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BACKGROUND Figure 1. Study design Table 2. PK parameters and statistical comparisons for aficamten - Aficamten demonstrated weak P-gp inhibition (Table 4, Figure 4). Safety
administered alone and with CYP3A inhibitor itraconazole
- i « There were no deaths or SAEs reported across the 3 cohorts.
« Aficamten is a next-in-class, small-molecule, selective cardiac myosin Gohort 1 (n=17) Afl IT¢R IT¢R IT$R GE DsciargFZ“OW_up - Figure 4. Cohort 3 mean (SD) plasma total and free dabigatran » There were no notable trends in trF\)e mean or individual participant clinical
inhibitor i i i Study day 5-7 days after Reference Test Reference® : : :
Lnaﬁgg%;gpj;ﬁ;e 3 development as a potential treatment for hypertrophic 28 R o 10 1 12 13 21 22 dis:r?y:rgef concentration—time profile chemistry, hematology, or urinalysis data during the study across all 3 cohorts.
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- In vitro studies suggest aficamten is metabolized by CYP2C8, CYP2C9/19, A— — TR Follow-up (n=16") m (90% Cl) In Cohorts 1 and 3, there were no TEAEs leading to dlSCOhtI.nHatlon. |
CYP2D6. and CYP3A4. ’o‘lgs(tij(ls:ﬁ ﬁ\;tgr * In Cohort 2, there were 7 TEAESs reported by 4 (23.5%) participants leading to
. _ _ . o _ | AUC,  (h-ng/mL) 3430 (27.6) 4420 (34.7) 1.26 (1.19-1.34) _ —e- DE f'one discontinuation (1 due to COVID, 2 due to elevated AST/ALT related to
Given the theoretical potential for CYP3A inhibitors and P450 inducers Cohort 2 (n=17) CARE Discharge £ 1007 bR carbamazepine, and 1 with thrombocytopenia related to carbamazepine).
to alter the PK of aficamten, a clinical drug-interaction study was conducted AFI Follow-up AUC, ., (h-ng/mL) 2840 (22.0) 3380 (24.7) 1.18 (1.13-1.24) >
to determine the extent of any interaction with itraconazole (a strong CYP3A Smy_i:y . f , o 10 - 38 ”9 w T dscharge - ' ' S = * Al TEAEs across all 3 cohorts had resolved by the end of the study.
inhibitor) and carbamazepine (a P450 inducer). | —t— 1 | ] _— : Cinax (Ng/mL) 58.0 (54.4) 50.4 (36.6) 0.93 (0.79-1.08) = 10
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« In vitro studies suggest that aficamten may inhibit P-glycoprotein (P-gp). screening washout CARB CARB 30 (zzl)l oy after t (h) 2.00 (1,50, 3.00) 2.0 (1.00, 2.75) B cD'Qu
To inform the use of aficamten with P-gp substrates, this study evaluated fast dose of IMP e ’ ’ =
the effect of aficamten on the PK of dabigatran (administered as dabigatran Cohort 3 (n=25) e e+ Discharge Fal tyn (h) 80.6 (64.8,98.4) 91.7 (71.8, 120) <0.00014 P |
etexilate, a sensitive P-gp probe). Study day AFI 5.7 days after g 1
o8 » f ) 3 4 ﬁ discharge CK-3834282 MRucing 0.717 (28.7) 0.774 (39.1)  1.04 (0.97-1.11) & C 0 N C L U S I O N S
| | | | | | | | | .
I I I I I I I I I ” c . . . . . .
“oreening washout o loan CK-3834283 MR xucint 1.06 (25.3) 1.06 (33.0)  0.98(0.93-1.03) g ..  CYP3A plays a minor role in the elimination of aficamten.
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last dose of IMP a Arithmetic mean (%CV) statistics presented; t,,,, and t,, are presented as median (Q1, Q3). 0 12 24 36 48 The 26% INcrease In af|Camten AU Cinf IN the presence
b One subject was excluded due to an unexplained decrease in aficamten PK with itraconazole. i - . - -
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Treatments for Cohorts 2 & 3 were ad?ninis?ered within 5 min of completing a standardized meal. dag-vZIOl:[ae:feosner:?sd foSr 22 SRR ~20% Of aﬂCa mten e||m | nat|0n .
. Primary objective' To evaluate the effect of Stl’Oﬂg CYP3A inhibition AFI, aficamten; CARB, carbamazepine; DE, dabigatran etexilate; IMP, investigational medicinal product; ITR, itraconazole AFI, aficamten; ITR, itraconazole.
