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forward-looking statement

Statements we make in this presentation may include statements which are not historical facts and are considered forward-looking within the meaning of Section 

27A of the Securities Act of 1933, as amended, and Section 21E of the Securities Exchange Act of 1934, as amended, which are usually identified by the use of 

words such as "anticipates," "believes," "estimates," "expects," "intends," "may," "plans," "projects," "seeks," "should," "will," and variations of such words or similar 

expressions. We intend these forward-looking statements to be covered by the safe harbor provisions for forward-looking statements contained in Section 27A of 

the Securities Act and Section 21E of the Securities Exchange Act and are making this statement for purposes of complying with those safe harbor provisions. 

These forward-looking statements, including statements regarding the clinical and therapeutic potential of mavacamten and danicamtiv, the availability of data from 

the Phase 3 EXPLORER-HCM study of mavacamten in symptomatic obstructive HCM and the timing of the full-data presentation of the data from the EXPLORER 

study, the full-data presentation of the data from the Phase 2 MAVERICK-HCM study in non-obstructive HCM, the initiation of the SRT study of mavacamten, the 

ability to provide an update on the regulatory path for mavacamten in nHCM, the initiation of a Phase 2 clinical study of mavacamten in HFpEF, the data 

presentation from the Phase 2a study of danicamtiv in DCM patients, the initiation of the Phase 2 study of danicamtiv in genetic DCM patients, the Company’s 

ability to progress mavacamten for non-obstructive HCM and danicamtiv into later stage clinical trials, the availability of data from the Phase 1 study of MYK-224, 

the initiation of a Phase 2 study of MYK-224, the Company’s ability to advance additional research programs into clinical development, and the timing of these 

events, as well as the requirements for registration of the Company's product candidates, reflect our current views about our plans, intentions, expectations, 

strategies and prospects, which are based on the information currently available to us and on assumptions we have made. Although we believe that our plans, 

intentions, expectations, strategies and prospects as reflected in or suggested by those forward-looking statements are reasonable, we can give no assurance that 

the plans, intentions, expectations or strategies will be attained or achieved. Furthermore, actual results may differ materially from those described in the forward-

looking statements and will be affected by a variety of risks and factors that are beyond our control including, without limitation, risks associated with the 

development and regulation of our product candidates, as well as those set forth in our Quarterly Report on Form 10-Q as of and for the three months ended June 

30, 2020, and our other filings with the SEC. Except as required by law, we assume no obligation to update publicly any forward-looking statements, whether as a 

result of new information, future events or otherwise.
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today

Platform strategy 

for aggressive 

value creation 

starting with 

mavacamten and 

danicamtiv*

Q2 
2020

Positive Phase 3; 

NDA submission 

planned for Q1’21 

for mavacamten in 

obstructive HCM

Growing body of data 

fueling pipeline –

new indications AND 

new discoveries

Global rights to 

entire portfolio

World-class team 

focused on our 

mission and vision

* Formerly MYK-491 
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#1 cause of death globally(1)

92M people in the U.S. living with 

some form of heart disease(1)

cardiovascular disease

$316B annual U.S. cost burden(1)

1. PhRMA 2018 report on cardiovascular drug development  |  2. EvaluatePharma as of September 2018; 2010– 2018 compared to 2000–2009 | 

3. CDER Annual New Drug Therapy Approvals 

…yet a DECREASING
rate of therapeutic innovation

<5% of products in development are 

for cardiovascular indications(2)

(23%)
fewer FDA approvals for 

cardiovascular medicines 

compared to prior decade(2)

the GREATEST
global health burden…

1 of 48
NMEs approved by FDA in 2019 

was for a cardiovascular disease 

indication(3)



Precision approach to 

cardiovascular disease
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1

2

3

our strategy… …in action

Apply learnings from clinical 

research to guide future portfolio

Understand underlying cause

Target cardiac muscle proteins to 

modulate function

Segment large patient populations

the MyoKardia solution

Commitment to disease leadership

Growing pipeline guided by a 

cycle of learning



PRECLINICAL PHASE 1 PHASE 2 PHASE 3

Mavacamten

MYK-224

LUS-1

Danicamtiv 

ACT-1
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industry-leading cardiovascular disease pipeline

Obstructive HCM

Non-obstructive HCM

Genetic dilated cardiomyopathy (DCM)

