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Disclaimers

« The TOPAZ trial is sponsored by Scholar Rock, a biopharmaceutical company developing

and investigating apitegromab in a clinical development program for the treatment of Spinal
Muscular Atrophy (SMA).

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

« The safety and effectiveness of apitegromab 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.

Apitegromab is an investigational product candidate being evaluated for the treatment of spinal muscular atrophy. Apitegromab has not been a
approved by any regulatory authority and its safety and efficacy have not been established. © Scholar Rock, Inc. All rights reserved. April 2022 :\\ SChOLCﬂ'ROC k
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Types 2/3 SMA: SMN targeted therapies offer important

benefits, but...

Substantial unmet need remains in this era

« Most patients manifest substantial functional impairment'2

» The greatest improvements with SMN targeted therapies are in the
youngest individuals (age < 5)'2

- SMN targeted therapies address neurodegeneration, other approaches to
improve motor function are needed?3->

1. MercuriE. N Engl/ J Med. 2018;378:625-35.DOI: 10.1056/NEJMoa1710504; 2. Mercuri, et al. SUNFISH Part 2: Efficacy and safety of risdiplam (RG7916) in patients with Type 2 or NonAmbulatory
Type 3 SMA. Presented at the American Academy of Neurology Conference 2020. Neurology 2020, 94, 1260. 3. Hua Y et al. Nature. (2011) 478:123-6. doi: 10.1038/nature10485.

4. Sepulveda, P. et al. Sci Rep 5, 17535 (2015). https://doi.org/10.1038/srep17535.; 5. Wang Y, Pessin JE. Curr Opin Clin Nutr Metab Care. 2013 May;16(3):243-50. doi.; This third-party information
is provided for background only and is not intended to convey or imply a comparison to the TOPAZ clinical trial results. SMA=spinal muscular atrophy; SMN=survival motor neuron gene.

Apitegromab is an investigational product candidate being evaluated for the treatment of spinal muscular atrophy. Apitegromab has not been (S
approved by any regulatory authority and its safety and efficacy have not been established. © Scholar Rock, Inc. All rights reserved. April 2022 :\\ SChOLCﬂ'ROC k


https://doi.org/10.1038/srep17535

Myostatin Is An Important Negative Regulator Of Skeletal Muscle
Growth Whose Inhibition has the Potential to Lead to Improved

Muscle Function In Patients With SMA?1:2

Apitegromab: A Fully Human Monoclonal Antibody That Blocks Cleavage of the Myostatin

Prodomain, Thereby Inhibiting Myostatin Activation?
Selective Targeting of preproMyostatin, the

Mature Prodomain JIVEINS [ Pro- | M Mature Myostatin Precursor: Apitegromab does not bind
Mature Mature [ Pro- | Mature to mature myostatin or any form of GDF11,
proprotein :
convertase

Activin A, or other TGF-f3 family23 members
tolloid

protease

=) E \, proMyostatin | proGDF-11

I

Active mature growth factor

* Two distinct proteolysis events necessary to generate \ H
active mature myostatin ‘ Alk4/ACTRIIB v

* Apitegromab binds to both proMyostatin and latent | M,?Gbld“" GDF-11 Activin A
myostatin and inhibits tolloid-mediated cleavage of ii

latent myostatin

* Apitegromab bound latent myostatin is proposed to be
pulled from muscle into systemic circulation, and can be
measured as part of total circulating myostatin.3

-y

1. Long KK, O'Shea KM, Khairallah RJ, et al. Hum Mol Genet. 2019;28:1076-1089. Available: https://pubmed.ncbi.nIm.nih.gov/30481286/

2. Pirruccello-Straub, et al. Sc/ Rep. 2018;8:2292. 3. Dagbay KB, et al. / Bio/ Chem. 2020;295(16):5404-5418.
Apitegromab is an |nvest|gat|onal product candidate being evaluated for the treatment of spinal muscular atrophy. 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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https://pubmed.ncbi.nlm.nih.gov/30481286/

TOPAZ Phase 2 Trial Design: Three Cohorts to Identify Therapeutic Opportunities
All SMA Types 2/3, cohorts defined by age and present ambulatory status at time of
enrollment

Ambulatory Patients NonAmbulatory Patients
(Revised Hammersmith Scale) (Hammersmith Functional Motor Scale Expanded)

