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Effects of Infusion of CK- 452 (0.20 mg/kg/hr) in Consicous Dogs with LVH and CHF
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Fig 3. Effects of CK-452 on LV dP/dt, heart rate, mean coronary blood flow and left atrial pressure in dogs with LVH, LVH and CHF.
Note that the decreases in mean left atrial pressure were more in CHF setting, compared to LVH alone. Heart rate was reduced similarly in

all groups, and coronary blood flow was slightly increased shortly after administration of CK-452.
8 4

OB\] ECTIVES Effects of Infusion of CK- 452 (0.20 mg/kg/hr) in Consicous Dogs with LVH and CHF

—— f _ _ ) I . st wal Thckening e In co_n_sciou_s dogs with severe LVH but not heart failure,
To examine the effects of CK-452 in conscious, o i administration of CK- 452 produced a sustained and

SUMMARY

chronica_lly instr_umented dogs_with heart fqilure (HF) £ , w0 § o St e significant increase in ejection time and systolic wall
either with or without pre-existing left ventricular £ o £ thickening with only transient effects on fractional shortening
hypertrophy (LVH). 2 ! D _ and stroke volume. These actions were augmented in CHF

with or without accompanying LVH.

HF VH + HF o 10 20 30 40 50 o 10 20 30 40 50
s T oz o) o LV Eisction Time w LV Fractonal Shorening « In conscious dogs with CHF or with CHF in the presence of
_ I _ _ I ) e | s cur severe LVH, CK- 452 produced a sustained increase in
Fig 1. LV/Body weight ratio obtained at the end of study from dogs subjected to pacing and myocardal ischemia vs. L £ . ) . . i X . A
METHODS AND PROTOCOL e e o 5 compared t g Hhou b, 005 e pacig oy dogs sl gy o ejection time, systolic wall thickening, fractional short.enmg
H H and stroke volume. These changes were accompanied by
2 0 H . . . .
Surgically implanted instrumentation included an LV S N decreases in LV end-diastolic pressure, mean left atrial
pressure gauge, ascending aortic and coronary flow 25 T w‘” - —— pressure, and heart rate.
. . . . 0 10 20 30 40 50
probes, ultrasonic crystals for cardiac dimensions, _ _ _ Time () Time (rs) « Most importantly. the endo/eni mvocardial blood flow ratio
pacers and Catheters In the aorta and Coronary SInus' ifects of cl- sz in Conseious Dogs i FYL VR ana e Fig 4. Effects of CK- 452 on stroke volume, LV ejection time, systolic wall thickening, and LV fractional shortening in dogs with LVH, p 1 y' p i y
HF was |nduced by a Comb|nat|on Of Coronary artery 60 Stroke Volume 50 Systolic Wall Thickening L\gH.aqd compensated CHF, and LVH and’lalesljage CHF. Nol)lelhallhemcveaseslr?;.vfuncuon, as expressed bygslrokegvolume, wall and bOth arte“al and Coronary Slnus Oxygen content were
A : N thickening and fractional shortening, appear more pronounced in late stage CHF as compared to LVH alone. unchanged ThUS, Un|lke mOSt Inotroplc agentS, Overa”
occlusion and ventricular pacing (240 bpm) and LVH i, * myocardial oxygen consumption was unaffected even as
was induced by aortic banding. g« 20 y I i y? onsump q
% 30 Regional Myocardial Blood Flow overa SyStO Ic function improved.
E 20 20 20
R 10
0 0
Experimental Protocol for LVH and Heart Failure Model contol LV LVHIHE K Conrol - LVH  LVHeHE - HE 15
40 LV Ejection Time 50 LV Fractional Shortening CONCL USION
\ K52 020 makgn) \ £ 40 10 The novel cardiac myosin activator, CK-1827452, increased
Q ] ! ! g ® LV function and reduced filling pressures, but in contrast to
L H - os conventional inotropic agents, it did not increase MVO2 or
T S o g w0 reduce subendocardial blood flow in the setting of heart
Ao Ranine ) Lot I . failure or in heart failure with severe LV hypertrophy. These
| B e e e ‘ Control LV LVHIHE P contel LYY HE 00 baseie  Ckasz  Baseine  Ckasz  baselme  Cds2 findings distinguish CK-1827452 from other inotropic
Fig 2. Stroke volume, systolic wall thickening, LV ejection time, and LV fractional short?nmgm control dogs, dogs with LVH only, L\{H Endocardial Blood Flow Epicardial Blood Flow End;;/%pic;rd\al meChanlsmS and SUggeSt |t may be benefICIa| fOI’ the |Ong-
plus HF, and HF only after a bolus injection of CK-452 (0.5 mg/kg/hr) followed by infusion. Note that CK-452 induced greater effects in (miminig) (mifmin'g) atio (%) . . .
stroke volume, systolic vallthickening and L\ fractonal shortening in dogs with HE compared 10 control and LVH alone. Fig 5. Effects of CK- 452 on regional myocardial blood flow in conscious dogs with CHF/LVH. Note that blood flow in the endo term treatment Of patlents Wlth heart fallure'

and epi myocardium was increased somewhat following bolus administration of CK- 452 (0.25 mg/kg, i.v), but there were no
significant changes in the ratio of endocardial and epicardial blood flow.



