Envudeucitinib Provides Rapid and Sustained Itch Relief, Including Complete Itch Resolution, in Patients With
i Moderate-to-Severe Plaque Psoriasis: 24 Week Results From the Phase 3 ONWARD1 and ONWARD2 Trials
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Synopsis Objective Conclusion
» ltch is one of the most burdensome symptoms of plaque psoriasis and substantially impairs sleep, quality of life, work productivity, and > To evaluate the onset, magnitude, and durability of itch improvement with envudeucitinib, including among patients with scalp involvement, in ONWARD1 and ONWARD?2
. . . 1-3 e . e . .

daily functioning » Envudeucitinib provided rapid,
> ltch relief remains an important unmet need, particularly for patients with uncontrolled itch or significant scalp psoriasis®* . . .

24-hour period in patients with psoriasis (Figure 1)° . . . .
> The ONWARD1 and ONWARD2 Phase 3 trials of envudeucitinib in moderate-to-severe iasi i > d domized, double-blinded, placebo- and acti - lled, Ph ials (Fi ' ' ini ‘ relief in patlents with moderate-

psoriasis met both coprimary and all key secondary ONWARD1 and ONWARD2 were randomized, double-blinded, placebo- and active comparator—controlled, Phase 3 trials (Figure 2) > Worst pruritus was assessed using a self-administered numeric
endpoints and maintained favorable tolerability® i — i i 7 P
poi intai v ility 5 ONWARDL and ONWARD2 study desiane rating .scale (NRS, 0-10), reflective of the prior 24 hours to-severe p|aque psor|a5|s
Figure 1. Envudeucitinib mechanism of action 8 ' y aesig » Endpoints | | |
ONWARD1 and ONWARD2? . Fllnlcally mea?nlngful improvement (24-point reduction from baseline) > Clinica I Iy mean | ngful
> in worst pruritus NRS
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< Envudeucitinib 40 mg BID (n = 459; 433) Rollover to - Among patients with baseline worst pruritus NRS 24 - improvement was evident as
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X pathways blocked / cytokines 5 (W28 Safety Follow-up) Worst pruritus NRS 0/1 with 21-point improvement proportions of patients achieved
. © 4o driving psoriasis Confidence intervals (Cls) were obtained using Clopper—Pearson .
§ -] % %o —_— ; ; ; ; ; , methods, and the 95% Cls and P-values of the treatment com plete or near-com plete itch
JH2 domain  JH1 domain <L BSL W1 W2 W4 W8 W12 W16 W20 W24 differences were calculated using the Cochran—Mantel-Haenszel
Regulatory binding site Catalytic active site (Coprimary Endpoint) (End of Treatment) test adjusted for stratification factors with nonresponder reso I ut|0n th rough Week 24
IFN-1, interferon type I; IL-12/17/23, interleukin 12/17/23; JH1/2, Janus kinase homology 1/2. aReplicate design; actual enrollment is reported as ONWARD1 (NCT06586112); ONWARD2 (NCT06588738). im putation . P-values are nominal
*Envudeucitinib is an investigational therapy not reviewed or approved by any regulatory agency. BID, bis in die (twice daily); BSL, baseline; W, week.

