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ABSTRACT

BACKGROUND

Beta-blockers have been the initial treatment for symptomatic obstructive hypertro- The authors' full names, academic de-
phic cardiomyopathy (HCM) despite limited evidence of their efficacy. Aficamten grees. and affiliations are listed at the
. di n inhibi I d lefi icul fl di end of the article. Pablo. Garcia-Pavia can
is a cardiac myosin inhibitor that reduces left ventricular outflow tract gradients, e contacted at pablogpavia@cnic.es or
improves exercise capacity, and decreases HCM symptoms when added to standard at the Department of Cardiclogy, Hospi-
medications. Whether aficamten as monotherapy provides greater clinical benefit tal Universitario Puerta de Hierro Ma-

. jadahonda, M | de Falla 2, Majada-
than beta-blockers as monotherapy remains unknown. Lao:d: .andri daggzezz,es;}:iné Aada




Uvod wapLE ST

 Hypertroficka obstrukcni kardiomyopatie (0HCM) je charakterizovana h{pert_rofil', _
hyperkontraktilitou a obstrukci ve vytokovém traktu LK (LVOT) — dusledkem je vznik
limitujicich symptomu a snizeni zatezove kapacity

« Aficamten = myosinovy inhibitor, mechanismem ucinku je snizeni
hyperkontraktility myokardu

» U pacientt s oHCM symptomatickych i pfes standardni terapii vedlo pridani Aficamtenu
- ke zvySeni zatezové kapacity

‘ - zlepSeni symptomu

- normalizaci gradientt v LVOT
- redukci poCtu nemocnych splnujicich kritéria pro RST
- zlepSeni kardialnich biomarkeru, strukturalnich a funkénich parametru

(RST — Redukéni septalni terapie)




Betablokatory v terapii o0HCM

Beta-blokatory — pres limitovanou evidenci prvni linii IéCby symptomatické

OHCM temeér po dobu 60 let

1968

Chronic Beta Adrenergic Receptor Blockade in the
Treatment of Idiopathic Hypertrophic Subaortic Stenosis’
By Lawrence S. Cohen and Eugene Braunwald
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. Cohen LS, Braunwald E. Prog Cardiovasc Dis 1968;11:211-21.

=)

2023 ESC Guidelines?

Recommendation Class®

Non-vasodilating beta-blockers, titrated to
maximum tolerated dose, are recommended as
first-line therapy to improve symptoms in patients
with resting or provoked® LVOTO.

* Class of recommendation; * Level of evidence; © Provocation with Valsalva
maneuver, upright exercise, or oral nitrates if unable to exercise.

Arbelo E, et al. Eur Heart J 2023;44:3503-626

2024 ACCIAHA Gundelines3

1. In patients with obstructive HCM and symptoms?
attributable to LVOTO, non-vasodilating beta-
blockers, titrated to effectiveness or maximally
tolerated doses, are recommended.

* Symptoms include effort-related dyspnea or chest pain and occasionally
other exertional symptoms (eg, syncope, near syncope) that are attributed to
LVOTO and interfere with everyday activity or quality of life,

Ommen SR, et al. Circulation 2024;149:21239-e1311.




Aficamten
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with aficamten
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Garcia-Pavia P, et al. JACC Heart Fail 2025:13:346-57




MAPLE — HCM: cile studie -

« Zhodnoceni bezpecnosti a uCinnosti monoterapie aficamtenem

ve srovnani s monoterapii metoprololem u symptomatickych
pacientl s oHCM

« Primarni cil: zatezova kapacita hodnocena VO2 max
« Sekundarni cile: - symptomy (funkCni tfida NYHA, dotazniky
kvality zivota KCCQ-CSS)
- biomarkery (NT-proBNP)
- Valsalva LVOTG

- charakteristika struktury a funkce myokardu (LAViI,
LVMi — hodnoceno echokardiograficky)




Maple-HCM design studie

CENTRAL ILLUSTRATION: MAPLE-HCM Study Design
MAPLE-HCM Aim
The first head-to-head study of a A A To evaluate the safety and efficacy
CMI (aficamten) vs a beta-blocker of aficamten as first-line treatment
(metoprolol) for oHCM or as monotherapy for oHCM
——_—
® Group 1:
Treatment-naive or currently untreated
(no medical therapy within 12 mo)
Group 2:
. >12-mo history of oHCM treated with
SOC washout SOC agents within the past 12 mo
5 @ @ 6 I.
Aficamten Echocardiography and vital Metoprolol
+ placebo for metoprolol signs to guide dose titration + placebo for aficamten
24 weeks of treatment
Primary endpoint: Secondary endpoints: [ ]
; « Change in pVO,, « NYHA functional class
@ assessed using CPET » Patient-reported health status
from baseline to Week 24 « Biomarkers (NT-proBNP, hs-cTnl)
« Remodeling (LAVI and LVMI)
» Valsalva LVOT-G
Garcia-Pavia P, et al. JACC Heart Fail. 2025;13(2):346-357.




