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L’obstruction dans les CMH

2022
JACCSTATE-OF-THE-ART REVIEW

Management of Hypertrophic @
Cardiomyopathy V'

EBAC
JACC State-of-the-Art Review

Barry J. Maron, MD,* Milind Y. Desai, MD," Rick A. Nishimura, MD; Paclo Spirito, MD," Harry Rakowski, MD,*
Jeffrey A. Towbin, MD,' Joseph A. Dearani, MD* Bthan J. Rowin, MD," Martin §. Maron, MD, Mark V. Sherrid, MD"
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Prise en charge des CMH obstructives

1. Comprendre le mécanisme et quantifier ’obstruction

2. Prescrire un traitement adapte
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Mécanisme de ’obstruction sous-aortique

@ hypertrophie septale sous aortique

@ chambre de chasse de taille réduite

@ déplacement antérieur des piliers

SYSTOLE @ ¢longation du feuillet antérieur

@ hypercontractilitée VG
@ effet Venturi

@ mouvement antérieur de la mitrale (SAM)
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Mécanisme de ’obstruction sous-aortique
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Quantification de ’obstruction intra-VG

Manceuvres de Valsalva assis et penché en avant

Puis debout

Echocardiographie d’effort chez patients symptomatiques
Echocardiographie dobutamine contre-indiquée

¢ & ¢ ¢

Y - ,v = ,v 1 M ‘!{

Gdt max 35 mmHg Gdt max 85 mmHg

basal Valsalva

@ Obstruction = gradient maximal 2 3S0mmHg
@ Indication thérapeutique = gradient maximal > 50 mmHg
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Diagnostic difféerentiel

Recommendation Table 16 — Recommendation for
evaluation of left ventricular outflow tract obstruction

Recommendations Class® Level® me mb rane /
Transoesophageal echocardiography should be diaphragme sous-aortique

considered in patients with HCM and LVOTO if the

mechanism of obstruction is unclear or when

assessing the mitral valve apparatus before a septal lla C

reduction procedure, or when severe mitral
regurgitation caused by intrinsic valve abnormalities

. 599-602
is suspected.
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Cas particulier 1: CMO + sténose aortique

@ Patiente de 86 ans

@ CMO connue + RA minime @ Obstruction = gradient maximal = 70 mmHg
@ Echec d’alcoolisation en 2020 @ gradient maximal Valsalva = 100 mmHg

@ NYHA 3 malgré Propranolol 160 mg/]j @ Gradient aortique moyen = 45 mmHg

@ NT-proBNP = 1450 ng/1

Gradient maximal = 100 mmHg

@ TAVI janvier 2025
o Début mavacamten février 2025
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Cas particulier 2: CMO + Insuffisance mitrale

@ Patiente de 75 ans @ Aggravation récente

@ Jusqu’alors asymptomatique ¢ NYHAS3

@ CMO connue stable sous betabloquants @ NT-proBNP = 2500 ng/1
@ Mutation MYBPC3

Gradient maximal = 66 mmHg

Gradient maximal = 12 mmHg

|

@ Obstruction = gradient maximal = 66 mmHg @ Obstruction = gradient maximal = 15 mmHg
@ PVM avec IM minime IM sévere par PVM avec rupture de cordages

C
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Cas particulier 2: CMO + Insuffisance mitrale

e Centre de Référence [
. . o : : £= o
»&l’ (Alx Marseille A& Constitutif des FACULTE DE MEDECINE =8
= Cardiomyopathies DE MARSEILLE ol



Traitement des CMH obstructives

1. Comprendre le mécanisme et quantifier ’obstruction

2. Prescrire un traitement adapte
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Traitement des CMH obstructives

v' Traitement « classique » béta bloquants, inhibiteurs calciques, disopyramide
v" Alcoolisation septale
v' Chirurgie myomectomie
v" Inhibiteurs de la myosine
@ E S C 6 American
Heart
European Societ\f Association.
of Cardiology
2024 AHA/ACC/AMSSM/HRS/PACES/SCMR
2023 ESC Guidelines for the management Guideline for the Management of Hypertrophic
of cardiomyopathies Cardiomyopathy: A Report of the American Heart
Developed by the task force on the management of Association/American College of Cardiology
cardiomyopathies of the European Society of Cardiology (ESC) Joint Committee on Clinical Practice Guidelines

Developed in Collaboration With and Endorsed by the American Medical Society for Sports Medicine, the Heart Rhythm Society,
Pediatric & Congenital Electrophysiology Society, and the Society for Cardiovascular Magnetic Resonance
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Les bétabloquants

Non-vasodilating beta-blockers, titrated to
v Peu de preuves .

