S 30.0% 28.1% 26.7% for these patients

the Kruskal-Wallis test. The Cochran—Mantel—-Haenszel test was used N o

to assess differences in the proportion of patients achieving binary 20.0%

endpoints between treatment groups 00,0 10.0%

0 Week 2 Week 4 Week 8 DlSCLOSURES
R ES U LTS 30.0% 78.8% Roflumilast foam 0.3% Vehicle This study was funded by Arcutis Biotherapeutics, Inc. DC and BS are employees of
Arcutis Biotherapeutics, Inc. JL, BB, CH, RB, and TW are employees of Lumanity, Inc., a
. 189 patients at baseline were included in the subgroup analysis 2009 p-value <0.001 Note: Patients were required to have a baseline DLQI score >4 for this analysis. consulting company thatfprovides paid consulting services to Arcutis Biotherapeutics,
. . e Key: DLQI, Dermatology Life Quality Index; MID, minimally important difference. Inc. MZ is an employee of DOCS Dermatology.

(129 roflumilast foam 0.3%; 60 vehicle). At Week 8, 78.8% of

roflumilast foam 0.3% patients achieved IGA success versus 48.3% 2 60.0% . . e

of vehicle patients (odds ratio [OR]: 3.45; 95% confidence interval é Flgure 4. Patients achlevmg a DLQIl scoreofOor1 by treatment group RE F ERE NCES

. . : © o .3%
[Cl]: 1.62, 7.36; p < 0.001) (Figure 1) 2 50.0% 48.3% 0,00, 57 39 1. Dall'Oglio F, et al. Clin Cosmet Investig Dermatol. 2022;15:1537-1548.
o 0% .

* At all time points, percentage change from baseline in DLQI score was X ) 2. Blauvelt A, et al. J Am Acad Dermatol. 2024;90(5):986-993.

significantly greater for roflumilast foam 0.3%-treated patients 40.0% " o0.0% 43.3% p-value = 0.013

relative to vehicle (Figure 2) 2009 % 40.0% 34.0% o-value = 0.012 34.8%

U0 = - - = 0.

 Treatment with roflumilast foam 0.3% significantly increased the S 30.0% p-value = 0.064 5 0%

odds of achieving an MID in DLQI score from baseline to Weeks 2, 20.0% o 20.0% 1927 .

4, and 8 compared with vehicle (OR: 6.97; 95% Cl: 3.97, 12.24; : )

0 < 0.001) (Figure 3) 10.0% 10.0% _— _— S

ee ee ee

* Relative to vehicle, the odds of achieving a DLQI score of 0 or 1 from Roflumilast foam 0.3% Vehicle _ ) _

baseline to Weeks 2, 4, and 8 was significantly higher for patients Roflumilast foam 0.3% Vehicle

treated with roflumilast foam 0.3% (OR: 2.46; 95% Cl: 1.58, 3.81; o

. : , i i dex.
p < 0001) (Flgure 4) Key: IGA, Investigator Global Assessment. fey: DI, bermatology e Quality Index
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Once-Daily Roflumilast Cream 0.15% for the Treatment of Atopic Dermatitis in Patients With Diverse
Skin Types: Pooled Subgroup Analysis From the Phase 3 INTEGUMENT-1 and -2 Trials

Vimal H. Prajapati,* John C. Browning,”? Mercedes Gonzalez,* H. Chih-ho Hong,* Eric L. Simpson,> Melissa S. Seal,® David Krupa,® Patrick Burnett,® David R. Berk,® Robert C. Higham,® David H. Chu®

Dermatology Research Institute, Probity Medical Research, Skin Health & Wellness Centre, and University of Calgary, Calgary, AB; “Texas Dermatology and Laser Specialists, San Antonio, TX; 3Pediatric Skin Research, LLC, Miami, FL;
“Probity Medical Research and University of British Columbia, Department of Dermatology and Skin Science, Surrey, BC; >Oregon Health & Science University, Portland, OR; ®Arcutis Biotherapeutics, Inc., Westlake Village, CA

INTRODUCTION

* The epidemiology and clinical presentation of atopic dermatitis (AD)

RESULTS

* Baseline weekly average WI-NRS and EASI did not differ by race

Proportion of Patients Achieving vIGA-AD Success, VIGA-AD 0/1, EASI-75, and WI-NRS Success at Week 4 Improvement in Patients With AD Treated With Roflumilast Cream 0.15%

may differ based on race, ethnicity, and Fitzpatrick skin type'= * Roflumilast cream 0.15% provided consistent and meaningful [ Roflumilast Cream 0.15% M Vehicle Antecubital fossa of a Black/African American non-Hispanic/Latino male, aged 15 years,
* Inthe INTEGUMENT-1 (NCT04773587) and INTEGUMENT-2 improvements in signs and symptoms of AD in patients across race, L0 Fitzpatrick skin type V, duration of disease 10 years, 2 flares in the previous 12 months
(NCT04773600) Phase 3 trials, roflumilast cream 0.15% was well ethnicity, and Fitzpatrick skin types _ .
tolerated and demonstrated efficacy in patients aged =6 years with ' i " VIGA-AD Success Baseline Week 1 Week 4
- = 80 - S g R BTN SR P TG P
- 45 i . < -
mild-to-moderate AD™ Patient Demographics -
@ 60 -
OBJECTIVE Roflumilast Cream  Vehicle Cream R 33.7 33.2 3729 0
| . | | | 0.15% (n=884) (n=453) £ 40 | 313 3%-3 25.8 [ 218 [ 13.7 T 31.1 > 29.2
* Assess the efficacy of roflumilast cream 0.15% in patients with AD kT 1 1 I J \ 165 T I "
based on race (White, Black or African American, Asian, or other race), Age, years, mean (SD) [range] 27.9(19.4) [6-91] ~ 27.3 (19.0) [6-84] e -0 - 14.1 133 i 15 13.8 13.4 ' L TSR, — T
ethnicity (Hispanic or Latino, or Not Hispanic or Latino), and Fitzpatrick Female at birth, n (%) 489 (55.3) 272 (60.0) - - ﬁ - - t VlE(Z;/:E;B leci/;/:oozz vﬁ/;/:g?
skin type (I-Ill or IV=VI) using pooled data from Phase 3 randomized Hispanic or Latino 150 (17.0) 72 (15.9) 0 | White Black or Asian Other | Hispanic Not | -l IV-VI | | | |
controlled trials - Not Hispanic or . . S
Ethnicity, n (%) e . 730 (82.6) 377 (83.2) Aﬁg:iign Race or Latino glr'sLZatinr:g Popliteal fossa of an Asian non-Hispanic/Latino female, aged 43 years, Fitzpatrick
M ETH O DS Not reported? 4 (0.5) 4 (0.9) skin type lll, duration of disease 10 months, 10 flares in the previous 12 months
White 529 (59.8) 267 (58.9) 100 - Baseline Week 1 Week 4
* INTEGUMENT-1 and INTEGUMENT-2 were identically designed, i
domized, parallel double-blind, vehic lled L ockor Aiean 176 (19.9) 9 (21.2) EASITS o :
randomized, parallel-group, double-blind, vehicle-controlled, Race, n (%) American = 80 -
multicenter trials enrolling patients aged >6 years with mild-to- Asian 114 (12.9) 62 (13.7) °
(Fp)
moderate AD Other raceP 65 (7.4) 28 (6.2) % °0 427 46.1 39.2 37.5 33.8 42.1 42.9 45.7
* The prlmary endpc.)l.nt was Validated Investigator Global Assessment Fitzpatrick skin |-l 481 (54.4) 238 (52.5) ; N I [ [ 230 [ 0 } %4 1 I 3?.1
for Atopic Dermatltls (VIGA-AD) Success (O [clear] or 1 [almost clear] type, n (%) IV—V] 403 (45.6) 215 (47.5) 3 206 210 | L | 192 [ \ 05 200 I 213
plus >2-grade improvement) at Week 4 , _ = , _ . = : |
aPatients not reporting ethnicity were not included in subgroup analyses based on ethnicity; "Other race a 20 - IGA-AD=3 VIGA-AD=3 VIGAAD=1
— VIGA-AD: 5—point scale ra nging from clear (O) 10 severe (4) category includes patients reporting races as American Indian or Alaska Native, Native Hawaiian or Other Pacific VEA 1=7 9 EAS|=) EAS|=
that infl . . £ AD Islander, multiple races, and those patients who chose to describe their race rather than select 1 of the provided SI=7. Sl=2.8 51=0.8
al assesses Inflammatory signs o options, as well as patients who did not report their race. 0 | ] i | ) ] | IGA-AD and EASI lobal
: : . | White Black or Asian Other | Hispanic Not | =il IV-VI v an are global measures.
e Secondary endpoints included vIGA-AD Success at Weeks 1 and 2; African Race or Latino  Hispanic
VIGA-AD 0/1 at Weeks 1, 2, and 4; Worst Itch-Numeric Rating Scale Baseline Disease Characteristics American or Latino Safety
(Wl'NRS) success (24-pointimprovement in patients aged 212.years : : e Safety findings were generally consistent across subgroups
with baseline score 24) at Weeks 1, 2, and 4; and >75% reduction from Roflumilast Cream Vehicle Cream 100 - )
o . 0.15% (n=884) (n=453) * Overall, the most frequently reported (<2.9%) treatment-emergent adverse events across
baseline in Eczema Area and Severity Index (EASI-75) at Week 4 12>7% . L . L L
WENRS: 11001 I . 0 o 0 o vIGA-AD 0/1 subgroups included headache, nausea, application site pain, diarrhea, and vomiting
— WI- : 11-poin ranging from O (no | worst i = 80 - . . . . .
imaginable) point scale ranging fro (no itch) to 10 {worst itc Overall 211(23.9) 112 (24.7) O * |Investigator-rated and patient-reported tolerability by race were consistent with the
White 134 (25.3 70 (26.2 & i
« Safety and tolerability were also assessed . 125.3) (26.2) S 60 - , 40.9 43.6 7 overall population
VvIGA-AD 2 Black or African X 41.1 42.8 38.6 37.2 [ 40.7 : 393
(Mild), n (%) American 45(25.6) 28(29.2) 4 10 L - [ | 251 21.6 7 248 - T
’ - m . T
_ c 1 205 [ 214 | 50,7 204 | | 225 CONCLUSIONS
Study Design Asian 18 (15.8) 8(12.9) = : : :
Other race 14 (21.5) 6 (21.4) & 20 . . - * Once-daily nonsteroidal roflumilast cream 0.15% provided meaningful improvements in
Overall 673 (76.1) 341 (75.3) 0 signs and symptoms of AD
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= treatment groups
* Aged 26 years - Vehicle Cream Other race 51(78.5) 22 (78.6) WI-NRS Success
* BSA 23% = Overall 10.1(5.7) 10.0 (5.2) S &
* EASI >5 White 9.7 (5.1) 10.0(5.1) § 60 ha REFERENCES
4 weeks B .. « e e o s
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_ . ! o _ Asian 11.6 (7.7 10.6 (5.5 = T 1 165 T | 18.2 4. Simpson EL, et al. JAMA Dermatol. 2024;160(11):1161-1170.
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EASI: Eczema Area and Severity Index; QD: once daily; vIGA-AD: mean (SD) Asian 6.1 (2.1) 5.8 (2.3) Overall Race Ethnicity Skin Type DISCLOSURES
Validated investigator G lObal Ass'essment for Atopic Dermatitis; Other race 6.1(2.3) 6.0 (2.4) Cl: confidence interval VHP, JCB, MG, HCH, and ELS are investigators and/or consultants for Arcutis Biotherapeutics, Inc. and received grants/research funding and/or
WI-NRS: Worst Itch-Numeric Rating Scale. : :

PRESENTED AT THE 2025 SOCIETY OF DERMATOLOGY NURSE PRACTITIONERS NATIONAL CONFERENCE; APRIL 30—MAY 3, 2025; INDIAN WELLS, CA

honoraria; MSS, DK, PB, DRB, RCH, and DHC are employees of Arcutis Biotherapeutics, Inc. Additional disclosures provided on request.




Comparative Efficacy of KEY RESULTS
Durability index odds ratios for lebrikizumab and dupilumab for IGA 0/1 and EASI 75 from 0% to 100% treatment continuance

Le b ri k i Z u m a b y D u p i I u m a b y _ Favors Lebrikizumab Q4W Dupilumab QW/Q2W Favors Lebrikizumab Q4W Dupilumab QW/Q2W
and Tralokinumab in 1
Maintaining Treatment

Response In Atopic — — e

G/ IsSv3

L0 VOI
Odds Ratio

Odds Ratio
=S

50% 64.2% 75% 84 7% 100%

0% 25I% 5[;% ?5I% mln% 0% 25%
Dermatitis at Varying
m IGA 0/1: Lebrikizumab had statistically significantly better odds of durability at week 52 than dupilumab for continuance rates m EASI 75: Lebrikizumab had significantly better odds of durability than dupilumab at continuance rates from 0% (OR 3.24,

1.83-6.12) to 64.2% (1.45, 1.00-2.08). Lebrikizumab also had numerically better odds from 64.2% to 84.7%, while

- from 0% (OR 4.69, 95% Crl: 2.23-15.96) to 100% (1.73, 1.01-2.94)
Tre atm e nt CO ntl n u a n Ce 0 0 0 dupilumab had numerically better odds from 84.7% to 100%.

