Rapid Improvements in Itch with Tapinarof Cream 1% Once Daily in Two Phase 3 Trials in
Adults with Mild to Severe Plaque Psoriasis
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Table 1. Baseline Patient Demographics and Disease Characteristics Mean Change in PSD ltch Severity ltem Rating from Baseline at Weeks 2, 4, 8, and 12

PSOARING 1 PSOARING 2 ltch severity was rapidly reduced with tapinarof versus vehicle with statistically significant improvements
as early as Week 4 in PSOARING 1 (P=0.0003) and Week 2 (P<0.0001) in PSOARING 2

BACKGROUND

ltch affects 60—-90% of patients with psoriasis; it may be severe, with a significant negative impact

on health-related quality of life (HR-QoL )" Tapinarof 1% QD| Vehicle QD |Tapinarof 1% QD| Vehicle QD

(n=340) (n=170) (n=343) (n=172) PSOARING 1 and 2, respectively (Figure 5)

Severity decreased by —3.9 vs —2.9 and -3.1 vs 1.4 (both P<0.0001) from baseline at Week 12 in

ltch can negatively affect physical activity, sleep, and psychological well-being
o o o - | Age, years, mean (SD) 49.8 (13.7) 49.1 (13.3) 50.0 (13.1) 50.0 (13.7) Figure 5. Early and Sustained Improvement in PSD ltch Severity Item Rating from Baseline at
In the Multinational Assessment of Psoriasis and Psoriatic Arthritis (MAPP) survey that included Vil o T o 0 T 107 (8.5 Weeks 2. 4. 8. and 12
1,005 US patients, many patients reported itch as the most important factor contributing to disease ale, n (%) (B28 18018 o8] k)
severity; however, physicians generally considered itch to be less important® Weight, kg, mean (SD) 91.7 (24.6) 92.8 (22.7) 92.9 (24.3) 89.6 (19.9) QE, Week GE, Week
b= 0 2 12 ¥ 0 2 4 8 12
Tapinarof (VTAMA®; Dermavant Sciences, Inc.) is a first-in-class, non-steroidal, topical, ary! BMI, kg/m2, mean (SD) 31.4 (7.8) 32.5 (7.6) 31.8 (7.7) 30.7 (6.3) Z 0 20 ' ' !
hydrocarbon receptor (AhR).agonlst approved by th_e Foqd arlwd Drug Administration for th.e o PP-NIRS total score, rmean (SD) 5.7 (2.9) 6.1 (2.8) 59 (2.7) 6.1 (2.8) % —1- % —1- ; _1';
treatment of plague psoriasis in adults,® and under investigation for the treatment of psoriasis in N n —D=
children down to 2 years of age and for atopic dermatitis in adults and children down to 2 years Score of 0 or 1, n (%) 36 (10.0) 13 (7.6) 24 (7.0) 15 (8.7) § —27] 29 § —27] e0.0007 a7
of age DLQI total score, mean (SD) 8.2 (5.8) 8.7 (5.9 8.5 (5.9) 8.6 (5.9) 23" P=0.0003 a8 2% Pe0000T —4
. 0 . . . . . . ﬂ___ P=0.0003 ) n___ <VU. <V.
Tapinarof cream 1% on(.:e daily (QP) demonstrated statistically S.Ignllflslaﬂ’[ efficacy versgs vehicle ltern 1. mean (SD) 18(0.9) 19(0.8) 18(0.8) 19(0.8) £ ~47 —a Tapinarof 1% QD (n=340) Pe0.0001 .E 47— Tapinarof 1% QD (n=343)
and was well tolerated in adults with mild to severe plague psoriasis in two 12-week, pivotal phase S 5 —A— Vehicle QD (n=170) o —4— Vehicle QD (n=172)
3 trials, PSOARING 1 (NCT03956355) and PSOARING 2 (NCT03983980)7 PSD total score, mean (SD) /3.1 (41.2) 74.9 (43.0) 74.0 (38.4) 76.0 (41.2) < e = e
Several patient-reported methods of assessing the impact of itch were utilized in the pivotal trials: ltem 1, mean (SD) 5.6 (2.7) 5.9 (2.7) 5.8 (2.6) 6.0 (2.8) © PSOARING 1 © PSOARING 2
The Peak Pruritus Numeric Rating Scale (PP-NRS) measures maximal itch symptoms, scored on an ltem 2, mean (SD) 5.5 (2.9) 5.7 (3.0) 5.6 (2.8) 5.7 (3.0) Eé%”?;;%ﬁ[:ast’yﬁﬁixe&acfffeéb L%ansgesg;’ﬁ‘;és mean (standard error)

o o B o g
11-point scale, where O=no itch and 10=worst imaginable itch Intention-to-treat population.

