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Hlavni oblasti uziti betablokatoru v praxi (praktického
léekare/internisty/kardiologa)

srdecni selhani

* prevence SCD

e potlaceni arytmii u tachykardii indukované CMP
* zvyseni efektivity resynchronizacni terapie
ischemicka choroba srdecni

* se snizenou vs. normalni LVEF

e antiangindzni potencial

kardiomyopatie

e dilatacni

* hypertroficka

* ARVD

arterialni hypertenze

yrate control” terapie u fibrilace sini




Hlavni oblasti uziti betablokatoru v praxi (praktického
léekare/internisty/kardiologa)

Za poslednich 40 let se lécba betablokatory u
pacientu se srdecnim selhanim zmeénila od nejvice
nebezpecné po nejvice efektivni terapii

Guillaume Jondeau and Olivier Milleron

Jondeau G,Milleron O. Beta-Blockers in Acute Heart Failure. JACC: Heart Failure Aug 2015, 3 (8) 654-656




Soucasny algoritmus terapie HFrEF

Y. McDonagh TA et al. 2021 ESC Guidelines for the
- -JT\.;- of acute and chronic heart failure. Eur Heart




Optimalni farmakoterapie srdecniho selhani

e zaklad terapie HFrEF:

* modulace systému renin-angiotenzin-aldosteron:
 ACEi/ARNi + MRA

 blokada sympatického nervového systému:
 betablokatory

e SGLT2i (J, morbi/mortality):
 empagliflozin/dapagliflozin

e ovlivnéni solubilni guanylatcyklazy:
* vericiquat
Tato medikace snizuje mortalitu, zlepsuje symptomy a snizuje pocet
hospitalizaci pro srdecni selhani

. McDonagh TA et al. 2021 ESC Guidelines for thé dic
o "‘"‘"—“_-yL of acute and chronic heart failure. Eur Heart J.




Betablokada u srdecniho selhani

Benefity medikace BB u srdecniho selhani
* ovlivnéni pozitivni remodelace levé komory, { rizika hospitalizaci, zlepseni
preziti

Protektivni mechanisms:

* inhibice toxického vlivu katecholaminu

* betal-AR up-regulace (s vyjimkou carvedilolu)

* inhibice vazokonstrikce, hypertrofie stény a apoptotickych procesu

» zlepSeni subendokardialni koronarni perfuze (dusledek prodlouzeni
diastoly)

e obnova reflexni kontroly srdce a cirkulace

* zlepseni mechaniky kontrakce myokardu (snizenim TF a spotfeby O,)

Floras J. JACC 2009, 54 (5).DOI: 10.1016/j.jacc.2009.03.061




Studie s BB u chronického srdecniho selhani

Beta-Blocker

Trial(s)

Year

Benefit

Bisoprolol

Nebivolol*

CIBIS (111)

CIBIS Il (112)

CIBIS Il (113)

SENIORS (114)

1994

1999

2005

2005

641

2,647

1,010

2,128

All-cause mortality did not reach statistical
significance: 67 patients died on placebo,
53 on bisoprolol (HR: 0.80; 95% CI: 0.56 to
1.15; p = 0.22). Bisoprolol reduced HF
hospitalization (p < 0.01) and improved the
functional status

All-cause mortality was 34% lower with
bisoprolol than on placebo (11.8% vs.
17.3%; HR: 0.66; 95% Cl: 0.54 to 0.81;
p < 0.0001)

This study demonstrated that it may be as safe
and efficacious to initiate treatment for CHF
with bisoprolol as with enalapril

All-cause mortality or cardiovascular hospital
admission occurred in 332 patients (31.1%)
on nebivolol compared with 375 (35.3%) on
placebo (HR: 0.86; 95% CI: 0.74 to 0.99;
p = 0.039)

Floras J. JACC 2009, 54 (5):DOI:




Studie s BB u chronického srdecniho selhani

Beta-Blocker

Trial(s)

Year

Benefit

Metoprolol

Metoprolol CR/XL

Carvedilol

MDC (104)

MERIT-HF (105)

U.S. Carvedilol HF Study
Group (106)

