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UVOD

e Hypertroficka kardiomyopatie (HCM) je komplexni,
myokardu s

heterogenni, casto dédicné onemocnéni
odhadovanou prevalenci 1:200 az 500 jedinct

e Dynamicka obstrukce vytokového traktu levé komory
(LVOT) je ptitomna az u 70 % pacientt
e Pacienti vsak mohou mit ptiznaky i bez obstrukce
LVOT

¢ V soucasné dob¢ neexistuji zadné schvalené 1é¢ebné metody
pro symptomatickou neobstrukéni HCM (nHCM)

e V souladu s tim je potieba najit bezpetnou a ucinnou
1é€bu symptomatickych pacientti s nHCM

Desai MY et al. JACC Heart Fail. 2025 Feb;13(2):358-370

£50ODYSSEY:

Pti¢iny symptomt u nHCM
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Mavacamten: First in Class Cardiac Myosin Inhibitor WGEYsEN

HCM HCM Sarcomere

Sarcomere with Mavacamten
» Hyper contractility * Reduces myosin-actin cross bridges
* Impaired relaxation « Attenuates hypercontractility and
» Altered myocardial energetics improve compliance and energetics

In patients with symptomatic obstructive HCM, mavacamten improved LVOT gradient, QOL, physical functioning
and reduced need for SRT up to 5 years

Also demonstrated favorable cardiac remodeling
Class | indication (ACC/AHA) and Class lla indication (ESC) guidelines in symptomatic obstructive HCM patients
In phase Il trial of nHCM, mavacamten reduced NT-ProBNP and Troponin | (MAVERICK-HCM)

EXPLORER-HCM (Clinicaltrials.gov NCT03470545), VALOR-HCM (Clinicaltrials.gov NCT04349072), MAVERICK-HCM NCT03442764

Desai MY et al. J Am Coll Cardiol. 2022 Jul 12;80(2):95-108, Olivotto et al. Lancet. 2020 Sep 12;396(10253):759-769, Ho et al. J Am Coll Cardiol 2020;75:2649-2660, Arbelo. Eur Heart J 2023;44:3503-3626, Ommen. Circulation 2024;49:e1239-e1311. Garcia-Pavia P et al. Eur Heart J. 2024;ehae579.



| £5ODYSSEY:
Cil studie

ODYSSEY-HCM (NCT05582395) byla randomizovana, dvojité zaslepena, placebem kontrolovana,
multicentricka studie faze 3, ktera hodnotila, zda mavacamten zlepsuje fyzickou kapacitu a zdravotni stav

hlaseny pacientem u symptomatickych dospélych pacienti s neobstrukéni HCM.

Desai MY et al. JACC Heart Fail. 2025 Feb;13(2):358-370



 Multicentricka — 201 center

e V CR 4 centra

FNUSA (prof. Krej¢i) — 2
IKEM (doc. Kubanek) — 5
VEN (doc. Zemanek) — 2
Edumed (dr. Vesely) — 1

Dec 2022 — Mar 2024

£90ODYSSEY:
Enrollment in the ODYSSEY-HCM trial

1043 Patients were screened 463 Patients excluded

443 Did not satisfy all inclusion/exclusion criteria®
16 Didn't sign written informed consent
2 Mo HCM diagnosis
45 Pealk LVOT pressure gradient > 30 mmHg at rest and
> 50 mmHg with provocation.
1 NYHA Class | or IV
106 KCCQ-23 C55 Score »85 at screening
37 LVEF< 60% by core echocardiography laboratary
v 77 Oxygen saturation at rest < 90%
72 Did not meet the laboratory inclusion criteria
48 Met medical conditions in exclusion criteria
2 women who were breastfeeding or pregnant
2 priorfconcomitant therapy of beta blockers, verapamil,
or diltiazem
132 Others

17 Withdrawal by subject
3 Not enrolled for other reasons

-\_\_\_\_‘_‘—\—\_
——_—_—__—___—__—\_
—__—_——_—___—___——h

580 Underwent randomization

‘ 289 Assigned to Mavacamten | 291 Assigned to Placebo
| 288 Received Mavacamten ‘ 290 Received Placebo |
31 Discontinued study drug 4 Discontinued study 17 Discontinued study drug 7 Discontinued study
12 Adverse event 2 Withdrawal by subject 5 Adverse event 3 Withdrawal by subject
2 Withdrawal by subject 1 Death 1 Withdrawal by subject M-B 1 Lost to follow-up
3 Physician decision 1 Other 6 Subject+ request to 1 Death
4 Subject request to discontinue study treatment 2 Other
dizcontinue study treatment 1 Lost to follow-up
7 LVEF permanent 1 Mon-compliance with study
discontinuation criteria met drug
3 Other 3 Other
¥ Y h 4 b4
258 Completed treatment ‘ | 285 Completed study | | 274 Completed treatment | 284 Completed study |

* Some patients may not satisfy more than one inclusion criteria or had several exclusion criteria.

