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UVOD A KONTEXT

* PouZiti betablokatorl je u pacientl po akutnim koronarnim syndromu Siroce akceptovano
i pri absenci projevl srde¢niho selhani

e 2023 ESC guidelines doporucuji dlouhodobou terapii betablokatorem u pacientu s AKS:

Betablokatory se doporucuji u pacient s AKS s EF LK <40 % bez ohledu na symptomy srdecniho selhani. _-
Rutinni pouziti betablokator( u viech pacient( s AKS bez ohledu na EF LK by mélo byt zvézeno. lla B

e Benefit u pacientud po IM bez snizené ejekcni frakce levé komory je nejisty
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RCTs From the Prereperfusion Era

RCTs From the Reperfusion Era
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A Death from Any Cause or New Myocardial Infarction (primary end point)
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Risk Difference (95% Cl)
End Point (percentage points)
Prespecified margin of noninferiority

Primary end point 2.8 (<0.1to 5.5)

Death 0.1 (-1.2 to 1.4)
Myocardial infarction 0.1 (-0.9to 1.1)
Stroke =01 (070086
Hospitalization for cardiovascular reason 2.3 (-0.1to0 4.8)

4 -2 0 2 4 6 8
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Silvain J et al. N Eng J Med 2024;391(14)




DESIGN STUDIE REBOOT

* Multicentricka, randomizovana, open-label prospektivni studie

e 8505 pacientd s akutnim koronarnim syndromem a EF levé komory > 40 % v Case dimise s
randomizaci do skupiny |éCené betablokatorem a skupiny bez betablokatoru

* Primarni cilovy ukazatel slozeny z celkové mortality + infarktu myokardu + hospitalizace
pro srdecni selhani
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Table 1. Characteristics of the Patients at Baseline.*

Beta-Blocker

No Beta-Blocker

Characteristic (N=4207) (N=4231)
Age —yr 61.4+11.2 61.3+11.1
Female sex — no. (%) 816 (19.4) 811 (19.2)
Left ventricular ejection fraction - — / - - / - -
Type of revascularization
Value — 9 57.0+7.1 57.2+7.1
alue —7% * * None 207/4177 (5.0) 190/4190 (4.5)
<50% — no. (%) 515 (12.2) 464 (11.0) . ‘
Percutaneous coronary intervention 3906/4177 (93.5) 3925/4190 (93.7)
Country of enrollment — no. (%
sy ' %) Coronary-artery bypass grafting 6/4177 (0.1) 10/4190 (0.2)
Spai 3260 (77.5 3283 (77.6
pain i Gt Complete revascularization achieved 3464/3935 (88.0) 3484/3940 (88.4)
Italy 947 (22.5) 948 (22.4) o ,
Medication at discharge — no./total no. (%)
Medical history — no./total no. (
saical history=Sho.ftotaiing. () Type of beta-blocker
Arterial hypertension 2182/4200 (52.0) 2185/4214 (51.9)
Atenolol 26/4131 (0.6) —
Diabetes mellitus 901/4191 (21.5) 893/4200 (21.3) -
Bisoprolol 3549/4131 (85.9) —
Dyslipidemia 2158/4199 (51.4) 2166/4214 (51.4) .
Carvedilol 128/4131 (3.1) —
Current smoker 1851/4095 (45.2) 18244115 (44.3)
Metoprolol 309/4131 (7.5) o
Previous myocardial infarction 408/4200 (9.7) 394/4218 (9.3) .
Nebivolol 114/4131 (2.8) —
Previous stroke 86/4203 (2.0) 67/4215 (1.6)
Other 5/4131 (0.1) —
Chronic obstructive pulmonary disease 145/4204 (3.4) 133/4218 (3.2) -
Aspirin 4136/4201 (98.5) 4165/4226 (98.6)
Previous atrial fibrillation 91/4205 (2.2) 102/4215 (2.4) o
P2Y12 inhibitor 412074203 (98.0) 4129/4225 (97.7)
Details of index hospitalization — no./total no. (%) - - - —
) Angiotensin-converting—enzyme inhibitor 3040/4193 (72.5) 3269/4223 (77.4)
Infarction type or angiotensin-receptor blocker
STEMI 2146/4207 (51.0) 2150/4231 (50.8) Statin 413074202 (98.3) 4161/4224 (98.5)
NSTEMI 2061/4207 (49.0) 2081/4231 (49.2) Aldosterone-receptor antagonist 93/4193 (2.2) 84/4215 (2.0)
Multivessel disease 1073/4194 (25.6) 1104/4215 (26.2) Oral anticoagulant 170/4198 (4.0) 164/4219 (3.9)
Type of revascularization Ivabradine 20/4194 (0.5) 243/4221 (5.8)
Diuretic agent 366/4194 (8.7) 410/4220 (9.7)
Calcium-channel blocker 431/4194 (10.3) 515/4218 (12.2)
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* Plus—minus values are means +SD. Percentages may not sum to 100 because of rounding. NSTEMI denotes non-ST-

segment elevation myocardial infarction, and STEMI ST-segment elevation myocardial infarction.