* N = 23; ages 5-21 * N =15; ages 5-21 * N =20; ages 22
) » Open-label, single-arm » Open-label, single-arm  Double-blind, randomized (1:1) to
Design « 20 mg/kg apitegromab IV Q4W » 20 mg/kg apitegromab IV Q4W 2 or 20 mg/kg apitegromab IV Q4W
» 12-month treatment period » 12-month treatment period  12-month treatment period
. - Ambulatory Type 3 SMA - Type 2 or Type 3 SMA - Type 2 SMA
Patients » Two subgroups: » Receiving nusinersen (initiated at  Receiving nusinersen (initiated
1. Receiving nusinersen age 5 or older) before age 5)
2. Apitegromab monotherapy
I_:’rln']ary . Safety . Safety « Safety
Objectives » Mean change from baseline in RHS » Mean change from baseline in HFMSE » Mean change from baseline in HFMSE

Apitegromab = non-proprietary name for SRK-015; HFMSE=Hammersmith Functional Motor Scale Expanded; RHS=Revised Hammersmith Scale
Data on file. Scholar Rock, Inc. Cambridge, MA.

Apitegromab is an investigational product candidate being evaluated for the treatment of spinal muscular atrophy. Apitegromab has not been (S

approved by any regulatory authority and its safety and efficacy have not been established. © Scholar Rock, Inc. All rights reserved. April 2022 :\\ SChOLCﬂ'ROC k 7



TOPAZ Extension Period Design

« 57/58 Patients Completed
Primary Treatment Period and « 55 Patients Completed
Enrolled in Extension Period A Extension Period A and

« 2 Withdrew Consent in Enrolled into Extension
Extension Period A Period B

Extension Period A Extension Period B Extension Period C
52 Weeks of 52 Weeks of 52 Weeks of
Assessment Assessment Assessment

(Day 364 - 728) (Day 728 - 1092) (Day 1092 - 1456)
IV Q4W, 20 mg/kg IV Q4W, 20 mg/kg IV Q4W, 20 mg/kg

Separate
Long-Term

Safety
Extension
Study*

Follow-Up Period Follow-Up Period Follow-Up Period
12 weeks IPAVELS 12 weeks
Day 728-812 Day 1092-1176 Day 1456-1540

End of Primary Treatment Period

*Patients will be eligible to roll over into separate planned OLE trials
Apitegromab is an investigational product candidate being evaluated for the treatment of spinal muscular atrophy. Apitegromab has not been

o
approved by any regulatory authority and its safety and efficacy have not been established. © Scholar Rock, Inc. All rights reserved. April 2022 & SChOLGI’ROC k 8



TOPAZ Subject Disposition, Demographics and Baseline

Characteristics

Cohort 1 Cohort 2 Cohort 3

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

N (dosed) 11 12 " 15 10 10
Mean age at screening (min, max) o 12.1 (7, 19) 13.1 (7, 21) = 11.7 (8, 19) 4.1(2,6) 3.8(2,6)
Mean age at SMA diagnosis (min, max) "g 5.9 (2, 15) 4.5 (2, 15) -_l“—_': 3.1(1, 16) 1.2(1, 2) 1.2(1, 3)
Female (%) = 73% 58% S 53% 30% 50%
SMN2 Gene Copy* (#, %) o >

2 g‘ 1(9%) 0 (0%) % 1(10%) 1(10%)

3 - 4 (36%) 9 (75%) = 11 (73%) 8 (80%) 8 (80%)

4 g 4 (36%) 1(8%) ‘g 2 (13%) 1(10%) 0 (0%)
§t°gar2§|'irr‘]ge?;?rf’enf§f)es of nusinersen E N/A 5.6 (2, 8) ‘é 5.1(2,9) 55(2,9) 5.4(3,8)
Discontinuation(s) 0 21 = 1t 0 0
Scoliosis (#, %) 7 (63.6) 4(33.3) 11 (73.3) 4 (40%) 3 (30%)
Contracture(s) (#, %) 6 (54.5) 7 (58.3) 13 (86.7) 8 (80%) 4 (40%)
Mean RHS score (min, max) 47.6 (26, 63) 51.3 (43, 62)
Mean HFMSE score (min, max) 22.7 (13, 39) 26.1 (12, 44) 23.5 (14, 42)

*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.

1 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.

HFMSE=Hammersmith Functional Motor Scale Expanded; RHS=Revised Hammersmith Scale.

