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Introduction

The heart can beat 3 million times or more in a human 
lifetime, dependent on the sinoatrial node maintaining steady 
states of cardiac rhythm during every level of bodily activity. The 
reliability of this cardiac trigger clock depends on spontaneous 
depolarisation of the sinus nodal cells by an inward current, called 
the funny current, If. The current is associated with channels in the 
sinus nodal cell membrane [1-3] that depend on the presence of the 
HCN4 protein, mutations of which affect If [4,5]. The term “funny” 
is used in the absence of firm knowledge of the charged particles 
that carry the current, Na+, and K+ dependence have been claimed, 
but most authors in the field assume a mixed ion dependence. 
Ideally, one would need to measure the increase in intracellular 
concentration of each ion during If, but this has not been possible 
thus far. However, an experiment by Kronhaus, Spear & Neil Moore 
[6] showed a decrease in extracellular K+ concentration during If 

and an equal increase during repolarisation, indicating a K+ steady 
state. The importance of a steady state for ions has been illustrated 
by Eisner et al. [7] in the case of calcium ions (cell entry via L-type 
Ca2+ channels matched by exit via sodium/calcium exchange (Na+/
Ca2+ exchange, NCX)). As the heart has to beat steadily during any 
period of bodily activity, all ions have to be in a steady state if 
there is not to be ion overload or depletion of the cell. The present 
investigation was undertaken to clarify ion movement in and out 
of sinus node pacemaker cells (SANs). The hypotheses put forward 
to explain the mechanisms of depolarisation and repolarisation 
are that electron outflow participates in the diastolic pacemaker 
current and electron generation particpates in repolarisation of the 
action potential.

Methods

A search was made in the literature for electrophysiological 
measurement in SANs undergoing spontaneous activity. Data 
was extracted from the papers of [4-6,8-14]. If and repolarisation 
current were integrated to obtain a comparison of the electric 
charge change during If and during repolarisation.

Results

As a starting point the tracing of Kronhaus, Spear & Neil Moore 
[6] was copied with permission and analysed in Figure 1. The 
tracing of trans-membrane potential is typical for the sinoatrial 
node (SAN). There is a steady decrease in negative potential from 
the minimum of about -60mV immediately after the previous action 
potential to about -40mv when another action potential is triggered. 
This slow decrease in diastolic negative potential is attributed to 
an inward current of unknown mechanism, hence “funny current”, 
If. These authors inserted a potassium ion (K+)-sensitive electrode 
into the extracellular space, admitting that this procedure may have 
effected some minor trauma. Nevertheless, while this problem may 
have affected the quantification, the waveform of the extracellular 
K+ concentration is registered, although there may be a slight phase 
shift with respect to the simultaneous trans-membrane potential 
recording. The horizontal line indicates the mean, with the area 
above the line equalling the area below and confirms a steady 
state for K+. A decline in extracellular K+ was shown to accompany 
If, suggesting a contribution of K+ to If. Sodium ions (Na+) have 
also been implicated in the generation of If. However, it is clear 
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that the net current in the conventional polarity is inward, which 
means that there is an electron outward flow in excess of any 
positive ion inflow. It is also shown in Figure 1 that there is a rise 
in extracellular K+ during repolarisation, suggesting a contribution 
of K+ outflow towards restoration of diastolic trans-membrane 

potential. However, in view of the fact that the greater contribution 
to depolarisation was that of electron outflow, the quantitative 
contribution of K+ outflow, and indeed of all positive ion outflows, 
must be uncertain.

Figure 1: Simultaneous recording of SAN trans-membrane potential by Kronhaus et al. [6], shown with permission. Lines and 
arrows added by the author. Vertical lines indicate the start of the pacemaker current If. The horizontal line indicates the mean 
extracellular K+ concentration.  Note that extracellular K+ declines during If and increases during repolarisation.

