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SYNOPSIS

Muscarinic receptors M1-M5 are present in various body regions; M3 is the primary
muscarinic receptor in eccrine sweat glands’ (Figure 1)

In primary axillary hyperhidrosis (PAH), sweat glands are overstimulated by acetylcholine

binding to M3 receptors, triggering excessive sweat?3
= Sofpironium topical gel, 12.45% is a first-in-class, topical anticholinergic (Ach) FDA
approved for treatment of PAH in persons =9 years*®
= Sofpironium was retron i designed to optimize efficacy and minimize Ach side
effects®® (Figure 2)
In vitro data supports the mechanism by which sofpironium likely exerts its early and
clinically meaningful axilla sweat reduction through M3 receptor selectivity®'2
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OBJECTIVES

* To describe the likely mechanism of action of sofpironium through targeting of the M3
receptor

« To report the observed efficacy of sofpironium topical gel, 12.45% over time in terms
of subjects achieving 21-point improvement and 22-point improvement in HDSM-Ax-7
and 70% reduction in GSP

+ To identify the cumulative treatment-related adverse events (TEAEs) observed from
baseline to end of treatment (EOT) in 2 pivotal phase 3 studies, including local site
reactions, Ach TEAEs, and degree of severity

METHODS

In Vitro Pharmacology'®-12

= Radioligand binding assay study with 4 groups was used to determine the potency of
test substance required to inhibit human muscarinic receptors
~ Sofpironium; sofpironium (2R, 3R, 1R); sofpironium (2R, 3R, 1S); glycopyrrolate

= Half maximal inhibitory concentration (ICs) values determined by non-linear least-
squares regression analysis; K; values represent binding affinity (i.e., a smaller number
indicates a greater binding affinity and less test substance needed to inhibit receptor)

Cardigan | and Cardigan Il Studies>'5

= Two identical multi i hicle-controlled, double-blinded, parallel-
groups, phase 3 studies to evaluate the efficacy and safety of sofpironium gel, 12.45%
once daily for the treatment of PAH (Figure 3)%
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RESULTS

Figure4. M3 Receptor
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Baseline

were similar in vehicle and sofpironium groups in both studies

In Vitro Pharmacology®'?
Radioligand binding assay results (Table 1)
Sofpironium achieved 250% inhibition at 10 nM for M3

Table 2. Cardigan| and |l Baseline Demographic and Clinical Characteristics (ITT Population)'4'
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