Desai MY et al. JACC Heart Fail. 2025 Feb;13(2):358-370



Vybrana inclusion a exclusion kritéria

£50DYSSEY:

Key Inclusion Criteria

Key Exclusion Criteria

e  Diagnosis of HCM consistent with current ACC/AHA/ESC
guidelines

e Peak LVOT < 30 mm Hg at rest and < 50 mm Hg with
provocation

e New York Heart Association (NYHA) Class Il or Il
e KCCQ-23 CSS Score < 85 at screening
e LVEF >60%

e  Oxygen saturation >90% and respiratory exchange ratio (RER) >
1.0on CPET

e Negative pregnancy test in women of child bearing potential at
screening and randomization

e  NT-proBNP > 200 pg/mL or BNP > 70 pg/mL (if no AF); OR NT-
proBNP > 500 pg/mL or BNP > 150 pg/mL (if Afib/flutter)

e  Any of the following:
I. Elevated cardiac troponin (T or I) > 99th percentile

Il. Evidence of LV diastolic dysfunction (average E/e’ > 14 or
LAVI > 34 mL/m?)

e Infiltrative or storage disorder causing cardiac hypertrophy

e  Paroxysmal or persistent (non-permanent) AF at the time of
screening

e ICD placement or pulse generator change within 2 months prior to
screening or planned ICD

e  Acute HF from 4 weeks prior to screening up to randomization

e  Any severe obstructive/regurgitant valvular heart disease requiring
surgery

e Significant CAD, heart transplant, or implanted LV assist device

e  Patients with mid-cavity obstruction, apical HCM, or post SRT
are not excluded

e  Concomitant use of strong inhibitors of cytochrome P450 (CYP)
2C19

e  Clinically documented LV aneurysm > 2 cm

All inclusion/exclusion criteria confirmed by the relevant core-laboratories

Desai MY et al. JACC Heart Fail. 2025 Feb;13(2):358-370




Design studie

FIGURE 1 Study Design

£90DYSSEY:

Long-term Extension Phase

Randomized Phase

Part A
Double-blind,
Placebo-Controlled Treatment
Up to Week 48

Part B
Placebo to Mavacamten
Treatment Week 48 + 1 Day
Up to Week 96

Part C
Long-term Treatment
Up to Week 156

Mavacamten

120 day
Post-treatment
Follow-up

Mavacamten W EVELE I E

Screening
5 weeks

Echo, Stress Echo,
KCCQ-CSS and CPET
Echo, and KCCQ-CSS

Echo, KCCQ-CSS and CPET

Baseline

Week 96

Week 48
Assessment of primary endpoints

Week 156

Echo, and KCCQ-CSS

| Mavacamten titrated using core-lab measured echocardiographic left ventricular ejection fraction l

Desai MY et al. JACC Heart Fail. 2025 Feb;13(2):358-370



Design studie — 48 tydna £ ODYSSEY:

Mavacamten (n=289)

\4

1,2.5, 5, 10, or 15 mg once a day

Screening
Day -3510
Day -1

Randomized Double-Blind Placebo-Controlled Treatment (48 weeks)
n=580

Matching placebo (n=291)

A4

120-Day follow up
after the last dose of mavacamten

i :
Echo, Stress | >t2rting [ PAVERINSRWE: 11 16 232832 48
echo, CPET, dose
PROs and 5mg QD Transthoracic echocardiograms Echo, CPET,
o Biomarkers o PROs and
Biomarkers

Down titration at weeks 5 and 9
Up titration at 12, 24 and 36 weeks

I Mavacamten titrated using core-lab measured echocardiographic left ventricular ejection fraction I

Desai MY et al. JACC Heart Fail. 2025 Feb;13(2):358-370



Cilove parametry ucinnosti a bezpecCnosti <> ODYSSEY:

e Primarni cilovy parametr - slozeny: Zména od vychoziho stavu do 48. tydne v
e Maximalni spotieba kysliku (pVO2) stanovena pomoci CPET
e Hodnoceni symptomti pomoci KCCQ-23 CSS (rozsah 0 — 100, pricemz vyssi skore znaci lepsi zdravotni stav)
e alespon jeden primarni cilovy parametr musel byt statisticky vyznamny

e Seckundarni cilové parametry: Zmény od vychoziho stavu do 48. tydne v

e Hodnoceni efektivity ventilace pomoci strmosti kiivky minutové ventilace a vydeje oxidu uhli¢itého (VE/VCO2 slope)

