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INTRODUCTION PD, PKPD, and Safety Table 1: Tabulated PK parameters after single ascending doses (n=8 per cohort on active treatment) Table 3: Change from baseline in LVEF, LVFS, and LVET at 1.5 h Safety (Tables 4 and 5)
Cohort A Cohort B Cohort C Cohort D Cohort E Cohort F Cohort G post dose, by cohort (n=8 per cohort on active treatment) « CK-586 was generally safe and well tolerated across all cohorts;

» Echocardiographic measurements were collected for

» Up to half of patients with heart failure have preserved left up to 24 h post dose on Day 1 (Parts 1 and 2) and Day 7 Single Ascending Doses 10 mg 30 mg 90 mg 135 mg 250 mg 350 mg 600 mg _ A LVEF, Mean A LVFS, Mean A LVET, Mean no serious AEs nor AEs of special interest were observed.
ventricular ejection fraction (LVEF), defined as LVEF 250%." (Part 2 only) for PD assessment of CK-586 effect on CK-586 (%) (%) (ms) * 1 participant experienced an asymptomatic decrease in LVEF <50%
L] . 1 1 . LN o . . " . .
+ CK-4021586 (CK-586), a small-molecule cardiac myosin cardiac function. Ty he 16.8 (15.1, 18.4) 17.3 (15.8, 20.7) 15.6 (13.1, 17.0) 15.2 (13.8, 17.4) 14.0 (13.0, 15.5) 13.8 (1.2, 17.6) 14.9 (13.9, 16.2) L1 S (PR 1 (S_fﬁc'f'ci‘”y ‘18 {‘;) aftl_er S'”%L"j dgshe administration of 250 mg,
inhibi ' i ili . i i ; i Pooled Placebo (n=14 —0.85 (5.27 —0.40 (7.24 ~8.98 (11.14 with a return to baseline within 3 h.
inhibitor (CMI), directly reduces cardiac contractility at the The PKPD relationships between CK-586 concentration T he 147 (1.00, 2.24) 251 (1.47, 4.50) 2.02 (147, 2.51) 3.01 (2.24, 4.00) 4.00 (2.24, 4.50) 4.99 (3.01, 5.52) 3.50 (251, 5.00) (n=14) (5.27) (7.24) (11.14) | o 2
level of the cardiac sarcomere. and change from baseline in LVEF, LV fractional shortening c Lo G RG] ey T A prep— Py —y—— 10 mg —0.18 (4.28) 1.35 (8.11) —2.18 (13.23)  Stopping criteria were not met in this study.
- - - g iection ti » Ng/M AL 9 (40 : : : : : 30 m —1.00 (3.37) 1.62 (6.10) —13.71 (12.03)
« The use of CMIs in heart failure with preserved ejection (LVFS), and LV ejection time (LVET) were evaluated — g 00 6. 02 (6. : :
i ' using simple linear regression. AUC,,, ng-h/mL® 377 (22.1) 1300 (43.6) 3140 (44.1) 5480 (59.9) 9510 (52.1) 13,300 (50.5) 20,200 (52.0) 90 mg -3.50° (8.52) -3.21 (4.60) —14.70 (9.67) Table 4: SAD TEAEs by body system and treatment
fraction (HFpEF) may yield advantages over current g Y g y y sy
. . . . g a
pathophysiology in patients with hypercontractility, (AEs) were followed until resolved. CK-4022235 250 mg —6.387 (4.41) —2.27 (7.73) -11.24 (14.89) n (%) n=56 n=14
thereby potentially improving myocardial energetics T, ha 17.6 (16.8, 18.4) 16.2 (14.4, 22.7) 17.1 (13.2, 18.2) 15.7 (12.9, 18.3) 14.9 (13.6, 17.3) 14.2 (13.1, 18.0) 16.4 (14.3, 16.9) St mal L) —elae) (RN, ) Number of participants with TEAEs 15(26.8) 3 (21.4)
and promoting favorable cardiac remodeling. T ha 4.53 (3.50, 5.00) 4.51 (4.00, 5.00) 4.00 (4.00, 4.11) 3.51 (3.01, 4.00) 4.00 (4.00, 5.00) 4.49 (4.00, 5.01) 4.50 (4.00, 5.00) omg maaluite) 210550 2408 (12.57) System Organ Class
* Preclinical pharmacolo harmacokinetic (PK), and - | o | o ' o | o | o | o | o FReitiZ:INMA DY Dayad) Nervous system disorders 6 (10.7) 1(7.1)
toxicology oFI)ata suppor’fg i};;iﬁation of clinical studiés of RESU LTS Crnax: NG/MLE 3.80 (18.3) I, E89 (181 D (), H0 85,1 15 (1) 156 (23.2) Pooled Placebo (n=4) —0.60 (0.96) —1.23 (1.41) —2.77 (5.45) General disorders and administration site conditions 5(8.9) 1(7.1)
CK-586 towards the development of a novel therapy for AUC,,,, ng-h/mLb 74.6 (23.5) 249 (25.2) 760 (29.8) 1270 (38.4) 2100 (32.3) 3230 (40.1) 4600 (42.8) 100 mg _017 (2.41) 178 (2.17) 7.23 (10.83) Eas"ol'”tftl'”f'ld'SgrderS o feste deon g Egg; 8 Eg;
- usculoskeletal ana connective tissue aisoraers .
