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BACKGROUND

ALS: A Fatal Neurodegenerative Disorder

e ALS is a degenerative disorder of the neuromuscular system that is characterized by progressive loss of upper and
lower motor neurons, resulting in muscle atrophy and weakness!—3

* There is a high unmet need to develop novel therapies for patients with ALS as current pharmacological treatments
are limited and have only a modest effect on survival*>

MuSK and ARGX-119

* The agrin-LRP4-MuSK signaling pathway is essential for NMJ establishment, maintenance, and function®

 ARGX-119, a humanized, agonistic monoclonal antibody that targets MuSK, is being developed as a novel therapy
for patients with neuromuscular disease (Figure 1)

 ARGX-119 protected NMJs from muscle denervation and motor neuron degeneration in two in vitro NMJ coculture
models of ALS’

* NMJ dysfunction may play a critical role in ALS disease progression; by activating MuSK, ARGX-119 may stabilize and
preserve the NMJ, slowing disease progression,® which may improve overall QoL for patients with ALS

Study of ARGX-119 in Healthy Participants

 Interim results from an ongoing, phase 1 (NCT05670704), FIH, double-blinded, placebo-controlled study of
ARGX-119 administered as single doses (IV or SC) or multiple doses (IV) to healthy participants suggested that
ARGX-119 had a favorable safety profile at the doses investigated’” (Figure 2)

-

FIGURE 1 ARGX-119 Proposed Mechanism of Action A

In ALS, mutations affecting the signaling pathway involved in MuSK dimerization may impact NMJ formation and
function.® Treatment with ARGX-119 may preserve the NMJ by promoting the dimerization and activation of MuSK
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STUDY DESIGN

N
FIGURE 2 reALiSe Study Design — A Phase 2a, Double-Blinded, Randomized, Placebo-Controlled, and Active-Treatment Extension Study Investigating the Safety and
Tolerability, Preliminary Efficacy, PK, and Immunogenicity of ARGX-119 in ~60 Patients With ALS (NCT06441682)
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KEY INCLUSION CRITERIA

ENDPOINTS

Diagnosed with familial Primary Endpoint Exploratory Endpoints
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* Electrophysiological markers
of disease progression

* PROs to assess HRQoL and the
impact of ALS on activities of

e CMAP of >2.0 mV in 22 target muscles
(APB, ADM, or TA on either side)
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* ARGX-119 PK autonomy

parameters and the
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ADA against ARGX-119
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 The MScan is non-invasive, easy to apply, highly reproducible, well tolerated, and less labor
intensive than various other MU number estimation methods?3

* |t is able to quantify disease progression in muscles affected by ALS and is related to functional
decline and survivalt3-1>
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O KEY TAKEAWAYS

ARGX-119 is a humanized, agonistic
monoclonal antibody that specifically
targets MuSK

Interim results from the ongoing, phase 1,
FIH study suggest that ARGX-119 has a
favorable safety profile in healthy
participants at the doses investigated in
single- and multiple-dose cohorts’~?

reALiSe is a phase 2a clinical trial
investigating the safety and tolerability,
preliminary efficacy, PK,
and immunogenicity of ARGX-119
in ~60 patients with ALS

A clinical trial application for the
reALiSe study has been submitted to
the Canadian and EU health
authorities. The aim of reALiSe is to
assess the potential of ARGX-119 in
ALS and support future development
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protein 4; MScan, electrophysiological muscle scan; MU, motor unit; MuSK, muscle-specific kinase; mV, millivolt; NMJ, neuromuscular junction; PK, pharmacokinetics; PRO, patient-reported outcome;
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