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Aficamten in Patients with Obstructive Hypertrophic Cardiomyopathy:
An Integrated Safety Analysis
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CONCLUSIONS

Aficamten is a next-in-class, oral, selective cardiac myosin inhibitor

REDWOOD

HCM

: e . Baseline Characteristics Adverse Events
targeting the hypercontractility underlying HCM
. Cumulative - . . -
Aficamten HCM Sarcormere cumulative aficamten-treated In this integrated safety analysis of participants
- | — ' pool? Placebo/Metoprolol pool® . . .
- = treated FOREST- : with oHCM with 697 patient-years of exposure
| Aficamten Placebo ’
pool? REDWOOD-HCM SEQUOIA-HCM MAPLE-HCM HCM Aficamten +-SOC  +/-SOC Metoprolol .
No463 058 =183 Neg? aficamten was well tolerated and had an adverse
T et ot - - - - event profile similar to that of placebo
1-2 1-2 3 TEAE, n (%)
NLETGICTI Placebo  Aficamten Aficamten Aficamten Placebo | Aficamten Metoprolol Aficamten Serious TEAE 65 (14.0), EAIR® 10.1 17 (6.6) 14 (9.2) 6 (6.9)
Leading to death ( 2) (0.4) 1(0.4) 0 0
eading to dea . .
e Number of participants 463 13 28 13 142 140 88 87 410 Leadina to drua interruption 14 3(1.2 2(1.3 1(1.1 . .
Aficamten g 9 p (3-0) ( ) ( ) ( ) .
stabilizes myosin Leading to permanent 4 (0.9)* 1(0.4) 2(1.3) 3(3.4) There Was a IOW |nC|denCG Of LVEF <50%,
Actin pre-powerstroke state At Mean age (years) 58.8 57.2 56.6 59.4 59.2 59.0 58.9 56.5 60.2 e - . .
siding > T didng T no occurrences associated with clinical heart
— - - - | Sex, n (%) Common TEAE (25%) n (%) EAIRC _
ADP, adenosine diphosphate; AFI affoamten; HCM hypertrophio cardiomyopathy; P, norgani phosphate Female 195 (42.1) 8(61.5) 15(53.6) 7(53.8) 56(39.4) 59 (42.1) 36(40.9) 37 (42.5) 179 (43.7) COVID-19 63(13.6)  10.0 16(6.2) 10(6.5) 4 (4.6) failure were corroborated by core lab, and all
Upper respiratory tract infection 51 (11.1) 7.6 21 (8.1) 12 (7.8) 10 (11.5) .
SEQUOIA-HCM Aficamten, as compared with placebo, improved exercise capacity, LVOT gradients, Race, n (%) Hypertension 49 (10.6) 7.4 20 (7.8) 4 (2.6) 3 (3.4) were SUCCeSSfU”y managed by dose reduction
(NCT05186818) symptoms, and quality of life, with a modest effect on LVEF White 399 (86.2) 12(92.3) 28(100) 11(84.6) 108(r6.1) 115(82.1) 70(79.5) 70(80.5) 384 (93.7) Headache 48 (10.4) 7.5 21(8.1) 14 (9.2) 6 (6.9)
Non-white 64 (13.8)  1(7.7) - 2(154) 34(23.9) 25(17.9) 18(20.5) 17(19.5) 26 (6.3) Dizziness 43 (9.3) 6.5 17(6.6)  3(20) 15(7.2) L d f | fibrill
MAPLE-HCM . . . . _ _ Dyspnea 41 (8.9) 6.1 18 (7.0) 8 (5.2) 6 (6.9) . oW Incidence of new-onset atrial fibrillation
(NCT05767346) Aficamten, as compared to metoprolol, improved exercise capacity. Geographic region, n (%) yo2479) 12623 26(020) 13(100) 40645 4521 45(511) 39448 200 (1o | CAPHatons 38(82) 56  13(50) 5(33) 8(92) ble to placebo/metoorolol
