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The burden of atopic dermatitis

Atopic dermatitis is a common and chronic form of eczema characterized by persistent, disruptive itch (pruritus),
inflammatory skin lesions and frequent skin infections.!?

Atopic dermatitis has a significant negative impact on health-related quality of life.>4°

There are presently limited therapeutic options targeting the neuroimmune pathophysiology that is at the core of atopic
dermatitis. For this reason, there is a need for novel, safe and effective treatments that directly address the underlying
disease mechanism.*®

Atopic dermatitis affects more than 230 million people worldwide. Prevalence ranges from 1% to 25% of the
population, depending on the geography and age range. It's estimated that between 41% and 75% of adult patients
have moderate to severe atopic dermatitis.*¢”

Introducing nemolizumab
Nemolizumab is a monoclonal antibody specifically designed to target the IL-31 receptor and inhibit IL-31 signaling.

IL-31is recognized as a central mediator in the pathogenesis of atopic dermatitis. It acts as a bridge between the
immune and nervous systems, targeting both structural skin cells and inflammatory cells, thereby driving inflammation,
itch, and skin abnormalities.®
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Nemolizumab is also being investigated in a phase Ill program in prurigo nodularis, a debilitating chronic skin condition
characterized by thick skin nodules covering large body areas and associated with intense itch, and a phase II/1ll trial for
Chronic Kidney Disease-associated pruritus (CKD-aP).

What are the ARCADIA trials?

The ARCADIA 1and 2 trials were two identical, pivotal, randomized, double-blind, placebo-controlled phase Ill clinical
trials that assessed the efficacy and safety of nemolizumab, compared to placebo (both administered with background
topical corticosteroid therapy or topical calcineurin inhibitors), in adolescent and adult patients with moderate to severe
atopic dermatitis.

The trials investigated nemolizumab in more than 1,500 patients with atopic dermatitis.
The trials have two primary endpoints:

1. The number of nemolizumab-treated patients who reached clearance or almost-clearance of skin lesions, when
assessed using the investigator’s global assessment (IGA) score, compared to those treated with placebo.

2. The number of nemolizumab-treated patients who achieved a 75% reduction in the Eczema Area and Severity Index
(EASI), compared to those treated with placebo.

Key secondary endpoints include:

* The number of nemolizumab-treated patients who achieved an at least four-point reduction in itch, as measured by
the peak-pruritus numerical rating scale (PP-NRS) score at week 16, compared to those treated with placebo.

* The proportion of nemolizumab-treated patients with an improvement of at least four points from baseline in sleep
disturbance, as measured by sleep disturbance numerical rating scale (SD-NRS) at week 16, compared to those
treated with placebo.
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Participants continued background topical therapy, as needed, across all treatment arms

The trials were identical in design but differed in the number of patients enrolled and were conducted in different
countries and/or trial locations. In addition, a small group of patients enrolled in the ARCADIA 1 study also participated
in an optional interview to understand patients’ perspective about the disease and treatment benefit.

Trial resultso™"

The phase Il ARCADIA 1and 2 trials met both co-primary endpoints, showing that nemolizumab significantly improved
skin lesions and itch in adolescent and adult patients with moderate to severe atopic dermatitis, compared to placebo
(both administered with background topical corticosteroid therapy or topical calcineurin inhibitors). In both trials,
adolescent and adult patients treated with nemolizumab showed clinically and statistically significant improvements in
co-primary endpoints, compared to placebo after 16 weeks of treatment.

The trials also met all key secondary endpoints including significant improvement on itch and sleep compared to
placebo. Statistically significant results at week 16 and earlier time points also show nemolizumab's rapid onset of
action on itch and sleep disturbance. Nemolizumab was well tolerated, and its safety profile was consistent between the
ARCADIA 1and 2 studies.

The ARCADIA trials further demonstrate that nemolizumab has the potential to be a therapeutic solution for patients
suffering from moderate to severe atopic dermatitis.

Regulatory status

Nemolizumab is approved in Japan, where it is being developed by Maruho Co. Ltd., for itch associated with
atopic dermatitis.

With Galderma, nemolizumab is under clinical development for the treatment of prurigo nodularis and atopic dermatitis
in many countries around the world. Nemolizumab was granted Breakthrough Therapy designation by the FDA in
December 2019 for the treatment of itch associated with prurigo nodularis.

Galderma has exclusive rights to the development and marketing of nemolizumab worldwide except in Japan and

Taiwan.
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