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Disclaimers

= The TOPAZ trial is sponsored by Scholar Rock, a biopharmaceutical company
developing and investigating apitegromab for SMA

= Apitegromab is an investigational product candidate that is currently being evaluated
in a clinical development program for the treatment of spinal muscular atrophy.

= Apitegromab has not been approved by the U.S. Food and Drug Administration (FDA),
the European Commission, or any other health authority.

» The safety and effectiveness of this molecule have not been established.

Various statements in this presentation constitute forward looking statements for the purposes of the safe harbor provisions under The Private

Securities Litigation Reform Act of 1995. Actual results may differ materially from those indicated by these statements as a result of various

risks, including those risks more fully discussed in our securities filings with the SEC. ﬂg SChOLCH’ROCk
Apitegromab is an investigational product candidate being evaluated for the treatment of SMA. Apitegromab has not been approved by any o "3
regulatory authority and its safety and efficacy have not been established. © Scholar Rock, Inc. All rights reserved. April 2022



TOPAZ Study Team

Pls:

« Darras, Basil'

- Finanger, Erika?

- DeVivo, Darryl3

« Proud, Crystal*

« Tesi-Rocha, Ana Carolina®

+ Parsons, Julie®

» Nance, Jessica’

« Castro, Diana®

 Cartwright, Michael®

+ Bernes, Saunder'®

« Krueger, Jenal

« Mercuri, Eugenio'?

« Sansone, Valeria'3

« Van der Pol, Ludo™

« Nascimento, Andres'>
Pitarch Castellano, Inmaculada’®

Scientific Advisors:
 Day, John W.77

Maczek, Elizabeth’
Pasternak, Amy'™
Gurgel, Brittany?

Zilke, Kirsten?
Rome-Martin, Donielle3
Salazar, Rachel 3
Jackson, Elise*
Schuler, Lindsey*
Dunaway Young, Sally>*
Duong, Tina **

Carry, Terri®

Kelley, Carolyn®
Moore, Meghan’

Vela, Kerry’

Nelson, Leslie 8*

Valle, Melanie?®

Sink, Teresa®?

PTs

Smith, Emily®
Fern-Bueno , Anna'®
Harrington, Andrew!
Linton-Fisher, Robin™
Coratti, Giorgia'

De Sanctis, Roberto2
Morettini, Valentina'3
Salmin, Francesca'3
Bartels, Bart'4*

Van der Woude, Danny'4
Medina, Julita'

Moya, Obdulia'
Ibanez Albert, Eugina'®
Leon, Juan Carlos'®
Montes, Jaqueline*
Mazzone, Elena*

ScholarRock Research and Development Teams

CRCs:

Levine, Alexis!
McCarthy, Bryn?
McCary, Isabella3
Karras Conklin, Terrie4
Lum, Tia®

Filar, Lauri®
King-Rennie, Agnes’
Taylor, Leah8

Harris, Summer?
Enriquez, Abigaill®
Russell, Christopher!
Vizzino, Maria Rosaria'?
Mauro, Luca'
Asselman, Fay—L?/nn14
Rodriquez, Alicia'
Lizandra Cortez, Paula'®

CROs and Vendors:

Medpace
Chris Yun
ChilliPharm
BBK
CRECare

1. Boston Children’s Hospital; Boston, Mass.; 2. Oregon Health & Science University; Portland, OR.; 3. Columbia Univ.; NY, NY; 4. Children’s
Hospital of the King’'s Daughters; Norfolk, Virginia; 5. Tesi-Rocha- Stanford Health Care; Palo Alto, Ca; 6. Children’s Hospital; Denver, CO; 7. Johns
Hopkins; Baltimore, Maryland; 8. UT Southwestern Medical Center; Dallas, Texas; 9. Wake Forest Baptist Health; Winston Salem, NC; 10. Phoenix
Children’s Hospital; Phoenix, Az; 11. Spectrum Health; Grand Rapids, MI; 12. Catholic University; Rome, Italy; 13. ASST Grande Ospedale
Metropolita Niguarda; Milan, Italy; 14. University Medical Center Utrecht; Netherlands; 15. Hospital Sant Joan de Deu; Barcelona, Spain; 16. Hospital
Universitari | Polytecnic la fe; Valencia, Spain; 17. Stanford Neuroscience Health Center; Stanford, Ca. *TOPAZ Physical Therapist Advisory Board