Australia/New Zealand HF
Research Collaborative
Group (107)

CAPRICORN (108)

COPERNICUS (109)

COMET (110)

1993

1999

1996

1997

2001

2001

2003

383

3,991

1,094

415

1,959

2,289

3,029

All-cause mortality or morbidity was 34% lower
in the metoprolol than in the placebo group
(HR: 0.66; 95% Cl: 0.62 to 1.06; p = 0.058).
The change in LVEF from baseline to
12 months was significantly greater with
metoprolol than with placebo (0.13 vs. 0.06;
p < 0.0001)

All-cause mortality was 34% lower in the
metoprolol CR/XL group than in the
placebo group (7.2% vs. 11.0%; HR: 0.66;
95% CI: 0.53 to 0.81; p = 0.00009)

All-cause mortality was 65% lower in the
carvedilol than in the placebo group
(3.2 vs. 7.8%; HR: 0.65; 95% CI: 0.39 to 0.80;
p < 0.001)

All-cause mortality or morbidity was 26% lower
in the carvedilol than in the placebo group
(104 vs. 131; HR: 0.74; 95% Cl: 0.57 to 0.95)

All-cause mortality was lower in the carvedilol
than in the placebo group (12% vs. 15%;
HR: 0.77; 95% CI: 0.60 to 0.98; p = 0.03)

Carvedilol reduced the combined risk of death
or hospitalization for a cardiovascular
reason by 27% (p = 0.00002) and the
combined risk of death or HF hospitalization
by 31% (p = 0.000004)

All-cause mortality was lower in the carvedilol
than in the metoprolol group (34% vs. 40%;
HR: 0.83; 95% CI: 0.74 to 0.93; p = 0.0017)

Floras J. JACC 2009, 54 (5):L




Betablokatory u pacientu se srdeénim selhanim

Indikace:

e potencidlné vSichni pacienti se stabilnim srde¢nim selhanim (LVEF <
40%, NYHA 11-111)

* terapie 1. linie (spolecné s ACEi a MRA) se zahdjenim terapie co
nejdrive po inicialni stabilizaci

e pacienti s tézkym selhanim (NYHA 1IV) maji benefit z terapie
BB, |écba by méla probihat pod dohledem zkuseného lékare

Kontraindikace:

e AV blokada 2. nebo 3. stupné (pri absenci PM)

* kriticka koncetinova ischémie

e astma je relativni KI: zejména pri pouziti selektivni BB (vhodné
soucasné sledovani pneumologem)

 COPD neni kontraindikace

lergickd reakce/nezddouci Ucinek
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Betablokatory u pacientu se srde¢nim selhanim

Strategie lécby:

e zahajeni nizkou davkou za stabilnich podminek

* zdvojnasobeni davky nejdrive po 2 tydnech

* pokud nelze dosahnout cilové davky — alespon néjaky BB je lepsi nez
zadny

* sledovani TF, TK a klinického stavu (retence tekutin, vzestupu vahy)

| Pocatecni davka | Cilova davka \

Bisoprolol 1x1,25mg 1x10mg
Carvedilol 2x3,125mg 2x25mg
Metoprolol sukcinat (CR/XL) 1x12,5-25mg 1x200mg
Nebivolol 1x1,25mg 1x10mg

Ponikovski P, Voors A, Anker S et al. Eur Heart J 2016; 37: 2129-2200, Cor et Vasa 2016; 58: e530-e568




Betablokatory u pacientu se srdeénim selhanim

Praktické otazky managementu terapie:
* Unava:
o J( betablokdtor na %, kontrola @ 14 dnu
e znamky srdecniho selhavani:
* pfikongesci: I~ ddvku diuretika, event. { betablokator na 1/2
* bradykardie — vzdy kontrola ostatni bradykardizujici medikace:

e asymptomaticka (50/min.) - { betablokator na %
 symptomaticka - prerusit medikaci betablokatorem (stimulace)

e pokles krevniho tlaku:
 asymptomaticky — pokracovat v lécbe, kontrola v Case

 symptomaticky — redukovat Ci vysadit ostatni hypotenziva, redukovat davku
diuretika, snizit/ukoncit medikaci bb

o

ESC guidelines 2021, https://doi.org/10.109




B-blokada u CHSS: fibrilace sini

TABLE 1 Main Studies Assessing the Effect of BB Therapy on Mortality in HFrEF Patients
No. of Beta-Blocker Beta-Blocker Interaction

