Caregiver-Reported Outcomes From the Phase 3 INTEGUMENT-PED Trial
of Children Aged 2-5 Years With Atopic Dermatitis and Treated With ‘o8
Roflumilast Cream 0.05%
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INTRODUCTION

AD is a chronic inflammatory skin disease, often diagnosed in childhood!? Alternatives to mainstay treatment regimens with the potential for proactive, long-term use to maintain disease control are needed*8
— Disease symptoms (eg, itch), chronic mental/physical comorbidities resulting from inflammation and itch-related sleep deprivation, Roflumilast is a potent PDE4 inhibitor, formulated as a water-based cream and foam, neither of which contain potentially skin-irritating

and life-long treatment regimens can decrease quality of life, including negatively impacting the entire family3+# excipients, such as fragrances, ethanol, or propylene glycol®
Despite side effects and/or treatment limitations of some topical therapies (eg, TCS and TCls), they are still being used to treat AD>® Roflumilast cream 0.15% and 0.05% has demonstrated a favorable efficacy-safety profile and application-site tolerability versus vehicle
— Potent TCS are not recommended for thin-skinned areas with higher absorption and TCS are not approved for long-term use” cream in patients with AD aged >6 years and aged 2-5 years in the phase 3 INTEGUMENT-1/2 and INTEGUMENT-PED trials, respectively®11
— Reports of burning/stinging sensation with the use of TCls> can be a concern, especially when treating children This analysis evaluated QoL changes with roflumilast cream 0.05% versus vehicle cream in patients aged 2-5 years who participated in the
Concerns about side effects and difficulties with application can adversely affect adherence, prolonging AD symptoms®”’ INTEGUMENT-PED trial

INTEGUMENT-PED (NCT04845620) was a 4-week, randomized, parallel-group, double-blind, vehicle-controlled, multicenter trial in children aged Study Design
2-5 years with mild-to-moderate AD; roflumilast cream 0.05% or vehicle cream was applied once daily by a parent/caregiver for 4 weeks

Endpoints Endpoints
vIGA-AD success (clear/almost clear [0/1] plus >2-grade improvement from baseline) at week 4 (primary endpoint) o Primary
VIGA-AD 0/1 Ehg! bility * vIGA-AD success at week 4
WI-NRS success, defined as 24-point improvement from baseline, among patients with baseline score 24 ’ ?cl'g;zgnzogfga)te AD = Key secondary
EASI-75, defined as 275% improvement in EASI from baseline - e 75 s E . Roflumilast cream 0.05% QD * VIGA-AD 0/1
PROs, evaluated by parents/caregivers weekly and reported here as LSM improvement from baseline + BSA 23% (no upper limit) S« : . EASI-75
— SCORAD: evaluation of AD sign/symptom severity; total scores range from 0 (none) to 103 (most severe) . EASI_>5 ? PP c Vehicle cream QD SRl
- (P:(;EM measure of AD severity and symptom |mpa.ct, total scores range from 0 (no impact) to 28 (greatesjc sympto!"n impact) « AD duration >6 weeks o 4 weeks? « WI-NRS success «POEM  °*IDQoL
— Ql (aged 4-5 years) or IDQoL (aged 2—3 years): assessments of the impact of AD on QoL over the prior week; total scores _ . .
* Stable disease for 4 weeks  SCORAD cDLQl DFI

for both range from 0 (no impact) to 30 (highest impact)

— DFI: measure of how having a child with AD affects QoL of the family; total scores range from 0 (no impact) to 30 (highest impact)
Safety and application-site tolerability

Safety and application-site tolerability

aNonmedicated emollients or moisturizers could be applied QD after study treatment, but only to areas where study treatment was not applied. PP values are nominal for PROs.

RESULTS

Among 651 enrolled patients, demographics and baseline disease characteristics were Improvement in AD Severity (SCORAD) at Week 4 Improvement With Roflumilast Cream 0.05%
consistent between groups Baseline Week 1 Week 4
- ) : : : o , o\ o
plt/zi\(’zis‘;nliit\lien:; vaglr: not Hispanic or Latino (82.2%) and White (69.1%6) 52.4% of Roflumilast cream 0.05% (n=411) Vehicle cream (n=193) 2-year-old White male, not Hispanic or Latino®
After 4 weeks, significantly higher proportions of patients in the roflumilast cream 0.05% SCORAD overall . . | W_ o
group versus vehicle group achieved vIGA-AD success, VIGA-AD 0/1, and EASI-75%1 30 -
Patients who received roflumilast versus vehicle had greater improvements across various ek U
PROs assessing signs, symptoms, and severity of AD, as well as improving QoL 19.3 ﬁ
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A significantly higher proportion of patients achieved WI-NRS success after 4 weeks vIGA-AD 3 . VIGA-AD2
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* Pruritus symptoms improved with roflumilast versus vehicle within 24 hours after

