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Flowchart on the management of left ventricular outflow tract obstruction
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Recommendations for Pharmacological Management of Symptomatic Patients With Obstructive HCM

Referenced studies that support the recommendations are summarized in the

LOE

RECOMMENDATIONS

B-NR

1. In patients with obstructive HCM and symptoms* attributable to LVOTO, nonvasodilating beta blockers,
titrated to effectiveness or maximally tolerated doses, are recommended.’ ?

2. In patients with obstructive HCM and symptoms* attributable to LVOTO, for whom beta blockers are

. For patients with obstructive HCM who have persistent symptoms* attributable to LVOTO despite beta

blockers or nondihydropyridine calcium channel blockers, adding a myosin inhibitor (adult patients only),
or disopyramide (in combination with an atrioventricular nodal blocking agent), or SRT performed at
experienced centers,§ is recommended.”"*

experienced centers,§ is recommended.” ™

C-LD

4. For patients with obstructive HCM and acute hypotension who do not respond to fluid administration,
intravenous phenylephrine (or other vasoconstrictors without inotropic activity), alone or in combination
with beta-blocking drugs, is recommended.'”

2b

C-EO

5. For patients with obstructive HCM and persistent dyspnea with clinical evidence of volume overload and
high left-sided filling pressures despite other HCM GDMT, cautious use of low-dose oral diuretics may be
considered.

Ommen et al. Circulation 2024
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Mavacamten for treatment of symptomatic obstructive
hypertrophic cardiomyopathy (EXPLORER-HCM):
arandomised, double-blind, placebo-controlled, phase 3 trial

lacopo Olivotto, Artur Oreziak, Roberto Barriales-Villa, Theodore P Abraham, Ahmad Masri, Pablo Garcia-Pavia, Sara Saberi, Neal K Lakdawala,
Matthew T Wheeler, Anjali Owens, Milos Kubanek, Wojciech Wojakowski, Morten K Jensen, Juan Gimeno-Blanes, Kia Afshar, Jonathan Myers,
SheilaM Hegde, Scott D Solomon, AmyJ Sehnert, David Zhang, Wanying Li, Mondira Bhattacharya, Jay M Edelberg, Cynthia Burstein Waldman,
Steven | Lester, Andrew Wang, Carolyn Y Ho, Daniel Jacoby, on behalf of EXPLORER-HCM study investigators™
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VALOR-HCM: Changes in Surgical Candidacy and NYHA Class

Surgical Candidacy NYHA Class Improvement

100 At Week 56
93%
100%

11% 9%

Baseline Week 16 Week 32 Week 56

Original Mavacamten
Group (N=56)

100%

% of Patients

Baseline Week 16 Week32 Week 56 At least 1 At least 2 At least 1 At least 2
Placebo Crossover Original Mavacamten Group Placebo Crossover Group
Group (N=52) (56 week exposure, N=56) (40 week exposure, N=52)

Desai et al. JAMA Cardiol 2023



A Change in Peak Resting Left Ventricular Outflow Tract Gradients
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SEQUOIA HCM: Changes in Candidacy to Septal Reduction Therapy
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Explorer LTE-Change in efficacy measures from baseline through week 120
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* Mavacamten was associated with sustained improvements from baseline in echocardiographic
parameters, including E/e’ average, and NT-proBNP

* Mean LVEF remained within the normal range at all study visits

Baseline is defined as last non-missing measurement before the first dose of mavacamten in MAVA-LTE. Data presented are mean (SD) unless otherwise stated. Dotted line in LVEF figure represents the
threshold for normal ejection fraction. BL, baseline; E/e’, ratio between early mitral inflow velocity and mitral annular early diastolic velocity; IQR, interquartile range; LTE, long-term extension; LAVI, left
atrial volume index; LVEF, left ventricular ejection fraction; LVOT, left ventricular outflow tract; NT-proBNP, N-terminal pro B-type natriuretic peptide; SD, standard deviation



The Mavacamten REMS Program: Results From 10 Months Post-Launch
Overview of Patient Demographics and Patient Status

Forms Completed'’

REMS data collection is designed to assess that the required safe use conditions have been met, and does
not provide robust clinical data on safety, efficacy, or outcomes. Provider discretion is advised.