MAPLE — HCM: design studie

MAPLE

HLM

Patients had: T Met lol + ol bo f fi ¢
o « LVOT-gradient 230 mmHg - etoproio placebo Tor aricamien
el at rest AND/OR 250 mmHg S (n=87)
* Recently diagnosed or with Valsalva -
treatment-naive oHCM NYHA class Il =
Or LVEF 260% g
* Chronic oHCM on SoC 2-week SoC KCCQ-CSS <90 E
Bgd washout [l - pVO, <100% of predicted o
o o O
Study Visits | 2-4 weeks | 2 weeks | |1 | | | | |
svV1 sv2 D1 w2 W4 We W8 w12 W16 wzao w24 was
CPET A
KCCQ and NYHA A A A _i’ _ﬁ._ _ﬁ._ A A A A
Echocardiogram A A AN ATA A A A
NT-proBNP A A A AANANA A A A
:IIII*E);;eIIIII:
= adjustment =
- - - — . basedonsite [
Uptitrace davky metoprololu po 50 mg k cilové davce 200 mg = echo and vital =
. , . , .y 3 signs E
Uptitrace davky aficamtenu po 5 mg k cilové davce 20 mg. PPER LR

Garcia-Pavia P, et al. JACC Heart Fail 2025:13:346-57



Charakteristika souboru -

I.q:Eri

Characteristic Aficamten (n=88) Metoprolol (n=87) Characteristic Aficamten (n=88) Metoprolol (n=87)

Age, y 58.9 13 56.5 13 KCCQ-CSS 65.5 £17 66.0 +16
Female sex , 36 (40.9) 37 (42.5) NYHA FC
White race 70 (79.5) 70 (80.5) I 63 (72) 60 (69)
Geographic region _ Il 25 (28) 27 (31
China 11 (12.5) 11(12.6) NT-proBNP, pg/mL 510213, 993] 439171, 907]
North America 45 (51.1) 39 (44.8) hs-cTnl, ng/L 14.2 (7.3, 34.0] 11.6 [6.3, 25.1]
Europe, Israel, and Brazil 32 (36.4) 37 (42.5) CPET
Medical history VO, mL/kg/min 19.5 +4.8 20.2 5.3
Pathogenic sarcomeric variant? 27 (30.7 22 (25.3 Percent of predicted pVO,, % 60.0 £13.5 61.2 £13.7
Hypertension . Treadmil 52 (59.1) 52 (59.8)
HCM therapy at screening” Echocardiographic parameters
Beta-blocker 64 (72.7) 59 (67.8) LVEF, % 68.3 £3.8 67.3 3.9
Calcium channel blocker 12 (13.6) 10 (11.5) Valsalva LVOT gradient, mmHg 75.3134.0 71.6£31.2
None 19 (21.6) 23 (26.4) Resting LVOT gradient, mmHg 48.6 £30.1 46.2 +27 .4
Required washout of SoC | 69 (78.4) 64 (73.6) Maximal wall thickness, mm 2091238 20.8 3.3
Recently diagnosed® 26 (29.5) 27 (31.0) LA volume Index, mL/m? 37.8 (10.9) 40.1 (12.1)
Values are n (%), mean +SD, or median [IQR]. Percentages may not total 100 because of rounding. LV mass index, g/m? 128.9 (31.6) 133.3 (31.3)

Pacienti zafazeni do studie méli méné vyrazné fenotypové vyjadfeni nez pacienti v pfedchazejici studii SEQUOIA-HCM.