orth America - - - - - - - - Nasopharyngitis 34(7.3) 5.1 7(27)  6(39  6(6.9) was comparable to placebo/metoprolo
SEQUOIA-HCM MAPLE-HCM Europe/Rest of World 206 (44.5) 1(7.7) 2(7.1) 0 69 (48.6) 73 (52.1) 32(36.4) 37 (42.5) 201 (49.0) Atrial fibrillation 29 (6.3) 4.3 8 (3.1) 5 (3.3) 3 (3.4)
Absolute Change in pVO, Absolute Change in pVO, China 35 (7.6) 0 0 0 24 (16.9) 22 (15.7) 11 (12.5) 11 (12.6) 0 IBe;lck pain g? Egg; gg ; gz; 421 gg; ? g?; :
: : nfluenza : : : : :
from Baseline to Week 24 from Baseline to Week 24 Background medical therapy Sa 27 (5.8) 39 2(0.8) 3 (2.0) 1 (1) InC|dence Of SnCO 2 events were
e #1 Z2 Meopro : BB 218 (47.1)  11(84.6) 21(75.0) 11(34.6) 86(60.6) 87 (62.1) N/A N/A 225 (54.9) Urinary tract infection 26 (5.6) 3.8 6 (2.3) 1(0.7) 0 o) P D Q
. CCB (non-dihydropyridine) 121 (26.1)  4(30.8) 10(35.7) 3(23.1) @ 51(35.9) 46 (32.9) N/A N/A 105 (25.6) Angina 25 (5.4) 3.6 12 (4.7 6 (3.9) 4 (4.6) com arable tO lacebO/metQ rOIOI deS Ite
_ - Disopyramide 49 (10.6) 0 2(7.1) 13 (100) 16 (11.3) 20 (14.3) N/A N/A 46 (11.2) A_rthra_lgia 25 (5.4) 3.7 1(0.4) 2 (1.3) 2 (2.3) mUCh |On er exposure to aflCamten
£ x4 E n- _ Sinusitis 24 (5.2) 3.5 5(1.9) 1(0.7) 1(1.1)
3‘ 5 NYHA funCtlonaI CIass aParent and extension studies, combined unique aficamten patients. PPlacebo and study-initiated Metoprolol pool of REDWOOD-HCM, SEQUOIA-HCM, and MAPLE-HCM. ®Incidence per 100 person-
< E ] | 5(1.1) 0 0 0 0 0 0 0 14 (3.4) years - - -
2 % " 31 9 (689) 11 (846) 17 (607) 5 (385) 108 (761) 106 (757) 63 (71 6) 60 (690) 244 (595) Reasons: ischemic colitis, acute lymphocytic leukemia, humerus fracture, depression/suicide. SoC, standard of care; TEAE, treatment-emergent adverse event; EAIR, exposure-adjusted incidence rate NO ermanent d IScontI n uatlons related
18 b 1] 139 (30.0) 2(154) 11(39.3) 8(61.5) 34(23.9) 33(23.6) 25(28.4) 27(31.0) 152(37.1) Safety Events of Interest tO aficamten
; | | IV 0 0 0 0 0 1(0.7) 0 0 0
Baseline Weelc24 aParent and exterwsion studi(_as, combined unique. aficamten pat_ients.- o Cumu |ative ) . . )
FOREST HCM FOREST HCM BB, beta blocker; CCB, calcium channel blocker; N/A, not applicable; NYHA, New York Heart Association. aficamten' Mon |t0 rl ng eChoca rd |Og raphy In the
. ) treated I2 Placebo/Met lol b
Resting LVOT-G* Valsalva LVOT-G* rea- o€ Poo : aEEROITICTOPTOT! POO mai ntenance phase |e|ded ver feW
90: 697 Patlent_Years of Exposure Alec_a4r.76]t39n Aflc_amten Pla_cebo Meto_prOIOI y y
» 100 = n=258 n=153 N=87 .
e | | - v BAIRS actionable results
SE 60 , . S-E 75 L 1 A baseline: -53.2 + 38.6 mmHg, P<0.0001 . (1)
gg - \ i BEES- - 3§ \ | 2;21;::32;:6 L\{_I\EIII:EI:SO;/:"/ ith clinical heart fail 139((()461)) gg 112(84.47)) :II gg;g 8
TE 5:c o - < with clinical heart failure* . : : .