Durability index odds ratios for lebrikizumab and tralokinumab for IGA 0/1 and EASI 75 from 0% to 100% treatment continuance
dlesS

Favors Lebrikizumab Q4W Tralokinumab Q2W Favors Lebrikizumab Q4W Tralokinumab Q2W

Jonathan l. Silverberg?!, Alan Irvine?,

Peter Foley3, James Del Rosso?, Luis Puig®,
Linda Stein Gold®, Martin Dossenbach’,
Marta Casillas’, Gaia Gallo’, Buelent Akmaz?,

Odds Ratio
[
10 VDI
Odds Ratio
T
Gl ISvV3

1_ I | I | I I I I

Kim Rand?®, Louise Deluca Carter’ (Non-author |
presente r) D:% 25'% 39_15% 5;:1% ?é% QB_E;% m'm% 0% 25% 50% 75% 100%
Treatment continuance Treatment continuance
'George Washington University School of Medicine and Health Sciences, Washington, DC, m IGA0/1: Lebrikizumab had significantly better odds of durability than tralokinumab at continuance rates between m EASI 75: Lebrikizumab had statistically significantly better odds of durability at week 52 than tralokinumab at continuance rates
USA,; ?Department of Clinical Medicine, Trinity College, Dublin, Ireland; *The University 39.5% (OR 1.68, 95% Crl: 1.00-3.12) and 96.9% (1.79, 1.00-3.14). Lebrikizumab also had numerically better odds at from 0% (OR 3.89, 2.13-7.66) to 100% (2.13, 1.35-3.32)
Melbourne, Melbourne, Victoria, Australia; “JDR Dermatology Research Las Vegas, NV, continuance rates <39 5% and >96.9%
USA; °Department of Dermatology, Hospital de la Santa Creu i Sant Pau, Barcelona, Spain; ' o
®Henry Ford Hospital, Detroit, Ml, USA; “Eli Lilly and Company, Indianapolis, IN, USA;
"Almirall S.A., Barcelona, Spain; *Maths In Health B.V., Klimmen, The Netherlands Solid line represents the point estimate for ORs. Upper and lower bands represent 95% Crls. Dashed line represents the point of equivalence (i.e., no difference between drugs).
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g g = Unanchored simulated treatment comparison Disclosures: JIS has served as advisor, speaker, or consultant for AbbVie, Asana Biosciences,

disease such as atopic dermatitis (AD) whose symptoms can Durability index development trials (STC) was used to estimate odds ratios (OR) Dermavant Sciences, Galderma, GlaxoSmithKline, Glenmark, Kiniksa, LEO Pharma, Lilly,
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oint reduction from baseline; Q2W, every 2 weeks; Q4W, every 4 weeks. the active induction treatment population il tri ' : : Yo - Rarions
. : P : , ry , ; ry clinical trials sponsored by Abbvie, Almirall, Amgen, Biogen, Boehringer Ingelheim, Bristol
— Responders were re-randomized at week 16 to continue ] o - S SP o DY ALDVIS, , AMJen, BIogen, ger ing , SIS
_ _ _ Analysis included the ADvocate 1 and 2 adult population. : : : Myers Squibb, Fresenius-Kabi, J&J Innovative Medicine, Leo-Pharma, Lilly, Novartis, Pfizer,
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Clinical Remission and Off-Treatment Remission in Infants and Preschoolers Conclusions

e Over one-third of pediatric patients aged 6 months to 5 years

With Moderate-to-Severe Atopic Dermatitis Treated With Dupilumab: il e e e e AT Iraaia ol PIITEE o parleriad

clinical remission on therapy during the first year of treatment with

Preliminary Data From an Open-Label Extension Study dupilumab

o Of these patients, about half maintained remission off treatment
Elaine C. Siegfried', Thomas Bieber?, Amy S. Paller?, Eric L. Simpson*, Michael J. Cork>, Stephan Weidinger®, Lawrence F. Eichenfield’, Perla Lansang®, Zhen Chen®, Ashish Bansal®, Henry Yu®, Ana B. Rossi® for 3 months and one-third for 6 months after dupilumab was
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*Oregon Health & Science University, Portland, OR, USA; *University of Sheffield and Sheffield Children’s Hospital, Sheffield, UK; °University Hospital Schleswig-Holstein, Campus Kiel, Kiel, Germany; “University of California San Diego and Rady Children’s Hospital, San Diego, CA, USA; ®University of Toronto, Toronto, ON, Canada; s Most pafien’rs (807) i st aintaimremiccionihadimildlAD
(o)

*Regeneron Pharmaceuticals Inc., Tarrytown, NY, USA; °Sanofi, Cambridge, MA, USA
e Longer term observations will elucidate whether these findings are
durable, suggesting disease course modification

O

@ Objective Results

To report rates of pediatric patients aged Proportion of patients aged 6 months to 5 years achieving clinical remission. Percentage distribution of IGA over time for patients aged 6 months to 5 years.

6 months to 5 years treated with
dupilumab achieving clinical remission on 6 months to 5 years IGA score 0 mIGA score1 " IGA score 2 1 IGA score 3 B IGA score 4 B Missing
. . oo N =163
dupilumab treatment and maintaining the ( ) . . .
Eiiaa py A  Patients who received placebo during the parent study (n = 66)
remission off freatment Patients who achieved clinical remission, N1 (%) 54 (33.1)
100 - }g 1.5
. o . 6.1 12.1
Patients who maintained remission off treatment 29/54 (53.7) 28.8
E‘L BCICkg round for at least 3 months, n/N1 (%) O\i 80 -
£
. . ) . Patients who maintained remission off treatment
o Pediatric patients with moderate-to-severe AD have a high burden . 16/54 (29.6) 2
) i for at least 6 months, n/N1 (%) "5 78.8 56.1
of disease that often requires long-term management 60 - :
(o} 57.6
X ) . - =
o Higher severity and earlier onset of AD are predictive factors for o
1 1 ° ° ° ° ° ° ° ° c 51'5
disease persistence Proportion of patients aged 6 months to 5 years achieving clinical remission. O 40-
° o ° . *

e Despite the approval of dupilumab in patients as young as o
6 months with severe AD, and the favorable long-term safety, g-
physicians and caregivers question if treatment could be Remission No Ionger Saoon 25.8
interrupted in patients achieving disease remission ) o 13.6 24.2

off treatment 21.2 -
IN remMission
9.1
for 3 months 0 i 4.5
46 37 Parent study Current study Current study Current study
53 70/ o (o) baseline baseline Week 52 Week 76
¥ Methods e h=25/54 ° - - ~
n=29/54 B Patients who received dupilumab during the parent study (n = 97)

e This study analyzed patients aged 6 months to 5 years with 100 - 1.0 }(1) 6.2
moderate-to-severe AD (n = 163) enrolled in the ongoing o 9.3 10.3
open-label extension LIBERTY AD PED-OLE study (NCT02612454) o ; .

L] o [ ] o
treated with dupilumab every 4 weeks based on weight: 4-year-old patient at baseline After 4 months of dupilumab treatment e 80 -
(severe AD) (mild AD) -E
- 5 to <15 kg: 200 mg ©
-
- 15 to <30 kg: 300 mg g_ 60 - 81.4 32.0 51.5 45.4
— Concomitant use of topical corticosteroids was not standardized o
c
e Clinical remission was defined as maintaining an IGA score of Q2 40 -
. ==
0/1 (clear or almost clear skin) for 212 weeks after 40 weeks on S 25.8
dupilumab 3 20.6 23.7
-
e Patients reaching clinical remission discontinued dupilumab o 20-
(remission off treatment) and were monitored for recurrent AD 18.6 14.4
(IGA score =22 at any one visit), at which point dupilumab was - 13- ld:4
restarted 0 .
Parent study Current study Current study Current study
baseline baseline Week 52 Week 76
AD, atopic dermatitis; IGA, Investigator’s Global Assessment.
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Treatment Outcomes of Systemic Treatments for Moderate-to-Severe Atopic Dermatitis Conclusion
in Children Under 12 Years of Age: 4-Year Results From the PEDISTAD Registry vith dupllomab hed o greater

improvement in AD signs, lower
Alan D. Irvine', Michele Ramien®?, Lin Ma*, Danielle Marcoux>®, Eulalia Baselga’, Marlies de Graaf®?, Martti A. Antila®, Nelson A. Rosario Filho™, Lara Wine Lee", Joel C. Joyce®, Rajan Gupta®, Marius Ardeleanu'™, Annie Zhang® cumulative discontinuation rates,
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(& Objective Results

To report the efficacy and safety of

) . . Patients treated with dupilumab had a greater improvement in EASI and BSA compared with patients treated with Patients treated with dupilumab had fewer treatment-emergent AEs compared with patients treated with methotrexate
dupilumab in treating moderate-to-severe methotrexate or cyclosporine. or cyclosporine.
° _ o
AD vs cyclosporine and methotrexate after 4
years of treatment in children <12 years old EASI BSA Dupilumab Methotrexate Cyclosporine
72- 100 -
P < 0.0001 P < 0.0001 P < 0.0001 AEs by PT EAER AEs by PT EAER AEs by PT EAER
with an per 100 with an per 100 with an per 100
|::| 40 - T I incidence of patient- incidence of patient- incidence of patient-
—Q BOCkg round 30+ 1 I >1%, n (%)° years® >1%, n (%) years® >1%, n (%) years®
o Dupilumab significantly improves AD signs and symptoms in m e el e m 9 Any AE 72 (28.3%) Any AE 44 (31.4%) Any AE 46 (31.5%)
children enr.olled in phase 3 clinical trials : 204 N : ViDL 12 (4.7%) 2 45 I . B . Arersfe . o
o Understanding the long-term, real-world treatment outcomes, = T s 50 - oplic dermatitis (7.1%) : Jere e (14.4%) :
safety, and discontinuations for patients receiving systemic
therapies is important for the continued management of AD in . Conjunctivitis 7 (2.8%) 1.22 Abdominal pain 4 (2.9%) 2.16 Impetigo 5(3.4%) 2.05
children 10 .
Upper 5(2.0%) 1.57 ]
- respiratory AT 4 (2.9%) 1.85 Aliegls 4 (2.7%) 1.64
19.3 38.1 : : contagliosum conjunctivitis
0 0 tract infection
Therapy Last Therapy Last Therapy Last Therapy Last Therapy Last Therapy Last
start observation start observation start observation start observation start observation start observation 4 (1.6% 0.70
53 n= 250 167 135 105 142 98 n= 238 148 132 100 134 90 Allergic (1.6%) ' Upper ) .
‘{é'}' Me'l'hOdS Dupilumab Methotrexate Cyclosporine Dupilumab Methotrexate Cyclosporine conjunctivitis !’e:pIJIr’.OTOFy fract 4 (2.9%) 1.24 Influenza 4 (2.7%) 1.64
infection
Mean (SE) treatment duration was 27.3 (0.9) months for dupilumab, 28.1 (1.6) for methotrexate, and 19.5 (1.4) for cyclosporine
PEDISTAD (NCT03687359) 4-year interim analysis Atopi 4 (1.6°
pic (1.6%) 0.87 , . . .
N = 535 . . . . . . . . . dermatitis Asthenia 2 (1.4%) 0.62 Fatigue 3 (2.1%) 1.23
« Phase 4, global, 10-year, observational registry Patients ’rrec.t’red with dupilumab had a lower discontinuation rate compared with patients treated with methotrexate
_ , or cyclosporine. Asthma 3 (1.2%) 0.52 Diarrhea 2 (1.4%) 0.62 Anxiety 2 (1.4%) 1.23
e Children aged <12 years from 20 countries -
. . . . . . , 3 (1.2% 0.87 : [
Patients received dupilumab, methotrexate, or cyclosporine o P Ear infection (1.2%) FseTee 2 (1.4%) 0.62 Agiomln0| 2 (1.4%) 0.82
o All analyses are descriptive . P
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Spain, and the United States of America

Censored, patients lost to follow-up.

AD, atopic dermatitis; AE, adverse event; BSA, body surface area; EAER, exposure-adjusted event rate; EASI, Eczema Area and Severity Index; PT, Preferred Term; SD, standard deviation; SE, standard error.
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Dupilumab Monotherapy Prevents Flares and Provides Sustained Conclusions

e Dupilumab monotherapy over
o C ) o o
Control of Atopic Dermatitis Over 1 Year Across Various Dose Regimens G 1yearprevented flares in 8 out
_ of 10 patients regardless of the
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77 Results

@ Objective

To report the efficacy of dupilumab Demographics and baseline disease characteristics. Most patients had no flares® over 1 year with continued dupilumab monotherapy.

monotherapy to prevent flares and ~ -
main_l_ain disease con,l_rol in adul.l,s .I_rea.l_ed SOLO 1/2 baseline (Week 0) SOLO-CONTINUE baseline (Week 16) ® Placebo, n =38 € Dupilumab 300 mg g2w, n =78 M Dupilumab 300 mg g4w, n =43 A Dupilumab 300 mg g8w, n = 41

. = = e } Dupilumab Dupilumab Dupilumab . Dupilumab Dupilumab Dupilumab *%* ok
with various dose regimens during the Placebor 30 qzwe 300mgqéwe 300mgaswe PO 300To o 300 mg qéwe 300 mg qowe - . *ox : - . .
. - n =80 n = 41 n =39 - n=80 n = 41 n =39 100 M— —h A— KE*x rRK * % % * % * * % % * % .
maintenance phase — — 90%
- - = —9— - —® g9y
Age, mean (SD), years 38.5 (15.0) 38.6 (14.8) 37.7 (17.6) 34.3 (13.8) 38.9 (15.0) 38.9 (14.8) 38.2 (17.5) 34.6 (13.8) 80 — * —i i L — —
* * * (o]
Sex, male, n (%) 18 (46.2) 38 (47.5) 23 (56.1) 22 (56.4) 18 (46.2) 38 (47.5) 23 (56.1) 22 (56.4) °\v; 60 — \ __o— —® 63%
et .
: e
— )
R BOCkg round Duration of AD, 26.8 (15.9) 28.2 (16.2) 26.4 (16.1) 22.9 (10.5) 26.8 (15.9) 28.2 (16.2) 26.4 (16.1) 22.9 (10.5) T 40+
mean (SD), years . . .2 (16. : . . . . . . . . . . . iy
e Disease control in AD can be defined as absence of flares, an S e G 20
. . . . . . v S ’ 48.6 (17.5) 48.3 (21.1) 471 (20.7) 47.3 (20.2) 14.9 (14.2) 8.4 (10.7) 13.0 (14.4) 12.4 (15.3)
important goal for physicians and patients; flare is a worsening of mean % (SD)
° e o . 1 O : : : : : : : : :
disease requiring escalation of treatment 6 20 74 8 3 36 10 v 18 52
Patients with =1 AD flare
e Dupilumab with concomitant TCS was shown to prevent flares in in 12 months before screening visit, 36 (94.7) 66 (83.5) 37 (90.2) 35 (89.7) Week®
. . . %
849% of adults with moderate-to-severe AD in a ‘|_yeq r, ra ndomlzed, n (%) n/N Placebo 36/38 33/38 27/36 23/35 24/35 21/35 20/35 21/35 20/32
.. . 123 | Dupilumab q2w 78/78 71/77 70/76 68/73 68/73 66/73 65/73 66/73 62/69
placebo-controlled clinical trial* er of flares Dupilumab g4w 42/43 39/42 35/41 35/41 34/41 33/40 33/40 33/40 30/38
;\'2“”‘ ef"hO X ‘?cres 't” N 0 .0 10 o Dupilumab g8w 40/40 39/40 39/40 38/40 37/40 34/39 34/39 34/39 32/36
montns petore tredrmen 5 o o o
period median All patients received dupilumab 300 mg g2w in SOLO 1/2 and were then randomized to treatment in SOLO-CONTINUE as indicated.
' P values were derived by Cochran-Mantel-Haenszel test stratified by region, and baseline IGA strata (0, 1, >1) as fixed factors. *P < 0.05; **P < 0.07; ***P < 0.001 vs placebo.
sAll patients received dupilumab 300 mg g2w in SOLO 1/2 and were then randomized to treatment in SOLO-CONTINUE as indicated. “No rescue treatment use. "Weeks correspond to SOLO-CONTINUE study, in continuation of SOLO 1/2. Patients who received rescue treatment in SOLO 1/2 (including TCS/TCI) were considered non-responders.
Summary of safety indicators from SOLO 1/2 baseline through SOLO-CONTINUE. The proportion of patients who experienced a flare® remained low across dupilumab dose regimens.

