Efficacy and Safety of Roflumilast Foam 0.3% in Patients With Scalp and Body Psoriasis
in the Phase 3 ARRECTOR Trial
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Figure 9. Scalp Psoriasis Response to Roflumilast Foam 0.3%
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*P=0.0002. **Nominal P<0.0001. """Nominal P=0.0006. ""*Nominal P<0.0001. Intent-to-treat (all randomized subjects). As observed.

*SI-NRS is average weekly SI-NRS score for each week.
Cl: confidence interval; LS, least squares; SI-NRS: Scalp Itch-Numeric Rating Scale; WI-NRS: Worst Itch-Numeric Rating Scale.

S-IGA: Scalp-Investigator Global Assessment; SI-NRS: Scalp Itch-Numeric Rating Scale.

Figure 4. Improvement in Body Psoriasis:

apremilast and crisaborole Completed 250 (89.0) 126 (83.4) Co-Primary Endpoint: B-IGA Success at Week 8 Figure 8. Percentage of Patients Achieving PSSI-75 and PASI-75 Figure 10. Local Tolerability Assessments:
— 25-to >300-fold more Prematurely discontinued 31 (11.0) 25 (16.6) : :
e e : R B-IGA Success B-1GA of Clear PSSI-75 PASI-75 Investigator- and Patient-Rated
T [ potent In In vitro assays Reason for discontinuation 100 - _ 100 - _
arcacan * Roflumilast modulates Lost to follow-up 11 (3.9) 9(6.0) 90 - Esoﬂ-urln”;ﬂ Fo(amlos'i)ﬁ e E\R,Oﬂ-urlmfﬂ Fo(amlcgif (n=281) [ Roflumilast Foam 0.3% (n=281) [ Roflumilast Foam 0.3% (n=281) A Investigator-Rated Local Tolerability B  Patient-Rated Local Tolerability
L RN g . ; ' . . : ehicle Foam {n= ehicle Foam (n= i = Vehicle F =151 . . _
& o R mflammatory cytoklnes th rough Withdrawal of consent 9(3.2) 10 (6.6) 8 80 - 880 = 100 - W Vehicle Foam {n=151) 100 ~ W Vehicle Foam {n ) Strong reaction spreading beyond application site Hot, stinging sensation; definite discomfort
ST inhibition of PDE4 (Figure 1)7 Adverse events 5 (L.8) 2(L3) X 70 X % - Peo.000t 0 ' ’
f il % _ 1 P<0.0001 N
N : 7 — Decreases conversion Of Lack of Efflcacy 3 (11) 1 (07) a 60 - ) 45.5 a 60 — 80 - P<0.0001* 70.9 . 80 - 6
4 s : . . . - P<0.0001 s - O ' o )
G-pthZin/ Yo cyclic adenosine Request of PCP/Investigator 0 1(0.7) X 20 7 32<8 X P<0.0001" : 70 - 56.5 I ;: 70 - Sl:(l) ooot 5 0 3
couple Y 40 - ’ Y 40 - tn Ln . o bt
receptor E J monophosphate (CAM P)8 Death 0 0 ‘3 20 p=0.2454" 20.1 'E 27.8 a 60 - T P 60 1 T S 4 S
. o - =0. ] )
— Results in decreased Pregnancy 0 0 £ 0 127 12.1 2 0 11.0 X 50 - P=0.0021* | 313 w 50 - P<0.0001" = c 3 e
expression of key pro- Other 3(1.1) 2(1.3) . 0 : = g a0 | 291 24.7 & 40 - 27.5 g é 1
inflammatory cytokines’ PCP: primary care physician. . ; 3 3 161 8 30 | P=0.0043" ” 16.8 2 ) 0.5 04
. . . . ! ' b= 1 ' " 4 ' 0.3
e T-helper (Th)1 Table 2. Patient Demographics and Baseline Disease Week 2 Week 4 Week 8 Week 8 £ 5 - 20 - 10-63 . 1 0.0 0.0 0.0 0.0 o.4@<5:5§5
i - - ° g ’ 0.3 0.3 0.2
(lnterfe ron ga mma [l FN CharaCter|Stlcs B-IGA Success = Clear or Almost Clear with at least a 2-grade improvement from baseline; "Nominal P-value. 10 A 10 - O_ @ . ‘, e o e No s<9r\sation | | | o