Patient demographics (N=1866)

>61 yrs. old

(n=1153)
61.8%

18-40
yrs. old
(n=142)
7.6%

Of the 1866 active patients in the US in this study,
733 (39.3%) were male and 1131 (60.6%) were female

Patient Status Forms completed

1866 unique patients received CAMZYOS
(mavacamten)

1524 unique patients with Patient Status Forms submitted*

141 (9.3%) patients
HCP did not authorize to continue

43 (2.8%) patients’ 17 (1.1%) patients’ 86 (5.6%) patients
Decrease in LVEF to Heart failure event requiring Other reason
<50% hospitalization (not reported)

During the reporting period, 5527 PSFs were expected;
of these, 5094 (92.2%) were received and 433 (7.8%) were outstanding

*Completed by a certified HCP or designee. 5 patients experienced both LVEF <50% and clinical heart failure.
HCP=healthcare provider; LVEF=left ventricular ejection fraction; PSF=patient status forms; REMS=Risk Evaluation and Mitigation Strategy; yrs=years.

1. Martinez MW, et al. Presented at ACC 2024. Poster 1075-07.



Mavacamten Favorably Impacts Cardiac Structure in Obstructive HCM
EXPLORER-HCM Cardiac Magnetic Resonance Substudy Analysis
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Cardiac Myosin Inhibitors may improve
diastole by countering multiple mechanisms

* Excess availability of ON state(s) myosin heads, with elevations in residual cross-
bridges hindering compliance and filling.

e Biochemical events prolonging cross-bridge detachment
e Alterations in Ca2+ handling resulting in elevated diastolic levels

e Structural remodeling (e.g., fibrosis)

Modified from Nag et al., Sci. Adv. 9, eabo7622 (2023) 28 July 2023



Mavacamten rescues increased myofilament calcium sensitivity and
dysregulation of Ca*" flux caused by thin filament hypertrophic
cardiomyopathy mutations
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Patient Functional Class and Angina Symptoms

- Washout Patients with Angina at Baseline (N = 14)
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56% of all patients demonstrated functional improvement of > 1 NYHA class and 25% patients were completely
asymptomatic

Mean reduction in angina frequency score of 14.3 points - translates to a reduction in the frequency of angina from
daily or weekly, to weekly or monthly.

Masri et al J Card Fail 2024



Cardiac Biomarkers

Proportional Change from Baseline in Cardiac Biomarkers
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e Patients were found to have 2

* Mean relative reduction in high-
sensitivity cardiac Troponin of 21%
by Week 10 by -24.8 ng/L (73.53)

* Mean relative reduction NT-
proBNP of 55% by Week 10 by -
869.7 pg/mL (969.65)

Masri et al J Card Fail 2024



Design of ODYSSEY-HCM: A Phase 3 Randomized Placebo-controlled Study to Assess the Efficacy and Safety of
Mavacamten in Patients with Symptomatic Non-obstructive Hypertrophic Cardiomyopathy (nHCM)

Milind Desai' MD MBA, Anjali Owens2 MD, Kathy Wolski' MPH, Pablo Garcia-Pavia® MD PhD, Theodore Abraham* MD, Christina Sewell' RN, Ronald Aronson5 MD,
Thomas Rano® PhD, Victoria Florea® MD, Steven Nissen MD', lacopo Olivotto MD8

1Cardiovascuar Medicine, Cleveland Clinic, Cleveland, OH, USA; 2Center for Inherited Cardiac Disease, University of Pennsylvania, Philadelphia, PA, USA,3Department of Cardiology of Hospital Universitario
Puerta de Hierro, Madrid, Spain., “UCSF HCM Center of Excellence, University of California at San Francisco San Francisco, CA, USA 5Bristol Myers Squibb, Inc., Lawrence Township, NJ, USA, éCardiovascular

Medicine, University of Florence, Florence, Italy

The purpose of ODYSSEY-HCM is to assess the
efficacy and safety of mavacamten in patients with
symptomatic nHCM, a population for whom no
disease-specific drug therapy is approved.

Study Design: Phase 3, randomized, double-blind,
placebo-controlled, multi-center, international clinical
trial.

Sample Size: 420 participants

Study Periods: Screening up to 5 weeks followed by
Part A, placebo-controlled double-blind treatment;
Part B, placebo-cross-over treatment, and Part C,
long-term treatment and follow-up. After the last dose
of study drug in Part C, participants are followed for
120 days.

Dual Primary Endpoints: Change from baseline to
Week 48 in Kansas City Cardiomyopathy
Questionnaire Clinical Summary Score (KCCQ-CSS)
and peak oxygen consumption (pV02).

Key Secondary Endpoints: Change from baseline
to Week 48 in the slope of the ratio of minute
ventilation to carbon dioxide production (VE/VCO2),
N-terminal pro brain natriuretic peptide (NT-proBNP),
cardiac troponin-T (cTn-T), and the proportion of
participants with improvement by least 1 category of
New York Heart Association Functional Class
(NYHA).

