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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-5506; the expected
milestones and timing of such milestones for EDG-5506 including the expected timing of
reporting of data for EDG-5506 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,” “potentially” “will” or the negative of these terms or other
similar expressions.

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-5506 or any other product candidates; the
potential for clinical trials of EDG-5506 or any other product candidates to differ from 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-5506 Is Designed to Address Root Cause of Muscular Dystrophy by Halting
Exaggerated Muscle Damage Due to the Absence of Functional Dystrophin

217%¢

Fast (Type Il) muscle fibers are affected early and disproportionately in BMD and DMD

o17%¢

EDG-5506 is a highly selective inhibitor of fast skeletal myosin ATPase, without effects on
slow, cardiac, or smooth muscle myosin

o17%¢

In animal models of DMD, EDG-5506 decreased muscle damage biomarkers, including fast
muscle fiber troponin, which is specific to fast muscle fibers. Additionally, fibrosis was
decreased, while there were increases in muscle strength and habitual activity
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EDG-5506 Phase 1 Study Conducted in Healthy Volunteers and Participants

with Becker Muscular Dystrophy

Phase 1a SAD in HVs" i Phase 1a MAD in HVs” (14 Days Daily Dosing)
135 mg Cohort B5
I
90 mg ; Cohort B4 40 mg
| E— :
45 mg 5 20 mg
— : Solid dosage form
15mg :
I i Cohort B3
>md | —
1.5 mg CohortB2 20 Mg
0.5 mg CohortB1 20 mg x 4 days/10 mg x 10 days

— 10 mg x 4 days/5 mg x 10 days

] ) Liquid formulation
* All HV cohorts were randomized 3:1 active:placebo

Primary Endpoints

Safety and tolerability at 20 mg over a 14-day period in BMD
Secondary/Exploratory Endpoints

Pharmacokinetics, pharmacodynamics

Assess target tissue engagement judged by muscle/plasma ratio in BMD

Measurement of serum biomarkers of muscle damage in BMD: CK, fast troponin
(TNNI2), myoglobin and SOMAscan, a proteomic panel

Phase 1b BMD Cohort (14 Days Daily Dosing)

Cohort C1
I

20 mg

Participants were monitored as
inpatients for 16 days, with
follow-up 1 and 4 weeks after
completion of dosing.




Overview of Healthy Volunteers (HVs) Phase 1a SAD/MAD with EDG-5506

o17%¢

EDG-5506 was generally well tolerated with no serious adverse events observed. Most
common AEs were somnolence and dizziness, which were generally mild and transient

217%¢

Plasma PK showed good oral absorption with or without food, and an extended half-life,
consistent with extensive distribution to muscle as was observed preclinically

o17%¢

EDG-5506 muscle concentrations well above anticipated efficacious levels
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Participants in the BMD Phase 1b Had Significant Baseline Functional Impairment

Characteristic BMD Participants (N=7) Age Normative Values
Age 33.8 years
Functional Measures (median)

10-meter walk/run 8.3 sec <4 sec

Rise from floor 20 sec <3 sec
Serum Creatinine (mean, mg/dL) 0.58 0.92-1.16
geKr’quJr/\L():reatine Kinase (mean 1.347 < 205

Functional tests show significantly compromised or lost function
Low creatinine consistent with decreased muscle mass
Elevated CK levels reflect ongoing muscle damage
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EDG-5506 was Well-Tolerated in BMD Subjects

Placebo N=2 EDG-5506 (20 mg) N=5
n (%) n (%)

Any TEAE 2 (100%) 5 (100%) 7 (100%)
Dizziness 2 (100%) 5 (100%) 7 (100%)
Euphoric mood 0 2 (40%) 2 (29%)
Musculoskeletal stiffness 0 2 (40%) 2 (29%)
Somnolence 0 2 (40%) 2 (14%)
Diarrhea 0 1 (20%) 1 (14%)
Nausea 0 1 (20%) 1 (14%)
Fatigue 0 1 (20%) 1 (14%)
Vessel puncture site bruise 0 1 (20%) 1 (14%)
Back pain 0 1 (20%) 1 (14%)
Pain in jaw 0 1 (20%) 1 (14%)
Headache 0 1 (20%) 1 (14%)
Presyncope 0 1 (20%) 1 (14%)
Nasal congestion 0 1 (20%) 1 (14%)

AEs of special interest 0 0 0

No SAEs
No discontinuations
All AEs were mild (Grade 1); AEs were transient and generally declined with increasing exposure
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No Changes in Grip Strength Observed with Increased EDG-5506 Exposure