3
N scholarRock.



Myostatin Is An Important Negative Regulator Of Skeletal Muscle

Growth Whose Inhibition Leads To Improved Muscle Function In
Patients With SMA'2

Apitegromab: A Fully Human Monoclonal Antibody That Blocks Cleavage Of The Myostatin Prodomain, Thereby
Inhibiting Myostatin Activation?2

Selective Targeting of preproMyostatin,
the Myostatin Precursor: Apitegromab does
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» Activation of myostatin requires two distinct \
proteolysis events to generate the active mature Alk4/ActRIIB

growth factor . _
» Apitegromab binds to both proMyostatin and latent

myostatin and inhibits tolloid-mediated cleavage of w w “w

latent myostatin \‘ * /
» It is proposed that apitegromab bound latent myostatin

is pulled from muscle into systemic circulation, and
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this is measured as part of total myostatin in

circulation.3
1. Long KK, O'Shea KM, Khairallah RJ, et al. Hum Mol Genet. 2019;28:1076-1089. Available: https://pubmed.ncbi.nlm.nih.gov/30481286/ 2. Pirruccello-Straub, et al. Sci Rep. 2018;8:2292. 3. Dagbay KB, et al. J Biol Chem. 2020;295(16):5404-5418. \&' SChOLG r ROC k
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Apitegromab: A Potential Muscle-Directed Therapy

Intended to Complement SMN Upregulators

SMN upregulators target one part of the motor unit,

the motor neurons! Apitegromab targets muscle-

specific regulation of
Motor neuron contractile protein mass*-4

\ degeneration

\ SMN upregulators  Myostatin is a negative regulator of
S 1L~ prevent further motor .
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I\(
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Adapted from images courtesy of the SMA Foundation

* Based on Animal Model Data; 1. Adapted from: SMA Foundation Overview. http://www.smafoundation.org/wp-content/uploads/2012/03/SMA-
Overview.pdf.; Accessed April 18, 2021 2. Long KK, et al. Hum Mol Genet. 2019;28(7):1077-1088; 3. Pirruccello-Straub M, et al. Sci Reports.

2018;8(1):2292. doi:10.1038/s41598-018-20524-9; 4. Dagbay KB, et al. J Biol Chem. 2020;295(16):5404-5418.
Apitegr(ot)na% is anoilnvestiga ﬁ)na product candidate be?r%g ae%,/a uaf:eda or tkll% tregrtnment OFZSMfA. ,&pitegroma% has not been approved by any

regulatory authority and its safety and efficacy have not been established. © Scholar Rock, Inc. All rights reserved. April 2022
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TOPAZ Phase 2 Trial Design: Three pilot cohorts to identify

therapeutic opportunities
All SMA Types 2/3, groups defined by age and present ambulatory status

Non-Ambulatory > Age 2 Cohort

« Type 2; had started SMN upregulator before age 5
« Apitegromab (2 or 20 mg/kg IV g4w) + nusinersen

57 Patients*

Non-Ambulatory, Ages 5-21 Cohort Completed 12-
Month TOPAZ
« Type 2/3; had started SMN upregulator after age 5 Trial

« Apitegromab (20 mg/kg IV g4w) + nusinersen

Ambulatory Ages 5-21 Cohort

 Type3
« Apitegromab or nusinersen + apitegromab (20 mg/kg IV q4w)
All Elected to Opt
Into 52- Week
12-month g4w apitegromab therapy until primary efficacy endpoint i . .
q piteg py p ry Yy p ~ Mean Hammersmllth Extension Period
» Change from Baseline
*Excludes one patient from Cohort 1 who discontinued from the trial; Place A, et al. Eu J Neurol. 2021;28(Suppl1) 207-334:(EPR-184). a8
Apitegromab is an investigational product candidate being evaluated for the treatment of SMA. Apitegromab has not been approved by any :\\ SChOLGrROCk’” 7

regulatory authority and its safety and efficacy have not been established. © Scholar Rock, Inc. All rights reserved. April 2022