Safety Endpoints: Any cardiovascular death,
non-fatal myocardial infarction, non-fatal stroke,
hospitalization for heart failure, hospitalization for
arrhythmias or appropriate defibrillator therapy.

Key Inclusion Criteria: Adults with symptomatic
nHCM 218 years of age, NYHA Class II-ll,
KCCQ-CSS < 85, left ventricular ejection fraction
(LVEF) 2 60%, able to achieve pVO2 on
cardiopulmonary exercise test (CPET), and
elevated NT-proBNP and cTn-T.

Study Conduct: During Parts A and B, the dose
of study drug will be titrated according to values
of LVEF obtained at visit intervals determined by
PK/PD modelling that provided the best balance
between efficacy and safety. Echocardiograms
and CPETSs will be analyzed by core laboratories.
Investigators and participants will be blinded to
the results of these tests and to study drug and
dose.

Screening ||

Part A

l Long-Term Extension l

Part B

Part C 120-day

5 weeks

Day 1

Placebo controlled
double-blind treatment
Day 1 - Week 48

/ Mavacamten

-

Placebo

Placebo cross-over
treatment
Week 48+1 Day
up to Week 96

Mavacamten

Post-treatment
follow-up period

Long-term treatment &
follow-up
up to 156 Weeks

Mavacamten

Week 48
Assessment of Primary Endpoints

Week
156

Week
96

Enroliment in ODYSSEY-HCM has been
completed

Completion of enrollment of participants with
symptomatic nHCM supports the use of the
ODYSSEY-HCM study design to assess
efficacy and safety of new therapies that
require close monitoring in this population.




A Phase 3, Multicenter, Randomized, Double-blind Trial to Evaluate the Efficacy and Safety of Aficamten
Compared with Placebo in Adults with Symptomatic Non-obstructive Hypertrophic Cardiomyopathy

Ahmad Masri', Theodore P. Abraham? Michael Arad®, Melissa Burroughs?, Caroline J. Coats®, Edileide de Barros Correia®, Juan Pablo Costabel, Perry Elliott?, Jorge E
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The fundamental pathophysiologic abnormal\ly under\ymg hypemcpmc

1y (HCM) is
cardiac hypemophy impaired relaxation, and altered myocarma\ energetics.
Patients with non-obstructive HCM (nHCM) have limited therapeutic options.
. i is a next: I ll-molecule allosteric cardiac myosin inhibitor
that decreases cardiac hypercontractility by selectively and reversibly inhibiting
cardiac myosin (Figure 1).!

igure 1. Aficamten mechanism of action
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Note: Aficaten is an investigational agent that is not approved by any reguiatory agency, including the US FDA. s safety and
effcacy have not been estabished.
'ADP, adenosine diphosphate; ATP, adenosine tiphosphate; P, inorganic phosphate.

+ In the Phase 2 REDWOOD-HCM trial (Cohort 4), 10 weeks of treatment with
aficamten was well tolerated in 41 participants with symptomatic nHCM, and
with a reassuring safety profile.2
~ Echocardiogram-based dose titration led to a 10.6-point improvement

in mean KCCQ-CSS, with 55% of participants experiencing =1 NYHA
functional class (FC) improvement.
— Overall, LVEF decreased by 5.4% by Week 10, which reversed during a
2-week washout period, with no treatment-related serious adverse events.
— From baseline to Week 10, there was a 22% reduction in hs-cTnl and a
56% reduction in NT-proBNP.

ACACIA-HCM Study

+ The data from the Phase 2 study confirmed support for further evaluation

of aficamten in participants with symptomatic nHCM in the Phase 3 trial,
ACACIA-HCM (Assessment Comparing Aficamten to Placebo on Cardiac
Endpoints In Adults with Non-Obstructive HCM).

The trial will evaluate the effect of 236 weeks (up to 72 weeks) of treatment
with aficamten on health status, cardiac biomarkers, cardiac remodeling, and
clinical outcomes in participants with symptomatic nHCM.

Study Schema

+ Phase 3, randomized, placebo-
controlled, double-blind trial of

aficamten in participants with PARTICIPANTS: symptomatic nHCM

Figure 2. ACACIA-HCM: Study schema
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Study Drug

« Aficamten or placebo will be administered orally once per day (QD).

Al participants will start on 5 mg aficamten QD, with the potential to escalate
through 10, 15, and 20 mg QD. Dose adjustments will be driven by blinded,
site-read echocardiograms at 2-week intervals (Weeks 2, 4, and 6)

(Tables 1 and 2).

