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» Majority of patients maintained or improved RHS from baseline (57% = 0-pt gain)

» Majority of patients showed stabilization (the goal of treatment where natural history
suggests decline is common)# Acknowledgements The authors thank the patients, caregivers, Pls, SCs in the TOPAZ trial; and

apitegromab preclinical and clinical teams.

Summary

* Motor function improvements were observed in the primary and secondary efficacy endpoints in all cohorts in the Phase 2 TOPAZ clinical trial.

« PK: Dose-proportional & sustained drug exposure; PD: Dose-dependent & sustained increase in serum latent myostatin, used as proxy for target engagement.

« Substantial correlations between magnitude of target engagement (PD, serum latent myostatin) and of motor function measures in ambulatory subjects.

* Ambulatory cohort exhibited overall mean stabilization of motor function, compared to natural history data for this ambulatory Type 3 population suggesting decline is common.

* No correlation of motor function change and LM change that may be due to presence of negative confounders such as increased BMI, presence of scoliosis and contractures
and may explain declines in motor function and on target effect.

« Apitegromab has the potential to be the first muscle-directed therapy to address motor function impairment in patients with SMA.

Disclaimer: Apitegromab is an investigational drug candidate being developed and studied for SMA. The effectiveness and safety of apitegromab have not been established. Apitegromab has not been approved by the FDA or any other regulatory
authority. *1 patient answered 3—4, 1 patient answered >4, both patients are in the ambulatory cohort, treated with 20 mg/kg + nusinersen; data not available for all patients; TPatients on average received ~2 years of nusinersen treatment at baseline and
~3 years of nusinersen treatment by the end of the TOPAZ study (12-months); ¥ Patient who discontinued study for reasons unrelated to study drug. 3Includes 2 patients in monotherapy and 2 patients in apitegromab + nusinersen subgroup who

subjects. Additional post hoc analyses to understand the impact of these findings are being conducted. TTreatment-emergent adverse events (TEAEs) are defined as AEs that start after the first dose of study drug or start prior to the administration of

study drug and worsen in severity/grade or relationship to investigational medication after the administration of study drug; TEAE rates are across all patients in TOPAZ; Cl, confidence interval; GDF11, Growth differentiation factor 11 also known as .
BMP11; ITT, intent to treat; IV, intravenous; mg/kg, milligram/kilogram; min, minimum; max, maximum; PD, pharmacodynamic; Pl, Principal Investigator; PK, pharmacokinetic; Q4W, dosed every 4 weeks; RHS, Revised Hammersmith scale; SC, study
coordinator; SD, standard deviation; SMA, spinal muscular atrophy; SMN, survival motor neuron 1; TGF-f, transforming growth factor 8; URTI, upper respiratory tract infection; 6MWT, Six minute walk test

Copyright © 2022 Scholar Rock

maintained RHS score (0-point change from baseline); “Intent-to-treat analysis; 774 patients (1 in Nonambulatory Type 2/3 and 3 in Nonambulatory Type 2) each missed 3 doses of apitegromab during the 12-month treatment period due to COVID-19- ‘
related site access restrictions and were not included in the primary analysis; Visit 15 (Day 365) of TOPAZ trial ambulant Type 3 SMA; LM Fold, latent myostatin at Day 365/value at predose; ¥*Similar correlations were not found in the nonambulatory \ E C h O LO r R O C k
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