BMD Cohort: Mean EDG-5506

. . Placebo (N=2) EDG-5506 (N=5)
Trough Plasma Concentration vs. Time
100 = 50 7: . . : 507]: . )
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EDG-5506 Concentrates in Dystrophic Muscle Above Levels Predicted to
Provide Meaningful Clinical Benefit

Formulation Cohort Maintenance Dose (mgQ) Muscle (ng/qg)
B1 5 980
B2 10 2,740
HVs B3 20 4,360
B4 20 6,140
BS 40 6,570
BMD | C1 20 5,1551
* In HVs concentrations after 14 days are estimated to be half of steady state
T VL biopsy levels adjusted for ~60% fat fraction in BMD subjects — 2 ..
Target human muscle exposure range:[ 1,000-4,100 ng/g
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Key Biomarkers of Muscle Damage Significantly Decreased with EDG-5506
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o

o

CK and myoblobin significantly decreased with EDG-
5506 treatment, approaching normal range

Modest placebo decrease consistent with known
effect on CK with limited activity during study
confinement, and similar to that seen in HVs

AST decreased with EDG-5506 treatment to within
the normal range in all subjects




Using SOMAscan 7,000 Analyte Set, A Proteomic Signature for BMD Was
|dentified

Baseline BMD vs. Healthy Biomarker Fingerprint Analysis SOMAscan allows unbiased protein profiling

of elevated plasma markers in BMD
16

Baseline plasma samples (n=7) were
compared to baseline samples taken from
HVs (n=25)

14

12

Proteins filtered by magnitude of change
(21.5X) and adjusted p value (<0.05) vs. HV

10

Baseline analysis identified a fingerprint of
6 § elevated proteins in BMD

- Log10 (P-Value)

Most significant proteins are from muscle and
metabolic pathways consistent with muscle
injury

Mean Change (Log 2)
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Robust, Significant and Time-Dependent Decreases in Elevated BMD Biomarkers

Changes in BMD biomarkers vs. placebo* BMD biomarkers responsive to increased
(Day 14) exposure to EDG-5506
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With SOMAscan CK and Fast Troponin Reduced to Levels Near Those
Observed in HVs Following Treatment with EDG-5506

CK Fast Troponin (TNNI2)

ns ns

*k Xk >k k 3k 3k %k %k

87 sk ok % % * ns _71% 107 s 3 %k %k ns * % _83%

Plasma Concentration
(Normalized RFU)
Plasma Concentration
(Normalized RFU)

* p=0.0427, **** p<0.0001 ** p=0.002, **** p<0.0001

Mean + SEM
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Consistent Muscle Injury Proteomic Response with EDG-5506 but not Placebo

Placebo EDG-5506
. Proteins with greatest PBO EDG-5506
i reductions
: ) : Fast troponin (TNNI2)* | - | - [ X |X|X|X|X
Myosin reg lightchain2 | - |- |- [ X[ X]|X|X
MYBP-C* - X -IX] -] -

Log, Change
(Relative to Day 1 Baseline)

- With placebo, greatest reductions not
muscle-related proteins

Individual Participants
*specific to fast muscle fibers




Consistent and Progressive EDG-5506 Effect on Exercise Responsive Markers

- In adults with BMD we used EDG-5506 (N=5)
SOMAscan samples from an
exercise study to define a
proteomic signature that was
elevated compared to controls at
baseline, and had an
exaggerated increase with
exercise (Poster # 155)

3 * %k %k k

Plasma Concentration
(Log, Relative to Pre-Dose Baseline)
T

- These proteins, largely
characterized by enrichment Iin 3 . . . .
muscle, rapidly and progressively 8 & o &
decreased with EDG-5506 but s & & &
not with placebo

Rapid and progressive decrease
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Elevated Biomarkers Decrease Most Following EDG-5506

#7 Close association of elevated BMD

biomarkers with EDG-5506 response

1 reveals a significant relationship to
biomarker lowering

Overall, this suggests a broad
normalization of the BMD proteomic

v e . signature rather than a change in just
} a subset of biomarkers
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EDG-5506: Well-Tolerated with Decreases in Biomarkers of Muscle Damage In
BMD Subjects

21719

EDG-5506 was well tolerated: adverse events were transient, mild and similar to those observed in HVs

21719

Plasma and muscle exposure levels at or above efficacious levels in animal models

21709

Rapid, significant reduction in multiple biomarkers of muscle damage observed after only 2 weeks of
dosing

Preventing muscle damage is anticipated to provide benefit to individuals with dystrophinopathy, both
BMD and DMD

3 4M0)

21709

Phase 2 studies in BMD and DMD are planned
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