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Introduction

* Atopic dermatitis (AD) is a chronic inflammatory skin disease associated with a substantial disease
burden; it often develops in early childhood and affects up to 20% of children'?

* There are limited safe and effective treatment options available for long-term use in pediatric
patients with moderate-to-severe AD

* Tralokinumab is a fully human, high-affinity, monoclonal antibody that specifically neutralizes
interleukin-13, a key driver of inflammation, skin barrier dysfunction and microbial dysbiosis in AD>~7

* Inthe phase 3 ECZTRA 6 monotherapy trial, tralokinumalb was effective and well tolerated in
patients aged 12-17 years with AD®

Objective

* To present detailed safety data up to 52 weeks for tralokinumab in pediatric patients aged 12-17
years with moderate-to-severe AD enrolled in the ECZTRA 6 trial (NCT03526861)

Materials and Methods

Study design

Adolescent patients were randomized 1:1:1 to subcutaneous tralokinumalb 150 mg or 300 mg every 2
weeks (Q2W), or placebo for an initial treatment period of 16 weeks

Primary endpoints were Investigator's Global Assessment (IGA) score 0/1 and 275% improvement
from baseline in Eczema Area and Severity Index (EASI-75) at Week 16

Patients achieving primary endpoints without rescue treatment were re-randomized to
tralokinumalb Q2W or every 4 weeks (Q4W), at their same initial tralokinumalb dosage for 36 weeks
of maintenance treatment as shown in Figure 1, while Placebo responders continue in the Placebo
Q2W

Patients not achieving primary endpoints at Week 16, those receiving rescue treatment from Week 2
to Week 16, and those meeting other specific criteriat were transferred to open-label treatment of
tralokinumalb 300 mg Q2W plus optional mild-to-moderate strength topical corticosteroids (TCS)

Key secondary endpoints include change in SCORiIng AD (SCORAD) from baseline to Week 16,
reduction of worst daily pruritus numeric rating scale (NRS) (weekly average) of at least 4 from
baseline to Week 16, and change in Children's Dermatology Life Quality Index (CDLQI) score from
baseline to Week 16

Figure 1. ECZTRA 6 trial design
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Patients who:

+ Did not achieve IGA 0/1 or EASI-75 at Week 16

* Received rescue treatment between Week 2-16

* Were transferred from maintenance treatment if specific criteria were met

Rescue treatment during initial and maintenance treatment defined as: TCI, TCS or systemic AD treatment.

AD, atopic dermatitis; EASI, Eczema Area and Severity Index; IGA, Investigator's Global Assessment; Q2W, every 2 weeks; Q4W, every 4 weeks; TCS, topical
corticosteroids. tPatients not achieving EASI-75 over 24 weeks with IGA 22 after IGA=0 at Week 16, or with IGA =3 after IGA=T at Week 16, or who had IGA >T at
Week 16; patients who receive rescue treatment after Week 16

Statistical analyses and endpoints

EASI-75, IGA 0/1, and secondary endpoint 24-point improvement in adolescent pruritus NRS were
analyzed using Cochran-Mantel-Haenszel test stratified by geographic region and baseline
disease severity

* Patients receiving rescue therapy between Week 2 and 16 or with missing data at Week 16
were considered non-responders

* Secondary endpoints, change from baseline in SCORAD and CDLQI were analyzed using a linear
mixed model for repeated measurements

* Data after use of rescue or discontinuation were disregarded

* A closed testing procedure with hierarchical tests, alpha splitting, and alpha recycling were
applied for above efficacy endpoints

Patient characteristics

* Baseline demographic and clinical characteristics were comparable across treatment groups