@ESC

European Society

maximum tolerated dose, are recommended as

v BB non vasodilatateurs first-line therapy to improve symptoms in patients of Cardiology
with resting or provoked® LVOTQ.53"17633:648-650
v AMM en France _ _ _
1. In patients with obstructive HCM and symptoms”
attributable to LVOTO, nonvasodilating beta

> P rop ranolol blockers, titrated to effectiveness or maximally d American

> N adOlOl tolerated doses, are recommended.’? Resociation.

» Pindolol

Average Reduction of LVOT

Randomized Trial of Metoprolol in E
Patients With Obstructive
Hypertrophic Cardiomyopathy

Anne M. Dybro, MD,*® Torsten B. Rasmussen, MD, PuD,*" Roni R. Nielsen, MD, PuD,*" Mads J. Andersen, MD, PuD,*
Morten K. Jensen, MD, PuD,” Steen H. Poulsen, MD, DMSc™"
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X : Gradient During Metoprolol
Reduce Degree of Exertional No Change in Maximum Treatment
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Les inhibiteurs calciques bradycardisants

Verapamil or diltiazem, titrated to maximum

VERAPAMIL tolerated dose, are recommended to improve
symptoms in symptomatic patients with resting or

@ESC

European Society
of Cardiology

Débuter 40 mg 2 ou 3/jour, jusqu’a 480 mg/jour

provoked® LVOTO who are intolerant or have
633,637-641

contraindications to beta-blockers.

DILTIAZEM
Débuter 60 mg 2 ou 3/jour, jusqu’a 360 mg/jour

2. In patients with obstructive HCM and symptoms* d
attributable to LVOTO, for whom beta blockers are American
ineffective or not tolerated, substitution with " Aesaiation.
nondihydropyridine calcium channel blockers
(eg, verapamil,t diltiazem#) is recommended.*®

Attention si obstruction trop importante
(Gmax > 100 mmHg) ou HTP

7. For patients with obstructive HCM and severe dys-

pnea at rest, hypotension, very high resting gradients d
C-LD v American

(eg,>100 mm Hg), as well as all children <6 weeks Heart
of age, verapamil is potentially harmful.*'® Assoctation.
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Le disopyramide

Dis.op),/ramide,d titrated to maximum tolerated dose,

v' 400-600 mg/J is recommended in addition to a beta-blocker (or, if @
. . this is not possible, with verapamil or diltiazem) to ES C _
v' Attention surveillance du QT . N . . European Society
improve symptoms in patients with resting or of Cardiology
.. provoked® LVOTQ.6327634
v" Association avec un bloqueur du NAV
it Trestmens Oy Disopyramide, titrated to maximum tolerated dose,
. r— ‘ may be considered as monotherapy in patients who
— ‘ _ are intolerant to or have contraindications to c @ E SC
;f = T 5 beta-blockers and verapamil/diltiazem to improve European Society
] ] N f Cardiol
é 7l I T ' g symptoms in patients with resting or provoked* o ardiology
. s0 LVOTO.%**
= L]
. L]
Mledlesl Treatmest Ouly Regulred Mea-Pharmacalagic
Mo Imvasive Intervendion (n=78) Imvasive Imlervendion (n=411) 3. FOF patlentS W|th ObStrUCtIVG HCM WhO haVe
i 23 et peb persistent symptoms” attributable to LVOTO despite ( ’ _
2 beta blockers or nondihydropyridine calcium fAmerican
E 15 channel blockers, adding a myosin inhibitor (adult Associations
5 19 patients only), or disopyramide (in combination
=051 ' - with an atrioventricular nodal blocking agent),
0- o C ' or SRT performed at experienced centers,§ is
Initial Diso Initial Diso recommended.’4

Sherrid 2005 JACC 2005;45:1251
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Les Inhibiteurs de la myosine

Cardiac myosin ATPase inhibitor (mavacamten),
titrated to maximum tolerated dose with

