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Abstract
Action potentials (APs) are electric phenomena that are recorded both intracellularly and extracellularly. APs are usually
initiated in the short segment of the axon called the axon initial segment (AIS). It was recently proposed that at the onset
of an AP the soma and the AIS form a dipole. We study the extracellular signature [the extracellular AP (EAP)] generated
by such a dipole. First, we demonstrate the formation of the dipole and its extracellular signature in detailed
morphological models of a reconstructed pyramidal neuron. Then, we study the EAP waveform and its spatial
dependence in models with axonal AP initiation and contrast it with the EAP obtained in models with somatic AP
initiation. We show that in the models with axonal AP initiation the dipole forms between somatodendritic compartments and the AIS, and not between soma and dendrites as in the classical models. The soma– dendrites dipole is
present only in models with somatic AP initiation. Our study has consequences for interpreting extracellular recordings
of single-neuron activity and determining electrophysiological neuron types, but also for better understanding the
origins of the high-frequency macroscopic extracellular potentials recorded in the brain.
Key words: axon initial segment; computational modelling; extracellular action potential

Significance Statement
Action potentials in most neurons initiate in the axon initial segment (AIS). However, the AIS is often neglected
in computational studies. We studied the consequences of this initiation mechanism on the extracellular
signatures of action potentials. We show that at the time of AP initiation AIS forms a dipole with the soma. The
peak-to-peak amplitude of the extracellular action potential (EAP) generated by this dipole changes little with
changing soma–AIS distance, while the width of the EAP increases with the soma–AIS distance. This may help
to monitor dynamic changes in the soma–AIS distance in experimental in vivo recordings.

Introduction
Action potentials (APs) are the main output of neuronal
computation arising due to neuronal membrane excitability. The most direct method to detect APs is by intracellular recordings for which a glass pipette is inserted into
the soma. However, the sample size of neurons recorded
with this technique is limited. Another method of AP
detection uses extracellular electrodes whose densities
can be greatly increased thanks to silicon technology

opening the possibility of massive recordings from large
samples of neurons (Stevenson and Kording, 2011; Jun
et al., 2017). The drawback of this method is that the
discrimination of separate neurons and their types based
on extracellular recordings is not trivial (Barthó et al.,
2004) and requires a detailed model of how the extracellular signature of the APs is generated.
APs also contribute to the local field potentials (LFPs)
and electroencephalograms (EEGs) recorded far from the
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neuronal source. In particular, the high-frequency components of these signals can relate to the firing rates of large
population of neurons (Reimann et al., 2013). Highfrequency LFP is also known to be sensitive to the neuronal responses at single-neuron and single-trial levels
⬘
et al., 2015). Therefore, APs can be as impor(Telenczuk
tant as the passive dendritic and synaptic currents for
understanding the LFP or EEG and in particular their
high-frequency components.
The extracellular signature of APs has been a topic of
computational studies (Bédard et al., 2004; Gold et al.,
2006; Milstein and Koch, 2008). These studies emphasize
the role of passive currents and dendritic compartments
in the generation of the action potentials. However, in
most of those models APs were initiated in the soma. It is
now well established that the AP often initiates in the axon
initial segment (AIS; Stuart et al., 1997a,b), which gives a
characteristic kink at the AP onset when recorded somatically (Naundorf et al., 2007). This kink can be explained
by the “critical resistive coupling model,” according to
which the AP is initiated through the strong resistive
coupling between a small AIS and a large soma (Brette,
2013; Telenczuk et al., 2017). In this mechanism of AP
initiation, AIS and soma form effectively a current dipole.
We studied the contribution of the soma–AIS dipole to
the extracellular field and its effect on the shape and
peak-to-peak amplitude of the extracellular AP (EAP). In
particular, we studied the EAP from realistic model neurons with AIS-based initiation and compared it with models for which the sodium channel density was modified to
initiate the AP somatically. By means of computational
modeling, we show that the AIS contributes significantly
to the EAP. Although the localization and length of the AIS
have only a minor effect on the appearance of the AP
recorded intracellularly from the soma, the presence of
AIS has a large impact on the shape of the EAP.
We believe that these findings improve our understanding of the close-field and far-field contribution of the AP to
the extracellular potentials in the brain. It will also help to
interpret recordings of various signals ranging from the
EAP, through LFP to EEG.

