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Hypertroficka kardiomyopatie

« HCM je definovana jeho ztlusténi steny levé
komory (2 15 mm) s/bez hypertrofie prave
komory, které nemuze byt vysvétleno
hemodynamickymi podminkami (zménou preloadu a
afterloadu)

* NejCastéjsi kardiomyopatii (prevalence 0,2 %)
« Pacienti jsou ohrozeni rizikem nahlé srdecni smrti a

také mohou byt limitovani namahovou
dusnosti, pripadne anginou

* QObstrukce ve vytokovem traktu levé komory (LVOTO)
muze byt pfitomna az u 70% pacientu
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Obstrukce ve vytokovem traktu

Obstrukce ve vytokovém traktu (LVOT) je
jednim z Castych a charakteristickych S -
nalezl u hypertrofické kardiomyopatie
(HCM)

« Predstavuje rizikovy faktorem nahlé srdecni
smirti

* Obstrukce v LVOT se podili na
symptomech pacientll s HCM, ale na druhé
strané ji muzeme Iécit

— mame po ni aktivne patrat

« V pfipadée, ze neni v klidu pfitomna, tak

bychom méli proveést zatézovy test
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Hypertroficka kardiomyopatie - léCba

Schéma
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Af I C am t e n REDWOOD-HCM Cohort 1and 2:

Phase Il, Randomized (2:1), Placebo-Controlled Study of Aficamten in Symptomatic oHCM
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SEQUIOA-HCM

multicentricka randomizovana placebem
kontrolovana studie (USA, Evropa, Cina)

faze 3

srovnani léCby aficamtenem s placebem u
pacientu se symptomatickou obstrukéni
hypertrofickou kardiomyopatii (NYHA II.-11l.st.)

282 pacientu (1:1)

24-tydnu

Obstrukce v LVOT (= 30 v klidu a =2 50 mmHg
u Valsalvova manévru)

Primarni cil — zména vrcholové spotreby
kysliku pri spiroergometrii (VO2max.)

Maron MS et al. NEJM 2024
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BACKGROUND

One of the major determinants of exercise intolerance and limiting symptoms among
patients with obstructive hypertrophic cardiomyopathy (HCM) is an elevated intracar-
diac pressure resulting from left ventricular outflow tract obstruction. Aficamten is an
oral selective cardiac myosin inhibitor that reduces left ventricular outflow tract gradi-
ents by mitigating cardiac hypercontractility.

METHODS

In this phase 3, double-blind trial, we randomly assigned adults with symptomatic
obstructive HCM to receive aficamten (starting dose, 5 mg; maximum dose, 20 mg)
or placebo for 24 weeks, with dose adjustment based on echocardiography results. The
primary end point was the change from baseline to week 24 in the peak oxygen uptake
as assessed by cardiopulmonary exercise testing. The 10 prespecified secondary end
points (tested hierarchically) were change in the Kansas City Cardiomyopathy Ques-
tionnaire clinical summary score (KCCQ-CSS), improvement in the New York Heart
Association (NYHA) functional class, change in the pressure gradient after the Val-
salva maneuver, occurrence of a gradient of less than 30 mm Hg after the Valsalva
maneuver, and duration of eligibility for septal reduction therapy (all assessed at week
24); change in the KCCQ-CSS, improvement in the NYHA functional class, change in
the pressure gradient after the Valsalva maneuver, and occurrence of a gradient of less
than 30 mm Hg after the Valsalva maneuver (all assessed at week 12); and change in
the total workload as assessed by cardiopulmonary exercise testing at week 24.

RESULTS

A total of 282 patients underwent randomization: 142 to the aficamten group and 140
to the placebo group. The mean age was 59.1 years, 59.2% were men, the baseline
mean resting left ventricular outflow tract gradient was 55.1 mm Hg, and the baseline
mean left ventricular ejection fraction was 74.8%. At 24 weeks, the mean change in
the peak oxygen uptake was 1.8 ml per kilogram per minute (95% confidence interval
[CI], 1.2 to 2.3) in the aficamten group and 0.0 ml per kilogram per minute (95% CI,
—0.5 to 0.5) in the placebo group (least-squares mean between-group difference, 1.7
ml per kilogram per minute; 95% CI, 1.0 to 2.4; P<0.001). The results for all 10 second-
ary end points were significantly improved with aficamten as compared with placebo.
The incidence of adverse events appeared to be similar in the two groups.

