Real life efficacy and systemic immune modulation

upon tralokinumab treatment in atopic dermatitis
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Learning Objective: Understand how IL-13 blockade with tralokinumab impacts
peripheral T-cell phenotypes and clinical outcomes in AD.

Take away: Tralokinumab shows real-world efficacy with measurable systemic
immunomodulation; a minimal peripheral panel may help evaluate response
trajectories.
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Background

* IL-13 is a key effector cytokine in AD;tralokinumab selectively blocks IL-13.

* Clinical response varies; practical, blood-based markers to anticipate response
are limited.

Hypothesis

« Change of systemic T-cell immunophenotypes (CLA+, OX40+, Th2/IL-4+, IL-13+,
Th1/IFNy+, Th17/IL-17+ and Treg/IL-10+ T cells) upon treatment with tralokinumab.
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Study design and T cell phenotyping

Tralokinumab loading dose (600mg S.C.) at visit 0
followed by (300mg S.C.) every other week for 12 months

Visit 0 Visit 6 Visit 12
(Pre-tralokinumab) (6 months post-tralokinumab)

Clinical score at visit 0, 3, 6,9 and 12 (n=81)
T cell analysis by flow cytometry at visit 0, 6 and 12 (n=25)
ImmunoCAP for total and specific IgEs at visit 0, 6 and 12 (n=25)
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(12 months post-tralokinumab)

T-cell panel

Polarization

. CXCR3 — Thi-like
- CD3 . CCR6 — Th17-like
R - CXCR5 — TFH

Activation

. OX40 (CD134)
. CD25 (IL-2Rq) - IFNy (Th1)

. CD127 (IL-7Rq) - 1L-13, IL-4 (Th2)

. IL-T7A (Th17)

- IL-10 (regulatory/Tr1)
. CLA — skin-homing - IL-9 (Th9)

- CXCR5 — TFH-like -1L-2

- CCR7 — LN-homing

Lineage

Cytokines

Homing / Compartment

Differentiation Treg
. CD25*hi CD127*low on CD4+

- Treg-enriched

- CD45RA x CCR7
- Naive / TCM / TEM / TEMRA



Clinical response of tralokinumab treated patients
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Association of T cell immune cell subsets with AD severity
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Reduced frequencies of CLA and OX40 positive CD4+ cell subsets
over 12 months of treatment
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Course of Cytokine-producing T cell subsets during treatment
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Summary and Conclusions

Tralokinumab induced clinical improvement over 12 months

CLA+, IL-17A+, IL-4+ and IL-13+ T cell subsets positively associated with AD severity

Systemic skin-homing (CLA+) and activated (OX40+) T cells decreased over time

CD4 cytokine profiles shifted from Th2/Th17 (IL-13/I1L-4/IL-17A) toward regulatory/Th1 (IL-10/IFNy)

Systemic anti-T2-inflammatory immune modulation
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