LSM improvement
from baseline (SE)

the first application (P<0.0014) 10 - 3-year-old White male, Hispanic or Latino®
— Improvements with roflumilast were observed for both overall and individual e | : |
component and symptom scores for SCORAD and POEM 0

Roflumilast was well tolerated, with treatment-related AEs reported for 15 (3.4%) patients

— Across time points, investigators reported no evidence of irritation at the application Roflumilast cream 0.05% (n=412)
site in 293.3% of patients treated with roflumilast
— A hot, tingling/stinging sensation that caused definite discomfort was reported by

Vehicle cream (n=193) s - L R
| VvIGA-AD1 [ .
| —— S b ‘ %

ca regivers of 2 (0.5%) patie nts after the first application of roflumilast and <1% of **Ilruritus SIeeP loss Dryness intenSity aPatient .had a history of inadequate respose, intolerance, or contraindicatin to TCS and 2-year history of AD. PPatient had a
patients at subsequent assessments o - 47 31 3-year history of AD.
— Application-site pain AEs were reported for 7 (1.6%) and 4 (1.9%) patients in the E n 3 I *% Safety Summary
: : . o
roflumilast and vehicle groups, respectively % - : 1.9 2.11 Roflumilast cream 0.05%
= § 1.3 , Patients, n (%) (n=437)
Patient Demographics and Baseline Disease Characteristics £ '; 1 - 06 (a4 >1 TEAE 130 (29.7) 47 (21.9)
Roflumilast cream % g 0 T >1 treatment-related AE 15 (3.4) 6 (2.8)
0.05% (n=436) >1 SAE? 1(0.2) 0
Age, mean (SD) [range]’ years 33 (1.1) [2_5] 3.2 (1.1) [2_5] ITT population. Observed data. *P<0.05; **P<0.001; ***P<0.0001; P values are nominal. >1 TEAE Ieading to discontinuation : (1 1)/5 (1 1) : (2 3)/4 (1 9)
: of study/study dru ' ' ' '
Male at birth, n (%) 225 (51.6) 116 (54.0) Improvement in AD Severity and Symptom Impact (POEM) at Week 42 y/study drug
Not Hispanic or Most common TEAEs by preferred
Ethnicity, n (%) Latino 351 (80.5) 184 (85.6) POEM total score | — koK term, 22% in either group
White 294 (67.4) 156 (72.6) Days of dryness/roughness [oe ™ *** Upper respiratory tract infection 18 (4.1) 3 (1.4)
. ' ' Days of skin flaking e = *** ] . Pyrexia 12 (2.7) 6 (2.8)
Black or African 68 (15.6) 32 (14.9) Davs of skin crackin ko Roflumilast cream 0.05% Diarrh 19 E 1005
American ' ' y & - (n=411)b larrnea (2.5) (0.5)
0 Days of skin weeping or oozing clear fluid |+ iti
Race, n (%) Asian 37(8.5) 17 (7.9) y P 8Da 2 5|§n - =" . Vehicle cream Vomltln.g. | 9(2.1) 0
Multiple 28 (6.4) 4(1.9) - Y - i (n=193) Dermatitis atopic® 2(0.5) > (2.3)
. ' N|ght5 of SleeP disturbance [ Safety population. 3SAE in the roflumilast group was cellulitis in an area to which treatment was not applied; it was
Other 9 (2.1) 6 (2.8) Days of itching - Hok ko considered unlikely to be related to study treatment.10 PWorsening atopic dermatitis.
Fitzpatrick skin  Type =l 279 (64.0) 148 (68.8) O 1 2 3 4 5 6 7 8 9 Caregiver-rated Application-site Tolerability
o/ \a
type, n (%) Type V=V 157 (36.0) 66 (30.7) LSM improvement from baseline (SE) Dav 1 Week 4
vIGA-AD. n (<y) Mild (2) 103 (23'6) 44 (20'5) ITT population; observed data. *P<0.05; ***P<0.0001; P values are nominal. 2POEM questions assess the frequency of ay 0.5 €€ ! 0.7
¢ ? Moderate (3) 333 (76.4) 171 (79.5) 7 symptoms in the preceding week. "n=410 for POEM total score in the roflumilast group. 53 / : 51
EASI 12.2 (10.3) [4.6—42.0] 11.6 (9.5) [5.0—-32.9] >-6 ' 4.4/
. . .
BSA, % 22.5(17.3) [3.0-82.0]  21.2 (16.5) [4.0~78.8] Improvement in QoL and Family Impact at Week 4 Roflumilast 5 g
WI-NRSP 6.2 (6.6) [0—-10] 5.9 (6.3) [0—-10] Roflumilast cream 0.05% Vehicle cream Vehicle 916 97 1
Mean (median)  SCORAD 46.9 (45.9) [17.7-92.9] 46.2 (45.1) [17.9-80.4] cpLal o - 0 2 on g
[range] cbLal 10.7 (9.0) [0-30] 8.9 (8.0) [0-27] * 6 Patients, n
IDQolL 10.6 (10.0) [1-30] 10.2 (10.0) [0-25] ';C-; M 6 - 512 Z*Z* "S' P,": . 4*2 RofI}JmiIast cream 0.05% 437 406
POEM 16.2 (17.0) [0-28] 15.8 (16.0) [12.0-20.0] g ::,' Z il - I g ‘qc-; . I s Vehicle cream 214 189
DFI 9.6 (8.0) [0-30] 9.2 (8.0) [0-28] 5% 3 = '
. —— . — — S 92 3 - 2.1 g @ 3 - Roflumilast
ITT population. @There was 1 patient in the vehicle group with a missing baseline Fitzpatrick skin type. PWeekly average. = g e B oriumilas
k= 2 - = 2 Vehicl
s £ s E ehicle
e g 1 no 1- N ild Mod S
Improvement in Signs and Symptoms of AD at Week 4 == == ( ?nl;etor mi - (dof' e_f[ate - (vatert('e ine/stin
slight warm, tingling efinite warm, tingling ot, tingling/stinging
n=173 n=77 n=234 n=115 n=410 n=193 . . :
Roflumilast cream 0.05% (n=436) Vehicle cream (n=215) sensation; not really sensation that was sen.sa.tlon'that caused
ITT population. Observed data. *P<0.05; ***P<0.0001; P values are nominal. bothersome) somewhat bothersome) definite dISCOI’nfOI‘t)
vIGA-AD vIGA-AD 0/1 EASI-75 WI-NRS aCDhLQl, IDQoL, and DFI are each 10-question surveys.
100 - success success?
O
5 907 CONCLUSIONS
22}
X 60 A * %% ok * * Roflumilast cream 0.05%, compared with vehicle cream, significantly improved multiple efficacy endpoints and PROs after 4 weeks of once-daily application
) EE 35.4 39.4 35.3 — Improvements were observed in SCORAD total and component scores (ie, itch, sleep loss, and dryness intensity) and in disease severity and impact (ie, POEM)
c
% 40 - 25.4 [ I 20.6 I 18.0 — Roflumilast improved QoL in patients and decreased the negative impact on family
a 14.6 ' : : . C . .. . : : ...
20 - I 10.7 * Roflumilast was well tolerated with no or minimal irritation at the application site, including after the first application
i i * Outcomes are consistent with those reported for patients aged >6 years with AD who participated in the 4-week INTEGUMENT-1 and -2 trials'?
0 * These results demonstrate that roflumilast cream 0.05% improves signs and symptoms of AD, decreases disease severity and impact, and improves QoL in both children