Ibanez B et al. N Eng J Med 2025;393(13)




VYSLEDKY

* Median sledovani 3.7 roku, nizké procento loss to follow-up (0.8 %, 71 pacientu)

e Bez statisticky vyznamného rozdilu v primarnim cilovém ukazateli mezi skupinou [éCenou
betablokatorem a skupinou bez betablokatoru (HR 1.04 [0.89-1.22], p=0.63)

e Bez statisticky vyznamného rozdilu ve vsech sekundarnich cilovych ukazatelech
(jednotlivé komponenty primarniho ukazatele + kardiovaskularni dmrti + vyskyt komorové
tachykardie a fibrilace komor a zresuscitované nahlé srdecni smrti)
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Table 2. Primary, Secondary, and Other Outcomes.

Outcome

Beta-Blocker

No Beta-Blocker

no. of patients (event rate per

Rate Difference
(95% Cl)

Hazard Ratio
(95% Cl)*

1000 patient-yr)
Primary outcome
Death from any cause, reinfarction, or hospi- 316 (22.5) 307 (21.7) 0.84 (-2.63 to0 4.32) 1.04 (0.89t0 1.22)7
talization for heart failure
Secondary outcomes
Death from any cause 161 (11.2) 153 (10.5) 0.66 (-1.75 to 3.07) 1.06 (0.85to0 1.33)
Reinfarction 143 (10.2) 143 (10.1) 0.09 (-2.26 to 2.43) 1.01 (0.80to 1.27)
Hospitalization for heart failure 39 (2.7) 44 (3.0) -0.32 (-1.56 t0 0.92) 0.89 (0.58 to 1.38)
Death from cardiac causes 65 (4.5) 57 (3.9) 0.60 (-0.90 to 2.10) 1.15 (0.81 to 1.64)
Sustained ventricular tachycardia 3 (0.2) 2 (0.1) 0.07 (-0.23 to 0.38) 1.52 (0.25 to 9.08)
Ventricular fibrillation 3 (0.2) 5(0.3) -0.14 (-0.52 to 0.25) 0.61 (0.14 to 2.53)
Resuscitated cardiac arrest 4 (0.3) 4 (0.3) 0.00 (-0.38 to 0.39) 1.01 (0.25 to 4.05)
Tertiary outcomes
Death from cardiac causes, stroke, or myo- 235 (16.8) 216 (15.3) 1.51 (-1.45 to 4.47) 1.10 (0.91to 1.32)
cardial infarction
Unplanned revascularization 170 (12.1) 171 (12.1) 0.02 (-2.55 to 2.59) 1.00 (0.81 to 1.24)
Safety outcomes
Hospitalization for symptomatic advanced 7 (0.5) 6 (0.4) 0.07 (-0.42 to 0.56) 1.18 (0.40 to 3.50)
atrioventricular block
Hospitalization for stroke 37 (2.6) 25 (1.7) 0.86 (-0.21 to 1.93) 1.50 (0.90 to 2.49)

* Hazard ratios were estimated with the use of Cox proportional-hazards models to compare the effect of beta-blocker therapy with that of no
beta-blocker therapy. No adjustment for multiplicity was made for the analyses of the secondary and tertiary outcomes. The widths of the

confidence intervals should not be used to infer a treatment effect.

T P=0.63 for the comparison of the beta-blocker group with the no-beta-blocker group. The P value was calculated with the use of a log-rank

test.

Ibanez B et al. N Eng J Med 2025;393(13)
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A Death from Any Cause, Reinfarction, or Hospitalization for
Heart Failure

1004 127 Hazard ratio, 1.04 (95% Cl, 0.89-1.22)
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Follow-up (yr)

No. at Risk (no.

of events)
Beta-blocker 4207 (120) 3868 (62) 3275 (52) 2364 (49) 1722 (21) 727
No beta-blocker 4231 (118) 3915 (58) 3312 (49) 2379 (49) 1725 (24) 713

C Reinfarction
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Follow-up (yr)

No. at Risk (no.

of events)
Beta-blocker 4207 (59) 3879 (29) 3288 (26) 2372 (16) 1729(9) 729
No beta-blocker 4231 (60) 3931 (31) 3322 (26) 2383 (20) 1728(4) 716

B Death from Any Cause
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Follow-up (yr)

No. at Risk (no.