CONCLUSIONS
Among patients with symptomatic obstructive HCM, treatment with aficamten re-
sulted in a significantly greater improvement in peak oxygen uptake than placebo.
(Funded by Cytokinetics; SEQUOIA-HCM ClinicalTrials.gov number, NCT05186818.)



SEQUIOA-HCM

Maintenance Washout
(Weeks 8-24) (Weeks 24-28)

Screening Titration
(Day 1 to Week 8)

Aficamten 5-20 mg + SoC (n=142)

Placebo + SoC (n=140)

Q Randomized (1:1) in a blinded manner ® End of study 9 PK assessments 4 Echocardiogram 4 Dose titration

Dose increase

No change

Biplane LVEF 255% and
Post-Valsalva LVOT-G

Biplane LVEF 255% and
Post-Valsalva LVOT-G
230 mmHg

Biplane LVEF Biplane LVEF
<50% 250% to 55%

<30 mmHg

Dose reduction?®
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Table 1. Demographic and Clinical Characteristics of the Patients at Baseline.*

Characteristic
Age —yr
Female sex — no. (%)
Race — no. (%6)1
White
Asian
Black
Other
Geographic region — no. (%)
North America
China
Europe or Israel
Medical history — no. (%)
Hypertension

Family history of HCM or presence of known genetic mutation
for HCM

Family history of HCM
Pathogenic sarcomere variant
Paroxysmal atrial fibrillation
Coronary artery disease
Diabetes
Permanent atrial fibrillation
Background HCM therapy — no. (%)
Beta-blocker
Calcium-channel blocker
Disopyramide
None
Implantable cardioverter—defibrillator — no. (%)
KCCQ-CSS
NYHA functional class — no. (%6)§
I
i
v
Median NT-proBNP (IQR) — pg/ml
Median high-sensitivity cardiac troponin | (IQR) — ng/liter
Echocardiographic variables

Left ventricular outflow tract gradient after Valsalva maneuver
— mm Hg

Resting left ventricular outflow tract gradient — mm Hg
Left ventricular ejection fraction — %

Maximal left ventricular wall thickness — mm

Aficamten
(N=142)
59.2+12.6
56 (39.4)

108 (76.1)
29 (20.4)
3(2.1)

2 (1.4)

49 (34.5)
24 (16.9)
69 (48.6)

75 (52.8)
47 (33.1)

41 (28.9)
24 (16.9)
21 (14.8)
19 (13.4)
14 (9.9)
2 (1.4)

86 (60.6)
45 (31.7)
16 (11.3)
19 (13.4)
22 (15.5)
76+18

108 (76.1)
34 (23.9)
0
818 (377-1630)
12.9 (7.6-33.6)

82.9+32

54.8+27
748155
20.7+3.0

Placebo
(N=140)
59.0+13.3
59 (42.1)

115 (82.1)
25 (17.9)
0
0

45 (32.1)
22 (15.7)
73 (52.1)

70 (50.0)
44 (31.4)

34 (24.3)
25 (17.9)
20 (14.3)
16 (11.4)
9 (6.4)
1(0.7)

87 (62.1)
36 (25.7)
20 (14.3)
22 (15.7)
17 (12.1)
7418

106 (75.7)
33 (23.6)
1(0.7)

692 (335-1795)
11.5 (7.7-25.0)

833327

55.3+32.1
748463
21.0+3.0




SEQUIOA-HCM

Primarni cil — zména VO2max. pfi spiroergometrii

na zaCatku a po 24 tydnech léCby

B Change in Peak Oxygen Uptake

Least-squares

mean difference:

1.7 mlfkg/min
P<0.001
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Placebo Aficamten

Figure 1. Changes in Exercise Capacity from Baseline to Week 24.
Panel A shows the mean peak oxygen uptake values at baseline and at week 24. Panel B shows the least-squares

mean estimate of change in the peak oxygen uptake. I bars denote 95% confidence intervals.
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Subgroup

