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I nt rod uction Analyses Maintenance of Week 16 Responses at Week 52 Figure 3. Time to relapse during maintenance treatment in patients achieving Safety
* Maintenance of response (IGA 0/1, EASI-75, or both) was assessed at Week 52 in a prespecified * 412 patients achieved IGA 0/1 and/or EASI-75 at Week 16 with tralokinumab g2w and were (A) IGA 0/1 and (B) EASI-75 at Week 16 * Safety was assessed in all patients who received at least one dose of maintenance treatment
ooled analysis re-randomized (2:2:1) to continue tralokinumab g2w, tralokinumab g4w, or placebo in the : ; : : i e
¢ Atopic dermatitis is a chronic, type 2 inflammatory skin disease, characterized by excessive skin P . yA . maintenance treatment period A IGA 0/1 * The proportion of potlgnts with one or more AEor ser_lous AE was similar between the initial
drvness. red or inflamed skin. and intense itching™ — Difference in response rates was analyzed using the Cochran-Mantel-Haenszel test ) P X ) ) o ° 10 F = 16-week treatment period and the maintenance period (Table 2)
yness, ' 9 stratified by region (North America, Europe, Australia, and Asia) and patients who used * Alarge proportion of the patients who continued tralokinumab g2w or g4w maintained 2 = « The majority of AEs were mild or moderate in severity (Table 2)
* Tralokinumab is a fully human, immunoglobulin G4 monoclonal antibody that specifically rescue medication (mostly TCS) were considered non-responders IGA 0/1 and/or EASI-75 response at Week 52 (42.4 to 57.3%), without using any rescue 2 %9 * Withdrawal from the trial due to an AE only occurred in a small number of patients (Table 2)
) R . ) . ) . . . . medication (including TCS) during the 36-week maintenance period ° Y P
binds to and neutralizes interleukin (IL)-13, preventing receptor interaction and subsequent ¢ Two post hoc analyses using Kaplan-Meier estimates assessed the time to relapse of IGA 0/1 ) ) h o . 2 06
downstream signaling, thus inhibiting the pro-inflammatory activity of IL-13 in atopic and EASI-75 response during maintenance treatment — For eotlents W'tt‘ IGA O/.] response at Wgek 16, this response was maintained by 55.9%, s Table 2. Summary of AEs in the initial and maintenance treatment periods of
s S 42.4%, and 34.0% of patients re-randomized to tralokinumab g2w, g4w, and placebo, 2 04
dermatitis — Relapse was defined as transfer to open-label treatment, rescue medication use, or respectively (Figure 2A) £ - + Censored ECZTRA1and 2
. - . ) ) discontinuation of treatment (due to lack of efficacy or adverse event [AE] or for other P v iFie L ) . 3 Tralokinumalb g2w itial . . .
¢ Early improvements in disease severity and symptoms in adults with moderate-to-severe reasons, where lack of efficacy could not be excluded) — EASI-75 response was maintained by 57.3%, 50.4%, and 26.4%, respectively (Figure 2B) 2 0.2 Traloki b al Initial treatment period Maintenance period (Weeks 16 to 52)
; it ; ; i ; ; ; ! Yy ; : o o o : ; x ralokinumai qaw (baseline to Week 16) Week 16 tralokinumab responders
atopic dermatitis were observed in two pivotal Phase 3 clinical trials with tralokinumalb ) . . — IGA 0/1 or EASI-75 response was maintained by 56.2%, 50.0%, and 27.4% respectively, in a
¢ Both time to IGA 0/1 or EASI-75 response in the open-label group was assessed using Aalen . . . . . 0 — Placebo
monotherapy (ECZTRA 1and 2)? . L patients who had previously achieved either or both responses (Figure 2C) %6 20 24 28 32 36 4O L& L8 52 n (%) . Tralokinumab  Tralokinumab  Tralokinumab
Johansen estimator of cumulative incidence for each response type X ) Tralokinumab
L . - . . . , Weeks since first maintenance treatment 200 2 Placebo 92w to 92w to q2w to
— Significantly more patients receiving tralokinumalb monotherapy achieved Investigator's Sqfety Number of subjects at risk ( r:1992) w (n=396) tralokinumab | tralokinumab B
Global Assessment (IGA) 0/1 and Eczema Area and Severity Index reduction of =75% . ; ; Tralokinumab g2w 93 88 85 84 75 72 70 68 63 42 (= 2w (n=159 4w (n=165 n=81
(EASI-75) compared with placebo at Week 16 Y ) * AEs were assessed at each visit during both the initial 16-week treatment period and during Figure 2. Maintenance of Week 16 IGA 0/1 and EASI-75 responses at Week 52 without Tralokinumab qhw 85 83 78 70 63 56 54 53 51 37 a2w ! atwih ) {rr=61)
the maintenance period rescue medication Placebo 47 45 43 37 31 27 22 21 20 15 =1AE 824 (690) 283 (71.5) 116 (73.0) 109 (66.1) 57 (70.4)
¢ There is a need for additional insight into dosing over time for atopic dermatitis treatments A IGA 0/1 =1SAE 33(2.8) 13 (3.3) 1(0.6) 6(3.6) 0(0)