In order to clarify this uncertainty, the next step in the analysis 
attempted to analyse the quantitative contributions. To this end, 
the If current up to the threshold at which the upstroke of the action 
potential occurs was integrated and compared with the simular 
treatment of the repolarisation current. Conventionally the former 
is considered to be and inward current and the latter an outward 

current. The method is illustrated in Figure 2 which depicts a 
spontaneous SAN cycling with registration of the action potential 
and the trans-membrane current. The authors also measured the 
net current, which is tiny, in the pico-amp range, but nevertheless 
has the same waveform as that shown measured with the dV/dt 
method. 

Figure 2: Spontaneous SAN cycling of a human SAN recorded by Verkerk, van Borren & Wilders [10], reproduced with permission. 
The lower trace shows the accompanying changes in net charge. The red rectangle denotes the maximum possible contribution 
(total) of positive ions to If. The green square has the same area indicating the maximum possible contribution of positive 
ion outflow to repolarisation if ionic steady state is to be maintained; this is clearly only about a quarter of the area of the 
repolarisation current, as also indicated by the arrow on the repolarisation rise of negative charge of the lower trace.

Net current is plotted in the downward direction indicating a 
net positive current inward and a net negative electron outflow, 

while net repolarising current is plotted upwards (positive current 
outward). Integration of If is indicated by the area coloured in red. 
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The green square area under the repolarising current is equal to the 
area coloured red and indicates the contribution of positive charge 
entering with If that can contribute to repolarisation; this is of the 
order of 25%. The lower trace indicates the changes in net charge 
assuming a constant relationship between charge, being a unit of 
electrical energy, and potential difference, and is plotted with gain 
of positive charge (and loss of negative charge) downwards, and 
gain of negative charge (during repolarisation) upwards. The arrow 
during repolarisation indicates the contribution of positive charge 
gained during If.

In order to explore whether this finding is general, a total of 
16 traces of spontaneous SAN activity was examined. These were 
published records from a number of species varying in size from 
mouse to human. In each case, the integrated net change in electric 
charge was normalised to the integrated intracellular change in 
positive charge during If. Figure 3 shows that there was a negative 
charge increase during repolarisation which always exceeds the 
intracellular increase in positive charge during If.

Figure 3: Gain in negative charge during repolarisation compared with positive charge gain during If, n=16.

Discussion

The basic definition of electricity is that the fundamental 
particle of electrical energy is the electron which has been assigned 
a negative sign. Thus, an electric current with a conventionally 
positive sign is achieved by a flow of electrons in the opposite 
direction. The observation of an inward current, the pacemaker 
current, If, during diastole in SANs is thus confirmed to be a net 
outflow of electrons, accompanied by a smaller inflow of positive 
ions, of which only K+ seems to have been measured [6]. This 
analysis shows that the gain in intracellular negative charge always 
exceeds the net positive charge gain during If. That electrons flow 
in living tissue is established, moving from high electron density 
locations to lower electron density locations [15]. Electrons are 
produced in mitochondria during oxidative phosphorylation, 
which is controlled by mitochondrial membrane potential [16]. 
The mitochondria have a voltage of -180 to -220mV [17], so that 
there is a considerable gradient from this to the potential of the SAN 
cytoplasm at the peak of the action potential, driving electrons into 
the cell cytoplasm to achieve repolarisation, as the mitochondrial 
membrane has a finite conductance.

The obvious factor not accounted for as yet in this discussion is 
the Ca2+ gain during the action potential upstroke when the L-type 
calcium current is active [10]. The consequent small increase in 
intracellular Ca2+ triggers the release via the ryanodine receptors 
of Ca2+ from the sarcoplasmic reticulum to cause the majority of 
intracellular increase in Ca2+ concentration [18]. The demands of 
steady state necessarily determine that the Ca2+ gain is balanced 
by Ca2+ extrusion via NCX [7], which causes an inward current that 

cannot therefore contribute to repolarisation. The demands of 
steady state necessity also determine that the inward passage of 
positive ions during If must be balanced by an equal and opposite 
movement of each ion involved, of which only such K+ movement 
seems to have been confirmed [6] and can be attributed to outflow 
of K+ via K+ channels. As can be seen from Figure 1, this is a rapid 
outflow consistent with a contribution to repolarisation; outward 
diffusion of K is slow [19] and would not contribute to repolarisation 
per beat. Confirmation of this principle of ionic balance for Na+ is 
complicated by the fact that most of the intracellular Na+ gain is by 
NCX, and this sets the level of Na+ extrusion via the Na+/K+ ATPase 
sodium pump which takes about 10 minutes [20].