First Author, Year (Ref. #) Study Type Patients AF Effect in SR Effect in AF p Value
Rienstra et al., 2013 (9) Meta-analysis 8,680 1,677 (19) 0.63 (0.54-0.73) 0.86 (0.66-1.13) 0.048
Kotecha et al., 2014 (3) Meta-analysis 18,254 3,066 (17) 0.73 (0.67-0.80) 0.97(0.83-1.14) 0.002
Li et al., 2015 (10) HF registry 18,858  7,392(39) 0.77 (0.63-0.94) 0.71 (0.61-0.84) 0.637
Nielsen et al., 2016 (12) AF registry, PS matching 39,741 39,741 (100) - 0.75 (0.71-0.79) ~
Cadrin-Tourigny et al., 2017 (11)  RCT subanalysis, PS matching 1,376 1,376 (100) - 0.72 (0.55-0.95) -

Gerasimos Filippatos, Dimitrios Farmakis. How to Use Beta-Blockers in Heart
Failure With Reduced Ejection Fraction and Atrial Fibrillation, Journal of the American College of Cardiology. 2017, 69 (27): 2897-2900.

ESC doporuceni 2021:

e ackoliv studie zahrnujici pacienty s HF a FiS neprinesly jednoznacné pozitivni

data o snizeni mortality Ci hospitalizaci, doporucuje se pokracovat v zavedené
terapii betablokatory

ESC guidelines 2021, https://doi.org/10.1093/eurheartj/ehab368




B-blokada u pacientu s HFmrEF

1
¢ I . ¥ .

Symptomatic HF with
LVEF 41%-49%

ESC guidelines

2021, https://doi.orq/10.1093/eurheartj/ehab368
European Heart Journal (2023) 44, 3627-3639
AHA/ACC/HFSA guidelines 2022. Circulation.
2022;145:e895-e1032



https://doi.org/10.1093/eurheartj/ehab368

B-blokada u pacientu s HFpEF

Symptomatic HF with
LVEF 250%

ESC guidelines
2021, https://doi.org/10.1093/eurheartj/ehab368

European Heart Journal (2023) 44, 3627-3639



https://doi.org/10.1093/eurheartj/ehab368

DalSi indikace B-blokatoru v terapii srde¢niho selhani

Zvyseni efektivity resynchronizacni terapie
e pozadavek > 95% stimulované akce
e detekce: vypis z pristroje/ekg Holter
e terapie: I davky B-blokatord, RFA fokusU ci
RFA A-V junkce u pacientu s tachyFiS

o A

I'WW*MW@VW

U

ﬂ:} B W O SN R Y

D e e e e e e
L*WMM(

B e shasa e

M
Mwﬁ/‘%jﬁ\—*\p“‘“w—iﬂwl“
“T“Vﬂ”‘*ﬂ =

L\Mﬂ wv‘qf’\%rv‘u Ml\j

A

(]
I




DalSi indikace B-blokatoru v terapii srde¢niho selhani
Prevence/lécba tachykardii indukované kardiomyopatie

Tachycardia Frequent PVCs Atrial Fibrillation ° ObraZ neiSChem |Cké d ilataénl'
« LV dyssynchrony
SOl gesctin « HR irregulari KMP (UZ/CMR)
Increased HR ik lne?ulanw : . Symg:gtheticgysregulatim
: g;:::;::: ?;;i;ﬁ:on » Loss of atrial contraction L fre kve N t NI V E S
potentaton * tachyFiS
Mediators [k Y pEShivar F e ostatni tachykardie
:gl;gseandelectrical .m;;d sisciriciat C 2 DlagnOStl ka ’
remodeling e « Contractile dysfunction
« Contractile dysfunction| * Contractile dysfunction ”m * e kg H (@) Ite I
+ Neurohormonal ? Fibrosis ,
ckeaton * potvrzeni poklesu LVEF
Arrhyth "!i 3 Ablation Antiarrhythmic drugs ° even t .S KG
Suppression U .
— Terapie:
* Normalized LVEF * RFA (VES, FIS)
 Ventricular dilatation |, Normalized LVEF « Normalized LVEF ) )
Semisean ||t 2 * antiarytmika (B-
+Persistent fbrosis blokatory, amiodaron, ...)
Huizar, J.F. et al. J Am Coll Cardiol. 2019;73(18):2328-44. =