MAVACAMTE N ® echocardiographic surveillance of LVEF, should be @ E s C
considered in addition to a beta-blocker (or, if this is lla European Society
not possible, with verapamil or diltiazem) to improve of Cardiology
symptoms in adult patients with resting or provoked®
LVOTO 622642646

Mayscamien Cardiac myosin ATPase inhibitor (mavacamten),

titrated to maximum tolerated dose with

echocardiographic surveillance of LVEF, should be
Sarcomere dans un Coeur CMH Sarcomeére dans un Coeur CMH avec mavacamten idered h i ic adul
considered as monotherapy in symptomatic adult lla E S C

patients with resting or provoked® LVOTO (exercise European Society
of Cardiology

or Valsalva manoeuvre) who are intolerant or have

contraindications to beta-blockers, verapamil/

diltiazem, or disopyramide.¢?2¢%4-¢46

3. For patients with obstructive HCM who have
persistent symptoms™ attributable to LVOTO despite
beta blockers or nondihydropyridine calcium d
channel blockers, adding a myosin inhibitor (adult American
patients only), or disopyramide (in combination ::g;ation’
with an atrioventricular nodal blocking agent),
or SRT performed at experienced centers,§ is
recommended.” "

11. In pregnant women, use of mavacamten is

ey contraindicated due to potential teratogenic effects.
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Inhibiteurs de la myosine — Mavacamten

EXPLORER-HCM: study design™?

Patients with LVOT gradient > 50 mm Hg and NYHA class Il to Ill symptoms, LVEF > 55%, were randomized 1:1 to receive
once-daily oral mavacamten (starting dose of 5 mg with a 2-step dose titration) or placebo for 30 weeks

Screening Double-Blind Placebo-Controlled Treatment Post- Long-Termd
35 days 30 weeks Treatment Extension Study
8 weeks (MAVA-LTE)

Mavacamten
2.5, 5,10, or 15 mg QD

Enrolled
I N = 251 I - s s - ’

Weeks -35d  -5d 0 B 6 8 12 18 22 26 30 34 38

: 18 Starting dose: 5 mg QD,°

Titration at Weeks 8 and 14

Temporary treatment discontinuation criteria: LVEF < 50% , plasma drug concentration > 1000 ng/mL, excessive QTcF prolongation

EOS, end of study; EOT, end of treatment; LVOT, left ventricular outflow tract; NYHA, New York Heart Association; QD, once daily.
1. Ho CY et al. Circ Heart Fail 2020;13. doi: 10.1161/CIRCHEARTFAILURE.120.006853. 2. Olivotto | et al. Lancet 2020;396:759-769. 3. Olivotto |, et al. Oral presentation at ESC Congress 2020 — The Digital Experience; August 29-September 1, 2020.
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Inhibiteurs de la myosine — Mavacamten

Mavacamten for treatment of symptomatic obstructive
hypertrophic cardiomyopathy (EXPLORER-HCM):
arandomised, double-blind, placebo-controlled, phase 3 trial

Mavacamten

+ First-in-class, selective inhibitor of cardiac myosin

» Reduces excessive actin-myosin cross-bridges, thus creating
more favorable sarcomere function

HCM sarcomere Sarcomere after mavacamten

Less
L] myosin—actin

Too many
myosin—actin

Figure 2: HCM sarcomere. Mavacamten reduces myosin-actin
cross bridges.

Olivotto I. Lancet 2020; 396: 759-69
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Mavacamten for treatment of symptomatic obstructive
hypertrophic cardiomyopathy (EXPLORER-HCM):
arandomised, double-blind, placebo-controlled, phase 3 trial
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Mavacamten: résultats a long terme: MAVA-LTE