Materials and Methods
Detailed morphology model
We used a detailed morphology model (physiological
Nav model) of the rat neocortex, layer 5 pyramidal neuron
described in the study by Hallermann et al. (2012), whose
morphology and ion channels are modeled so as to give
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good fit to the experimental data. Most importantly, in this
model action potentials initiate in the AIS, as is the case in
real neurons. The details of the model can be found in the
study by Hallermann et al. (2012). The channel kinetics are
the same as in the original model, which contained two
types of sodium channels (putative Nav1.2 and Nav1.6).
Nav1.2 channels were placed in both the soma and axon,
and the kinetics matched experimental recordings. The
Nav1.6 channel was present only in the axon; its activation
curve was shifted by 2 mV toward a more negative potential to account for the lower threshold of AP initiation in
the AIS.
The density of the sodium channels in the soma was
500 pS/m2, while in the AIS it varied between 1452 and
8392 pS/m2 (see Fig. 2C, physiological Nav model). To
compare the results of the original model to the neuron
where the action potential initiates in the soma, we reduced the density of the sodium channels in the AIS just
below that in the soma to 480 pS/m2 throughout the
length of the initial segment of the axon (70 m; see Fig.
2C, reduced Nav model). The density of the sodium channels in the soma remained the same as in the original model
(500 pS/m2). This was enough for an action potential to
initiate in the soma. We note that there are fewer sodium
channels in the altered model, leading to lower transmembrane current intensities; therefore, comparison of the absolute peak-to-peak amplitudes of the extracellular potentials
is not possible. In Figures 5 and 6, we normalized the
potentials to the highest absolute value of the potential. To
trigger the action potential in either model, we injected current steps (1.5 nA; duration, 15 ms) to the soma.
In the detailed morphology model, in all the calculations, the soma is modeled as a cylinder. However, in the
figures we represent it as a triangular shape for easier
visualization of the morphology of the cell.
Soma–axon model
We used a simple neuron consisting of a soma (20 ⫻ 30
m, 6 segments) and an axon (1 ⫻ 50 m, 10 segments)
available on ModelDB (access number: 135839), described by Yu et al. (2008). See Figure 8A for sample
schematics of the shape of the neuron. The simulation
was controlled from Python using the Neuron–Python
interface (Hines et al., 2009).
Linear source approximation
To estimate the extracellular potentials we used the
linear source approximation (LSA) method, which calculates the summed potential generated by currents originating from line sources with known sizes and positions.
This method is known to be more precise than approximating the currents by point sink and sources (Holt, 1997;
Wilson and Bower, 1992). We then applied the LSA estimation to cylinders obtained from the segmentation by
neuron simulator (Hines and Carnevale, 1997). The field
was calculated using the LSA implementation of NeuronEAP Python library (Telenczuk and Telenczuk, 2016).
In all calculations, we used an extracellular conductivity of
0.3 Sm (Nunez and Srinivasan, 2006).
In Figure 8, we removed the baseline from the extracellular potential by calculating an average potential in a
eNeuro.org
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Figure 1. Morphology of the full compartmental model. Left, Zoom into the AIS.

window from 2 to 1 ms before the peak of the action
potential.

soma and AIS form a dipole at AP initiation, which should
be observed in the extracellular potential.

Code accessibility
The code for the figures of the full morphology model is
deposited and available at Zenodo (DOI: 10.5281/zenodo.
1222159). We used the full morphology model published
by Hallermann et al. (2012) and the simplified model
published by Yu et al. (2008) in their original form and with
altered parameters, as stated where appropriate. To calculate the local field potential, we used the NeuronEAP
Python library (Telenczuk and Telenczuk, 2016).

AIS generates positive peak at the onset of the EAP
We first characterized the waveform of the EAP. Previous models displaying somatic AP initiation have indicated that mainly sodium currents in the soma and
dendrites might contribute to the initial phases of the EAP,
whereas later phases are shaped by the repolarization
mediated by potassium currents in these compartments
(Gold et al., 2006). In contrast, in these models axon,
distal dendrites and the capacitive current contribute little
to the EAP.
We re-evaluated the contribution of the AP to the extracellular potentials in the more realistic model with AISinitiated AP. First, we calculated and plotted the EAP
recorded in the perisomatic area covering soma, proximal
dendrites, and the AIS in the physiological Nav model (Fig.
4). Consistently with previous results (Gold et al., 2006),
we found a large and sharp negative peak, due to sodium
inflow, followed by a broad positive peak, due to
potassium-based repolarization of the soma and dendrites. Interestingly, in some electrodes (around and
above soma) these peaks were preceded by a sharp
positive deflection reflecting strong axial currents flowing
between AIS and soma at the onset of the AP.
To confirm that this initial positive peak is related to the
resistive coupling between soma and AIS forming a dipole, we lowered the densities of sodium channels in the
AIS (reduced Nav model; Fig. 2, right). As expected, this
modification led to the somatic initiation of the AP, which
appears simultaneously at soma and AIS (these two compartments being almost isopotential), and longer AP latency due to higher threshold (Fig. 3). The EAP waveforms
obtained in this modified model lack the initial positivity
consistently with the results of Gold et al. (2006). In addition, in the reduced Nav model the maximum of the EAP
decreases more sharply with distance, especially in the
area occupied by dendrites (Fig. 4A, middle row). We
emphasize, though, that such a model is inconsistent with

