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Types 2/3 SMA: SMN targeted therapies offer important benefits, but... Figure 5: Ambulatory Patients Receiving Both Apitegromab + SMN Targeted Treatment
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4-point scale (1=unable to 4=easy) assessment of various activities. PEDI-CAT has been validated in SMA'4,
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Figure 1: TOPAZ Phase 2 Trial Design, Including Open Label Extension Periods: Three Apitegromab treatment resulted in p_atients improving _in patient-reported outcomes related to self-sufficiency but
Pilot Cohorts to Identify Therapeutic Opportunities requesiurinendndiysisidueitolsmalisamplelsize:
A” SMA types 2/3 COhOI’tS deﬁned by age and ambulatory StatUS at tlme Of enrO”ment Completed without assistance by a patient or a given parent proxy that was completed by patients who were 5 years of age or older at the time of the baseline assessment.

Group 1: NonAmbulatory 2 Age 2

» Type 2; had started SMN targeted therapy before age 5
» Apitegromab (2 or 20 mg/kg IV q4w) + nusinersen

Figure 7: Patients Receiving Both Treatments Report Less Fatigue Over 24 Months'?

Mean change in PROMIS (tertiary endpoints: fatigue) — measure of patient fatigue: lower scores reflect

Group 2: NonAmbulatory Ages 5-21 SO atients less fatigue?15

» Types 2/3; had started SMN targeted therapy at or after age 5
» Apitegromab (20 mg/kg IV g4w) + nusinersen

Opted Into Period B Period C . L . . ey s . . .
Period A Measures mild subjective feelings of tiredness to debilitating and sustained feelings of exhaustion. Has been used

to assess fatigue and fatigability in the Cure SMA database, but has not been fully validated in SMA3

Fatigue at 12 Months Fatigue at 24 Months
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*Excludes one patient from Cohort 1 who discontinued from the trial; 57/58 Completed Treatment Period and Enrolled in Extension Period A; 2 Withdrew Consent in Extension Period fter 5 £ (-5.9, 4.7) (-6.7, 4.0)
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Figure 2: TOPAZ Subject Disposition, Demographics and Baseline Characteristics (5-21 years) (-13.3, 3.3) (-15.4, 3.9)
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Apitegromab treatment resulted in patients reporting less fatigue but requires further analysis due to small sample size.

2 mg/kg + 20 mg/kg + 20 mg/kg + 20 mg/kg 20 mg/kg +
nusinersen nusinersen nusinersen monotherapy nusinersen

Completed without assistance by a patient or a given parent proxy that was completed by patients who were 5 years of age or older at the time of the baseline assessment. The

N (dosed) 'lg 10 10 15 " 11 12 parent proxy report utilized for children aged 5 to 17 years.
Mean age at screening (min, max) | (@ 4.1 (2, 6) 3.8 (2, 6) 11.7(8,19) = 12.1(7,19) 13.1 (7, 21)
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Fomalo (%) - .- - = 5 . = Figure 8: No New Safety Risks Identified Over 2 Years of Treatment
SMN2 Gene Copy™ (#, %) % E Apitegromab 2 mg/kg Apitegromab 20 mg/kg
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QEMIEEITES) 6 00) 9 (), 4 (40) 1S {80.01) Ploc) (e, Any grade 3 (severe) or higher TEAE 2 (20) 9(18.8) 11(19)
Mean RHS score (min, max) 47.6 (26, 63) 51.3 (43, 62)
Mean HFMSE score (min, max) 26.1 (12, 44) 23.5 (14, 42) 22.7 (13, 39) * The incidence and types of TEAEs were consistent with the underlying disease or nusinersen therapy

*1 patient answered 3-4, 1 patient answered >4, both patients are in Cohort 1 treated with 20 mg/kg + nusinersen; data not available for all patients. 71 cohort 1 patient discontinued
study in 12M Treatment Period, 1 cohort 1 patient and 1 cohort 2 patient discontinued during 24M Extension Period A. All discontinuations were for reasons unrelated to study drug.

