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Abstract: Mitochondrial (m) KATP channel opening has been implicated in 

triggering cardiac preconditioning. Its consequence on mitochondrial 

respiration, however, remains unclear. We investigated the effects of two 

different KATP channel openers and antagonists on mitochondrial respiration 

under two different energetic conditions. Oxygen consumption was measured 

for complex I (pyruvate/malate) or complex II (succinate with rotenone) 

substrates in mitochondria from fresh guinea pig hearts. One of two mKATP 

channel openers, pinacidil or diazoxide, was given before adenosine 

diphosphate in the absence or presence of an mKATP channel antagonist, 

glibenclamide or 5-hydroxydecanoate. Without ATP synthase inhibition, both 

mKATP channel openers differentially attenuated mitochondrial respiration. 

Neither mKATP channel antagonist abolished these effects. When ATP synthase 

was inhibited by oligomycin to decrease [ATP], both mKATP channel openers 

accelerated respiration for both substrate groups. This was abolished by 

mKATP channel blockade. Thus, under energetically more physiological 

conditions, the main effect of mKATP channel openers on mitochondrial 

respiration is differential inhibition independent of mKATP channel opening. In 

contrast, under energetically less physiological conditions, mKATP channel 

opening can be evidenced by accelerated respiration and blockade by 

antagonists. Therefore, the effects of mKATP channel openers on mitochondrial 

function likely depend on the experimental conditions and the cell's 

underlying energetic state. 

Keywords: heart, mitochondria, cardiac preconditioning, ion channels, state, 

ischemia 
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Introduction 

Opening of mitochondrial (m) adenosine triphosphate (ATP) 

sensitive K+ channels has been postulated to be a key component of 

the signaling mechanism of ischemic and pharmacologic 

preconditioning of the myocardium.1–3 This is primarily based on 

observations that transient administration of mKATP channel openers, 

such as diazoxide, elicits a memory effect that lasts beyond their 

elimination and attenuates subsequent ischemia/reperfusion (IR) 

injury in different models. Moreover, the nonspecific KATP channel 

antagonist glibenclamide, as well as 5-hydroxydecanoic acid (5-HD), a 

putative mKATP channel antagonist, abolish ischemic and pharmacologic 

preconditioning with different agents.4–6 

In most of these studies, conclusions are derived from the 

assessment of IR injury on reperfusion and, therefore, solely rely on 

the specificity for the mKATP channel of the drugs given before 

ischemia. However, not only have these specificities recently been 

more and more questioned,7–11 there is also an ongoing debate as to 

the putative effect of mKATP channel opening on mitochondrial function 

in general. Liu et al,12 for example, argue that mKATP channel opening 

leads to accelerated electron transport and, therefore, a net oxidation 

of the mitochondrial electron transport chain (ETC); this was shown by 

increased fluorescence of oxidized flavoprotein in resting myocytes by 

the mKATP channel opener diazoxide. However, using a more 

physiological, intact beating heart model, we were unable to reproduce 

these findings; in fact, we observed decreased rather than increased 

oxidation with different known and putative mKATP channel openers.13–

15 This is supported by Garlid et al,2 who oppose the idea of mild 

uncoupling by mKATP channel opening and state that the critical effect 

of mKATP channel opening is the regulation and maintenance of 

mitochondrial matrix volume during ischemia. 

We hypothesized that these opposing results and seemingly 

mutually exclusive theories in the literature could possibly be unified 

and explained by their different underlying experimental conditions, 

that is, the energetic state of the cells and their mitochondria. The 

objective of this study was, therefore, to assess the effects of 

commonly used KATP channel openers on mitochondrial respiration, but 

under different energetic conditions within the same model. To test our 
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hypothesis, we compared the effects of different mKATP channel 

openers and blockers on the rate of O2 consumption in isolated cardiac 

mitochondria under energetically more physiological conditions versus 

those under energetically less physiological conditions produced by 

ATP synthase inhibition. 

Methods 

All investigations conformed to the Guide for the Care and Use 

of Laboratory Animals (U.S. National Institutes of Health no. 85-23, 

revised 1996) and were approved by the institutional animal care and 

use committee (Medical College of Wisconsin, Milwaukee, Wisc). Thirty 

milligrams of ketamine and 1000 units of heparin were injected 

intraperitoneally into 20 albino English short-haired guinea pigs (250–

300 g). Animals were decapitated 15 minutes later, when 

unresponsive to noxious stimulation. After thoracotomy, the heart was 

immediately taken out and immersed in 4°C cold isolation buffer15,16: 

200 mM mannitol, 50 mM sucrose, 5 mM KH2PO4, 1 mM EGTA, 5 mM 

MOPS, and 0.1% bovine serum albumin; pH 7.15 adjusted with KOH. 

The atria were discarded, and the ventricles were minced into 1-mm 

pieces. The tissue was rinsed, transferred to a glass Potter–Elvehjem 

homogenizing vessel on ice, and gently homogenized with a Teflon 

pestle (DuPont, Wilmington, Del) for 30 seconds in the presence of 1 

mg/mL of protease. This was followed by another 30 seconds of 

homogenization after 10-fold dilution of the protease. Mitochondria 

were then isolated by differential centrifugation at 4°C.17 The tissue 

suspension was centrifuged at 8000g for 10 minutes to remove the 

protease. The resulting pellet was then resuspended in 28-mL isolation 

buffer, and the suspension was centrifuged at 700g for 10 minutes to 

remove cellular debris. The supernatant containing the mitochondrial 

fraction was further centrifuged at 8000 g for 10 minutes. The pellet 

was resuspended in 7-mL isolation buffer without EGTA and was 

centrifuged at 8000 g for 10 minutes. The final mitochondrial pellet 

was resuspended in 500-μL cold isolation buffer without EGTA. Total 

protein concentration was determined18 with bovine serum albumin as 

a standard. Anatomic integrity of isolated mitochondria was verified by 

electron microscopy in random studies. 

Measurement of Mitochondrial Oxygen Consumption 
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The 500-μL mitochondrial suspension was kept at 4°C. 

