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CONCLUSIONS
•	 Post hoc analyses of data from the Phase 3 SAPPHIRE trial illustrate that 12 months of apitegromab treatment conferred functional benefits regardless of patient 

age, duration of current SMN-targeted treatment, time since symptom onset, or functional status, and mitigates functional declines seen in the absence of a 
muscle-targeted treatment

•	 Although sample sizes in each subgroup category were relatively small, benefits of muscle-targeted treatment with apitegromab were consistently greater, 
especially when apitegromab treatment was initiated early in a patient’s disease journey

•	 These insights may help set treatment expectations for patients with SMA and their caregivers

METHODS
•	 Overall trends for the baseline characteristics were evaluated
•	 Subgroups were defined as those having a similar pattern, being clinically plausible, and those 

that allow sufficient representation across subgroups (Table 1)

Table 1. Subgroup definitions and rationale
Subgroup characteristic Subgroup categories and rationale
Age at enrollment •	 2-5 years (complex movement skills are typically 

developed and refined around age 5 years)
•	 6-12 years
•	 13-21 years (distinct SAPPHIRE cohort)

Duration of current SMN-targeted treatment •	 2-year intervals

Time since SMA symptom onset •	 5-year intervals

Baseline HFMSE score •	 ≤20 (high risk of complications and functional declines)
•	 21-30
•	 ≥31 (likely to be a strong sitter/early stander)

HFMSE, Hammersmith Functional Motor Scale–Expanded; SMA, spinal muscular atrophy; SMN, survival motor neuron.

OBJECTIVE
•	 Post hoc analyses of SAPPHIRE data were conducted to assess the impact of several baseline characteristics on HFMSE outcomes following 12 months of apitegromab + SMN-targeted treatment vs SMN-targeted treatment alone

•	 SAPPHIRE outcomes showed that 12 months of dual-modality 
apitegromab + SMN-targeted treatment significantly improved or 
stabilized motor function outcomes vs SMN-targeted treatment 
alone (placebo)7,8

	— The trial primary endpoint was met based on the 
Hammersmith Functional Motor Scale–Expanded (HFMSE) 
change from baseline of 1.8 points (P=0.0192) for the  
2-12 population receiving apitegromab (10 and 20 mg/kg)  
vs placebo

Scan the QR code for additional information on the SAPPHIRE trial

•	 Approved survival motor neuron (SMN)-targeted treatments slow 
spinal muscular atrophy (SMA) disease progression and significantly 
improve functional outcomes, with earlier treatment interventions 
leading to better motor function outcomes1,2

•	 SMN-targeted treatments do not directly address underlying  
muscle atrophy, and many patients continue to experience functional 
deficits3-6

•	 SAPPHIRE, a global, double-blind, placebo-controlled, Phase 3 trial 
(NCT05156320), assessed apitegromab, an investigational, muscle-
targeted treatment, in patients with SMA aged 2-21 years (2-21) 
receiving SMN-targeted treatment7 

	— Patients 2-12 years (2-12 population): randomized 1:1:1 for 
apitegromab 10 or 20 mg/kg or placebo once every 4 weeks 
(Q4W)

	— Patients 13-21 years (13-21 population): randomized 2:1 for 
apitegromab 20 mg/kg or placebo Q4W

INTRODUCTION

RESULTS
•	 In a prespecified analysis of the overall study population  

(full analysis set; aged 2-21 years), apitegromab 10 and 20 mg/kg  
was associated with a 1.8-point change from baseline to Month 12  
vs placebo in HFMSE score (nominal P=0.0089; Figure 1)7

•	 In post hoc analyses, apitegromab efficacy was consistently  
observed across all subgroups defined by baseline characteristics 
(Table 2)

Figure 1. Least squares mean change from baseline in 
HFMSE total score by visit (overall study population)
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Apitegromab (10 and 20 mg/kg) (n=128)

HFMSE, Hammersmith Functional Motor Scale–Expanded; LS, least squares; SE, standard error.