Precision systolic diseases 

(targeted HFrEF)

Precision diastolic 

disease(s)

HCM

HCM and diseases of diastolic and systolic dysfunction

Precision diastolic disease (targeted HFpEF)

Systolic dysfunction and atrial fibrillation



building a position of disease-area 
leadership in HCM
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HCM: a progressive, debilitating disease

Note: All figures approximate; reflect estimated totals  1.  Maron et al, Circulation 1995   |   2.  Maron et al, AJC 2016   |   3.  Maron et al, Circulation 2006

current treatment options are 
inadequate and non-specific

100K
diagnosed(2)

530K 
Undiagnosed

Increased 

mortality

Chronic 

symptoms

Decreased 

functionality
Long-term 

complications
Increasing 

burden

1/3 non-

obstructive 

HCM(3)2/3
obstructive 

HCM(3)

Prevalence 

~1/500(1)



EXPLORER-HCM study: topline data reported May 2020
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Multi-national, randomized, double-blind, placebo-controlled

68 clinical sites

13 countries

108

128 patients enrolled 
from Europe

patients enrolled 
in the U.S.

15 patients enrolled 
from Israel



statistically significant benefits at-a-glance
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Mavacamten
(n=123)

Placebo
(n=128)

P-value

Primary endpoint

Composite functional, n (%) 45 (37%) 22 (17%) 0.0005

Secondary endpoints

Post-exercise LVOT peak gradient, mmHg, 
mean (SD)

-47.2 (40.3) -10.7 (29.6) <0.0001

Peak VO2, mL/kg/min, mean (SD) 1.4 (3.1) -0.05 (3.0) 0.0006

NYHA improved ≥ 1 Class, n (%) 80 (65%) 40 (31%) <0.0001

KCCQ-CSS, mean (SD) 13.6 (14.4) 4.2 (13.7) <0.0001

HCMSQ-SoB score, mean (SD) -2.82 (2.7) -0.85 (2.4) <0.0001

Change from baseline to week 30

KCCQ-CSS = Kansas City Cardiomyopathy Questionnaire Clinical Summary Score

HCMSQ-SoB = Hypertrophic Cardiomyopathy Symptom Questionnaire – Shortness of Breath



meaningful improvements in symptoms and 
functional capacity

peak VO2

Peak VO2

change from baseline to week 30 (n=251)

Mavacamten Placebo

mL/kg/min

mean (SD)
1.4 (3.1) -0.05 (3.0)

p=0.0006

NYHA Class

change from baseline to week 30 (n=251)

Mavacamten Placebo

Improvement of 

≥1 classes
65% 31%

% achieving 

Class I status
50% 21%

symptoms

p<0.0001

of patients on mavacamten met the composite functional endpoint 

vs. 17% of patients on placebo
37% 
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LVOT obstruction was reduced or eliminated 
in a majority of patients

obstruction
Post-exercise LVOT peak gradient 

at week 30

Mavacamten Placebo

Below 50mmHg 
(Threshold for surgery) 

74%
(n=101)

21%
(n=106)

Below 30mmHg  
(Diagnostic criteria for 

obstruction)

57%
(n=113)

7%
(n=113)

p<0.0001

of patients on mavacamten achieved a

“complete response”

asymptomatic (NYHA Class I) 

AND

obstruction reduced to below the 

diagnostic threshold* at Week 30

(vs. 1% of patients on placebo)

27% 

12
*LVOT gradient at rest and provoked; 

30mmHg = guideline-based diagnostic threshold for obstruction



improvements in quality of life measures

HCMSQ-SoB score

change from baseline to week 30
mean (SD)

Mavacamten Placebo

-2.82 (2.7) -0.85 (2.4)

p<0.0001

13

KCCQ-CSS

change from baseline to week 30
mean (SD)

Mavacamten Placebo

13.6 (14.4) 4.2 (13.7)

p<0.0001
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251

mavacamten was well tolerated

low drop out rate (2%)

3 due to adverse events 

(2 mavacamten, 1 placebo)

2 withdrew for other reasons 

(1 mavacamten, 1 placebo)

no participants withdrew due 

to reduced EF or symptoms 

of heart failure 

serious adverse events

Occurred in 10 (8.1%) 

participants on mavacamten vs. 

