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1. Introduction

In the early 1980s, ‘big K’ channel (BK ), named after its large single-channel conductance 250–300 pS (in symmetrical

150 mM KCl), was originally cloned in Drosophila at the slowpoke (slo) . BK channels are ubiquitously expressed in

a broad range of excitable and inexcitable cell types , as well as in intracellular organelles, including mitochondria ,

nuclei , endoplasmic reticulum , and lysosomes , where they are termed as iBK  . BK  channels

participate in a wide variety of fundamental physiological processes from vascular tone , cardiac rhythmicity ,

erectile and urinary autonomic functions , regulation of gene expression , and aging . Recent reports suggest

that alterations of BK  function and expression may associate with several pathological conditions, such as paroxysmal

nonkinesigenic dyskinesia with a gain of function, and cerebellar ataxia with loss-of-function mutations , making

them unique therapeutic targets.

2. Role of BK  Channel Agonists

The ubiquitous BK  expression, a dual activation mechanism that allows them to couple intracellular signaling to

membrane potential and significantly modulate physiological responses in a plethora of tissues, prompted intense

development of BK  channel modulators . The number of identified molecules is significant and growing, which is

why we will limit this review to regularly used pharmacological tools (Figure 1) to study BK .

Figure 1. Structural formulas of commonly used mitochondrial BK  modulators.

Among the first synthetic BK  activators were benzimidazoles NS004  and NS1619  (Figure 1) and the latter

became one of the most used agonists in establishing the physiological functions of BK . NS1619 accelerated K

mitochondrial uptake, improving mitochondrial respiratory function, but its link to cardioprotection was made when

NS1619 was administered prior to the ischemic event and protected isolated perfused rat hearts from global I/R injury .

To further elucidate cardioprotective mechanisms, several studies probed ROS production and mitochondrial Ca  levels

during ischemia and reperfusion. Isolated guinea pig hearts were subjected to I/R injury in the presence and absence of

NS1619 . Hearts were nearly continuously monitored for levels of nicotinamide adenine dinucleotide (NAD) + hydrogen

(H) (NADH), superoxide, and mitochondrial calcium and NS1619 showed attenuated levels when compared with

untreated hearts that resulted in an astounding 50% decrease in infarct size . Those effects were nullified by paxilline

and superoxide dismutase, showing that both BK channel activity and superoxide are necessary for the cardioprotective

effect .
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In addition to previously mentioned synthetic activators, a plethora of endogenous modulators have been studied that

induce similar changes in BK These molecules include gasotransmitters, such as nitric oxide (NO), carbon monoxide

(CO), and hydrogen sulfide (H S) . CO has been shown to increase the open probability (P ) of BK  by mimicking the

action of Ca  because the mutation of residues responsible for Ca  sensitivity also prevented channel CO sensitivity 

. Furthermore, the same mechanism appears to be responsible for BK  activation by H , which could contribute to

BK ’s cardioprotective function, as intracellular pH falls by 0.5 to 1 unit during the early stages of ischemia and changes

in extracellular acidosis had no significant effect on BK  . NO is a well-established vasodilatory factor

released by endothelial cells and it has been shown to significantly increase P  of BK by direct interactions and/or

through cyclic guanosine monophosphate (cGMP)-mediated phosphorylation . Another molecule from the

gasotransmitter group is H S, a biologically active gas that plays a role in the physiology and pathophysiology of

cardiovascular and nervous systems . There are conflicting data showing contradictory results that vary from

inhibition of native and recombinant currents of the α subunit expressed in human embryonic kidney (HEK)-293 cells ,

through to β1 subunit presence and enhanced oxidative regulation and BK  activation , to the BK  response

dependent on channel priming by PKG phosphorylation . These findings indicate the complexity of BK  signaling,

which heavily depends on allosteric interactions, oxidative state, phosphorylation, divalent ion concentration, and voltage.

MitoBK , because of their localization, are continuously exposed to ROS.