Results
AP is initiated in the AIS and gives a characteristic
“kink” to the somatic potential
To determine the contribution of an AP to the extracellular potentials recorded around the neuron, we performed simulations of a detailed reconstruction of a thicktufted pyramidal neuron (neocortex, layer 5, rat; Fig. 1).
The morphology reflected real reconstructed neurons with
all neuronal compartments, including an axon and dendrites. The densities and the kinetics of sodium (Na) and
potassium (K) channels in soma and axon were constrained by the experimental data. In particular, two different types of sodium channels were introduced (referred
to as Nav1.2 and Nav1.6; see Materials and Methods) with
different voltage activation threshold and different distribution of the channel density across the axosomatic axis
(Fig. 2, left). Overall, this model has been found to match
well the properties of AP initiation in cortical neurons
(Hallermann et al., 2012; Telenczuk et al., 2017).
Importantly, in this model the action potential initiates
distally from the soma, in the AIS, and later triggers a
somatic AP, which is in agreement with physiological
recordings (Stuart et al., 1997a). This mechanism of AP
initiation gives a characteristic “kink” at the onset of the
somatic AP (Fig. 3A). This is consistent with resistive
coupling between the AIS and soma (Telenczuk et al.,
2017). The resistive coupling model predicts that the
May/June 2018, 5(3) e0068-18.2018
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Figure 2. Sodium distribution within the neuron. Color scale shows the channel conductance per membrane area. Left, Physiological Nav
model. Right, Reduced Nav model. A, Full morphology. B, Zoom into the soma and the initial segments of the axon. C, Concentrations of
two different types of sodium channels (Nav1.2 and Nav1.6) in the AIS (at 0 m, AIS is attached to the soma; 69.90 m is its far end). Note
that in both models, the density of Nav1.2 channels in the soma is 500 pS/m2, while there are no Nav1.6 channels.

the experimental observations of AP initiation, which support axonal (AIS) rather than somatic initiation of APs.
The AIS enhances the peak-to-peak amplitude at
broad spatial ranges
The peak-to-peak amplitude decays with the distance
from the neuron (Fig. 5). It is highest around soma and
AIS, where the largest inflow of sodium and outflow of
potassium during the AP takes place. Lowering sodium
channel density such that AP initiated somatically attenMay/June 2018, 5(3) e0068-18.2018

uates the peak-to-peak amplitude of the EAP, which is
expected from the decrease of the total membrane current in the low-sodium model (data not shown). Importantly, the reduction of peak-to-peak amplitude was most
pronounced in the axonal region, especially in the proximity of the axon segment previously acting as the AIS
(Fig. 6).
Next, we plotted the peak-to-peak amplitude of the EAP
across four lines perpendicular to the somatodendritic axis
(Fig. 5). Close to the neuron, the profile of the peak-to-peak
eNeuro.org
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Figure 3. Action potentials in two different locations: soma (orange) and distal end of AIS (blue). The AP is shown both in the time
domain (left) and in a phase-plot (right). A, Physiological Nav model. B, Reduced Nav model.

amplitude was nonmonotonic due to the complex morphology of the neuron, but it monotonically decreased with
distance further away from the source. Again, due to the
larger total membrane current the peak-to-peak amplitude is
greater in standard sodium models compared with the lowsodium modification across all distances.
AIS contribution to EAP can be approximated by a
soma–AIS dipole
In the physiological Nav model, at the moment of AP
initiation the axial current and the extracellular currents
form a current loop. This current loop produces extracellular potentials with dipolar configuration i.e. negative
potential around AIS (sink) and positive potential around
soma and proximal dendrites (source); Fig. 7B. This relation is reversed during the repolarization phase of the AP,
during which the polarities of AIS and somatodendritic
compartments are reversed (Fig. 7C). Such a configuration of sinks and sources will be referred to as the soma–
AIS dipole. In the model with somatic AP initiation
May/June 2018, 5(3) e0068-18.2018

(reduced Nav model), the soma and AIS are almost isopotential, so no current flows between them. In this case,
the soma–AIS dipole is not formed, but it is replaced by
the sink in the soma (or source after the inversion) and the
source in the proximal dendritic tree (soma– dendrites
dipole)
The extracellular potentials obtained from the detailed
morphologic models contain a mixture of contributions
from passive dendritic compartments and active axonal/
somatic compartments, giving rise to a complex configuration of current sinks and sources. To isolate the effects
of the soma–AIS dipole and its contribution to the far-field
potential, we decided to further corroborate the consequences of the “critical resistive coupling” with a simplified electric dipole model. We reduced the model to a
cylindrical soma and an axon. All Nav and K channels
were placed in the AIS modeled as a 5-m-long segment
of the axon located 45 m distally from the soma. As
shown previously (Telenczuk et al., 2017), this model
approximates well the dipolar field that was also observed
eNeuro.org
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B

Figure 4. Extracellular potentials (right) measured at different locations (white dots within the black rectangle, left) for the physiological
Nav model (red) and reduced Nav model (green). Calibrations: A, 2 V; B, 30 V. The y-scale is adjusted in each panel separately for
better visualization of the EAPs. A, Full morphology. B, Zoom in to the soma and initial part of the axon. The distal end of the AIS is
marked with a red circle (A, B).

in the detailed morphologic model described above
(Fig. 7).
We calculated the extracellular potential generated by
this model neuron along the following two lines: the line
that extended from the soma–AIS axis (Fig. 8A, dots) and
the line that extended from the soma vertically to the axon
(Fig. 8A, stars). We then repeated the calculation for three
different positions of AIS (0, 20, and 45 m away from the
soma).
First, we analyzed horizontal measurements of the
peak-to-peak amplitude EAP. They decayed monotonically with the distance from the soma (Fig. 8B). The
absolute peak-to-peak amplitudes of EAP depended only
slightly on the AIS position (Fig. 8B, color lines). To determine the law of peak-to-peak amplitude decay, we
fitted a linear function in double logarithmic scale (i.e.,
both the peak-to-peak amplitude and recording distance,
r, were log transformed). The slope of this function provided the estimate of the power law exponent (k in rk
relation). We found that the exponent was similar for all
soma–AIS distances (k ⬇ ⫺ 2). Next, we checked whether
the same holds for vertical recordings, but we found
instead that the exponent depended on the soma–AIS
distance ranging from k ⫽ ⫺2.66 to ⫺1.87 (Fig. 8C).
May/June 2018, 5(3) e0068-18.2018