¥ Methods B .

R Dupilumab Dupilumab Dupilumab Placebo Dupilumab 300 mg g2w Dupilumab 300 mg g4w Dupilumab 300 mg q8w
° ° ° o o [+) qce oa Lo] Le ] a
o Adults with moderate-to-severe AD who received dupilumab 300 kS etk 2 Greniy b n = 39 el m98°|02W e “‘94"'14"" il m93°9|)8"" 00
. . n= n= n=
mg g2w in SOLO 1/2 (NCT02277743/NCT02277769) and achieved
optimal response of IGA 0/1 and/or EASI-75 at Week 16 were TEAE 34 (87.2) 59 (73.8) 29 (70.7) 29 (74.4) i
rerandomized in SOLO-CONTINUE (NCT02395133) for an additional
36 weeks to dupilumab 300 mg monotherapy gq2w, g4w, 8w, or Serious TEAE 1(26) 4 (5.0) 1(24) 0 : 50 5995
placebo £ |
Severe TEAE 3(7.7) 4 (5.0) 2 (4.9) 2 (5.1) 2 0
e Patients who received rescue treatment in SOLO 1/2 (including TCS/ o N Hazard ratio (95% Cl)¢
(a
' . o 22%>  0.283" (0.131, 0.614)
TCI) were considered non'responders TEAE leading to discontinuation 2 (5.1) 0 0 0 - | [ 21%>  0.251' (0.112, 0.562)
. i ) ) ) , = 18%°  0.220%(0.113, 0.430)
e This analysis reports the proportion of patients with no flares by | : —
. . . . . TEAE leading to death 0 0 0 0 T o
visit and time to first flare during SOLO-CONTINUE (Kaplan-Meier 0 | | .
SfGﬁSﬁCS); dOITCI are presenfed as Obse rved “Treatment arm in SOLO-CONTINUE. All patients in this analysis received dupilumab 300 mg g2w in SOLO 1/2 and were then randomized to treatment in SOLO-CONTINUE as indicated. 16 20 24 28 32 36 40 44 48 52
. . . .. Week
e Flare defined per protocol as worsening of disease requiring
e ey . I . f . | d . Number at risk Placebo 39 37 31 25 19 18 15 15 15 14
initiation or escalation of rescue treatment (including starting Dupilumab q2w 80 80 71 69 66 65 63 62 6 o
fopicql frea‘l‘men‘l‘) Dupilumab g4w 41 40 37 33 33 31 30 29 29 26
Dupilumab q8w 39 38 37 37 35 34 31 30 29 25

Kaplan-Meier curves present time to flare® in SOLO-CONTINUE. All patients received dupilumab 300 mg g2w in SOLO 1/2 and were then randomized to treatment in SOLO-CONTINUE as indicated.
*P =0.0014; P = 0.0008; *P < 0.0001 vs placebo.
°First rescue treatment use. *Proportion of patients with flare. ‘Based on Cox proportional hazard model with treatment as effect. “Weeks correspond to SOLO-CONTINUE study, in continuation of SOLO 1/2.

AD, atopic dermatitis; EASI-75, 275% improvement from baseline in Eczema Area and Severity Index; IGA, Investigator’s Global Assessment; n, number of patients with no flares; N, number of patients with data available; 2w, every 2 weeks; q4w, every 4 weeks; q8w, every 8 weeks; SD, standard deviation; TCI, topical calcineurin inhibitor(s); TCS, topical corticosteroid(s); TEAE, treatment-emergent adverse event.
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KEY RESULTS

IGA (0,1) Response Rates? Were Maintained in Patients
Receiving Lebrikizumab Q4W and Q2W Through 152 Weeks

Long-Term Efficacy and
Safety of Lebrikizumab Is

EASI 75 Response Rates? Were Maintained in Patients

S o EASI 90 Response Rates? Were Maintained and Improved in Patients
Receiving Lebrikizumab Q4W and Q2W Through 152 Weeks

Receiving Lebrikizumab Q4W and Q2W Through 152 Weeks
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aData from W16 responders achieving IGA (0,1) at W16 of parent study. aData from W16 responders achieving EASI 75 at W16 of parent study. aData from W16 responders achieving EASI 75 at W16 of parent study.
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Safety Summary for Patients Entering ADjoin From ADvocate1&2 and

Methods ADhere

Results

USA; 8Eli Lilly and Company, Indianapolis, IN, USA; °Almirall S.A., Barcelona, Spain; Outcomes Most Patients Receiving Lebrikizumab Q4W and Q2W ADvocate1&2 — ADjoin? ADhere — ADjoin®
%University of Liibeck, Liilbeck, Germany = Maintenance of response for: Through 152 Weeks Did Not Require Rescue Therapy? LEBIg 42‘,?10 mg LEBIg sz?,o mg LEBIg 42"?’0 mg LEBIgZZV?IO mg
_ — IGA (0,1) (in Week 16 responders achieving IGA [0,1] at Week 16 of parent study) (N=99) (N=82) (N=29) (N=57)
Sponsored by Eli L|IIy and Com pany — EASI 75 (in Week 16 responders achieving EASI 75 at Week 16 of parent study) ADvocate182 — ADjoin Patients with 21 TEAE 67 (67.7) 59 (72.0) 17 (58.6) 35 (61.4)
— EASI 90 (|n Week 16 reSpondel’S aChieVing EASI 75 at Week 16 Of parent StUdy Proportion Of Patients Not Requiring Rescue Therapy (%) Mild 25 (253) 28 (341) 12 (41 4) 13 (228)
Note: Responders in ADvocate1&2 and ADhere were defined as those patients who achieved either EASI 75 or IGA (0,1) following 16 weeks of LEBRI 250 mg 86% Moderate 36 (36'4) 28 (34'1) 4 (13'8) 21 (36'8)
O BJ ECTIVE Q2W treatment without use of rescue therapy. TCS-free é}o% Severe 6 (6.1) 3(3.7) 1(3.4) 1(1.8)
| | Statistical Analyses and Assessment 050, Serious AE 3 (3.0) 3 (3.7) 2(6.9) 2(3.9)
m To evaluate the long-term efficacy and safety of 3 years of continuous = Analysis population TCl-free 94% 2eEl 0 0 0 1(1.8)
treatment of lebrikizumab, with or without TCS, in responders2 from D . - . | 919, Discontinuation from study treatment 3 (3.0) 2 (2.4) 0 2 (3.5)
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16 weeks of LEBRI 250 mg Q2W treatment without use of rescue therapy. ADhere who were randomized to lebrikizumab 250 mg Q4W or lebrikizumab 250 mg Q2W m LEBRI Q4W (N=99) m=LEBRI Q2W (N=82) In;efti?[n?e e 4? E41150§3) 32 8:69;3) 11 2?574?) 24 (32.1)
: HPRE otenual opporwunisuc intectons . . .
and enrolled into ADjoin at Week 16 o Skin infections 3 (3.0) 1(1.2) 1(3.4) 2 (3.5)
m Efficacy analysis _ ~ ADhere — APJPlnb Herpes infections 3 (3.0) 6 (7.3) 1(3.4) 2 (3.5)
— As-observed (OC) analyses used all collected data regardless of rescue medication use Proportion of Patients Not Requiring Rescue Therapy (%) '?ara_s't'c '_nfeCt'ons_ 0 0 1(34) 0
C O N C L U S I 0 N S . _ , _ _ _ Injection site reactions? 0 1(1.2) 1(3.4) 1(1.8)
— In addition to as-observed analyses, the non-responder imputation-multiple imputation® TCS-free Malignancies” 0 0 0 0
m Efficacv outcomes were maintained throuah 3 vears of continuous method was implemented to handle missing data. For each imputation process, T
e 4 : : J : y - 25 datasets with imputations were calculated using SAS® software version 9.4 TCl-free Hypersensitivity 1(1.0 2(24) 1(3.4) 1(1.8)
Iebrlklzgrr_lab treatment, with or without TGS, in We'ek 10 reg,ponders m'bOth — ADvocate1&2 — ADjoin: Efficacy outcomes were assessed during the mainténance eriod e Eosinophilla 4.9 112 0 °
the Iebrl k|Zumab 250 mg Q4VV and Q2W dose reglmenS! Wlth mOSt patlents Of ADvocate1&2 (WeJeks 16-52)};nd then fOI' 100 weeks in AD'oing(Weeks 52_152) P Systemic-free . 97% aModified safety population from Week 0 of ADjoin through to data cut-off of April 24, 2024; PAs reported by the inyestigator,a5€.'>-year-old male patient
ma|nta|n|ng C|eal’ or al mOSt Clear Sk|n as assessed by |GA (O, 1 ) | 89% died of natural causes on Study Day 462 and the event was assessed to be unrelated to study treatment; the patient had a medical history of

hypertension, cardiac ablation, AD, insomnia, and gastroesophageal reflux; °Conjunctivitis cluster includes MedDRA preferred terms of conjunctivitis,
conjunctivitis allergic, conjunctivitis bacterial, conjunctivitis viral, giant papillary conjunctivitis; 9Keratitis cluster includes MedDRA preferred terms of keratitis,
atopic keratoconjunctivitis, allergic keratitis, ulcerative keratitis, and vernal keratoconjunctivitis; €Infections are defined using the MedDRA preferred terms
from the Infections and Infestations System Organ Class; fAll potential opportunistic infections were assessed as not opportunistic based on the Winthrop
criteria; 9Injection site reactions are defined using MedDRA High Level Term of injection site reactions, excluding joint-related preferred terms; "Includes
both NMSC and malignancies excluding NMSC; ‘Eosinophilia is defined as 2 preferred terms of eosinophilia and allergic eosinophilia and the following
preferred terms under the high-level term of white blood cell analysis: eosinophil count abnormal eosinophil count increased, and eosinophil percentage
increased. No eosinophilic-related disorders were reported.

Notes: Data are presented as n (%). A TEAE is defined as an event that first occurred or worsened in severity after baseline and on or prior to the date of
the last visit within the specified treatment period. Patients with multiple occurrences of these categories are counted once for each category. Patients may
be counted in >1 category. Deaths are also included as serious AEs and discontinuations due to AEs. MedDRA Version 27.0.

— ADhere — ADjoin: Efficacy outcomes were assessed up to 100 weeks in ADjoin
(Weeks 16-116)

m Safety data were reported from ADjoin enrollment up to the data cut-off April 24, 2024

40% 60% 80% 100%
Rate (%)

= LEBRI Q2W (N=57)

— Additionally, most patients maintained EASI 75 and EASI 90 through 3 0% 20%

years of continuous lebrikizumab for both dose regimens

m Most patients did not require rescue therapy with continuous lebrikizumab
treatment

m The safety profile of lebrikizumab in ADjoin was consistent with that observed
in ADvocate1&2, ADhere, and other lebrikizumab studies in patients with
moderate-to-severe AD

— Rates of adverse events did not increase over time

m [hese long-term 3-year data demonstrate that lebrikizumab provides disease
control over time, and helps inform clinical practice in a chronic and
relapsing disease

= LEBRI Q4W (N=29)

aPatients from one site participating in ADvocate2 and ADhere not included in the modified intent-to-treat population due to site audit findings; "Responders
in ADvocate1&2 and ADhere were defined as those who achieved either EASI 75 or IGA (0,1) following 16 weeks of lebrikizumab 250 mg Q2W treatment
without use of rescue therapy; ¢Patients who discontinued treatment due to lack of efficacy had values set to their parent study baseline value subsequent to
this time. Observations after discontinuing treatment due to other reasons are set as missing and handled with multiple imputation.

aRescue therapy included any topical or systemic therapy during the treatment period; PPatients enrolling into ADjoin
from ADhere, continued or stopped TCS use, as needed.
Notes: Topical rescue therapy included TCS and TClI; systemic rescue therapy included systemic corticosteroids,

immunosuppressants, biologics, phototherapy, and photochemotherapy. Majority of systemic rescue was used to treat
TEAEs.

References: 1. Blauvelt A, et al. BrJ Dermatol. 2023;188:740-748.
2. Simpson E, et al. JAMA Dermatol. 2023;159:182-191.
3. Guttman-Yassky E, et al. Poster presented at: Fall CDC 2023. Abstract 494.