(Table 1)
Placebo (n=94) Tralokinumab Tralokinumab
Patients 150 mg Q2W (n=98) 300 mg Q2W (n=97)
Mean age, years 14.3 14.8 14.6
Age group, n (%)
12-14 49 (52.7) 37 (37.8) 45 (46.4)
15-17 45 (47.9) 61(62.2) 52 (53.¢)
Male sex, n (%) 51(54.3) 51(52.0) 47 (48.5)
Mean duration of AD, years (SD) 12.1(3.5) 12.7 (3.7) 12.1(3.7)
Severe disease (IGA=4), n (%) 43 (45.7) 44 (L44.9) 48 (49.5)
Mean EASI (SD) 31.2 (14.5) 32.1(12.9) 31.8 (13.9)
Mean SCORAD (SD) 67.4 (14.9) 67.7 (14.4) 68.3 (13.7)
Mean CDLQI (SD) 13.3 (6.0) 12.9 (6.3) 13.4 (7.3)
Mean Weekly Average Peak Pruritus

NRS (SD) 7.5(1.7) 7.5(1.6) 7.8 (1.5)

AD, Atopic Dermatitis; CDLQI, Children's Dermatology Life Quality Index; EASI, Eczema Area and Severity Index; IGA, Investigator's Global Assessment; n,
Number of subjects in analysis set; NRS, Numeric rating scale; Q2W, Every 2 weeks; SCORAD, Scoring Atopic Dermatitis; SD, standard deviation.

Overall Summary of AEs: Weeks 0-16

* Tralokinumab was well-tolerated and rates of adverse events (AEs) were similar in the pooled
tralokinumab and placebo arms (majority were mild or moderate in severity) (Table 2)

* No patterns were seen in types of serious AEs and none led to any safety concerns
(Table 2)

* The maijority of AEs had resolved within the initial 16-week period; only one AE led to treatment
withdrawal and was not considered related to treatment* (Table 2)

Table 2. ECZTRA 6 Safety Summary (Weeks 0-16)

Tralokinumab
150/300 mg Q2W (n=195)

N (%) Rate

Patients with 21 AEs 129 (66.2) 518.6
Patients with 21 Serious AEs 4 (2.) 6.8
Severity of AEs

Mild 95 (48.7) 323.1

Moderate 65 (33.3) VAW,

Severe 8 (4.1) 23.8
Related to IMP 51(26.2) 158.1
Leading to withdrawal 1(0.5)* 1.7
Outcome

Fatal 0

Not recovered/not resolved 7 (7.4) 11(5.6)

Recovering/resolving 2(2.1) : 5(2.6)

Recovered/resolved 55 (58.5) 122 (62.6)

SRee(;L);/leorgd/ resolved with 3(3.2) 1(0.5)

Unknown 1(1.7) : 2 (1.0)

*Cerebrovascular accident, not considered related to treatment by the investigator or study sponsor; The patient had several risk factors for developing
cerebrovascular accident. The event was not considered related to treatment with tralokinumab by either investigator or sponsor/LEQ. The outcome was
reported as recovered with sequelae.

Rate: number of events divided by patient years of exposure x 100

AE, adverse event; IMP, investigational medicinal product; N, number of patients with one or more events.

Frequently Reported AEs: Weeks 0-16 Overall Summary of AEs: Weeks 0-52

* The most frequently reported AEs in adolescents were similar to those seen in adults (Figure 2) * During Weeks 16-52, the types and frequencies of AEs were similar to the initial phase

with the majority being non-serious and mild or moderate in severity (Table 4)

Figure 2. AEs during the initial treatment phase (25% of patients in pooled tralokinumalb or

placebo arms)

Table 4. ECZTRA 6 Safety Summary (Weeks 0-52)
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‘21 N (%) Rate N (%) Rate N (%) Rate
0 Patients with 21 AE 129 (66.2) 518.6 28 (56.0) 205.4 158 (67.5) 349.4
Viral URTI  Atopic URT] Headache Asthma Acne Patients with 21 SAE 4(2]) oS 7130) s
(resp. inf.) dermatitis (resp. inf.) Severity
Mild 95 (48.7) 323.1 122 (52.1) 238.9
Viral URTIs were most commonly reported as the common cold
URTI, Upper respiratory tract infection Moderate 65 (33-3) 171.7 82 (35°O) 107.9
Severe 8 (4.1) 23.8 4 (1.7) 2.7
Frequency of Conjunctivitis AESI: Weeks 0-16 Related to IMP 51(26.2) 158.1 65 (27.8) 107.2
* The frequency of conjunctivitis was low and similar between the pooled tralokinumalb and placebo Conjunctivitis (AESI) 4 (4.1) 13.6 1 (4.7) 9.3

arms; only 2 cases of conjunctivitis (PT) occurred, both in the tralokinumalb 150 mg arm (Table 3)