Immediately before each experiment, an aliquot of the concentrated 

mitochondria was added to 27°C respiration buffer15,16,19 to yield 500 

μL with a concentration of 500 μg of protein per milliliter. The buffer 

contained 110 mM KCl, 5 mM K2HPO4 · 3H2O, 10 mM MOPS, 10 mM 

Mg-acetate, 1 mM EDTA, 1 μmM tetrasodium pyrophosphate, and 

0.1% bovine serum albumin; pH 7.15 adjusted with KOH. The low 

concentration of acetate was added to improve mitochondrial function 

and facilitate K+ transport and matrix volume adjustments.20 Although 

it may serve as a potential mitochondrial substrate,21 it does not cause 

uncoupling at this concentration.20 

Mitochondria from one heart were sufficient for approximately 

15 experiments on average. [O2] was measured polargraphically with a 

Clark-type oxygen electrode (model 1302, Strathkelvin Instruments, 

Glasgow, Scotland) in a water-jacketed 500-μl chamber (Model 

MT200A, Strathkelvin Instruments) equipped with a Teflon-coated 

magnetic stirring bar and monitored by an oxygen meter (Model 782, 

Strathkelvin Instruments). The oxygen electrode was calibrated with 

air-saturated water (pO2 ≈ 150 mm Hg) and sodium sulphite (Na2SO3) 

solution to achieve near-zero pO2 at the same temperature as the 

buffer to be used. Rate of mitochondrial respiration was determined as 

the maximum rate of [O2] decrease after addition of substrate and 

adenosine diphosphate (ADP) to initiate oxidative phosphorylation.22 

Data were stored online on a computer using the manufacturer's 

software (Strathkelvin Instruments). Microsoft Excel (Microsoft 

Corporation, Redmond, Wash) software was used for later analysis. 

Experimental Protocol 

After sealing the chamber with a plexiglass plug (time t = 0 

minutes), drugs, substrates, and ADP (5 μL each) were subsequently 

injected into the chamber according to the protocol displayed in Figure 

1. The time intervals in the experimental protocol have been 

successfully used in previous studies15,23 and were carefully chosen 

after extensive preliminary experiments to ensure sufficient time for 

each drug to exhibit its full effect. All final drug concentrations are 

provided in Table 1. To test for possible antagonism, the mKATP 

channel blocker 5-HD,4 the nonspecific KATP channel blocker 

http://dx.doi.org/10.1097/FJC.0b013e31816bf4a4
http://epublications.marquette.edu/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3010203/#R15
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3010203/#R16
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3010203/#R19
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3010203/#R20
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3010203/#R21
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3010203/#R20
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3010203/#R22
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3010203/figure/F1/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3010203/figure/F1/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3010203/#R15
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3010203/#R23
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3010203/table/T1/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3010203/#R4


NOT THE PUBLISHED VERSION; this is the author’s final, peer-reviewed manuscript. The published version may be 
accessed by following the link in the citation at the bottom of the page. 

Journal of Cardiovascular Pharmacology, Vol. 51, No. 5 (May 2008): pg. 483-491. DOI. This article is © Lippincott Williams 
& Wilkins, Inc. and permission has been granted for this version to appear in e-Publications@Marquette. Lippincott 
Williams & Wilkins, Inc. does not grant permission for this article to be further copied/distributed or hosted elsewhere 
without the express permission from Lippincott Williams & Wilkins, Inc. 

6 

 

glibenclamide,5 or their vehicle with or without the ATP synthase 

inhibitor oligomycin (see below) were added at t = 1 minute. Pyruvate 

and malate, or succinate with the complex I blocker rotenone to 

prevent reverse electron flow,24 were added at t = 2 minutes as 

substrates for complex I or for complex II of the ETC, respectively. The 

mKATP channel opener pinacidil or diazoxide or their vehicle was added 

at t = 3 minutes to test for drug-induced alterations of mitochondrial 

respiration. In additional experiments, 2,4-dinitrophenol (DNP) as an 

uncoupler, or antimycin A as a blocker of complex III of the ETC, were 

given at t = 3 minutes to verify mitochondrial function and to assess 

the degree of maximal uncoupling and maximal blockade of 

mitochondrial respiration in our model (Fig. 2). ADP was added at t = 

4 minutes. All drugs were purchased from Sigma (St. Louis, Mo). 

Chamber [O2] in micromoles per liter was monitored for up to 12 

minutes or until it approached zero. All experiments were performed at 

27°C. Experiments with mitochondria from the same heart were 

randomized to one of the above treatment groups with at least three 

control experiments interspersed. All respiration rates from 

experiments of one heart were normalized and expressed as percent 

change compared with the average of control experiments from the 

same heart. 
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FIGURE 1 Experimental protocol. After stabilization of the mitochondrial 

suspension for 1 minute, the mitochondrial KATP channel inhibitor 5-hydroxydecanoic 

acid (5-HD), the non-specific KATP channel inhibitor glibenclamide (Glib), or their 

respective vehicle (buffer) was injected into the chamber with or without the ATP 

synthase inhibitor oligomycin (O). Substrate (Sub) for complex I (pyruvate and 

malate) or for complex II (succinate with rotenone to block complex I) was added at t 

= 2 minutes. The KATP channel openers diazoxide (DZO) or pinacidil (Pin) or their 

vehicle (dimethyl sulfoxide, DMSO) were given at t = 3 minutes. Adenosine 

diphosphate (ADP) was added at t = 4 minutes. Each drug or substrate was given as a 

5-μL bolus into the 500-μL chamber to yield the final concentrations given in Table 1. 

Chamber [O2] in micromoles was monitored for up to 12 minutes or until it 

approached zero. All experiments were performed at 27°C. 
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FIGURE 2 Original sample tracings of oxygen consumption when succinate was 

given as substrate for complex II in the presence of rotenone to block complex I. The 

complex III blocker antimycin A (AA), the uncoupler 2,4-dinitrophenol (DNP), the 

mKATP channel opener diazoxide (DZO), or vehicle (Con; plain DMSO) were given at t 

= 3 minutes (drug) before ADP was added at t = 4 minutes (dotted vertical line). Note 

the difference in slope (ie, mitochondrial respiration) after t = 4 minutes between 

blockade by antimycin A and uncoupling by DNP regardless of ADP addition. A, 

Diazoxide caused a slightly slower respiration after ADP addition compared with 

control in the absence of ATP synthase inhibition with oligomycin. B, In addition to 

control, antimycin A, DNP, and diazoxide, a tracing of the mKATP channel opener 

pinacidil (Pin) at t = 3 minutes (drug) is shown in the presence of the ATP synthase 

inhibitor oligomycin (O). Note the decreased rate of respiration in the control run 

compared with a control without (w/o) oligomycin after t = 4 minutes as well as the 

lack of a slowing of respiration secondary to complete phosphorylation of ADP to ATP 

in the absence of oligomycin after t = 5 minutes. Both pinacidil and diazoxide caused a 

slight increase in respiration compared with control after t = 4 minutes. All drug 

concentrations are listed in Table 1. 
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State 3 Versus State 4 Respiration 

