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RESULTS

BACKGROUND AlM

e Systolicheart failure (HF) is associated with poor prognosis; mortality and morbidity
remain high despite improvements in interventions.

e Right ventricular (RV) dysfunction and pulmonary hypertension (PH) are common in

* Increasing contractility through pharmacologicintervention has an unknown effect on
RV structureand function in patients with HF.

*  We soughtto determine the effect of OM vs. placebo on measures of RV structureand

function in patients with HF.
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. COSMIC-HF was a Phase 2 clinical trial in patients with chronic heart failure that N-terminal of prohormone brain natriuretic peptide (NT-proBNP) =200 pg/mL : value, VISlt,. t.Jn.d the tr?atment
showed OM improved left ventricular (LV) function and decreased LV volumes.3 (2 1200 pg/mL if atrial fibrillation at presentation) = group by visit interaction as
] _ — Left ventricular ejection fraction (LVEF) < 40% = - 0=0.006 p=0.002 covariates. Grey bar: 25 mg
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ATP ' — In this analysis, measures of RV structure and function was compared between patients 17 reduced LV systolic function, 20
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Fig 1: Omecamtiv Mecarbil (OM), Selective Cardiac Myosin Activator (n=149) (n =150) (n=149) £ 3 = PING
Age — years 64+10 63 10 63 12 i c
Men — no. (%) 119 (80) 127 (85) 125 (84) 0 " x p=0.84 p=0.008
METHODS White Race — no. (%) 136 (91) 142 (95) 140 (94) DISCLOSURES
Ejection Fraction — % £ SD 29.3t7.4 29.3t+7.5 29.0+7.3 -
: RV end-diastolic area (EDA) — cm? £ SD 25.348.5 24.6%7.9 25.948.0 Tor Biering-Sarensen: None: John R. Teerlink:
9 25 mg BID (n = 150) = RV end-systolic area (ESA) — cm?+ SD 14.5£5.6 14.5+6.6 15.4+6.4 0.01 001 g ) ’ ) '
c > c 1] ¥ € research grants from Amgen, Bayer,
COSM|C-HF = -% o o -% i TAPSE — cm £ 5D 1.6740.52 1.72£0.48 1.630.47 - = p=0.52 p=0.002 Cytokinetics, Mast Therapeutics, Novartis,
-g % E 25 mg BID -50 mg BID (PK-titration; n = 149:) 5 & g RVOT-VT! —'cm ir SD ' 12.7+3.3 12.8+3.7 12.9+3.8 = < Trevena; consultant to Amgen, Cytokinetics,
ilfa] 5 Dose adjustment -g = ) RV SyStO|IC EjectionTime (SET) — msec £SD 314.5+29.3 316.3+£34.1 312.8+26.2 > :; Mast Therapeutics Novartis. Trevena: G.
.c — e .. —\ ? 7 7
3 £ Placebo (n = 149) QU E 3 PASP— mmHg + SD 35.1+12.5 34.5+10.0 34.4+10.1 g _ & — Michael Felker: research grants from Amgen,
2 d < = TAPSE/PASP ratio — cm/mmHg + SD 0.05+0.02 0.05+0.02 0.05+0.02 o = - Roche Diagnostics, Novartis, Otsuka, NHLBI;
HF characteristics: < = O = Diagnostics, Singulex, Trevena, Celladon,
Time (wk) 3 é > é 1‘2 1*6 21) 2*4 Ischemic heart disease — no. (%) 89 (60) 97 (65) 101 (68) =N - v Bristol Meyers Squibb, Merck, Medtronic;
Study drug _ 1 NYHA class 11/11l — no. (%) 105 (70)/ 102 (68)/ 107 (72)/ ~Sa p=0.73 p=0.002 ~ John J.V. McMurray: employer has been paid
administration Dose escalation from 25 mg BID to 50 mg BID 44 (30) 48 (32) 42 (28) tad - by Cytokinetics/Amgen; advisory board:
based on OM trough concentration at Week 2 C bidities: - & . ' )
Titration was blinded 0-morbidities: = - Cytokinetics, Amgen; Maria Laura Monsalvo,
Persistent A Fib/Flutter — no. (%) 33(22) 28 (19) 24 (16) - w James Johnston, Narimon Honarpour:
PK sampling + 1 + 4 + * Diabetes mellitus — no. (%) 61 (41) 70 (47) 55 (37) . employees and stockholders of Amgen, Inc;
Echo4 4 " Hypertension — no. (%) 101 (68) 94 (63) 109 (73) O o1 Fady I. Malik: employee and stockholder of
Laboratory variables: Cytokinetics, Inc; Scott D. Solomon: none.
References: Troponin| — ng/mL, median (Q1, Q3) 0.025(0.016,0.041)  0.022(0.016,0.039) 0.022(0.016,0.042) This study was funded by Amgen, Incin
4 itensive PK sampiing 1 Hasenfuss G, etal. Eur Heart J. 2011;32:1838-1845. NT-proBNP — pg/mL, median (Q1, Q3) 1719 (699, 3242) 1538 (634, 3427) 1719 (881, 3060) & mg fiand dose PK Stration 25 mg fond dose PX titration collaboration with Cytokinetics, Inc.
Echo, echocardiographic parameters; IP, investigational product 2. TeerlinkJR, etal. Lancet. 2011;378:667-675. eGFR — mL/min/1.73m2+SD 65119 63119 65+19
3. Teerlink JR, et al. Circulation. 2015;132:2267-2285. Study group Study group

Fig 2: COSMIC-HF Expansion Phase Study Design

Table 1: Baseline characteristics
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