11 (8.6%) on placebo 

Higher number of SAEs occurred 

on placebo (20) vs. mavacamten

(12)

cardiac SAEs

Occurred in 4 participants on 

mavacamten vs. 4 participants 

on placebo

One sudden death occurred in 

the placebo arm of the study

atrial fibrillation

Events occurred in 8 (6.5%) 

participants on mavacamten vs. 

9 (7.0%) participants on placebo 

2 participants on mavacamten

(1.6%) vs. 4 participants on 

placebo (3.1%) experienced atrial 

fibrillation SAEs

treatment emergent AEs

TEAEs occurred in 108 (87.8%) 

participants on mavacamten vs. 

101 (78.9%) participants on 

placebo



global leadership in HCM care

And moving into ROW

• EU and UK  

• Assessing HCM opportunity and engaging with 

KOLs

• EU regulatory meeting expected Q4 2020 with filing 

in 2H 2021

• China

• Partnership formed with LianBio for China and 

select Asian territories

• MyoKardia maintains significant economic rights 

and influence over global mavacamten brand

• Japan

• Phase 3 study to begin 1H 2021 with local CRO

• Aligned with Japanese regulators on development 

pathway

Starting in the U.S.

• Positive interaction with FDA following topline results

• Submission plans aligned

• Breakthrough therapy designation granted July 2020

• 30-Week EXPLORER-HCM results accepted as late 

breaker at ESC Congress 2020

• NDA submission on track; targeting Q1 2021

15

Aim to provide mavacamten access for 80% of the world’s obstructive HCM population by 2026



expanding the obstructive HCM label with VALOR-HCM
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Can mavacamten reduce the need for invasive SRT procedures? 

VALOR Overview

Differences vs. 

EXPLORER

Includes NYHA Class IV patients

Dose based on echo reading of residual LVOT gradient only

Background therapies allowed, including disopyramide

Primary Endpoint A composite of: 1) the number of subjects who decide to proceed with SRT prior to or at Week 16 & 

2) the number of subjects who remain SRT-guideline eligible at Week 16

Additional Endpoints An assessment of the outcomes at Week 32 compared with Week 16 to demonstrate persistence of 

benefit for subjects in the mavacamten group

Timeline An interim analysis is planned after 50 subjects have completed treatment through Week 16 to assess 

efficacy



tackling heart failure

1

7
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3

2

MYK-224

nHCM

&

HFpEF

gDCM & 

systolic 

dysfunction

and AF

LUS-1

Danicamtiv* 

DCM

Begin with proof-of-

concept validation in a 

targeted population

Apply our precision medicine 

approach to adjacent patient 

populations

Leverage learnings to the 

discovery of new molecules 

and new indications 
1 2 3

Mavacamten

oHCM

ACT-1

a precision platform for accelerating pipeline growth

* Formerly MYK-491 



Left ventricular 

outflow tract

examining mavacamten’s mechanism
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Clinical and nonclinical observations driving further development

Thickened heart 

muscle and septum

Decreased left 

ventricular 

volume

Aorta HCM is caused by an excess number of 

actin-myosin cross-bridges that result in 

increased contractility and impaired relaxation

Mavacamten restores the appropriate number 

of cross-bridges to normalize contractility, 

reduce left ventricular hypertrophy and improve 

diastolic relaxation 
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• Two subgroups showed clinical benefit with meaningful trends across 
multiple endpoints of symptoms, function, circulating and echo biomarkers 

− Elevated filling pressure at baseline (N=25)

− Pre-specified high risk population (N=19)

• Rate of AEs greater in active cohorts than placebo

• SAEs seen at half the frequency relative to placebo

• Reversible reductions in LVEF observed

MAVERICK first study to show clinical benefit in nHCM

Symptoms, function and biomarker improvements 
in patients with greatest impairment at baseline

Generally well tolerated

Biomarkers of wall stress decreased
• NT-proBNP levels decreased with statistical significance (p=0.004) in active cohorts vs. placebo 

EXPLORER further de-risks non-obstructive HCM…



Myocardial diastolic dysfunction
(↓E/A, ↓e’)

Elevated LV filling pressure

(↑NT-proBNP, ↑E/e’)

LV wall hypertrophy, ↓ volume                                 
(↓LVEDV)

Left atrial enlargement
(↑LAV)

Normal or hypercontractility
(↑LVEF, s’)