i - - 1 S — treated FOREST- — ‘ Overall, these results support the robust safety
T — Pook REDWOOD-HEN SEQUOIA-HCN MAREEHCH U | VN onset 17(37) 24 5(19 320  3(34) rofile of aficamten and the uncomplicated
NumberofPatientsan:P-vazlue:om;redwith Ba:e:ne WZ:ks i X NumberofPatienisan:P-vzalue:om:aredwith Ba:ezline w::ks i i COhorts COhorts COhort Recurrent 12 (2.6) 1 .7 3 (1 .2) 2 (1 .3) 0 p . - p
g 5 eem  swew o = 1-2 1-2 3 Heart Failure 1328 19  5(19) 2(13) 1(1.1) management of patients with oHCM
Raot?,ﬁ:tf?fvfeo:tgccﬂ:eméﬁrzasét:,;;%g’ogé:fzg_yﬁGptake. - | NCELN G Placebo  Aficamten Aficamten Aficamten Placebo | Aficamten Metoprolol Aficamten Stroke 7 (15) 10 1(0.4) 1(0.7) 1(1.1)
Maron MS, et al. N Engl J Med 2024;390:1849-61. Saberi S, et al. JACC Heart Fail. Published online June 19, 2025. Number Of participants 463 13 28 13 142 140 88 87 41 0 Myocardial infarction 15 (32) 22 6 (23) 5 (33) 4 (46) FUTU RE OUTLOOK
PU RPOSE AN D M ETHODS Lost to follow-up, % 0 0 0 0 0 0 0 0 0 Syncope 10(2.2) 1.4 4 (1.6) 3(2.0) 3(3.4)
Death 204 0.1 1(0.4 0 0 oy : : : : :
Study discontinuation, n(%) 11 (2.4) 0 0 0 3(2.1) 3(1)  1(1.1) 1(1.1)  7(1.7) one o tho 3 LVEF <50% acsociated i hear e wers coroborated by the Gore Lo 04) 04) - Additional aficamten safety data is being generated in studies of
° TO evaluate the |ntegrated Safety of af|Camten across a” recent and Or/]gO|ng C||n|Ca| tnals OO C Reason: aParent and extension studies, combined unique aficamten patients. PPlacebo/Metoprolol pool of REDWOOD-HCM, SEQUOIA-HCM, and MAPLE-HCM. cSite read. Persons per 100 person years patients With non_obstructive HCM (ACACIA_HCM), and With OngOing
 All patients with oHCM who received =1 dose of aficamten or placebo/metoprolol in REDWOOD-HCM, Phvsician decision 2 (18.2) 0 0 0 0 2 (66.7) 0 0 2 (28.6) . . - .y . . _ : _ : :
SEQUOIA-HCM, MAPLE-HCM, or FOREST-HCM were included in this analysis as follows: e (1) 0 0 0 0 @39 | o 1(100) 1043  Limited Echocardiogram Utility On Maintenance Aficamten follow-up for both obstructive and non-obstructive HCM (FOREST-HCM)
— Placebo/metoprolol pool of REDWOOD-HCM, SEQUOIA-HCM, and MAPLE-HCM Withdrawal by participant 4 (36.4) 0 0 0 2 (66.7) 0 0 0 2 (28.6) During the maintenance phases of the cumulative - Ongoing CMR sub-studies in ACACIA-HCM and in FOREST-HCM
— Cumulative aficamten treated pool includes parent (REDWOOD-HCM, SEQUOIA-HCM, MAPLE-HCM) Death 2(18.2) 0 0 0 0 0 1 (100) 0 1(14.3) 28 . : ll ide further insight th : delina i
and extension (FOREST HOM) atudics Other 2082) 0 0 o 133 o 0 0 10143 exposure pool. 3618 site-read echocardiograms were Wil provida further insights on the ongoing remodling in fesponse
; : I
: , : : Mean duration of exposure, per patient
Trial Phase Design Population Duration Status
s months 18.1 2.3 2.4 2.4 5.6 5.6 5.6 5.6 17.1 28 ach i 19 batients led fo d
Rgghwo?tgaggm 2 Randomized placebo-controlled (BB/CCB allowed) 10 weeks on treatment Completed deC .Ocard |ogram.s " dpLaVIEE S 5%0/ 0 dose Disclosures
N=41 PR - <
oHCM + disopyramide L] [N 696.5 3.5 7.6 3.5 76.5 75.5 41.0 40.5 582.2 reductions due to site-rea ° Ahmad Masri reports research grants from Pfizer, lonis, Attralus, Cytokinetics, and Janssen and consulting fees from
Py 2 weeks washout f
FEDUEEONEL | Open label (BB/CCB allowed) Completed of exposure —Only 2 were corroborated by the core laboratory Cytokinetics, BMS, B/:idgeZBio, PfizZr, (Ijonis’,\lLexicon,Attralug, TAlnylam, Haya, Alexion, Akros, Edgewise, Rocket, Lexeo,
N=1 : . : . Prothena, BioMarin, Ast , Avidity, i , .