Rader F. JACC HF 2024

CENTRAL ILLUSTRATION Longer-Term Treatment of Symptomatic Obstructive Hypertrophic CENTRAL ILLUSTRATION Continued
Car yopathy With Shows p ts and Is Well Tolerated
100 4 @ 85
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Week 55
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—@- 231219218196 214 219 217 206 147 106 66 Week
~@- 220220196 213 219 217 205 145 105 67 No. of Patients
—@— Central Laboratory Value --@- Site Laboratory Value ®— 230 212 212 193 208 215 209 197 141 100 66
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Rader F, et al. J Am Coll Cardiol HF. 2024;12(1):164-177. Week
No. of Patients
BL values represent these from the beginning of MAVA-LTE, nat the beginning of the parent study. BL echocardiograms were read at the —@— 230 216 211 194 212 m 198 141 a5 66
central laboratory only as a precaution to preserve the blinded nature of the study when transitioning frem EXPLORER-HCM. The number of
patients reflects the number of evaluable results for these having reached the stated follow-up time in weeks at the time of the data cut-off —@— Central Laboratory Value
(median follow-up: 62.3 weeks). Not all patients had evaluable data at BL. BL — baseline; EXPLORER-HCM — Clinical Study to Evaluate
Mavacamten [MYK-461] in Adults With Symptomatic Obstructive Hypertrophic Cardiomyopathy; LVEF = left ventricular ejection fraction; . . . . .
LVOT = left ventricular outflow tract; MAVA-LTE = A Long-Term Safety Extension Study of Mavacamten in Adults Who Have Completed + LVEF I‘gd uctions <50% o‘_:curred_ in 5% of patients. In most cases, the reductions were transient,
EXPLORER-HCM; NT-proBAP — N-terminal pro-B-type natriuretic peptide reversible, and not associated with adverse events, and treatment was resumed.

E@ + The proportion of patients with serious adverse events of atrial fibrillation in the EXPLORER cohort
of MAVA-LTE (3%) was similar to that reported in the mavacamten (2%) and placebo (3%) arms
of EXPLORER-HCM.

Rader F, et al. J Am Coll Cardicl HF. 2024;12(1):164-177.
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Mavacamten en pratique

v Indication » CMH obstructive (>50mmHg de gradient max au repos, au Valsalva ou a l'effort)
» Symptomatique (NYHA II-III)
» Malgré traitement optimal (bétabloquants, inhibiteurs calciques) ou intolérance

v Génotypage CYP2C19 > posologie de départ (2,5 ou 5mg)

v' Contre-indications : » FEVG<55%
» Grossesse (test de grossesse négatif + contraception efficace)

v Interactions médicamenteuses : avec tous les inducteurs/inhibiteurs du CYP2C19 et
CYP3A4 (peu de contre-indications absolues si métaboliseur normal)
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Ajustement du traitement sous Mavacamten

Gradient CCVG
avec manoeuvre Do ondias Vérifier a nouveau
Gradient CCVG de Valsalva = FEVG >50% i > létat clinique,
avec manoeuvre 11 Interrompre ’ > le gradient CCVG avec manceuvre de
de Valsalva <20 mmHg | = R m—— Valsalva
. R — » la FEVG
Diminuer a
Il Int
> <20 mmig ‘ = | “2.5mg 1x/j "' FEVG < 50 % it 2 i
P> Maintenir a = .
220 mmHg 1= 5 510 1x/j »» Maintenir & 2,5mg 1x/j pendant les 8
B D Instaurer a semaines suivantes sauf si FEVG < 50%
= 5 mg 1x/j
<20 mmHg = F2.5mg 1x/] =t »» Phase de maintenance
{ I 5 R > 20 mmHg N b Mamtemr. a
5mg 1x/j
= | P Maintenir a
‘ >20 mmHg 5mg 1x/j
FEVG < 55% B Ne pas initier ‘
)
* Interrompre le traitement si, lors d’une visite clinique, la FEVG est < 50 % ; reprendre le traitement aprés 4 semaines si la FEVG est > 50 % (voir figure 5).
B Instauration/reprise b Maintenir 4@ Augmentation ; Diminution Interrompre [ Arrét

CCVG, chambre de chasse ventriculaire gauche; FEVG, fraction d’¢jection ventriculaire gauche
European Summary of Product Characteristics, CAMZYOS® (mavacamten), site EMA consulté le 07 juillet 2023: https://www.ema.europa.eu/en/documents/product-information/camzyos-epar-product-information_fr.pdf
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Mavacamten en pratique: expérience marseillaise

NYHA NTproBNP (ng/L)
. 25 2500
v' 60 patients 2 i
15 1500
v 62,09 ans 1
1000
o 05 500
v 72% femmes )
Mo M1 M3 0
Mo M1 M3
‘ 2,30 2,04 1.3 2519 478 609
v' 90,48% bétabloquants
. . Gmax repos (mmHg) Gmax Valsalva (mmHg)
v' 9,52% anticalciques .
v’ 13,64% DAI & N
: Mo i M3 1&;,26 3M81,13 31M3343
71 19 18,91
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ORIGINAL ARTICLE