Garcia-Pavia P, et al. JACC Heart Fail 2025;13:346-57




Vysledky: dosazene davky -

VétSina pacientu |é€ena maximalnimi davkami
Metoprolol — dosazeno davky 150 nebo 200 mg u 62% pacientu
Aficamten — davka 15 nebo 20 mg u 76% pacient™

Did not tolerate \El
Metoprolol dose Aficamten dose ,
Kontrola W24: 10 pac. netolerovalo metoprolol .. "oms ’
35

=50 mg =5 mg 31

1 pac. netoleroval aficamter =10mg 10 mg
=150 mg V 15 mg
Week 24: ovlivneni tf- Aficamten: zména o - 0,2/i Vetoprolo ot
- Metoprolol: snizeni't o wepusnfiif” N=37)

ovlivnéni STK - Aficamten zvySeni o 5 mmHg
- Metoprolol snizeni 0 6 mmHg

M ENGL ) MED 393]10 MEJM.ORG SEPTEMBER 11, 2025



Primarni cil: zmena VO2 max wapL £

Mean Change from Baseline to Week 24

22 7
€
-g 21 1 .
g i LSM difference (SE)
_qAm -
§ 20 | W pev0 vs metoprolol
2 Apvo,
. 2==1.2 .
S 194~ Xﬁ%. 2.3 (0.39) mL/kg/min
3
E 18 - P<0.0001
17 T T
BL Week 24

Aficamten [l Metoprolol




Primarni cil: zména VO2 max MA,,,_E,%

HCM

V definovanych skupinach nebyl rozdil v hodnoté VO2 max

Aficamten Metoprolol LSM Difference
no. of patients (895% CI) in pWVO,

Owearall 88 87 i 2.3 (1.52, 3.07)
Gender

Male 52 50 = 218 (1.2, 3.16)

Female 36 37 ] 216 (099, 3.33)
Age Group

< 65 Years 50 61 s 229 (1.31, 3.28)

= 65 Years 38 26 e | 2.43 (1.09, 3.76)
Baseline BMI

= 30 kg'm*® 57 59 | ey | 2.53 (1.6, 3.4T)

= 30 kgfm? 31 28 | e | 1.95 (0.62, 3.28)
Basaline NYHA Functional Class

NY'H A Class |l 63 &0 [ e | 223 (1.3,3.15)

MNYH A Class 111 25 27 - 2.48 (1.03, 3.92)
Baseline L\VVEF

= Median (68.5%) 39 S0 | e | 2.65 (1.55, 3.75)

= Madian (68.5%) 49 3T = 1.92 (0.79, 3.06)
Basalina NT-praBNP

= Median (468.0 pg/mL) 41 47 | | 3.04 (1.96, 4.12)

= Median (468.0 pg/mL} 47 40 —- 1.58 (0.50, 2.69)
CPET Modality

Treadmill 52 52 P 2.53 (1.52, 3.53)

Bicycle 36 35 — - 1.96 (0.74, 3.18)
Basaling pViO;

s Median (19.75 mL{kg/min) 49 39 —— 2.54 (1.44, 3.65)

> Srin 39 48 | e | 1.95 (086 3.04)
Dlagnosis Period

Diagnosed Recently 26 27 s 322 (1.81, 4.64)

Chronic oHCM G2 &0 | — | 1.87 (0.95, 2.79)
Baseline Valsalva LNOT gradient

= Median (72.0 mmHg) 44 44 | | 2.32 (1.24, 3.4)

> Median (72.0 mmHg) a4 4z = 2.3 (1.2, 3.39)
Basaline KCCQ-CS5S

= Median (67.7) 42 45 p—— 229 (1.19, 3.39)

= Median (67.7) 46 42 —- 2.26 (1.14, 3.37)
Sarcomeric Gene Mutation Status

Positive 27 22 | | 1.94 (047, 3.41)

Inconclusive/Megative 43 45 e | 2.36 (1.26, 3.47)

T T T T T T T T
—‘4 -3 -2 - 0 1 2 3 ;
Favors Metoprolol Favors Aficamten

M ENGL ) MED 39310 MNEJM.ORG

SEPTEMBER 11, 2025




Sekundarni cile no JER

HCM |

Proportion of patients with 21 class improvement in NYHA

. functional class from baseline to Week 24 P<0.001
. Change in KCCQ-CSS from baseline to Week 24 P<0.002
. Change in NT-proBNP from baseline to Week 24 P<0.0001
. Change in post-Valsalva LVOT gradient from baseline to Week 24 P<0.0001
. Change in LAVI from baseline to Week 24 P<0.0001
. Change in LVMI from baseline to Week 24 P=0.163