i JIGA- ) ; CCl- : ; No evidence of irritation
V], tumor necrosis factor . B-IGA: Body-Investigator Global Assessment; Cl: confidence interval. 0 L
[TNF-a]) Roflumilast Foam 0 ' ' ' ' Baseline Week 2 Week 4 Week 8 Baseline Week 2 Week 4 Week 8
_ _ 0.3% Vehicle Foam . . . Week 2 Week 4 Week 8 Week 2 Week 4 Week 8 ~0-Roflumilast Foam 0.3% (n=281) ~0-Roflumilast Foam 0.3% (n=281)
* Th2 (interleukin [IL]-4) Patients, n (%) (n=281) (n=151) Figure 5. Improvement in Scalp and Body Pruritus -&-Vehicle (n=151) -B-Vehicle (n=151)
*Nominal P-value.
° Th 17 (”_-17, ||_-23) Age, years, mean (SD) 48.6 (14.9) 45.0 (14.3) SI-NRS Success WI-NRS Success ;Z;/conZde:ce intepr;::; PASI: Psoriasis Area and Severity Index; PASI-75: 75% reduction in PASI; PSSI: Psoriasis Scalp Severity Index; PSSI-75: ke for ot ced local tolerability (0-7)
B . ) . % reduction on PSSI. cale for investigator-rated local tolerability (0-7): Scale f tient-rated local tolerability (0-3):
: [ hosphate; : [ iphosphate; s cycli : ncreases ant Inﬂammatory Gender 100+ [ Roflumilast Foam 0.3% (n=203) 100 [ Roflumilast Foam 0.3% (n=203) 0 = no evidence of irritation; 1 = minimal erythema, barely 0 fra:oeneo)rzr;]aolse:nsgalicem; (;c(am”?j;e;asdglhy; warm,
ﬁg/lEZ-.Zdheozz)izzir;sizfazeozfp ate; ATP: adenosine triphosphate; cAMP: cyclic AMP; cytOkines such as ||_-108 Male 129 (45-9) 60 (39-7) 90 | mVehicle Foam (n=123) P<0.0001 M Vehicle Foam (n=110) P<0.0001 Table 3 Safety perceptible; 2 = definite erythema, readily visible; minimal tingling sensation; not really bothersome;
' ' —_ e ) ’ edema or minimal papular response; 3 = erythema and 2 (moderate) = definite warm, tingling sensation
Female 152 (54.1) 91 (60.3) G 80 - 65.3 gc, 80 63.1 " Vehicle Foam papules; 4 = definite edema; 5 = erythema, edema and that is somewhat bothersome; 3 (severe) = hot,
Ethnicit X 70 P<0.0001 T S P<0.0001* - papules; 6 = vesicular eruption; 7 = strong reaction tingling/stinging sensation that has caused
\ LN ' l : 60 16.5 Patients, n (%) (n=281) (n=151) spreading beyond application site definite discomfort
i i i N 60 - 46.2 ) . . .
 ARRECTOR was a randomized, parallel-group, double-blind, vehicle-controlled, multicenter :Isfar.nc or:.Lat:nLot.n zii g;i; 12281((188651)) % 50 4 50,0001 203 S\-} 00001 201 Patients with any TEAE 75 (26.7) 25 (16.6)
phase 3 study (NCT05028582; Figure 2) ot Hispanicor Latino ' ' c:; 10 4 ' ' A 40 - ' ' Patients with any treatment-related TEAE 16 (5.7) 3 (2.0)
' Not reported 9(3.2) 2(1.3) 1= 252 € 23.3 18.1 Patients with any treatment-emergent SAE 2 (0.7) 1(0.7)
Race o 30 - 16.8 Q 10.9
. . b= ® 20 - ' Patients with any treatment-related SAE 1(0.4) 0
Figure 2. Study Design - - - < 20 - 8.0 2 '
8 y & American-Indian or Alaskan Native 0 3(2.0) 10 - Patients who discontinued study drug due to AE 7 (2.5) 2 (1.3) CO N C LU S I O N S
Asian 26 (9.3) 4 (2.6) : . .
