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SYNOPSIS RESULTS Severity of Psoriasis Symptoms (PSD)

Overall, there was a greater reduction from baseline in mean weekly PSD scores In

Psoriasis Is a chronic, Immune-mediated disease characterized by scaly, Subject Characteristics he taninarof cream ar than th Hicle ar

erythematous, and pruritic plagues that can be painful and disfiguring’ A total of 227 subjects (of the 290 subjects originally screened) were randomized into NiieaFE)ISn[i ict)er(;:jlz ?10:15813814 167\/?8'012 gacr)]tépst elated to itching. scalin

The burden of psoriasis is similar to other long-term conditions, such as congestive the study at 17 sites in the United States, 12 sites in Canada, and 11 sites in Japan flaking. drvness ar’1d a' e’arallqce)’ sh'ovve'd h'i H mean severit score2’(>5) atglé)aseline

heart failure and chronic lung disease, and has a profound impact on mental health (Intent-to-treat analysis population) J. Ary ' F;p | J | Y N )

and wellbeing? Of those randomized, 175 subjects (77%) completed the study including the Week @éi\é\ﬁsf cjri’a fnC(;rreciprgr;o:]?\gzsegevratshhtide rveedﬁg?edg;;g}u%gv(i?;urrgg nne

Although multiple options are available for the treatment of plaque psoriasis, there is 16 follow-up visit _ S

a need for efficacious topical therapies that can be used without body surface area Overall, mean demographic and baseline characteristics were comparable across Flgureo 3. Mean Change from Baseline in Nine ltems of the PSD at Week 12

(BSA) restrictions or concerns for the duration of treatment treatment groups (Table 1) )

Tapinarof is a therapeutic aryl hydrocarbon receptor modulating agent (TAMA) under Most subjects (80%) had a baseline PGA category of 3 (moderate) and a baseline S -1

iInvestigation for the treatment of psoriasis and atopic dermatitis mean Psoriasis Area and Severity Index (PASI) score of 8.8 (standard deviation 4.5) o

L . . . O -2 4

This Phase 2b dose-finding study (ClinicalTrials.gov ID: NCT02564042) was designed Table 1. Baseline Subject Demographics and Characteristics k= -1.9

to assess the efficacy and safety of tapinarof cream in subjects with plaque psoriasis Tapinarof 1% Tapinarof 0.5% Vehicle f;f -3 - -2.6 Fapinerof 1% BID (1)

The primary analysis showed that tapinarof cream was efficacious and well tolerated cream é e = Tapinarof 1% QD (n=20)

in adult subjects with psoriasis and may represent an effective option in the topical (0]» BID (0] BID 3 4.0 3 | :Eg:ggg 8;232 g'g ((;‘:sz))

treatment of the disease’ (n=38) (n=38) (n=38) (n=37) S 4.5 | ® Vehicle BID (n=15)

- | Mean age, vears (SD) 45.9 (11.9) | 48.5 (10.6) | 49.6 (10.9) | 48.7(9.7) | 46.7 (12.6) | 46.4 (10.2) " Vehicle QD n=18)
o Results derived from the mITT analysis population including subjects in the ITT population minus the subjects from one site

OBJ ECTIVES Male sex, n (%) 26 (68) 26 (68) 24 (63) 25 (66) 23 (62) 29 (76) due to protocol violation (n=196). N is number of subjects with available results at Week 12. BID, twice daily; ITT, intent-to-

To present the patient-reported outcomes from the Phase 2b study in subjects with Mean weight, kg (SD) 85.6 (22.5) | 86.7 (22.6) | 88.6 (27.4) | 89.3 (23.1) | 87.8 (28.3) | 91.6 (21.6) treat; mITT, modified intent-to-treat; PSD, Psoriasis Symptom Diary; QD, once daily.

psoriasis following treatment with topical tapinarof cream, including subject global PGA score, mean (SD)* 29(04) | 2.7(0.5) (0.5) (0.4) | 3.0(0.3) | 2.8(0.4) Safety

impression of overall severity of psoriasis symptoms, overall severity of pruritus PASI score, mean (SD)* 10.6 (5.0) | 85(3.6) | 8.2(45) | 79(48) | 9.0(43) | 87 (4.4 Overall, 46% (104/227) of subjects had treatment-emergent AEs (TEAEs): 56% in

symptoms, and impact of symptoms on subject-reported health outcomes as % BSA affected. mean (SD)*| 8.2 (4.5) | 6.5 (3.3) (4.5) 43) | 66(36) | 7046 the tapinarof cream groups and 25% in the vehicle groups, and were mostly mild to

assessed by the Psoriasis Symptom Diary (PSD - -

Y ymp y (PSD) Pruritus score, mean (SD)*' | 5.6 (2.6) | 4.4 (2.9) (2.2) (26) | 55(28) | 49(24) moderate In severity