3. Role of BK  Channel Antagonists

Antagonists and inhibitors (Figure 1) of BK  channels are widely used for cardioprotection studies. One of the most

widely used small molecules and synthetically derived BK  channel blockers is tetraethylammonium chloride (TEA) 

. TEA blocks channel activity by binding within the ion conduction pathway in a voltage-dependent manner from both

sides of the membrane; however, it lacks selectivity for BK  channels as TEA blocks several voltage-gated potassium

channels . Venom from scorpions is an invaluable source of BK  inhibitors. The first potent BK  blocker was a 37-

amino-acid peptide charybdotoxin (ChTX) identified in 1985 ; however, because of its inhibitory effect on K 1.3 and

intermediate-conductance Ca -activated-K channels (IK channels), currently, ChTX use in BK -specific studies is

limited . Another 37-aa peptide isolated from scorpion venom was iberiotoxin (IbTX), which showed high selectivity and

affinity for BK channels . The blocking mechanism of ChTX and IbTX is attributed to their binding to the external pore

region of the channel through bimolecular reaction and physically blocking the conduction pathway . Toxins, because of

their peptide properties, such as rapid degradation, poor reversibility, and blood-brain barrier, are less than ideal for

extended research use or drug development.

The next group of non-peptide BK  channel inhibitors is a family of tremorgenic mycotoxins isolated from fungi and this

group includes potent neurotoxin paxilline (PAX) . Paxilline is the non-peptide neurotoxin most extensively used in

research because of its high selectivity and reversibility of action, and capability of a 70% BK  channel current inhibition

at a concentration as low as 10 nM (K  = 1.9 nM), and its site of action is located on the α-subunit and cytoplasmic side 

. IbTX and PAX were used in multiple studies to determine the role of BK  channels in the cardiovascular system. PAX

resulted in a significant decrease (30%) in the heart rate of wild-type mice with no effect on mean blood pressure . This

effect was transient and concentration-dependent. To remove the possibility of systematic effects of PAX, isolated and

perfused rat hearts also showed a decreased heart rate due to PAX (34%) and IbTX (60%) treatment . IbTX is not cell

permeable and those results suggested that BK channels expressed on the cell membrane of SAN cells play a role in

heart rate regulation, not channels presented on IMM as we have seen in adult cardiomyocytes. Those findings were

reproduced with a similar heart rate reduction caused by PAX, further supporting the presence of BK  on the plasma

membrane of SAN cells .

BK  blockers were used in combination with activators to farther validate BK  channels’ involvement in the area of

interest that especially applies to I/R injury research. As we previously mentioned, BK  was localized in IMM of

cardiomyocytes, and treatment with NS1619 (BK  opener) protected the heart during I/R injury, reflected in the

significantly reduced infarct size . This effect was reversed by PAX, which allowed the identification of BK  channels

as a major player in cardioprotection, and since then, those finding have been confirmed in numerous animal models 

. For clarification of the mechanism by which BK  channels resulted in a cardioprotective effect,

close monitoring of mitochondrial changes during I/R injury was required. Continuous monitoring of NADH, superoxide,

and mitochondrial Ca  levels in guinea pig hearts subjected to I/R injury revealed a significant reduction in mitochondrial

Ca capacity, ROS production, and levels of NADH on treatment with NS1619, which affected the end result: Infarct size

was reduced by more than 50% in comparison to the control group . Those cardioprotective effects were negated by

PAX and superoxide dismutase, which indicated that both BK  channels and superoxide activity are necessary to elicit

cytoprotective effects .
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4. BK  as a Therapeutic Target for Cardioprotection

The first preconditioning intervention was reported in 1986 when it was demonstrated that four short ischemic-reperfusion

pulses resulted in a dramatic 75% decrease in infarct size . The nature of this protective mechanism suggested the

involvement of the K  channel. The role of BK  channels in cardiomyocytes was neglected because of their absence

from the plasma membrane of cardiomyocytes . However, in 2002, O’Rourke’s group reported voltage- and calcium-

dependent potassium currents on mitoplasts isolated from guinea pig cardiomyocytes . The recorded currents had a

single-channel conductance of ~307 pS and were blocked by ChTX . Furthermore, NS1619 protected the heart from

the ischemic event and this effect was blocked by PAX . Subsequent studies confirmed that NS1619 protected the

heart from I/R injury in a number of animal species and administration of NS11021, before or right after, also protected the

heart from I/R injury . Because most of the data addressing the role of mitoBK  channels in cardioprotection relied

on pharmacological tools, the data published were questioned because both activators and blockers displayed unspecific

effects. Our group resolved controversies about pharmacology, showing that the cardioprotection offered by NS1619 was