(itraconazole) and P450 induction (carbamazepine) on the PK of aficamten, and . Weak to moderate induction was ob 4 with th fituti drost o DE alone Aflcamten_ elimination can be induced by CAR- and/or
the impact of aficamten on the PK of a sensitive P-gp substrate (dabigatran edr lomoderate IAUCton was observed With the consututive androstane = 100- —=— DE + AF PXR-mediated pathway(s).
etexilate) receptor (CAR)/pregnane X receptor (PXR)-agonist carbamazepine =
o y | (Table 3, Figure 3). 2 Aficamten is a weak inhibitor of P-gp.
. Secquaw Objective: To assess thg §afety anq tqlerablllty of aficamten | RESU LTS _  Aficamten elimination can be induced by CAR- and/or PXR-mediated g _ _
administered alone and when coadministered with itraconazole, carbamazepine, P450 metabolism. 8 104 Slngle oral doses of 10 mg and 20 mg aficamten
or dabigatran etexilate in healthy participants. Table 1. Summary of baseline demographics and clinical characteristics 8 were safe and well tolerated by the healthy participants.
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emographics (n=17) (n=17) (n=25) concentration—time profile g and P-gp substrates.
M ETH O DS Sex, male, n (%) 7(41.2) 11 (64.7) 8 (32.0) o
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« This was a Phase |, open-label, fixed-sequence study in healthy participants. g 102 Disclosures
- Blood samples for concentrations of aficamten and its metabolites _ U e ) 11 ({15 @ This study was funded by Cytokinetics, Incorporated. DX, JL, PD, SK, and PG:
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» Blood sampling for free and total (free plus conjugated) dabigatran = 1 Table 4. PK parameters and statistical combarisons f i
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* PK parameters were estimated using noncompartmental methods e BARE, caamazepne REICIEnce fest Reference’ poster formatting; no contribution was made to content
- A statistical analysis was conducted to investigate the drug—drug Pharmacokinetics Table 3. PK parameters and statistical comparisons for aficamten PK Parameter? Ratio of GLSM
interaction effects. «  Weak inhibition of aficamten elimination was observed with itraconazole administered alone and with P450 inducer carbamazepine (n=25) 75 mg DE 20 mg AFl (90% C1) Abbreviations
- A !inear mixed-model analysis was qpplied to analyze the Iog-tran_sformed (strong CYP3A inhibitor) (Figure 2, Table 2). Testvs Total AUC. , (h-ng/mL) 519 (41.4) 637 (39.1) 1.26 (1.12-1.41) ALT/AST, alanine/aspartate aminotrgn.sfer_ases; AUC, ., area under the serum o
Cfects, and partcipant a6 a random effect o *No change In aficamten metabolite AUC ratios with iraconazole indicates
, ICI . . N . . . . - ; , ;
 Eetimatos of GLSM ratios fogether with the comesaonding 80% Cle wore that CYP3A does not contribute significantly to the formation of circulating 20 mg AFl + AUC,,5 (h-ng/mL) 500 (42.7) 618 (39.9) 1.27 (1.13-1.44) CAR. constitutive androstane receptor; CARB, carbamazepine; Cl, confidence interval; C,._ |
derived for th : gfth PK ; pb t 9 t °t 9 metabolites (Figure 2, Table 2). PK Parameter? 300 mg BID Ratio of GLSM c L G 5 e S e maximum serum concentration; CV, coefficient of variation; CYP3A, cytochrome P450, family
erivea or theé comparisons of the Fr parameters between test an (n=15-17) CARB (90% Cl) max (NG/ML) 6(42.3) 2(399) 27 (1.11-1.49) 3, subfamily A; DAB, dabigatran; DE, dabigatran etexilate; GLSM, geometric least squares
reference in each cohort. Figure 2. Cohort 1 mean (SD) plasma aficamten () 4.00 (3.0, 4.00)  4.00 (3.00, 4.00) mean; ITR, itraconazole; LC-MS/MS, liquid chromatography with tandem mass spectrometry;