Chronotropni inkompetence (Cl)
Definice

neschopnost adekvatné zvysit srdecni frekvenci béhem zatéze tak, aby
odpovidala srdecnimu vydeji a metabolickym pozadavkim

< 85% max predikované TF, <80% HRR cCi chronotropni index pod 80% pri
submaximalni zatézi

Typy CI

A

pm)

Heart rate

[¢]

1

8

Heart rate (bpm)

60+

8

=1

Submaximal peak HR

=+ control
—

8

time —»

HR instability

Delayed HR response

==+ conirol
-

time —

Inadequate HR recovery

control

Projevy
 pokles vykonnosti
Diagnostika

e odpovéd TF na maximalni fyzickou zatez
(ergometrie)

e Stimulatory
Vyznam:

« HFrEF: 60-80% pacientl, avSak prevazuje
benefit ze snizeni TF na mortalitu

* HFpEF: vyznamné negativneé ovlivhuje
funkcni stav

Th: rate-adaptivni pacing, fyzicky trénink
Circulation: Heart Failure. 2018;11:e004



Role betablokatoru v terapii ischemické
choroby srdecni




B-blokatory v terapii chronické ischemické choroby srdecni

Obstructive CAD
Microvascular dysfunction
Arterial hypertension

COFD
Peripheral arterial disease
Type | diabetes mellicus

specific contraindications

s Useful combinations

=== Mot recommended

Actrial fibrillation
HFrEF Sick sinus syndrome
. Beta-blockers Obstructive CAD
'Dbstructulm Cﬁ:D Vasospastic angina
Vasospastic angina. Dihydropyridine- Nitrates
Arterial hypertension CCR b Nicorandil HEEF
HFrEF
’ HCM
Obstructive CAD -
Vasospastic angina ol
Artrial fibrillation Diltiazem Ivabradine
Verapamil Sick sinus syndrome
Sick sinus syndrome
HFrEF e
Trimetazidine Ranolazine
Obstructive CAD Obstructive CAD
Microvascular dysfunction Microvascular dysfunction
Indicated unless there are May be indicated in Contraindicated

specific situations

s Possible combinations

= = Drugs with similar effects

W@ESC—

ESC guidelines 2024

* patri mezi zakladni antiangindzni
léky

* cilem je redukce angindznich
symptomu a zlepsSeni progndzy
pacientd

e dosazeni TF 50-60/min.

* LVEF < 40% nejsilnéjsi data

European Heart Journal (2024) 45, 3415-3
https://doi. org/10 1093/eur oart]




Betablokatory u AKS v ére dPCI

Metaanalyza 16
studii

e 10 studii dPCI, 6
studii dPCl + TL

* 189 385 pac.

e |limitace: bez rozliseni
LVEF

* benefit dlouhodobé
medikace BB

Fust author

(puthcaton year)

Karmis (2004)
Yamass (2008)
Ozasa (2010)
Basgaiore (2012)
Bao (2013)
Nakatani (2013)
Bangalore (2014)
Choo (2014)
Yang (2014)

Lee 2015)
Raposeras-Rogdin (2015)
Holo (2018)
Koeashy (2019)
Lee (2010)
Puymeat (2018)
Donde (2017)

Overal (I-squared =27 4% p = 0000

NOTE Weights are from random efects anayss

ES (#5% C))

043(029.071)
0.81 (©.27.098)
1.10 (004, 1.86)
0.93 (0.80, 1.08)
0.00 (0.73, 1.34)
004 @71, 1.24)
0.77 .52, 1.14)
0.58 (0.38, 0.89)
043 (0.27.0.78)
052 037,073
083 047, 0.34)
0.31 (0.12, 0.50)
0.63 ©.31, 1.28)
0.88 (.06, 1.14)
077(040.120)
0.06 (0.88, 1.0%)
0.74 (0.04, 0.85)