In conclusion, we found that for horizontal, and not
vertical, recordings the peak-to-peak amplitude decayed
with the inverse square of the distance from the soma
(k ⬇ ⫺ 2; Fig. 8B). This inverse-square law is theoretically
predicted at distances to the dipole much greater than the
separation between the current source and sink (i.e., a
far-field approximation; Fig. 9; Nunez and Cutillo, 1995;
Griffiths, 1999). Note also that the profile of the potential
obtained in detailed morphology models did not agree
with this prediction. As discussed above, the potential in
these models does not decrease uniformly with the distance from soma (compare Fig. 8B,C, insets, Fig. 5B), but
can abruptly increase. These increases are most likely
due to the passage of the measurement line through an
area occupied by a dendrite (Fig. 5A,B, arrows).
Peak-to-peak amplitude of EAP weakly depends on
the soma–AIS distance
We next investigated whether the soma–AIS distance
can influence the peak-to-peak amplitude of the EAP. The
peak-to-peak amplitude of the far-field dipole potential
measured at a fixed position depends on the product
between the dipole current (I, the axial current between
soma and AIS) and separation between the poles (d, the
eNeuro.org
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Figure 5. Maximum peak-to-peak amplitude of the EAP calculated in the different places of the field. A, Full morphology imposed on
the maximum peak-to-peak amplitude (heatmap; colorbar on the right) in the physiological Nav model (left) and reduced Nav model
(right). The EAPs with the highest peak-to-peak amplitudes are obtained in the somatic region of the neuron (dark red color in heat
map; see also Fig. 6 for a zoom-in). B, Dotted lines show the axes along which subpanels a– e are calculated. Soma is centered at
the position (0 m, 0 m). B, Maximum peak-to-peak potential normalized to the largest value of the potential for each model
separately: the physiological Nav model (red) and reduced Nav model (green). The potential is given in the logarithmic scale. a, Signal
recorded in the vertical axis passing through the soma. b, Signal recorded in the horizontal axis passing 200 m above the soma. c,
Signal recorded in the horizontal axis passing through the soma. d, Signal recorded in the horizontal axis passing through the AIS.
e, Signal recorded in the horizontal axis passing through 200 m below the soma. Arrows point to the area occupied by a dendrite,
which creates a sharp peak in the measured extracellular potential.

soma–AIS distance; Fig. 9). Therefore, increasing the distance of the AIS from soma might increase the peak-topeak amplitude of the EAP, but numerical simulations of
the simplified soma–AIS model showed only a weak dependence of the peak-to-peak amplitude on the soma–
AIS distance (Fig. 8).
To explain this finding, we investigated the effect of the
soma–AIS distance on the axial current generated during
the action potential. We found that the peak-to-peak amplitude of the axial current decreased with the inverse of
the soma–AIS distance, l (Fig. 10A). Indeed, we found that
it was possible to fit a straight line of slope a ⫽ ⫺1 through
the points representing the logarithm of the maximum
axial current versus the logarithm of the soma–AIS distance (Fig. 10B). This linear relation confirms that the
May/June 2018, 5(3) e0068-18.2018

peak-to-peak amplitude of the axial current is inversely
proportional to the distance between the soma and the
AIS, Iaxial⬃1/l. Such a relationship is also predicted by the
resistive coupling hypothesis (Hamada et al., 2016). This
drop of current magnitude compensates for the increase
between the sink and source of the dipole (soma and AIS).
Since the product of current intensity, I, and the dipole
dimension, d (which is approximately equal to l), remains
constant, the peak-to-peak amplitude depends only
weakly on the soma–AIS distance.
EAP broadens with soma–AIS distance
To study the effect of the soma–AIS distance on the
EAP width, we calculated the extracellular potentials generated by models with the AIS placed at 10 different
eNeuro.org
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Figure 6. Comparison of peak-to-peak amplitude in physiological and reduced Nav models. A, Zoom-in to the maximum peak-topeak amplitude of the EAP (shown as a heatmap; colorbar is on the right-hand side) generated by the physiological Nav model (left)
and reduced Nav model (right). The peak-to-peak amplitude around AIS (red circles, distal end) is higher in the model with axonal
initiation (physiological Nav model). B, C, Difference between normalized peak-to-peak amplitudes (heatmap; colorbar on the right)
of the EAP obtained from physiological and reduced Nav models: the zoomed-in view (B) and full morphology (C).

distances from the end of the soma, up to 45 m distally.
We observed that the EAPs become gradually wider with
increasing distance between the soma and the AIS (Fig.
11B), while the shapes of intracellular waveforms remain
similar (Fig. 11A, insets). The functional form of this dependence changes only slightly with the location of the
recording site: measurements in two perpendicular directions from soma (Fig. 11, compare B, D) give the same
dependence on the soma–AIS distance.