- - AUC. .. ng-h/mLP 90.8 (21.3) 270 (23.3) 780 (29.7) 1300 (38.3) 2120 (31.9) 3260 (40.1) 4620 (42.7) 200 mg -1.28 (2.79) —2.82(5.28) -10.47 (8.12) ot
patients with HFpEF. Single Ascending-Dose PK (Table 1, Figures 2 and 3) Sttstaly sgifcan (o<0.09) rom pled placeb Investigations 266 1.1
- a : 0/ 0/ a Statistically significan <0. rom pooie acepo. . .
* Afirst-in-human StUdy was conducted to evaluate the 9 _ 9 _ ’ _ g b mg:f?cyg%;sv/;_"e’ fot%le). LVEF=left }/)(/entf'gicular gjegtion fraction;pl'_VFS=lIDeft ventricular fractional shortening; LVET, left ventricular ejection time; Skin .and §ubcutaneous tissue 2 (3.6) 0(0)
PK, PK-pharmacodynamics (PKPD), safety, and tolerability ‘ CK'586 Wasl rapidly abSOI‘tbetC.i, W'(t_:j a ;ned|a_n tlTe5tto 5oh :’g'rie;%iﬁc_?”t“f:érAn:Jir?énIfzflﬂi:s;:t?gng;f”r;('jSTma E?:f:?ﬁi:;:?ﬁ&:?ﬁ ;rgg; ég?r;te:cr)?] to infinity; AUC, =area under the plasma concentration—time curve from time zero to the last observable plasma concentration; C,_,=maximum plasma concentration; CV=coefficient of MAD=multiple ascending dose; SAD=single ascending dose. Ej;dé?gocricljseirsders 1 82; 8 Eg;
- " maximum plasma concentration ranging 1.5to 5.0 h. P e 8 Tmax™ ' :
of CK-586 in healthy adult participants. _ P e max ging _ : — : Psychiatric disorders 1(1.8) 0 (0)
* The medlgn plasma ellmlnafuon half-life (T,,,) ] ] Table 2: Tabulated PK parameters after 2 ascending doses of Figure 5: Change from baseline in LVEF, LVFS, and LVET as a function SAD=single ascending dose; TEAE=treatment-emergent adverse event.
was consistent across the single-dose cohorts, Figure 3: Dose linearity of CK-586 Muiltiple Ascending Dose (Table 2,  gaily CK-586 for 7 days (n=8 per cohort on active treatment) of coincidental CK-586 plasma concentrations
ranging 14 to 17 h. AUC, ; and C,_, after single ascending Figure 4) Sohort| Sohort ) A LVEF Table 5: MAD TEAEs by body system and treatment
METHODS + Area under the plasma concentration-time curve (AUC) doses of CK-586 (10-600 mg)  Following multiple-dose administration, SNSRI 100 mg 200 mg T 20 et
extrapolated to infinity (AUC, ;) was dose proportional from CK-586 PK appears linear with time: oK 586 M’) S— 9) : 20)
_ 10-600 mg. . umber of participants wi 3 . .