Under energetically more physiological conditions, that is, in the 

absence of ATP synthase inhibition by oligomycin, addition of ADP 

initiates the transition to so-called “state 3” respiration.22 In short, the 

energy from mitochondrial electron transport along the ETC is used to 

actively pump protons against their gradient into the intermembrane 

space, which contributes to the mitochondrial membrane potential 

(Δψm) that is then used by the ATP synthase to actively phosphorylate 

ADP to ATP. Mitochondrial respiration, Δψm, and phosphorylation are 

coupled and in a steady state (↔, Table 2). When ADP is completely 

phosphorylated to ATP (so-called “state 4” respiration22), ATP synthase 

activity is decreased because of a lack of ADP as substrate. This 

increases Δψm and attenuates respiration indirectly. However, we 

chose to induce “state 4” conditions by pharmacological inhibition with 

oligomycin rather than to use regular “state 4” respiration by ADP 

depletion, because this approach allowed us to selectively block ATP 

synthase and while comparing respiration rates at the same time 

intervals under otherwise similar experimental conditions, that is, 

oxygen concentrations, equilibration times, etc. In addition, this 

approach enabled us to keep the ATP/ADP ratio low (< 0.3 in our 

model as assessed with HPLC) and, in that way, mimic an energetically 

less physiological state better than a regular “state 4” with its higher 

(>50) ATP/ADP ratio. “State 3” and the two different “state 4” 

conditions are compared in Table 2. 
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Statistical Analysis 

All data were expressed as means ± standard errors of the 

means (SEM). Group data were compared by analysis of variance to 

determine significance (Super ANOVA 1.11 software for Macintosh 

from Abacus Concepts, Berkeley, Calif). If F values (P < 0.05) were 

significant, post hoc comparisons of means tests (Student–Newman–

Keuls) were used to compare the groups. Differences among means 

were considered statistically significant when P < 0.05 (two tailed). 

Statistical symbols used were * versus Con, † versus DZO, # versus 

DZO + 5-HD, § versus DZO + Glib, and ‡ versus Pin. 

Results 

Control experiments without ATP synthase inhibition revealed 

functionally intact mitochondria with “state 3” O2 consumptions (nmol 

O2·mg−1 protein·min−1) of 107.8 ± 12.8 and 193.6 ± 12.0 and with 

respiratory control indices of 3.2 ± 0.2 and 2.4 ± 0.1 for complex I 

and complex II substrates, respectively. Original sample tracings of O2 

chamber concentrations with complex II substrate are shown in Figure 

2. Panel A depicts typical O2 tracings after addition of the complex III 

blocker antimycin A, the uncoupler DNP, or the KATP channel opener 

diazoxide compared with a control experiment without ATP synthase 

inhibition. In contrast, panel B shows antimycin A, DNP, diazoxide, and 

the KATP channel opener pinacidil compared with a control experiment 

after ATP synthase inhibition with oligomycin, and one control 

experiment without ATP synthase inhibition. 

In the absence of oligomycin to inhibit ATP synthase, the mKATP 

channel antagonists 5-HD and glibenclamide had no effect on 

respiration for either complex I or complex II substrates when given 

alone (Fig. 3A and B). Diazoxide did not alter respiration when 

complex I substrates (pyruvate and malate; panel A) were given, but 

it decreased respiration by about 10% when succinate with rotenone 

was given as a substrate for complex II (panel B). In contrast, 

pinacidil decreased respiration by about 20% when complex I 

substrates were given (panel A), but it had no effect when complex II 

substrate was given (panel B). Neither of these effects was prevented 

by mKATP channel blockade (panels A and B). In comparison, antimycin 
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A decreased respiration by 50.2 ± 3.5%* and 78.8 ± 3.5%* for 

complex I and II substrates, respectively, whereas DNP increased 

respiration by 35.6 ± 18.4%* and 28.9 ± 11.5%*, respectively. 

 

FIGURE 3 Percent change in mitochondrial respiration from control levels (Con) by 

the KATP channel openers diazoxide (DZO) and pinacidil (Pin) and by the KATP channel 

inhibitors 5-hydroxydecanoic acid (5-HD) and glibenclamide (Glib) when pyruvate and 

malate were given as substrate for complex I (panel A) or when succinate (with 

rotenone to block complex I) was given as substrate for complex II (panel B). in 

absence of the ATP synthase inhibition. All values are given as means and SEM; P < 

0.05 *versus Con, †versus DZO, #versus DZO+5-HD, §versus DZO+Glib, and ‡versus 

Pin; n = 7 experiments per experimental group. All drug concentrations are listed in 

Table 1. 

At the selected concentration, the ATP synthase inhibitor 

oligomycin attenuated, but did not completely inhibit, mitochondrial 

respiration, for both complex I and complex II substrates: control 

experiments with oligomycin exhibited a 16.0 ± 4.6%* lower 

respiration rate for pyruvate/malate and a 9.5 ± 2.8%* lower rate for 

succinate/rotenone. In the presence of the ATP synthase inhibitor, 

both KATP channel openers increased respiration for either substrate 

group by 7% to 10% (Fig. 4A and B). For complex I substrates, both 

mKATP channel antagonists reversed both KATP channel agonist–induced 

increases in respiration back to control levels (panel A). For complex II 

substrate, both mKATP channel antagonists reversed the pinacidil-

induced increase back to control levels, whereas in the presence of 

diazoxide, glibenclamide led to a decrease even below control levels 

(panel B). In comparison, DNP increased respiration by 54.5 ± 15.1%* 

and 79.7 ± 15.9%* for complex I and II substrates, respectively, 
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whereas antimycin A decreased respiration by 85.9 ± 1.6%* and 85.1 

± 1.3%*, respectively, under these conditions. 

 

FIGURE 4 Percent change in mitochondrial respiration from control levels (Con) by 

the KATP channel openers diazoxide (DZO) and pinacidil (Pin) and by the KATP channel 

inhibitors 5-hydroxydecanoic acid (5-HD) and glibenclamide (Glib) when pyruvate and 

malate were given as substrate for complex I (panel A), or when succinate (with 

rotenone to block complex I) was given as substrate for complex II (panel B). in the 

presence of the ATP synthase inhibitor oligomycin. All values are given as means and 

SEM; P < 0.05 *versus Con, †versus DZO, #versus DZO+5-HD, § versus DZO + Glib, 

and ‡versus Pin; n = 7 experiments per experimental group. All drug concentrations 

are listed in Table 1. 

