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In silico analysis of the
contribution of
cardiomyocyte-fibroblast
electromechanical interaction to
the arrhythmia
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Leonid B. Katsnelson'2*

Institute of Immunology and Physiology of the Ural Branch of the Russian Academy of Sciences,
Ekaterinburg, Russia, ?Laboratory of Mathematical Modeling in Physiology and Medicine Based on
Supercomputers, Ural Federal University, Ekaterinburg, Russia

Although fibroblasts are about 5-10 times smaller than cardiomyocytes, their
number in the ventricle is about twice that of cardiomyocytes. The high
density of fibroblasts in myocardial tissue leads to a noticeable effect of their
electromechanical interaction with cardiomyocytes on the electrical and
mechanical functions of the latter. Our work focuses on the analysis of
the mechanisms of spontaneous electrical and mechanical activity of the
fibroblast-coupled cardiomyocyte during its calcium overload, which occurs
in a variety of pathologies, including acute ischemia. For this study, we
developed a mathematical model of the electromechanical interaction
between cardiomyocyte and fibroblasts and used it to simulate the
impact of overloading cardiomyocytes. In contrast to modeling only the
electrical interaction between cardiomyocyte and fibroblasts, the
following new features emerge in simulations with the model that
accounts for both electrical and mechanical coupling and mechano-
electrical feedback loops in the interacting cells. First, the activity of
mechanosensitive ion channels in the coupled fibroblasts depolarizes their
resting potential. Second, this additional depolarization increases the resting
potential of the coupled myocyte, thus augmenting its susceptibility to
triggered activity. The triggered activity associated with the cardiomyocyte
calcium overload manifests itself in the model either as early
afterdepolarizations or as extrasystoles, i.e., extra action potentials and
extra contractions. Analysis of the model simulations showed that
mechanics contribute significantly to the proarrhythmic effects in the
cardiomyocyte overloaded with calcium and coupled with fibroblasts, and
that mechano-electrical feedback loops in both the cardiomyocyte and
fibroblasts play a key role in this phenomenon.
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1 Introduction

It is well known that fibrosis is one of the main factors
underlying arrhythmia in cardiac tissue (Karagueuzian et al,
2013; 2015; Verheule and Schotten, 2021). The
contribution of fibrosis to arrhythmogenesis at tissue level is

Smaill,

studied very intensively in computational mathematical models
(McDowell et al.,, 2012; Krueger et al., 2014; Nezlobinsky et al.,
2021).

To a much lesser extent, mathematical models have analyzed the
intracellular mechanisms of the occurrence of arrhythmic cellular
dynamics during the interaction between cardiomyocytes and
cardiac fibroblasts. The authors of one of the few papers
addressing these issues (Sridhar et al, 2017) simulated the
electrotonic interaction between cardiomyocytes represented by
the TNNP model (ten Tusscher et al, 2004) and fibroblasts
represented by the MacCannell model (MacCannell et al., 2007).
They found that an increase in L-type Ca®" current (ic,;) in
myocytes combined with depolarization of the resting potential
(RP) in fibroblasts (and consequently in myocytes) led to early
afterdepolarizations (EADs) of myocytes.

Calcium overload of cardiomyocytes due to an increase in ic,; is
characteristic of a number of pathological situations (Sipido, 2006;
Benitah et al., 2010). Therefore, the elucidation of arrhythmogenic
factors and mechanisms in such calcium overload seems to be
needed for the pathophysiology of the heart.

It is important to note that the depolarization of the RPs in
fibroblasts and myocytes, which is considered a necessary factor
for the occurrence of triggered activity in the article by Sridhar
et al. (2017), did not occur in their simulations as a result of
electrical communication of fibroblasts with myocytes and was
therefore introduced as an independent additional condition in
their model. Meanwhile, there is experimental evidence for a
significant depolarizing effect of the cardiomyocyte-fibroblast
communication on the RPs (Miragoli et al., 2006). One of the
hypotheses proposed and verified in our work is that this
potentially arrhythmogenic increase in RP resulting from the
interaction between myocytes and fibroblasts arises due to
mechanical factors, feedback
(MEF) loops in both myocytes and fibroblasts contribute
substantially to the triggered activity associated with the

and that mechano-electrical

increase in ic,y.