lost in Kcnma1  mice and clearly demonstrating BK  channels’ involvement in cardioprotection, which was also

confirmed with the use of cardiomyocyte-specific knockouts, CM-Kcnma1-Cre  . Additionally, changes in ROS

production and attenuated oxidative phosphorylation in Kcnma1  cardiomyocytes were also observed, suggesting the

role of mitoBK  in fine-tuning the oxidative state of the cell . We still do not have a clear picture of how the BK

channel contributes to cardioprotection, although a few mechanisms have been proposed. The BK channel affects

mitochondrial Ca  accumulation, K  influx leads to partial depolarization if the IMM reduces the driving force for Ca

entry, and prevents Ca  overload during I/R injury . Additionally, pre-treatment with NS1619 increased mitochondria

Ca  retention capacity, an effect that was lost in Kcnma1  mice .

The role of mitoBK  has also been shown in the regulation of ROS production in various models. Isolated mitochondria

from cardiomyocytes and neurons showed decreased ROS production when stimulated with NS1619, which was

confirmed in isolated hearts and a Kcnma1  mice model, where mitochondria isolated from knockout mice showed

elevated ROS production after the anoxic event . Moreover, mitoBK  opening has been shown to improve

mitochondrial energy production by swelling of the mitochondrial matrix . An attenuated phosphorylation capacity was

also identified in a CM-Kcnma1-Cre  mice model, which further connected mitoBK  activity with ATP preservation .

During reperfusion, after an ischemic event, mitoBK activity would improve oxidative phosphorylation, decrease ROS

production, and improve mitochondria Ca  retention, preventing opening of the mitochondrial permeability transition pore

(mPTP), which would lead to mitochondria collapse, termination of ATP synthesis, and cardiomyocyte death [40]. The

recent findings with the use of pharmacological tools and genetic models have clearly demonstrated that BK channels

are important for cardioprotection, regulation of vascular tone, and mitochondrial function. However, there are still

variations in results that seem to depend on the methods chosen and experimental design, and imperfect activators and

blockers that display a number of unspecific side effects. The number of synthetic BK  activators have been developed

through the years by different pharmaceutical companies, with promising results in animal models, but with limited

success in clinical trials . The research established mitoBK  channels as a promising target for limiting reperfusion

damage and correcting long-term events that occur after AMI, but further research will be needed to develop clinical

pharmacological tools for cardiac disease in the future.

References

1. Latorre, R.; Vergara, C.; Hidalgo, C. Reconstitution in planar lipid bilayers of a Ca2+-dependent K+ channel from transv
erse tubule membranes isolated from rabbit skeletal muscle. Proc. Natl. Acad. Sci. USA 1982, 79, 805–809.

2. Pallotta, B.S.; Magleby, K.L.; Barrett, J.N. Single channel recordings of Ca2+-activated K+ currents in rat muscle cell cu
lture. Nature 1981, 293, 471–474.

3. Toro, L.; Li, M.; Zhang, Z.; Singh, H.; Wu, Y.; Stefani, E. MaxiK channel and cell signalling. Pflügers Arch. Eur. J. Physio
l. 2014, 466, 875–886.

4. Singh, H.; Lu, R.; Bopassa, J.C.; Meredith, A.L.; Stefani, E.; Toro, L. MitoBK(Ca) is encoded by the Kcnma1 gene, and
a splicing sequence defines its mitochondrial location. Proc. Natl. Acad. Sci. USA 2013, 110, 10836–10841.

5. Li, B.; Jie, W.; Huang, L.; Wei, P.; Li, S.; Luo, Z.; Friedman, A.K.; Meredith, A.L.; Han, M.H.; Zhu, X.H.; et al. Nuclear BK
channels regulate gene expression via the control of nuclear calcium signaling. Nat. Neurosci. 2014, 17, 1055–1063.

6. Kaufman, R.J. Stress signaling from the lumen of the endoplasmic reticulum: Coordination of gene transcriptional and t
ranslational controls. Genes. Dev. 1999, 13, 1211–1233.