Aficamten for Symptomatic Obstructive
Hypertrophic Cardiomyopathy

Maron MS, NEJM 2024

v' 282 CMHo, 142 Aficamten vs 140 placebo
A Peak Oxygen Uptake B Change in Peak Oxygen Uptake
22
v" FU 24 weeks s P
£ 219 2 2.0
5 3T
LI . . . ~ . — Aficamten = |
v" Critére principal: change VO2 max a 24 semaines §ST 20 2y 1° Least-squares
:93.?_ = 104 mean difference:
o = E L 1.7 mi/kg/min
v o)~ . - ;E- 194 Eﬂ = P<0.001
10 critéres secondaires SE Placebo 55 05
= [
3 PN T ISR S R
= 184 'E
A Change in Peak Resting Left Ventricular Outflow Tract Gradients C Patients with Improvement of at Least One NYHA Functional Class 0.5
100+ Washout 100+ Aficamten M Placebo [I} 2:4 Placebo Aficamten
E_ 90+ Weeks since Randomization
E g n 50 .
O 704 Placebo £ No. of Patients
= E 1 [ 70+
25 Eg’W F sl Aficamten 142 133
E% 10 1 ‘E 5o Placebo 140 130
2 304 )
] Aficamten ] 40+ i i . . .
§E - Figure 1. Changes in Exercise Capacity from Baseline to Week 24.
= 10+ =
-— d 20 Panel A shows the mean peak oxygen uptake values at baseline and at week 24. Panel B shows the least-squares
P T 10+ mean estimate of change in the peak oxygen uptake. I bars denote 95% confidence intervals.
‘eeks since Randomization D_
No. of Patients 2 4 6 8 12 16 20 24
Aficamten 142 142 141 140 140 140 139 139 139 138
Placebo 140140140139138 138 136 137 137 135 Weeks since Randomization
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Mavacamten

+ First-in-class, selective inhibitor of cardiac myosin

» Reduces excessive actin-myosin cross-bridges, thus creating
more favorable sarcomere function

HCM sarcomere Sarcomere after mavacamten
Too many Less

myosin—actin J myosin-actin

¥ cross-bridges cross-bridges

A PHASE 3, MULTI-CENTER, RANDOMIZED, DOUBLE-BLIND, PLACEBO-CONTROLLED

TRIAL TO EVALUATE THE EFFICACY AND SAFETY OF CK-3773274 IN ADULTS WITH
SYMPTOMATIC HYPERTROPHIC CARDIOMYOPATHY AND LEFT VENTRICULAR

Figure 2: HCM sarcomere. Mavacamten reduces myosin-actin OUTFLOW TRACT OBSTRUCTION
cross bridges. Protocol Amendment 02 dated 10 December 2021 e
Cytokinetics
. . 12 Patients with oHCM =
EXPLORER-HCM: study design treated with standard of £ Aficamten + SoC g
care having a resting LVOT- N E &
-
Patients LVOT gradient > 50 mm Hg and NYHA class Il to Ill symoms, LVEF > 55%, were randomized 1:1 to receive < ankT\'ln OHTg’(;) :;:)—Vals:llva S .S
once-dail L mavacamten (starting dose of 5 mg with a 2-ste titration) or placebo for 30 weeks pea ~o =>0mmtg 5 Placebo + SoC 5
and NYHA Class 11/11l e
p 2 Post- Long-Term
Screening Double-Blind Placebo-Controlled Treatment et Extension Stud
35 days 30 weeks e X(SETLTE”) g
Enrolled 219 g QD
ol N — -
> Study Visits
Screen D1 w2 w4 we ws w12 Wie w20 w24 was
Weeks 354 -5d 0 4 6 8 12 18 2 2 30 34 38 Echocardiogram 4 F O A S 0N 4p a A A
‘ﬁ Starting dose: 5 mg QD, ﬁ ﬁ CPET 4 S
10mg Kcea ) [OTI N ) A Mt 1 o
Titration at Weeks 8 and 14 [IERIYY
2.5 mg NYHA 4 r v A A A A A [ A 4t
Temporary treatment discontinuation criteria: LVEF < 50% , plasma drug concentration > 1000 ng/mL, excessive QTcF prolongation Dose Titration 0 » 0
3. Olivottol, et al. Oral presentation at ESC Congress 2020~ The Digitl Experience; August 29-September 1, 2020, * Focused echocardiogram
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Alcoolisation septale

