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BACKGROUND ACAC'&%

At time points beyond week 12
KCCQ-CSS change was 3.0 to 7.0; all P<0.05

\
18 4 Titration ' \}Vashout
+ In the pivotal phase 3, ACACIA-HCM trial in patients with _ I
symptomatic nHCM: 292 12-

— Aficamten yielded significantly greater §§ by
improvements than placebo in exercise capacity and =L 6.
health status (Figure)." B ‘2‘

— Clinical benefits mirrored favorable effects on ol Mloamen T PRee™
myocardial wall stress and diastolic function,’2 key . oeass 2 2% Weeks since randomization. 12EOTEOS
pathophysiologic mechanisms of symptoms, and N s - - i;i b el =
exercise intolerance in nHCM.3 = Placebo

» Heterogenous LV hypertrophy can limit geometric . 107 = Afcamten

assumptions used in echocardiography.4-5 %E
* Aficamten produced favorable myocardial remodeling in §,§, 7 Sy aarenee:

oHCM, with a larger and more precise effect of treatment g E [ P=0.003

on LVMI, wall thickness, and LAVI detected using CMR =" 00

than echocardiography.’ - I

-054 -0.03 mL/kg/min 0.64 mL/kg/min
(95% Cl, -0.35 to 0.28)  (95% ClI, 0.32 to 0.95)
Placebo Aficamten
No. of Patients 240 233

CMR, cardiac magnetic resonance; EOS, end of strusy; EOT, end of treatment; KCCQ-CSS, Kansas City Cardiomyopathy Questionnaire Clinical Summary Score; LAVI, left atrial volume index; LSM, least squares mean; LV, left ventricular

LVMI, left ventricular mass index; nHCM, nonobstructive hypertrophic cardiomyopathy; oHCM, obstructive hypertrophic cardiomyopathy; pVO,, peak oxygen uptake.
1. Masri A, et al. N Engl J Med 2026 Aug 28. doi: 10.1056/NEJM0a2603021. 2. Hegde SM, et al. Circulation 2026 Aug 29. doi:10.1161/CIRCULATIONAHA.126.082343. 3. Kawana M, et al. Front Physiol 2022;13:9750767.

4. Ommen SR, et al. Circulation 2024;149:e1239-311. 5. Myqorzo (aficamten) prescribing information. Cytokinetics; 2026.




METHODS: STUDY DESIGN ACAC'&%

Study Visits | | Titraton | |
Screen D1 W2 W4 W6 W8 W12 w24 E W36 :

CMR A . A

Echocardiogram A A A A A A A A A

pvo, A . A

NT-proBNP and troponin A A A A A A A A A

+ Atotal of 69 patients were enrolled in the CMR substudy, and 61 (88.4%) completed both baseline
and Week 36 CMR (n=25 aficamten, n=36 placebo).

CMR, cardiac magnetic resonance; D, Day; NT-proBNP, N-terminal pro-B-type natriuretic peptide; pVO,, peak oxygen uptake; W, Week.




RESULTS: BASELINE CHARACTERISTICS ACAC'&%

BY TREATMENT GROUP

Aficamten (n=31) Placebo (n=38)
~Age, y, mean (SD) 59.7 = 15.1 56.3 = 14.2
Female sex, n (%) 24 (77.4%) 21 (55.3%)
Race
White, n (%) 26 (83.9%) 28 (73.7%)
Asian, n (%) 1(3-2%) 3 (7.9%)
Other, n (%) 4 (12.9%) 7 (18.4%)
History of hypertension, n (%) 13 (41.9%) 15 (39.5%)
Family history of HCM, n (%) 9 (29.0%) 15 (39.5%)
Paroxysmal atrial fibrillation, n (%) 8 (25.8%) 8 (21.1%)
Permanent atrial fibrillation, n(%) 1(3.2%) 1(2.6%)
KCCQ Clinical Summary Score, mean (SD) 68.8 £ 15.0 69.7 + 13.8
NYHA class lll, n (%) 9 (29.0%) 5 (13.2%)
NT-proBNP, median [IQR], pg/mL 647 [359, 965] 884 [546, 1391]
hsTnl, median [IQR], ng/L 18 [7,45] 20 [15,50]
CMR
LV mass index, g/m?, mean (SD) 70 = 24 74 = 20
LV maximal wall thickness, mm, mean (SD) 174 £ 42 18.2 = 35

CMR, cardiac magnetic resonance; HCM, hypertrophic cardiomyopathy; IQR, interquartile range;

NT-proBNP, N-terminal pro-B-type natriuretic peptide; NYHA, New York Heart Association.