Discussion 

Results from this study in isolated cardiac mitochondria indicate 

that (a) KATP channel openers produce differential effects on 

mitochondrial function, and (b) these effects depend on the 

mitochondrial energy state. Under energetically more physiological 

conditions, the KATP channel openers diazoxide and pinacidil attenuated 

mitochondrial respiration: pinacidil inhibited complex I, whereas 

diazoxide inhibited complex II. These inhibitory effects were 

independent of mKATP channel opening. In contrast, under energetically 

less physiological conditions, that is, when ATP synthase was 

pharmacologically inhibited, both KATP channel openers accelerated 

mitochondrial respiration, which seemed to be mediated by mKATP 

channel opening. 
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mKATP Channel Opening and Cardioprotection 

KATP channels were first identified in 1983 by Noma25 in 

membrane patches prepared from guinea pig myocytes. Since then, 

they have also been shown to exist in various other tissues and seem 

to consist of several subtypes. KATP channels are composed of two 

distinct proteins, an inwardly rectifying K+ channel and a sulfonylurea 

receptor, which may have a regulatory role as well as a function in 

modulating the sensitivity of the channel to ATP, other nucleotides, 

and pharmacological agonists and antagonists.26 Two types of KATP 

channels have been postulated to exist in the cell, a sarcolemmal (s) 

channel, whose structure has been delineated, and a putative channel 

in the inner mitochondrial membrane, the mKATP channel.27 Although 

the mKATP channel has been characterized pharmacologically in cells 

and in isolated lipid bilayers, it has not been cloned, and its exact 

molecular structure has not been fully elucidated.28 In fact, the very 

existence of the mKATP channel has been questioned8,29 and, thus, is a 

matter of considerable controversy. 

Cardioprotection by drugs believed to be KATP channel openers is 

well established. Nineteen years ago, cromakalim and pinacidil,30 and 

subsequently other KATP channel openers,31 were found to be protective 

in perfused rat hearts. Initially, it was believed that sKATP channel 

opening was responsible for this cardioprotection because it shortened 

the action potential duration, thereby reducing Ca2+ entry to the 

cytosol. However, it was shown later that cardioprotection was 

preserved in conditions without shortening of the action potential 

duration32 and that selective pharmacological sKATP channel inhibition 

had no effect on infarct size after IR or on preconditioning.33 

Garlid et al34 provided the first evidence to support a role for the 

mKATP channel in cardioprotection. They found that mKATP channels in 

lipid bilayers were 1000 to 2000 times more sensitive to diazoxide 

than were sKATP channels. Furthermore, diazoxide, at low 

concentrations that did not activate the sKATP channel, had a 

pronounced cardioprotective effect in isolated hearts. This effect was 

abolished by 5-HD and glibenclamide, suggesting that the mKATP 

channel, rather than the sKATP channel, may be responsible for this 

cardioprotection. 
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However, it is still unclear whether mKATP channel opening acts 

as a trigger or a distal effector in pharmacologic preconditioning, or 

both. As a trigger, mKATP channels would have to open under 

physiological conditions before ischemia and lead to activation of 

downstream signaling pathways of preconditioning. In contrast, if 

mKATP channel opening was an effector of preconditioning, these 

signaling pathways would contribute to mKATP channel opening during 

energetically less physiological conditions such as IR and, thus, afford 

protection. 

IR impairs mitochondrial function through an alteration of Δψm, 

electron transport, and increased ROS production. Pharmacological 

KATP channel opening inhibited ischemia-induced depletion of high-

energy phosphates, which was abolished by glibenclamide; it was 

proposed that mKATP channel opening may partially restore the Δψm, 

allowing further extrusion of H+, forming a more favorable 

electrochemical gradient for ATP synthesis.35 

How Does mKATP Channel Opening Affect Mitochondrial 

Function? 

Despite all this evidence, there is considerable disagreement as 

to the exact mechanism by which mKATP channel opening alters 

mitochondrial function. On one side, Marban and colleagues have 

argued that opening of any mitochondrial K+ channel in the inner 

mitochondrial membrane, including the mKATP channel, would tend to 

dissipate Δψm established by the proton pump.3,12 This dissipation 

would accelerate electron transfer by the ETC, lead to a net oxidation 

in the mitochondrial matrix, and “uncouple” oxidative phosphorylation. 

Consequently, autofluorescent measurements of the mitochondrial 

redox state have become an increasingly popular tool to assess mKATP 

channel opening in isolated myocytes.12,36–38 

Alternatively, the concept of uncoupling by mKATP channel 

opening is opposed by Garlid and colleagues,2 who contend that the 

critical effect resulting from mKATP channel opening is the regulation 

and maintenance of mitochondrial matrix volume.39 Decreased Δψm, 

for instance, during ischemia, would lead to decreased mitochondrial 

matrix volume, resulting in decreased and less efficient electron 
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transport and ATP synthesis.40 Increased K+ conductance by mKATP 

channel opening and concomitant uptake of weak acids and water by 

osmotic forces34 would counteract this volume decrease and help 

maintain a constant matrix volume, permitting a more efficient energy 

transfer between mitochondria and cellular ATPases.41,42 

Garlid and colleagues2 further argue that a K+ influx sufficient to 

cause significant uncoupling would cause massive matrix swelling and 

rupture the mitochondrial inner membrane under physiological 

conditions. Therefore, at least under energetically more physiological 

conditions, uncoupling by mKATP channel opening would not occur, and 

the fact that accelerated electron transport and net oxidation by mKATP 

channel openers was observed in several studies may merely be 

attributable to artificial study conditions.2,43 Our findings agree with 

those of Garlid et al2: experiments in intact beating hearts14 have 

revealed dose-dependent increases in reduced nicotinamide adenine 

dinucleotide fluorescence by pinacidil and decreases in oxidized flavin 

adenine dinucleotide fluorescence by diazoxide. This reduced 

mitochondrial redox state could be produced by attenuated electron 

transport secondary to inhibition of complex I or II of the ETC, 

respectively, rather than accelerated electron transport, as would have 

been expected for mKATP channel opening. Furthermore, these 

inhibitory effects were not prevented by mKATP channel blockers. 

In the present study, by measuring the rate of O2 consumption 

in isolated cardiac mitochondria, we used a different approach to 

complement and confirm these findings. Under energetically more 

physiological conditions with sufficient substrate as electron donor, O2 

as electron acceptor, and ADP to allow oxidative phosphorylation, we 

found diazoxide and pinacidil to differentially attenuate electron 

transport at complexes I and II, respectively, independent of mKATP 

channel opening; in contrast, accelerated respiration as an indication 

of mKATP channel opening could not be observed under these 

conditions (Fig. 3). 

Inhibitory Side Effects of KATP Channel Openers 

The selective inhibition of complex I and complex II of the ETC 

by pinacidil and diazoxide, respectively, confirms earlier44–46 and more 

recent7,8,10,11,39,47 reports of mKATP channel–independent inhibitory 
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effects of these drugs on the ETC in mitochondria of various cell types. 