0 0 Patients who discontinued study due to AE 5(1.8) 2(1.3) ' _ _ _
Eligibility Endpoints Black or African American 12 (4.3) 6 (4.0) Week 2 Week 4 Week 8 Week 2 Week 4 Week 8 Most common TEAES by preferred term, 21% in . |Foz.am formtuhlatli.ns afrihable tTe apglletc:] thrhoggf;)the. hair more easily to reach
. . ' ii ifi esions on the sKin O € SCalp ana other nalr-pearing areas
‘ Aged 212 years Co-Prlmary s Hawa”an' Other Pacific 3 (1.1) 1 (07) SI-NRS Success: achievement of 24-point improvement from baseline in patients with baseline SI-NRS 24; WI-NRS Success: achievement of 24-point improvement any group ) ) p ) o g )
’ DiagnOSIS Of Scalp and ¢ S_IGA SUCCQSS at Week 8 ISIal?der Erl?r:oﬁ?isc‘jeelrciI&f:rﬁ::Ith;Im:{r;:b;AS:II;)nlic\:]\{ll:lﬁFrfezri; I:Etci)rr:qglr;ila::'v\j\llllﬁ\'lRS: Worst Itch-Numeric Rating Scale. HeadaChe 13 (4'6) 3 (2'0) ’ Once_dally’ .nOnSte.rO|da| rOﬂumllaSt foam 03/0 de,mons,trated _Improvement
body plaque psoriasis Roflumilast foam e B-IGA Success at Week 8 White 225 (80.1) 129 (85.4) ’ ’ e 9(3.2) 4 (2.6) across multiple efficacy endpoints versus vehicle in patients with scalp and
* At least Moderate 0.3% QD (n=281) Other 11(3.9) 7(4.6) COVID-19 8 (2.8) 4(2.6) body psoriasis:
severity on scalp (S-IGA) N Secondary More than one race 4(1.4) 1(0.7) Nausea 6(2.1) 0 — Significant improvement in both scalp and body psoriasis as early as
and Mild severity for _§ * SI-NRS Baseline S-1GA SI-NRS Change From Baseline Nasopharyngitis 4(1.4) 2 (1.3) 2 weeks after treatment initiation, the first timepoint measured
body (B-IGA) £ WI-NRS 3 (moderate) 239 (85.1) 131 (86.8) Saceline 24 houre > hours Hypertension 3(1.1) 2 (1.3) — Significant improvement in pruritus at 24 hours following first dose
« <25% BSA; <20% e Vehicle foam PAS'j75‘ | 4 (severe) 42 (14.9) 20 (13.2) 0.0 | Upper respiratory tract infection 3(1.1) 0 * Safety and local tolerability were favorable
TSR E QD (n=153) > FEOIEEE S0l IElR Baseline B-IGA 2 Urinary tract infection 2 (0.7) 2 (1.3) — Low rates of adverse events and discontinuations due to adverse events,
* PSSI 26 * PSSI-75 2 (m||d) 76 (27-0) 43 (285) § . SAEs include bipolar disorder (roflumilast; unrelated), gastritis (roflumilast; possibly related), joint dislocation, peripheral artery occlusion and similar to vehicle
e >10% of scalp involved e S-IGA=0 d g =O-Roflumilast Foam 0.3% (n=281) radius fracture (vehicle; all unrelated).
2 o P w © o 3 (mo erate) 191 (680) 99 (656) - 05 - BV ehicle Foam (n=151) AE: adverse event; SAE: serious adverse event; TEAE: treatment-emergent adverse event.