473
347
4N
1004
mn
811’
82
57
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Betablokatory u AKS v ére dPCI podle LVEF

a. MACE for BB b. All-cause mortality for BB
HR(95% C1)  Pinteraction HR[95% CI)  Pinteraction
STEMI - e : 07610.63092) 065 STEMI - e : 061045082 003
NSTEMI ——H 084 {0.67-1.05) NSTEMI e 080 (0.55-1.36)
Age >=65 years old - H—P 08310.68-102) 007 Age >=85 years old | t—.—l 0740541000 041
Age <65 years old Lan o : 024 10.60-0.91) Age <65 years old - e | 0520.35075)
Male - e, 0760.65089) 038 Male —o—i : 068(051091) 03%
Female - ’—Of—i 092{0.70-1.21) Female —e—o 0560 44-101)
History of diabetes - i 0771063095 08 History of diabetes p—o—‘ 072051103 091
No history of diabetes - l—'—f 083(0.67-1.01) No history of diabetes - [ : 067 (0.48-053)
History of hypertension- i 0791067094 048 History of hypertension- ——i 065040085 023
No history of hypertension- '—0—1-' 0.830.64-1.08) No history of hypertension- a—-o—}—a 055 (052138
Killip class I1I/IV on presentation- i ANRBLTY 008 Killip class II1/IV on presentation | —— 087(052143) 002
Killip class 1/l on presentation e } 9600 Killip class I/l on presentation - —.— : 05904607
LVEF<50% during hospitalization o 078067083 06 LVEF<50% during hospitalization- ] 078 05709%) 095
LVEF>=50% during hospitalization-| H+1 085 0.64-1.13) LVEF>=50% during hospitalization- ——t : 052(033-081)
PGl during hospitalization ol 0.8 10.24-098) _ 0.08 i italizatinn i gonom o

Terapie betablokatory u ACS ma jednoznacny benefit pro
celkovou mortalitu bez ohledu na LVEF (HR 0,69, 95% CI
0,55-0,88)

History of diabetes -

No history of diabetes -

History of hypertension

No history of hypertension

Killip class 111V on presentation -
Killip class 111l on presentation
LVEF<50% during hospitalization -
LVEF>=50% during hospitalzation
PCI during hospitalization 4

No PCI during hospitalization
CABG during hospitalization -

No CABG during hospitalization .

0.00 050

100 150 2.00 250

Adjusted hazard ratio

3.00

075 (0.57-0.98)
099 (0.73-3.40)
081 (0.63-104)
091 (0.60-1.36)
078(0.93-1.19)
087 (067-112)
081 (0.64-201)
120(063-235)

058(0.78-123)
0%6(0.32098)
052 (2 33-0.38)
100 (0.80-127)

017

0.86

050

06

021

History of diabetes -

No history of diabetes -

History of hypertension-|

No history of hypertension

Killip class IV on presentation -
Killip class I/l on presentation 4
LVEF<80% during hospitalization-
LVEF>=50% during hospitalization-
PCI during hospitalization

No PCI during hospitalization-|
CABG during hospitalization -

No CABG during hospitalization-| .

P

1

0.00

1.00

T T

2.00 3.00
Adjusted hazard ratio

T
4.00

T
500

11100751611 067
087 (0.61-1.24)
1310091187) 023
0.65 (0.420.57)
1120086-224) 082
096 (0.73-1.27)
099(0.73-1.3%) 057
0.95 (0.63-143)
096 (0.74.1.23) 003
152 (0.48-475)
158(048-505) 002

095 (0.74-122)

e




Betablokatory u AKS s LVEF 2 40%
C A P ITA L_ RCT Adjusted HR (95% Cl) since 1 year after MI

