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BACKGROUND

Table 2. PK parameters and statistical comparisons for aficamten Safety

ANCOVA was performed to compare the PK in
administered in participants with normal hepatic function and moderate HI

participants with moderate HI (test) and matching
participants with normal hepatic function (reference).

Figure 1. Mean (xSD) plasma aficamten concentration—-time profile

* There were no deaths, SAEs, AESIs, or other significant

« Aficamten is a next-in-class, small-molecule,

selective cardiac myosin inhibitor in Phase 3 1000~ = Moderate HI Testvs AEs during this study. .
development as a potential treatment for — The natural-log (In)-transformed PK parameters ~+- Normal hepatic function Reference Test Reference® * Overall, 3 TEAEs were reported by 3 (18.8%) participants
hvpertrophic cardiomvopathy. were analyzed using a model that included factor . : : following a single oral dose of aficamten, including 2
yp P yop y . “H] group” and sex as fixed effects and the PK Parfmeter Normal H.epatlc Ratio c°>f GLSM (25_0%) participants with moderate HI and 1 (12_5%)
* Ina human mass-balance study,” aficamten covariates age and BMI. Analyte (n=8) Function Moderate Hil (90% C1) participant with normal hepatic function.
was predominantly cleared by metabolism with _ The LSM of primary PK parameters for each AUC,... (h-ng/mL) 7990 (70.8) 7040 (42.3) 0.95 (0.64—1.41) — Al TEAESs were reported by <2 (12.5%) participants.
100

minimal parent-drug recovery from urine.

hepatic function group, difference in LSMs between — 2 events were mild in severity and 1 event (headache)

E
- CK-3834282 and CK-3834283 (pharmacologically the test and reference groups, and corresponding sk AUCias (ng/mb) - 7360(59.9) 0690 (41.0) 095 (0.66-1.36) was moderate.
inactive) are the main circulating metabolites in 90% Cls were calculated, and back-transformed to E "i;"\-\ C,.., (ng/mL) 109 (48.6) 153 (56.0) 1.38 (0.84—2.30) « There were no safety concerns identified from the
plasma. give the GLSM, ratio of GLSMs, and corresponding ffé, § . evaluation of clinical laboratory, vital signs, ECGs, or
’ ’ d L . . . . . .
- Because aficamten was anticipated to undergo 90% Cls. 8 \\\ Crnaxu (NG/ML) 6.3 (60.1) 9.6 (49.2) 1.59 (0.92-2.73) phyggal examinations in this study with respect to
hepatic metabolism and biliary excretion, this study - Safety and tolerability were monitored throughout g 10- \\\ | T 1 T e (L) 1.50 (1.00, 2.00)  0.75(0.50, 1.25) - participant safety.
evaluated the impact of moderate hepatic impairment the study. = ~y |
(HI) on the pharmacokinetics (PK) of aficamten and I ~p< \‘ bz (M) 88.2(76.8,102) 106 (69.9, 115) 0.7209°
|tstr_ne’f[abo_ltl;t]es tlc()j mfc;rm dgsm? rle_I(I:ommendatlons in | L] MR 0.5 (27.0) 0.5 (45.6) 0.87 (0.59-1.27)
patients with mild and moderate Hl. | ! l
MR Aucint 0.9 (40.7) 0.9 (31.2) 1.12 (0.78-1.60) CONCLUSIONS
1 1 1 1 1 1 1 1 1 1 1 . . .
RESU LTS 0 48 96 144 192 240 288 336 384 432 480 a Arithmetic mean (%CV) statistics presented; t,,,, and t,, are presented as median (Q1, Q3). i NO C||n|Ca”y relevant Changes N the PK Of
Time Postdose (h) b The ratio of GLSMs and corresponding Cls were obtained by taking the exponential of the LSMs, differences in LSMs, and corresponding

Cls on the natural log scale. aficamten were observed in participants with
¢ p-value presented for t,,. _ _ _ . . _
O BJ ECTIVES Table 1. Summary of baseline demographics and S— Crnaxu = fU X Cpay free fractions (f, mean [SD]) for moderate HI and normal hepatic function were 6.4% [1.1] and 5.6% [0.7], respectively. moderate HI.

clinical characteristics « Aficamten was well tolerated after a single oral
dose of 20 mg in participants with HI or normal
hepatic function.

* Primary objective: To evaluate the PK of aficamten
and its metabolites CK3834282 and CK3834283
following a single oral dose in participants with

Normal Hepatic
Moderate HI Function
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