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Forward-Looking Statements
Various statements in this presentation concerning the future expectations, plans and prospects of Scholar Rock, Inc. (“Scholar Rock”), including without limitation, Scholar 
Rock’s expectations regarding its strategy, its product candidate selection and development timing, including timing for the initiation of and reporting results from its preclinical 
studies and clinical trials for SRK-439, apitegromab, SRK-181, and other product candidates and indication selection and development timing, its cash runway, the ability of any 
product candidate to perform in humans in a manner consistent with earlier nonclinical, preclinical or clinical trial data, and the potential of its product candidates and 
proprietary platform. The use of words such as “may,” “could,” “might,” “will,” “should,” “expect,” “plan,” “anticipate,” “believe,” “estimate,” “project,” “intend,” “future,” “potential,” 
or “continue,” and other similar expressions are intended to identify such forward-looking statements for the purposes of the safe harbor provisions under The Private Securities 
Litigation Reform Act of 1995. All such forward-looking statements are based on management's current expectations of future events and are subject to a number of risks and 
uncertainties that could cause actual results to differ materially and adversely from those set forth in or implied by such forward-looking statements. These risks and 
uncertainties include, without limitation, that preclinical and clinical data, including the results from the Phase 2 trial of apitegromab or Part A or Part B of the Phase 1 trial of 
SRK-181, are not predictive of, may be inconsistent with, or more favorable than, data generated from future or ongoing clinical trials of the same product candidate, including 
the Phase 3 clinical trial of apitegromab in SMA and Part B of the Phase 1 clinical trial of SRK-181, respectively, Scholar Rock’s ability to provide the financial support, resources 
and expertise necessary to identify and develop product candidates on the expected timeline, the data generated from Scholar Rock’s nonclinical and preclinical studies and 
clinical trials, information provided or decisions made by regulatory authorities, competition from third parties that are developing products for similar uses, Scholar Rock’s 
ability to obtain, maintain and protect its intellectual property, the success of Scholar Rock’s current and potential future collaborations, Scholar Rock’s dependence on third 
parties for development and manufacture of product candidates including, without limitation, to supply any clinical trials, Scholar Rock’s ability to manage expenses and to 
obtain additional funding when needed to support its business activities and establish and maintain strategic business alliances and new business initiatives, and the impacts of 
current macroeconomic and geopolitical events, hostilities in Ukraine, increasing rates of inflation and rising interest rates, on business operations and expectations, as well as 
those risks more fully discussed in the section entitled "Risk Factors" in Scholar Rock’s Form 10-K for the year ended December 31, 2022, and Quarterly Report on Form 10-Q for 
the quarter ended September 30, 2023, as well as discussions of potential risks, uncertainties, and other important factors in Scholar Rock’s subsequent filings with the 
Securities and Exchange Commission. Any forward-looking statements represent Scholar Rock’s views only as of today and should not be relied upon as representing its views 
as of any subsequent date. All information in this press release is as of the date of the release, and Scholar Rock undertakes no duty to update this information unless required 
by law.

This presentation may also contain estimates and other statistical data made by independent parties and by us relating to market size and growth and other data about our 
industry. This data involves a number of assumptions and limitations, and you are cautioned not to give undue weight to such estimates. In addition, projections, assumptions, 
and estimates of our future performance and the future performance of the markets in which we compete are necessarily subject to a high degree of uncertainty and risk.

Apitegromab and SRK-181 are investigational drug candidates under evaluation. Apitegromab, SRK-181, and SRK-439 have not been approved for any use by the FDA or any 
other regulatory agency and the safety and efficacy of apitegromab, SRK-181 and SRK-439 have not been established.
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Traditional Target
“mature” active growth factor

Scholar Rock’s Target
L Latent Growth Factor 
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Our Approach
S e l e c t i v i t y  D r i v e s  S u c c e s s  

Industry-leading antibody 
design and protein 
engineering to selectively 
target latent growth factors 

Optimized for efficacy and 
mitigates off-target effects 

Deep structural insights to 
validated targets

RIGHT 
T IME 

L a t e n t
F o r m

RIGHT
TARGET

V a l i d a t e d  
B i o l o g y
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Growing Pipeline Across High Value Therapeutic Areas 
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*Utilized data from previously completed Ph 1 study in healthy volunteers and initiate a Ph 2 POC trial in 2024. 
LTBP1=Latent transforming growth factor beta binding protein 1; LTBP3=Latent transforming growth factor beta binding protein 3; POC=Proof of concept; RGMc=Repulsive guidance molecule C; 
TGFβ-1=Transforming growth factor beta-1.