In fact, it was known long ago that the hydrophobic sites of the 

mitochondrial ETC are sensitive to hydrophobic agents48; this may 

offer a relatively simple explanation for the otherwise paradoxical 

observation of ETC inhibition by putative mKATP channel openers. 

Interestingly, we find very similar results for NS1619, a mitochondrial 

Ca2+ sensitive K+ channel opener, that also causes a mild attenuation 

of mitochondrial respiration under energetically more physiological 

conditions, whereas respiration is accelerated under energetically less 

physiological conditions23; similarly, the acceleration, but not 

attenuation, was blocked by the mKCa channel blocker paxilline. 

Mitochondrial Energetic State is an Important 

Determinant of KATP Channel Opening 

Energetically less physiological “state 4” conditions impede 

mitochondrial respiration indirectly by inhibiting protons from 

reentering the mitochondrial matrix via ATP synthase and, thus, 

increasing Δψm, either because of a shortage of ADP or, as achieved in 

this study, by pharmacological ATP synthase inhibition. Under 

conditions of increased Δψm, any form of ion leakage, as with 

pharmacological uncoupling or mKATP channel opening, would be 

expected to result in a robust increase in electron transport and O2 

consumption. Under conditions of pharmacological ATP synthase 

inhibition, ADP phosphorylation to ATP, and, therefore, the ATP/ADP 

ratio, are decreased (Table 2), which would be expected to favor 

opening of the mKATP channels even more, because they are normally 

kept closed by a high ATP/ADP ratio. 

Indeed, in this isolated mitochondrial model, a mild, indirect 

attenuation of mitochondrial respiration by ATP synthase inhibition was 

sufficient to profoundly change the observed effects of the two mKATP 

channel openers. Under these conditions, both mKATP channel openers 

accelerated mitochondrial respiration. Reversal of their effects by two 

different KATP channel antagonists is consistent with mKATP channel 

opening. So, within the same model, and under identical conditions 

except for an altered energetic state, we were able to change the 

effect of known and putative49 mKATP channel openers from differential 

ETC attenuation and slowed respiration toward accelerated respiration 

http://dx.doi.org/10.1097/FJC.0b013e31816bf4a4
http://epublications.marquette.edu/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3010203/#R48
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3010203/#R23
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3010203/table/T2/
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3010203/#R49


NOT THE PUBLISHED VERSION; this is the author’s final, peer-reviewed manuscript. The published version may be 
accessed by following the link in the citation at the bottom of the page. 

Journal of Cardiovascular Pharmacology, Vol. 51, No. 5 (May 2008): pg. 483-491. DOI. This article is © Lippincott Williams 
& Wilkins, Inc. and permission has been granted for this version to appear in e-Publications@Marquette. Lippincott 
Williams & Wilkins, Inc. does not grant permission for this article to be further copied/distributed or hosted elsewhere 
without the express permission from Lippincott Williams & Wilkins, Inc. 

17 

 

by mKATP channel opening (Fig. 4). These findings emphasize the 

crucial importance of a lower mitochondrial energy state for mKATP 

channels to open, and they help to explain previous observations of 

increased mitochondrial oxidation, that is, respiration, by mKATP 

openers such as diazoxide12 or volatile anesthetics37 in isolated resting 

myocytes that were performed or cultured in substrate-free 

solutions.2,43 

Drawing any further conclusions from these findings remains 

challenging. On the one hand, in favor of a pharmacological approach,2 

one can conclude that mKATP openers indeed open mKATP channels 

under both energetically more physiological and energetically less 

physiological conditions, and that mKATP channel opening simply has 

only a negligible effect on mitochondrial respiration under physiological 

conditions. As an alternative conclusion, one can conclude that KATP 

channel openers are ineffective under physiological conditions if KATP 

channel opening is primarily a function of the cell's energetic state, 

that is, its ATP/ADP ratio, especially in the vicinity of the channels, and 

mKATP channel openers may act, for instance, by reducing the ATP 

affinity of the channel. 

Although we cannot safely rule out such possibilities as the 

presence of restricted spaces preventing instantaneous equilibration of 

ATP, ADP, or mKATP channel openers near the channels in vivo or in our 

model, this latter conclusion would go along with the notion of other 

investigators: the less physiological, the earlier KATP channels open, 

and any potential opener36,50,51 shifts this opening to more 

physiological states and, in this way, “sensitizes” or “primes” the 

channels to open earlier and to a greater extent under energetically 

less physiological conditions such as ischemia. 

A Further Lack of Specificity of KATP Channel Openers 

and Antagonists 

Conclusions about mKATP channel involvement derived from 

pharmacological studies are further complicated by recent reports11,52–

54 that diazoxide mildly uncouples respiration even in the absence of 

K+, raising the possibility of mKATP channel–independent iono- and 

protonophoric effects of putative mKATP channel openers that may be 
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(partly) responsible for their cardioprotective effect. Similar findings 

have recently been reported for the mKCa channel opener NS1619.55 

In addition, the specificities of not only openers, but also of 

antagonists of mKATP channels and other intracellular signaling 

components, for instance, PKCε,56 are now more and more questioned. 

For example, it was recently suggested that 5-HD, as a fatty acid, 

could be converted to 5-HD-CoA in the presence of CoA, ATP, and fatty 

acyl CoA synthetase.7–9 5-HD could then be further metabolized and 

serve as a substrate that feeds electrons into the ETC at the level of 

coenzyme Q, thus providing a bypass for ETC sites that are attenuated 

by lipophilic drugs such as KATP channel openers7,39 or volatile 

anesthetics.6,57 KATP channel–independent effects have also been 

described for glibenclamide. For example, it inhibits carnitine 

palmitoyltransferase activity58 and, at higher concentrations, Cl− 

channels,59 whereas permeabilization of the mitochondrial membrane 

to Cl– may contribute to mitochondrial depolarization.60 

Alternative explanations of cardioprotection by KATP channel 

openers also include ETC inhibition of complex I61 or II,62 and the 

activation of the adenine nucleotide translocase,63possibly even as part 

of a multiprotein complex that contains complex II and ATP 

synthase.64 All of these findings clearly reinforce the notion that any 

conclusion as to the mechanisms of action of a certain drug has to rely 

on its pharmacological specificity. In this particular case, an observed 

effect associated with administration of a putative mKATP channel 

opener or its blockade by a potential antagonist does not necessarily 

furnish direct evidence of mKATP channel involvement (for a more 

detailed review, see Hanley and Daut43). We need to be aware of the 

“pleiotropic” character of these drugs, and, ideally, we have to confirm 

any findings by using more than one model as well as a variety of 

chemically different drugs with different chemical profiles to 

strengthen our conclusions. 