Hypertophied
septum

Ethanol-induced
infarction —

Avant alcoolisation septale Apreés alcoolisation septale
Centre de Référence
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Myomectomie

Pré-opératoire Post-opératoire
Centre de Référence
/g.é' (Aix Marseille % Constitutif des FACULTE DE MEDECINE
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Quel traitement pour quel patient ?

r Ny
Patients With HCM esting/provocable =50 mmHg
; (Class ib)
T
Y

Tl

lStfH symptomatic or intolerant/contraindication to beta-blockers

Verapamil Diltiazem
(Class I) (Class I)
Anoid vasodilators and
high-dose dietics lStfH symptomatic
Disopyramide 3 Mavacamten
(Class I) (Class lla)
lStfH symptomatic

If symptoms persist
ass

(o e = >

ACC/AHA 2024 CM - ESC Guidelines 2023
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CMH extréme - greffe cardiaque

° -
410m/s
p 67.29 mmHg

@ Patiente de 20 ans
@ CMO de I'enfance mutation PRKAG2
@ Insuffisance cardiaque sévére
@  Greffe cardiaque 2024
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Conclusions: Prise en charge de l1a CMO en 2025

1. Importance de documenter la cause des symptomes

2. Rechercher 'obstruction par I’échocardiographie avec manoceuvre de Valsalva et effort

3. Le traitement conventionnel utilise les bétabloquants/ les anticalciques / le disopyramide

4. Les inhibiteurs de la myosine sont indiqués chez les patients qui restent symptomatiques et obstructifs
5. Le Mavacamten démontre une amélioration spectaculaire des symptomes et de 'obstruction

6. Leur role dans les CMH non obstructives est en cours d’étude

7. Leur role dans la prevention de la mort subite reste a démontrer

8. D’autres voies de recherche sont ouvertes !! (Gliflozines, mitotropes, thérapie génique)
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Un joueur du centre de formation de I’OM
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La Timone Hospital;, Marseille, France
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Etudes futures ou en cours

1. Etudes sur les CMH obstructives
v" MAPLE-HCM - Phase 3, Randomized, Double-Blind Trial and Safety of Aficamten vs Metoprolol in oHCM

v SONATA-HCM: LEXICON: Phase 3, Randomized, Double-blind, Multicenter Study of Sotagliflozin in oHCM or n-oHCM

2. Etudes sur les CMH non obstructives

v" REDWOOD-HCM: Phase 2,Randomized, Double-Blind Trial and Safety of Aficamten vs placebo in n-oHCM

v ACACIA -HCM - Phase 3,Randomized, Double-Blind Trial and Safety of Aficamten vs placebo in n-oHCM

v MAVERICK-HCM: Phase 2,Randomized, Double-Blind Trial and Safety of Mavacamten vs placebo in n-oHCM
v ODYSSEY-HCM: Phase 3,Randomized, Double-Blind Trial and Safety of Mavacamten vs placebo in n-oHCM

v" Ninerafaxstat: phase 2 randomized, cardiac mitotrope

v' Thérapie génique 1st case of gene therapy in sarcomeric HCM (phase 1b, Cleveland 2023)
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Amelioration de la fonction diastolique sous Mavacamten

( Graphical Abstract J
® Main objective :
/ Evaluate the effect of Mavacamten on diastolic function after titration in patients with obstructive HCM.
@ Methodology: @ Patient titration endpoint criteria:

Single-center prospective observational study including :

s 55 patients sty Mean titration duration :

e Left ventricular ejection fraction (LVEF) 255%
Mean age 67.5 [11.99] years 5.1 months
22 men [40%)]

388  Left ventricular outflow tract obstruction
‘ <30 mmHg

® Parameters evaluated :

Diastolic function markers :

Median dose :

9 . gj Left atrial volume, E/E', E/A, Pals 2D, Pacs 2D,
5 mg dculy Other parameters:

Max gradient (rest and Valsalva), LVEF, LV global Strain, NYHA, Nt-proBNP.