KCCQ, Kansas City Cardiomyopathy Questionnaire; LV, left ventricular;




RESULTS: AFICAMTEN IMPROVED ACAC'H%J%
LV MASS AND WALL THICKNESS

LVMI LVMWT
-5.0, g/m2 (-8.2, -1.8); P=0.003 ~2.3, mm (-3.0, -1.5); P<0.001

—
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Change from Baseline to
Week 36 in LVMI (g/m2), CMR
o
in Global LVMWT (mm), CMR
|
N

Placlebo Aficalmten
(n=36) (n=25)

Placlebo Aficalmten
(n=36) (n=25)

Change from Baseline to Week 36

Baseline 74+20 7024 18.2£3.5 17.4+4.2

* Reduction in LVMI was driven by regression of the cellular compartment (-5 g/m? [95% ClI: -9 to -2 g/m?],
P=0.002), while the interstitial mass remained stable (-0.6 g/m? [95% CI: —2.6 to 1.4 g/m?], P=0.57).

CMR, cardiac magnetic resonance; LV, left ventricular; LVMI, left ventricular mass index; Max, maximal; LVMWT, left ventricle maximal wall thickness.




RESULTS: AFICAMTEN INCREASED LV ACAC'&%
END-SYSTOLIC VOLUME

LVESVI
5.1 mL/m2 (2.8, 7.4); P<0.001

o ( ) CMR Variable Treatment Effect | 5,0
2 (95% Cl)
g 2 g LV end diastolic volume 3 (-1, 6) 015
3 L|>J < % 10 index (mL/m?) ’ '
o2 EC LAVI (mL/m2) ~1.1(-6.4, 4.2) 0.69
g © S T 51 LGE mass (g, 5SD) 2.8 (-1.2, 6.8) 0.16
Y= O —
%é 22 4. LGE (% of LV mass) 2(-1,5) 0.25
c = ‘iv 1 LV native T1 (ms) -4 (-35, 27) 0.80
§ @ -5 LV ECV fraction (%) 1.0 (-1.1,3.2) 0.34

Placebo Aficamten LV ECV index (ml/m?) 0.4 (-2.4, 1.6) 0.66

(n=36)  (n=25)

* Relative to placebo, aficamten significantly increased LV end-systolic volume index (Figure).

» There were no significant changes in LV end-diastolic volume index, LAVI, LGE, LV native T1, or ECV with
aficamten (Table).

58D, 5 standard deviation above mean signal; BL, baseline; CMR, cardiac magnetic resonance; ECV, extracellular volume; LV, left ventricular;

LAVI, left atrial volume index; LGE, late gadolinium enhancement; LV, left ventricular; LVESVI, left ventrical end-systolic volume index.



RESULTS: PROPORTIONAL CHANGES IN l-\CAClgg%i
CARDIAC BIOMARKERS AND CMR CHANGES

NT-proBNP - % change hsTnl - % change
LV wall thickness (-1 mm)  —e— ——
LV mass index (-5 g/m?) —— —
LVEF (-5%) ——— e
LA volume index (-5 mL/m?) e P
LV EDV index (+5 mL/m?) — N
LV ESV index (+5 mL/m?) . P
LGE mass (-1%) e .
Native T1 (—20 ms) e — o
ECV fraction (—1%) —— e
—AIfO —éO 0 2b 4b —?;0 —2I0 —1IO 0 1I0 Zb Sb

Aficamten better Aficamten worse Aficamten better Aficamten worse

® Red: 95% Cl excludes zero ® Gray: 95% Cl includes zero | Dots = estimates; lines = 95% Cls

Reductions in LVMI and LV wall thickness were associated with reductions in NT-proBNP and hsTnl.

CMR, cardiac magnetic resonance; ECV, extracellular volume; hsTnl, high-sensitivity troponin |; LGE, late gadolinium enhancement; LV, left ventricular;

LVMI, left ventricular mass index; NT-proBNP, N-terminal pro-B type natriuretic peptide.