. o !
I
* 28970 pacientu s AKS -
All-cause Death + : 0.81(0.72-0.91)
I é ée n\"c h PCI Recurrent MI —F 0.82 (0.67-1.01)
1
. v 7 1
e be N eflt na 1 rocni Hospitalisation for HF . 0.92(0.73-1.17)
mortalitu pro B-blokddu u  |remeseowses | =i omorsom
P :
1
AKS 05 1
Favors Favors
B-blocker therapy 21 year  B-blocker therapy <1 year
A 30% B 30%
) )
% £ 20% % 3 20% 1
oo °
S 2%
£ § £
Y oS
%S 10% 2 g 10%
5T >
€ =
5 3 ///____
(&) O
ook L T L4 L4 L4 ) 0% T T ; T T L)
0 1 2 3 B 5 0 1 2 3 4 5
Number at risk Time since 1 year after index Mi Number at risk Time since 1 year after index MI
B-blocker <1 year 6263 4856 3553 2453 1536 689 B-blocker<1year 6263 4799 3487 2382 1478 654
B-blocker 21 year 22707 18295 13891 9788 6118 2929 B-blocker 21 year 22707 18132 13694 9599 5969 2849




Betablokatory u AKS s LVEF 2 40%

REDUCE-SWEDEHEART

5 050 AKS pac. + LVEF 2
50%

Limitace:

open label
crossover 14%
safety end-pointy

100

Percentage of Patients

Percentage of Patients

7.9 8.3
Beta-Blockers No Beta-Blockers

Safety

3.4 3.2 1.4 1.8
— e e S—
Hospitalization for Bradycardia, Hospitalization for Hospitalization
Second- or Third-Degree Asthma or COPD for Stroke

Atrioventricular Block,
Hypotension, Syncope, or
Implantation of a Pacemaker

N Engl J Med . 2024 Apr 18;390(15):1372-1381.




Betablokatory u AKS s LVEF 2 40%
Studie ABYSS

Death, Nonfatal MI, Nonfatal Stroke, or Hospitalization
e 3800 pacientUt s LVEF nad 40% RN e i
* pokracovani/ukonceni terapie bb -
po 6 mésicich ~ | g
Benefit z pokraCovani terapie bb. ////
N Engl J Med 2024;391:1277-1286 | - e | //
83 L ——
//’— o
ESC guidelines: Vesti olce Rissdoia

B-blokatory u pacientti s AKS:
* uvSech pacientu s LVEF < 40 % bez ohledu na pFiznaky srdecniho selhani (12
e zvaiit u vSech pacienti s AKS bez ohledu na LVEF (l1aB)

European Heart 2020, 41 (37): 3521-3529




Role betablokatoru v terapii
hypertroficke
kardiomyopatie




2024 Doporuceni ESC pro management zvyseného TK a
arterialni hypertenze

@ E SC European Heart Journal (2024) 00, 1-107 ESC GUIDELINES

European Society https://doi.org/10.1093/eurheartj/ehae178
of Cardiology

2024 ESC Guidelines for the management of
elevated blood pressure and hypertension

Developed by the task force on the management of elevated blood pressure and
hypertension of the European Society of Cardiology (ESC) and endorsed by the
European Society of Endocrinology (ESE) and the European Stroke Organisation (ESO)




Terapie srdecniho selhani u HCM

' N

............................................

Still symptomatic

i @ e /

European Heart Journal (2023) 44, 3503-3626
- /




Terapie obstrukce LVOT u HCM

Mavacamten
(Class lla)