TOPAZ Baseline Characteristics

Patients were well into chronic maintenance phase of background therapy

- Non Ambulatory Age >2 -| Non Ambulatory Ages 5-21 |- Ambulatory Ages 5-21
nusinersen

Pooled 20 mg/kg +nusinersen Pooled
20 mg/kg 2 mg/kg 20 mg/kg 20 mg/kg
10 10 1" 12 23

N 20 15
Mean age (min, max) 3.8 (2,6) 4.1 (2,6) 4.0 (2,6) 11.7 (8, 19) 12.1 (7,19) 13.1 (7,21) 12,6 (7,21)
Mean RHS (min, max) 48 (26, 63) 51 (43, 62) 50 (26, 63)
Mean HFMSE (min, max) 24 (14, 42) 26 (12, 44) 25 (12, 44) 23 (13, 39)
# of maintenance
. 5.4 5.5 5.5 5.1 5.6
Nusinersen doses: N/A N/A
Mean (min, max)* 3, 8) (2,9) (2,9) (2,9) (2,8)
# of patients with 2,3, or 4
copies of SMN2' 1,8,0 1,8,1 2,16, 1 0,11,2 1,4,4 0,9,1 1,13,5
Discontinuation(s) 0 0 0 0 0 1t 1t

Nusinersen treated patients received ~2 years of nusinersen maintenance treatment at baseline
*Patients 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).t Patient who discontinued study for reasons unrelated to study drug. Place A, et al. Eu J Neurol. 2021;28(Suppl1) 207-334:(EPR-184);
fIntent-to-treat analysis

3
Apitegromab is an investigational product candidate being evaluated for the treatment of SMA. Apitegromab has not been approved by any :\\ SChOLG r ROCk'"
regulatory authority and its safety and efficacy have not been established. © Scholar Rock, Inc. All rights reserved. April 2022



TOPAZ Topline Results Demonstrate that Apitegromab Improves
Motor Function in Patients with Late Onset SMA

NonAmbulatory Patients HFMSE Ambulatory Patients RHS

Type 2;
Age >2 Cohort* Type 2/3; Ages 5-21 Cohort’ Type 3 Cohort®
Apitegromab Apitegromab Apitegromab
(2 mg/kg) (20 mg/kg) Pooled (20 mg/kg) Apitegromab (20 mg/kg)
+nusinersen +nusinersen (n=17) +nusinersen Pooled
OLO O ... - :. . : /l A' 3

NonAmbulatory, Type 2 Apitegromab (20

mg/kg) -Motor Function Improvements:

» Majority of patients >60% experienced > 6-
point gains in HFMSE

» 38% experienced > 10-point gains in HFMSE

* +7.1 point mean improvement in HFMSE
(95% Cl 1.8, 12.5)

NonAmbulatory, Type2/3; difficult-to-
treat cohort: younger subset with
greater Motor Function Increases

* A post-hoc exploration showed 50% of
patients in the younger subset (5-12
years) experienced >3-point increases in
HFMSE

* A +1.6 (-1.3, 4.6) mean improvement in
HFMSE in younger (5-12 year) cohort vs
mean +0.6 (-1.4, 2.7) improvement
overall

Ambulatory, Type 3; Apitegromab (20

mg/kg) -Motor Function Improvements:

» Majority of patients maintained or improved
RHS from baseline

» Majority of patients showed stabilization
(the goal of treatment where natural history
suggests decline is common) with a mean
pooled RHS score from baseline of -0.3 (-
2.1,1.4)?