— In addition, reducing the dosing frequency of a long-term medication while maintaining Resu Its 100 - B 1.0 e EASI-75 Severity
") . . . . N . —
efficacy may have positive implications for patient adherence and health care costs 90 | P13 | g o - 3 Mild 673 (56.4) 204 (51.5) 102 (64.2) 9% (570) 444 (54.3)
. . . . . e 80 4 2 g 8-
Patients, Demographics, and Clinical Characteristics o Re-randomization: X Moderate 409 (34.3) 182 (46.0) 62 (390) 45 (273) 27 (333)
. . * 1596 adult patients were randomized to tralokinumab 300 mg g2w (1196) or placebo (400) 2 0] —— P=038 —— Tralokinumab 2w (Week 0-16) 2 (6 Sovere Bl e E S0 e
Objectlves in the initial treatment period (Figure 1) < © 55.9% Tralokinumab g2w 5 - : i : -
. . . o o E i i ;
* Baseline demographics and clinical characteristics were well balanced between treatment < 40 462.46% (momtgnonce period) E 0.41 *+ Censored A,E leading to ) 28(2.3) 9(2.3) 3(19) 2(1.2) 0(0)
. i . . (Table 1) V) . Tralokinumab g2w (Week 0-16) 5 Tralokinumab a2w withdrawal from trial
* To investigate the long-term efficacy beyond 16 weeks of tralokinumab monotherapy in adult groups tlable 30 - Sa0E Tralokinumab clw 3 ol : a
patients with moderate-to-severe atopic dermatitis pooled from two Phase 3 trials, including: — Mean duration of atopic dermatitis was 28.2 years and around one-half of patients (497%) 204 (maintenance period) 3_9 Tralokinumab g4w Further details of t‘he AE profile in thesg populations have been reported previously?
) ) . ) ) ) had |GA 4L (severe diseose) at boseline 104 . Tralokinumab q2w (Week 0—16) 0 —— Placebo AE, adverse event; 2w, every 2 weeks; g4w, every 4 weeks; SAE, serious adverse event.
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Week 16 and continuing with tralokinumab once every two weeks (g2w), once every q2w to g2w 2w to olw 2w to placebo . . Weeks since first maintenance treatment C I
4 weeks (qw), or placebo Table 1. Demographics and disease characteristics at baseline for all randomized (n=93) (n=85) (n=47) Number of subjects at risk onciusions
! patients in ECZTRA Tand 2 Tralokinumab g2w122 14 105 100 90 846 83 80 75 51
+ To monitor the clinical response in patients who did not achieve an IGA score of 0 or 1 (clear or B EASI-75 Tralokinumab g4w 131 128 116 103 91 8 78 74 71 50 e A Iorge proporthn of initial IGA 0/1 or EA$|—75 re§ponders at Week 1§ maintained response with
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ECZTRA 1(NCT03131648) and ECZTRA 2 (NCTO3160885) were identically designed, multinational, : 104 |Irlcx|ok||;u;~mk? a2w (Week O Lé)) treatment period (Figure outcomes with continued tralokinumab 2w therapy beyond Week 16
double-blind, randomized, placebo-controlled, 52-week trials of tralokinumab monotherapy Asia 205(12.8) 154 (129) 51(12.8) 0 acebo {maintenance perio — Cumulative incidence response rate based on time to first IGA 0/1in 685 patients was
(Figure 1) Mean affected BSA, % 529 (24.9), n=1595 527 (24.8) 536 (25.3), =399 Ry o R qzwto piacebo 38.6% by Week 52 References
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* Patient eligibility criteria and stratification factors can be found in Figure 1 Mean disease duration, years (SD) 28.2(15.2), n=1594 28.1(15.2), n=1195 28.5 (149), n=399 c IGA 0/1 or EASI-T5 CumuthLve incidence response rate based on time to first EASI-/5 response in 661 patients 2. Silverberg Ji, et al. Ann Allergy Asthma Immunol. 2018;121:340-7. 7. TsoiLC, et al. J Invest Dermatol. 2019;139:1480-9.
S di (IGA &), n (%) 794 (497) 591 (49.4) 203 (50.8) or was 63.7%, by Week 52 3. Doalgard FJ, et al. J Invest Dermatol. 2015;,135:984-91. 8. Bieber T. Allergy. 2020;75:54-62.
* At Week 16, tralokinumalb responders (patients who achieved IGA 0/1 and/or EASI-75 with cvere disease i - - ’ 100 1 — The probability of achieving clinical response criteria was higher earlier in the open-label 4. SzegediK, et al. J Eur Acad Dermatol Venereol. 2015,29:2136- 44, 9 Wollenberg A, et al. Br J Dermatol. 2021184:437-49.
tralokinumalb) were re-randomized 2:2:1to maintenance treatment with tralokinumab Mean EASI (SD) 32.29 (1397), n=1590 32.15 (14.01), n=1192 32.72 (13.86), =398 90 - 0,001 period (Figure 4) 5 PopovicB, etal. J Mol Blol. 2017/429:208-15.
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for the g4w group (Figure 3B)

AD, atopic dermatitis; EASI, Eczema Area and Severity Index; IGA, Investigator's Global Assessment; 2w, every 2 weeks; g4w, every 4 weeks; TCS, topical corticosteroids. EASI, Eczema Area and Severity Index; IGA, Investigator's Global Assessment; g2w, every 2 weeks; g4w, every 4 weeks; TCS, topical corticosteroids.
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