0.2 (2.2 4.5 (2.6 .
_ ——————————————————— The most fr ntly reported TEAE was folliculitis (Table 2
METHODS *Characteristics provided for the mITT analysis population (n=196); "TMean scores based on a scale of 0 ‘absent’ to 10 € Most equently repo tea as folliculitis (Table 2)
‘worst imaginable’. Demographics (age, sex and weight) provided for the safety analysis population (n=227). The mITT Table 2 Safety Overview and Most Common TEAEs (Occurring in >5% of

analysis population included subjects in the ITT population minus the subjects from one site due to protocol violation.

Study Design BID, twice daily; BSA, body surface area; ITT, intent-to-treat; mITT, modified intent-to-treat; PASI, Psoriasis Area and Subjects in Any Group)
In this multicenter (United States, Canada, and Japan), Phase 2b, double—blind, Severity Index; PGA, Physician Global Assessment; QD, once daily; SD, standard deviation. Tapinarof 1% Tapinarof 0.5% Vehicle
vehicle—controlled.randomzed study, adult subjects with psoriasis were r_andom|zed Primary endpoint: PGA response rates (defined as PGA score 0 or 1 and =2-grade Preferred term, n (%) cream cream
1:1:1:1:1:1 to receive tapinarof cream 0.5% or 1% once (QD) or twice daily (BID) or improvement) at Week 12 were higher in the tapinarof cream groups than the ( Q[;s) ( BI3DS) ( Q[;s) ( BI[3)7)
vehicle QD or BID for 12 weeks and followed up for 4 more weeks (Figure 1) vehicle groups (65% [1% BID], 56% [1% QD], 46% [0.5% BID], 36% [0.5% QD] ~ b - -
5 . o . . . Any TEAE 26 (68) 20 (b3) 17 (45) 10 (26)
Figure 1. Study Design vs 11% [vehicle BID] and 5% [vehicle QD]) and were maintained for 4 weeks after - I TEAE 006 0 06 56 -y — —
the end of study treatment’ reétment—re ate S (26) (26) ( ) (21) ( ) (3)
Double-blind treatment Follow up Subiect Imbressions Serious TEAEs 1 (3) 3 (8) 3 (8) 0 0) 0)
(12 weeks) (4 weeks) J .p | | o Discontinuations due to TEAEs| 5 (13) 5 (13) 4 (11) 1(3) 0 1(3)
At baseline, 88% of subjects rated their psoriasis symptoms as moderate or severe TEAE by intensity
across all treatment groups: 43—-61% rated as moderate and 28-44% rated as severe Mild 10 (26) g (21) 11 (29) 12 (32) 5 (14) 3 (21)
At Week 12, a greater proportion of subjects in the tapinarof cream groups (82—-88% Moderate 12 (32) 9 (24) 7 (18) 5 (13) 3 (8) 1(3)
in the 1% groups and 77-80% in the 0.5% groups) rated the overall severity of their Severe 4 (1) 3 (8) 4 (1) 0 1(3) 1(3)
psoriasis symptoms as ‘very/moderately improved” compared with 35-48% In the TEAEs occurring in 5% of subjects in any group
Adult subjects UETPHETAE 10 040 (T=Ete), vehicle groups (Figure 2a) Folliculitis 8 (21) 2 (5) 401 | 5(13) 1 (3) 0
with stable plaque i . . . - - .
nsoriasis Figure 2a. Subject Impression of Change in Severity of Psoriasis Symptoms at Dermatitis contact 4 (11) 4 (11) 1(3) 3(8) 0 0
for 26 months Week 12 Headache 4 (11) 1(3) 0 1(3) 1(3) 1(3)
e Aged 18—65 Tapinarof 0.5% BID (n=38) 100 1 Tapinarof 1% BID (n=23) m Tapinarof 0.5% QD (n=29) Nasopharyngitis 1 (3) 0 4 (11) 2 (B) 0 2 (5)
g€ —ov years Off- 90 - 89 88 ® Tapinarof 1% QD (n=25)  m Vehicle BID (n=19) Vomiting 0 0 3 (8) 0 1(3) 0
e BSA >1%-<15% treatment O\O 30 - ® Tapinarof 0.5% BID (n=26) m Vehicle QD (n=20) Acne 2 (5) 0 (3 0 0 0
S 70 -
e PGA 22 Tapinarof 0.5% QD (n=38) 2 50 - Application-site dermatitis 1(3)* 2 (5) 0 0 0 0
g e Miliaria 0 2 (5) 0 1(3) 0 0
(N=227) S 40 - Dermatitis allergic 2 (5) 0 0 0 0 0
Vehicle BID (n=37) g 30 - N . Urticaria 0 2 (5) 0 0 0 0
a 20 1 \ 15 TEAE was defined as an AE that occurred on or after study treatment start date and on or before the last visit. *All TEAES
] N \ 10 7 occurred once in each subject except ‘application-site dermatitis’, which occurred twice in a subject from the 1% BID group.
10 \ 4 5
N \ \ m B