Table 1. Titration period dose titration
Dose 2*

Dose 3* Dose 4°
(Week 4) (Week 6)

Dose 1
(Starting Dot
| a(nng1 e (Week2)

LVEF 260% on e Next higher dose, Next higher dose, Next higher dose,
echocardiogram mg 10 mg max 15 mg max 20 mg max

#Afer a dose is downtirated, no further uptiraton is peited. f LVEF <50% on 5 mg, participants wil receive placebo.

Table 2. Echocardiogram criteria for scheduled dose titration
=

Increase dose (Weeks 2, 4, and 6 only)
0% to <60% Remain on the same dose

b does iy v
ECCR oo cimin e 50

Procedures

Primary and at Week 36 (Figure 2)
After Week 36 (Part 1), participants can continue in the same arm

until Week 72 (Part 2) until the last randomized patient has completed
follow-up at Week 36; after that, participants can roll over into a long-term
OLE study.

When participants exit the study, they will have an end-of-treatment visit
followed by a 4-week washout period, after which they will have a repeat
echocardiogram, clinical examination, and blood work (end of study).

ndary endpoints will be

we
St 1ead ocused echocardografor aton i (sce crerion). Acami dcserange 5-20 g et o ey ot o
ion; W, Wes

Statistical Power

+ The study will randomize ~420 participants in a 1:1 ratio, providing >90%
power to detect a difference in the mean KCCQ-CSS of 5 (SD 15) between
the 2 treatment arms, with a 2-sided type | error of 0.05 and an assumed
10% rate of missing data.

ENDPOIN

Primary Endpoint
+ Change from baseline to Week 36 in KCCQ-CSS
Secondary Endpoints

+ Change from baseline to Week 36 in:
— Composite of 2 Z-scores of CPET parameters: pvO, and VE/VCO, siope
— Proportion of participants with 21 class improvement in NYHA FC

— NT-proBNP

~ Left atrial volume index

Time to first event for the composite of

death, heart

LVAD, aborted sudden cardiac death, non-fatal stroke, heart failure hospitalization,
or cardiac arthythmia (atrial fibrillation or ventricular tachyarrhythmia) requiring
treatment or hospitalization

Safety Endpoints

+ Incidence of adverse events
* Incidence of LVEF <50% and worsening HF and/or 30% increase in NT-proBNP
« Incidence of LVEF <40%

ituto Cardiovascular de Buenos Aires, Buenos Aires, Arge arts Heart Centre and University Colle
Carstre Sclenifco (RCCS). Florsace iy pereiman Schoolof Medicine o th University rixt
ind Women's Hosg ard Medical School, Boston, MA, U

Key Criteria

Key ion Criteria
e years of age « Significant valvular heart disease
« LVOT-G <30 mmHg at restand <50 mmHg ~ * Infiltrative, genetic, or storage disorder

with provocation causing cardiac hypertrophy that mimics
nHCM

+ BMI <40 kg/m?

+ Symptomatic (NYHA FC IVIll) nHCM
+ KCCQ-CSS score 230 and <85

« LVEF 260%

+ Current >70% coronary artery stenosis

+ History of
— LV systolic dysfunction (LVEF <45%)
~ Syncope, symptomatic ventricular

arthythmia, or sustained ventricular

+ CPET: Respiratory exchange ratio >1.00; tachyarrhythmia with exercise within

PVO, <90% of age and sex predicted 3 months
maximum — Resistant hypertension
* NT-proBNP: + Inability to exercise on a treadmill or bicycle

— 2300 pg/mL or 2900 pg/m if in AFF
— Black participants: 2225 pg/mL_ or
2675 pg/mLif in AFF + Prior treatment with aficamten or, within the
last 3 months, treatment with mavacamten

+ Oxygen saturation reading <90%

« Hemoglobin 210 g/dL
« Beta-blocker use stabilized >2 weeks

- Septal reduction therapy within 6 months
of screening

Trial Status and Locations
+ The trial is currently enrolling participants.
+ ~150 international sites are planned worldwide in 20+ countries.

SUMMARY

+ ACACIA-HCM is a pivotal Phase 3 trial evaluating aficamten for nHCM.
« The trial is ongoing, with participation worldwide.
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STAGE I:
Nonhypertrophic

STAGE 2:
Classic phenotype
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AF: rhythm control
STAGE 3: Ranolazine
Adverse remodeling Heart failure treatment
Myectomy/ASA

AF: rate control
Heart failure treatment
(ARNI? SGLT2i?)

STAGE 4: CRT
Overt dysfunction LVAD
Heart transplant



«A treatment becomes standard when one
must consider when NOT to give it, rather
than when to give it»

Claudio Rapezzi
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