That the intracellular negative charge always exceeds the net 
positive charge gain during If is apparently contrary to steady state 
necessity, and demands a new hypothesis for its resolution. The 
solution put forward here relies on the basic electrical properties 
of the cell and is similar to that proposed for replarisation of 
ventricular cells [21]. In the resting state, that for a SAN corresponds 
to the instant before the commencement of If, the negatively 
charged particles exceed the positively charged particles, i.e., there 
are more atoms with extra electrons in the outer orbit than atoms 
with missing electrons. The latter include positively charged ions 
and protons, whose role in cellular function is well established 
and enables maintenance of intracellular physiological pH. The 
former include negatively charged ions and electrons. Cells convert 
chemical to electrical energy during oxidative phosphorylation in 
mitochondria. Electricity is generated, electricity being defined as 
electrons moving. The electrons in negatively charged ions and free 
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electrons move. This fact has been denied by those who argue that 
this is impossible because electrons cannot move in an electrolyte 
solution. However the idea that the intracellular space consists 
of liquid has long since been disproved by magnetic resonance 
studies; the intracellular water is structured as in a gel, and gels 
can conduct electricity (electrons moving). The main argument in 
favour of a contribution of electrons to the electrophysiology of 
SAN is that the electrical path of electrons is one way, (generated 
intracellularly and leaving the cell to dissipate as heat). This is in 
contrast to the ionic system which has to be in a steady state of ion 
balance [22]. The mechanism of electron supply to fill the defecit 
of potential change from outflowing positive ions is similar to that 
postulated for complete repolarisation in ventricular cells [21].

Thus when the pacemaker channels open during If, regardless 
of which ion dependence is operating, electrons will move out in 
greater quantities than ions in, because they have one 10,000th of 
the mass of an ion, and therefore have 10,000 times the acceleration 
of ions, when an electromagnetic field is applied. Therefore it is 
possible that electron leakage contributes to If. The lost electrons 
dissipate as heat. In the case of repolarisation, this one way system 
comes into its own as further generation of electrons by oxidative 
phosphorylation supplies the deficit in negative charge and 
completes repolarisation.

Conclusion

The hypotheses put forward to explain the mechanisms of 
depolarisation and repolarisation, namely that electron outflow 
participates in the diastolic pacemaker current (If) and electron 
generation particpates in repolarisation of the action potential, 
could be tested. In the case of If, measurements are required of 
cationic inflow and intracellular anion losses during diastole that 
can account for the decline in intracellular negative charge; if they 
do not, one must attribute the change to a contribution of outflow of 
electrons. In the case of repolarisation of the action potential, which 
is conventionally attributed to K+ outflow, one needs measurements 
of intracellular depletion of K+, which inevitably must accompany 
that assumption.

References
1.	 DiFrancesco D, Ojeda C (1980) Properties of the current if in the sino-

atrial node of the rabbit compared with those of the current iK, in 
Purkinje fibres. J Physiol 308: 353-367.

2.	 DiFrancesco D, Ferroni A, Mazzanti M, Tromba C (1986) Properties of 
the hyperpolarizing-activated current (If) in cells isolated from the 
rabbit sino-atrial node. J Physiol 377: 61-88.

3.	 Baruscotti M, Bianco E, Bucchi A, DiFrancesco D (2016) Current 
understanding of the pathophysiological mechanisms responsible for 
inappropproate sinus tachycardia: role of If “funny” current. J Intervent 
Cardiac Electrophysiol 46(1): 19-28.