Abbreviations: AD=atopic dermatitis; AE=adverse event; BMI=body mass index; BSA=body surface area; EASI=Eczema Area and Severity Index; EASI 75=at least 75% improvement from baseline in EASI; EASI 90=at least 90% improvement from baseline in EASI; IGA=Investigator’s Global Assessment; IGA (0,1)=IGA
response of clear or almost clear; LEBRI=lebrikizumab; NMSC=non-melanoma skin cancer; NRS=Numeric Rating Scale; Nx=number of patients with non-missing values; OC=observed case; PBO=placebo; Q2W=every 2 weeks; Q4W=every 4 weeks; R=randomization; SAE=serious adverse event; SD=standard deviation;
TClI=topical calcineurin inhibitor; TCS=topical corticosteroid; TEAE=treatment-emergent AE; W=Week.
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OBJECTIVES

m Results on efficacy and safety outcomes from ADmirable (NCT05372419),
the first Phase 3, open-label, 24-week trial of lebrikizumab in adult and
adolescent patients with moderate-to-severe AD and skin of color, a
historically under-represented patient population, were first reported at
AAD 20241

This analysis reports the 16-week efficacy and safety outcomes, including
innovative measures of post-inflammatory hyperpigmentation
and hypopigmentation

CONCLUSIONS

m ADmirable is the first clinical trial to report data from patients with
moderate-to-severe AD and skin of color (78% Black or African American
patients) using novel tools and scales to evaluate signs and symptoms that
matter to patients

Lebrikizumab improved AD signs and symptoms after 16 weeks of
treatment

— The majority of patients achieved 75% or greater improvement in skin
clearance and showed improved symptoms of itch and quality of life

Based on the novel PDCA-Derm™ scale, lebrikizumab improved
nypopigmented and hyperpigmented lesions

_ebrikizumab’s safety profile was consistent with that reported in
Phase 3 trials3-°

— No SAEs were reported

Society of Dermatology Nurse Practitioners (SDNP) National Conference 2025,
Indian Wells, CA, USA; April 30 - May 3 2025

Baseline Demographics and Disease Characteristics

LEBRI
250 mg Q2W
(N=90)
Age, years 40.7 (19.6)
Adult (=18 years), n (%) 76 (84.4)
ﬁc(l(c;(l)?scent (=212 to <18 years), 14 (15.6)
Female, n (%) 39 (43.3)
BMI, kg/m? 30.1 (7.7)
BMI category, n (%)
Underweight (<18.5 kg/m?) 3 (3.3)
Normal (218.5 and <25 kg/m?) 19 (21.1)
Overweight (225 and <30 kg/m?) 30 (33.3)
Obese (230 and <40 kg/m?) 26 (28.9)
Extreme obese (240 kg/m?) 12 (13.3)
Duration since AD onset, years 19.7 (16.1)
IGA®
3 (Moderate), n (%) 62 (68.9)
4 (Severe), n (%) 27 (30.0)
EASI 26.4 (12.2)
BSA % affected 37.8 (20.5)
POEM 17.3 (6.5)
Pruritus NRS® 7.0 (2.2)
>3, n (%) 73 (93.6)
24, n (%) 70 (89.7)
Sleep-Loss scale® 2.0 (1.1)
DLQI 13.2 (7.4)
cbLQl? 12.2 (8.2)
PO-SCORAD® 57.1 (17.8)
PDCA-Derm™f
Hypopigmented lesion(s), n (%) 16 (17.8)
Hyperpigmented lesion(s), n (%) 52 (57.8)

aBased on the patient's reported cutaneous reaction to sun exposure; 1 patient inadvertently enrolled with IGA=2 and discontinued when discovered they did not meet enroliment criteria; °Nx=78; 4Patients <16 years of age at baseline

American Indian
or Alaska Native
(n=6)

Asian
(n=10)

VI: Never
burns, tans
very easily

(n=29)

V: Very rarely
burns, tans
very easily

(n=22)

69% of Patients Achieved EASI 75 (Primary Endpoint),
and 45% of Patients Achieved EASI 90 at Week 16

—@— LEBRI 250 mg Q2W, as observed

EASI 75 and EASI 90

EASI 75
69%
67%

EASI 90
45%
43%

Black or
African
American
(n=70) Ethnicity Hispanic 100 -
or Latino
(n=19)
80—
Not E‘, 60—
Hispanic €
or Latino 2
(n=71) § 40
Fitzpatrick 20—
Phototype? D
0
IV: Rarely Nx# 90 85 84
burns, tans
?r? :Sélg ) aAs observed.

Notes: NRI/MI analyses are based on all N=90 patients at each timepoint. Patients who discontinued treatment due to lack
of efficacy were imputed as non-responders; all other missing data were imputed using MI.

45% of Patients Achieved IGA (0,1) With 22-Point
Improvement From Baseline at Week 16

==1=- LEBRI 250 mg Q2W, NRI/MI

IGA (0,1) With 22-Point Improvement?

100 -

Patients (%)

45%

NxP 90 85 84

83 78

a|TT population with baseline IGA 22; As observed.
Notes: NRI/MI analyses are based on all N=90 patients at each timepoint. Patients who discontinued treatment due to lack of efficacy
were imputed as non-responders; all other missing data were imputed using MI.

33% of Patients Showed Improved Hypopigmentation and 63% Showed Improved Hyperpigmentation at
Week 16, as measured by PDCA-Derm™

1004 Pre-specified Clinical Events
20 M Severe
20 + Moderate At Week 16:
_ 16.9% Mild
& 15 = 14.6% 0
: - ] 13.5%
10.1% 10.1%
o oo [ :
; . 33%
5 -
0 T | | T I
AD With  Follicular/  Allergic  Pityriasis  AD With Improved
Prurigo Perifollicular  Shiners Alba Nummular =
Nodules Accentuation Lesions hypopl_gmented
of AD lesions?

completed cDLQI [Nx=10]; others completed DLQI [Nx=77]; eNx=87; fA scale used to compare post-inflammatory lesions to unaffected, adjacent normal skin.
Notes: Data in table are mean (SD) unless stated otherwise. Percent values for pre-specified clinical events were calculated using 86 as the denominator.

Results

Photographs Showing Improvement in AD With
Lebrikizumab in a Patient With Skin of Color

50-year-old Black/African American, non-Hispanic female

©2024 Eli Lily and Company. All rights reserved.

©2024 Eli Lilly and Company. All rights reserved.

Baseline
IGA EASI
3 19.35
Week 16
GA |EASI| S2LF
1 2.4 88%

m Information on the ADmirable Study Design, Key Eligibility Criteria,
Methods, and Use of Concomitant Topical and Systemic Therapy are
described in Supplemental Materials

This study was funded by Eli Lilly and Company.
Almirall, S.A. has licensed the rights to develop and commercialize lebrikizumab for the treatment of dermatology indications, including atopic dermatitis, in Europe.
Lilly has exclusive rights for development and commercialization of lebrikizumab in the United States and the rest of the world outside of Europe.

17%

Hypopigmented
lesions improved to
normal skin tone?

20%

Hyperpigmented
lesions improved to
normal skin toneP

63%

Improved
hyperpigmented
lesions®

aThe analysis was performed on patients with a hypopigmentation lesion at baseline and non-missing data at Week 16 (N=12); bThe analysis was performed on patients with a hyperpigmentation lesion at baseline and non-missing data at Week 16 (N=46).
Notes: For patients with multiple hypopigmented or hyperpigmented lesions at baseline, only the lesion with the most severe score was included in the analysis for each lesion type. In the event of a tie, the lesion reflecting a smaller improvement or worsening in condition from
baseline to Week 16 was included.

58% of Patients Achieved 24-Point Improvement, and 66%
Achieved 23-Point Improvement in Pruritus NRS at Week 16

—@— LEBRI 250 mg Q2W, as observed --=[J-- LEBRI250mg Q2W, NRI/MI

Pruritus NRS With
24-Point Improvement?

Pruritus NRS With
23-Point Improvement®

100 - 100 -
801 __ 80+ 66%
< 60 oo < 50
oo
0
g 40_ 55;"&! hd_: 40_
(1] [17]
o o
20+ 20+
0L —T1 I - 1 0 1 | . 1
0 2 4 8 12 16 0 2 4 8 12 16
Weeks Weeks
Nxt 70 &7 67 67 64 62 Nxt 73 70 70 70 67 62

a|TT population with baseline Pruritus NRS 24; ITT population with baseline Pruritus NRS 23; ¢As observed. Notes: NRI/MI analyses are based on all
N=70 (Pruritus NRS with =24-point improvement) or N=73 (Pruritus NRS with =3-point improvement) patients at each timepoint. Patients who
discontinued treatment due to lack of efficacy were imputed as non-responders; all other missing data were imputed using MI.

72% of Patients Achieved 24-Point Improvement in DLQI, and

DLQI Scores, Regreased by an Average 9tpdeaat: Wasle16

Improvement? From Baseline®
1004 LEBRI LEBRI
250 mg Q2W 250 mg Q2W
_. 807 72% 73% as observed  NRI/MI
S 43/60 49/68 01
~ 60+
b E
[ E -20-
2 404 w3
o "E-‘.,: 40-
- =
20 8= =T -49%
5% 60- /o
0- cm
LEBRI LEBRI S 80
250 mg Q2W 250 mg Q2W =
as ohserved NRI/MI ~100-

a|TT population with baseline DLQI 24; PITT population with baseline DLQI score.
Notes: Data inside bars are n/Nx unless stated otherwise. Participants <16 years of age at baseline completed the cDLQI [Nx=10]; others completed the
DLQI [Nx=77]. Patients who discontinued treatment due to lack of efficacy were imputed as non-responders; all other missing data were imputed using MI.

Copyright ©2025 Eli Lilly and Company. All rights reserved.

Adverse Events

LEBRI 250 mg Q2W
(N=90)

TEAE® 21 (23.3)
Mild 11 (12.2)
Moderate 9 (10.0)
Severe 1(1.1)

SAE 0
Death 0

TEAE related to study treatment® 4 (4.4)

AE leading to treatment discontinuation® 0

TEAE within special safety topics
Infections® 6 (6.7)
Skin infections 2(2.2)
Potential hypersensitivity? 1(1.1)
Injection site reactions 0
Keratitis cluster 0
Conjunctivitis clustere 0
Malignanciesf 0

AD exacerbation 1(1.1)
Hepatic events 0

aPatients with multiple events with different severity are counted under the highest severity; PAs assessed by investigator;
°No cases of herpes infection or helminthic infection were reported; 9Events that occurred on the day of drug administration
and captured using the Hypersensitivity, Angioedema, and Anaphylaxis Standardized MedDRA Queries. The Preferred
Term for the potential hypersensitivity event was dermatitis atopic; ®Defined using the following MedDRA Preferred Terms:
conjunctivitis, conjunctivitis allergic, and conjunctivitis bacterial; fincludes cases with and without NMSC.

Notes: Data are n (%). Severe TEAE includes back pain.

Abbreviations: AAD=American Academy of Dermatology; AD=atopic dermatitis; AE=adverse event; BMI=body mass
index; BSA=body surface area; cDLQI=Children’s DLQI; CFB=change from baseline; DLQI=Dermatology Life Quality Index;
EASI=Eczema Area and Severity Index; EASI 75/90==75/90% improvement from baseline in EASI; IGA=Investigator's
Global Assessment; IGA (0,1)=IGA response of clear or almost clear; ITT=intentto-treat; IP=investigational product;
JAK=Janus kinase; LD=loading dose; LEBRI=lebrikizumab; MedDRA=Medical Dictionary for Regulatory Activities;
Mi=multiple imputation;, NMSC=non-melanoma skin cancer; NRI=non-responder imputation; NRS=Numeric Rating Scale;
Nx=number of patients with non-missing values; PDE-4=phosphodiesterase 4, POEM=Patient-Oriented Eczema Measure;
PO-SCORAD=Patient-Oriented SCORing of Atopic Dermatitis; Q2W=every 2 weeks; Q4W=every 4 weeks; QoL=quality of
life; SAE=severe adverse event; SD=standard deviation; TCI=topical calcineurin inhibitor; TCS=topical corticosteroids;

TEAE=treatment-emergent adverse event
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OBJECTIVE

m o provide updated long-term safety data for lebrikizumab
treatment in adults and adolescents with moderate-to-severe AD,
using data from 11 Phase 2/3 clinical trials

CONCLUSIONS

m [his study confirms a safety profile for lebrikizumab that is
consistent with previously reported data from the lebrikizumab
clinical trial program in adolescents and adults with AD’

m Overall, TEAEs did not increase with longer duration of exposure
to lebrikizumab

m No new safety signals were detected

Society of Dermatology Nurse Practitioners (SDNP) National Conference 2025,
Indian Wells, CA, USA; April 30 - May 3 2025

KEY RESULTS

Most TEAEs Were Mild or Moderate in Severity and Did Not Lead to Treatment Discontinuations

PBO (N=719) LEBRI 250 mg Q2W ALL LEBRI
PYE=205.9 (N=1251) PYE=375.8 (N=2415) PYE=3167.8
n (adj%) [ad] IR] n (adj%) [ad] IR] n (adj%) [ad] IR]
Patients with 21 TEAE 368 (51.9) [284.2] 661 (52.7) [276.4] 1681 (69.6) [133.2]
Mild 198 (27.6) 366 (29.3) 778 (32.2)
Moderate 144 (20.7) 268 (21.3) 784 (32.5)
Severe 26 (3.6) 27 (2.2) 119 (4.9)
Death® 1(0.1) 0 4 (0.2)
Serious AE 12 (1.7) [5.9] 15 (1.2) [3.9] 90 (3.7) [2.9]
AE leading to treatment discontinuation 12 (1.5) [5.4] 25 (2.0) [6.8] 100 (4.1) [3.2]

. ‘7’?@‘%&?5 F%F(Q 2Cenie! Eﬁct?c%;@%emﬁﬁﬁgmpﬁﬁﬁ R S S Ll D T e R L S IS ear-oid male due to-cardiac
= ‘Frequency of Serious AES were 1dw T tife BBO-Controlled dataset and IR decreased with longer
lebrikizumab exposure

AEs of Special Interest Did Not Increase With Longer Duration of Exposure

PBO (N=719) LEBRI 250 mg Q2W ALL LEBRI
PYE=205.9 (N=1251) PYE=375.8 (N=2415) PYE=3167.8
n (adj%) [adj IR] n (adj%) [ad] IR] n (adj%) [ad]j IR]
Conjunctivitis cluster? 21 (3.0) [10.7] 148 (11.7) [43.1] 345 (14.3) [12.3]
Mild 15 (2.1) 81 (6.4) 187 (7.7)
Moderate 6 (0.9) 67 (5.3) 151 (6.3)
Severe 0 0 7 (0.3)
Injection site reactions” 12 (1.6) [5.7] 35 (2.9) [9.7] 87 (3.6) [2.8]
Herpes zoster 1 (0.1) [0.4] 5(0.4) [1.3] 25 (1.0) [0.8] 1

m None of the herpes zoster events were severe and none led to discontinuation.

m No eosinophilic-related disorders were reported

Methods Assessments and Statistical
_ W LEBRI Q2W M LEBRIQ2W/Q4W  Analyses
Study Design m LEBRI Q4W @ LEBRI single dose

"] B oioinc: 100 Weeks]

l PBO-Controlled m The safety assessment for

m Integrated data from 11 Phase 2/3
clinical trials are presented

ADvocate12P: 52 Weeks
ADvocate22.b:c: 52 Weeks

m Percentage and exposure adjusted IRP

. . Dataset (7 studies) lebrikizumab treatment in adults and
ADhere®°: 16 Weeks (+TCS) R adolescents with moderate-to-severe
» Treatment .
ADored: 52 Weeks . duration: Week 0 AD was based on patients who
ADopt-VA2: 16 Weeks . . o Week 16 recelvgd >1 dosg of study treatment,
- | excluding 45 patients from 2 study
ADhere-J?: 68 Weeks (+TCS) EE = N=1251 patients sites,? as the patient eligibility criteria
ADvantage?: 52 Weeks (+TCS) e EEaBtI:e{(Ij gg\?v could not be confirmed

Conjunctivitis Cluster: Frequency Decreased With Longer Duration of
Lebrikizumab Exposure

100
_ = 60
NS
O %27 10.0
£25 127 ne=2415
=% > 10—
25 8-
C=0
® S+ 6 2.9 2.5
58S 3 4 Nx=2205  Nx=1506 N 1;275 1.2 N1_'9623 1.0
& O o e NXE Nx=1186 X= Nx=829
0 | I | I I I I
0 16 32 48 64 30 96 112

Weeks on Treatment

Skin Infections: IR Was Lower in the Lebrikizumab Q2W Group Than in the
Placebo Group and Decreased With Longer Duration of Lebrikizumab
Exposure (ALL LEBRI Dataset)

30 + PBO
E 25 - 21.6
o= 20 A LEBRI
SO 15 - 250 mg ALL
X 10 - Q2w LEERI
23 5- 8.1 4.1 +
14 0 1

-5

PBO LEBRI 250 mg Q2W Any LEBRI
(N=719; PYE=205.9) = (N=1251; PYE=375.8) (N=2415; PYE=3167.8)

Patients with 21 event, n (%) 43 (6.0) 30 (2.4) 124 (5.1)
PYR 199.1 370.0 3051.1

2R and 95% CI (not adjusted by study size).