Sull symptomatic

. @ESC—

European Heart Journal (2023) 44, 3503-3626




Bisoprolol v terapii obstrukce LVOT u HCM

BASIC Study 150
Bisoprolol for treatment of symptomatic patients with obstructive hypertrophic cardiomyopathy 1
Non-vasodilating beta-blockers are the most effective agents for the management of left ventricular outflow tract J
@ {LVOTO) in with hypertrophic cardiomyopathy (HCM). Both the European Society of Cardiology ——
' (ESC) and the American Heart jon — American College of Cardiology (AHA-ACC) guidelines recommend beta- 1254
blockers as first-line therapy to improve symptoms in patients with resting or provoked LVOTO. However, there is no E
specific recommendation on which beta-blocker is preferred due to the lack of large studies comparing individual
beta-blockers.
Aims S 1004
The alm of the p study was to evaluate the role of bisoprolol to control symptoms and LVOTO In a consecutive JE: 1 s =T~ R =
cohort of adults with HCM referred to a tertiary cardiomyopathy clinic £
Study population \ Primary endpoint % 75
Patients with HCM evaluated between December 2001 Composite to assess clinical response and manage o
and December 2020 LVOTO: the achievement of a LVOT gradient <30mmHg (O]
* Aged 216 years old and 21 NYHA class improvement. =
S | S
@ 16/92 (17%) 3 s
Exclusion criteria
Patients with specific causes of HCM (i.e., genetic
d boli itochondrial, and - R e e
neuromuscular disorders). / Secondary endpoint
Proportion of patients with: o]
Study protocol * LVOT gradient <50 mmHg O S (55 25 i
m * LVOT gradient <30 mmHg G
92 patients 33/92 (36%)
. Iimproveme 0 T T T T
l 21 NYHA class nt 623192(2596) . . ' .
mrrum | Baseline Bisoprolol  Bisoprokl + Medical Therapy +
S, Jneore mof"“m;"'ﬁu‘“' |\\ DVOT radind g 08 biaalion Disopyramide ~ Myectomy
28 +14 mmHg 42121 % . v
S = W * bisoprolol snizoval LVOT
achieve the target reduction in LVOT gradient less | Discontinuation occurred in 13( 14%) patients, mostly
than 30mmHg or the maximum tolerated dose. due at the patients’ request, in the absence of clinical é t Ve t
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'fconduslons . - . o H CM
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International Journal of Cardiology 354 (2022) 22-28.




Metoprolol v terapii obstrukce LVOT u HCM

e 29 pacientu, cross-over design

Zaveér:

* terapie metoprololem vedla k poklesu gradientu LVOT v klidu (25
vs. 72mmHg, p<0,007), pri zatézi (28 vs. 62mmHg, p<0,001) a po
zatézi (45 vs. 115mmHg, p<0,0001)

End of Trial 200 -

Randomization

1. Period 2. Period

Metoprolol

—
[=1]
I
- :
S -
{-blocker therapy/ Wash WaS:'I- - 125
verapamil oF 'E 100
v
® /54
Weeks -4 =2 3 5 6 o
= 501
Screening Baseline 1. Examination 2. Examination > 25 4+
-
---------------------------------------------------------------------------------------- 0 L] L]
Metoprolol QD and titration 50,100, or 150 mg 50,100, or 150 mg Qf} ‘gb (}(,'2, E}{,Q;
N o @& @
3 < 2
» &
> 8]
¥ R

—o— Placebo -~ Metoprolol

J Am Coll Cardiol. 2021 Dec 21;78(25):2505-2517.




Mavacamten a betablokatory u HCM

e analyza dat studii EXLPLORER HCM a MAVA-LTE

* benefit mavacamtenu zlistava zachovan i pfi terapii betablokatory
* Cave! Chronotropni inkompetence u pacientii s HCM

Effect of beta-blocker therapy on the response to mavacamten in patients with

symptomatic obstructive hypertrophic cardiomyopathy

Aim: To investigate the effects of beta-blockade on the improvements associated with mavacamten in EXPLORER-HCM and MAVA-LTE studies

Subgroup analysis by beta-blocker use provements associated with mavacamten treatment

ﬁ ¢ i Non-heart rate dependent
€/ e

it LVOT NYHA class

HCM

ﬁ' Randomized Double blmf ) Phase 3 gradients KCCQ-CSS
°o= E wra V./VCO Similar improvements
& > E; ESlOpez regardless of beta-blocker NT:proBNP
l.>|<.l Placebo- 30 weeks use
controlled treatment Greater improvements in
patients not treated with
beta-blockers Peak
E @ 9‘:9 % ﬁ peak VO, exercise
<| (T L time
= Single arm On-going Phase 2/3 12 weeks peak METs peak HR
§ treatment

Heart rate dependent

Conclusion: Mavacamten confers overall benefit in patients with obstructive hypertrophic cardiomyopathy irrespective of background beta-blockade

Wheeler M et al. European Journal of Heart Failure (2023) 25, 260-270.