The 5 most common TEAEs were headache, pyrexia, upper respiratory tract infection, cough, and
nasopharyngitis

No deaths or suspected unexpected serious adverse reactions (SUSARSs) reported

Adverse events continue to be reported as mostly mild to moderate in severity, as observed during the

Figure 3: NonAmbulatory Patients Continue to Improve in Motor Function Over 24

Months of Apitegromab Treatment'? 12-month analysis
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Apitegromab + SMN targeted treatment in nonambulatory patients with Types 2 and 3 SMA (age 2-21) for 24 months
demonstrated durable improvement in motor function (HFMSE) and continued increases in RULM scores.

Summary of TOPAZ Extension Period: 24-Month Data

*Observed Case (OC) Analysis includes all patients who had a valid measurement at E14 (Day 728). OC analysis included patients treated with 2 as well as 20 mg/kg of apitegromab.

This analysis does not exclude any patients who missed doses due to COVID-19 related site access restrictions. 124-month Sensitivity Analysis excludes from the OC Analysis any * The pllOt TOPAZ experience has shaped the Phase 3 randomized, double-blinded SAPPHIRE trial now in
HFMSE data following scoliosis surgery in TOPAZ. Of the three non-ambulatory patients who had scoliosis surgery, data from one was excluded and the other two did not have valid roar
HFMSE assessments. Error bars represent SEM. P Og €SS

NonAmbulatory Types 2/3 SMA: motor function gains with apitegromab treatment show durability at

24 months
Figure 4: In the Younger NonAmbulatory Group, the High Dose Arm Outperformed the — Sustained increases in motor function (HFMSE & RULM) over 2 years
Low Dose Arm, But the Gap Closes With Switchover to the High Dose'? _ Continued improvements in RULM throughout 2 years
Mean (:gﬁ)sghsange lz)rom Easeline in Mean (“—I;?JEL) NcligangegromTBaseline in — High dose outperforms low dose in HFMSE & RULM, but switchover to high dose closes the gap
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Sample Size Time (weeks) Sample Size Time (weeks) No new safety risks identified over 2 years of apitegromab treatment
somokg 10 10 10 5 5 1 5 o 10 5 omghg 8 5 5 v 7 s 1 85 % 5 Many thanks to all the patients who participate in these studies, caregivers/families, healthcare
*24-month Sensitivity Analysis excludes from the OC Analysis any HFMSE data following scoliosis surgery in TOPAZ. Of the three nonambulatory patients who had scoliosis surgery, prOfeSSiOhalS & patient advocacy groups

data from one was excluded and the other two did not have valid HFMSE assessments. Error bars represent SEM.

The TOPAZ trial is sponsored by Scholar Rock, a biopharmaceutical company developing and investigating aﬁitel_gromab in a clinical development program for the treatment of Spinal Muscular Atrophy (SMA). Apitegromab is an investigational drug candidate bein? 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 authoritg. 4 patients (1 in Cohort 2 and 3 in Cohort 3) 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; Includes 2 patients in monotherapy and 2 patients in apitegromab + nusinersen subgroup who maintained RHS score (0-point change from baseline); Intent-to-treat analysis excluded 1 patient (per prespecified aPproach who missed

3 doses due to COVID-19 related site access restrictions; 1 patient who had inadvertently been enrolled who was receiving ?and continued to receive) an acetylcholinesterase inhibitor was removed, which is not Eermitted per the trial protocol. Treatment-emergent adverse events (TEAESs) 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 trial. &

*Qol, Quality of Life=outcomes that are meaningful from the patient perspective, and which measure the impact of therapies on other dimensions of life other than assessing survival or significant changes in motor milestones such as activities of daily living, work productivity, and fatigue.®

Cl=Confidence Interval;, ESBBT=endurance shuttle box and block test; HFMSE=Hammersmith Functional Motor Scale Expanded; HRQoL=health-related quality of life; PEDI-CAT=the Pediatric Evaluation of Disability Inventory computer adaptive test; PROMIS=Patient-Reported Outcome Measurement ;< | | O LO r RO ( k
Information System; PRO(s)=patient-reported outcome(s); RHS=Revised Hammersmith Scale; SMA=spinal muscular atrophy; WHO=World Health Organization. . ™

ClinicalTrials.gov identifier: NCT03921528. Medical Questions should be sent via email to the following address: medicalinquiry@scholarrock.com
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