0 . 0 0 ] AE, adverse event; BID, twice daily; QD, once daily; TEAE, treatment-emergent adverse event.
Vehicle QD (n=38) Very/moderately improved I\/Ilnlmally improved No change

Results derived from the mITT analysis population including subjects in the ITT population minus the subjects from one

BID, twice daily; BSA, body surface area; PGA, Physician Global Assessment; QD, once daily. site due to protocol violation (n=196). N is number of subjects with available results at \Week 12. Hatched portion of bar : : : o
corresponds to proportion of subjects with ‘moderately improved’ symptoms. BID, twice daily; ITT, intent-to-treat; In a”_ taplngrof cream groups, a greater proportion O]_c SUbJeCtS (77-88%) reported
. L. : mITT, modified intent-to-treat; QD, once daily. soriasis signs and symptoms as ‘very/moderately improved’ after 12 weeks
Study Outcomes and Statistical Analysis | | | | P . v 4 R 4
The primary endooint was the brobortion of subiects with a PGA score of clear At Week 12, a greater proportion of subjects in the tapinarof cream groups (70-76% compared with the vehicle groups (35-48%)
o alrlzwost CTear ((F))or 1) and >2 prage . rovemejnt - PGA score from baseline 1o In the 1% groups and 73-77% In the 0.5% groups) rated the overall severity of their Similarly, a greater proportion of subjects in the tapinarof cream groups (70-77%)
Week 127 =470 P pruritus symptoms as ‘very/moderately improved’ compared with 35-47% in the reported the overall severity of pruritus as ‘very/moderately improved’ after 12 weeks
| - | | | | vehicle groups (Figure 2b) compared with the vehicle groups (35-47%)
Subject-reported outcomes assessed Iin this study included subject global impression _ _ _ _ _ _ Overall arof 110 4 and th | dto th
of change in overall severity of psoriasis symptoms and of pruritus symptoms from Figure 2b. Subject Impression of Change in Severity of Pruritus Symptoms at verall, tapinarof cream was wel tolerated and these results correspond 1o e
. . . o
baseline to Week 12, and change over time in daily PSD scores Week 12 prewou.sly.reported clinical etficacy fll’.]dlﬂgS | _
Subjects were asked to rate the overall severity of their psoriasis symptoms and 1 Tapinarof 19 BID (n=23) & Tapinarof 0.5% QD (n=29) >tudy findings demonstrated that tapinarof cream represents an important potentia
of their bruritus svmptoms at baseline on a scale of 1 mild’ to 4 ‘very severe 90 - ® Tapinarof 1% QD (n=25)  m Vehicle BID (n=19) advance In topical medicine development, with beneficial effects on patient-reported
Th h p . y ::l) t f . . t d t y t Q\O~ 30 - | Taplnarof 0.5% BID (n=26) m Vehicle QDb (n=20) Outcomes In patlents Wl-th pSOrIaSIS
e change In overall severity of psoriasis symptoms and pruritus symptoms 2
. . 1 . I () R
from baseline to Week 12 was rated by subjects from 1 ‘very improved’ to S 40 REFERENCES
7 'very worse’ < 50
The PSD consisted of the 16 questions in the established version. plus SiX § 10 - . 1. I\/IentgrA et al. / Am Acad Dermatol. 2008;58:329—850; 2. I\./I.oon HS et al. Dermatol Ther. 2013;3:117-130;
additional questions to assess the severity and bother of skin flaking, dryness, S 30 - § 26 N 3. Robbins K etal. JAm Acad Dermatol. 2018; doi.org/10.1016/}.jaad.2018.10.037.
and bleeding I NESENENIN s, a2 i ACKNOWLEDGMENTS
Each question asked about how severe and how bothersome signs and symptoms 10 7 \ \ \ \ l a . B l I ﬂ
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Practice (GPP3) guidelines (Ann Intern Med. 2015;163:461-464).

Contact Dr. Neal Bhatia at nbhatia@therapeuticsresearch.com with questions or comments.

_ mITT, modified intent-to-treat; QD, once daily.
No formal hypothesis tests were planned