PHASE 3PHASE 2PHASE 1
DISCOVERY/
PRECLINICALCANDIDATETARGET

SPINAL MUSCULAR ATROPHY
Apitegromab

Latent
Myostatin

CARDIOMETABOLIC DISORDERS
Apitegromab in Obesity*

SRK-439 (novel anti-myostatin antibody)

IMMUNO-ONCOLOGY
SRK-181 (selective context-independent,
anti-latent TGFβ-1)Latent

TGFβ-1 FIBROSIS
Selective context-dependent 
(LTBP1 & LTBP3) anti-latent TGFβ-1

ANEMIA
Selective anti-RGMcRGMc

NEUROMUSCULAR DISORDERS Undisclosed
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TGFβ1 is a potent signaling molecule, poised for activation within 
different contexts
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Scholar Rock has discovered several antibody inhibitors of integrin-mediated 
activation of latent TGFβ1
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Structures of the four latent TGFβ1 inhibitor fabs in complex with the TGFβ1 
small latent complex reveal distinct mechanisms of action

TGFβ1 LAPTGFβ1 LAP

TGFβ1 GF TGFβ1 GF
TGFb1-37021 

Fab Light Chain

TGFb1-37021 Fab Heavy Chain

TGFb1-37021 Fab   
Heavy Chain

TGFb1-37021 
Fab Light Chain

LTBP-49247 Fab
Light Chain

LTBP-49247 Fab
Heavy Chains

LTBP-49247 Fab
Light Chain

TGFβ1 LAPTGFβ1 LAP

TGFβ1 GF TGFβ1 GF

TGFβ1 LAPTGFβ1 LAP
TGFβ1 GF TGFβ1 GF

TGFb1-36956 Fab Heavy Chains

TGFb1-36956 Fab
Light Chain

TGFb1-36956 Fab
Light Chain

TGFβ1 LAPTGFβ1 LAP

TGFβ1 GF TGFβ1 GF

TGFb1-36993 Fab
Heavy Chains

TGFb1-36993 Fab
Light Chain

TGFb1-36993 
Fab Light Chain
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Integrin-mediated activation is not the only relevant mechanism for TGFβ1 
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Antibodies with stabilizing epitopes can inhibit Kallikrein mediated activation 
of TGFβ1

• Epitopes that contact both the Latency Associated Peptide (LAP) and Growth Factor (GF) stabilize or clamp 
the complex together and prevent signaling, despite apparent cleavage.

• The integrin competitive epitope cannot inhibit this activation.
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Antibodies with stabilizing epitopes can inhibit Reactive Oxygen Species 
(ROS)-mediated activation of TGFβ1

• Question: Does treatment 
with ROS cause the latent 
complex to dissociate?

• Take these samples and 
inject onto Size Exclusion 
Chromatography (SEC) to 
investigate the integrity of 
the complex
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ROS treatment of TGFβ1 does not cause the LAP and GF to dissociate during 
size exclusion chromatography

Ascorbate

KDa L M

250
150
100

75
50
37
2520
15
10

250
150
100

75
50
37
2520
15
10

• Simple explanation: The TGFβ1 complex is still latent entering the cell assay 
but is rendered susceptible to some cellular factor (e.g., protease).

• Alternative hypothesis: TGFβ1 undergoes a ROS mediated conformational 
change that allows signaling within the complex (e.g., Campbell et al 2020).
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 Scholar Rock platform incorporates structural characterization of our antibodies to gain detailed insights into MOA and 

selectivity

 Epitopes that bind both the LAP and GF, stabilizing the latent complex together, can prevent protease- and ROS-

mediated latent TGFβ1 activation; whereas the integrin competitive epitope cannot. 

 The inhibitory epitope for our immuno-oncology lead, SRK-181, is a stabilizing epitope that can inhibit all three modes of 

activation (integrin, protease, and ROS) in all presentation contexts.

– Would expect this type of inhibitory antibody to be one that supplements radiation therapy

 The LTBP context selective epitope is also a stabilizing epitope that can inhibit all three modes of activation (integrin, 

protease, and ROS) but limited to TGFβ1 presented by LTBP1 and 3.

– Please check out our recent Science Signaling publication on this molecule, including many more details about the context 

selectivity and preclinical target engagement and efficacy in rodent models.

Conclusions
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Thank you to the organizers and for your attention!