Note: Skin infections were defined using the MedDRA high-level term of “skin structures and soft tissue infections” and included the following preferred
terms: cellulitis, eczema impetiginous, folliculitis, staphylococcal skin infection, cellulitis staphylococcal, furuncle, erysipelas, and fungal skin infection; IR
was defined as the number of patients experiencing the adverse event divided by the event-specific exposure to treatment (exposure time up to the event
for patients with the event and exposure time up to the end of the period for patients without the event) multiplied by 100, in years.

Results

m This analysis provides data for
a total of 2415 patients and
3168 patient-years in the ALL
LEBRI dataset

— Median exposure: _ ~ .
391.0 days — Approximately 1 additional year from ADjoin

m Compared with the previous integrated data analysis’
that reported data from 10 trials?, this analysis includes
data from:

— 1 additional study: ADvantage®

— Maximum exposure: — Additional data from the now-completed ADhere-J
1138 days (3.12 years) and ADopt-VA
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Key Conclusions

1 Efficacy and safety are key drivers 92 Mode and frequency of administration are important to patients and 3 Communication with HCPs regarding treatment can influence treatment
of patient preferences key to reducing treatment burden perceptions and subsequent compliance
Introduction Table 2. Search Sting

» Atopic dermatitis (AD) is the most common type of eczema, affecting more than 9.6 million children and about 16.5 million
adults in the United States with over one-third of cases classified as moderate-to-severe in intensity’. Worldwide
prevalence is around 3% and it affects up to 10% of adults in certain countries

* As many AD treatments and care options become available to a wider number of patients, there is a growing need for
more information about willingness and preference from those that are living with moderate-to-severe AD to engage
with these treatments

» Stated patient preference research methods help predict factors that influence health behaviors in the future

Category ﬂ Search String “ { Records identified in pubmed search w { Additional records identified by sponsor J
n=346 n=2

1 “atopic dermatitis" OR "eczema" [Title/Abstract] 42,320 J i

~

Records screened based on title and abstract I Records excluded
“patient perspective*” OR “caregiver perspective® OR “perception” OR “health perception*” OR “patient opinion” OR L n=348 n=230
“caregiver opinion” OR “valuation™ OR “patient experience” OR “impact” OR “functioning” OR “burden” OR “work” v

2 OR “everyday” OR “patient needs” OR “caregiver needs” OR “satisfaction” OR “expectation*” OR “patient choice*” OR 3,491,032 ( Records prioritization based on study design A ( Records deprioritized
“caregiver choice*” OR “treatment choice” OR “treatment adherence” OR “treatment discontinuation” OR “attributes” OR n=118 > n=77
“‘preference™” [Title/Abstract] ~ v - ~

. N s

e This study is a literature review of findings from stated preference and qualitative studies regarding the unmet needs and Records screened based on full-text review : Records excluded
preferences of people living with AD when considering their treatment to deliver a Conceptual Model (CM) of attributes “qualitative” OR “interview™ OR “focus group™ OR “grounded” OR “phenomenological” OR “thematic” OR “conceptual model” N ”=i1 J . n=21 )
impacting treatment choice, satisfaction and adherence Study Design 3 OR “ethnograph® OR “survey*” OR “Delphi” OR “preference elicitation” OR “preference score*” OR “preference based” OR 1 449.985 - R 3

0 ” g L .y oy e em ) -, 449, ecords extracted
preference-based” OR “discrete choice” OR “discrete-choice” OR “conjoint” OR “best-worst scaling” OR 19
- - “time trade-off’ OR “DCE” OR “BWS” OR “TTO” OR “swing-weighting” OR “threshold technique” [Title/Abstract] NS n= J
0 bj e ct Ive Reasons for exclusion: Not focused on AD, patient or caregiver perspective, disease symptoms, impacts, treatment experience or treatment preference.
Reasons for deprioritisation: Not qualitative or preference study design and not Japanese or Chinese population.
. . . Ve . . . . . Total 4 #1 AND #2 AND #3 525
» Toidentify a list of AD treatments’ attributes/factors influencing preferences and experience of patients with AD _
imi ' ' ' ' ’ 5 Filters: in the last 10 H English 346 : : : : : :
e Todevelop a prellm_lnary CM capturing rgleva.nt.attrlbutes of AD treatments that may influence patients’ preferences _ ilters: in the last 10 years, Humans, Englis Figure 2. Conceptual Model of AD Treatment Attributes and their Relevance to Treatment Satisfaction and Compliance?-2
* The research questions to be answered in this literature review were:
— What are the drivers of patient preferences towards AD treatments? R | Patient Population Treatment attributes
— What are the most burdensome symptoms and impacts of AD from patients’ and caregivers’ perspectives? esults Patients with AD Medical Perceived Efficacy Practical Convenience Information/Recommendation from
- Fast onset *Mode of administration (Injection,  Trust in HCP recommendation
Methods « 346 records were screened for inclusion, 19 articles identified were selected for full text extraction (Figure 1) Treatment Expectations/ * Clear skin/no visible symptoms topical, oral) * Good communication (with HCP
. . . - - . . . _ Knowledge/Beliefs * ltch reduction * Time/frequency of administration individualized approach)
— b articles reporting attributes impacting patient or caregiver preferences toward AD treatment were identified *Flakiness reduction » Convenience/discomfort of application - Easy access to medical services
« A Targeted Literature Review (TLR) of papers published from 1st Jan 2013—14th Feb 2023 was performed to identify . - . . . . . . . Knowledge About Ad * Reduction of flares (stickiness, smell, time of absorption, * Prominent role of patient in the
. . . . . . . — 3 articles describing patient and caregiver experience with various AD treatments were included and 3 articles - Patient’s beliefs - Long lasting effects moisturizing) treatment management
concepts relevant to patients with moderate-to-severe AD and their caregivers when managing AD, and to identify key exploring patient adherence to AD treatment were identified + Knowledge about the Risks/Side Effects  Ease of administration/easy routine
wording and terminologies used by patients and caregivers to describe these treatment products and preferences _ | _ _ _ _ _ disease - Treatment safety (overall) | - Visibility of administration (shining, no
e The searches were conducted on Medline through PubMed. The initial search strategy identified 346 records using the — 2 manuscripts exploring preferences toward topical AD treatment and 4 exploring experiences with topical treatment K Ger:e:la' m:gucar%racy 'S_hﬁrt_ t‘?tmt‘)_?'t;’/ebeffe?ts (We'ght? 93)'”’ residue)
. - : : o nowledge Abou sick, irritability, burning sensation - Packaging
search strlng as detailed below were identified Treatments *Long term side effects (skin thinning, * Portability
— 1 article reporting AD symptoms and 1 article exploring impacts of AD in Asia were included * Adequate, understandable pigmentation or organ damage) *Long acting |
information tailored for * Treatment being tested (side effects are |+ Can be used all the time (through Adh |
. . . . . . . . i ’ i iviti erence.
For the included studies; 10 qualitative studies, 4 Discrete choice experiments (DCEs), 4 surveys, and patient's age known) | | different seasons/activities) Persist
-« Knowledge about « Itchy/burning feeling (topical) ersisience

mechanisms of action of

Table 1. Literature Review Scope 1 mixed-method study - Pain related to administration

I L TSN - Eoch DCE tested 6 to 9 treatment atiributes classified as ‘perceived efficacy’, ‘risk of side effects’, ‘practicality’ and ‘cost Expoctations.
i : : : " : : : ‘ : . , . . : . : . . « Overall acceptance of treatment
Population of Interest Patients with atopic dermatitis (any age) or their caregivers Not applicable » ‘Perceived efficacy’ was defined as itch reduction, skin lesions, prevention of progression and speed of onset T°gfggczgzat2m;e“2ure 3 » Willingness to continue treatment for
(e . , . . . . . . . . . . rolonged time
Interventions of Interest ALl RImaleReLs0e » ‘Risk of side effects’ overall was tested, as well as risk of VTE, serious infection, malignancy, injection site reaction and eye have no symptoms ) \F/)vnnn i ess' o trv treatment
* Expecting treatment 9 ry

Cost/Accessibility Psychological Acceptance of Treatment
* Cost of treatment * Acceptance of treatment
 Cost of cosmetic product that do not Confidence

* Treatments satisfaction

Comparators of Interest Any comparator or no comparator inflammation regimen does not interfere
with everyday life

e ‘Practicality’ was tested through oral vs. injectable modes of administrations, frequency of administration, frequency of

Patient or caregiver assessment of burdensomeness of signs, symptoms, and impacts of the disease, .. . ! - . . . . « Expecting to be involved in . . i
Pantitebiabeansinibain IS, SYmP P check-ups, administration settings, flare adaptability or interrelationship to topicals o t cause flare-ups Feeling better about oneself due to
Outcomes of Interest > ’ Not applicable feaiment managemen *Access to the treatment improved symptoms
Treatment qualities preferences, overall preference for treatments, treatment satisfaction, treatment impact, ° ‘Efficacy’ and ’risk of side effects’ were the most valued by DCE participants * Access to medical consulations *Feeling insecure due to visible
reasons for treatment selection, non-adherence and discontinuation treatment
» Efficacy and onset of action positively influenced treatment satisfaction, while side effects, injection, high cost, low access, Treatment Management
frequency, burdensome routine and duration of administration impacted treatment satisfaction and potentially adherence  Contol over own treatment
Preference study management
Interview/focus group e Communication with HCPs including recommendations or information on treatment and access to medical consultation * Individualized approach to treatment

Study Design of Interest Other qualitative study (including exit interviews) Editorial Guideline
Cross-sectional survey Epidemiology study
Case report

Mixed-methods study

influenced treatment perception and subsequent compliance

e Lastly, patient medical literacy about AD or treatment, forgetfulness and busyness were also factors of treatment Pa:;: t;fiztr':’(‘;"t
satisfaction and adherence P

Only qualitative studies were included.
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Figure 2: Comprehensive assessment of skin changes from baseline to Week 24
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* Indolent systemic mastocytosis (ISM) is the most common form of systemic mastocytosis
(SM); driven by the KIT D816V mutation in approximately 95% of cases’*

« Patients with ISM can have lifelong debilitating symptoms across multiple organ systems#5

 The vast majority of patients with ISM have highly heterogeneous maculopapular skin lesions5-°
— Lesions may be localized or diffuse, typically on the thighs and torso
— Patients also experience Darier’s sign, pruritus, and flushing

* Avapritinib has previously demonstrated improvements in multiple SM symptoms including
skin manifestations and quality of life (QoL) measurements (Figure 1)''-15

* In Part 1 of PIONEER, avapritinib significantly reduced total mast cell burden and abnormal
CD30+ mast cells in skin lesions'"

* Avapritinib is approved in the USA and Europe to treat adults with ISM, in the USA for
adults with advanced systemic mastocytosis (AdvSM), and in Europe for adults with
AdvSM after 21 prior systemic therapy?e1

Figure 1: Skin improvements with avapritinib in patients with AdvSM from

the EXPLORER study’®

Patient permission granted for use of photos.

* PIONEER, a global, randomized, double-blind, placebo-controlled trial, evaluated the
safety, efficacy, and QoL in patients with ISM receiving avapritinib + best supportive care
(BSC; avapritinib) compared with patients receiving placebo + BSC (placebo)

— In Part 2, there were 212 patients randomly assigned in a 2:1 ratio to receive avapritinib
25 mg orally once daily (QD) or placebo for 24 weeks

— After 24 weeks of treatment was completed, patients were eligible to receive avapritinib
25 mg QD for up to 5 years in Part 3

Overall, 226 patients were exposed to avapritinib 25 mg across Parts 1, 2, and 3

Part 1 (complete)?
Determination of RP2D

Part 2 (complete)

Randomized, placebo-
controlled, double-blind

b mbrmnmind aamia Al

Avapritinib 25 mg QD Placebo .
N=141 N=71

Part 3 (ongoing)®
Open-label extension (up to 5 years)

Primary objective:
» Long-term safety and efficacy of avapritinib in patients with ISM

Baseline (avapritinib vs placebo)
* Mean TSS: 50.2 vs 52.4
* Median (range) number of BSC treatments:

3(0-11) vs 4 (1-8) :
« Percentage of patients with SM * Changes in BSC usage
» Changes in QoL measures

involvement in the skin®: 72.3% vs 74.6% \_ .

Secondary objectives:
* Changes in TSS per the ISM-SAF at 1 year of treatment with avapritinib
» Changes in objective measures of disease burden

aThe RP2D of avapritinib was identified based on efficacy and safety results from Part 1 that included four cohorts: 25 mg avapritinib (n=10), 50 mg avapritinib (n=10), 100 mg
avapritinib (n=10), and placebo (n=9). *As of April 7, 2023. By principal investigator assessment.