Data on File. Scholar Rock, Inc. Cambridge, MA.
Apitegromab is an investigational product candidate being evaluated for the treatment of spinal muscular atrophy. Apitegromab has not been a3
approved by any regulatory authority and its safety and efficacy have not been established. © Scholar Rock, Inc. All rights reserved. April 2022 :\\ SChOLCH’ROC k




Ambulatory Patients Receiving Apitegromab + SMN Targeted

Treatment Suggests Stabilization of Motor Function Over 24 Months

Mean Change in Any Point Change
RHS Score (95% CI) in RHS Score
12 Months: 22% (5/22) of
Ambulatory Decline of -0.3 ‘ patients achieved
Type 3 (-2.1,1.4) >3 pt RHS change
Cohort 1 Pooled* from baselinet
24 Months: . ‘ 24% (5/21) of
Ambulatory Decline of -1.8 patients achieved
Type 3 (-4.7,1.1) >3 pt RHS change
Cohort 1 Pooled* from baselinet

Therapeutic Potential of Apitegromab Observed in a Subset of the Ambulatory

Patients: mainly in patients on apitegromab + nusinersen*

*Observed Case (OC) Analysis includes all patients who had a valid measurement at E14 (Day 728); Inclusive of data from 3 patients in monotherapy who lost ability to ambulate. This analysis
does not exclude any patients who missed doses due to COVID-19 related site access restrictions. tData not shown; RHS, revised Hammersmith scale; 1. Data on File, Scholar Rock, Inc

Apitegromab is an investigational product candidate being evaluated for the treatment of spinal muscular atrophy. Apitegromab has not been a3
approved by any regulatory authority and its safety and efficacy have not been established. © Scholar Rock, Inc. All rights reserved. April 2022 :\\ SChOLGI’ROC k 10



NonAmbulatory Patients Continue to Improve in Motor Function

Over 24 Months of Apitegromab Treatment

Mean Change in
HFMSE (95% Cl):

=1 pt point change
in HFMSE:

23 pt point change
in HFMSE:

Mean Change in

RULM score (95% Cl):

21 pt point change
in RULM:

=2 pt point change
in RULM:

Apitegromab is an investigational product candidate being evaluated for the treatment of spinal muscular atrophy. 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

At 12 months*

At 24 months*

Increase of 3.6
(1.2,6.0)

Achieved in 72%
(23/32) of patients

Achieved in 42%
(13/32) of patients

Increase of 1.3
(0.2, 2.3)

Achieved in 48%
(15/31) of patients

Achieved in 40%
(12/31) of patients

| §
¢

¢
¢«

Increase of 4.0
(1.5, 6.5)

Achieved in 62%
(18/29) of patients

Achieved in 45%
(13/29) of patients

Increase of 1.9
(0.8, 3.0)

Achieved in 61%
(20/33) of patients

Achieved in 45%
(15/33) of patients

mont

Mean (g:SE) Change from Baseline in HFMSE Over Time*

Year1 Year 2
[T ]
PE 4.
c @
cu
U a
55
=&
0- 1 1 U U 1 1 U U 1
0 8 16 24 32 40 52 68 84 104
# of Time (weeks)
observations35 35 34 29 28 29 32 33 33 29
Mean (£SE) Change from Baseline in RULM Over Time*
2.59vear 1 Year 2
o o 2.0
op C
c= 154
c
< & 1.0
Um
§ g 0.5+
R
_0-5-| T T T T T T T T T
0O 8 16 24 32 40 52 68 84 104

Time (weeks)
29 31 33

# of
observations 34 34 34 28 27 34 33

Apiteﬁromab + SMN targeted treatment in NonAmbulatory patients with Types 2 and 3 SMA (age 2-21) for 24
s demonstrated

urable improvement in motor function (HFMSE) and continued increases in RULM scores.

*Observed Case (OC) Analysis includes all patients who had a valid measurement at E14 (Day 728).; OC analysis included patients treated with 2 mg/kg 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. Error bars represent SEM. Cl, Confidence Interval; 1. Data on File, Scholar Rock, Inc.

& ScholarRock. 1



NonAmbulatory Patients Continue to Improve in Motor Function Over
24 Months of Apitegromab Treatment, Excludes Measurements Taken

After Scoliosis Surgery

Mean (£SE) Change from Baseline in HFMSE Over Timet
At 12 months* At 24 months' (6've1r1 g Vear 2
Mean Change in Increase of 3.6 Increase of 4.4 :é:’o £ 44
HFMSE (95% Cl): (1.2,6.0) (2.0, 6.9) j< K]
oa
>1 pt point change Achieved in 72% “ Achieved in 64% 5 E 2
in HEMSE: (23/32) of patients (18/28) of patients =& 0
0 8 16 24 32 40 52 68 84 104
=3 pt point change Achieved in 42% ‘. Achieved in 46% # of Time (weeks)
in HEMSE: (13/32) of patients (13/28) of patients observations35 35 34 29 28 29 32. . 32 32 . 28
Mean (£SE) Change from Baseline in RULM Over Timet
Mean Change in Increase of 1.3 f Increase of 2.3 3qvear1 Year2
RULM score (95% CI): (0.2, 2.3) (1.2, 3.4) gc’,, “E’ o
c @
=1 pt point change Achieved in 48% ‘. Achieved in 67% o] ﬁ 1-
in RULM: (15/31) of patients (20/30) of patients § £
=& Oe—
>2 pt point change Achieved in 40% ‘. Achieved in 50% 5 é 6 24 32 40 52 03 o4 104
in RULM: (12/31) of patients (15/30) of patients #of Time (weeks)
observations 34 34 34 28 27 29 31 32 32 30

