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Prekvapivy MR nalez u pacienta s
HOKMP leceneho mavakamtenem
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Popis pripadu

°* muz nar. 1962, v roce 2010 diagnostikovana HOCM

* OA: arterialni hypertenze, smisena HLP, zvysena glykemie nalacno, mirna
obezita (BMI| 33)

* RA: otec otce zemrel v 68 letech na srdecni selhani, rodiCe bez vyskytu KV
onemocneni, 2 synove - jeden HCM (G+/F+)

* genetické vysetreni s nalezem PV ¢.3064C>T (p.(Arg1022Cys)) v genu
MYBPC3



Popis pripadu

* asi od roku 2013 postupne rozvoj symptomatologie (namahova dusnost,
zhorsena tolerance zateze, oprese na hrudi)

* koronarogram negativni
* titrovana davka betablokatoru (bisoprolol 5....20 mg/denne)

* opakované EKG Holterovske monitorace oj. monotopni KES a kuplety KES,
bez zachytu nsKT Ci jinych arytmii

e kalkulované riziko SCD nizké/stredni



MR 2013

EF LK 70-80%

EDV 190 mi

maxim.hypertrofie 18 mm
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MR 2017

EF LK 76%
EDV 183 ml




Popis pripadu

pacient na maximalni tolerovane davce

betablokatoru (20 mg bisoprolol),
symptomy NYHA lI-lll...indikovan k
terapii mavakamtenem

geneticke vysetreni na fenotyp

CYP2C109 - stredne rychly metabolizator

6/2024 zahajena terapie
mavakamtenem 5MG denné

ECHO kontroly 7, 8, 9, 10/2024... v
9/2024 navyseno na 10 MG denne

@ ESC _ European Heart Journal (2023) 00, 1-124 ESC GUIDELINES

2023 ESC Guidelines for the management
of cardiomyopathies

Developed by the task force on the management of
cardiomyopathies of the European Society of Cardiology (ESC)

Authors/Task Force Members: Elena Arbelo ® *T, (Chairperson) (Spain),
Alexandros Protonotarios @ *, (Task Force Co-ordinator) (United Kingdom),
Juan R. Gimeno i, (Task Force Co-ordinator) (Spain), Eloisa Arbustini © (ltaly),
Roberto Barriales-Villa @ (Spain), Cristina Basso @ (Italy), Connie R. Bezzina
(Netherlands), Elena Biagini ©® (Italy), Nico A. Blom' (Netherlands),

Rudolf A. de Boer @ (Netherlands), Tim De Winter (Belgium), Perry M. Elliott
(United Kingdom), Marcus Flather © (United Kingdom), Pablo Garcia-Pavia

Resting/provocable LVOTO =50 mmHg

l
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Beta-blockers
(Class 1)

lStiII symptomatic or intolerant/contraindication to beta-blockers

Verapamil Diltiazem

OR

(Class 1) (Class 1)
l Still symptomatic
Disopyramide OR Mavacamten
(Class I) (Class lla)
l Still symptomatic

Septal reduction therapies
(Class 1)

Beta-blockers or verapamil
Symptoms - @ > may be considered

(Class lIb)

@®ESC—
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10/2025

* asympt. pokles EF LK, pacient nadale NYHA I-Il, lab. vzestup NT-proBNP 333 ng/L
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MR Fijen 2024

EF LK 47%, EDV 158 ml, GLS -11%
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* Diagnosticka rozvaha:

- Jedna o artefakt?

- trombus LAA? (ale normalni
kontraktilita LAA)

- kontraktilita LAA je dobra,
pravdepodobnejsi je tumor LAA

- Z MR nevim, doplnime dalsi vysetreni

prerusena terapie mavakamtenem

antikoagulacni IéCba Xarelto 20
mg tbl. 1-0-0

jicnové echo vysetreni

tydenni holtrovska monitorace
EKG
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MR 4.tt po vysazeni mavakamtenu (bez k.l.)

EF LK 60 % EF LK 47 %
GLS -16% GLS -11%
EFLS 47 % EFLS 37 %
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po vysazeni mavakamtenu subj. opét progrese potizi, narust gradientu v LVOT+ SAM
po uprave EF LK v 11/2025 znovu nasazen mavacamten 5 MG denne
pacient subjektivne zlepsen NYHA |-ll, NT-proBNP 94 ng/L

holtrovska monitorace vcetne tydeni bez prukazu FS, antikoagulacni leCba ponechana
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Actin thin filament
Actin-myosin cross-bridge
Myosin thick filament

M a.V ak a.l I l te n Normal HCM I-!CM Sarcomere
Sarcomere Sarcomere with Mavacamten
Normal contractility Hyper contractility Reduces myosin-actin cross bridges
Effective relaxation Impaired relaxation To attenuate hypercontraclility and
Altered myocardial energetics improved compliance and energetics

reverzibilni inhibitor srdecniho beta- myozinu

v RCTs vyznamne redukoval symptomy a LVOTO, zlepsoval toleranci zatéze a redukoval potrebu
septalni redukcni terapie

ma prokazatelny vliv na pozitivni remodelaci LK

davkovani a titrace se ridi fenotypem CYP2C19 a naslednymi ECHO kontrolami na funkci LK a klidové
a provokované gradienty v LVOT (intervaly 4, 8, 12 tt.)

