INTRODUCTION

Spinal muscular atrophy (SMA) is a debilitating genetic condition Figure 1. When administered along with SMN upregulators in murine SMA models,
caused by homozygous deletion or mutation in the survival motor Taldefgrobep Mechanism of Action pharmacologic inhibitors of myostatin have shown promise for increasing muscle
neuron (SMN1) gene. Affected individuals experience diminished mass and function, beyond the use of SMN upregulators alone. Myostatin

The P hase 3 RES I LI E NT Stu dy i n levels of survival motor neuron (SMN) protein and progressive inhibition acts through a 2-pronged approach that targets the whole motor unit.

deterioration of muscle function.2:3 The effect results in both: 1) optimizing SMN protein and directly restoring function

S pl n al M USCU Ia r At ro p hy A rare disease, SMA has an estimated incidence of approximately in the motor neuron, and 2) directly fortifying muscle through the myostatin

1 in every 11,000 births in the US.4 : .. pathway by preventing muscle wasting..2:3.10
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Taldefgrobep binds to myostatin to inhibit signaling

function do not capture the phenotypic changes that occur in . il ‘y Taldefgrobep is unique among anti-myostatins because it both blocks active

patients treated with SMN upregulators.# il et el Activin A myostatin and inhibits activin receptor type IIB signaling in skeletal muscle as it

SMN upregulators are the disease-modifying agents currently 7 s i~ ; increases muscle mass. Two randomized phase 1 studies conducted in healthy
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approved for treatment of SMA. The mechanism of action of these R— ' L SR adults (n = 179) and phase 1b/2 and phase 2/3 randomized, double-blind,
CONCLUSIONS agents directly relates to SMN protein expression and involves L T 5 W placebo-controlled studies in pediatric participants with neuromuscular disease

rescuing neuronal cell death; these agents do not target muscle.57 (n =180) support taldefgrobep’s well-established safety profile.”

Here we report the design of RESILIENT, a global, prospective, randomized,
double-blind, phase 3, placebo-controlled study (NCT05337553) that is currently
investigating the efficacy and safety of taldefgrobep as an adjunctive therapy to
SMN upregulators in participants with SMA.7:12

As such, SMN upregulators improve survival and help patients
achieve milestones. Nonetheless, functional deficits and significant

2 SMN upregulators have advanced the care of patients with SMA. However, quality-of-life impairment remain. 55
although these agents rescue neuronal cell death, they do not target
muscle. Despite such treatment, patients still experience significant

functional deficits and impaired quality of life.
3 Taldefgrobep alfa (BHV-2000), a myostatin inhibitor that directly lowers METHODS

myostatin and also blocks downstream signaling, has shown promise for

SMA is a debilitating, progressive, rare genetic disease characterized by
1) . >V
deficient SMN protein, resulting in motor neuron loss and muscular atrophy.
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