Apitegromab + SMN targeted treatment in NonAmbulatory patients with Tyéaes 2 and 3 SMA (age 2-21) for 24

months demonstrated durable improvement in motor function (HFMSE) and continued increases in RULM scores.

*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 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 HFMSE assessments. Error bars represent SEM. Cl, Confidence Interval; 1. Data on File, Scholar Rock, Inc..
Apitegromab is an investigational pro%uct candidate being evaluated for the treatment of spinal muscular atrophy. 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 :\\ SChOLCﬂ'ROC k
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High Dose Outperforms Low Dose in HFMSE & RULM, but Switchover

to High Dose Closes the Gap in NonAmbulatory Patients in Cohort 3

Mean (£SE) Change From Baseline in HFMSE Mean (£SE) Change From Baseline in RULM
Score Over Time (Cohort 3)* Score Over Time (Cohort 3)*
—0— SRK-015 2 mg/kg (N = 10) —®— SRK-015 20 mg/kg (N = 10) —9— SRK-015 2 mg/kg (N = 10)  —®— SRK-015 20 mg/kg (N = 10)
104 Year1 Year2 44 Year1 Year 2

(4] [ o
£ 1 f £
‘5 @ 87 T o 37
0 o [
@S 6- a9 24
E w — | £
2= 4 g3 17
S , $Z o

i £ -
55 5°
U 0- o -7

| | | | | | | | | | | | | | | | | | | |
0 8 16 24 32 40 52 68 84 104 0O 8 16 24 32 40 52 68 84 104
Time (weeks) Time (weeks)
Sample Size at Each Visit Sample Size at Each Visit

2mg/kg 10 10 10 7 8 9 9 9 10 10 2mg/kg 10 10 10 7 8 9 9 10 10 10
20mg/kg 10 10 10 8 8 10 8 10 10 8 20mg/kg 9 9 9 7 7 9 7 9 9 8

Dose Response Observed Over 24 Months

*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, data from
one was excluded and the other two did not have valid HFMSE assessments. Error bars represent SEM. Data on File, Scholar Rock, Inc.

Apitegromab is an investigational product candidate being evaluated for the treatment of spinal muscular atrophy. Apitegromab has not been a3
approved by any regulatory authority and its safety and efficacy have not been established. © Scholar Rock, Inc. All rights reserved. April 2022 :\\ SChOLGI’ROC k 13



PK and PD Data are Consistent With Clinically Observed Dose

Response

Pharmacokinetics* (PK) Target Engagement [Pharmacodynamics (PD)]

10000

S=S===7

Mean (+SD) SRK-015
Concentration (ng/mL)
Mean (+SD) Latent Myostatin
Concentration (ng/mL)

100 100
-o- TOPAZ Cohort 1 (20 mg/kg)
-o—- TOPAZ Cohort 1 (20 mg/kg) -m- TOPAZ Cohort 2 (20 mg/kg)
10 -m- TOPAZ Cohort 2 (20 mg/kg) 10 —+ TOPAZ Cohort 3 (20 mg/kg)
-+~ TOPAZ Cohort 3 (20 mg/kg) -a- TOPAZ Cohort 3 (2 mg/kg)
-4~ TOPAZ Cohort 3 (2 mg/kg)
1IIIIIIIIIIIIIIIIIIIIIIIIIII 1IIIIIIIIIIIIIIIIIIIIIIIIIII
Time (days) Tlme (days)
«  Well-behaved PK profile consistent with that + Target engagement by apitegromab was confirmed
commonly observed with monoclonal antibodies - Low-dose (2 mg/kg) yielded lower level of target
+ Drug exposure was dose proportional engagement and did not achieve full target saturation

Higher drug exposure and target engagement reached when Cohort 3 low-dose patients

switched from 2 mg/kg to 20 mg/kg

*Starting at day 28, measures are predose trough levels.

