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BACKGROUND STUDY DESIGN Design Trial Status

« Randomization will be stratified according to CPET exercise modality (treadmill vs bicycle) and recently « The study is currently open to enrollment in the USA with other regions to follow.
Hypertrophic cardiomyopathy (HCM) is a disease affecting the cardiac sarcomere, resulting in MAPLE-HCM (Metoprolol vs Aficamten in Patients with LVOT Obstruction on Exercise Capacity in diagnosed vs chronic oHCM.
myocardial hypercontractility and cardiac hypertrophy. HCM) is a Phase 3 head-to-head trial (NCT05767346) designed to compare the efficacy of aficamten - All participants may receive up to 4 escalating doses of investigational product over the initial 6 weeks: :
- People with obstructive HCM (oHCM) have left ventricular outflow tract (LVOT) obstruction that vs metoprolol on exercise capacity, heart failure symptoms, cardiac structure and function, and safety _ Aficamten 5. 10. 15. 20 m Figure 3. World Map
creates an LVOT gradient (LVOT-G) during systole and is the primary driver for the development of and tolerability in participants with symptomatic oHCM. Met ol 5’0 1’00 ’150 2%'0
heart failure symptoms. St — Metoprolol ou, 1UU, 19U, mg.
udv Schema S : : : : . :
- Beta-blockers are currently the first-line agent for the treatment of symptomatic oHCM based on ' y N * The titration schema for_dose ac_jjustmc_ents will b_e ba_sed on echocardiographic metrics in the aficamten
guidance provided by ESC and ACC/AHA. "2 « Trial to enroll ~170 participants. arm, and both echocardiographic metrics and vital signs in the metoprolol arm. <
: [
« Although beta-blockers have been shown to reduce symptom burden and improve hemodynamics, S : : ) EX
they do not improve exercise capacity and can be associated with poor tolerability.34 Moreover, there Random'zatlonx\’,‘" bte d+°|\l;2le'b|"?g an: double-dummy: -."‘,‘:
are no controlled data on the long-term effects of beta-blockers on cardiac structure and function. ficamten evsopro SRR Titration algorithm - ]
« Aficamten is a next-in-class cardiac myosin inhibitor (CMI) that selectively and reversibly stabilizes the Metoprolol + Aficamten-Placebo
lever arm of cardiac myosin in the relaxed position, decreasing the number of myosin molecules bound Dose Adiustment
to actin, resulting in decreased contractility (Figure 1).° Figure 2. Studv schema Metric ! Aficamten Metoprolol
- Aficamten was safe and well tolerated in healthy participants in a Phase 1 study.® In addition, the g ] y ] o
pharmacokinetic properties of aficamten allowed for titration as early as 2 weeks.® . _ F_or dosIePes_caIatlc_)n, aI_I crlterlla must b_e- m_et.
* The Phase 2 REDWOOD-HCM study demonstrates that treatment with aficamten for 10 weeks was LVOT-G ol LA T 7 LS CLasenliV e, 7 O EEEn I L) e
generally well tolerated in participants with symptomatic oHCM.”:8 diaRgen(z)esnetglor E Rég::g”g)so Systolic BP NA >90 mmHg — can increase dose
— There were also marked improvements in LVOT-G (resting and Valsalva), NYHA functional class treatment-naive -:F@ 0 and/or g Aficamten + Metoprolol-Placebo _ <90 mmHg - reduce dose (any visit)
(FC), and cardiac biomarkers (NT-proBNP and hs-cTnl). EiiL Sg’:g:\‘ﬂ’ma“c E '§ Post';/g(')sa"’a E 3% (% N _
on 3 3 > ;ND > E §_§ S 2 Heart rate NA g855b4p? — can m(;:reasehdose
Figure 1. Aficamten mechanism of action . xS 2 sz B —0% bpm —NO dose change
9 ARSI E @Ak o= LVEF 260% é Metoprolol + Aficamten-Placebo = - <50 bpm — reduce dose (any visit)
currently on SOC = AND
. H N
Hydrolysis of ATP to ADP + P. Aficamten: | | and symptomatic SIS EE [ >55% — can increase dose >55% — can increase dose
myosin head rotates into b Sellegtwely inhibits card.|ac myosin ATPase _ 50-54% — no dose change 50-54% — no dose change S U M M ARY
cocked” State _a(;tlwty the:jeby pre\;etntmg myosin from entering S Vi | | | | | | | | | <50% — reduce dose (any visit) <50% — reduce dose (any visit)
a Torce-proaucing state udy VISItS |[&—— 24 weeks —>[¢ 2 weeks > . . . . B . . .
2 Procueing oo | I <407 — temporary discontinuation MAPLE-HCM is the first Phase 3 multicenter, randomized, double-blind,
creening 1 Screening 2 D1 W22 W42 W62 W8 W12 W16 W20 W24 w28 (any VISIt) (any VISIt)
ATP binds. releasin head-to-head comparison of aficamten to current standard of care (metoprolol)
the myosir; head fro?n : « CPET A - Post-Valsalva =30 mmHg — can increase dose =30 mmHg — can increase dose in adults with symptomatic oHCM.
o Myosin head : : KCCQ-CSS A A A A A A A A A A A A LVOT-G <30 mmHg — no dose change <30 mmHg — no dose change : : :
the actin filament . pinds to actn g\‘; é’l‘éffat:gs' e number ohosardiograrn R e e s e A ° ° ° ° Despite beta-blocker treatment representing foundational treatment for
filament u . L . : . : : '
oo U 3 of ‘independent force Dose fitration A A A BP, blood pressure; IP, investigational product; NA, not applicable. >60 years in ﬁHCM, M?F;LE HCM will gen_er:atle_| 3\7 first assessment of chronic
ﬁengrat%rtsr(mtyr?sm'th NT-proBNP & hs<Tr! N A A A A A A A A 4 a A treatment with metoprolol in participants with o :
theeaazzir'] b A — Data from this important trial are aimed at producing the necessary evidence to
. b Focused echocardiogram. i i i i i i
Key: D, day; SOC, standard of care; W, week. Sample Size Assumptions inform the use of aflcamt.en as a potential first-line monotherapy, and its placement
— among the pharmacologic options for oHCM.
_ P, released « Assuming: : . : . .,
o™, . . . . Enrollment is currently ongoing with anticipated study completion in 2025.
Y _ AL - 4 Force production reduced — Change in pVO, of 2 mL/kg/min for aficamten compared with metoprolol.
— Myosin head e T e Somy BT =B “fewer hands pulling the rope” — Standard deviation of 3 mL/kg/min for the primary endpoint.
EN DPO'NTS — 10% missingness for the primary endpoint.
ADP released « A sample size of 170 participants will provide >90% power to detect a significant difference at Week 24.
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