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Roflumilast hosphodiesterase 4 (PDE4) inhibitor that | tent than other PDE4 inhibitors, 1 2% s Veticla s
¢ oriumiiast cream, a ospnodalesterase INNIDITOr that IS more poten an otner INNIDITOrS,- Was . . . . 0 i
P P . ( . ) . P L S . . Cohort 1 Cohort 2 ~57.1% (n=185) of patients achieved IGA 0/1 during the trial; 2 9'3% > o Veh!cle > o
recently approved as a once-daily, nonsteroidal, topical treatment for psoriasis, including intertriginous areas, in N . . . : Roflumilast 0.3% Roflumilast 0.3% Overall
_ ' Mdl, Y ' 1.0 patients have a 50% probability of a duration of IGA of Clear TEAE. n (% -164 -168 N=332
patients 12 years of age and older with no limitations on duration of use I 0o or Almost Clear of more than 10 months (40.1 weeks) »n (%) (n=164) (n=168) (N=332)
* In a phase 2b, randomized, double-blind, 12-week trial of 331 adults with chronic plaque psoriasis, roflumilast R°ﬂ“m“35t_cream 0.3% R°ﬂ“m"35t_cream 0.15% Vehic'f cream R°f|“m“a$_t cream 0.3% . 0 Patients with any TEAE 79 (48.2) 85 (50.6) 164 (49.4)
cream once daily was superior to vehicle cream and was well tolerated? n=81 “'|83 n=66 n=102 . 7.
* The durability of response was assessed in a multicenter, open-label, 52-week study conducted to evaluate long- | | S g 0'6 ) Patients with any treatment-related TEAE 4(1.7) > (4.9) 9(2.7)
term safety of roflumilast 0.3% cream in patients with chronic plaque psoriasis Enrolled ‘_i g 0'5 I ——— Patients with any SAE 8 (4.9) 4 (2.4) 12 (3.6)
_ = ' !
N=332 5 ?E 0.4 - ' Any treatment-related SAE 0 (0) 0 (0) 0 (0)
© S
IVI ET H O D S Discontinued: 88 (26.5%) '§ s 037 i Patients who discontinued study drug due to AE 8 (4.9) 5(3.0) 13 (3.9)
g a. - i
* This multicenter, open-label, single-arm, long-term, phase 2 safety trial was conducted at 30 centers in the United Withdrew: 36 (10.8%) 0.2 i Treatment-emergent adverse event defined as event with an onset on or after the date of the first study drug application in ARQ-151-202 studly.
StateS and Canada Lost to follow-up: 34 (10'2%) 0.1 - + Censored i AE: adverse event; SAE: serious adverse event; TEAE: treatment-emergent adverse event.
T - , - - Adverse event: 13 (3.9%) 0.0 — | | | | | | | | | | | | | | | | o
* Two cohorts of patients were enrolled: Cohort 1 patients were those who completed the phase 2b trial through ek of e e 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 Table 3. Most Common AEs (>2% Overall)
Week 12, whereas Cohort 2 eligible patients were newly enrolled (treatment-naive; Figure 1 ack ot etficacy: 5 {L.57% :
sibie P y ( & ) Other: 2 (0.6%)? Duration of IGA Clear or Almost Clear (Weeks) Roflumilast 0.15% Cohort 2 and
_ and 0.3% > Vehicle >
Figure 1. Study Design Sl Atrisk 185 170166 139 123 114 101 93 & 69 63 4l 37 & 520 Roflumilast 0.3%  Roflumilast 0.3%
n=244 (73 5%) Duration of IGA 0/1: the time from the first observation of IGA 0/1 to the first subsequent time a patient’s IGA is not IGA 0/1. TEAE’ n (%) (n=164) (n=168)
Roflumilast Cream Phase 2b Roflumilast Cream Phase 2 Long-term Safety ‘ Patients who received vehicle in parent study and rolled over into Study 202 with a 0/1 assessment are excluded from this analysis (N=324). . i . / . ( ) ( ) ( )
Trial #201; NCT03638258)2 Trial #202; NCT03764475 IGA: Investigator Global Assessment. Upper respiratory tract infection/viral URTI 10 (6.1 12 (7.1 22 (6.6
( ) ( ) aTwo patients withdrew from the study due to “other” reasons, which was COVID-19 disruption. o . . . .. . o .