Study Design o : , 5 £ o] — Steady state was achieved by T, he 18.0 (12.8, 20.2) 14.7 (13.5, 18.0) 1 System Organ Class
_ _  Proportionality of maximum plasma concentration (C,,,) °5 Day 7. 0 Gastrointestinal disorders 6 (37.5) 0 (0)
* Adouble-blind, randomized, placebo-controlled study appears to be maintained in all but the 2 highest doses 9z 199 Median CK-586 T... and T. . at Tina: 1® 20z (s, SO0 AU 22, S50 — Musculoskeletal and connective tissue disorders 2 (12.5) 1(25.0)
' ; i - - - - - 112 Q ,
was conducted in 2 parts for CK-586 doses (Figure 1): (350 and 600 mg). © § 8 Slope = 0.94 Day 7 was Consis{”é"ﬁt with single C,.p NG/MLD 312 (40.3) 457 (33.2) %% . Nervous system disorders 2 (12.5) 0 (0)
— Part 1: 7 single ascending-dose cohorts of 10 mg, « CK-4022235 T,,, was similar to parent, ranging 14 to 18 h. Ex ‘61— (95% Cl: 8[3865_1 64) dosing: 2to4 hand 15to 18 h C /mLb 115 (64.1) 164 (51.8) = 07 . General disorders and administration site conditions 1(6.3) 0 (0)
30 mg, 90 mg, 135 mg, 250 mg, 350 mg, and 600 mg. z0 °I S y ’ trough NY/M : : 59 - Metabolism and nutrition disorders 1(6.3) 0 (0)
’ ’ ’ ’ ’ respectively. : < . ¢ Respiratory, thoracic and mediastinal disord 1(6.3 0(0
_ : i ina- : : : 2 3 4 5 6 7 Peak-to-trough ratioc 3.05 (35.6) 2.99 (25.2) L. m . espiratory, thoracic and mediastinal disorders (6.3) (0)
PacrjtZZ(.)g multiple a(jsglen]:jlng gose cohorts of 100 mg Figure 2: Plasma concentrations (mean [SD]) over time Natural Log of CK-586 Dose — Mean AUC over the dosing interval "3‘ g —10 Vascular disorders 1(6.3) 0 (0)
an mg once dally tor ays. o after single ascending doses of CK-586 (AUCI) accumulation ratio from AUCT’ ng-h/mLb 4220 (50.2) 6520 (42.7) E . o . MAD=multiple ascending dose; TEAE=treatment-emergent adverse event.
. giaggé/ par;tllCIpagts $°N=t1 g/cohc()j:[) were admlnlztergd A CK.586 Days 1 to 7 was 1.49 to 1.69. AUC, accumulation ratio® 1.69 (20.9) 1.49 (21.8)
- orally under fasted conditions as a powder-in- - CR- . —20-
capsule (n=8/cohort) or placebo (n=2/cohort). 10000 "g : g: B M3e a? p;ealc; an[axtto trough ratio was CRE022258 ’
.- : 0 : ~ SU 4 at steady state. T, he 19.4 (14.6, 22.7) 16.8 (14.5, 20.2) Slobe: p<0.001
» Participants were required to have LVEF 260% at screening z 1000 - g_ Ur ; . ) 4 CK.586 172 i ope: p<0.
) S8 44 Slone  0.82 fine excretion or unchange i T . he 3.07 (3.01, 4.00) 3.50 (3.00, 4.00) I . o : :
F 1: Study d 8= 100 §g31 (95% CI op74 0.90) was minimal (<1%; data not shown). « CK-586 demonstrated ideal clinical pharmacologic properties
igure 1: Stu esign S c . Z . o LI U.74, U. _ _ _ C.pr NG/MLP 65.5 (33.6 114 (16.8 CK-586 Plasma Conc (ng/mL) _Aailv f . . S
g y geslg a g — . CK-4022235 circulated in plasma with max N9 (33.6) (16.8) for once-daily fixed-dose administration:
gingle-Ascending Dose Cohorts (Part 1, Cohorts A through G) &3 ‘E 10 ; t 3| . 4 fCSK 58§ 5 7 mean AUCt metabo"te_to_parent ratios Ctrough’ ng/mLP 28.0 (47.7) 40.3 (33.8) Half-life of 14-17 h.
atural Log o - ose . 0 o o
b CK-586 G i S § 1 ! g of 0.26 to 0.27 at Day 7. Peak-to-trough ratioc 2.49 (30.9) 2.94 (26.7) B. LVFS _ 20— Dose- and time-linearity over a wide range of exposures.
2 c = i © » c i 1 . . o\o . . . .
8 -% nP:rt(isc?:;rt()al [ 24 Safety ot -% n=7 8 AUC,=area under the plasma concentration-time curve from time zero + CK-4022235 T1/2 was similar to parent, AUC_, ng-h/mLb 948 (31.6) 1530 (21.9) 8,:; 104 ¢ Modest and predlctable PKPD relatlonShlp with LVEF,
S PRl D Foliowup =P E SRR to infinity; C,,,,=maximum plasma concentration; LVEF=left ventricular . ! c c
g E P TEE] T 0.1 jection fracti ranging 17 to 19 h. © = LVFS, and LVET.
g | I Placebo Il € ' (') 2'4 4'8 7'2 9'6 150 1"1 4 ejection fraction. AUC. accumulation ratio® 1.89 (19.8) 1.60 (21.9) Se ’ :
£ i & i Time Postdose (h) . - - - AUC, metabolite-to-parent ratio® 0.26 (31.0) 0.27 (30.7) 4 @ AR tdle MR Sl el Well o lneiise) eeess 2l
Figure 4: Plasma concentrations (mean and SD) over time after 2 ascending doses ! > E-10- ¢ 0 3 ! doses studied.