Conclusion 

In summary, the finding of differential effects of mKATP channel 

openers on mitochondrial function under different energetic conditions 

underscores and reemphasizes the importance of the chosen 

experimental model and its physiological condition when studying 
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mitochondria and helps explain some of the contradictory data in 

literature. 

Acknowledgments 

We would like to thank James S. Heisner, BS (research 

technologist), Mohammed Aldakkak, MD (postdoctoral fellow), and 

Samhita S. Rhodes, PhD (postdoctoral fellow) at the Department of 

Anesthesiology, Medical College of Wisconsin, Milwaukee, Wisc, and 

Kalyan C. Vinnakota, PhD (postdoctoral fellow) at the Biotechnology 

and Bioengineering Center, Medical College of Wisconsin, Milwaukee, 

Wisc, for their valuable contributions to this study. 

Disclosures: Supported in part by grant no. Ri 1132/1-1 from 

the German Research Foundation (Bonn, Germany; to Dr. Riess); 

grant nos. HL58691 (to Dr. Stowe), ES06648 (to Dr. Eells), and HL 

073246-01 (to Dr. Camara) from the National Institutes of Health 

(Bethesda, MD); and grant nos. 0355608Z (to Dr. Stowe) and 

0151487Z (to Dr. Eells) from the American Heart Association (Dallas, 

TX). 

References 

1. Gross GJ, Peart JN. KATP channels and myocardial preconditioning: an 

update. Am J Physiol Heart Circ Physiol. 2003;285:H921–H930. 

2. Garlid KD, Dos Santos P, Xie ZJ, et al. Mitochondrial potassium transport: 

the role of the mitochondrial ATP-sensitive K+ channel in cardiac 

function and cardioprotection. Biochim Biophys Acta. 2003;1606:1–21. 

3. O'Rourke B. Evidence for mitochondrial K+ channels and their role in 

cardioprotection. Circ Res. 2004;94:420–432.  

4. Auchampach JA, Grover GJ, Gross GJ. Blockade of ischaemic 

preconditioning in dogs by the novel ATP dependent potassium channel 

antagonist sodium 5-hydroxydecanoate. Cardiovasc Res. 

1992;26:1054–1062. 

5. Jaburek M, Yarov-Yarovoy V, Paucek P, et al. State-dependent inhibition of 

the mitochondrial KATP channel by glyburide and 5-hydroxydecanoate. J 

Biol Chem. 1998;273:13578–13582. 

6. Riess ML, Novalija E, Camara AK, et al. Preconditioning with sevoflurane 

reduces changes in nicotinamide adenine dinucleotide during ischemia-

reperfusion in isolated hearts: reversal by 5-hydroxydecanoic acid. 

Anesthesiology. 2003;98:387–395. 

http://dx.doi.org/10.1097/FJC.0b013e31816bf4a4
http://epublications.marquette.edu/


NOT THE PUBLISHED VERSION; this is the author’s final, peer-reviewed manuscript. The published version may be 
accessed by following the link in the citation at the bottom of the page. 

Journal of Cardiovascular Pharmacology, Vol. 51, No. 5 (May 2008): pg. 483-491. DOI. This article is © Lippincott Williams 
& Wilkins, Inc. and permission has been granted for this version to appear in e-Publications@Marquette. Lippincott 
Williams & Wilkins, Inc. does not grant permission for this article to be further copied/distributed or hosted elsewhere 
without the express permission from Lippincott Williams & Wilkins, Inc. 

20 

 

7. Hanley PJ, Mickel M, Loffler M, et al. KATP channel-independent targets of 

diazoxide and 5-hydroxydecanoate in the heart. J Physiol. 

2002;542:735–741. 

8. Lim KH, Javadov SA, Das M, et al. The effects of ischaemic preconditioning, 

diazoxide and 5-hydroxydecanoate on rat heart mitochondrial volume 

and respiration. J Physiol. 2002;545:961–974. 

9. Hanley PJ, Gopalan KV, Lareau RA, et al. Beta-oxidation of 5-

hydroxydecanoate, a putative blocker of mitochondrial ATP-sensitive 

potassium channels. J Physiol. 2003;547:387–393. 

10. Lembert N, Idahl LA, Ammon HP. KATP channel independent effects of 

pinacidil on ATP production in isolated cardiomyocyte or pancreatic 

beta-cell mitochondria. Biochem Pharmacol. 2003;65:1835–1841. 

11. Dröse S, Brandt U, Hanley PJ. K+-independent actions of diazoxide 

question the role of inner membrane KATP channels in mitochondrial 

cytoprotective signaling. J Biol Chem. 2006;281:23733–23739. 

12. Liu Y, Sato T, O'Rourke B, et al. Mitochondrial ATP-dependent potassium 

channels: novel effectors of cardioprotection? Circulation. 

1998;97:2463–2469. 

13. Riess ML, Camara AKS, Chen Q, et al. Altered NADH and improved 

function by anesthetic and ischemic preconditioning in guinea pig 

intact hearts. Am J Physiol Heart Circ Physiol. 2002;283:H53–H60. 

14. Riess ML, Camara AKS, Jiang MT, et al. KATP channel-independent changes 

in mitochondrial redox state by diazoxide and pinacidil in intact guinea 

pig hearts. FASEB J. 2004;18:A263. 

15. Riess ML, Eells JT, Kevin LG, et al. Attenuation of mitochondrial 

respiration by sevoflurane in isolated cardiac mitochondria is mediated 

in part by reactive oxygen species. Anesthesiology. 2004;100:498–

505. 

16. Holmuhamedov EL, Jovanovic S, Dzeja PP, et al. Mitochondrial ATP-

sensitive K+ channels modulate cardiac mitochondrial function. Am J 

Physiol Heart Circ Physiol. 1998;275:H1567–H1576. 

17. Solem LE, Wallace KB. Selective activation of the sodium-independent, 

cyclosporin A-sensitive calcium pore of cardiac mitochondria by 

doxorubicin. Toxicol Appl Pharmacol. 1993;121:50–57. 

18. Bradford MM. A rapid and sensitive method for the quantitation of 

microgram quantities of protein utilizing the principle of protein-dye 

binding. Anal Biochem. 1976;72:248–254. 

19. DiMonte D, Sandy M, Jewell S, et al. Oxidative phosphorylation by intact 

muscle mitochondria in Parkinson's disease. Neurodegeneration. 

1993;2:275–281. 

20. Beavis AD, Lu Y, Garlid KD. On the regulation of K+ uniport in intact 

mitochondria by adenine nucleotides and nucleotide analogs. J Biol 

Chem. 1993;268:997–1004. 

http://dx.doi.org/10.1097/FJC.0b013e31816bf4a4
http://epublications.marquette.edu/


NOT THE PUBLISHED VERSION; this is the author’s final, peer-reviewed manuscript. The published version may be 
accessed by following the link in the citation at the bottom of the page. 