BSC, best supportive care; ISM, indolent systemic mastocytosis; ISM-SAF, Indolent Systemic Mastocytosis Symptom Assessment Form; QD, once daily; QoL, quality of life; RP2D,
recommended Part 2 dose; SM, systemic mastocytosis; TSS, total symptom score.

 Adult patients with centrally confirmed ISM with uncontrolled moderate to severe symptoms
(total symptom score [TSS] of 228 at screening), despite treatment with 22 BSC, were
eligible for the study

* The ISM Symptom Assessment Form (ISM-SAF?) is a validated symptom assessment tool
specifically developed for evaluation of ISM symptomology18-20
— TSS is based on the severity of 11 ISM symptoms
— The ISM-SAF was developed over the past 8 years with input from patients, disease

experts, and global regulatory agencies

* The primary endpoint of PIONEER Part 2 was the mean change in ISM-SAF TSS from
baseline to Week 24 in avapritinib-treated patients compared with placebo, and in Part 3 the
primary endpoint is to assess the long-term efficacy and safety of avapritinib

* Here, we present Part 2 data at a cut-off of June 23, 2022

a|SM-SAF © 2018 Blueprint Medicines Corporation.
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Skin photographs @ Skin biopsies

(avapritinib n=74, placebo n=37) (avapritinib n=107, placebo n=60)

» Optional, taken at baseline and * Performed in patients with
every 12 weeks mastocytosis in the skin at

« Photographs assessed by: baseline and at Week 24

— Computer-generated algorithm - * Quantification of mast cell infiltrates
calculated affected surface area was performed by central pathology
— Blinded SAC * Mast cell number and
immunophenotype in skin biopsies
were assessed via light microscopy

and immunohistochemistry
. AN o

ISM-SAF
(completed by all patients)

» Daily PRO assessment of
11 ISM-related symptoms

* Each evaluated on a 0—10 scale
(no symptoms — worst imaginable)

» Skin domain is comprised of spot,
flushing, and itching for a total
scale of 0-30

PRO, patient-reported outcome; SAC, skin assessment committee.

Figure 3: Blinded SAC evaluation of skin photographs
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Affected surface area

Affected surface area
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* The blinded skin assessment committee (SAC) determined the most affected region at
baseline and color change over time (Figure 3)

* The affected surface area was followed with a computer-generated detection method and the

number of lesions, fractional area, and percent fractional area were determined (Figure 3)

Table 1: Baseline patient demographics and characteristics

Skin biopsy (n=167)
Avapritinib 25 Placebo
mg QD (n=107) (n=60)

ITT population (N=212)
Avapritinib 25 mg Placebo
QD (n=141) (n=71)

Patient demographics

Age (years), median (range) 49 (18-77) 55 (26—-79) 50.0 (18-77) 54.0 (26—79)
Female, n (%) 78 (73) 45 (75) 100 (71) 54 (76)
TSS baseline, mean (SD)** 50.8 (19.1) 53.9 (18.8) 50.2 (19.1) 52.4 (19.8)
Most severe symptom score, 7.7(1.7) 8.1(16) 7.7(1.7) 7.9(1.7)

mean (SD)
Mast cell burden

Median serum tryptase 43.7 (5.7—
(central), ng/mL (range) 39.5 (3.6-256.0) 49.6 (5.7-501.6)| 38.4 (3.6—256.0) 501.6)

Median bone marrow biopsy mast

cells (central), % (range) 7.0(1.0-50.0) K 7.0(1.0-70.0) | 7.0(1.0-50.0) | 7.0(1.0-70.0)
?"o/f)St cell aggregates present, n 84 (79) 50 (83) 106 (75.2) 57 (80.3)

. . 0.5 0.4 0.4 0.3
M:r?'ah';ggisgc?\{,/vé;:ne)c (Undetectable (Undetectable | (Undetectable (Undetectable
perip » /o (rang —41.3) ~36.7) —41.3) ~36.7)
SM therapy
Prior cytoreductive therapy, n (%)¢ 15 (14) 6 (10) 19 (13) 7 (10)
Prior TKI therapy, n (%) 8 (7) 4 (7) 10 (7) 4 (6)

M Wﬁggtn%%H%@om%a ing; datient: 28 at baseline! ts in th iti issing baseline T4S
m'ld i1 (r@IVGE)os baed on patients wih avalabl do ot SAskie (boT50) e It of delckon a0 0.02% [Cyioreduct s her ek ncided dasatint i)

1 ments received hy pﬂfipnfc at baseline; paﬁnnfc may have

received BSC treatments previously discontinued at the time of enrollment/baseline. ¢All patients had at least two BSC treatments prior to or at screening.

A total of 10 (7%) patients treated with avapritinib and five (7%) patients treated with placebo had <2 BSC treatments at the start of the study. In patients with skin biopsies, a total of nine
(8%) patients treated with avapritinib and four (7%) patients treated with placebo had <2 BSC treatments at the start of thestudy.

ITT, intent to treat; SD, standard deviation; TKI, tyrosine kinase inhibitor; VAF, variant allele frequency.

* More than 70% of PIONEER patients had skin involvement; baseline characteristics were
comparable to the intent to treat (ITT) population (Table 1)
— A subset of patients with skin biopsies agreed to optional skin photographs; baseline
characteristics were similar to patients with skin biopsies and the ITT population

» At Week 24, avapritinib significantly improved TSS (—15.6 vs —9.2; P=0.003) versus placebo
(both with BSC)

Figure 4: ISM-SAF skin symptoms in patients with skin biopsies

Skin domain (0-30)? Spot (0-10)

Itching (0-10)

Flushing (0-10)

-1 i
2 1.2 (2.0) 1.0 (1.9)
—~ 3 |
o L 2.3 (2.1 —2.2 (2.6)
Q4 —2.8(4.2) | =0 —2.6(2.8)
® 5 |
s |
-6 . P<0.001
(3] | P<0.0001
% . i P<0.001
o I
= _3 i W Avapritinib 25 mg QD
| | B Placebo
~7.2 (6.4) |
’ L
P<0.0001

aSkin domain scores include the total score for spot, itching, and flushing severity.

« Significant improvements in ISM-SAF patient-reported skin domain, individual skin
symptoms, and QoL in avapritinib-treated patients (Figure 4)
— In the majority of patients, the most severe symptom domain at baseline was the
skin domain

— A correlation was observed between ISM-SAF skin domain score change from baseline
and mastocytosis-QoL total score change from baseline

Figure 5: Fractional area estimate determined by computer-generated algorithm
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Outliers are removed for visual presentation. The box represents the first and third quartile of the data. The symbol represents the mean, the line within the box represents the median,
and the whiskers represent the upper 75th to 90th percentiles and lower 10th to 25th percentiles.

* Surface area of skin lesions was reduced at Week 24 in avapritinib-treated patients (Figure 5)
— In patients with paired photographs (baseline and Week 24), mean percent reduction
(SD) in lesion surface area was —36.6% (53.5) with avapritinib versus —1.8% (13.6) with
placebo in the most affected skin region

Figure 6: Skin lesion color change
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Patients with no change or darkening of skin lesion color have not been included in the figure.

* Avapritinib treatment improved skin lesion color at Week 24 as assessed by a blinded
SAC (Figure 6)
— In patients with paired photographs, 86% of avapritinib-treated patients versus 0% of

placebo patients had improved skin lesion color in the most affected skin region at Week 24

— Rapid improvement in skin lesion color with avapritinib versus placebo was observed

— At Week 12, 57% versus 4% of patients, respectively, had improved skin lesion color in
the most affected area

Figure 7: Skin lesional tissue pathology
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» Marked reduction of mast cell burden and CD30+ in skin lesions with avapritinib
treatment (Figure 7)

— Mean percent change (SD) of mast cell burden decreased at Week 24 with avapritinib
(—22.1% [106], n=87) but increased with placebo (10.1% [121], n=49; Figure 7A)

— Avapritinib significantly decreased CD30+ mast cell proportion in skin lesions at Week 24
versus placebo (-14.4% vs —0.5%; P=0.0015; Figure 7B)

Table 2: Summary of AEs

Avapritinib 25 mg QD Placebo (n=71)

Any AEs?®, n (%) 128 (91) 66 (93)
Grade 1-2 AEs 98 (70) 51 (72)
Grade 1-2 related AEs 74 (52) 30 (42)
Grade =3 AEs 30 (21) 15 (21)
Grade 23 related AEs 3 (2) 2 (3)

SAEs, n (%) 7 (5) 8 (11)

Any grade TRAEs 77 (55) 32 (45)

Most frequently reported TRAEs (25% of patients)

Headache 11 (8) 7 (10)
Nausea 9 (6) 6 (8)
Peripheral edema 9 (6) 1(1)
Periorbital edema 9 (6) 2 (3)
Dizziness 4 (3) 5(7)
TRAESs leading to discontinuation 2 (1) 1(1)

aAEs refer to TEAEs, defined as any AE that occurred between Day 1 of Part 2 through to a day prior to Day 1 of Part 3 if the patient crossed over to Part 3; if the patient did not cross
over, then through 30 days after the last dose of study drug.

®There were too few events (<5 per group) to assess the impact of avapritinib on anaphylaxis.

AEs, adverse events; SAEs, serious adverse events; TEAEs, treatment-emergent adverse events; TRAEs, treatment-related adverse events.

* Avapritinib 25 mg QD was well tolerated, with a similar safety profile to placebo (Table 2)
» Majority of adverse events (AEs) were Grade 1 or 2 with a low rate of discontinuation

 Serious AEs (SAEs) were reported more frequently in the placebo group (no treatment-
related SAEs in either group)

« Edema AEs were higher in the avapritinib group (majority Grade 1, and did not result in
discontinuation)

Case study
Location of SM involvement m
OI@ENOUT m—

Years Female History of History of Bone .
old cutaneous ISM pe— S L
mastocytosis

BSC: fexofenadine, montelukast, famotidine, omalizumab
(all ongoing)
levocetirizine, hydroxyzine (discontinued after ~3 months)

% change from baseline to Week 24

ISM-SAF TSS -23.3

Skin domain score  —44.4
MC-QoL total score -54.7

Skin domain score  —77.3
Serum tryptase -26.3
KIT D816V Central lab: —63.2
BM mast cells No sample collected at Week 24

Brown staining indicated CD117 positivity.

BM, bone marrow; MC-QoL, mastocytosis quality of life.

Back torso
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Front torso

Baseline | Week24

Back thigh

Baseline m

Patient permission granted for use of photos.

 Area and color of skin lesions improved at Week 24 with avapritinib treatment

 Avapritinib demonstrated statistically significant and clinically meaningful improvement
versus placebo (both with BSC) in symptoms in the primary analysis, as measured with the
TSS and biomarkers of mast cell burden

— Of the patients with skin involvement, those treated with avapritinib experienced marked
reductions in skin symptoms, skin color, surface area of skin lesions, and pathologic
mast cell burden

— Results confirmed the findings from Part 1, CD30 may be the most relevant biomarker of
aberrant mast cells in skin lesions and further research is warranted
— Improvements in skin symptoms were correlated with improvements in QoL

 Avapritinib was well tolerated and demonstrated a similar safety profile to placebo

Conclusion

 Avapritinib substantially impacted ISM-related skin symptoms, and skin lesion area,
and color in addition to providing overall disease improvement in mast cell burden,
symptoms, and QoL for patients with ISM
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Case presentations - Results

Figure 1. Summary of patient cases * All 10 patients received FDA-approved IV spesolimab 900 mg over a 90-minute infusion for the treatment of
their GPP flare (Figure 2)
— Initiation of spesolimab was delayed in 8 patients (5 patients by 3—4 weeks, 2 patients by 4 months, and

Case Patient GPP Hospit- 1 patient by 20 months)

Report  Demographics GPP Presentation History  alized MisDx Before After? » 2 patients did not receive a second dose of IV spesolimab; 1 elderly patient achieved skin clearance after
the first dose, while another developed diffuse HSV-1 infection attributed to either spesolimab or

Treatment outcomes
and management of
generalized pustular

Skin Presentation

— — — 36-year-old . concurrent cyclosporine
so r I as Is W I t vyt Severe GPP presentation . . . . . . o . -
. with systemic symptoms * All other patients received a second infusion of spesolimab 7—35 days following the first infusion to facilitate
° Indian male further skin clearance
speSOll ma b * 1 patient had an additional GPP flare requiring a third infusion of spesolimab
Moderate to severe flare
58-year-old of sterile pustules that Figure 2. Summary of spesolimab 900 mg IV doses received by 10 patients

progressed to whole
body, with no systemic
symptoms

White female
Received only 1 dose of
spesolimab 200 mg IV?