pri poklesu EF LK pod 50 % ma byt leCba prerusena
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ORIGINAL RESEARCH

Mavacamten-Associated Temporal )
Changes in Left Atrial Function in
Obstructive HCM

Insights From the VALOR-HCM Trial

Milind Y. Desai, MD, MBA,*" Yuichiro Okushi, MD,*" Kathy Wolski, MPH,° Jeffrey B. Geske, MD,*

Anjali Owens, MD," Sara Saberi, MD, MS,' Andrew Wang, MD,® Paul C. Cremer, MD, MS," Mark Sherrid, MD,"

Neal K. Lakdawala, MD,' Albree Tower-Rader, MD,’ David Fermin, MD,’ Srihari S. Naidu, MD,* Kathy L. Lampl, MD,’
Amy J. Sehnert, MD,' Steven E. Nissen, MD," Zoran B. Popovic, MD, PeD,*" the VALOR-HCM Investigators

ABSTRACT

BACKGROUND In severely symptomatic patients with obstructive hypertrophic cardiomyopathy (HCM), the VALOR-
HCM (A Study to Evaluate Mavacamten in Adults With Symptomatic Obstructive Hypertrophic Cardiomyopathy Who Are
Eligible for Septal Reduction Therapy) trial showed that mavacamten reduced the eligibility for septal reduction therapy
with sustained improvement in left ventricular outflow tract gradients. Mavacamten also resulted in favorable cardiac
remodeling, including improvement in biomarkers (eg, N-terminal pro-B-type natriuretic peptide and troponin T).
However, the impact of mavacamten on left atrial (LA) function is unknown.

OBJECTIVES The aim of this study was to assess serial changes in LA strain measures in patients enrolled in the VALOR-
HCM trial.

METHODS VALOR-HCM included 112 symptomatic patients with obstructive HCM (mean age 60 years; 51% male).
Patients assigned to receive mavacamten at baseline (n = 56) continued therapy for 56 weeks and those assigned to
placebo transitioned to mavacamten (n = 52) from week 16 to week 56. Echocardiographic LA strain (reservoir, conduit,
and contraction) was measured by using a vendor-neutral postprocessing software.

RESULTS At baseline, the mean LA volume index (LAVI) and LA strain values (conduit, contraction, and reservoir) were
41.3 £16.5 mL/m?, —11.8% + 6.5%, —8.7% + 5.0%, and 20.5% =+ 8.7%, respectively (all worse than reported normal).
LAVI significantly improved by —5.6 + 9.7 mL/m? from baseline to week 56 (P < 0.001). There was a significant

(P < 0.05) improvement in absolute LA strain values from baseline to week 56 (conduit [-1.7% =+ 6%], contraction
[-1.2% + 4.5%)], and reservoir [2.8% + 7.7%)]). Patients originally receiving placebo had no differences in LA mea-
surements up to week 16. There was no significant improvement in LA strain values (conduit [-0.9% + 3.8%],
contraction [-0.4% + 3.4%)], and reservoir [1.4% + 6.1%]; all; P = not significant) from baseline to week 56 in patients
with history of atrial fibrillation.

CENTRAL ILLUSTRATION Graphical Details of the Current Study

Mavacamten Associated Changes in LA Function in Obstructive HCM:

Insights From VALOR-HCM Trial

VALOR-HCM Trial Population Main Findings

® Total Study Sample
nl.f-
.‘L)EL@1 % Improved @

Mavacamten —— LAVI

19 U.S. Sites ﬂm v Baseline to

week 56

Randomized, double-blind, Assess changes in the 5
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&  Mavacamten at baseline (n = 56) baseline through week 56 Mavacamten _._Improved contraction,
Baseline to res?e':ﬁoir
= Placebo transitioned to week 56 strain
= mavacamten at week 16 (n = 52)

Conclusion

Mavacamten improved LAVI and LA strain after 56 weeks, suggesting favorable long-term LA remodeling.

Desai MY, et al. JACC Cardiovasc Imaging. 2025;18(3):251-262.
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Mavacamten

Practical Answers for the Clinician and New Questions
From the MAVA-Long-Term Extension Study*

Enrico Ammirati, MD, PuD,"" Guglielmo Gallone, MD“¢

VOL. 12, NO. 1, 2024

FIGURE 1 Safety and Efficacy of Mavacamten in Obstructive Hypertrophic Cardiomyopathy
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Mavacamten and LVEF: Is the Devil in the Details?