Discussion
Using detailed morphologic models of reconstructed
neurons and simplified soma–axon models, we have
shown that extracellular action potentials can be reconstructed from the current dipole formed by the soma and
AIS at their initiation. We also show that the EAP shape
depends on the position of the recording electrode with
respect to the neuron promoting the extracellular contribution of different compartments of the neuron. In addition, while the width of the EAPs varies with the soma–AIS
distance, their peak-to-peak amplitudes remain relatively
constant.
The contribution of the AP to the extracellular field is
shaped by the structure of the dendritic tree and the site
May/June 2018, 5(3) e0068-18.2018

of AP initiation. A large body of experimental data supports the more distal initiation in the axon initial segment
(Palmer and Stuart, 2006), but the impact of axonal initiation on the EAP had not been examined before. Using
simplified models, we showed that in the initial phase of
the AP, the soma and AIS form a current dipole, whose
contribution to the extracellular potentials decays inversely with the square of the distance from the dipole. At
large distances (far-field approximation), the dipole contribution to the extracellular field does not depend on the
separation between the AIS and the soma. In contrast, the
width of the EAP increases with the soma–AIS distance.
This soma–AIS dipole is different from the soma– dendrites dipole known from standard models (Gold et al.,
2006). In fact, we showed that reducing the density of
sodium channels in the AIS shifts AP initiation to the
soma, and, as a consequence, that the extracellular potential is dominated by the soma– dendrites contribution.
Our results provide an important insight into the understanding of EAPs. It is known that the shape and the
peak-to-peak amplitude of the EAPs vary depending on
the location of the recordings (Gold et al., 2006). Also,
different types of neurons display EAPs of different
eNeuro.org
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Figure 7. EAP at different time points in the physiological Nav model (left) and reduced Nav model (right). A, Intracellular APs in the
soma (orange) and in the end of the AIS (blue). Dotted vertical lines show at which time points B–D are recorded. B–D, Extracellular
potentials (colormap; see the colorbar on the right, red is positive and blue is negative) and electrical current (arrows) at different times
of APs plotted for around the whole morphology (left) and around the soma–AIS region (right). B–D, Recordings were made as follows:
at 0.15 ms before the peak of the AP in the AIS (B), at the peak of the AP in the AIS (C), and 0.4 ms after the peak of the AP in the
AIS (D). In the physiological Nav model, the AP initiates in the AIS (red circles) giving rise to a dipolar potential (AIS negative, soma
positive; C, left), which later reverses in polarity (AIS positive, soma negative; D, left). In contrast, the reduced Nav model produces
a large dipole that encompasses the axon, soma, and proximal dendrites (soma– dendrites dipole).

widths, such as excitatory cells, which tend to have
broader EAPs when compared with interneurons (McCormick et al., 1985; Barthó et al., 2004), although there are
exceptions (Vigneswaran et al., 2011). To separate the
May/June 2018, 5(3) e0068-18.2018

action potentials of multiple neurons recorded extracellularly, it is common to use the waveform features of an
EAP, such as the half-widths of the positive and negative
peaks, the interval between them, and the difference in
eNeuro.org
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Figure 8. Extracellular potentials calculated from the soma–axon model with the AIS at three different distances: 0 m from the soma
(blue), 20 m from the soma (green), and 45 m from the soma (orange). A, Calculation of EAP amplitude in a simplified soma–AIS
model. The drawing represents the cell body (white rectangle) and the axon (black) with the AIS at different locations (color coded).
The location of the measurement points along horizontal (black dots) and vertical axes (gray stars). B, C, Peak-to-peak amplitude of
the EAP along the soma–AIS axis (B, black dots in A show the recording locations) and vertically to the axon (B, gray stars in A) in
a double-logarithmic scale. Color lines correspond to different positions of the AIS (see color code in A). Insets show example profiles
of AIS amplitudes obtained in full morphologic model (compare Fig. 5B) along the respective axes. The decay of far-field potential with
horizontal distance is well approximated with a power law, rk. The exponent, k, estimated from the slope of linear fit to the
log-transformed potential, and the log distance is close to ⫺2 along the horizontal axis (B, the value of k estimated for each model
is given in the legend). The k exponent can be even smaller than ⫺2 for vertical axis (C) due to the dependence of the extracellular
potentials on the angle from the dipole axis (Fig. 9, ).

their peak-to-peak amplitudes (Lewicki, 1998; Einevoll
et al., 2012). In addition, these and other waveform features sometimes allow the identification of neurons of
different types (Peyrache et al., 2012; Dehghani et al.,
2016). However, the significance of such features and

their biophysical underpinnings is not completely understood. Numerical simulations of the extracellular potentials around reconstructed morphology of CA1 pyramidal
neurons showed that the width of the EAP increases
proportionally with the distance between the soma and

Figure 9. Dipole model consisting of a current sink (red) and a current source (blue) separated by d. The point of measurement
represents a possible recording location where extracellular potential, Vext, is recorded. For the far-field approximation to hold the
distance from the dipole r should be much larger than the distance between the sink and source (d). See text for more detail. I is
current intensity,  is extracellular medium conductivity, and  is the angle measured from the dipole axis.
May/June 2018, 5(3) e0068-18.2018
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Figure 10. Dependence of axial current peak-to-peak amplitude
on the soma–AIS distance in the soma–axon model. A, Axial
current passing from the axon to the soma during the action
potential, aligned to the peak of somatic AP (which is at 0.5 ms).
B, The maximum of the axial current vs the distance of the AIS
end proximal to the soma in double-logarithmic scale. The red
line shows the fitted function Iaxial ⫽ 共70 nA·m兲/l (which is a
linear function in double-logarithmic scale).