Results

Baseline demographics and disease characteristics Envudeucitinib provided rapid and sustained improvements in itch through Week 24 Figure 5. Complete itch resolution (worst pruritus NRS 0 with 21-point improvement)?
» Baseline demographics and disease characteristics were balanced across treatment arms and representative of a typical moderate-to- » Approximately one-third of patients receiving envudeucitinib reported a clinically meaningful >4-point improvement in worst pruritus NRS at ONWARD1 ONWARD2
severe population (Table 1) Week 2 (Figure 3)
Table 1. B li d hi d di h teristi * Patients transitioning from placebo to envudeucitinib at Week 16 also reported rapid improvements in their worst pruritus NRS —e— Envudeucitinib 40 mg BID (n = 420)  —e— Placebo (n = 210) Apremilast 30 mg BID (n = 210) —e— Envudeucitinib 40 mg BID (n = 400) —e— Placebo (n = 200) Apremilast 30 mg BID (n = 199)
able 1. baseline demographics and disease characteristics * Improvements in patients with moderate-to-severe scalp psoriasis were consistent with improvements observed in the overall population (Figure 4) 100 - -~ - /Envudeucitinib 40 mg BID (n = 185) 100 - -~ - /Envudeucitinib 40 mg BID (n = 177)
» By Week 16, over one-third of patients receiving envudeucitinib achieved complete itch resolution (NRS O; Figure 5) and more than half S S
ONWARD1 ONWARD2 achieved minimal itch (NRS 0/1; Figure 6) X 80 R 201
*)) 22 * %
» All reported itch responses continued to improve with envudeucitinib treatment through Week 24 (Figures 3-6) < 60 < 60 - 36.3 Tt
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—e—Envudeucitinib 40 mg BID (n =353) —e—Placebo (n=175) Apremilast 30 mg BID (n = 176) —e—Envudeucitinib 40 mg BID (n = 345) —e—Placebo (n =180) Apremilast 30 mg BID (n = 170) o (4 ' i -7
- o - /Envudeucitinib 40 mg BID (n = 153) - -& - /Envudeucitinib 40 mg BID (n = 159) 0 <+ + | | : | : : 0 4% § iﬁ 4 : :
Age, years, mean (SD) 49.1 (13.4) 49.2 (13.3) 47.7 (11.8) 48.3 (13.1) 49.5 (13.3) 48.0 (12.8) 100 - . _ 100 ~ ++t 0 2 4 8 12 16 20 24 0 2 4 8 12 16 20 24
e % % k O Week Week
O ‘i | *okx 74.5
SEX, male; n (%) 300 (65-4) 156 (67-8) 152 (68-2) 283 (65-4) 135 (64-0) 135 (62-8) § 80 A 73.4 i 3.7 % 80 63.9 9Among patients with baseline worst pruritus NRS >1. Intention-to-treat population. ***P <0.0001 (vs placebo and apremilast). "*P <0.0001 (vs apremilast).
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Race, n (%) xR %0 249 . - = 33.3 o -- Figure 6. No or minimal itch (worst pruritus NRS 0/1 with 21-point improvement)?
| 5 40 1 , o 40 - 4 .
White 358 (78.0) 182 (79.1) 177 (79.4) 388 (89.6) 181 (85.8) 193 (89.8) 3 - -g ONWARD1 ONWARD?2
. o T e 20 -
0 S - :
Asian 68 (14.8) 28 (12.2) 30 (13.5) 10 (2.3) 10 (4.7) 7(3.3) § 0 / % 2 123 21.7 —e— Envudeucitinib 40 mg BID (n = 420)  —e—Placebo (n = 210) Apremilast 30 mg BID (n = 210) —e— Envudeucitinib 40 mg BID (n =400) —e— Placebo (n = 200) Apremilast 30 mg BID (n = 199)
her? 2 p) 1 2 1 ) 1 e 0 4 =16'7 : : : 18;9 : 0 - —t - - - = = - -o- - /[Envudeucitinib 40 mg BID (n = 185) - -o - /Envudeucitinib 40 mg BID (n = 177)
Other 33(7.2) 0(8.7) 6(7.2) 35 (8.1) 0(9.5) 5 (7.0) . . - - - . 0 . 4 o - e 20 24 100 - 100 -
Duration of di Week Week g 80 T “ 80
uration of disease, years, 3 § s °
mean ( SD) y 19.9 (13.5) 19.5 (133) 17.2 (11.8) 19.0 (13.5) 20.2 (14.5) 18.7 (14.5) 9Among patients with baseline worst pruritus NRS 24. Intention-to-treat population. ***P <0.0001 (vs placebo and apremilast). ""P <0.0001 (vs apremilast). 5 574 621.1 g
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Figure 4. Clinically meaningful improvement (24-point reduction from baseline) in worst pruritus NRS among patients N P i :
c
DLQI, mean (SD) 10.6 (6.5) 10.1 (6.7) 10.8 (6.8) 10.8 (7.0) 10.8 (6.8) 9.7 (7.1) ONWARD1 ONWARD2 § 20 A - § 20
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Worst pruritus NRS —e—Envudeucitinib 40 mg BID (n =213) —e—Placebo (n=102) Apremilast 30 mg BID (n = 124) —e—Envudeucitinib 40 mg BID (n =231) —e—Placebo (n=122) Apremilast 30 mg BID (n = 108) e 0 . . . : 14;3 . . e 0 -
- - - /Envudeucitinib 40 mg BID (n = 91) - - - /Envudeucitinib 40 mg BID (n = 110) 0 2 4 8 12 16 20 24
Mean (SD) 6.1(2.7) 6.0 (2.7) 6.3 (2.6) 6.4 (2.6) 6.4 (2.4) 6.0 (2.7) —_ 100 . +++ — 100 - 1t Week
o 75.1 o ok * . . . . . . . .
° 72.3 ° 72.7 9Among patients with baseline worst pruritus NRS >1. Intention-to-treat population. ***P <0.0001 (vs placebo and apremilast). 'P <0.0001 (vs apremilast).
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