Joe K. Tung,* Thomas Selby,”? Maria Aleshin,?
Angad Chadha,* Jacquelyn Dosal,” Laura Rezac,°
Brooke Walterscheid,” Ella Solomon,®

Lauren E. Stephens,” Benjamin J. Workman?®

Received second dose 7 days later

Clinicians generally
attributed delays in
receiving spesolimab

40-year-old Pustular plaques on the

, extremities and trunk
White female . )
with systemic symptoms

Spesolimab
treatments

Received second dose 8 days later
to limited medication

and/or infusion

received by

'University of Pittsburgh Medical Center, Department of Dermatology, Pittsburgh, PA, USA; patients Received second dose 20 days later TR e
?Deaconess Dermatology, Evansville, IN, USA; *Stanford Medicine, Stanford, CA, USA; )

“University of Chicago Section of Dermatology, Chicago, IL, USA; *Skin Associates of South Plaques studded with R ved dd 28 d lat e @

Florida, University of Miami Department of Dermatology, Miami, FL, USA; ¢University of 18-year-old pustules of moderate SCEIVEd SECONE HoSe S

Mississippi Medical Center, Jackson, MS, USA; “Texas Tech University Health Sciences Center, Asian male skin severity affecting Received third dose 4 months later

Received second dose 35 days later e >

Lubbock, TX, USA; #éBare Dermatology, Aubrey, TX, USA; °Nebraska Dermatology, Lincoln, NE, USA; for additional GPP flare

10Saginaw Bay Dermatology, Bay City, MI, USA

15-20% of BSA

*FDA-approved dosing regimen of spesclimab
Numerous annular and

arcuate erythematous * Across all patients, treatment with |V spesolimab resulted in rapid and significant improvements in

@
v
v
v

\?A?h-'\{cear-olld olaques studded with cutaneous and systemic symptoms (Figure 3)
e e pustules, and with * 7 patients had significant skin improvement within 1 week after the first IV spesolimab dose, while the remaining
trailing scale 3 patients achieved significant improvement in their skin following their second spesolimab infusion
Severe, diffuse
BaCkg You nd 62-year-old erythematous rash with Figure 3. Outcomes following treatment with spesolimab?

sheets of desquamation
and sensation of heat
in skin, fever, and chills

°The listed cases reported these as salient outcomes, and are not necessarily the only cases experiencing the cutcomes

All 10 patients observed rapid and significant
improvement in cutaneous and systemic 0-’@
Patients experienced rapid and

substantial improvement in flares

\White female
Spesolimab is a humanized anti-1L-36 monoclonal antibody

approved in the US to treat GPP in adults and adolescents
=12 years and weighing 240 kg as an IV dosage to treat
flares and a SC dosage to treat GPP when patients are

Erythematous, scaly

papules coalescing into symptoms following spesolimab infusion

not experiencing a flarel 92.-\/ear-0ld plaques on tr.unk and with spesolimab, regardless - ” ' i o o e
White female extremities; fever, of flare severity icacy was noted in patients with hig BMI

Here, we describe the outcomes in 10 patients with GPP LR e RN anaeidery E?F'Zf&”fﬁé’éﬁﬂf nottelerate o o @

flare who received IV spesolimab at hospital and outpatient mental status

clinical practices across the US Severe

Spesolimab significantly reduced morbidity in
— patients with severe GPP flares who had o o

erythroderma and

72-year-old , multiorgan failure
® Black fermale widespread pustules, Spesolimab treatmentreduces the
Co n c USI O ns skin pain, fever, and morbidity and disease burden of GPP Patients were able to reduce reliance on
chills concurrent cyclosporine treatment, e e o
Access to targeted treatment is crucial to improve alleviating adverse drug effects as well as
' ' ' ' . extensive follow-up and monitoring visits
outcomes in patients experiencing GPP flare Erythema, swelling, and
. 47-year-old pustules on trunk and Patients were able to resume daily activities,
These 10 cases demonstrate the safety and efficacy © | Ty | pustdesontuniand meluing those whorad aiiocy nelkng.  (E)) €) €
of spesolimab in providing rapid improvement in GPP . : : during GPP flare
. pain and muscle aches Treatment with spesolimab leads to
symptoms and patient QoL improvements in patients’ QoL : o :
Patients reported substantial improvementsin
Localized erythematous mood, c(cj)'nﬁdence, and fee“n%S[ that their o @
isease was manageable
E Scan the QR code orvisit URL for a 39-year-old ecz.ematous rash to .
- device-friendly version of this poster @ White male anterior neck and trunk, vailable available
E_ https://go.boehringer.com/njnX0 with no systemic * The severity and morbidity of GPP flares in these patients highlight the need for immediate diagnosis and
[w] SEEIE treatment

* Multiorgan failure and impaired QoL can also be profoundly debilitating for patients with GPP, and

2After 1 dose of 900 mg IV spesolimab . . . .
necessitates consideration of long-term management strategies for GPP
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The chronicity and Key themes

d I b d f Patients GPP is often Patients require
Isease. u r e n o Q U experience chronic ?ezzfézgeesv(;?: lmisdiagnlc‘::sclel:t,:ll:,,and R long-term and
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o S GPP flare S impact on patient QoL manage GPP
psoriasis

Joe K. Tung,! Maria Aleshin,”? Angad Chadha,’ O
Jacquelyn Dosal,* Thomas Selby,” Laura Rezac,® Case presentations Q

Brooke \Walterscheid,” Ella Solomon,?
Lauren E. Stephens,®? Benjamin Workman?®

* 10 patients aged 18-92 years had heterogeneous presentations of GPP flare in addition to several comorbid conditions (Table 1, Figure 1)

* All patients experienced negative QoL burden related to GPP (Figure 2)
tUniversity of Pittsburgh Medical Center, Department of Dermatology, Pittsburgh, PA;

?Stanford Medicine, Stanford, CA; 2University of Chicago Section of Dermatology, Chicago, IL;

4Skin Associates of South Florida, University of Miami Department of Dermatology, Miami, FL; Table 1- Su mmar\l Of patie nt cases

°Deaconess Dermatology, Evansville, IN; ¢University of Mississippi Medical Center, Jackson, MS;

"Texas Tech University Health Sciences Center, Lubbock, TX; 2Bare Dermatology, Aubrey, TX; Case Report Casel Case?2 Case 3 Case 4 Caseb Case 6 Case 7 Case 8 Case 9 Case 10
°Nebraska Dermatology, Lincoln, NE; 1*°Saginaw Bay Dermatology, Bay City, MI. .
Patient 36-year-old 58-year-old 40-year-old 18-year-old (3-year-old 62-year-old 92-year-old 7 2-year-old 47-year-old 39-year-old
demographics | American Indian male White female White female Asian male White male White female White female Black female Black female White male
GPP Severe GPP Moderate to severe Pustular plaques Plaques studded Numerous annular Severe, diffuse Erythematous, scaly |Severe erythroderma| Erythema, swelling, Localized
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Impact Of Amlitelimab (an Anti-OX40 Ligand Antibody) on Atopic Dermatitis of the Head And Neck:
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Adam Reichl, Stephan Weidinger?, Vivian Y Shi3, Norito Katoh4, Cori Gray®, Charlotte Bernigaud®, Kassim Rahawi®

Department Of Dermatology, University Of Rzeszéow, Rzeszow, Poland; 2Department Of Dermatology And Allergy, University Hospital Schleswig-Holstein, Kiel, Germany; 3University Of Washington, Seattle, Washington, USA;
4Department Of Dermatology, Graduate School Of Medical Science, Kyoto Prefectural University Of Medicine, Ky6to, Japan; °Sanofi, Cambridge, MA, USA; 6Sanofi, Paris, France

Key Conclusions

Amlitelimab demonstrated nominally significant reduction in head and
neck EASI vs placebo at Week 24

Amlitelimab was effective across all 4 signs (erythema, 3

oedema/papulation, excoriation, lichenification) relevant
for head and neck AD

All doses of amlitelimab were effective at reducing head and
neck EASI and subscores, especially excoriation and
lichenification, with the highest response observed in the 250

Copies of this poster obtained
through Quick Response (QR)
code are for personal use
only

Amlitelimab may be an effective future treatment option
for patients with AD affecting the head and neck, a hard-
to-treat location

mg+LD arm
. Fiaure 1. EAS| scorina svstem® Changes From Baseline in Head and Neck EASI Body Region Score
IntrOdUCthn g J =) Similar to the effect on total EASI at Week 24, a reduction was observed in head and neck EASI region score at
Head Week 24 with amlitelimab treatment vs placebo, with the greatest reduction observed in the amlitelimab 250 mg
« Amlitelimab is a fully human non-depleting anti-OX40L monoclonal antibody’2 Severity Score and neck +LD arm (Figure 2)
—Blocks upstream OX40L on antigen-presenting cells Upper ) ( Figure 2. Head and neck EASI body region score is reduced at Week 24 with amlitelimab vs placebo
—_ . . . . . Amlitelimab Q4W
Inhibits T-cell-dependent mflammahon without T-Cellldepletlon o | | | Grade each sign on a scale extremities - .05 o 250 ma +LD 62.5 mg Pacebo | f
e Phase 2a and 2b STREAM-AD ftrials demonstrated efficacy and safety of amlitelimab in patients with of 0—3- 18 ¢gs e o
. .y o 0+  -20% 1
moderate-to-severe atopic dermatitis (AD)>4 0, clear/none Trunk 'ﬂ §§§, 23 o ! T redced e,
- STREAM-AD met primary (Week 16) and key secondary (Week 24) endpoints of reduction in 1, mild (inclgding the I = § §§ i 1 bodayt :/evgeigggzom
percentage change in EASI g moderate genital area) fe5p o 2.3 5.7 15.9 43.5 5 mean e s compared
, Severe 3 80% - 00006 “00500 o4 00805 R A o PEEER
—Improvements observed with other lesional and pruritic secondary endpoints Lower extremities ~
OAD Iesions on the head and neck are often dlffICUIt tO treat5 (including bUttOCkS) A “ Any data on or after treatment discontinuation or use of rescue/prohibited medications impacting efficacy, whichever earlier, are set to missing and imputed by WOCF.

—Head and neck regions experience constant exposure to external factors

e Head and neck lesions have a high impact on patients’ quality of life®
— Localisation of AD to head and neck linked to social embarrassment and stigmatisation

Objective

e Evaluate the 24-week efficacy of amlitelimab in patients with moderate-to-severe AD with inadequate
response to/inadvisability of AD topical treatments in the STREAM-AD trial (post hoc analysis) on

—Head and neck EASI body region score

—Head and neck EASI body region subscores of erythema, oedema/papulation, excoriation, and
lichenification

Methods

EASI Calculations
« STREAM-AD is a 2-part, randomised, double-blind, placebo-controlled, Phase 2b trial
—Part 1: 24-week treatment period

—Part 2: 28-week randomised maintenance/withdrawal phase

e Adults (18 to <75 years; N=390) with moderate-to-severe AD (EASI=16) randomised 1:1:1:1:1 to
receive placebo every 4 weeks (Q4W; n=79) or subcutaneous amlitelimab Q4W:

— 250 mg+500 mg loading dose (LD), N=77 —125 mg without LD, N=77
—250 mg without LD, N=78 —62.5 mg without LD, N=79

 EASI was measured at baseline, Week 2, Week 4, and every 4 weeks thereafter. For this analysis,
up to Week 24 data were included

* No multiplicity adjustments were performed in this post hoc analysis
EASI Calculations

* EASI was calculated by clinicians at each timepoint (Figure 1)
 Maximum head and neck EASI region score is 7.2

Area Score
% Involvement 0 1-9% 10-29% 30-49% 50-69% 70—-89% 90-100%
Area Score 0 1 2 3 4 5 6
EASI Calculator (Adults)
Bodv Region Erythema 2e(ljJIeaTi?)/n Excoriation Lichenification Area Score Multiplier Score
Wi (0-3) sl (0-3) (0-3) (0-6) >
(0-3)
Head/neck ( + + + ) X x 0.1
Trunk ( + + + ) X x 0.3
Upper
extremities ( + + + ) X x 0.2
Lower
extremities ( + - + ) X x 0.4

Final EASI score is sum of the 4 region scores (0-72):

Results

Baseline Demographics and Disease Characteristics
» 390 patients were screened and enrolled; 388 were treated (2 determined to not be eligible after
randomisation); 333 of the treated patients completed through Week 24 (85.8%)

e Baseline demographics and disease characteristics were generally balanced across treatment groups
—IGA, mean (SD): 3.3 (0.45); IGA 3 (moderate), n (%): 280 (71.8); IGA 4 (severe). 110 (28.2)
—EASI, mean (SD): 28.9 (10.7); EASI=16-21 (moderate), n (%): 111 (28.5); EASI>21 (severe): 279
(71.5)
—Head and neck EASI, mean (SD): Amlitelimab 250 mg+LD: 3.29 (1.32); 250 mg: 3.18 (1.45); 125 mg:
3.35 (1.23); 62.5 mg: 3.27 (1.33); placebo: 3.13 (1.20)

Changes From Baseline in Head and Neck EASI Body Region Subscores

e All 4 signs of head and neck EASI (erythema, oedema/papulation, excoriation, and lichenification)
were reduced from baseline with all amlitelimab doses at Week 24 vs placebo, with the greatest
improvements seen in the amlitelimab 250 mg+LD arm (Figure 3)

Figure 3. Head and neck EASI body region score is reduced at Week 24 with amlitelimab vs placebo
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Any data on or after treatment discontinuation or use of rescue/prohibited medications impacting efficacy, whichever earlier, are set to missing and imputed by WOCF.

All doses of amlitelimab reduced head and neck EASI body region subscores of

erythema, oedema, excoriation, and lichenification at Week 24 compared to placebo
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68-week safety results of amlitelimab (an anti-OX40 Ligand antibody) in participants with moderate-to-severe
atopic dermatitis from STREAM-AD Phase 2b dose-ranging and withdrawal study

Introduction

Stephan Weidinger?, Linda Stein Gold?, Yoko Kataoka?®, Yanzhen Wu?#, John T. O’Malley®, Charlotte Bernigaud®, Samuel Adelman®

'Department of Dermatology and Allergy, University Hospital Schleswig-Holstein, Kiel, Germany; 2Department of Dermatology, Henry Ford Hospital, Detroit, MI, USA;

Amlitelimab: a fully human, nondepleting,
anti-OX40L monoclonal antibody’2

» Blocks upstream OX40L on antigen-
presenting cells

* Inhibits T-cell-dependent inflammation without
T-cell depletion

Phase 2b STREAM-AD trial®

« Part 1 (24 weeks) — primary endpoint met
(percent change in EASI at Week 16); efficacy
and acceptable safety profile of amlitelimab
demonstrated at Week 24

« Part 2 (28 weeks) — durability of clinical
response (efficacy) and acceptable safety
profile on- and off-treatment at Week 52

» 16-week safety follow-up period through
Week 68

Obective

Figure 1. OX40L-OX40 axis: a secondary
co-stimulatory pathway

OX40L
/o A
\ & O>\:° @:_%
OO/
Anti W' Amlitelimab
prezelr?tei:;] Activated
cell X T cell
v ¥

D

B cells

. Th2 SR 17
@

Eosinophils

T cells

Figure adapted from Fu Y, et al. Acta Pharm Sin B. 2020;10(3):414-433; and Haddad
EB, et al. Dermatol Ther (Heidelb). 2022;12(7):1501-1533.

Present the safety profile of amlitelimab from the participants who completed 68 weeks of the Phase 2b

STREAM-AD trial

Methods

Figure 2. STREAM-AD Phase 2b trial design (NCT05131477)

w24

Part 2 (28 weeks)
. w!

