Evaluation of Cytochrome P450 2C9, 2C19, and 2D6 Inhibition on the Pharmacokinetics of Aficamten in Healthy Participants
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INTRODUCTION RESULTS

- Aficamten is a next-in-class small molecule, selective cardiac myosin  Previous clinical studies indicated a small contribution of CYP3A Demographics Pharmacokinetics
inhibitor in development for treating hypertrophic cardiomyopathy (fraction metabolized [fm]=26%) and lack of meaningful effect of
CYP2D6 (poor- versus normal-metabolizer analysis) to aficamten * 17 subjects were enrolled in each cohort Table 2: Statistical PK comparisons for aficamten administered alone and with fluconazole

 Aficamten stabilizes myosin in the released post-power stroke state, Figure 3. Aficamten mean (SD) concentration-time
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. . L L o ' ' ' cohorts 1 and 3 completed the stud (N=16") Reference Test vs Reference
* In vitro phenotyping studies indicate contribution of cytochrome P450 Carbamazepmeo (st.ror?g CTYP mduce_r) d.ecreased aficamten P y S
(CYP) 2D6, 3A4. 2C9 and 2C19 in metabolism of aficamten exposure by 51%, indicating a contribution from CYPs other than 5 100- B afcamion alone 10 mg AF| 10 mg AFI + GLSM IoQatlo (%)
’ ’ CYPs 2D6 and 3A Table 1: Summary of baseline demographics 5 @ sficamten + fluconazole 400 mg FLZ QD (90% Cl)
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“Fewer hands pulling on the rope” ) i} _ (Srﬁ;‘lelfemale) i 14/3 14/3 12/5 £ tmax (h) 1.53 (1.01, 2.00) 1.50 (0.99, 3.01) —
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with aficamten of multiple CYP-mediated inhibition ggez’n (SD), years 324(6.22) 359(7.83) 33.4(5.95) g CK-3834282 MR AUCoinf 0.71 (40.6) 0.17 (33.6) 24.4 (21.4,27.8)
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— Elucidate the contributions of ) Hours from Dosing - Concomitant administration of aficamten with fluconazole (strong CYP2C19 inhibitor and moderate CYP3A and
e CYP2C9 & 2C19 Race, n (%) CYP2C9 inhibitor) increased the AUCo.inf of aficamten by 278% with no change in Cmax
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pre-power Deflnltlvely determine the level o Figure 4. Aficamten mean (SD) concentration-time Table 3: Statistical PK comparisons for aficamten administered alone and with paroxetine
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Actin sliding —— Actin sliding ——» of CYP2D6 involvement NG 5(29.4) 4 (23.9) 7(41.2) profile alone and with paroxetine PK parameter?
AFl=aficamten; ADP=adenosine diphosphate. (N=1 7) Reference TGSt Vs Referenceb
Black or African = 1000 - B aficamten alone 10 ma AFI 10 mg AFIl + GLSM Ratio (%)
American, 1 (5 9) 0 (O) 0 (O) g’ @ aficamten + paroxetine 9 40 mg PRX QD (900/0 CI)
OBJECTIVES American Indian or | < Aficamten AUCox (ng-h/mL) 2560 (21.0) 3090 (18.6) 121 (115, 127)
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on the pharmacokinetics (PK) of aficamten Hispanic or Latino 5(29.4) 2 (11.8) 6 (35.3) Hours from Dosing « Concomitant administration of aficamten with paroxetine (strong CYP2DG6 inhibitor) increased the AUC_,sand C,, .«
of aficamten by 27% and 20%, respectively

BMI, body mass index.; SD, Standard Deviation.
1 participant each in Cohorts 1 and 3 terminated early from the study due to personal reasons

METHODS

Figure 5. Aficamten mean (SD) concentration-time

: , profile alone and with fluoxetine
Study Design Treatment Cohorts - There were no deaths, serious adverse events, or . 2 ?ﬁ:’é‘b‘;tera raranas Ve Referanees
. . Figure 2A: Cohort 1 (Fluconazole) discontinuations due to adverse events (AEs) :