M ENGL) MED 393,10 MEJM.ORG SEPTEMBER 11, 2025




Sekudarni cile: symptomy a funckni trida
NYHA

ZlepSeni funkéi tf. NYHA o = 1bylo u 51% pacientl IéCenych aficamtenem a u 26%

pacientt lé¢enych metoprololem, p < 0,001

MAPLE%

I.I"Pi

NYHA Functional Class By Week

Aficamten

Metoprolol

100 1

Patients in each NYHA class, %

Washout

Washout

80:
60:
40:
20 1

4 6 81216202428

NYHA class |

Week

B NYHA class |l

NYHA class lll

Week

BL2 4 6 81215202428

B NYHA class IV

Least Squares Mean (95% CI)

Change in Score

25 1

20 1

15 1

10 1

Change From Baseline in KCCQ-CSS

Washout

Aficamten & Metoprolol

LSM Diff at Week 24 = 7 points P=0.002

BL2 4 6 8

12 16 20 24 28
Week

M ENGL) MED 393]10 MEJM.ORG SEPTEMBER 11, 2025




Sekundarni—cite: klidovy' EVOTGa

pozatezovy

LVOTG (Valsalva LVOTG)

Resting LVOT gradient

Washout

60 1 Aficamten = Metoprolol

40 -
30 1

20 1

Mean (95% CIl) Resting
LVOT Gradient (mmHg)

LSM Diff at Week 24 = -30 mmHg P<0.0001

BL2 4 6 8 12 16 20 24 28
Week

100 1

o =]
o (%)}
i ']

Mean (95% CIl) Valsalva
LVOT Gradient (mmHg)
[\
3)

MAPLE% o

|. | :"_ P.'.i

Valsalva LVOT gradient

Washout

Aficamten & Metoprolol

LSM Diff at Week 24 = -35 mmHg P<0.0001

12 16 20 24 28
Week

Q0 =

BL 2 4 6

M ENGL ) MED 393]10 MEJM.ORG SEPTEMBER 11, 2025




Sekundarni cile: NTproBNP a LZ . f8%

HCM |

NT-proBNP Left Atrial Volume Index

Washout

Aficamten ® Metoprolol 50 - Aficamten ® Metoprolol

J T

35 1

750 1

[9)]
o
o

W N E—
e

-
Mean (95%)

250 1

NT-proBNP (pg/mL)
Geometric Mean (95%)
LAVI (mL/m?)

125 1 30 1

LSM Diff at Week 24 = 7.0 mL/m? P<0.0001

81% reduction at Week 24 P<0.0001

r——r— v r r 25 r Y .
BL 2 4 6 8 12 16 20 24 28 BL 12 24
Week Week

N ENGL) MED 393]10 MWEJM.ORG SEPTEMBER 11, 2025




Bezpecnost MAPLE

HCM

Patients with any SAE 7 (8.0) 6 (6.9)
Patients with any AE that led to early treatment withdrawal of aficamten or metoproloF 1(1.1) 3(3.4)
Patients with AE that led to temporary interruption of aficamten or metoprolol 1(1.1) 1(1.1)
Patients with dose reduction due to adverse events 1(1.1)p 4 (4.6)¢
Patients with 21 dose down-titration 4 (4.5) 26 (29.9)°
Mean (SD) change in LVEF at Week 24 vs baseline -5.3% (4.7) -0.50% (3.7)
LVEF <50% by core lab | 1(1.1) 0

N ENGL) MED 393;10 MEJM.ORG SEPTEMBER 11, 2025



Zaver .

« Aficamten v monoterapii podavany po dobu 24 tydnu u pacientu s
oHCM prokazal superioritu nad monoterapii metoprololem, s
dosazenim statisticky vyznamného klinickeho zlepseni
hodnoceného:

« Zatézova kapacita (hodnocena pVO2) — primarni cil studie

« Symptomy - NYHA klasifikace, KCCQ-CSS, Valsalva LVOT-G, NT-
pProBNP, strukturalni zmeny (LAVI) — sekundarni cile studie

* Metoprolol neprokazal vyznamny pokles LVOTG v klidu Ci pri
provokaci (Valsalva LVOTG)

» Aficamten byl velmi dobre tolerovan
* Vysledky studie podporuji monoterapii aficamtenem jako terapii prvni

VVIV

volbv u pgmnnhl se Qymn’rnmghr‘l(ml oHCM.