of events)
Beta-blocker 4207 (50) 3937 (29) 3365 (30) 2439 (32) 1783 (12) 753
No beta-blocker 4231 (44) 3986 (28) 3402 (26) 2462 (29) 1788 (20) 739

D Hospitalization for Heart Failure

100~ 127 Hazard ratio, 0.89 (95% CI, 0.58-1.38)
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Follow-up (yr)

No. at Risk (no.

of events)

Beta-blocker 4207 (19) 3922(5) 3348(4) 2430(9) 1774(2) 751
No beta-blocker 4231 (22) 3967 (6) 3387 (6) 2453 (5) 1780 (4) 734

Ibanez B et al. N Eng J Med 2025;393(13)
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Subgroup Beta-Blocker No Beta-Blocker Hazard Ratio (95% Cl)
no. of patients with event/
total no. (event rate per 1000 patient-yr)

Overall 316/4207 (22.5)  307/4231 (21.7) i 1.04 (0.89-1.22)
Sex '

Male 233/3301 (206) ___250/3420 (21.8) — 0.94 (0.79-1.13)

Female 83/816 (30.4) 57/811 (21.0) —— 1.45 (1.04-2.03)
Age '

<75 yr 213/3629 (17.4)  218/3664 (17.5) —— 1.00 (0.83-1.20)

=75 yr 103/578 (57.3) 89/567 (53.2) —_— 1.08 (0.81-1.44)
Country '

Spain 238/3260 (21.6)  235/3283 (21.1) —a— 1.03 (0.86-1.23)

Italy 78/947 (25.8) 72/948 (23.9) _ 1.08 (0.79-1.49)
Infarction type during index hospitalization |

STEMI 149/2146 (20.8)  119/2150 (16.3) — 1.27 (1.00-1.62)

NSTEMI T67/2061 (24.3)  188/2031 (27.4) —a— 0.80 (0.72-1.10)
Revascularization -

Incomplete 47/471 (28.2) 51/456 (31.5) —_— 0.90 (0.61-1.34)

Complete 2423464 (21.3)  225/3484 (19.7) —— 1.08 (0.90-1.30)
AMI lesions E

MINOCA 6/101 (19.0) 10/112 (28.8) : 0.66 (0.24-1.81)

Obstructive lesions 306/4093 (22.4) 297/4103 (21.6) —!— 1.04 (0.88-1.22)
Left ventricular ejection fraction :

>50% 277/3692 (22.3)  259/3767 (20.4) —— 1.09 (0.92-1.29)

<50% 39/515 (24.4) 48/464 (32.6) : 0.75 (0.49-1.14)
Rhythm at discharge :

Sinus 258/3577 (21.8) 240/3568 (20.4) —— 1.07 (0.90-1.28)

Atrial fibrillation 10/36 (93.8) 7/28 (92.0) 1.03 (0.39-2.72)
Previous therapy with beta-blocker '

No 2443682 (19.9)  237/3700 (19.2) —a— 1.04 (0.87-1.24)

Yes 71/510 (40.9) 68/509 (39.3) —_— 1.04 (0.74-1.45)
Arterial hypertension E

No 110/2018 (16.3)  101/2029 (14.5) — 1.12 (0.85-1.47)

Yes 206/2182 (28.4)  205/2185 (28.7) —— 0.99 (0.82-1.20)
Diabetes mellitus i

No 21173290 (19.2)  192/3307 (17.2) —— 1.11 (0.92-1.35)

Yes 103/901 (34.8) 113/893 (39.0) —_— 0.89 (0.68-1.16)
COPD

No 288/4059 (21.2)  287/4085 (20.9) —— 1.01 (0.86-1.19)

Yes 28/145 (66.3) 20/133 (49.0) : 1.35 (0.76-2.40)

O.IS 170 210

Beta-Blocker Better No Beta-Blocker Better

Ibanez B et al. N Eng J Med 2025;393(13)



ADHERENCE / CROSSOVER

Figure S2. Time to Crossover According to Treatment Assignment.
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Follow-up (years)
No. at risk (No. events)
Beta-blocker 4207 (216) 3755 (310) 2948 (90) 2086 (116) 1469 (39) 621
No beta-blocker 4231 (386) 3633 (3486) 2813 (99) 1966 (100) 1359 (41) 576

Beta-blocker No beta-blocker

* Riziko mitigace potencialniho [éCebného benefitu

* Per-protocol analyza s obdobnymi vysledky jako intention-to-treat
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ZAVER

* Terapie betablokatorem u pacientl po IM s ejekéni frakci LK > 40 % bez projevU srdecniho selhani
nemela zadny efekt na vyskyt celkové mortality, reinfarktu myokardu Ci hospitalizace pro srdecni
selhani.
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