A 3-point HFMSE clinically meaningful increase represent improvements in 2 or 3 motor skills3
A 6-point increase in HFMSE represents improvements in 3 to 6 motor skills3

*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,
fincludes 2 patients in monotherapy and 2 patients in apitegromab + nusinersen subgroup who maintained RHS score (0-point change from baseline); fintent-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
permitted per the trial protocol, 7. Place A, et al. Eu J Neurol. 2021;28(Suppl1) 207-334:(EPR-184).; 2. C Vuillerot et al. Archives of Physical Medicine and Rehabilitation 2013;94:15?—\@. 3. Rouault F, et al. Neuromuscul

o

Disord 2017;27:428-38.
Apitegromab is an investigational product candidate being evaluated for the treatment of SMA. Apitegromab has not been approved by any

regulatory authority and its safety and efficacy have not been established. © Scholar Rock, Inc. All rights reserved. April 2022
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Greater improvements in Hammersmith Scores Inversely

Correlate With Characteristics of Advanced Disease- Scoliosis
& Contractures

NonAmbulatory Type 2 & Type 2/3 SMA Ambulatory Cohort Type 3 SMA
g (Pooled HFMSE)* (Pooled RHS)f
'..3 8 - mNo(n=14) m=Yes (n=17) HENo(n=9) ™Yes(n=22) 2 1 mNo (n=12) mYes (n=11) B No(n=10) = Yes(n=13)
c
>
L.
S 6 - 1 -
o
=
=
o 47 0 1
o
c
©
.:
(&) 2 1 -
c
®©
(7]
=

0 - -2 -

Scoliosis Contracture Scoliosis Contracture

Patients who skipped 3 consecutive doses due to site restrictions due to COVID-19 were excluded; *Std Scoliosis (7.7) min-7, max 20, Std (5.4) min -7, max 13; *Std
Contracture (7.1) min-3, max 20, Std (2.3) min -7, max 13; Std Scoliosis (0.7) min-4, max 4, Std (-1.5) min -12, max 8; 'Std Contracture (1.1) min-2, max 4, Std (-1.5) %‘
min -12, max 8; Exploratory analysis; Data on File, Scholar Rock, Inc :\\ SChOLCH’ROC k

Apitegromab is an investigational product candidate being evaluated for the treatment of SMA. Apitegromab has not been approved by any
regulatory authority and its safety and efficacy have not been established. © Scholar Rock, Inc. All rights reserved. April 2022



Nonambulatory Cohorts:
Substantial RULM Improvements with Apitegromab’

Nonambulatory Patients
(Hammersmith Functional Motor Scale Expanded; HFMSE)
Type 2/3; Ages Type 2; Age >2 Cohort*
5-21 Cohort*

Primary Analysis

(ITT population) Apitegromab Apitegromab Apitegromab
(20 mg/kg) (2 mg/kg) +nusinersen (20 mg/kg)
+nusinersen +nusinersen

36% (5/14) 33% (3/9) 29% (2/7) 31% (5/16)

% (n) patients achieving
22-pt improvements from Baseline in Revised Upper

Limb Motor (RULM) Function

A 2-point increase in RULM is considered clinically meaningful?

Mean improvements in RULM from baseline: Type 2, >2y: +1.0 (-1.7, 3.7) and Type 2/3, 5-21y: +1.2 (95% CI-0.5, 2.9); *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 permitted per the trial

protocol; 1. Data on file. Scholar Rock, Inc.; 2. Coratti G, et al. Muscle Nerve 2019; 59: 426-430. \*‘ SChOLCl r ROCk
Apitegromab is an investigational product candidate being evaluated for the treatment of SMA. Apitegromab has not been approved by any o :
regulatory authority and its safety and efficacy have not been established. © Scholar Rock, Inc. All rights reserved. April 2022
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Type 2 Nonambulatory > Age 2 Cohort:
Both Dosage Groups Manifest Early Benefit, A Greater Latency Of

The Low Dose Cohort Supports Apitegromab Attributable Effect

4 Time to first reach 1-point improvement Time to first reach 3-point improvement Time to first reach 5-point improvement
1 O h | ) 08 h ‘1
- — 0.6 1 r
0.8 0.6 1 — .
0.6 - 0.4 -
0.4 1 '
0.4 1 0.2
] 0.2 1 T
o 0.2 | ’
2 O T T T T O T T T T 0 T T T T
8_ 0 100 200 300 400 0 100 200 300 400 0 100 200 300 400
3 Time to first reach 6-point improvement Time to first reach 7-point improvement
(14 0.6 1
X 0.6 1 |_| |
0.4- * 0.4 1 —— Apitegromab 2 mg/kg
' —— Apitegromab 20 mg/kg
0.2 1 ’] 0.2 1
O T T T T 0 T T T T
0 100 200 300 400 0 100 200 300 400
Study Day

Dose Responsive Improvement in Time to Reach HFMSE Motor Function Benefit

Benefits in both dosage groups manifested as early as 2 months following treatment initiation.

