Figure 1. Level Up Study Design
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* Level Up is a phase 3b/4 global, randomized, open-label, efficacy assessor blinded, head-to-head, multi-center study evaluating UPA vs DUPI in adolescents _
. . . . . . Screening
and adults with moderate-to-severe AD who had inadequate response to systemic therapy or when use of those therapies was inadvisable. (up to 35 days)
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« Starting 4 weeks following dose escalation to upadacitinib 30 mg QD in Period 2, patients who do not achieve EASI 75 or a 24-point improvement in Worst
Pruritus Numerical Rating Scale (WP-NRS) from Baseline (AWP-NRS=4) have the option to add topical therapy (except for topical JAK inhibitors). EF T
- Efficacy analysis for Period 2 was based on observed case (OC) analysis while patients were on treatment. Only summary statistics have been provided for T ——— " T2-Weeks Follow-up__}
Period 2 data; no statistical tests were performed to compare the results between treatment groups. Patients who initiated topical rescue treatments during
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RESULTS

« A total of 355 patients entered Period 2 of the study, of which 208 received dupilumab in Period 1, and
switched to upadacitinib in Period 2 (DUPI/UPA) and 147 continued with upadacitinib (UPA/UPA 30).
Demographics and baseline characteristics were generally balanced between treatment groups (Table 1).

* In the DUPI/UPA group, 47.6% (99/208) of patients escalated to UPA 30 in Period 2; 52.4% (109/208)
were never dose escalated.

» Of those patients who switched from DUPI to UPA, 79.6%, 58.7%, and 19.9% of them achieved a EASI 75, 90, and 100, respectively. Response was seen as early as 4 weeks post-switch (Week
20), with increased responses by 16 weeks post-switch (Week 32; Figure 2).

* DUPI/UPA patients also had improvements in measures of itch, where most achieved AWP-NRS=4 by Week 20, with a greater proportion reaching this endpoint at Week 32.

» The proportion of patients achieving WP-NRS 0/1 increased by 4 weeks post-switch (Week 20), with additional increases by Week 32 (Figure 2).

» 26.8% of patients reached the stringent endpoint of simultaneous achievement of both EASI 90 and WP-NRS 0/1 by 16 weeks post-switch from DUPI to UPA (Week 20, Week 32; Figure 2) with
response rates seen as early as 4 weeks post-switch.

» Week 20 results include patients on UPA 15 mg as dose escalations did not occur until Week 20 or later if protocol criteria were met; Week 32 results include patients on UPA 15 mg and those
who dose escalated to UPA 30 mg.

 Efficacy measures for patients in the UPA/UPA 30 group indicated that a proportion of patients achieved clinically meaningful improvements in both skin and itch outcomes after continuing
treatment (data not shown; will be included in future publications).
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Table 1. Demographics and baseline characteristics

Demographics and characteristics DUPI/UPA UPA/UPA 30 mg
o (N=208) (N=147)

Figure 2. Efficacy outcomes for patients at Week 20 and Week 32 who switched from DUPI to UPA at Week 16 (OC, ITT-2 population)
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aPatients listed without prior AD treatment were due to missing data. AD, atopic dermatitis; BMI, body mass index; DUPI, dupilumab; EASI, Eczema Area and Severity Index; SD, standard deviation; UPA,
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upadacitinib; vIGA-AD, Validated Investigator Global Assessment scale for Atopic Dermatitis; WP-NRS, Worst Pruritus Numeric Rating Scale.

a washout period. Safety findings for UPA were consistent with the known safety

profile, with no new safety signals identified. Table 5. Treatment-Emergent Adverse Events of

Special Interest (AESI) in Period 2
DUPI/UPA

« The proportions of patients with treatment-emergent adverse events (TEAE) were similar for both the DUPI/UPA and UPA/UPA 30 mg
groups (48.1% and 48.3%, respectively; Table 3).
* The most frequently reported TEAEs included nasopharyngitis, acne, upper respiratory tract infection, and atopic dermatitis. (Table 4)
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