* PASI 22 8 weeks dosing Safety and Tolerability 4 (severe) 14 (5.0) 9 (6.0) ST
- O
Visits: Week 2, 4, 8 PSSI, mean (SD) 21.4 (11.1) 22.2 (11.0) o X 1 1 ACKNOWLEDGEMENTS
PASI. mean (SD) 6.7 (3 6) 6.0 (3.3) %o : P=0.0164 I T * This study was supported by Arcutis Biotherapeutics, Inc. REFERENCES
S-IGA Success = Clear or Almost Clear with at least a ’ . ' e 10 - * Thank you to the investigators and their staff for their participation in the trial 1. Stern RS, et al. J Investig Dermatol Symp Proc 2004;9:136-139.
2-grade improvement from baseline PSD, total mean (SD) 73.4 (40.2) 75.2 (36.9) L:) ' i ; * We are grateful to the study participants and their families for their time and commitment 2. Callis Duffin K, et al. Dermatology 2021;237:46-55.
3 ) BSA (%), mean (SD) 6.1 (4.3) 6.0 (4.3) o P=0.0652* * Writing support was provided by Barrie Anthony, PhD, CMPP, Alligent Biopharm Consulting LLC, and funded by Arcutis 3. Egeberg A, et al. BMC Dermatol 2020;20:3.
B-IGA Success = Clear or Almost Clear with at least a SI-NRS (SD) 58 (2 6) 6.1 (2 3) S Biotherapeutics 4. van de Kerkhof PC, et al. Dermatology 1998;197:31-36.
2-grade improvement from baseline - » Mean : : : ‘ 7, 1 5. ZORYVE (roflumilast) cream prescribing information. Westlake Village, CA: Arcutis Biotherapeutics, Inc; July 2022.
WI-NRS, mean (SD) 5.7 (2.6) 5.5(2.6) - -1.5 - P<0.0001 D I SC LOSU RES 6. Berk D, Osborne DW. Poster presented at the Society for Investigative Dermatology Annual Meeting, May 18-22, 2022,
B-IGA: Body-Investigator Global Assessment; BSA: body surface area; PASI: Psoriasis Area and Severity Index; PASI-75: 75% reduction in PASI; PSSI: Psoriasis Scalp B-IGA: Body-Investigator Global Assessment; BSA: body surface area; PASI: Psoriasis Area and Severity Index; MG, JB, JD, LHK, BL, KAP, and JS are investigators and/or consultants for Arcutis Biotherapeutics, Inc. and received grants/research Portland, OR, USA.
Severity Index; PSSI-75: 75% reduction in PSSI; QD: once daily; S-IGA: Scalp-Investigator Global Assessment; SI-NRS: Scalp Itch-Numeric Rating Scale; WI-NRS: PSD: Psoriasis Symptom Diary; PSSI: Psoriasis Scalp Severity Index; SD: standard deviation; S-IGA: Scalp-Investigator *Nominal P-value. Intent to treat population. funding and/or honoraria; DK, PB, DRB, and DHC are employees of Arcutis Biotherapeutics, Inc. Additional disclosures provided on 7. Dong C, et al. J Pharmacol Exp Ther 2016;358:413-422.
Worst ltch-Numeric Rating Scale. Global Assessment; SI-NRS: Scalp Itch-Numeric Rating Scale; WI-NRS: Worst Itch-Numeric Rating Scale. Cl: confidence interval; LS: least squares; SI-NRS: Scalp ltch-Numeric Rating Scale. request. 8. Schafer PH, et al. Cell Signal 2014;26:2016-2029.

PRESENTED AT THE 25TH WORLD CONGRESS OF DERMATOLOGY (WCD), JULY 3-8, 2023, SINGAPORE




	Slide 1: Efficacy and Safety of Roflumilast Foam 0.3% in Patients With Scalp and Body Psoriasis in the Phase 3 ARRECTOR Trial 