the recording electrode (Gold et al., 2006). In addition, in
this study the shape and peak-to-peak amplitude of the
EAP was strongly affected by the channel densities in the
dendrites and in the axon initial segment. In our work, we
show that the extracellular features of action potentials
also depend on the exact location of their initiation site.
In this article, we analyzed the EAP of a pyramidal
neuron, but critical resistive coupling theory shows that
there is no qualitative difference in the mechanisms of the
AP generation, as long as the AIS is connected to a big
soma and/or extensive dendritic tree (relative to axon
diameter). In this case, the somatic and dendritic compartments act as a current sink clamping the AIS potential
and leading to sharp AP initiation (Telenczuk et al., 2017).
Since smaller neurons, such as basket cells, have smaller
axons, critical-resistive coupling theory should still hold
and the extracellular signature of spikes would be qualitatively similar. However, there could be quantitative differences. If the axial current matches the neuron size as
hypothesized in the study by Hamada et al. (2016), the
peak-to-peak amplitude of the extracellular spike should
grow with the size of the neuron. The duration or shape
will depend on the type and densities of ion channels. One
possibility is that the AP is not regenerated at the soma,
as for example in chick auditory brainstem (Kuba et al.,
2006), so the shape will be different although the dipolar
distribution of currents in soma and AIS still holds (Kole
and Brette, 2018).
May/June 2018, 5(3) e0068-18.2018

11 of 13

Finally, our results show that it should be possible, and
of great interest, to follow experimentally the dynamic
change of the soma–AIS distance by means of extracellular recordings. The length of AIS and soma–AIS distance
vary between neurons of the same and different types
(Kuba et al., 2006; Fried et al., 2009). Furthermore, the AIS
is plastic and its length and distance from the soma can
change as a result of elevated activity, which could occur
due to plastic changes in a timescale of hours (Evans
et al., 2015) to days (Grubb and Burrone, 2010; Evans
et al., 2013; Muir and Kittler, 2014). This also happens as
a consequence of a disease such as a stroke (Schafer
et al., 2009; Hinman et al., 2013). Therefore, we expect
that the shape of the EAP will vary according to the
soma–AIS distance, such that long-term recordings from
the same neuron could show gradual increase of the AP
width. Since, the plasticity of AIS was never studied in
vivo from intact neurons, this may open new methods of
visualizing such dynamic changes and investigating their
functional role.
Our results are consistent with the large variability of
EAP waveforms recorded in vivo (Fee et al., 1996; Harris
et al., 2000). It is known that the waveshapes of the EAP
depend on the position of the electrode, the morphology
of the neuron, and the densities of ion channels (Henze
et al., 2000; Barthó et al., 2004; Gold et al., 2007; Pettersen and Einevoll, 2008). In particular, the presence of
positive initial peak, as observed in our model, has been
recognized in some studies (Palmer and Stuart, 2006). To
further test our model experimentally, one could record
the extracellular potentials in vitro at multiple sites using
multishank electrodes coregistered with the soma–AIS
distance. The AIS can be localized using fluorescent sodium channel markers (e.g., CoroNa) or immunostaining
(e.g., anykrin G is specific to AIS and the nodes of Ranvier;
Zhou et al., 1998). This setup might allow for testing the
following two new predictions of the model: (1) the presence of a positive peak at the beginning of the EAP in the
vicinity of soma–AIS region; and (2) the width of the EAP
as a function of the soma–AIS distance. In the latter case,
we would need to visualize the change of soma–AIS
distance dynamically, probably over the course of many
hours or days (Grubb et al., 2011). Such recordings are
technically challenging, but are possible using present
technology (Grubb and Burrone, 2010).
At the population level, the contribution of neurons to
the LFP depends critically on the presence of voltagedependent channels and neuronal morphology. For example, during the up-state, the LFP contains larger
contributions from the active potassium and sodium currents than from synaptic currents (Reimann et al., 2013);
similarly, active conductances in the dendrites were
shown to have a major impact on the spectrum of the field
potential (Ness et al., 2016). The structure of the dendritic
tree has also been implicated in the generation of LFP
signals (Lindén et al., 2010). Results in the present work
suggest that the biophysics of the axon and the site of the
action potential initiation may be additional factors determining the peak-to-peak amplitude and the extracellular
potentials. The effects of the soma–AIS distance on the
eNeuro.org
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Figure 11. Width of the EAP as a function of the soma–AIS distance. A, Schematic representation of the soma–axon model (bottom)
and their relation to the recording points (dots above soma). The soma–AIS distance was systematically varied from 0 (directly
attached to the soma) to 45 m. Insets, Waveforms of action potentials recorded intracellularly in the AIS (top inset) and in the soma
(bottom). The waveforms are normalized to the peak of the somatic potential. B, Action potential width measured at half peak-to-peak
amplitude as a function of the soma–AIS distance for two different recording locations (close, 30 m above the soma; far, 100 m
above the soma). Inset, Examples of EAP waveshapes for three different locations of AIS (recorded 40 m above the soma). C,
Schematic representation of the soma–axon model (right) and the relation to the recording points (dots left to the soma). D, Action
potential width measured at half peak-to-peak amplitude as a function of the soma–AIS distance for the two different recording
locations (close, 30 m left of the soma; far, 100 m left of the soma).