Two main circuits of MEF in cardiac cells manifest themselves in
health and disease: currents through mechanosensitive ion channels
in both cardiomyocytes and cardiac fibroblasts, and MEF mediated
by mechanosensitivity of intracellular Ca®* handling in
cardiomyocytes (Quinn and Kohl, 2021). The latter involves the
mechano-dependence of the of calcium-troponin
(CaTnC), which affects the
intracellular Ca**, and thus, via the Na*-Ca2+ exchange current,
the development of the action potential (AP). Both types of MEF
contribute to arrhythmogenesis (Zabel et al., 1996; Kamkin et al.,
2000; Katsnelson et al., 2011; Orini et al., 2017).

In this work, our model of electromechanical interaction

kinetics

complexes concentration of

between a human cardiomyocyte and fibroblasts is used. It
includes the MEF in each of these two cell types: the length-
dependent dissociation of CaTnC complexes leading to the

length dependence of AP in the myocyte, and the
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mechanosensitive ion channels in fibroblasts (MSC-FB). This
model is a further development of our earlier published model
describing  only  the  electrical interaction  between
electromechanically active human cardiomyocyte and cardiac
fibroblasts (Bazhutina et al., 2021). The earlier simulation shows
that the electrical interaction significantly affects not only the
electrical but also the mechanical function of the cardiomyocyte.
However, the electrical interaction itself had no effect on the length-
dependence of the RP in both myocytes and fibroblasts (Bazhutina
et al., 2021).

Now we have added to this model a description of the
mechanical interaction between myocyte and fibroblasts and a
description of MSC-FB. The description of these channels is
based on the approximation to experimental recordings of the
voltage-current relationship for such channels obtained by the
patch-clamp  technique at  different fibroblast
(Abramochkin et al., 2014).

We use this modified model to assess the possible contribution

lengths

of MEF in cardiomyocytes and fibroblasts interacting both
mechanically and electrically to the triggered activity in

cardiomyocytes with increased ic,; current.

2 Material and methods

Here we apply our mathematical model of electromechanical
activity for the human cardiomyocyte, the TP + M model (Balakina-
Vikulova et al., 2020), based on the ten Tusscher-Panfilov model
(TP06) (ten Tusscher and Panfilov, 2006) and our earlier model of
the myocardial mechanical activity and Ca®* handling (Sulman et al.,
2008). Figures 1, 2 schematically represent the electrophysiological
and mechanical modules of the combined TP + M model (dashed
boxes). This model simulates both mechanical and electrical
behavior of the cardiomyocyte during isometric and afterloaded
contractions (Balakina-Vikulova et al., 2020).

The TP + M model links electrical and mechanical modules via the
set of equations for intracellular Ca*" kinetics. In particular, this set
includes a thorough description of CaTnC kinetics, as the latter is a key
mechanism of the myocardium contraction activation, whereas in the
original TP06 model this kinetics was meant only as an indeterminate
part of a generalized intracellular Ca** buffer. The most important
component of the rheological scheme of the TP + M model (Figure 2,
dashed rectangular boxes) is the contractile element (CE), which
represents the sarcomeres in the cardiomyocyte. This element is
responsible both for generating the active force developed by the
cardiomyocyte and for its shortening due to the cross-bridges (Xbs)
formed by the myosin heads attached to the thin actin filaments.
Attachment of Xbs during the contractile cycle is regulated by Ca** ions
via their binding to troponin C located along the thin filament. An
important feature of this model is the mathematical description of
cooperativity mechanisms (Sulman et al., 2008) that make the kinetics
of CaTnC complexes dependent on the number of attached force-
generating Xbs and allow us to simulate and explain a wide range of
mechano-calcium and mechanoelectric feedback (MCF and MEF)
loops in the cardiomyocyte (Balakina-Vikulova et al., 2020).