® Main results :

N 6°l° ol oo ':\ "L:"
9° 4% =P s 20° \«(9*" 0P " & © @ Other parameters
e o° ARl @
I I l I I I A2 o) LVEF: LV global Strain : NYHA : NT-proBNP :
LA volume E/E’ E/A Pals2D Pacs2D  rest maxgdt Valsalva max gdt 69% » 66% -14.56% » -14.89% 2535144 2276.8 pg/mL »
mL/m? % % (mmHg) (mmHg) (p<0.001) (p=ns) (p<0.001) 395.3 pg/mL
p<0.001 p<0.001 p=ns p<0.001 p<0.001 p<0.001 p<0.001 (p<0.001)

® Conclusion:

Mavacamten significantly improves diastolic function in patients with obstructive HCM, as evidenced by the decrease in left atrial volume and
“%) improvement in the E/E' ratio. However, the observed reduction in PALS and PACS post-treatment suggests persistent left atrial stiffness despite reduced
volume overload.
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VALOR-HCM (Mavacamten

Myosin Inhibition in Patients With ,E
Obstructive Hypertrophic
Cardiomyopathy Referred for

Milind ¥. Desai, MD, MBA,*" Anjali Owens, MD,” Jeffrey B. Geske, MD,” Kathy Walski, MPH,™ Srihari §. Maidu, MD,"

Nicholas G. Smedira, MD, MBA *# Paul C. Cremer, MI, MS," Hartzell Schaff, MD,* Ellen McErlean, RN, MSN,*< ‘ ‘0 ‘
Christina Sewell, RN,"* Wanying Li, PsD, Lulu Steding, PxD,’ Kathy Lampl, MD,’ Jay M. Edelberg, MD, PxD,’
Amy 1. Sehnert, MD,’ Steven E. Nissen, MD™
Mavacamten
FOURS Secimdary Efbcay sl Safoty ParamtarsFrom Exseins tn Werk 16
A

CENTRAL ILLUSTRATION of Action of a Cardiac Myosin Inhibitor

@
=}

60 « Impaired relaxation « Attenuates hypercontractility and
+ Altered myocardial energetics improves compliance and energetics

Peak LVOT Gradient (Rest), mm Hg
8 5
(=}

Patients Who Underwent SRT or Patients Who Improved
Remained Guideline Eligible for SRT by 0, 21, or 22 NYHA Class

LVOT difference (at rest)

~33.4 mm Hg (95% CI: ~42.3 to ~24.5), P < 0.001
ol =i . ‘ 100- ~ 100
] 4 8 12 16 X
Weeks Since Randomization 829% e
Treatment Groups (N} 77% § 79%
e Placsbo 56 54 54 53 53 2 754 754
-+ Mavacamten 56 56 55 55 55 2 g 63%
B 100 L3 g
= "‘c'_» 501 E 50-
= = “ 37,‘
E 80 g §
% & 57 18% = 25+
60 I
< z
£ o |
% P Mavacamten Placebo Mavacamten Placebo
2 (n=56) (n=56) (n=56) (n=56)
5
X ¥ Guideline Eligible [l Guideline Ineligible None [ 21Class [l 22 Class
F LVOT difference (by Valsalva) or SRT
-47.6 mm Hg (95% CI: -58.2 to -37.0), P < 0.001
0l . . . . Desal MY, et al. J Am Coll Cardiol. 2022:80(2)95-108.
o 4 8 12 16
Weeks Since Randomization
Treatment Groups (N) Mecharism of action (top) and key results of the VALOR-HCM tAst (bottom). This was 2 doubie-biind, placebo-contralied trial demanstating that 3t 16 weeks, 3
- Placebe 56 54 54 53 53 | o of : : : o d eapy (SAT) vs the patints In additon, a
~= Mavacamten 56 56 55 55 55 3 « of patients in the had at least 1 d. n New Yok Heart Assocation (NYHA) functional class vs placeba.
HOM ~ hypertraphic cardiamyopathy; VALOR-HCM — A Study to Evaluste in Aduits Wah ic Obstructive HCM Who A Eligible for Septal

feduction Therpy.
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L’insuffisance cardiaque dans les CMH

@ Obstruction symptomatique - FEVG normale

09/07/2010 07:54:21

4.69 m/s|
p 87.85 mmHg
Frq 12.02 kHz|

v obstruction sous-aortique
v dysfonction diastolique
4 insuffisance mitrale

@ CMH évoluée « restrictive »

Fibrose myocardique
Régression de Uhypertrophie
Régression de l'obstruction
Diminution de la FEVG
Dilatation OG

Profil restrictif et HTAP
Elévation du BNP / NT-proBNP

NN NN
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