Podil ucastnikii se zlepSenim alespoii o 1 tfidu NYHA
NT-proBNP

e Hodnoceni dusnosti pomoci Hypertrophic Cardiomyopathy Symptom Questionnaire Shortness of breath (HCMSQ
SoB) (rozsah 0 — 18, pricemz nizsi skore znac¢i mensi dusnost)

e Bezpecnostni cilove parametry

e Ejekcni frakce levé komory <30 %, <50 %, hospitalizace pro méstnavé srde¢ni selhani, sifova nebo ventrikularni
tachyarytmie a MACE-plus epizody (definované jako amrti z kardiovaskularnich pfi¢in, nefatalni IM, nefatalni CMP,
hospitalizace pro srdec¢ni selhani, hospitalizace pro arytmie nebo adekvatni ICD terapie)

Desai MY et al. JACC Heart Fail. 2025 Feb;13(2):358-370



Baseline charakteristiky €2 ODYSSEY:
Characteristic Placebo (N=291) | Mavacamten (N=289)
Age — yr 55.7+14.4 56.4+14.7
Male sex — no. (%) 166 (57.0) 148 (51.2)
White race — no. (%) 205 (70.4) 195 (67.5)
Duration of nonobstructive HCM disease — yr 10.549.5 10.1+9.0
New York Heart Association functional class

Class Il 202 (69.4) 203 (70.2)

Class Il 89 (30.6) 86 (29.8)
Implantable cardioverter-defibrillator, n (%) 120 (41.2) 113 (39.1)
History of atrial fibrillation— no. (%) 83 (28.5) 97 (33.6)
Background HCM therapy

Beta blocker 226 (77.7) 227 (78.5)

Calcium channel blocker 36 (12.4) 34 (11.8)
Echocardiographic parameters

LV ejection fraction — % 65.7+4.0 65.8+4.0

Left atrial volume index — mL/m2 43.2+14.5 43.7+16.9

Max LV Wall Thickness — mm 20.7£3.9 21.0+4.3

Average E/e’ 13.5+5.4 13.1+5.7

pVO2 — ml/kg/min 17.945.5 18.445.9
VE/NCO2 — slope 37.1+8.6 36.8+8.6
KCCQ-23 CSS - points 57.5+19.1 56.3+20.7
HCMSQ SoB — points 5.6+3.2 6.0+3.2
Median NT-proBNP (IQR) — ng/L 832 (458, 1624) 1028 (485, 1784)
Median high sensitivity cardiac troponin | (IQR) — ng/L 28.1 (14.4, 110.9) 29.5 (14.1, 81.1)

Desai MY et al. JACC Heart Fail. 2025 Feb;13(2):358-370



Vysledky

£90ODYSSEY:

Table 2. Primary and Secondary Efficacy End Points at Week 48 in the Randomized Population.

End Point

Primary efficacy end points

Change in peak oxygen uptake — ml/kg/minf [0 = 0.066
Least-squares mean (95% Cl)

Change in KCCQ-CSS p= 0.056
Least-squares mean (95% Cl)

Secondary efficacy end points

Change in the slope of minute ventilation divided by carbon
dioxide production

Least-squares mean (95% Cl)
Change in NT-proBNP level|

Geometric mean ratio of level at wk 48 to level at baseline
(% coefficient of variation)

95% CI

Improvement of at least one NYHA functional class level
No. of patients (%)

Change in HCMSQ shortness-of-breath score

Least-squares mean (95% Cl)

Mavacamten
(N=289)

0.52 (0.09 to 0.95)

13.1 (10.7 to 15.5)

~0.64 (-1.84 to 0.55)

0.42 (5.84)

0.37 to 0.47

105 (36.3)

~1.8 (-2.2to-1.4)

Placebo
(N=291)

0.05 (~0.38 to 0.47)

10.4 (8.0 to 12.8)

0.16 (-1.02 to 1.34)

1.02 (5.66)

0.91to1.13

92 (31.6)

-1.1 (-1.5t0 -0.7)

Difference
(95% CI)*

0.47 (-0.03 to 0.98)7

2.7 (-0.1t0 5.6)%

~0.81 (-2.21 to 0.60)

0.41 (0.36 to 0.47)

5.0 (2.3 to 12.2)%**

0.7 (-1.2t0 -0.2)

P=0.06 for the change in the 23-item Kansas City Cardiomyopathy Questionnaire clinical summary score (KCCQ-CSS) and P=0.07 for the
change in peak oxygen uptake. To show statistical significance, a P value of less than 0.04 was required for the change in KCCQ-CSS and a
P value of less than 0.01 was required for peak oxygen uptake. Neither objective was met, and the graphical testing plan was stopped. No
further P values are provided. The graphical testing plan is shown in Figure S2. Desai MY et al. N Engl J Med 2025;393:961-972