Later on we introduced a more detailed description of the
ryanodine receptor (RyR) channel gating compared to the
original TP06 model in the improved variant of the TP + M
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FIGURE 1
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lonic membrane currents and intracellular calcium homeostasis in the TP + M and fibroblast models. The fragment delimited by dashed rectangular

box represents the electrophysiological part of the combined TP + M model. The fibroblasts are labelled Fy, F», .. ., Fn-1, Fn. Calcium currents: L-type Ca®*
current (ic,;) and background Ca?* current (ipc,). Potassium currents: inward rectifier K* current (ix;); transient outward current (i.); rapid and slow
delayed K* rectifier current (i, ixs); plateau K* current (iox). Sodium currents: fast Na* current (iy,) and background Na* current (i,na). Pumps and
exchangers: sarcolemmal Ca®* pump current (ipc.); Na*-K* pump current (in.x) and Na*-Ca?* exchanger (NCX) current (iyac,). Calcium translocations:
Ca?* release from the sarcoplasmic reticulum (SR) via ryanodine receptors into subspace (SS) (/,e); Ca®* diffusion from SS into cytoplasm (/ys,); a small
Ca®* leak from into SR into cytoplasm (/eax); Ca** pumping from the cytoplasm to the SR (/,,), where Ca®* is partially buffered (Buffer 1 in SR). Cytoplasmic

buffering is divided into two parts: Ca?*-troponin C complexes (CaTnC) and buffering by other intracellular ligands (Buffer 2). Non-selective
mechanosensitive current in fibroblasts (iys) was added in model 2 to account for the mechanical interaction of the myocyte and fibroblasts.

model (Bazhutina et al., 2021). This description was taken from the

Shannon model (Shannon et al., 2004).

For modeling the electrical interaction between fibroblasts
cardiomyocytes, we used the MacCannell

(MacCannell et al, 2007), in which the ion currents in

fibroblasts described by The

differential equation for the transmembrane potential at the

and model

were separate equations.

i-th fibroblast membrane is:

ch i 1 .
d—tf = _C_mf (lcfi(chbt) + ggap(chi - meo))s (1)

where V; is the membrane potential of the respective fibroblast,
Cyuy is the capacitance of the fibroblast membrane (6.3 pF), ggap is
the fibroblast-cardiomyocyte conductance (varied from 0.5 nS to
4.0nS in simulations), V,,,, is a membrane potential of the
cardiomyocyte, i.s; is the sum of the transmembrane currents of
the fibroblasts (Figure 1). In the MacCannell model, four membrane
ion currents are considered for fibroblasts: a time- and voltage-
dependent “delayed-rectifier” K* current ig,, an inward-rectifying
K* current ix;, a Na™-K* pump current in,x a background Na*
“leak” current i;x,. The differential equation for the cardiomyocyte
membrane potential is as follows:

de 0 1 . c
— . (lmyo (meoa t) + zggap' (mea - chi))s (2)
dt Cm}"’ i=1
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where C,,,, is myocyte membrane capacitance (185 pF), iy, is the
sum of transmembrane currents across the cardiomyocyte
membrane from the TP + M model, n is the total number of
fibroblasts. The equation for cardiomyocyte membrane potential
is extended compared with the TP + M model because of the
currents through the fibroblast-cardiomyocyte gap junctions.

Our previously published combined model of the interaction
between cardiomyocyte and fibroblasts (Bazhutina et al., 2021) takes
into account the mechanical activity of the cardiomyocyte and its
MEF but describes only the electrical, not the mechanical,
interaction of these cells.