Table 2. Efficacy of apitegromaba at 12 months

Subgroup
Subgroup 
category

LS mean difference in 
change from baseline  

in HFMSE  
(95% CI)

Full analysis setb 1.8 (0.46 to 3.16)

Age at enrollment (years) ≥2 to ≤5 2.1 (-2.71 to 6.95)

≥6 to ≤12 1.1 (-0.32 to 2.54)

≥13 to ≤21 1.8 (-1.06 to 4.57)

Duration of current 
SMN-targeted treatment 
(years)

≤2 2.9 (-1.41 to 7.19)

>2 to ≤4 1.7 (-2.22 to 5.62)

>4 to ≤6 0.8 (-0.95 to 2.50)

>6 1.9 (-0.96 to 4.85)

Time since SMA symptom 
onset (years)

≤5 2.1 (-2.01 to 6.17)

>5 to ≤10 0.8 (-0.79 to 2.43)

>10 1.7 (-0.50 to 3.96)

Baseline HFMSE score 
(total score)

≤20 0.8 (-0.68 to 2.22)

≥21 to ≤30 1.6 (-2.32 to 5.47)

≥31 2.6 (0.49 to 4.80)
aApitegromab results represent a combined dose analysis (10 and 20 mg/kg). bPopulation aged 2-21 years.
CI, confidence interval; HFMSE, Hammersmith Functional Motor Scale–Expanded; LS, least squares; SMA, spinal muscular 
atrophy; SMN, survival motor neuron.

•	 Across all subgroups and subgroup categories, dual-modality apitegromab + SMN-
targeted treatment consistently outperformed SMN-targeted treatment alone in  
motor function changes from baseline to Month 12 (Figure 2A-D)

•	 Across age groups, apitegromab consistently outperformed SMN-targeted treatment 
alone, demonstrating maintenance or improvement from baseline in motor function; 
patients aged ≥6 to ≤12 years saw motor function stabilization compared with decline 
among participants who received SMN-targeted treatment alone (Figure 2A)

•	 Among patients with ≤2, >2 to ≤4, or >6 years of prior SMN-targeted treatment, 
apitegromab treatment was associated with greater HFMSE score increases from 
baseline than with SMN-targeted treatment alone; among patients with >4 to ≤6 years 
of prior SMN-targeted treatment, motor function was maintained for those receiving 
apitegromab compared with a numerical decline among those receiving SMN-targeted 
treatment alone (Figure 2B)

•	 HFMSE score improvements with apitegromab were greatest 
among patients who initiated apitegromab treatment ≤5 years after 
symptom onset; patients who initiated apitegromab treatment 
>5 years after symptom onset saw motor function stabilization or 
improvement compared with declines among participants who 
received SMN-targeted treatment alone (Figure 2C)

•	 Apitegromab was associated with stabilization of motor function 
among patients with lower motor function at baseline (HFMSE score 
≤20) and motor function improvements among patients with greater 
baseline function (HFMSE score ≥21) compared with maintenance 
or decline of HFMSE scores among participants receiving SMN-
targeted treatment alone (Figure 2D) 

Figure 2. Subgroup analyses of apitegromab efficacy at 12 months according to baseline characteristics of age at enrollment,  
duration of current SMN-targeted treatment, years since SMA symptom onset, and baseline HFMSE scorea

Apitegromab 
(10 and 20 mg/kg) + 
SMN-targeted treatment

SMN-targeted 
treatment alone

A) Apitegromab outperformed SMN-targeted treatment alone 
across age groups

B) Apitegromab demonstrated consistent efficacy regardless of duration 
of current SMN-targeted treatment

C) Apitegromab was associated with functional outcome benefits 
over SMN-targeted treatment alone regardless of time since 
SMA symptom onset

D) Apitegromab was associated with motor function benefits over 
SMN-targeted treatment alone across all baseline HFMSE strata
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aSubgroup analyses were performed on the full analysis set (population aged 2-21 years) using the MMRM approach, which included fixed effects of treatment group, visit, treatment group-by-visit interaction, baseline HFMSE total score, baseline HFMSE total score-by-visit interaction, 
and type of SMN-targeted treatment (nusinersen/risdiplam). An unstructured covariance structure was used. Apitegromab results represent a combined dose (10 and 20 mg/kg) analysis. bYears on current SMN-targeted treatment were calculated as (date of first study drug - current 
SMN-targeted treatment start date)/(365.25). cYears since SMA symptom onset was calculated as age at screening (years) - age at SMA symptom onset (years). 
HFMSE, Hammersmith Functional Motor Scale–Expanded; LS, least squares; MMRM, mixed model for repeated measures; SE, standard error; SMA, spinal muscular atrophy; SMN, survival motor neuron.
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