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Ischemia is associated with disruptions in cellular sodium and calcium homeostasis.

An enhanced late sodium current  is likely to contribute to the sodium overload observed in ischemia.  
Late phase sodium channels have been shown to remain open longer in ischemic conditions.  Sodium 
overload may result  from decreased efflux and increased influx during ischemia, with greater 
intracellular accumulation of sodium as the duration of ischemia increasesintracellular accumulation of sodium as the duration of ischemia increases.

This is followed by an increase in intracellular Calcium  through the Na/Ca exchanger on the myocyte 
wall.
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Cellular calcium overload causes impaired contractility and, more significantly, 
impaired relaxation.  

Sustained contraction of the ischemic cardiomyocyte during diastole, or diastolic 
relaxation failure, consumes energy.

This increases the demand for oxygen and worsens ischemia and angina.
Sustained contraction of the ischemic cardiomyocyte during diastole, or diastolic 

relaxation failure, also causes compression of the intramural vessels that supply the 
myocardium with blood and oxygen.

This significantly reduces myocardial blood flow and oxygen supply, since most blood 
flow to the heart occurs during diastole.

As a consequence, ischemia and angina become worse.
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Values are least square means ± SE from a mixed-model repeated measures analysis 
of variance. 













Song et al., PACE 2003, 26(4, Part II):993
The effect of RAN to inhibit EAD activity and to abbreviate the AP is also 
nicely demosntrated in this sudy by Song et al



































Ranolazine: Drug interactions

Ranolazine is primarily metabolized by CYP3A. Potent or moderately potent inhibitors of this 
enzyme will increase ranolazine plasma levels and QTc. Their concomitant administration should 
be avoided.
Less potent CYP3A inhibitors such as simvastatin and cimetidine did not increase the exposure to 
ranolazine in healthy volunteers.y
Plasma concentrations are not significantly altered by concomitant digoxin at 0.125 mg qd.