Overall
Sex
Male
Female
Age
<65 yr
=65 yr
Body-mass index
<30
=30
NYHA functional class
i
HorlV
Left ventricular ejection fraction
=75.6%
>75.6%
NT-proBNP
=788 pg/ml
>788 pg/ml
Method of cardiopulmonary exercise testing
Cycle ergometer
Treadmill
Peak oxygen uptake
=18.4 ml/kg/min
>18.4 ml/kg/min
Beta-blocker use
Yes
No
Resting left ventricular outflow tract gradient
=51.1 mm Hg
>51.1 mm Hg
KCCQ-CSS
=78.1
>78.1
Genetic testing result
Pathogenic or probably pathogenic
Variant of uncertain significance or negative

Placebo  Aficamten

no. of patients

140

81
59

34
56

94
46

106
34

68
72

73
65

63
77

67
73

87
53

69
71

75
65

22
70

142

36
56

85
57

97
45

108
34

73
69

66
73

64
73

74
68

86
56

72
70

67
75

71

Least-Squares Mean Difference in Peak Oxygen

Uptake (95% CI)
mlfkg/min
-t

—a—

e

1.7 (1.0-2.4)

1.8 (0.9-2.7)
1.4 {0.4-2.5)

2.0 (1.1-2.8)
1.4 (0.3-2.5)

1.8 (1.0-2.7)
1.6 (0.3-2.8)

1.7 (0.9-2.5)
1.9 (0.5-3.3)

1.8 (0.8-2.8)
1.6 (0.6-2.6)

1.7 (0.7-2.7)
2.0 (1.0-2.9)

1.0 (0.0-2.1)
23 (1.4-32)

1.6 {0.6-2.5)
1.9 (1.0-2.9)

1.6 (0.7-2.5)
1.9 (0.8-3.1)

13 (0.3-2.3)
2.1 (1.2-3.1)

1.8 (0.8-2.8)
1.7 (0.7-2.6)

2.6 (0.9-4.2)
1.4 (0.5-23)




SEQUIOA-HCM

A Change in Peak Resting Left Ventricular Outflow Tract Gradients B Change in Peak Left Ventricular Outflow Tract Gradients after
Valsalva Maneuver
100- Washout 100- Washout
S k d V4 r II V4 k t I g 90 g 904 Placebo
e un arnl CI Ove u aza e e S ® 804 E® 80- I
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9 E 79 Placebo 9 E M
Variable Aficamten (N=142) % E o4 ! T; E ¢
= E % I £ E =
. Mean Change from Basel £ 50 & £2 20 Aficamten
Patients (95% C1) S8 0 ST 40
LAY e O
no. (%) 3 g 30 K] E 30
s £ 204 < 204
S - T g~
Primary end point: peak oxygen uptake by cardiopulmonary exercise testing at wk 133 (93.7) 1.8 (1.2t0 2.3) § 104 = 104
24 — ml per kilogram per minute
e T T T T T T T T T e T T T T T T T T T
: 0 2 4 6 8 12 16 20 24 28 02 4 6 8 12 16 20 24 28
Secondary end points
Weeks since Randomization Weeks since Randomization
RO = (i) M it No. of Patients No. of Patients
2 Aficamten 142 142 141 140 140 140 139 139 139 138 Aficamten 142 142 141 140 140 140 139 139 139 138
Improvement of 21 NYHA functional class at wk 24 83 (58.5) NA placebi 140140140139138 138 136 137 137 135 Placebo 140140140139138 138 136 137 137 135
Left ventricular outflow tract gradient after the Valsalva maneuver at wk 24 — 137 (96.5) -476 (5410 -41)
mm Hg C Patients with Improvement of at Least One NYHA Functional Class D Change in KCCQ-CSS
Left ventricular outflow tract gradient of <30 mm Hg after the Valsalva 70 (49.3) NA B Aficamten B Placebo Washisiit
maneuver at wk 24 100+ 100+
90+
Total duration of septal reduction therapy eligibility during treatment period — 32 (22.5) 36.5 (27.0 to 46.1) 30 Aftamten
dayst 2 0 90 - .
g 704 . :
KCCQ-CSS at wk 12 140 (98.6) 11 (910 13) 5 o g % :
[ S A
1} 0
Improvement of 21 NYHA functional class at wk 12 69 (43.6) NA g 50 H Placebo
8 404 L
Left ventricular outflow tract gradient after the Valsalva maneuver at wk 12 — 139 (97.9) -44.8 (-51to0 -39) § 30 704
mm Hg 53
a 20+
Left ventricular outflow tract gradient of <30 mm Hg after the Valsalva 74 (521) NA 10 60
maneuver at wk 12 0 0
T T T T T T T T T
6 8 12 16 20 24 0 2 4 6 8 12 16 20 24 28
Total workload during cardiopulmonary exercise testing at wk 24 — watts 134 (94.4) 141 (9.5t0 18.6)
Weeks since Randomization Weeks since Randomization
Expk;r:story end point: geometric mean proportional change in NT-proBNP at wk 133 (93.7) 0.20 (0.17 t0 0.22) No. of Patients
Aficamten 142 142 141 140 140 140 139 139 139 138
Placebo 140 140 138 137 137 136 136 137 137 136
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SEQUIOA-HCM

