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DISCLOSURES & FORWARD-LOOKING STATEMENTS

This presentation contains forward-looking statements that involve substantial risks and
uncertainties of Edgewise Therapeutics, Inc. (“Edgewise” or the “Company”). All statements
other than statements of historical facts contained in this presentation, including statements
regarding our future financial condition, results of operations, business strategy and plans, and
objectives of management for future operations, as well as statements regarding industry
trends, are forward-looking statements. Such forward-looking statements include, among other
things, statements regarding the potential of, and expectations regarding, Edgewise’s drug
discovery platform; Edgewise’s product candidates and programs, including EDG-7500; the
expected milestones and timing of such milestones for EDG-7500 including the expected
timing of reporting of data for EDG-7500 and clinical trials; statements regarding the market
opportunity for Edgewise’s product candidates; statements regarding Edgewise’s pipeline of
product candidates and programs; and statements regarding Edgewise’s financial position
including its liquidity. In some cases, you can identify forward-looking statements by
terminology such as “estimate,” “intend,” “may,” “plan,
these terms or other similar expressions.

potentially” “will” or the negative of

We have based these forward-looking statements largely on our current expectations and
projections about future events and trends that we believe may affect our financial condition,
results of operations, business strategy and financial needs. These forward-looking statements
are subject to a number of risks, uncertainties and assumptions, including, among other things:
negative impacts of the COVID-19 pandemic on Edgewise’s operations, including clinical trials;
risks associated with the process of discovering, developing and commercializing drugs that
are safe and effective for use as human therapeutics and operating as an early clinical stage
company; Edgewise’s ability to develop, initiate or complete preclinical studies and clinical
trials for, obtain approvals for and commercialize any of its product candidates; changes in
Edgewise’s plans to develop and commercialize EDG-7500 or any other product candidates;
the potential for clinical trials of EDG-7500 or any other product candidates to differ from
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preclinical, interim, preliminary, topline or expected results; Edgewise’s ability to enroll patients
in its ongoing and future clinical trials; operating results and business generally; Edgewise’s
ability to raise funding it will need to continue to pursue its business and product development
plans; regulatory developments in the United States and foreign countries; Edgewise’s reliance
on third parties, contract manufacturers and contract research organizations; Edgewise’s
ability to obtain and maintain intellectual property protection for its product candidates; risks
associated with access to capital and credit markets; the loss of key scientific or management
personnel; competition in the industry in which Edgewise operates; Edgewise’s ability to
develop a proprietary drug discovery platform to build a pipeline of product candidates; general
economic and market conditions; and other risks. Information regarding the foregoing and
additional risks may be found in the section entitled “Risk Factors” in documents that Edgewise
files from time to time with the Securities and Exchange Commission. These risks are not
exhaustive. New risk factors emerge from time to time, and it is not possible for our
management to predict all risk factors, nor can we assess the impact of all factors on our
business or the extent to which any factor, or combination of factors, may cause actual results
to differ materially from those contained in, or implied by, any forward-looking statements. You
should not rely upon forward-looking statements as predictions of future events. Although we
believe that the expectations reflected in the forward-looking statements are reasonable, we
cannot guarantee future results, levels of activity, performance or achievements. Except as
required by law, we undertake no obligation to update publicly any forward-looking statements
for any reason after the date of this presentation.

This presentation concerns product candidates that are under clinical investigation, and which
have not yet been approved for marketing by the U.S. Food and Drug Administration (FDA). It
is currently limited by federal law to investigational use, and no representation is made as to its
safety or effectiveness for the purposes for which it is being investigated.

EDG-7500 is an investigational agent and is not approved in any territory
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EDG-7500 PRESERVES MYOSIN MOTORS AND |
PARTIALLY REDUCES ATP USE

Myosin motor-head X-ray patterns showing ON/OFF Myofibrils containing the full
‘S1-subfragment’ populations at low and high calcium compliment of contractile proteins
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EDG-7500 SLOWS FORCE DEVELOPMENT WITHOUT O
LOSS OF PEAK FORCE
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EDG-7500 INCREASES THE RATE OF RELAXATION IN =
MYH7 R403Q ENGINEERED HEART TISSUE (EHT)

Impaired relaxation in EDG-7500 shortens the relaxation
R403Q EHTs relative to WT time in R403Q EHTs
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CAN THE EDG-7500 MECHANISM ALTER THE DISEASE O=
PHENOTYPE IN A MODEL OF HCM?

MYH7 R403Q genetic model of nHCM# @

Increased myosin ON-state

Sensitized myofilaments (lower pCa50),
particularly at diastolic calcium
(increased diastolic tension)

Hyperdynamic

Elevated LVEF

Impaired diastole
Elevated filling pressures
Reduced cardiac reserve

Fibrosis and disarray

=
LVEF = left ventricular ejection fraction
#Del Rio et al. Circulation. 2017;136:A20770 WI



MYH7 R403Q MINIPIG MODEL OF nHCM # O
Hyperdynamic, impaired relaxation, and elevated filling pressures
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RESTORATION OF CARDIAC RESERVE WITH Vi
EDG-7500 IN A MODEL OF HCM
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SUMMARY

1. In vitro studies show EDG-7500 slows force
development and maintains maximal force.

2. In minipings with the HCM-pathogenic
MYH7 R403Q mutation, EDG-7500
improved both diastolic function and cardiac
reserve in response to B-AR stimulation.

3. EDG-7500 is currently in a phase 1 study
(NCT06011317) to evaluate safety,
tolerability, and PK.
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