For the new study, we added to the above model a description of
the mechanical interaction of the cardiomyocyte with fibroblasts.
We considered two factors for this interaction: the presence of a
passive elastic force of the fibroblast in response to its deformation,
and MSC-FB detected in experiments using patch-clamp technique
(Abramochkin et al., 2014). The conductance of these channels and
the elastic force depend on the deformation of the fibroblast.

Figure 2 shows a rheological scheme containing fibroblasts as
passive elastic elements (PEfbl, PEfb2, ..., PEfbn) parallel to the
passive elastic element of the cardiomyocyte (PE). Thus, the formula
for the force developed by the myocyte (F,,,,), taking into account
the attached fibroblasts, has the following form:

Friyo = Fxsg = Fpg + 1+ Fpgpp + Feg + Fysi, (3)
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FIGURE 2

Rheological scheme of the virtual cardiomyocyte described with

the TP + M model (delimited by dashed rectangular box) linked with
the elastic units reflecting fibroblast mechanics. The virtual
cardiomyocyte consists of a contractile element generating an
active force, three elastic elements, and two viscous elements. The
contractile element in the model reproduces the sarcomeres in the
cardiomyocyte. Fibroblasts (PEfbl, PEfb2, ..., PEfbn) are attached in
parallel to the elastic element (PE) of the cardiomyocyte, where n is
the number of fibroblasts attached.

Fpepp = /32ﬂ, . (e‘)‘sz'l2 - 1), (4)

where the symbol F with each index represents the force developed by the
respective element of the rheological scheme (Figure 2); # is the number
of attached fibroblasts; &, and B, , coefficients of the passive elastic
force Fpg i, developed by the fibroblast PEfb, which are common both for
the elastic element PE of the cardiomyocyte and for each fibroblast.
When modeling the mechanosensitive current through the
MSC-FB, we
presented by Abramochkin and co-authors for different fibroblast
lengths (Abramochkin et al, 2014). We have made linear
approximations of their experimental data. Since compression

relied on the current-voltage characteristics

and stretch of the fibroblast changes not only the slope of the
I-V curves but also the reversal potential, the formula for the
fibroblast mechanosensitive current (ijg) can be represented as
follows:

ins(AL Vesi) = Gmax - a(AD) - (Vegi = Vi (A1), (5)

where Al is the deformation of the fibroblast during compression
and stretch relative to its initial length, Vi is the membrane
potential of the fibroblast, g4y is the conductance of iy for the
undeformed condition, a(Al) is a deformation-dependent factor of
imys (a(Al) = 1 in the undeformed condition), V,.(Al) is the
mechanodependent reversal potential.

For a detailed description of the above linear approximation and
the selection of parameters of MSC-FB, see the Supplementary
Materials to this article.

The mechanosensitive current is accounted for in the sum of ion
currents through the fibroblast membrane (ics;) in Eq. 1 above,
which describes the transmembrane potential of fibroblasts.
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Thus, we have two models for simulating and analyzing the
coupling cardiomyocyte with fibroblasts:

- the model of electrotonic interaction between the cells without
taking into account mechanical interaction and mechanics of
fibroblasts, which has been developed earlier (Bazhutina et al.,
2021) (hereinafter referred to as model 1);

- the model that takes into account both electrotonic and
mechanical interactions as well as the elasticity of the
fibroblast and the mechanosensitive current through the
fibroblast membrane (hereinafter referred to as model 2).

Model 1 is used in this work only to identify, in comparison with
it, the features of the mechanical and electrical signals obtained in
model 2 when simulating contractions during normal pacing. This
comparison helps to elucidate the contribution of mechanical
coupling to the effects of myocyte-fibroblast interaction.

It should be noted that in the context of this study, all fibroblasts
are considered homogeneous for simplicity, that is, all values of the
parameters of the equations describing each of the n fibroblasts
coincide. Nevertheless, the model makes it possible to take into
account the heterogeneity of fibroblasts interacting with the myocyte
in other applications.