? Primary Key secondary Rerandomised 3:1 (N=190) End ‘Iﬁ efficacy End of
Randomised endpoint evaluations follow-up

endpoints

1:1:1:1:1 (N=390)
Treateda (N=388)

Part 1
last dose
(W20)
v YES

250 mg SC Q4W
(n=77)

500 mg LD |

250 mg + |
placebo LD

250 mg SC Q4W
(n=78)

125 mg + |
placebo LD |

125 mg SC Q4w
(n=77)

Week
-4t00

62.5mg + | 62.5 mg SC Q4W
placebo LD (n=79)

Week 24 ResponseP

Treatedc (N=186)
Part 2 Safety population Part 2 last

dose

(W4s)
\ 4

Withdrawn from amlitelimab
(placebo)?

Safety

Continued amlitelimab
follow-up

(pre-Week 24 dose)d
(n=44)

Loss of clinical responses® (first
instance of <EASI-50)

t

Enter LTE

Enter LTE (RIVER-AD)

(RIVER-AD)

aTwo patients found to be ineligible after randomisation; ®Met IGA 0/1 and/or EASI-75 randomised to Withdrawal (placebo) or pre-Week 24 dose groups; did not meet EASI-75 or IGA 0/1
entered into LTE or Safety follow-up; °Four patients were rerandomised but not treated; “Patients demonstrating loss of clinical response during Part 2 were entered into the LTE or Safety
follow-up; ¢Loss of clinical response was defined as the first instance of <EASI-50 during Part 2 where rescue therapy was no longer permitted.

Figure 3. Safety endpoints through Week 68

Part 2 safety
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Key Conclusions

1 The efficacy of amlitelimab in 2
patients with moderateto-severe
AD was demonstrated over 52
weeks in the STREAMAD Phase
2b trial 4»

profile over 68 weeks

considered not related to treatment

ijing,

Amlitelimab demonstrated an acceptable safety
 Most TEAEs were mild or moderate and

 Low incidence of SAEs and treatment

China; °*Sanofi, Cambridge, MA, USA; °Sanofi, Paris, France.

3 No clear dose dependent
response was observed

discontinuation reported across all treatment
arms with both 24 and 52 weeks of amlitelimab

exposure

Results

Table 1. Amlitelimab demonstrated an acceptable safety profile from Week 0-24 across all

dose groups

n (%) of unique

participants Week 0-24 Part 1 Safety Population (N=390)

with 21 TEAE

Part 1 Treatment ?;?)"::*"ng Amlitelimab Amlitelimab Amlitelimab Placebo
Group: 9 AR R BV ) B PER R STAAI 62.5 mg (N=78) N=78
Any TEAE 51 (66.2) 52 (66.7) 52 (67.5) 53 (67.9) 208 (67.1) 47 (60.3)
Any SAEP 2 (2.6) 0 1(1.3) 5(6.4) 8 (2.6) 1(1.3)
Any TEAE

leading

to treatment 3 (3.9) 5(6.4) 1(1.3) 5(6.4) 14 (4.5) 5(6.4)
discontinuation

Any AESI° 3 (3.9) 0 2 (2.6) 1(1.3) 6 (1.9) 1(1.3)

aPart 1 safety population comprised all randomised patients who received =1 dose of study treatment (including placebo) up to Week 24; ° SAEs included: amlitelimab 250 mg +LD:
metabolic acidosis, alcohol withdrawal syndrome, and supraventricular tachycardia [all 3 events in same participant], and tension headache; amlitelimab 125 mg: dermatitis bullous;
amlitelimab 62.5 mg: appendicitis, pharyngitis, hemorrhoidal hemorrhage, osteoarthritis, and forearm fracture; placebo: atrial fibrillation; dermatitis bullous was deemed related to
amlitelimab or placebo by investigator; “Adverse events defined as AESIs were systemic or localised allergic reactions that required immediate treatment; severe injection-site reactions
that lasted longer than 24 hours; severe or opportunistic viral, bacterial, or fungal infection and/or any uncommon, unanticipated, or persistent infection (viral, parasitic, bacterial, or
fungal); malignancy; increase in ALT >3x ULN. AESIs included: amlitelimab 250 mg +LD: 2 cases of ALT increase, and (in same patient) 1 case of conjunctivitis allergic and 1 case of
face edema; amlitelimab 125 mg: 1 ALT increase, 1 case of dermatitis bullous; amlitelimab 62.5 mg: 1 ALT increase; placebo: 1 ALT increase. One AESI (dermatitis bullous) was
considered related to study treatment by investigator.

« During Part 1, rates of TEAEs were generally similar between amlitelimab groups, with no observed
dose effect on TEAE incidence
— Majority of all reported TEAEs were mild or moderate:
o 96.2% of all TEAEs in the amlitelimab groups (pooled) were mild or moderate
o 95.9% of all TEAEs in the placebo group were mild or moderate
 Incidence of SAEs in the pooled amlitelimab groups ranged from 1.3% to 6.4% vs. 1.3% in the placebo

group

Part 1 Treatment

Group: (N=34)c
Any TEAE 11 (84.6) 30 (88.2) 9 (81.8)
Any SAE 1(7.7) 1(2.9) 0

Part 1 Treatment
Group:

Amlitelimab 250 mg

(500 mg LD) (no LD)

Placebo

Any TEAE leading
to treatment 0 0 0
discontinuation

Any AESI® 0 0 0

A

Amlitelimab 250 mg

Placebo
(N=28)c

27 (96.4)

2 (7.1)

Ongoing trials will provide

additional

robust safety data

« OCEANA Phase 3 trials

* Long-term extension
studies (ATLANTIS,
RIVER-AD, ESTUARY)

Table 3. Similar safety profile was observed across each individual treatment arm

n (%) of unique
participants
with 21 TEAE

Week 0-68 Part 2 Safety Population (N=186)?

Amlitelimab Amlitelimab
125 mg 62.5 mg
Placebo 62.5 mg Placebo
(N=32)° (N=7)° (N=34)°
11 (91.7) 30 (93.8) 5(71.4) 31(91.2) 14 (93.3)
1(8.3) 0 0 0 0
1(8.3) 0 0 0 0
1(8.3) 0 0 1(2.9) 0

aPart 2 safety population includes only participants who were deemed “responders” at Week 24 and continued into Part 2, receiving 21 injection of amlitelimab or placebo in Part 2;
bTreatment with amlitelimab was given through Week 52 (last dose at Week 48) with safety follow-up through Week 68; °Participants received amlitelimab in Part 1 (last dose at Week
20), and there was a period of continued exposure to amlitelimab (based on half-life) during transition to placebo in Part 2; 9Participants never received amlitelimab; €Adverse events
defined as AESIs were systemic or localised allergic reactions that required immediate treatment; severe injection-site reactions that lasted longer than 24 hours; severe or opportunistic
viral, bacterial, or fungal infection and/or any uncommon, unanticipated, or persistent infection (viral, parasitic, bacterial, or fungal); malignancy; increase in ALT >3x ULN.

* No obvious dose dependency in TEAE incidence was observed across dose arms

One SAE and no AESIs were considered related to amlitelimab or placebo

Week 0-68 Part 2 Safety Population (N=186)2

SAEs

AESIsc

Table 2. Amlitelimab demonstrated an acceptable safety profile from Week 0-68 in all pooled

dose groups

Week 0-68 Part 2 Safety Population (N=186)2

Pooled Amlitelimab Pooled Amlitelimab

n (%) of unique participants with 21 TEAE

Part 1 Treatment Group: Placebo

i Pooled Amlitelimab Pooled Withdrawal —dENd
Part 2 Treatment Group: (Placebo) (N=128)° Placebo (N=15)
Any TEAE 36 (83.7) 118 (92.2) 14 (93.3)
Any SAE® 2(4.7) 3 (2.3) 0
A.ny TE{-\E Ie_adlng to treatment 1(2.3) 0 0
discontinuation
Any AESI 1(2.3) 1(0.8) 0

aPart 2 safety population includes only participants who were deemed “responders” at Week 24 and continued into Part 2, receiving =1 injection of amlitelimab or placebo in Part 2;
bTreatment with amlitelimab was given through Week 52 (last dose at Week 48) with safety follow-up through Week 68; °Participants received amlitelimab in Part 1 (last dose at Week
20), and there was a period of continued exposure to amlitelimab (based on half-life) during transition to placebo in Part 2; 9Participants never received amlitelimab; €SAEs included: 250
mg +LD continue: umbilical hernia; 250 mg +LD withdraw: tendon rupture; 250 mg withdraw: abnormal weight loss and spinal oste oarthritis [both events in same participant], rotator cuff
syndrome; 125 mg continue: ankle fracture; only weight loss was considered related to amlitelimab or placebo by investigator; fAdverse events defined as AESIs were systemic or
localised allergic reactions that required immediate treatment; severe injection-site reactions that lasted longer than 24 hours; severe or opportunistic viral, bacterial, or fungal infection
and/or any uncommon, unanticipated, or persistent infection (viral, parasitic, bacterial, or fungal); malignancy; increase in ALT >3x ULN.

« Of all TEAEs reported in the Part 2 safety population in the study, the majority were mild or moderate in
severity:
— 96.3% of TEAEs in the groups who continued amlitelimab in Part 2 were mild or moderate
— 99.1% of TEAEs in the groups who withdrew from amlitelimab in Part 2 were mild or moderate

* No deaths occurred in the study

6 SAEs occurred in 5 participants from Week
0-68, all during Part 2

Part 1: amlitelimab/ Part 2: amlitelimab

Umbilical hernia
Ankle fracture

Part 1: amlitelimab/ Part 2: placebo

Tendon rupture
Rotator cuff syndrome relatedP)
Abnormal weight loss and spinal osteoarthritis

— (occurred in same patient, not temporally
relatedP)

Only 1 SAE considered related to amlitelimab
or placebo by blinded investigator:

— Abnormal weight loss; in 250 mg (no LD)
amlitelimab withdrawal arm; not resolved

Occurred on study day 400; last dose of
amlitelimab was study day 141

« 2 participants experienced ALT increase; both

events considered by investigator as not related
to amlitelimab or placebo; both resolved

* 1 eventin continued 125 mg amlitelimab

armd (severe®)

— Considered by the investigator as due to
recent acetaminophen use

— Led to treatment discontinuation

1 event in 62.5 mg amlitelimab-to-

withdrawal arm (moderate®)

— Considered by the investigator as due to
recent alcohol intake

8Part 2 safety population includes only participants who were deemed “responders” at Week 24 and continued into Part 2, receiving 21 injection of amlitelimab or placebo in Part 2;
bSpinal osteoarthritis (on study day 196, resolved on day 233, history of spinal osteoarthritis prior to enrolment), abnormal weight loss (on study day 400); ‘Adverse events defined as
AESIs were systemic or localised allergic reactions that required immediate treatment; severe injection-site reactions that lasted longer than 24 hours; severe or opportunistic viral,
bacterial, or fungal infection and/or any uncommon, unanticipated, or persistent infection (viral, parasitic, bacterial, or fungal); malignancy; increase in ALT >3x ULN; “Event was
associated with 3 other liver laboratory abnormalities (increased AST, blood alkaline phosphatase, and gamma-glutamyltransferase); °Based on Common Terminology Criteria for
Adverse Events v5.0.
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Table 4. The most frequent TEAEs (=5% in the pooled continuing amlitelimab group in Part 2 and more
common than in amlitelimab/placebo or placebo/placebo groups)

Most Frequent TEAEs: Week 0-68 Part 2 Safety Population (N=186)2
(25% in continuing amlitelimab group and more frequent than in either the
amlitelimab/placebo or the placebo/placebo group)

n (%) of unique participants
with 21 TEAE

Part 1 Treatment Group: Pooled Amlitelimab Pooled Amlitelimab

Pooled Withdrawal
(Placebo) (N=128)°

Pooled Amlitelimab

Part 2 Treatment Group: (N=43)°

Upper respiratory tract

infection® 7 (16.3) 18 (14.1) 3 (20.0)
Headache 7 (16.3) 14 (10.9) 2 (13.3)
Nasopharyngitis 6 (14.0) 24 (18.8) 2 (13.3)
Accidental overdosef 4 (9.3) 5(3.9) 1(6.7)
COVID-19 4 (9.3) 13 (10.2) 0

Dizziness 3(7.0) 1(0.8) 1(6.7)

aPart 2 safety population includes only participants who were deemed “responders” at Week 24 and continued into Part 2, receiving 21 injection of amlitelimab or placebo in Part 2;
bTreatment with amlitelimab was given through Week 52 (last dose at Week 48) with safety follow-up through Week 68; °Participants received amlitelimab in Part 1 (last dose at Week 20),
and there was a period of continued exposure to amlitelimab (based on half-life) during transition to placebo in Part 2; Participants never received amlitelimab; elncludes preferred terms
“Upper Respiratory Tract Infection,” “Viral Upper Respiratory Tract Infection,” and “Upper Respiratory Tract Infection Bacterial’; fAccidental overdoses: less than 21 days between 2
injections — all asymptomatic.

» All of the most frequent TEAEs were mild or moderate, and none resulted in treatment

discontinuation
» All patients with COVID-19 recovered

Amlitelimab demonstrated an acceptable safety profile from Week 0-68

Week 0-68 Part 2 Safety Population (N=186)2

Any treatment-emergent adverse event (TEAE)

From Week 0-68, there were low reported proportions of patients experiencing TEAEs of

« Nausea: continued amlitelimab, pooled: 0 (0%); withdrawn, pooled: 1 (0.8%); placebo: 0 (0%)

« Conjunctivitisb: continued amlitelimab, pooled: 1 (2.3%); withdrawn, pooled: 2 (1.6%); placebo: 0 (0%)
« Herpes® : continued amlitelimab, pooled: 2 (4.7%); withdrawn, pooled: 6 (4.7%); placebo: 1 (6.7%)
From Week 0-68, there were no reported TEAEs of:

» Opportunistic infectionse
* Pyrexia/chills within 72 hours of injection
* Aphthous ulcers

« Treatment-related anaphylactic reactions
« Malignancy
 Serious injection-site reactionsd

aPart 2 safety population includes only participants who were deemed “responders” at Week 24 and continued into Part 2, receiving =1 injection of amlitelimab or placebo in Part 2;
bincludes preferred terms of ‘conjunctivitis allergic’, and ‘conjunctivitis bacterial’; cIncludes preferred terms of ‘oral herpes’, ‘herpes simplex’, ‘herpes dermatitis’, and ‘eczema herpeticum’;
d0ne patient had “severe” pain after injection associated with a moderate nonserious TEAE of “pre-syncope”; eMedDRA SMQ Opportunistic Infections (Narrow).
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