Data on File. Echolar Rock, Inc. Calmbrl(tj:l ge, MAcI ateh I Storth : | | ' oh S

Apitegromab is an investigational product candidate being evaluated for the treatment of spinal muscular atrophy. Apitegromab has not been gs S
cholarRock.

approved by any regulatory authority and its safety and efficacy have not been established. © Scholar Rock, Inc. All rights reserved. April 2022 14



Relationship of HFMSE to RULM Tightens Over 2 Years:

NonAmbulatory Cohorts

Over 2 years, most patients had improvements in both HFMSE & RULM,
suggesting durability of effect

RULM and HFMSE Change from Baseline at 12 Months RULM and HFMSE Change from Baseline at 24 Months
104 Observed Cases 104 Observed Cases
95% Confidence Limits ZS% Covfidence Limits
— Regression ° — Regression
£ 8 £ 8 :
E L I [ ] E
83 6 . SR 64
gEm e £ >
ER 41 - 28 41
[T . o<
o0 L0 80 =
% > 2— ° ° ° ° g P34 2-
L A . £ w
U © / O
= 0 - *—o . s © 0
5' ° ° ° ° - 5' L4 L4 -
2 .. . . r=0.28 z2 . r=0.58
p =0.1216 p = 0.0011
11 T T T T T T T T T T 1 1T T T 1 T T T T T T T T 1
-8 6 -4 -2 0 2 4 6 8 10 12 14 16 18 30 -8 6 -4 -2 0 2 4 6 8 10 12 14 16 18 30
HFMSE Change from Baseline HFMSE Change from Baseline
at V15/Day 364 at EXT14/Day 728

*Observed Case (OC) 24 month Analysis includes all patients who had a valid measurement at extension visit 14 (Day 728).; OC analysis included patients treated with 2 mg/kg 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. The 12-month graph displays all patients who had a valid measurement at visit 15 (Day 364). 1. Data on File, Scholar Rock, Inc..

Apitegromab is an investigational product candidate being evaluated for the treatment of spinal muscular atrophy. Apitegromab has not been a h L k

approved by any regulatory authority and its safety and efficacy have not been established. © Scholar Rock, Inc. All rights reserved. April 2022 o ScholarRock. 15



No New Serious Safety Risks Identified Over 2 Years of
Treatment

Apitegromab 2 mg/kg Apitegromab 20 mg/kg

dose (N=10) dose (N=48)
Treatment-Emergent Adverse Events (TEAEs)* n (%) n (%)
Any TEAE 10 (100) 45 (93.8) 55 (94.8)
Any Serious TEAE 3(30) 11(22.9) 14 (24.1)
Any TEAE leading to study drug discontinuation 0 (0.0) 1(2.1) 1(1.7)
Any Grade 3 (severe) or higher TEAE 2 (20) 9(18.8) 11(19)

« The incidence and types of TEAEs were consistent with the underlying disease or nusinersen therapy

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

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

« Adverse events continue to be reported as mostly mild to moderate in severity, as observed during the 12-month analysis
« No new serious risks identified to date

*Notes: % = 100 x n/N
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; Data on File. Scholar Rock, Inc. Cambridge, MA.

Apitegromab is an investigational product candidate being evaluated for the treatment of spinal muscular atrophy. Apitegromab has not been (S
approved by any regulatory authority and its safety and efficacy have not been established. © Scholar Rock, Inc. All rights reserved. April 2022 :\\ SChOLCﬂ'ROC k 16



Summary of TOPAZ Extension Period: 24-Month Data

« The results of these data are relevant for informing the therapeutic hypotheses being evaluated in
the Phase 3 SAPPHIRE trial and thus could increase interest for this randomized double-blind,
placebo-controlled study now in progress.

« NonAmbulatory Types 2/3 SMA: motor function gains with apitegromab treatment show durability
at 24 months

- Sustained increases in motor function (HFMSE & RULM) over 2 Years

Continued improvements in RULM throughout 2 years

Correlation between HFMSE & RULM tightens in 2nd year

High dose outperforms low dose in HFMSE & RULM, but switchover to high dose closes the gap
Consistent PK & PD dose response

« Stabilization of motor function over 2 years in ambulatory subjects with apitegromab + nusinersen
- Potential motor function gains in subgroups

* No new serious safety risks identified over 2 years of apitegromab treatment

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

Apitegromab is an investigational product candidate being evaluated for the treatment of spinal muscular atrophy. Apitegromab has not been a3
approved by any regulatory authority and its safety and efficacy have not been established. © Scholar Rock, Inc. All rights reserved. April 2022 :\\ SChOLCﬂ'ROC k 17
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