Myocardial injury & fibrosis
(troponin, LGE, T1 mapping)

Abnormal myocardial energetics
(ECG ischemia)

Shortness of breath
(↑dyspnea index)

Fatigue
(↓peak VO2, ↑NYHA)

Palpitations                                     
(↑atrial fibrillation)

Chest discomfort

Edema

Premature mortality

…as well as targeted segment of HFpEF

PATHOPHYSIOLOGYSYMPTOMS

targeted 
HFpEF
segments

HCM

Patients share common pathophysiology with HCM patients
Established biomarkers enable HFpEF patient identification

21



advancing mavacamten in diseases of 
diastolic dysfunction
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learnings from MAVERICK… …inform our next steps

identification of patients who 
should benefit from mavacamten

appropriate dosing for non-
obstructive patients

utilization of biomarkers of 
treatment effect to guide dosing

Targeted HFpEF

• ~3M patients in U.S. with heart failure with preserved 

ejection fraction (LVEF >55%)

• Subgroup: ~10-20% of broader HFpEF

Non-obstructive HCM
• ~1/3 of the 100K diagnosed HCM patients

Meet with FDA on potential registration 

pathways (2H 2020; pending COVID)

Advance to Phase 2 

(2H 2020; pending COVID)
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Phase 2a data demonstrate increased contractility, 
preserved relaxation and improved left atrial function

• Slight increases in troponin concentrations

• AEs were generally mild/unrelated to study 

treatment

Generally well tolerated

• Stroke volume increased, longitudinal and 

circumferential strain

• Reduced LV dimensions

• Concentration-dependent increases in SET

LV volume and function improved

• No increase in filling pressure

• Little to no impact on diastolic function 

parameters

Diastolic activity preserved

• Reduced LA minimal volume

• Increased emptying fraction

• Marked improvement in LA function index

LA volume and function improved

danicamtiv: an emerging best-in-class profile

Voors, et al, HFA Discoveries 2020



danicamtiv is having a direct effect on myosin
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Dilated 

(distended) left 

ventricle

Thin chamber 

walls

Enlarged 

left atrium

Nonclinical data confirm and explain Phase 2 observations

Myosin and actin bind to generate force and the 

movement of contraction in the heart

In DCM and HFrEF, the left ventricle is too 

distended and weak to pump blood with 

sufficient force to meet the body’s needs

Danicamtiv directly activates myosin in the left 

ventricle and left atrium to increase myosin-

actin engagement while preserving the 

detachment of myosin-actin at the end of 

contraction

Del Rio, et al, HFA Discoveries 2020



following the data into two targeted populations
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LV activity targets biomechanical 
underpinnings of for genetic DCM

LA activation informs our path in 
atrial fibrillation in HFrEF

• 5-year mortality approaches 50% in most 

centers(1)

• Characterized by enlargement of the heart, 

fluid accumulation and shortness of breath

• Mutations present in about 30-40% of DCM 

patients; estimated prevalence of 250,000 to 

500,000 people in the U.S. (2)

Phase 2 planned to begin 2H 2020 in patients 

with genetic DCM (sarcomeric mutations)

1.Levy, et al, NEJM, 2002, Roger, et al, JAMA, 2004 |2. Hershberger, et al; Nature, 2013 3. Sardana, et al, JAHA 20184. Shah, et al, JACC 2017 5. Matthew, et al JACC 2017

• Left atrial volume is an established 

prognostic factor for atrial fibrillation (3)

• Atrial fibrillation co-exists with heart failure 

in ~35% of patients(4)

− Of those, ~70% have 

paroxysmal/persistent AF

• Individuals with afib and HFrEF suffer 

worse symptoms and outcomes, lack 

tolerable therapeutic options(4)

Phase 2 planned to begin 1H 2021 in patients 

with systolic dysfunction and 

paroxysmal/persistent atrial fibrillation



continued momentum across portfolio
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Mavacamten for 
obstructive HCM

EXPLORER 
Data

Initiate VALOR-HCM 
study

Mavacamten for non-
obstructive HCM/HFpEF

Initiate HFpEF
proof-of-concept

Non-obstructive HCM 
regulatory update

Danicamtiv

Phase 2a data 
presentation

Initiate genetic DCM 
Phase 2

ṉ ṉ

Anticipated 2020 milestones

ṉ



thank you