Ca

[58]

+
Ca
[9]

[49]

[49]

[49]

[59][60]
Ca

-/-
Ca

fl/fl [4][61]

-/-

Ca
[62]

Ca

Ca 
2+ + 2+

2+ [23][63]

2+ -/- [4]

Ca

-/-

[23][60][62]
Ca

[64]

fl/fl
Ca

[23]

Ca 
2+

Ca 

Ca

[60]
Ca



7. Jing, G.; Wang, J.J.; Zhang, S.X. ER stress and apoptosis: A new mechanism for retinal cell death. Exp. Diabetes. Res.
2012, 2012, 589589.

8. Cao, Q.; Zhong, X.Z.; Zou, Y.; Zhang, Z.; Toro, L.; Dong, X.P. BK Channels Alleviate Lysosomal Storage Diseases by Pr
oviding Positive Feedback Regulation of Lysosomal Ca2+ Release. Dev. Cell 2015, 33, 427–441.

9. Singh, H.; Stefani, E.; Toro, L. Intracellular BK(Ca) (iBK(Ca)) channels. J. Physiol. 2012, 590, 5937–5947.

10. Lai, M.H.; Wu, Y.; Gao, Z.; Anderson, M.E.; Dalziel, J.E.; Meredith, A.L. BK channels regulate sinoatrial node firing rate
and cardiac pacing in vivo. Am. J. Physiol. Heart Circ. Physiol. 2014, 307, H1327–H1338.

11. Lifshitz, L.M.; Carmichael, J.D.; Lai, F.A.; Sorrentino, V.; Bellve, K.; Fogarty, K.E.; ZhuGe, R. Spatial organization of RY
Rs and BK channels underlying the activation of STOCs by Ca(2+) sparks in airway myocytes. J. Gen. Physiol. 2011, 1
38, 195–209.

12. Andrea L. Meredith; Steven W Wiler; Brooke H Miller; Joseph S. Takahashi; Anthony A Fodor; Norman F Ruby; Richard
W Aldrich; BK calcium-activated potassium channels regulate circadian behavioral rhythms and pacemaker output. Nat
ure Neuroscience 2006, 9, 1041-1049, 10.1038/nn1740.

13. Werner, M.E.; Zvara, P.; Meredith, A.L.; Aldrich, R.W.; Nelson, M.T. Erectile dysfunction in mice lacking the large-condu
ctance calcium-activated potassium (BK) channel. J. Physiol. 2005, 567, 545–556.

14. Heppner, T.J.; Bonev, A.D.; Nelson, M.T. Ca(2+)-activated K+ channels regulate action potential repolarization in urinar
y bladder smooth muscle. Am. J. Physiol. 1997, 273, C110–C117.

15. Rao, S.G.; Bednarczyk, P.; Towheed, A.; Shah, K.; Karekar, P.; Ponnalagu, D.; Jensen, H.N.; Addya, S.; Reyes, B.A.S.;
van Bockstaele, E.J.; et al. BKCa (Slo) Channel Regulates Mitochondrial Function and Lifespan in Drosophila melanog
aster. Cells 2019, 9, 945.

16. Bailey, C.S.; Moldenhauer, H.J.; Park, S.M.; Keros, S.; Meredith, A.L. KCNMA1-linked channelopathy. J. Gen. Physiol.
2019, 151, 1173–1189.

17. Du, X.; Carvalho-de-Souza, J.L.; Wei, C.; Carrasquel-Ursulaez, W.; Lorenzo, Y.; Gonzalez, N.; Kubota, T.; Staisch, J.; H
ain, T.; Petrossian, N.; et al. Loss-of-function BK channel mutation causes impaired mitochondria and progressive cere
bellar ataxia. Proc. Natl. Acad. Sci. USA 2020, 117, 6023–6034.

18. Cui, J.; Yang, H.; Lee, U.S. Molecular mechanisms of BK channel activation. Cell Mol. Life Sci. 2009, 66, 852–875.

19. Augustynek, B.; Kunz, W.S.; Szewczyk, A. Guide to the Pharmacology of Mitochondrial Potassium Channels. Handb. E
xp. Pharmacol. 2017, 240, 103–127.

20. Søren-Peter Olesen; Ellen Munch; Frank Wätjen; Jørgen Drejer; NS 004—an activator of Ca2+-dependent K+ channel
s in cerebellar granule cells. NeuroReport 1994, 5, 1001-1004, 10.1097/00001756-199404000-00037.