LFP generated from a network of multicompartmental
model neurons is an interesting outlook of the present
work.
Acknowledgments: We thank Jennifer Goldman and
Fabrizio Gabbiani for their comments on the manuscript.

References
Barthó P, Hirase H, Monconduit L, Zugaro M, Harris KD, Buzsáki G
(2004) Characterization of neocortical principal cells and interneurons by network interactions and extracellular features. J Neurophysiol 92:600 –608. CrossRef
Bédard C, Kröger H, Destexhe A (2004) Modeling extracellular field
potentials and the frequency-filtering properties of extracellular
space. Biophys J 86:1829 –1842. CrossRef
Brette R (2013) Sharpness of spike initiation in neurons explained by
compartmentalization. PLoS Comput Biol 9:CrossRef
Dehghani N, Peyrache A, Telenczuk B, Van Quyen ML, Halgren E,
Cash SS, Hatsopoulos NG, Destexhe A (2016) Dynamic balance of
excitation and inhibition in human and monkey neocortex. Sci Rep
6:23176. CrossRef Medline
Einevoll GT, Franke F, Hagen E, Pouzat C, Harris KD (2012) Towards
reliable spike-train recordings from thousands of neurons with
multielectrodes. Curr Opin Neurobiol 22:11–17. CrossRef
May/June 2018, 5(3) e0068-18.2018

Evans MD, Dumitrescu AS, Kruijssen DLH, Taylor SE, Grubb MS
(2015) Rapid modulation of axon initial segment length influences
repetitive spike firing. Cell Rep 13:1233–1245. CrossRef
Evans MD, Sammons RP, Lebron S, Dumitrescu AS, Watkins TB,
Uebele VN, Renger JJ, Grubb MS (2013) Calcineurin signaling
mediates activity-dependent relocation of the axon initial segment.
J Neurosci 33:6950 –6963. CrossRef
Fee MS, Mitra PP, Kleinfeld D (1996) Variability of extracellular spike
waveforms of cortical neurons. J Neurophysiol 76:3823–3833.
CrossRef Medline
Fried SI, Lasker ACW, Desai NJ, Eddington DK, Rizzo JF (2009)
Axonal sodium-channel bands shape the response to electric
stimulation in retinal ganglion cells. J Neurophysiol 101:1972–
1987. CrossRef
Gold C, Henze DA, Koch C (2007) Using extracellular action potential
recordings to constrain compartmental models. J Comput Neurosci 23:39 –58. CrossRef
Gold C, Henze DA, Koch C, Buzsáki G (2006) On the origin of the
extracellular action potential waveform: a modeling study. J Neurophysiol 95:3113–3128. CrossRef Medline
Griffiths D (1999) Introduction to electrodynamics. Cambridge, UK:
Cambridge UP.
Grubb MS, Burrone J (2010) Activity-dependent relocation of the
axon initial segment fine-tunes neuronal excitability. Nature 465:
1070 –1074. CrossRef
eNeuro.org

New Research
Grubb MS, Shu Y, Kuba H, Rasband MN, Wimmer VC, Bender KJ
(2011) Short- and long-term plasticity at the axon initial segment.
J Neurosci 31:16049 –16055. CrossRef Medline
Hallermann S, de Kock CPJ, Stuart GJ, Kole MHP (2012) State and
location dependence of action potential metabolic cost in cortical
pyramidal neurons. Nat Neurosci 15:1007–1014. CrossRef
Hamada MS, Goethals S, de Vries SI, Brette R, Kole MHP (2016)
Covariation of axon initial segment location and dendritic tree
normalizes the somatic action potential. Proc Natl Acad Sci U S A
113:14841–14846. CrossRef
Harris KD, Henze DA, Csicsvari J, Hirase H, Buzsáki G (2000) Accuracy of tetrode spike separation as determined by simultaneous
intracellular and extracellular measurements. J Neurophysiol 84:
401–414. CrossRef
Henze DA, Borhegyi Z, Csicsvari J, Mamiya A, Harris KD, Buzsáki G
(2000) Intracellular features predicted by extracellular recordings in
the hippocampus in vivo. J Neurophysiol 84:390 –400. CrossRef
Hines ML, Carnevale NT (1997) The neuron simulation environment.
Neural Comput 9:1179 –1209. CrossRef
Hines ML, Davison AP, Muller E (2009) NEURON and Python. Front
Neuroinform 3:1. CrossRef Medline
Hinman JD, Rasband MN, Carmichael ST (2013) Remodeling of the
axon initial segment after focal cortical and white matter stroke.
Stroke 44:182–189. CrossRef Medline
Holt GR (1997) A critical reexamination of some assumptions and
implications of cable theory in neurobiology. PhD thesis, California
Institute of Technology.
Jun JJ, Steinmetz NA, Siegle JH, Denman DJ, Bauza M, Barbarits B,
Lee AK, Anastassiou CA, Andrei A, Aydin Ç, Barbic M, Blanche TJ,
Bonin V, Couto J, Dutta B, Gratiy SL, Gutnisky DA, Häusser M,
Karsh B, Ledochowitsch P, et al (2017) Fully integrated silicon
probes for high-density recording of neural activity. Nature 551:
232–236. CrossRef
Kole MH, Brette R (2018) The electrical significance of axon location
diversity. Curr Opin Neurobiol 51:52–59. CrossRef Medline
Kuba H, Ishii TM, Ohmori H (2006) Axonal site of spike initiation
enhances auditory coincidence detection. Nature 444:1069 –1072.
CrossRef
Lewicki MS (1998) A review of methods for spike sorting: the detection and classification of neural action potentials. Network 9:R53–
R78. Medline
Lindén H, Pettersen KH, Einevoll GT (2010) Intrinsic dendritic filtering
gives low-pass power spectra of local field potentials. J Comput
Neurosci 29:423–444. CrossRef
McCormick DA, Connors BW, Lighthall JW, Prince DA (1985) Comparative electrophysiology of pyramidal and sparsely spiny stellate
neurons of the neocortex. J Neurophysiol 54:782–806. CrossRef
Milstein JN, Koch C (2008) Dynamic moment analysis of the extracellular electric field of a biologically realistic spiking neuron. Neural Comput 20:2070 –2084. CrossRef
Muir J, Kittler JT (2014) Plasticity of GABAA receptor diffusion dynamics at the axon initial segment. Front Cell Neurosci 8:151.
CrossRef
Naundorf B, Wolf F, Volgushev M (2007) Neurophysiology: Hodgkin
and Huxley model–still standing? Nature 445:E1–E2. CrossRef