OHC,?A Breakdown of maintenance — 5 discontinued or had treatment interruption o, BIOTIEn, ASTAcenees, AIE, TEHIImmune, and Tenays
Rl © Rendomized placebo-controlled (BR/CCR Blsopyrainids aliowsd) 24 weeks on freatment  Gompleted daily dose®<, n (%) S 2 (none had LVEF <40%) Acknowledgments
- 2 (] ) g i i : . -
Pre-randomization SOC > mg 27(6.5) 0 4(14.3) 2(154)  5(3.6) 0 6(6.8) 10(11.5) 20(6.3) —1 had an associated non-serious heart failure The RVSE :’:;ﬁ?hz;w;jiﬁgﬁiﬁd:gzﬂ fotﬂt?]:tiojfr:\sui:i: ﬁf:;':ﬁﬂ:l'?xe e funded by Cytokinefics, Incorporated.
MAPLE-HCM 3 Rar]:_domized comparison of oHCM washout; Completed 10 mg 77(18.5) 0 14 (50.0) 5(38.5) @ 18(12.9) 0 14 (15.9) 13 (14.9) 62 (19.6) event _ Participants and their families '
aficamten to metoprolol N=175 24 Xv\?vzl;i g:’\v ggﬁ(tmtent 15 mg 143 (34.4) 0 5(17.9) 6 (46.2) 49 (35.0) 0 34 (38.6) 17 (19.5) 105 (33.1) All had d ted LVEE > 50% after d _ Investigators and study site staff
Open label extension; enroliment oHCM + ability to withdraw 20 mg 168 (40-4) 0 4 (14-3) 0 68 (48-6) 0 33 (37-5) 38 (43-7) 130 (41 -0) B . a octimente . o arter OS.e — Data Monitoring Committee members.
FOREST-HCM= [P cc:g)l\Tpleéi(éra cl)Jf Siolxxc/:%on- BB/CCBKIDi§$§yramide Up to 5 years Ongoing 30 mg 1(0.2) 0 1(3.6) 0 _ _ _ _ _ 3590 adjustment, except for 1 patient who had history _ Steering Committee members
H r - = : )
*Data cutoff: May 9, 2025. BB/CCB, beta-blocker/calcil?m channel blocker: oHCM, obstructive hypertrophic cardiomyopathy. 2Parent and extension studies, combined unique aficamten patients. °N of patients included in the maintenance phase. “Metoprolol doses were 50, _ o | . | Of LVEF < 50% on placebo N parent StUdy . Edito'rial support for the preparation F)f ﬂ’.liS presentation was provided by David Sunter, on behalf of Engage Scientific
100, 150, and 200 mg respectively. AE, adverse event. LVEF, left ventricular ejection fraction; NT-proBNP, N-terminal pro-B-type natriuretic peptide. Solutions, and was funded by Cytokinetics, Incorporated.

Presented at European SOCiety of Cardiology Congress, 2025 | Madrid, Spain | August 30, 2025 CYTOKINETICS® is a registered trademarks of Cytokinetics in the U.S. and certain other countries.



	Slide 1: Aficamten in Patients with Obstructive Hypertrophic Cardiomyopathy: An Integrated Safety Analysis 