Safety and tolerability were monitored throughout the study.

AUC, ; (h-ng/mL) 6740 (27.0) 3620 (35.4) 0.49 (0.36— 0.66) LSM, least squares mean; MR, ,;,, metabolite/parent ratio AUC, ; P450, cytochrome P450;

inf?

concentration-time profile P-gp, P-glycoprotein; PK, pharmacokinetics; PXR, pregnane X receptor; Q, quartile; QD,

) AUC, (h-ng/mL) 5520 (22.9) 3390 (35.4) 0.55 (0.40-0.75) ti2 (h) 7.36 (6.58,8.57) 7.93(7.03, 8.98) 0.0024¢ once daily; SAE, serious adverse event; t, ,, half life; TEAE, treatment-emergent adverse
Treatment Cohorts (Flgure 1 ) ~ 100 - event; t__, time of the maximum observed concentration
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« Cohort 1: 17 participants were enrolled and completed the study. % . AFITITR Crnax (ng/mL) e 2o 0.69 (0.50-0.95) dabigatran i e ey @ ( !
— Aficamten: single 10 mg dose on Days 1 and 13. 5 t(h) 1,50 (1.00, 3.00) 1.50 (0.500, 2.50) _ AUC,, (h-ng/mL) 467 (44.6) 563 (41.3) 1.24 (1.10-1.40)
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«  Cohort 2: 17 participants were enrolled, of which 13 completed the study. z 199 b2 (h) 78.9 (67.5,103)  52.3 (46.8, 60.7) <0.0001° Crnax (NG/mL) 54.8 (43.3) 66.8 (41.7) 1.25 (1.10-1.43)
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Aficamten: single 20 mg dose on Days 1 and 26. 2 CK-3834282 MR g 0597 (39.2)  0.819(442)  1.27 (1.08-1.50) tmax (D) 4.00 (3.00,4.00) 3.0 (3.00, 4.00) -
— Carbamazepine: 100 mg BID on Days 10-12, 200 mg BID on Days 13-16, o
c
and 300 mg BID on Days 17-36. 8 CK-3834283 MR Aucin 1.07 (21.6) 1.57 (21.6) 1.48 (1.41-1.54) t,, () 7.51(6.83,8.73) 8.81(6.98, 9.20) 0.0045¢ °
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* Cohort 3: 25 part|C|pants were enrolled and Completed the StUdy' 0 2I4 4I8 7I2 9I6 150 1AI,4 1;58 1;32 2’I|6 a Arithmetic mean (%CV) statistics presented; t,,., and t,, are presented as median (Q1, Q3). a Arithmetic mean (%CV) statistics presented; t,,., and t,,, are presented as median (Q1, Q3). 5
— Aficamten: single 20 mg dose on Day 3. Time Post-dose (h) ®The ratio of GLSMs, and corresponding Cls were obtained by taking the exponential of the LSMs, differences in LSMs, ® 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. and corresponding Cls on the natural log scale. Scan the QR coda to C t I 1 t' ®
— Dabigatran etexilate: single 75 mg dose on Days 1 and 3. © p-value presented for t, ,. © p-value presented for t, ,. oo y oKINnetLICS
AFl, aficamten; ITR, itraconazole AFI, aficamten; CARB, carbamazepine AFI, aficamten; DE, dabigatran etexilate is stored.
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