Betablokada u fenokopii HCM
M. Fabry

o zaklad terapie: substituce enzymu/chaperonova terapie
* B-blokatory vhodné pri koincidenci:
* |CHS, tachyarytmie, srdec¢ni selhani (25-50% pacientl), obstrukce
LVOT
* rizika pouziti B-blokatort u m. Fabry:
e zvysené riziko AV blokad
e chronotropni inkompetence
* prevence komplikaci:
* opakované ekg Holter monitorace
Inicialné:
spravna a v€asna diagnostika m. Fabry




Betablokada u fenokopii HCM
AL/ATTR amyloidéza:

e (Casté srdecni selhani vs. bradykardie/chron. inkompetence
 dosavadni vysledky rozporuplné (lehce pozitivni trend u ATTR vs.

negativni vliv u AL amyloiddzy

5/2024: metaanalyza role BB u ATTR/AL amyloidézy

* 4002 pac. (ATTR-CA: 87,5%, AL-CA: 12,5%)

()

Hazard ratio Hazard ratio
Study or Subgroup log[HR] SE Weight IV, Random, 95% CI IV, Random, 95% CI
LVEF < 40%
Cheng et al. 2021 0.231112 0.434032 13.8% 1.26 [0.54 , 2.95] —l—
loannou et al. 2023 -0.494296 0.156171 31.9% 0.61[0.45, 0.83] -
Subtotal (95% CI) 45.8% 0.78 [0.40 , 1.54]

Heterogeneity: Tau? = 0.16; Chi? = 2.47,df =1 (P = 0.12); I? = 60%
Test for overall effect: Z=0.71 (P = 0.48)

LVEF > 40%
Cheng et al. 2021* 0.524729 0.355921 17.6% 1.69[0.84 , 3.40]

—

loannou et al. 2023 0 0.09099 36.7% 1.00 [0.84 , 1.20]

Subtotal (95% ClI) 54.2% 1.16 [0.73, 1.85] ;

Heterogeneity: Tau? = 0.07; Chi? = 2.04, df =1 (P = 0.15); P =51%

Test for overall effect: Z = 0.63 (P = 0.53)

Total (95% Cl) 100.0% 0.97 [0.65, 1.43]

Heterogeneity: Tau? = 0.10; Chi* = 11.21,df =3 (P=0.01); I’ =73% Y

Test for overall effect: Z = 0.17 (P = 0.87) 001 01 1 10 100

Test for subgroup differences: Chi? = 0.89, df = 1 (P = 0.35), I? = 0% Favours [BB use] Favours [No BB use]

) " - ‘*_\; s —2“5«"""&;-—‘
: &‘ ‘i‘%‘.n‘n o f Lo

Int J Cardiol. 2024 May
1:402:131813.




Prokazany efekt BBuACM: 5 - 0D

e prevence a terapie komorovych |
arytmii 3B D R P RS oy
* |CD + betablokatory | 3R e B A AR A A
* event. sotalol/flekainid/amio™ |- ey ' -* j:fﬁ ; (= '
* terapie srdeéniho selhani | SRR R

2019 HRS expert consensus statement on evaluation, risk stratification, and management
of arrhythmogenic cardiomyopathy. DOI:https://doi.org/10.1016/j.hrthm.2019.05.007.
European Heart Journal (2023) 44, 3503-3626.



Terapie arytmii u ACM

Recommendations Class® Level®
- c

lla &

Beta-blocker therapy is recommended in ARVC
patients with VE, NSVT, and VT.720-922

Amiodarone should be considered when regular

beta-blocker therapy fails to control

Qﬁk\

ith

Recommendations Class® Level®

Beta-blocker therapy is recommended in ARVC C

patients with VE, NSVT, and VT.720-72
approach guided by 3D electroanatomical mapping
of VT should be considered in ARVC patients with
incessant VT or frequent appropriate ICD
interventions for VT despite pharmacological
therapy with beta-blockers.”>?27~73*

lla C

European Heart Journal (2023) 44, 3503-3626




...dekuji za pozornost
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