» This was an open label, fixed sequence, 10 mg AFI + GLSM Ratio (%)

_ _ _ Day 1 Day 19 across the 3 cohorts 10 mg AFI 40 ma FLX QD 90% ClI
drug-drug interaction (DDI) study in healthy Afieamten: Aieamten: | 3 - I mg (90% Cl)
participants o e Ol dose 10 mg oral dose - * No safety concerns were identified from the £ @ cicamton + fluoxstine Aficamten AUCo. (ng-h/mL) 2750 (20.0) 3310 (18.7) 121 (116, 125)

eck-in ischarge . . . . A=
_ _ evaluation of clinical laboratory reports, vital signs, = . .

« Plasma samples of aficamten and its o p— Follow-up electrocardiograms, or physicrgl e)F()aminations i% 2 AUCo.inf (ng-h/mL) 3220 (21.5) 4260 (22.8) 132 (125, 140)
pharmacologically inactive metabolites M9 30 (+2) days v cohort ! 5 100 Crmax (ng/mL) 69.4 (58.5) 104 (55.0) 155 (128, 188)
(CK-3834282 and CK-3834283) were —— SRR UL SN y 5 tmax (h) 153 (0.99, 2.77) 1.03 (0.8, 1.53) -
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- A validated liquid chromatography-tandem metabolites metabolites . y . 3 CK-3834283 MR AUC o-inf 1.20 (13.7) 1.01 (17.9) 83.7 (78.9, 88.7)
afl Ca mte n y exce pt 1 eve nt (fatl g U e) re I ated tO E aArithmetic mean (%CV) statistics presented; tnax and ty2 are presented as median (Q1, Q3). POne subject discontinued due to personal reasons and was excluded from PK analysis. ¢p-value presented for t1,,. AFI, aficamten; AUC.irr, area under the concentration-time curve from time 0 extrapolated to infinity;
maSS SpeCtrOSCOpy methOd WaS used to Fluconazole and aficamten were administered 30 min and 1.5 h post standardized breakfast, respectively. On Day 19, aficamten was dosed 1 hour after fluconazole dosing. f. t . h rt 3 % /:;fc_l?%:_al;ea utpncigrt(t)h'i:?:;ccentration-time curve, from time 0 to the last observed non-zero concentration; CV, coefficient of variation; FLX, fluoxetine; GLSM, geometric least squares means; LSM, least squares means; MR, metabolite to parent molar ratio; PK, pharmacokinetic; Q, quartile; QD, once daily; t1/2,
analyze concentrations of aficamten and its aticamten in cono —PR -

Figure 2B: Cohort 2 (Paroxetine) - - - - - - ; - - - ; « Concomitant administration of aficamten with fluoxetine (strong CYP2D6 and CYP2C19 inhibitor) increased the

metabolites? * All AEs across the 3 cohorts were resolved by the 0 24 48 72 96 120 144 168 192 216 240 _ _ _ _ _ _ _
Day 1 Day 26 . . AUC,.s and C, ., of aficamten by 32% and 55%, respectively. The fluoxetine-mediated increase in aficamten
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- PK parameters were estimated using 10 e oral dose 10 mg oral dose exposure was comparable to paroxetine, suggesting only a minor contribution of CYP2C19
noncompartmental analysis Check-in Day 10 - 16 Day 17 - 34 Discharge
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Investigate the efiects . | . | AFdse aficamten metabolized by P450s metabolite ratios (MR AUCo.inf) decreased upon
~ Linear mixed-model analysis (fixed | tudy Day - 218 ” £ i 7 110 7 16%7 ” ” 314 315 7 CON C LUSIONS coadministration of aficamten with a CYP inhibitor
effect=treatment, random effect=subject) . . - . * These results confirmed that all evaluated perpetrator
of natural log-transformed primary PK PK sampling of PK sampling of : _ _ _ _ 5 CYP2C9 50 drugs acted by altering the systemic CYP-mediated
parameters was conducted metabolites metabolites » Aficamten is metabolized via multiple CYP enzymes (CYP2C9 [fm=50 /o], CYP3A 26 metabolism of aficamten
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