May/June 2018, 5(3) e0068-18.2018

13 of 13

Ness TV, Remme MWH, Einevoll GT (2016) Active subthreshold
dendritic conductances shape the local field potential. J Physiol
594:3809 –3825. CrossRef Medline
Nunez PL, Cutillo BA (1995) Neocortical dynamics and human EEG
rhythms. New York: Oxford UP.
Nunez PL, Srinivasan R (2006) Electric fields of the brain: the neurophysics of EEG. New York: Oxford UP.
Palmer LM, Stuart GJ (2006) Site of action potential initiation in layer
5 pyramidal neurons. J Neurosci 26:1854 –1863. CrossRef Medline
Pettersen KH, Einevoll GT (2008) Amplitude variability and extracellular low-pass filtering of neuronal spikes. Biophys J 94:784 –802.
CrossRef Medline
Peyrache A, Dehghani N, Eskandar EN, Madsen JR, Anderson WS,
Donoghue JA, Hochberg LR, Halgren E, Cash SS, Destexhe A
(2012) Spatiotemporal dynamics of neocortical excitation and inhibition during human sleep. Proc Natl Acad Sci U S A 109:1731–
1736. CrossRef
Reimann MW, Anastassiou C. a, Perin R, Hill SL, Markram H, Koch
C (2013) A biophysically detailed model of neocortical local field
potentials predicts the critical role of active membrane currents.
Neuron 79:375–390. CrossRef
Schafer DP, Jha S, Liu F, Akella T, McCullough LD, Rasband MN
(2009) Disruption of the axon initial segment cytoskeleton is a new
mechanism for neuronal injury. J Neurosci 29:13242–13254.
CrossRef Medline
Stevenson IH, Kording KP (2011) How advances in neural recording
affect data analysis. Nat Neurosci 14:139 –142. CrossRef Medline
Stuart G, Schiller J, Sakmann B (1997a) Action potential initiation and
propagation in rat neocortical pyramidal neurons. J Physiol 505:
617–632. CrossRef
Stuart G, Spruston N, Sakmann B, Häusser M (1997b) Action potential initiation and backpropagation in neurons of the mammalian
CNS. Trends Neurosci 20:125–131. Medline
Telenczuk B, Telenczuk M (2016) NeuronEAP library. Zenodo. Advance online publication. Retrieved May 20, 2018. doi:CrossRef.
⬘
Telenczuk
B, Baker SN, Kempter R, Curio G (2015) Correlates of a
single cortical action potential in the epidural EEG. Neuroimage
109:357–367. CrossRef Medline
Telenczuk M, Fontaine B, Brette R (2017) The basis of sharp spike
onset in standard biophysical models. PLoS One 12:1–27. CrossRef
Vigneswaran G, Kraskov A, Lemon RN (2011) Large identified pyramidal cells in macaque motor and premotor cortex exhibit “thin
spikes”: implications for cell type classification. J Neurosci 31:
14235–14242. CrossRef
Wilson M, Bower JM (1992) Cortical oscillations and temporal interactions in a computer simulation of piriform cortex. J Neurophysiol
67:981–995. CrossRef
Yu Y, Shu Y, McCormick DA (2008) Cortical action potential backpropagation explains spike threshold variability and rapid-onset
kinetics. J Neurosci 28:7260 –7272. CrossRef
Zhou D, Lambert S, Malen PL, Carpenter S, Boland LM, Bennett V
(1998) AnkyrinG is required for clustering of voltage-gated Na
channels at axon initial segments and for normal action potential
firing. J Cell Biol 143:1295. CrossRef

eNeuro.org

