Efficacy and safety of apitegromab in individuals with type 2 and type 3
spinal muscular atrophy evaluated in the phase 3 SAPPHIRE trial
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Introduction

+ Spinal muscular atrophy (SMA) is a genetic neuromuscular disorder characterized
pathologically by degeneration of motor neurons in the spinal cord and brain stem
and clinically by progressive weakness and atrophy of skeletal muscles'?

« Patients with SMA may continue to experience progressive loss of motor function
despite receiving survival motor neuron (SMN)-targeted therapy®*

+ Apitegromab is an investigational, fully human monoclonal antibody that selectively
binds to both promyostatin and latent myostatin, blocking activation of mature
myostatin, thereby enabling muscle growth (Figure 1)>7

Figure 1. Mechanism of action of apitegromab
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Objective

+ To report the 12-month data from SAPPHIRE (NCT05156320), a double-blind,
placebo-controlled, phase 3 study evaluating the efficacy and safety of apitegromab
in patients with nonambulatory type 2/3 SMA receiving nusinersen or risdiplam

Methods

Study design

Figure 2. SAPPHIRE study design and eligibility criteria
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Motor function
The primary endpoint was met based on the comparison of apitegromab
(20 and 10 mg/kg) vs placebo (Figure 3A)
— Atmonth 12, motor function outcomes were consitent across the
2-12 and 13-21 populations, favoring apitegromab
Positive trends for functional improvements were observed across prespecified
2-21 populations (type of SMN-targeted therapy, age of SMN-targeted therapy
initiation, and region; Figure 3B) for apitegromab, relative to placebo

Figure 3. Change from baseline in HFMSE total score at month 12
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Figure 5. Any point change from baseline in HFMSE total score at month 12
(2-12 population)
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+ Over the 12-month treatment period, apiteg was i with ilization
or improvements in motor function, consistently across outcome measures
(Figure 4)

+ Higher proportions of participants receiving apitegromab achieved HFMSE
improvements across all point thresholds relative to placebo (Figure 5)

Figure 4. Motor outcomes between the apitegromab combined-dose and
placebo groups over 12 months (2-12 population)

A LS mean change from baseline in
HFMSE total score by visit

+ Robust and sustained target engagement was observed following apitegromab
dosing and was similar between each apitegromab dose (Figure 6B)

Figure 6. Phar over 12 months
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Safety

Treatment with apitegromab was well tolerated across all age groups, consistent
with the established safety profile (Table 2)°¢

There were no clinically relevant differences in the adverse event (AE) profile

by dose
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