Primarni endpointy

A Change in Peak Oxygen Uptake

Least-squares mean difference,

0.47 (95% Cl, ~0.03 to 0.98)
194
ly 18 w4~ %
£ 36- 47
£ o
2_ =
é? T T T T T
T 23 0 12 24 36 48
Q
5 -
o
D 20- Mavacamten 3
c o ']
S 164 Placebo
-
>
O 12
-
(1]
g s
S
Q 4-
=
D_
I | I I I
0 12 24 36 48

Weeks since Randomization

£90DYSSEY:

B Change in KCCQ-CSS
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Sekundarni endpointy

A Slope of VE/VCO,
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Bezpecnostni udalosti

Placebo (N=290)

Mavacamten (N=288)

Total Treatment Emergent Adverse Events (TEAES) 239 (82.4) 250 (86.8)
TEAES leading to treatment interruption 15 (5.2) 42 (14.6)
TEAES leading to drug discontinuation 8 (2.8) 15 (5.2)
TEAES leading to death 1(0.3) 1(0.3)
Total Serious Adverse Events (SAES) 44 (15.2) 55 (19.1)
Cardiac and Vascular Disorders 21 (7.2) 31 (10.8)
Congestive heart failure 5(1.7) 19 (6.6)
Atrial tachyarrhythmias 10 (3.4) 12 (4.2)
Ventricular tachyarrhythmias 1(0.3) 3(1.0)
Hypertension 2 (0.7) 0
Nervous system disorders 6 (2.1) 9(3.1)
Cerebral infarction 0 2 (0.7)
Cerebrovascular accident 1(0.3) 2 (0.7)
Syncope 2 (0.7) 2 (0.7)
Cerebral hemorrhage 0 1(0.3)
Seizure 1(0.3) 1(0.3)
Transient ischemic attack 1(0.3) 1(0.3)
Ischemic stroke 1(0.3) 0
Major adverse cardiac events plus 17 (5.9) 27 (9.4)

Major adverse cardiac events plus include cardiovascular death, non-fatal myocardial infarction, non-fatal stroke, hospitalization for heart

failure, hospitalization for arrhythmias, or appropriate implantable cardioverter-defibrillator (ICD) therapy.

£20ODYSSEY:

Desai MY etal. N Engl J Med 2025;393:961-972



. £2ODYSSEY:
Bezpecnost

e K preruseni 1é¢by hodnocenym Iékem nebo trvalému ukonceni 1é¢by doslo u 42 (14,6 %) a 15 (5,2

%) pacientt 1éCenych mavacamtenem a u 15 (5,2 %) a 8 (2,8 %) pacientii 1é¢enych placebem

e Ejekeni frakce levé komory (LVEF) < 50 % se vyskytlau 62 (21,5 %) pacientt 1€Cenych
mavacamtenem oproti 5 (1,7 %) pacientim léCenym placebem, zatimco < 30 % bylo pozorovanou 7 (2,4

%) pacientl ve skupiné s mavacamtenem a u zadného ve skupiné s placebem

Desai MY etal. N Engl J Med 2025;393:961-972



Dali poznatky a limitace studie > ODYSSEY:

e Davkovani mavacamtenu bylo fizeno mési¢nimi méfenimi LVEF s vyuzitim farmakokinetického a
farmakodynamického modelovani

e Teméf polovina pacientl (49,1 %) dostavala v konecné davce 10 mg nebo 15 mg, zatimco 9,3 % dostavalo
davku 1 nebo 2,5 mg

e Titracni schéma zalozen¢ na LVEF ve studii ODYSSEY-HCM pravdépodobné vysvétluje 21,5% incidenci
LVEF <50 %, ktera se po preruseni 1écby mavacamtenem restituovala

e  Populace studie méla delsi anamnézu HCM a pokrocilejsi onemocnéni

e Pacienti s placebem vykazovali primérné 10 bodové zlepseni v KCCQ-23 CSS, pravdépodobné v

vvvvvv

e Primarni vysledky reflektuji 48 tydnii 1écby a nezahrnuji Zadne dlouhodobé¢ tdaje

Desai MY etal. N Engl J Med 2025;393:961-972



- £50DYSSEY:
averem

e Reverzibilpis dku strategie

titra

e Prob #1, oiomarker(l a budouci podrobna analyza respondenti dale osvétli

mozny cnNU u vybrané skupiny pacientii s N(HCM

Desai MY et al. N Engl J Med 2025;393:961-972