™ Roflumilast * A 60.5% mean improvement from baseline in Psoriasis Area Severity Index (PASI) and 60.1% Nasopharyngitis 6(3.7) 6 (3.6) 12 (3.6)
- Completed mean improvement from baseline in body surface area (BSA) affected were observed at Week 12
Eligibility 0‘,;;3& Trial #201 Figure 3. Percentage of Patients Achieving (A) IGA Success and (B) Clear or Almost Clear (Figures 2 and 7) / (BSA) Urinary tract infection 5(3.0) 6 (3.6) 11(3.3)
c . (1)
through
. . (@) . oy
« Diagnosis of at ‘= 12 weeks Cohort 1 (Rollovers) A 100 : Sinusitis 3(1.8) 5(3.0) 8(2.4)
_ S : - 0 0 ; % (n= — Results were consistent through Week 52
least mild B Roflumilast q Roflumilast cream 90 - @-Roflumilast 0.15% and 0.3% = Roflumilast 0.3% (n=164) g AE: adverse event; TEAE: treatment-emergent adverse event; URTI: upper respiratory tract infection.
plaque psoriasis g Creoam 0.3% QD (n=230) Endpoints —- Cohort 2 and Vehicle - Roflumilast 0.3% (n=168) — Median BSA at Week 52 was 1.0%
* Age 218 years -r% o . + HLIEIRE 1G] 38 7 Figure 8. Percentage of Patients With Investigator-Rated Tolerability Score >0
* 2-20% BSA? = : 52 weeks * Occurrence of TEAEs . Figure 6. Mean PASI Score :
Vegl';'e Patients could stop applying » Occurrence of SAEs = 60 -
treatment to lesions that cleared ) € 50 : . ) : : : s _
Patients could comp|ete|y stop Secondary: Efflcacy f__‘: 257 36.7 36.0 37.5 201 Parent tnal base“ne mean (SD) PASI 71 (33) 100 - Sfale for |nvest|.ga.t0r rated local t0|erablllty (0 7)
¢ . treatment when PASIand IGA=0 | « |GA clear or almost g 407 ' 10 - Cohort 2 baseline mean (SD) PASI: 6.8 (3.3) 90 - _ U= (10 SREREe Ef T E
12 k following an office visit 30 - © Overall (N=332) 1 = minimal erythema, barely perceptible
weers Treatment could be resumed when tleEl 7 80 A 2 = definit th ' dily visibl inimal ed
9 _g i . o o . o _ = aerinite erytnema, readily visipie, minimal edema or
patient-observed psoriasis recurred | ° Intertriginous-1IGA 20 " 8 ©- Roflumilast 0.15% and 0.3% = Roflumilast 0.3% (n=164) 70 minimal papular response
Eligibility clear or almost clear 10 - o s 7- —l-Cohort 2 and Vehicle - Roflumilast 0.3% (n=168) 2 g | 3 = erythema and papules
* Diagnosis of at least mild plaque Cohort. 2 (Naive) * PASI 0 .k . 5 . ) ' 5 ' 5 ' 2 6 - L) 4 = definite edema
psoriasis for at least 6 months  ——!  Roflumilast cream * BSA Week 4 Week 12 Week 24 Week 36 Week 52 < o § 20 1 5 = erythema, edema and papules
* Age 218 years 0.3% QD (n=102) Ro;ly:nilasp > Rofluplwila%lt 162 150 136 128 119 s, 224 S 40 A T
° * (]
2-25% BSA vehicle/Naive > Roflumilast 163 124 140 129 127 S 3 | 2.5 2.49 2.6 2.74 30 A 7 = strong reaction spreading beyond application site
B 100 - 3.37 . —— — 20 4
- @ Roflumilast 0.15% and 0.3% - Roflumilast 0.3% (n=164) 2 1 2.53 2.56 2.57 2.37
Excludes scalp, palms, soles. . . - ‘ ‘ 90 - . _ o 1 10 ~ 1.8% 0.6% 1.0% 0.4% 0.0% 0.0%
BSA: body surface area; IGA: Investigator Global Assessment; QD: once daily; PASI: Psoriasis Area Severity Index; SAE: serious adverse event; TEAE: treatment-emergent adverse event. - Cohort 2 and Vehicle - Roflumilast 0.3% (n=168) ®
80 - 0 | | | | | 0 . = ; e . @ . @ . o——
70 - Week 4 Week 12 Week 24 Week 36 Week 52 Baseline Week 4 Week 12 Week 24 Week 36 Week 52
N
R ES U LTS 1) 60 - 48.3 44.9 475 Roflumilast - Roflumilast 17 65 111 128 119 n=331 n=324 n=304 n=276 n=255 n=238
c . . . .
. . o o _ o @ 50 - 40.7 : 44.3 X Vehicle/Naive - Roflumilast 101 122 129 129 127
* Patient demographics and clinical characteristics at baseline were similar across cohorts (Table 1) 5 40 -
. . . .. . . . o o Observed data. No imputation of missing values.
e Of the 249 subjects who completed trial 201 from sites that participated in this open-label trial, 230 (92.4%) of 30 - PASI assessment was added as an amendment to the trial.
them enrolled intO thlS StUdy 20 PASI: Psoriasis Area and Severity Index; SD: standard deviation.