21. Søren-P. Olesen; Ellen Munch; Peter Moldt; Jørgen Drejer; Selective activation of Ca2+ -dependent K+ channels by no
vel benzimidazolone. European Journal of Pharmacology 1994, 251, 53-59, 10.1016/0014-2999(94)90442-1.

22. Wenhong Xu; Yongge Liu; Sheng Wang; Todd McDonald; Jennifer E. Van Eyk; Agnieszka Sidor; Brian O'rourke; Cytopr
otective Role of Ca2+- Activated K+ Channels in the Cardiac Inner Mitochondrial Membrane. Science 2002, 298, 1029-
1033, 10.1126/science.1074360.

23. David F. Stowe; Mohammed Aldakkak; Amadou K. S. Camara; Matthias L. Riess; Andre Heinen; Srinivasan G. Varadar
ajan; Ming-Tao Jiang; Cardiac mitochondrial preconditioning by Big Ca2+-sensitive K+ channel opening requires super
oxide radical generation. American Journal of Physiology-Heart and Circulatory Physiology 2006, 290, H434-H440, 10.
1152/ajpheart.00763.2005.

24. Anton Ehermann; Guzel Sitdikova; Thomas M Weiger; Oxidative Stress and Maxi Calcium-Activated Potassium (BK) C
hannels. Biomolecules 2015, 5, 1870-1911, 10.3390/biom5031870.

25. Hou, S.; Xu, R.; Heinemann, S.H.; Hoshi, T. The RCK1 high-affinity Ca2+ sensor confers carbon monoxide sensitivity t
o Slo1 BK channels. Proc. Natl. Acad. Sci. USA 2008, 105, 4039–4043.

26. Hou, S.; Heinemann, S.H.; Hoshi, T. Modulation of BKCa channel gating by endogenous signaling molecules. Physiol.
Bethesda 2009, 24, 26–35.

27. Hayabuchi, Y.; Nakaya, Y.; Matsuoka, S.; Kuroda, Y. Effect of acidosis on Ca2+-activated K+ channels in cultured porci
ne coronary artery smooth muscle cells. Pflugers Arch. 1998, 436, 509–514.

28. Hou, S.; Xu, R.; Heinemann, S.H.; Hoshi, T. Reciprocal regulation of the Ca2+ and H+ sensitivity in the SLO1 BK chann
el conferred by the RCK1 domain. Nat. Struct. Mol. Biol. 2008, 15, 403–410.

29. Lipton, P. Ischemic cell death in brain neurons. Physiol. Rev. 1999, 79, 1431–1568.



30. Avdonin, V.; Tang, X.D.; Hoshi, T. Stimulatory action of internal protons on Slo1 BK channels. Biophys. J. 2003, 84, 296
9–2980.

31. Bolotina, V.M.; Najibi, S.; Palacino, J.J.; Pagano, P.J.; Cohen, R.A. Nitric oxide directly activates calcium-dependent pot
assium channels in vascular smooth muscle. Nature 1994, 368, 850–853.

32. Brakemeier, S.; Eichler, I.; Knorr, A.; Fassheber, T.; Kohler, R.; Hoyer, J. Modulation of Ca2+-activated K+ channel in re
nal artery endothelium in situ by nitric oxide and reactive oxygen species. Kidney Int. 2003, 64, 199–207.

33. Li, L.; Rose, P.; Moore, P.K. Hydrogen sulfide and cell signaling. Annu. Rev. Pharmacol. Toxicol. 2011, 51, 169–187.

34. Peers, C.; Bauer, C.C.; Boyle, J.P.; Scragg, J.L.; Dallas, M.L. Modulation of ion channels by hydrogen sulfide. Antioxid.
Redox Signal. 2010, 17, 95–105.

35. Telezhkin, V.; Brazier, S.P.; Cayzac, S.H.; Wilkinson, W.J.; Riccardi, D.; Kemp, P.J. Mechanism of inhibition by hydroge
n sulfide of native and recombinant BKCa channels. Respir. Physiol. Neurobiol. 2010, 172, 169–178.

36. Santarelli, L.C.; Chen, J.; Heinemann, S.H.; Hoshi, T. The beta1 subunit enhances oxidative regulation of large-conduct
ance calcium-activated K+ channels. J. Gen. Physiol. 2004, 124, 357–370.