ITT population, multiple imputation. ¥*P<0.001; ***P<0.0001. 2WI-NRS success determined in patients with baseline aged 2-5 years with AD and their families
WI-NRS score >4 (roflumilast, n=347; vehicle, n=160); P value is nominal.

AD, atopic dermatitis; AE, adverse event; BSA, body surface area; CDLQI, Children’s Dermatology Life Quality Index; DFI, Dermatitis Family Impact; EASI, Eczema Area and Severity Index; IDQoL, Infant Dermatology Life Quality Index; ITT, intention-to-treat; 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 time and commitment. Writing support was provided by Katherine Cashell, PhD; Kelly M. Fahrbach, PhD,
LSM, least-squares mean; PDE4, phosphodiesterase 4; POEM, Patient-Oriented Eczema Measure; PRO, patient-reported outcome; QD, once daily; QoL, quality of life; SAE, serious adverse event; SCORAD, SCORing Atopic Dermatitis; TCls, topical calcineurin inhibitors; CMPP; and Mary C. Wiggin, of Ashfield MedCommes, an Inizio company, and was funded by Arcutis Biotherapeutics, Inc.

TCS, topical corticosteroids; TEAE, treatment-emergent adverse event; VIGA-AD, Validated Investigator Global Assessment for AD; WI-NRS, Worst ltch-Numeric Rating Score.
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