4.	 Verkerk AO, Wilders R (2014) Pacemaker activity of the human sinoatrial 
node: effects of HCN4 mutations on the hyperpolarization-activated 
current. Europace 16(3): 384-395.

5.	 Verkerk AO, Wilders R (2015) Pacemaker activity of the human 
sinoatrial node: An update on the effects of mutations in HCN4 on the 
hyperpolarization-activated current. Int J Mol Sci 16(2): 3071-3094.

6.	 Kronhaus KD, Spear JF, Moore EN, Kline RP (1978) Sinus node 
extracellular potassium transients following vagal stimulation. Nature 
275(5678): 322-324.

7.	 Eisner D, Bode E, Venetucci L, Trafford A (2012) Calcium flux balance in 
the heart. J Mol Cell Cardiol 58: 110-117.

8.	 Jalife J, Hamilton AJ, Lamanna VR, Moe GK (1980) Effects of current flow 
on pacemaker activity in the isolated kitten sinoatrial node. Am J Physiol 
Heart Circ 238(3): H307-H316.

9.	 Liu J, Sirenko S, Juhaszova M, Ziman B, Shetty V, et al. (2011) A full 
range of mouse sinoatrial node AP firing rates requires protein kinase 
A-dependent calcium signalling. J Mol Cell Cardiol 51(5): 730-739. 

10.	Verkerk AO, van Borren MMGJ, Wilders R (2013) Calcium transient and 
sodium-calcium exchange current in human versus rabbit sinoatrial 
node pacemaker cells. Scientific World Journal 2013: 507872. 

11.	Pan X, Zhang Z, Huang YY, Zhao J, Wang L (2015) Electrophysiological 
effects of dexmedetomide on sinoatrial nodes of rabbits. Acta Cardiol Sin 
31(6): 543-549.

12.	Sharpe EJ, St Clair JR, Proenza C (2016) Methods for the isolation, culture 
and functional characterisation of sinoatrial node myocytes from adult 
mice. J Vis Exp (116).

13.	Moghtadaei M, Jansen HJ, Mackasey M, Rafferty SA, Bogachev O, et al. 
(2016) The impacts of age and frailty on heart rate and sino-atrial node 
function. J Physiol 594(23): 7105-7126.

14.	Unudurthi SD, Wu X, Qian L, Amari F, Onal B, et al. (2016) Two-Pore K+ 
channel TREK-1 regulates sinoatrial node membrane excitability. J Am 
Heart Assoc 5(4): e002865.

15.	Scudder PH (2013) Electon flow in organic chemistry. John Wiley & 
Sons, Hoboken, New Jersey, USA.

16.	Brown GC, Lakin Thomas PL, Brand MD (1990) Control of respiration 
and oxidative phosphorylation in isolated rat liver cells. Eur J Biochem 
192(2): 355-362. 

17.	Perry SW, Norman JP, Barbieri J, Brown EB, Gelbard HA (2011) 
Mitochondrial membrane potential probes and the proton gradient: a 
practical usage guide. Biotechniquies 50(2): 98-115. 

18.	Torrente AG (2016) L-type Cavi.3 channels regulate ryanodine receptor-
dependent Ca2+ release during sino-atrial node pacemaker activity. 
Cardiovasc Res 109: 451-461.

19.	Hodgkin AL, Keynes RD (1955) The potassium permeability of a giant 
nerve fibre. J Physiol 128(1): 61-88.

20.	Boyett MR, Hart G, Levi AJ, Roberts A (1987) Effects of repetetive activity 
on developed force and intracellular sodium in isolated sheep and dog 
purkinje fibres. J Physiol 388: 295-322.

21.	Noble MIM (2018) A Re-appraisement of key aspects of ventricular 
excitation and contraction. Int J Clin Cardiol Res 2: 1-7.