CMR AT BASELINE AND WEEK 36 IN
AFICAMTEN VS PLACEBO TREATED PATIENTS

PLACEBO
Basellne (LVMI 74 + 20 g/m2)

Maximum Wall Thickness (mm)

Maximum Wall Thickness (mm)

§)

AFICAMTEN

ACAC"&§§
HCM

Baseline (LvMI 70 + 24 gim?)

Maximum Wall Thickness (mm)

CMR, cardiac magnetic resonance, LVMI, left ventricular mass index.




RESULTS: CORRELATION OF BL MEASUREMENTS ACAC[Q%i
ON CMR AND ECHOCARDIOGRAPHY

140 4 Correlation = +0.51 30 4 Correlation = +0.66
g 120 - g 25 -
S 1001 3
~— ~ 20 T
= 80 - - _
> 604 . S 151 At baseline there was moderate
40 - e ‘ : correlation between CMR and
- - - - - 10 %, - - - echocardiographic
50 100 150 200 250 10 20 30 40 measurements of LVMI, LVEF
LVMI (Echo) MWT (Echo) and LV wall thickness, and a
70 1 Correlation = +0.38 :..; ) 150 A Correlation = +0.76 ) strong correlation of LAVI.
E‘ . c .. E
= 100 A
o S
L - S
I.U > 50 i . * . oo
5 P
40 L T T T T T 0 -I T T T T
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BL, baseline; CMR, cardiac magnetic resonance; LAV, left atrial volume index; LVEF, left ventricular ejection fraction; LVMI, left ventricular mass index; MWT, maximal

wall thickness.



RESULTS: COMPARATIVE TREATMENT EFFECT ACACI@M
BETWEEN CMR AND ECHOCARDIOGRAPHY

LV mass index Maximal wall thickness LVEF
-5 (-8, -2) -2.3 (-3,-1.5) -5.6 (-7.9, -3.4)
CMR - —0— CMR A —— CMR - —_—
-12 (-28, 4) -1.8 (-4.2, 0.5) -3.5 (-6, —1)
Echo 4 F g { Echo A b g { Echo - b g
-30 -256 -20 -15 -10 -5 0 5 -4 3 -2 - 0 1 -8 -6 —4 -2 0
Treatment effect (g/m2) Treatment effect (mm) Treatment effect (percentage points)
LA volume index LV end-systolic volume index LV end-diastolic volume index
-1 (-6, 4) 5.1 (2.8, 7.4) 3(-1,6)
CMR - o { CMR A —— CMR - ———
-4 (-8, 0) 3.9(1.8,6) 6.5 (2.5, 10.6)
Echo 4 ! ® Echo - — Echo - b ®
-8 6 4 -2 0 2 4 0 2 4 6 8 -2 0 2 4 6 8 10 12
Treatment effect (mL/m?) Treatment effect (mL/m?) Treatment effect (mL/m?)

Echo data was restricted to those who also had CMR.
Data shown as mean + SD, unless specified otherwise.
CMR, cardiac magnetic resonance; echo, echocardiogr:

; LA, left atrial; LV, left ventricular; LVEF, left ventricular ejection fraction; LVMI, left ventricular mass index.




CONCLUSIONS ACAC'&%‘

* In the ACACIA-HCM CMR substudy in patients with symptomatic nHCM, 36 weeks of
aficamten treatment promoted favorable cardiac remodeling, including reduced LVMI and
LV wall thickness.

— Regression of hypertrophy reflected a reduction in cellular compartment, with no
significant change in extracellular matrix or myocardial fibrosis measures

 Structural changes observed with CMR were associated with improvements in NT-proBNP
and hsTnl.

« CMR identified changes in LV hypertrophy that were not clearly demonstrated by
echocardiography, revealing the complexity in using geometric assumptions in nHCM.

» The ongoing long-term extension FOREST-HCM CMR substudy will characterize longer-
term changes in cardiac structure and function in patients with nHCM.

CMR, cardiac magnetic resonance; hsTnl, high-sensitivity troponin I; LV, left ventricular; LVMI, left ventricular mass index; LVOT, left ventricular outflow tract;

nHCM, nonobstructive hypertrophic cardiomyopathy; NT-proBNP, N-terminal pro-B type natriuretic peptide.
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