37. Sitdikova, G.F.; Fuchs, R.; Kainz, V.; Weiger, T.M.; Hermann, A. Phosphorylation of BK channels modulates the sensitiv
ity to hydrogen sulfide (H2S). Front. Physiol. 2014, 5, 431.

38. Yellen, G. Ionic permeation and blockade in Ca2+-activated K+ channels of bovine chromaffin cells. J. Gen. Physiol. 19
84, 84, 157–186.

39. Iwatsuki, N.; Petersen, O.H. Action of tetraethylammonium on calcium-activated potassium channels in pig pancreatic a
cinar cells studied by patch-clamp single-channel and whole-cell current recording. J. Membr. Biol. 1985, 86, 139–144.
[

40. Lenaeus, M.J.; Vamvouka, M.; Focia, P.J.; Gross, A. Structural basis of TEA blockade in a model potassium channel. N
at. Struct. Mol. Biol. 2005, 12, 454–459.

41. Nardi, A.; Olesen, S.P. BK channel modulators: A comprehensive overview. Curr. Med. Chem. 2008, 15, 1126–1146.

42. Miller, C.; Moczydlowski, E.; Latorre, R.; Phillips, M. Charybdotoxin, a protein inhibitor of single Ca2+-activated K+ chan
nels from mammalian skeletal muscle. Nature 1985, 313, 316–318.

43. Panyi, G.; Possani, L.D.; de la Vega, R.C.R.; Gaspar, R.; Varga, Z. K+ channel blockers: Novel tools to inhibit T cell acti
vation leading to specific immunosuppression. Curr. Pharm. Des. 2006, 12, 2199–2220.

44. Galvez, A.; Gimenez-Gallego, G.; Reuben, J.P.; Roy-Contancin, L.; Feigenbaum, P.; Kaczorowski, G.J.; Garcia, M.L. P
urification and characterization of a unique, potent, peptidyl probe for the high conductance calcium-activated potassiu
m channel from venom of the scorpion Buthus tamulus. J. Biol. Chem. 1990, 265, 11083–11090.

45. Candia, S.; Garcia, M.L.; Latorre, R. Mode of action of iberiotoxin, a potent blocker of the large conductance Ca(2+)-act
ivated K+ channel. Biophys. J. 1992, 63, 583–590.

46. Nardi, A.; Calderone, V.; Chericoni, S.; Morelli, I. Natural modulators of large-conductance calcium-activated potassium
channels. Planta Med. 2003, 69, 885–892.

47. Knaus, H.G.; McManus, O.B.; Lee, S.H.; Schmalhofer, W.A.; Garcia-Calvo, M.; Helms, L.M.; Sanchez, M.; Giangiacom
o, K.; Reuben, J.P.; Smith, A.B., 3rd; et al. Tremorgenic indole alkaloids potently inhibit smooth muscle high-conductanc
e calcium-activated potassium channels. Biochemistry 1994, 33, 5819–5828.

48. Sanchez, M.; McManus, O.B. Paxilline inhibition of the alpha-subunit of the high-conductance calcium-activated potassi
um channel. Neuropharmacology 1996, 35, 963–968.

49. Wendy L. Imlach; Sarah C. Finch; John H. Miller; Andrea L. Meredith; Julie E. Dalziel; A Role for BK Channels in Heart
Rate Regulation in Rodents. PLOS ONE 2010, 5, e8698, 10.1371/journal.pone.0008698.

50. Yang Shi; Ming Tao Jiang; Jidong Su; William Hutchins; Eugene Konorev; John E Baker; Mitochondrial Big Conductanc
e KCa Channel and Cardioprotection in Infant Rabbit Heart. Journal of Cardiovascular Pharmacology 2007, 50, 497-50
2, 10.1097/fjc.0b013e318137991d.

51. Redel, A.; Lange, M.; Jazbutyte, V.; Lotz, C.; Smul, T.M.; Roewer, N.; Kehl, F. Activation of mitochondrial large-conducta
nce calcium-activated K+ channels via protein kinase A mediates desflurane-induced preconditioning. Anesth. Analg. 2
008, 106, 384–391.

52. Wang, X.; Yin, C.; Xi, L.; Kukreja, R.C. Opening of Ca2+-activated K+ channels triggers early and delayed preconditioni
ng against I/R injury independent of NOS in mice. Am. J. Physiol. Heart Circ. Physiol. 2004, 287, H2070–H2077.