Rate: number of events divided by patient years of exposure x 100

T bl 3 F f C . e el . AES' AE, adverse event; AESI, adverse event of special interest; IMP, investigational medicinal product; n, Number of subjects in analysis set; Q2W, Every 2 weeks;
apie J. requenCy O OﬂJUﬂCtIVltlS Q4W, Every 4 weeks; SAE, serious adverse event; TCS, topical corticosteroid.

Placebo Tralokinumab
(n=94) 150/300 mg Q2W (n=195) Conclusions
N (%) Rate
Conjunctivitis (AESI) 7 (3.6) 1.9 . . - . .
Conjunctivitis (PT) 2 (1.0) 34 ° Trog)klnijmcsb was We,!\éOIer?;edfm pedk;clntr|c fitlenti-?ged 12t—h17 yeﬂrészth < of traat t
Conjunctivitis bacterial (PT) 1(0.5) 17 moderate-to-severe AD, with a favoraple safety profile seen throug weeks of treatmen
Conijunctivitis allergic (PT) . 4(2.7) 6.8 * The safety profile was similar to that seen in adult phase 3 studies, with the frequency and type of
Conjunctivitis viral (PT) 0 0 AEs being generally consistent?'0
Rate: number of events divided by pot'ient years of exposure x 100 * The frequency of COﬂjUﬂCtiVitiS was low and similar between the tralokinumab and pICICGbO arms
AESI, adverse event of special interest; PT, preferred term at Week 16, with no increase observed up to Week 52
Additional Adverse Events of Relevance: Weeks 0-16 * The frequency of acne was low across tralokinumab and placebo arms, supporting a favorable

. : . : — tolerability profile of tralokinumab in this age group
* Eczema herpeticum was reported in 2 patients in the initial treatment phase

(1in placebo and 1in tralokinumab 150 mg Q2W arm) * The detailed long-term safety data presented here add to the previous findings that

. _ . . tralokinumalb is efficacious and well tolerated in this adolescent patient group®
* No patients had eczema herpeticum in the tralokinumalb 300 mg Q2W arm

* Herpes simplex infections were reported in 4 patients in the initial treatment phase

(2 in placebo and 2 in the tralokinumalb 150 mg Q2W arm) References
* No patients had herpes simplex infections in the tralokinumalb 300 mg Q2W arm 1. Peters AS, et al. J Allergy Clin Immunol. 2010:126:590-95. 2. Weidinger S, et al. Nat Rev Dis Primers.
* There were no reports of swelling related to joints, enthesitis, tenosynovitis, generalized joint pain, 2018;4:1. 3. Bieber T. Allergy. 2020;75:54—-62. &4. Furue K, et al. Immunology. 2019;158:281-86. 5. Szegedi
or psoriasis K, et al. JEADV. 2015;29:2136—44. 6. Tsoi LC, et al. J Invest Dermatol. 2019;139:1480—-89. 7. Popovic B, et
e There was one case of right hip pain (coded as arthralgia), starting at Day 4 after loading al. J Mol Biol. 2017;429:208-19. 8. Paller A, et al. 2021 Fall thcol Dermatology Conference. 9.
dose, mild, not considered related to treatment, resolved after 3 days without any action Wollenberg A et al. Br J Dermatol. 2021;,184:437—-49; 10. Silverberg Jl et al. Br J Dermatol. 2021;,184:450~
taken 63.
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