22.	Noble MIM (2016) The bioelectric law. Conference Paper.

http://dx.doi.org/10.31031/OJCHD.2018.01.000507

https://www.ncbi.nlm.nih.gov/pubmed/6262501
https://www.ncbi.nlm.nih.gov/pubmed/6262501
https://www.ncbi.nlm.nih.gov/pubmed/6262501
https://www.ncbi.nlm.nih.gov/pubmed/2432247
https://www.ncbi.nlm.nih.gov/pubmed/2432247
https://www.ncbi.nlm.nih.gov/pubmed/2432247
https://www.ncbi.nlm.nih.gov/pubmed/26781742
https://www.ncbi.nlm.nih.gov/pubmed/26781742
https://www.ncbi.nlm.nih.gov/pubmed/26781742
https://www.ncbi.nlm.nih.gov/pubmed/26781742
https://www.ncbi.nlm.nih.gov/pubmed/24569893
https://www.ncbi.nlm.nih.gov/pubmed/24569893
https://www.ncbi.nlm.nih.gov/pubmed/24569893
https://www.ncbi.nlm.nih.gov/pubmed/25642760
https://www.ncbi.nlm.nih.gov/pubmed/25642760
https://www.ncbi.nlm.nih.gov/pubmed/25642760
https://www.ncbi.nlm.nih.gov/pubmed/692711
https://www.ncbi.nlm.nih.gov/pubmed/692711
https://www.ncbi.nlm.nih.gov/pubmed/692711
https://www.ncbi.nlm.nih.gov/pubmed/23220128
https://www.ncbi.nlm.nih.gov/pubmed/23220128
https://www.ncbi.nlm.nih.gov/pubmed/7369375
https://www.ncbi.nlm.nih.gov/pubmed/7369375
https://www.ncbi.nlm.nih.gov/pubmed/7369375
https://www.ncbi.nlm.nih.gov/pubmed/21840316
https://www.ncbi.nlm.nih.gov/pubmed/21840316
https://www.ncbi.nlm.nih.gov/pubmed/21840316
https://www.ncbi.nlm.nih.gov/pubmed/23606816
https://www.ncbi.nlm.nih.gov/pubmed/23606816
https://www.ncbi.nlm.nih.gov/pubmed/23606816
https://www.ncbi.nlm.nih.gov/pubmed/27122920/
https://www.ncbi.nlm.nih.gov/pubmed/27122920/
https://www.ncbi.nlm.nih.gov/pubmed/27122920/
https://www.ncbi.nlm.nih.gov/pubmed/27805586
https://www.ncbi.nlm.nih.gov/pubmed/27805586
https://www.ncbi.nlm.nih.gov/pubmed/27805586
https://www.ncbi.nlm.nih.gov/pubmed/27598221
https://www.ncbi.nlm.nih.gov/pubmed/27598221
https://www.ncbi.nlm.nih.gov/pubmed/27598221
https://www.ncbi.nlm.nih.gov/pubmed/27098968
https://www.ncbi.nlm.nih.gov/pubmed/27098968
https://www.ncbi.nlm.nih.gov/pubmed/27098968
https://www.ncbi.nlm.nih.gov/pubmed/2209591
https://www.ncbi.nlm.nih.gov/pubmed/2209591
https://www.ncbi.nlm.nih.gov/pubmed/2209591
https://www.ncbi.nlm.nih.gov/pubmed/21486251
https://www.ncbi.nlm.nih.gov/pubmed/21486251
https://www.ncbi.nlm.nih.gov/pubmed/21486251
https://www.ncbi.nlm.nih.gov/pubmed/14368575/
https://www.ncbi.nlm.nih.gov/pubmed/14368575/
https://www.ncbi.nlm.nih.gov/pubmed/2443691/
https://www.ncbi.nlm.nih.gov/pubmed/2443691/
https://www.ncbi.nlm.nih.gov/pubmed/2443691/
https://goo.gl/AS1D9Z

	Title
	Abstract 
	Keywords
	Introduction
	Methods
	Results
	Discussion
	Conclusion
	References
	Figure 1
	Figure 2
	Figure 3