53. Cao, C.M.; Xia, Q.; Gao, Q.; Chen, M.; Wong, T.M. Calcium-activated potassium channel triggers cardioprotection of is
chemic preconditioning. J. Pharmacol. Exp. Ther. 2005, 312, 644–650.



54. Gao, Q.; Zhang, S.Z.; Cao, C.M.; Bruce, I.C.; Xia, Q. The mitochondrial permeability transition pore and the Ca2+-activ
ated K+ channel contribute to the cardioprotection conferred by tumor necrosis factor-alpha. Cytokine 2005, 32, 199–2
05.

55. Shintani, Y.; Node, K.; Asanuma, H.; Sanada, S.; Takashima, S.; Asano, Y.; Liao, Y.; Fujita, M.; Hirata, A.; Shinozaki, Y.;
et al. Opening of Ca2+-activated K+ channels is involved in ischemic preconditioning in canine hearts. J. Mol. Cell Card
iol. 2004, 37, 1213–1218.

56. Wang, B.; Jaffe, D.B.; Brenner, R. Current understanding of iberiotoxin-resistant BK channels in the nervous system. Fr
ont. Physiol. 2014, 5, 382.

57. Heinen, A.; Winning, A.; Schlack, W.; Hollmann, M.W.; Preckel, B.; Frassdorf, J.; Weber, N.C. The regulation of mitocho
ndrial respiration by opening of mKCa channels is age-dependent. Eur. J. Pharmacol. 2008, 578, 108–113.

58. C E Murry; R B Jennings; K A Reimer; Preconditioning with ischemia: a delay of lethal cell injury in ischemic myocardiu
m.. Circulation 1986, 74, 1124-1136, 10.1161/01.cir.74.5.1124.

59. Bo Hjorth Bentzen; Oleg Osadchii; Thomas Jespersen; Rie Schultz Hansen; Søren-Peter Olesen; Morten Grunnet; Acti
vation of big conductance Ca2+-activated K+ channels (BK) protects the heart against ischemia–reperfusion injury. Pflü
gers Archiv - European Journal of Physiology 2008, 457, 979-988, 10.1007/s00424-008-0583-5.

60. Bo Hjorth Bentzen; Sã¸ren-Peter Olesen; Lars C. B. Rã¸nn; Morten Egrunnet; BK channel activators and their therapeut
ic perspectives. Frontiers in Physiology 2014, 5, 389, 10.3389/fphys.2014.00389.

61. Sandra Frankenreiter; Piotr Bednarczyk; Angelina Kniess; Nadja I. Bork; Julia Straubinger; Piotr Koprowski; Antoni Wrz
osek; Eva Mohr; Angela Logan; Michael P. Murphy; et al. cGMP-Elevating Compounds and Ischemic Conditioning Prov
ide Cardioprotection Against Ischemia and Reperfusion Injury via Cardiomyocyte-Specific BK Channels. Circulation 20
17, 136, 2337-2355, 10.1161/circulationaha.117.028723.

62. Ewa Soltysinska; Bo H Bentzen; Maria Barthmes; Helle Hattel; A. Brianne Thrush; Mary-Ellen Harper; Klaus Qvortrup;
Filip J. Larsen; Tomas A. Schiffer; Jose Losa-Reyna; et al. KCNMA1 Encoded Cardiac BK Channels Afford Protection a
gainst Ischemia-Reperfusion Injury. PLoS ONE 2014, 9, e103402, 10.1371/journal.pone.0103402.

63. Toshiaki Sato; Tomoaki Saito; Noriko Saegusa; Haruaki Nakaya; Mitochondrial Ca 2+ -Activated K + Channels in Cardi
ac Myocytes. Circulation 2005, 111, 198-203, 10.1161/01.cir.0000151099.15706.b1.

64. Miguel A. Aon; Sonia Cortassa; An-Chi Wei; Morten Grunnet; B. O'rourke; Energetic performance is improved by specifi
c activation of K+ fluxes through KCa channels in heart mitochondria. Biochimica et Biophysica Acta (BBA) - Molecular
Cell Research 2010, 1797, 71-80, 10.1016/j.bbabio.2009.08.002.

Retrieved from https://encyclopedia.pub/entry/history/show/7171