. . 22.6
* 244 (73.5%) completed the 202 trial of the 332 patients enrolled across cohort 1 (n=230) and cohort 2 (n=102; 10 - ’ CO N C LU S I O N S
Figuie 2) ’ i ’ | | | 0 Figure 7. Mean Percent BSA Affected
. . . Week 4 Week 12 Week 24 Week 36 Week 52 ; : : :
* Percentages of patients achieving Investigator Global Assessment (IGA) Success and an IGA of Clear or Almost Clear Roflumilast < Roflumilast f:z ﬁso elie ﬁ;’s elelg o 201 Parent trial baseline mean (SD) BSA: 6.15 (3.9) ° In thls phase 2 ang—term safety study, roflumllast cream 0.3%, a che—dally, nonsteroidal
were consistent over time (Figure 3) Vehicle/Naive > Roflumilast 163 154 140 129 127 | Cohort 2 baseline mean (SD) BSA: 6.6 (5.3) topical PDE4 |r2h|b|tor, V\)/as well-tolerated with a safety profile consistent with the parent
* Among patients with intertriginous area involvement, roflumilast cream provided consistent improvement of phase 2b trial (Trial 201
Lo _ g _ - E; As observed. No imputation of missing values. ] @-Roflumilast 0.15% and 0.3% — Roflumilast 0.3% (n=164)
lnter.trlglnous. |ﬂV€St|gat0r Global Assessment (l |GA, Flgure 4) ) B:?seline is defineq as the last observation prior to the first dose of roflumilast cream in the parent trial (Cohort 1 roflumilast 0.3% and roflumilast 0.15% groups) or the current - Coh 5 and Vehicle <> Roflumilast 0.3% (n=168 — Rates Of discontinuations due to AEs and |ack Of efﬂcacy were |OW
* Median duration of IGA of Clear or Almost Clear was 10 months (Figure 5) trial (Cohort 1 vehicle group and Cohort 2). ] ~&-Cohort 2and Vehicle > Roflumilast 0.3% (n=168)

IGA: Investigator Global Assessment; IGA Success = IGA score of Clear or Almost Clear plus two-grade improvement from baseline.

— No tachyphylaxis occurred and efficacy was consistent over time (IGA Success, IGA 0/1,

Mean BSA Affected, %
O L N W D U1 O N 00 O©

Table 1. Baseline Disease Characteristics : : : ,, s _ 3.9 and percentage change from baseline in BSA and PASI)
T e T p— TS Figure 4. Percentage of Patients With I-IGA Success Over Time in Cohort 2> )6
°R”;'|" as1 vo ;;r(' 1'64‘)’ . ‘;I o ; atno 3; ('C iss) Overall (N=332) ] N | 24 2.2 2.2 — Of the 185 patients who achieved IGA Clear/Almost Clear during the open-label trial, the
oriumiiast U.57 (Nn= oriumiiast V.57 (Nn= 100 - ! = = . op-
) 2.6 . median durability of IGA of Clear/Almost Clear was 10 months (40.1 weeks)
BSA, mean % 6.6 6.0 6.3 90 - | 2.3 2.2 2.2 :
PASI, mean 7.2 6.3 7.1 80 -
IGA score, n (%) 70 - 00 00 66.7 Week 4 Week 12 Week 24 Week 36 Week 52
X . .
1 (almost clear) 0 (0.0) 8 (4.8) 8 (2.4) N i 56.3 . . . REFERENCES
) 60 O O Roflumilast = Roflumilast 162 150 136 128 119 ) A
. S Q . ] i 1. DongC, et al. J Pharmacol Exp Ther 2016;358:413-422.
2 (mild) 28 (17.1) 40 (23.8) 68 (20.5) o Vehicle/Naive - Roflumilast 162 154 140 129 127
= 50 - 42.9 2. Lebwohl MG, et al. N Engl J Med 2020;383:229-239.
3 (moderate) 124 (75.6) 110 (65.5) 234 (70.5) o 40 @ Observed data. No imputations of missing values. 3. Stein Gold LS, et al. Poster presented at: Innovations in Dermatology; March 16-20, 2021; Virtual.
4 (severe) 12 (7.3) 10 (6.0) 22 (6.6) 30 Baseline is defined as the last observation prior to the first dose of Roflumilast Cream in the ARQ-151-202 study.
Intertriginous involvement (|-|GA 22) ] BSA: body surface area; SD: standard deviation. ACKNOWLE DGEMENTS
20 - . - .
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— — . . . . . . . . : : L . . . DISCLOSURES
Baseline is defined as the last observation prior to the first dose of roflumilast cream in the parent trial (Cohort 1 roflumilast 0.3% and roflumilast 0.15% groups) or the current trial (Cohort 1 vehicle group o > 0
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