All points beyond 3 are Exploratory analysis; Data on File, Scholar Rock, Inc ﬁ
Apitpegromabyis an investiggtional pyroduc)'é candidate being evaluated for the treatment of SMA. Apitegromab has not been approved by any o SChOLGrROCk”

regulatory authority and its safety and efficacy have not been established. © Scholar Rock, Inc. All rights reserved. April 2022



Safety Results from TOPAZ 12-Month Top-Line Analysis
Support Evaluation of Apitegromab in a Phase 3 Trial

Treatment-emergent adverse events (TEAESs) Apitegromab 2 mg/kg Apitegromab 20 mg/kg Total (n=58)
(n=10) (n=48)

Any TEAE 9 (90.0%) 44 (91.7%) 53 (91.4%)
Any Serious TEAE 1(10.0%) 4 (8.3%) 5 (8.6%)
Any TEAE leading to study drug discontinuation 0 (0.0%) 1(2.1%) 1(1.7%)
Any Grade 3 (severe) or higher TEAE 0 (0.0%) 3(6.2%) 3 (5.2%)
. SAIZS, grade 3 AEs and AE leading to early study discontinuation were all assessed by investigators as unrelated to
study drug

« Anti-drug antibodies (ADA) were present at low titers following apitegromab treatment in 3 out of 58 enrolled
patients. No apparent impact on drug exposure was observed and was not associated with any hypersensitivity
reactions.

« Five most frequently reported TEAEs*: headache (24%), upper respiratory tract infection (22%), pyrexia (22%),
cough (22%), and nasopharyngitis (21%).

Incidence and severity of AEs were consistent with the underlying patient population and

background therapy

Treatment-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 trial; Place A, et al. Eu J Neurol. 2021;28(Suppl1) 207-334:(EPR-184). \
Apitegromab is an investigational product candidate being evaluated for the treatment of SMA. Apitegromab has not been approved by any o
regulatory authority and its safety and efficacy have not been established. © Scholar Rock, Inc. All rights reserved. April 2022
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Summary

=  Motor function improvements were observed in the primary and secondary efficacy endpoints in the Phase 2
TOPAZ clinical trial at 12 months.

=  Dose responsive improvement in time to reach motor function confirmed apitegromab benefit on top of
underlying nusinersen benefit.

=  Positive correlation of improvement in motor milestone score with SMA severity and inverse relationship with
age and characteristics of advanced disease such as scoliosis and contractures.

»  The information presented here may be helpful in understanding patient response to apitegromab treatment.

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

=  Many thanks to all the patients who participate in these studies, and their caregivers/families, healthcare
professionals and patient advocacy groups

3
N scholarRock.
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Change from Baseline

Data on File; ScholarRock Inc.; Patients skipped 3 or more doses due to COVID-site restrictions excluded; Apitegromab is an investigational product

A Post-hoc Analysis of Prior Nusinersen Treatment

Duration...

No correlation with HFMSE in Non-Ambulant patients

# of nusinersen maintenance doses at enrollment, Non-
Ambulatory Types 2 and 3

20 X
+

Maintenance Doses of Nusinersen
Description of Non-Ambulatory Planned Arm:

O Ages 5-21 High dose + > Age 2 High dose X > Age 2 Low dose
Further evidence suggesting that HFMSE increases in TOPAZ may be attributable to apitegromab than nusinersen

candidate under development.

Apitegromab is an investigational product candidate being evaluated for the treatment of SMA. Apitegromab has not been approved by any

Across both non-ambulatory cohorts in TOPAZ...

= Patients enrolled in TOPAZ were already in the
chronic maintenance phase of nusinersen

= No correlation observed between the duration
of prior nusinersen therapy and 12- month
HFMSE changes

ﬁ\\*' ScholarRock. .

regulatory authority and its safety and efficacy have not been established. © Scholar Rock, Inc. All rights reserved. April 2022
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