Journal of Cardiovascular Pharmacology, Vol. 51, No. 5 (May 2008): pg. 483-491. DOI. This article is © Lippincott Williams 
& Wilkins, Inc. and permission has been granted for this version to appear in e-Publications@Marquette. Lippincott 
Williams & Wilkins, Inc. does not grant permission for this article to be further copied/distributed or hosted elsewhere 
without the express permission from Lippincott Williams & Wilkins, Inc. 

21 

 

21. Randle PJ, England PJ, Denton RM. Control of the tricarboxylate cycle and 

its interactions with glycolysis during acetate utilization in rat heart. 

Biochem J. 1970;117:677–695. 

22. Chance B, Williams GR. Respiratory enzymes in oxidative 

phosphorylation. III. The steady state. J Biol Chem. 1955;217:409–

427. 

23. Heinen A, Camara AK, Aldakkak M, et al. Mitochondrial Ca2+-induced K+ 

influx increases respiration and enhances ROS production while 

maintaining membrane potential. Am J Physiol Cell Physiol. 

2007;292:C148–C156. 

24. Liu Y, Fiskum G, Schubert D. Generation of reactive oxygen species by 

the mitochondrial electron transport chain. J Neurochem. 

2002;80:780–787. 

25. Noma A. ATP-regulated K+ channels in cardiac muscle. Nature. 

1983;305:147–148. 

26. Yokoshiki H, Sunagawa M, Seki T, et al. ATP-sensitive K+ channels in 

pancreatic, cardiac, and vascular smooth muscle cells. Am J Physiol 

Cell Physiol. 1998;274:C25–C37. 

27. Inoue I, Nagase H, Kishi K, et al. ATP-sensitive K+ channel in the 

mitochondrial inner membrane. Nature. 1991;352:244–247. 

28. Suzuki M, Kotake K, Fujikura K, et al. Kir6.1: a possible subunit of ATP-

sensitive K+ channels in mitochondria. Biochem Biophys Res Commun. 

1997;241:693–697. 

29. Das M, Parker JE, Halestrap AP. Matrix volume measurements challenge 

the existence of diazoxide/glibencamide-sensitive KATP channels in rat 

mitochondria. J Physiol. 2003;547:893–902.  

30. Grover GJ, McCullough JR, Henry DE, et al. Anti-ischemic effects of the 

potassium channel activators pinacidil and cromakalim and the 

reversal of these effects with the potassium channel blocker glyburide. 

J Pharmacol Exp Ther. 1989;251:98–104. 

31. Grover GJ, Dzwonczyk S, Sleph PG. Reduction of ischemic damage in 

isolated rat hearts by the potassium channel opener, RP 52891. Eur J 

Pharmacol. 1990;191:11–18. 

32. Grover GJ, D'Alonzo AJ, Parham CS, et al. Cardioprotection with the KATP 

opener cromakalim is not correlated with ischemic myocardial action 

potential duration. J Cardiovasc Pharmacol. 1995;26:145–152. 

33. Tanno M, Miura T, Tsuchida A, et al. Contribution of both the sarcolemmal 

KATP and mitochondrial KATP channels to infarct size limitation by KATP 

channel openers: differences from preconditioning in the role of 

sarcolemmal KATP channels. Naunyn Schmiedebergs Arch Pharmacol. 

2001;364:226–232. 

34. Garlid KD, Paucek P, Yarov-Yarovoy V, et al. Cardioprotective effect of 

diazoxide and its interaction with mitochondrial ATP-sensitive K+ 

http://dx.doi.org/10.1097/FJC.0b013e31816bf4a4
http://epublications.marquette.edu/


NOT THE PUBLISHED VERSION; this is the author’s final, peer-reviewed manuscript. The published version may be 
accessed by following the link in the citation at the bottom of the page. 

Journal of Cardiovascular Pharmacology, Vol. 51, No. 5 (May 2008): pg. 483-491. DOI. This article is © Lippincott Williams 
& Wilkins, Inc. and permission has been granted for this version to appear in e-Publications@Marquette. Lippincott 
Williams & Wilkins, Inc. does not grant permission for this article to be further copied/distributed or hosted elsewhere 
without the express permission from Lippincott Williams & Wilkins, Inc. 

22 

 

channels. Possible mechanism of cardioprotection. Circ Res. 

1997;81:1072–1082. 

35. Szewczyk A. The ATP-regulated K+ channel in mitochondria: five years 

after its discovery. Acta Biochim Pol. 1996;43:713–719. 

36. Zaugg M, Lucchinetti E, Spahn DR, et al. Volatile anesthetics mimic 

cardiac preconditioning by priming the activation of mitochondrial KATP 

channels via multiple signaling pathways. Anesthesiology. 2002;97:4–

14. 

37. Nakae Y, Kohro S, Hogan QH, et al. Intracellular mechanism of 

mitochondrial adenosine triphosphate-sensitive potassium channel 

activation with isoflurane. Anesth Analg. 2003;97:1025–1032. 

38. Sato T, Costa AD, Saito T, et al. Bepridil, an antiarrhythmic drug, opens 

mitochondrial KATP channels, blocks sarcolemmal KATP channels, and 

confers cardioprotection. J Pharmacol Exp Ther. 2006;316:182–188. 

39. Kowaltowski AJ, Seetharaman S, Paucek P, et al. Bioenergetic 

consequences of opening the ATP-sensitive K+ channel of heart 

mitochondria. Am J Physiol Heart Circ Physiol. 2001;280:H649–H657. 

40. Nicholls DG, Lindberg O. Inhibited respiration and ATPase activity of rat 

liver mitochondria under conditions of matrix condensation. FEBS Lett. 

1972;25:61–64. 

41. Stucki JW. The optimal efficiency and the economic degrees of coupling of 

oxidative phosphorylation. Eur J Biochem. 1980;109:269–283. 

42. Halestrap AP. Regulation of mitochondrial metabolism through changes in 

matrix volume. Biochem Soc Trans. 1994;22:522–529. 

43. Hanley PJ, Daut J. KATP channels and preconditioning: a re-examination of 

the role of mitochondrial KATP channels and an overview of alternative 

mechanisms. J Mol Cell Cardiol. 2005;39:17–50. 

44. Schäfer G, Wegener C, Portenhauser R, et al. Diazoxide, an inhibitor of 

succinate oxidation. Biochem Pharmacol. 1969;18:2678–2681. 

45. Portenhauser R, Schaäfer G, Trolp R. Inhibition of mitochondrial 

metabolism by the diabetogenic thiadiazine diazoxide. II. Interaction 

with energy conservation and ion transport. Biochem Pharmacol. 