podavani medikace

Adverse events

Any serious adverse event 8 (5.6)

Any serious adverse event that led to discontinuation of aficamten or placebo 0 é-
Any serious adverse event that led to interruption of aficamten or placebo 1(0.7) %
Any adverse event 105 (73.9)

Any adverse event that led to discontinuation of aficamten or placebo 1(0.7) m
Any adverse event that led to interruption of aficamten or placebo 2 (1.4) ®
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Ve studii nebyl zaznamenan zadny zvyseny
vyskyt nezadoucich udalosti

Statisticky se také neliSilo mnozstvi
pacientl, ktefi prerusili nebo ukondili

SID O

=

4

#

Aficamten + obvykla
Standardna liecba

Jedna alebo viacero
neziaducich udalosti*

74 %

Bolest' hlavy 8 %
Wperencin) 8 %
e T IS
Bychacich ciost 6 %
COVID-19 6 %

Dychavicnost'
(dyspnoe) 6 °/o

Bolest' na hrudniku
0
(angina pectoris) 2 /o

Unava 2%

Ukoncenie uzivania
R 0
skusanej lieCby 1 /o

Placebo + obvykla
standardna liecba

1 %

7%
2%
3%

9 %
6 %
6 %
3 %
5%
1%

Poznamka: Tento obrazok ukazuje vistky neZiaduce udalosti, ktoré sa vyskytli u najmenej 5 zo 100 Uéastnikov (5 %) v oboch skupinéch (¢ astnidi,
ktori uZivali aficamten, alebo G¢astnici, ktori uZivali placebo).
*NeZiaduca udalost bola niefo (ofakavané alebo neotakavané), Co utastnici zaZili potas lietby aficamtenom alebo placebom

“Zavazna neZiaduca udalost bola neZiaduca udalost, ktora bola povaZovana za Zivot ohrozujucu, vyZadovala nemocnicnd starostiivest alebo
sposobuje trvalé probiémy

Maron MS et al. NEJM 2024

zdroj Cytokinetics



Take home message:

Aficamten se prokazal jako efektivni a bezpecny v lecbée
obstrukce u pacientu s hypertrofickou kardiomyopatii ve srovnani
s placebem

Vedl k jednoznacnému klinickému zlepSeni pacientu
nodnocenemu podle NYHA nebo dotazniku na kvalitu zivota

* Doslo k vyznamneé redukci gradientu ve vytokovem traktu levé
komory v klidu I pri provokaci Valsalvovym manévrem

* Nedoslo k zadnéeému zvysenemu vyskytu nezadoucich udalosti ve
srovnani s placebem
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DEKUJI ZA POZORNOST!

Kontakt: david.zemanek@vfn.cz

ll. Interni klinika kardiologie a angiologie VFN a 1. LF UK
U nemocnice 2

128 00 Praha

Tel: + 420 224962634