. : . . . . BMI, body mass index; DLQI, Dermatology Life Quality Index; PP-NRS, Peak Pruritus Numeric Rating Scale; PSD, Psoriasis
The Dermatology Life Quality Index (DLQI) is a 10-item questionnaire that evaluates the Symptom Diary: QD, once daily: SD, standard deviation.

impact of psoriasis symptoms on Qol; itch item 1 (evaluating itch, soreness, painfulness, or

Mean Change in PSD Itch Bother Item Rating from Baseline at Weeks 2, 4, 8, and 12

Patients reported significantly less bothersome itch symptoms with tapinarof versus vehicle by \Week

o | | | | Achieving an Itch-free State as Measured by PP-NRS Score of 0 or 1 at Weeks 2, 4, 8, and 12 2 (P=0.0022 and P<0.0001) in PSOARING 1 and 2, respectively
stinging) is scored on a 4-point scale rating the impact of itch on QolL, where 0=not at all and
3=very much? Significance in achieving a PP-NRS score of 0 or 1 with tapinarof versus vehicle was demonstrated Improvements with tapinarof were significant versus vehicle at all evaluations, reaching changes
as early as Week 2 (first visit) in PSOARING 1 (P=0.0194) and Week 4 in PSOARING 2 (P=0.0004) of —3.9 vs —2.9 and -3.0 vs —-1.1 (both P<0.0001) from baseline at Week 12 in PSOARING 1 and 2,

The Psoriasis Symptom Diary (PSD) assesses the severity, bother, and functional impact of
psoriasis symptoms; items 1 (itching severity) and 2 (bothered by itching) are rated on an 11-point
scale, where O=absent and 10=worst imaginable'

A significantly higher proportion of tapinarof-treated patients versus vehicle achieved a PP-NRS score of 0 respectively (Figure 6)

or 1 at Week 12: 49.6% vs 32.1% (P=0.0007/) and 50.3% vs 27.3% (P<0.0001), respectively (Figure 2) Figure 6. Rapid and Significant Improvement in PSD Itch Bother Item Rating from Baseline at

Figure 2. Rapid and Significant Achievement of an Itch-free State (PP-NRS Score of 0 or 1) with Weeks 2, 4, 8, and 12

Tapinarof Cream 1% QD
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Adults with mild to severe plague psoriasis enrolled in PSOARING 1 or PSOARING 2 were ) 0 —A— Vehicle QD (n=170) ) 0 —4— Vehicle QD (n=172) S _gJ —4 Vehicle QD (n=170) S _gJ —4— Vehicle QD (n=172)

randomized 2:1 to tapinarof 1% QD or vehicle QD for 12 weeks (Figure 1) o, 2 4 3 19 & g 2 4 3 12 o - j< —
. . . Week Week PSOARING 1 PSOARING 2

Figure 1. PSOARING 1 and 2 Trial Design — —
Double-blind PSOARING 1 PSOARING 2 PSD, Pooriasis Symptom Diary, OD, onee daiy e
treatment Intention-to-treat, observed cases
(12 weeks) PP-NRS, Peak Pruritus Numeric Rating Scale; QD, once daily. Safety
Tan: £ 1% QD Mean Change in PP-NRS Score from Baseline at Weeks 2, 4, 8, and 12 Treatment-emergent adverse events (TEAEs) were mostly mild to moderate and discontinuations due
- N ~N apinarot 17 | | | | S to TEAEs were low
— (n=340) ltch assessed by PP-NRS was rapidly reduced with tapinarof versus vehicle, with significant

pSOAR”\]G 1 2:1 improvements from Week 2 (P=0.0162 and P<0.0001), the earliest measured time point, in
Adults with (N=510) ’ Vehicle OD PSOARING 1 and 2, respectively CONCLUSIONS
(n=170)

- g J ' _ _ _ o C
mild to severe Improveme[wts from baseline reached —3.9 vs —2.9 (P=0.0002) and -3.0 vs ~1.4 (P<0.0001) at Tapinarof cream 1% QD demonstrated rapid, clinically meaningful, and statistically significant
plaque psoriasis Week 12 (Figure 3) improvements in itch across multiple outcome measures, from the earliest visit at Week 2 through
Figure 3. Early, Significant, and Continued Improvement in PP-NRS Score from Baseline Week 12, in the phase 3 pivotal trials

* Aged 18-75 years Significantly more tapinarof-treated patients achieved an itch-free state of PP-NRS=0 or 1 compared

Week Week

e PGA score >2* . 0 2 4 8 12 0 2 4 8 12 with vehicle-treated patients
o o e ~N Tapinarof 1% QD N 0 N 0 Tapinarof cream 1% QD is a well-tolerated treatment option for patients with mild to severe plaque
e BSA >3% to <20% (n=343) or or -1.4 S - . - . . . ”
—= > -1 =S -1 ; 3 psoriasis, Including when applied to sensitive and intertriginous skin areas
PSOARING 2 2:1 o —2- A —2- ; Achieving an itch-free state is an essential target for decreasing the burden of disease and improving
: _ 2.9 . . .
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was compared between treatment groups at baseline and Weeks 2, 4, 8, and 12 using the Mean Change in DLQI Item 1 Rating from Baseline at Weeks 4 and 12
Cochran-Mantel-Haenszel analysis stratified by baseline Physician Global Assessment (PGA) score

Significant improvements in DLQI itch item 1 were achieved by Week 4, the earliest measured time _
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