Mavacamten, by targeting hypercontractility, causes a reduction
in global LV systolic function, generally to the physiologic LVEF
range. Several insights on the relationship between mavacamten
and LVEF can be drawn from MAVA-LTE. First, mean LVEF
reduction was 7%, and the drop was evident soon (4 weeks) after
treatment initiation/titration and, at the cohort level, tended to
remain stable up to 84 weeks. In MAVA-LTE, 12 (5.2%) patients
experienced LVEF of <50%, and the drop occurred late (>4 weeks)
after the drug dose optimization phase in 75% (9 of 12) of
patients, supporting the hypothesis that, although cardiac
myosin inhibition may represent a substratum for systolic
function impairment, additional triggers are generally required
for destabilization. In this concern, 5 of 12 patients had
AF/flutter at the moment of LVEF <50% documentation, raising

the hypothesis that cardiac myosin inhibition might predispose
to tachycardiomyopathy, and 2 of 12 patients had drug plasma
concentrations above 1,000 ng/mL, and they were at target at
prior and subsequent assessments, with normal LVEF. Notably,
only 1 of 12 with an LVEF of <50% had clinical manifestations of
cardiac failure. If, on one side, this observation suggests that
transient LVEF of <50% is clinically well tolerated in the majority
of oHCM patients, on the other side, it brings to attention the
fact that 7 of 8 cardiac failure events occurring in MAVA-LTE
manifested among patients with preserved LVEF.
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From Atrial Fibrillation Management to Atrial Myopathy
Assessment: The Evolving Concept of Left Atrium Disease in
Hypertrophic Cardiomyopathy

Carlo Fumagalli, MD,*" Chiara Zocchi, MD,** Michele Ciabatti, MD, Alessandra Milazzo, MD,*
Francesco Cappelli, MD, PhD," Stefano Fumagalli, MD, PhD," Maurizio Pieroni, MD, PhD, and
[acopo Olivotto, MD™*

dCardiamyapmby Unit, Department of Experimental and Clinical Medicine, University of Florence, Florence, Italy
"’Deparrmem of Advanced Medical and Surgical Sciences, University of Campania “Luigi Vanvitelli,” Naples, Italy

“ Cardiovascular Department, San Donato Hospital, Arezzo, Italy

Spectrum of left atrial myopathy in HCM

‘ Pre-clinical HCM

O

‘ Classic Phenotype HCM

O O

‘ Adverse Remodeling HCM

| End-stage HCM

O

LA Pressure 2 * bt .
LV Diastolic Dysfunction + + ++ ++4
LACI + . ++ +4+4
LA Dilatation Genetic Forms 5 ++ 44
LA myopathy

Incident AF

LA Reservoir Strain

* Incidence 2-4% rocné
e 20-25 % pacientu

Range Points
LA diamatar, mm 24-20 +8
30-35 +10
36-41 +12
42-47 +14
48-53 +16
54-59 +18
60-65 +20
Age al clinical evaluation, y 10-189 +3
20-28 +6
30-38 +9
40-49 +12
o0-58 +15
60-60 +18
70-79 +21
Age al HCM diagnosis, y 0-9 +0
10-19 Z
20-28 4
S0-38 &
40-49 -8
50-59 10
60-69 12
70-79 -14
Heart failure symptoms (Yes/no)" Yas +3
MNo +0
HCM-AF Risk AF at 2y, | Risk AF at 5y, | No. of patients in
score %o %o cohort, %
Low risk (<1.0%/y) 8 0.4% 1.0% 1({0.1%)
8 0.5% 1.2% 14 (0.7%)
10 0.65% 1.4% 12 (0.6%)
1 0.7% 1.7% 22 (1.2%)
12 0.9% 2.1% 26 (1.4%)
13 1.0% 2.9% 42 (2.2%)
14 1.3% 3.0% 43 (2.3%)
15 1.5% 3.6% 80 (4.2%)
16 1.8% 4.3% 94 (4.9%)
17 2.2% 5.2% 108 (5.7%)
Intermediate risk (1.0%/y- 18 26% 6.2% 181 (9.5%)
2.0%ly) 19 3.1% 7.4% 191 (10.1%)
20 3.8% B.9% 186 (9.8%)
21 4.5% 10.6% 213(11.2%)
High risk (>2.0%/y) 22 2.4% 12.6% 169 (8.9%)
23 6.5% 15.0% 169 (8.9%)
24 78% 17.8% 99 (5.2%)
25 9.3% 21.1% 81(4.3%)
26 11.1% 24 8% 51 (2.7%)
27 13.3% 29.1% 51(2.7%)
28 15.7% 33.9% 29 (1.5%)
29 18.7% 39.3% 15 (0.8%)
S0 2210% 45.2% 11 10.6%)
31 25.9% 21.5% 2 (0.3%)

Carrick RT et al. Circ EP 2021




Kazuistika- zavery

* u pacienta s HOKMP jsme zaznamenali pokles EF obou komor pri terapi
mavakamtenem

* dokumentovali jsme pritomnost trombu v normokontraktilnim ousku LS u
pacienta se SR

* pokles EF LK byl asymptomaticky
* na moznost trombu v LAA upozornila kontrolni MR srdce
* U pacienta dosud nebyla dokumentovana zadna epizoda fibrilace sini

Dekuji za pozornost
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