B Multiple Dose Cohorts (Part 2, Cohorts | through J) of dail CK-586 for 7 da S ° Mediano(25%ile, 75%ile). 2 ¢ ® Slope: p<0.0001 . c 0
= B. CK-4022235 y y e o (geometic %CV) i\ S — p, f’ . These results provide key insights for future phase 2
E = %ile= tile; AUC,= der the pl tration—ti from ti to time tau; 0 500 1000 i - i i i
i E 10000 A. CK-586 B. CK-4022235 G, =maximum plasma concentration: C,...,=plasma concentration immediately before dosing; C=coeffcient of evaluationsiorCReotelinipatientsmittiEPEG:
-% é - variation; T,,=terminal elimination half-life; T, =time to maximum plasma concentration. CK-586 Plasma Conc (ng/mL)
| B Placebo £ E 1000 _ 1000 _ 1000
. & n=2 g2 = © 2 ) ) C. LVET — 50
oz - s £ e E PKPD in LVEF, LVFS, and LVET (Table 3, Figure 5 £ . . Reference
o S 100 €O ® S o £ o o
S £ _ s c _ . . < . 1. Dunlay, S, et al. Nat Rev Cardiol 2017;14:591-602. doi: 10.1038/nrcardio.2017.65.
PK 22 g< 100 a = 100 » Al 3 markers of contractility demonstrated a consistent £ o- Pe itee ey, =, e el el ey Ao ’ rearde
gt 107 e % 93 % decrease from baseline with increasing dose. G2 o e I A Disclosures
° i 1 < - - %
Intensive PK plasma sampling was conducted on Day 1 v & 1- f‘? T 10- § T 10— « CK-586 plasma concentration demonstrated shallow and E o 504 ¢ ":‘ ¢ ¢ ¢ Cytokinetics, Inc. sponsored this study. The authors are employed by and/or hold stock
(Parts 1 and 2) and Day 7 (Part 2 only) for up to 168 h post o8 x 2 I8 oredictable PKPD relationships: > € . in Cytokinetics.
dose for bioanalysis (HPLC/MS-MS) of CK-586 and its primary 5 S5 ' = Slope: p<0.0001
. . . . 0'1 o 0 ~ 0 i i LL _100 L] L] L] L] L] L] L] L] L] L]
concentrations were assessed on Days 2—6 (Part 2 only). Time Postdose (h) 0 48 96 144 192 240 288 336 0 48 96 144 192 240 288 336 increase in CK-586. K586 Pl . oL Cytokinetics thanks the healthy participants for their participation in this study. Editorial
Time Postdose (h) Time Postdose (h) ~1% decrease from baseline in LVFS for everv 187 na/mL - asma Conc (ng/mL) support was provided by Andrea Schauenburg, PhD, CMPP, of Engage Scientific
« Urine was collected through 24 h post dose on Days 1 o Thv _ y g ® Active @ Placebo Solutions and funded by Cytokinetics, Inc.
and 7 of Part 2 only. —e-10mg -e-30mg 90mg -e—135mg —€-100mg —e-200 mg increase in CK-586.
. . . ~1- i i Li d shaded timated d 90% prediction interval, tively. Eﬂ%m , O
« Plasma and urine PK parameterS were estimated via —®-250 mg —-350 mg —&-600 mg Ti ints with n<3 ob bl rat luded from debicti © . 1-ms de,Crease from baseline in LVET for every 55 ng/mL Clgsciréo:c:ntfat;rne;aLa\llrlgFe;;rfrt]?/:ntrriz(z;r: zjrtlaction frzr(:(atic:fl;lcl)_r\]/ETiﬁ\é?t vrt(::tpr)iiill.':\/fg]ection time; LVFS=left ventricular fractional TR Sfctir.] the QtR code to obtain a PDF
. . |m§p0|n S Wi n observabnle CC.)I’ICGH ra l10Ns were excludea trrom depiction. Increase |n CK_586 shortening. E . (0] IS pos er_. . . . . R
non-compartmental analysis (Phoenix; v8.3.5). . o N s o Vertical dashed lines represent daily dosing events. ] . No personal information is stored. Cytokl netlcs
imepoints with n<3 observable concentrations were excluded from depiction. .
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