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Introduction
• Spinal muscular atrophy (SMA) is characterized by neuronal degeneration and muscle atrophy1

• Apitegromab is an investigational, fully human monoclonal antibody that is being investigated 
in SMA and has been shown to inhibit the pro- and latent forms of myostatin, therefore directly 
targeting muscle atrophy2

• The 52-week treatment period of the TOPAZ study of apitegromab showed improvements in 
muscle function and in the Pediatric Evaluation of Disability Inventory Computer Adaptive Test 
(PEDI-CAT) and the Patient-Reported Outcomes Measurement Information System (PROMIS) 
Fatigue questionnaire in patients with SMA Type 2 and nonambulatory Type 3, suggesting the 
potential of restoring muscle strength to improve patient/caregiver reported outcomes

Objective
• To evaluate daily activities and mobility domains of the PEDI-CAT alongside the PROMIS Fatigue 

questionnaire for patients with Type 2 and nonambulatory Type 3 SMA who continue to receive 
apitegromab (20 mg/kg) for 36 months

Methods
Study design and treatment interventions
• TOPAZ (NCT03921528) is an ongoing multicenter, phase 2, active treatment study to evaluate 

16 sites across the US and Europe
• The study consisted of a 28-day screening period and a 52-week treatment period. Patients 

who completed the 52-week treatment period had the option to enroll in up to three 52-week 
extension periods for a total of 36 months (enrollment was dependent upon completion of the 
prior extension period)

• In the 52-week treatment period, patients were divided into 3 cohorts: 2 open-label cohorts 
of patients with ambulatory Type 3 SMA (Cohort 1) and Type 2 SMA or nonambulatory 
Type 3 SMA (Cohort 2), and 1 Type 2 SMA randomized double-blind cohort, randomized to 
either low- (2 mg/kg) or high-dose (20 mg/kg) apitegromab (Cohort 3)

• In the extension periods, patients originally receiving 2 mg/kg in the primary treatment period 
switched to 20 mg/kg, while all patients on 20 mg/kg continued their dose

• This report focuses on patients with Type 2 and nonambulatory Type 3 SMA who received 
apitegromab for 36 months as part of the TOPAZ extension study

• The PEDI-CAT assessed (via caregiver proxy) 2 domains of function: daily activities and mobility
• The PROMIS Fatigue questionnaire (via caregiver proxy) was used to assess a range of 

self-reported symptoms, from mild tiredness to debilitating exhaustion that may interfere with 
functioning. Parents served as proxy reporters for their children

Results
• Of 58 patients enrolled in the TOPAZ study, 57 completed the primary treatment period and 

enrolled in the extension study (1 patient withdrew from the study)
• Of 57 patients enrolled in the extension period, 6 discontinued: 2 withdrew consent due to 

concerns with COVID-19, and 4 patients receiving apitegromab monotherapy (not being treated 

• PEDI-CAT domain scores were improved versus baseline over 36 months (Figure 1)
• Improvements in the PROMIS Fatigue questionnaire were sustained over 36 months (Figure 2)

Figure 1. Improvements in PEDI-CAT Daily Activities and Mobility Domain 
Are Sustained Over 36 Months 
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patients in Cohort 3 who transitioned from 2 mg/kg to 20 mg/kg in Year 2). Error bars represent standard error of the means. 
PEDI-CAT, Pediatric Evaluation of Disability Inventory Computer Adaptive Test; SE, standard error. 

Figure 2. PROMIS Fatigue Questionnaire Improvement Over 36 Months
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apitegromab (inclusive of patients in Cohort 3 who transitioned from 2 mg/kg to 20 mg/kg in Year 2). Error bars represent the standard error of the means. 
PROMIS, Patient-Reported Outcomes Measurement Information System; SE, standard error.

• Results on patient/caregiver-reported outcomes are consistent with improvements in motor 

Revised Upper Limb Module (RULM) (Figure 3)

Figure 3. Patient-Reported Outcomes and Motor Function Measures Over 
36 Months
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Reported Outcomes Measurement Information System; RULM, Revised Upper Limb Module; SE, standard error.

Conclusions
• Patient-reported outcomes are consistent with improvements 

in motor function as assessed by the HFSME and RULM
• Treatment with apitegromab was associated with sustained 

improvements in patient/caregiver-reported outcomes of 
function and perceived fatigue over 36 months in patients 
with SMA 
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