1971;20:2623–2632. 

46. Schaäfer G, Portenhauser R, Trolp R. Inhibition of mitochondrial 

metabolism by the diabetogenic thiadiazine diazoxide. I. Action on 

succinate dehydrogenase and TCA-cycle oxidations. Biochem 

Pharmacol. 1971;20:1271–1280. 

47. Grimmsmann T, Rustenbeck I. Direct effects of diazoxide on mitochondria 

in pancreatic B-cells and on isolated liver mitochondria. Br J 

Pharmacol. 1998;123:781–788. 

48. Mitchell P. Chemiosmotic coupling in oxidative and photosynthetic 

phosphorylation. Biol Rev Camb Philos Soc. 1966;41:445–502. 

http://dx.doi.org/10.1097/FJC.0b013e31816bf4a4
http://epublications.marquette.edu/


NOT THE PUBLISHED VERSION; this is the author’s final, peer-reviewed manuscript. The published version may be 
accessed by following the link in the citation at the bottom of the page. 

Journal of Cardiovascular Pharmacology, Vol. 51, No. 5 (May 2008): pg. 483-491. DOI. This article is © Lippincott Williams 
& Wilkins, Inc. and permission has been granted for this version to appear in e-Publications@Marquette. Lippincott 
Williams & Wilkins, Inc. does not grant permission for this article to be further copied/distributed or hosted elsewhere 
without the express permission from Lippincott Williams & Wilkins, Inc. 

23 

 

49. Riess ML, Camara AKS, Varadarajan SG, et al. Differential effect of 

sevoflurane on cardiac mitochondrial electron transport under different 

physiological conditions. Anesthesiology. 2004;101:A119. 

50. Kwok WM, Martinelli AT, Fujimoto K, et al. Differential modulation of the 

cardiac adenosine triphosphate-sensitive potassium channel by 

isoflurane and halothane. Anesthesiology. 2002;97:50–56. 

51. Gassmayr S, Stadnicka A, Suzuki A, et al. Isoflurane sensitizes the 

cardiac sarcolemmal adenosine triphosphate-sensitive potassium 

channel to pinacidil. Anesthesiology. 2003;98:114–120. 

52. Kopustinskiene DM, Jovaisiene J, Liobikas J, et al. Diazoxide and pinacidil 

uncouple pyruvate-malate-induced mitochondrial respiration. J 

Bioenerg Biomembr. 2002;34:49–53. 

53. Ozcan C, Bienengraeber M, Dzeja PP, et al. Potassium channel openers 

protect cardiac mitochondria by attenuating oxidant stress at 

reoxygenation. Am J Physiol Heart Circ Physiol. 2002;282:H531–H539. 

54. Holmuhamedov EL, Jahangir A, Oberlin A, et al. Potassium channel 

openers are uncoupling protonophores: implication in cardioprotection. 

FEBS Lett. 2004;568:167–170. 

55. Cancherini DV, Queliconi BB, Kowaltowski AJ. Pharmacological and 

physiological stimuli do not promote Ca2+-sensitive K+ channel activity 

in isolated heart mitochondria. Cardiovasc Res. 2007;73:720–728. 

56. Milanesi E, Costantini P, Gambalunga A, et al. The mitochondrial effects of 

small organic ligands of BCL-2: sensitization of BCL-2-overexpressing 

cells to apoptosis by a pyrimidine-2,4,6-trione derivative. J Biol Chem. 

2006;281:10066–10072. 

57. Hanley PJ, Ray J, Brandt U, et al. Halothane, isoflurane and sevoflurane 

inhibit NADH:ubiquinone oxidoreductase (complex I) of cardiac 

mitochondria. J Physiol. 2002;544:687–693.  

58. Cook GA. The hypoglycemic sulfonylureas glyburide and tolbutamide 

inhibit fatty acid oxidation by inhibiting carnitine palmitoyltransferase. 

J Biol Chem. 1987;262:4968–4972. 

59. Tominaga M, Horie M, Sasayama S, et al. Glibenclamide, an ATP-sensitive 

K+ channel blocker, inhibits cardiac cAMP-activated Cl− conductance. 

Circ Res. 1995;77:417–423. 

60. Fernandes MA, Santos MS, Moreno AJ, et al. Glibenclamide interferes with 

mitochondrial bioenergetics by inducing changes on membrane ion 

permeability. J Biochem Mol Toxicol. 2004;18:162–169. 

61. Chen Q, Camara AK, Stowe DF, et al. Modulation of electron transport 

protects cardiac mitochondria and decreases myocardial injury during 

ischemia and reperfusion. Am J Physiol Heart Circ Physiol. 

2007;292:C137–C147. 

http://dx.doi.org/10.1097/FJC.0b013e31816bf4a4
http://epublications.marquette.edu/


NOT THE PUBLISHED VERSION; this is the author’s final, peer-reviewed manuscript. The published version may be 
accessed by following the link in the citation at the bottom of the page. 

Journal of Cardiovascular Pharmacology, Vol. 51, No. 5 (May 2008): pg. 483-491. DOI. This article is © Lippincott Williams 
& Wilkins, Inc. and permission has been granted for this version to appear in e-Publications@Marquette. Lippincott 
Williams & Wilkins, Inc. does not grant permission for this article to be further copied/distributed or hosted elsewhere 
without the express permission from Lippincott Williams & Wilkins, Inc. 

24 

 

62. Ockaili RA, Bhargava P, Kukreja RC. Chemical preconditioning with 3-

nitropropionic acid in hearts: role of mitochondrial KATP channel. Am J 

Physiol Heart Circ Physiol. 2001;280:H2406–H2411. 

63. Ziemys A, Toleikis A, Kopustinskiene DM. Molecular modelling of KATP 

channel blockers-ADP/ATP carrier interactions. Syst Biol (Stevenage) 

2006;153:390–393. 

64. Ardehali H, Chen Z, Ko Y, et al. Multiprotein complex containing succinate 

dehydrogenase confers mitochondrial ATP-sensitive K+ channel 

activity. Proc Natl Acad Sci USA. 2004;101:11880–11885. 

 

http://dx.doi.org/10.1097/FJC.0b013e31816bf4a4
http://epublications.marquette.edu/

	Marquette University
	e-Publications@Marquette
	5-1-2008

	KATP Channel Openers Have Opposite Effects on Mitochondrial Respiration Under Different Energetic Conditions
	Matthias L. Riess
	Amadou K.S. Camara
	André Heinen
	Janis T. Eells
	Michele M. Henry
	See next page for additional authors
	Authors


	tmp.1453388662.pdf.Y4fvg