A complete list of equations and parameter values of the
integrative model of cardiomyocyte-fibroblast electromechanical
interaction (model 2) used in this study can be found in the
Supplementary Materials to this article.

All simulations in this work were performed with a myocyte
length of 90% of L, (where L,,,, is the length at which the peak
active isometric force of the myocyte reaches the maximum value)
and a pacing frequency of 1 Hz, unless otherwise noted.

3 Results

3.1 Contribution of mechanical coupling to
the interaction during normal AP
development

In this work, we use the term “normal development of AP” (or
norm) to denote that no triggered activity (neither extrasystoles nor
early/delayed postdepolarizations) occur in cardiomyocytes during
their normal pacing.

Figure 3 shows the results of simulating the isometric
contraction of a cardiomyocyte coupled with four fibroblasts in
model 1 and model 2. The signals shown were obtained in steady-
state conditions at a stimulation frequency of 1 Hz with different
conductances of the gap junction (0.5 nS and 3.0 nS).

In our previous study with model 1, we have shown that
increasing the number of fibroblasts with a gap junction
conductance of gg,p = 0.5nS does not dramatically affect the
mechanical and electrical properties of a cardiomyocyte
compared with its behavior in isolation (i.e., without connected
fibroblasts). Thus, we have assumed that gg, = 0.5nS is
characteristic for a healthy heart (Bazhutina et al., 2021). Similar
effects at gg,, = 0.5 nS are observed for model 2. The only significant
difference between the response of model 2 and model I under the

same contraction conditions is a completely different configuration
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FIGURE 3

Simulation of the effect of coupled fibroblasts (n = 0, 4) and different values of intercellular fibroblast-to-myocyte conductance (ggap = 0.5, 3.0 nS) in
steady-state isometric contractions on the cardiomyocyte action potential (AP), the membrane potential across the i-th coupled fibroblast (V.z), the Ca®*
transient ([Caj;) and the active force generated by the cardiomyocytes (Force). The left column contains the results of the simulation of the isometric
contraction of the same virtual single cardiomyocyte represented by TP + M model. In this case, the membrane potential of the uncoupled fibroblast

is shown. The simulation in model 1 (“without mech”) and model 2 (“with mech") are compared in the middle and left rows. The stimulation frequency is
1 Hz. The force values are normalized to the peak isometric force of the uncoupled myocyte.

of the change in membrane potential of the fibroblast during the
interaction as well as the value of this potential at rest (Figure 3, V.4,
middle and right columns). Moreover, both this configuration and
the value of fibroblast RP in model 2 are in better agreement with
experimental data (Kohl et al., 2006) than in model 1.

In general, it can be seen that when fibroblasts interact with
myocyte in model 2, which describes in particular the activity of the
mechanosensitive current in the fibroblast iy5(ALVcfi), the
membrane potential of fibroblasts shifts upward and its return to
the RP slows when compared with model 1, which does not include
such ion channels (Figure 3, V4 dashed and solid lines). Similar
results were obtained even with a smaller number of attached
fibroblasts.

We have previously shown in model 1 (Bazhutina et al., 2021)
that an increase in the number of coupled fibroblasts n by itself leads
to a decrease in action potential duration (APD) in the
cardiomyocyte and a decrease in contractile force. In model 2, we
obtained the same results, although the APD in model 2 is slightly
longer under the same conditions (Figure 3, AP).

An increase in the number of attached fibroblasts and an
increase in the ggq, leads to a decrease in the force developed by
the cardiomyocyte. The force developed in isometric conditions in
models 1 and 2 (Figure 3, Force, middle panel) is practically not
different in the case of a Jgap of 0.5 nS, which we associate with
relative normality (Bazhutina et al., 2021). However, with a larger
Jgap €qual to 3.0 nS, the isometric force in model 2 drops even more
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significantly than in model 1 where fibroblast mechanics are not
accounted for (Figure 3, Force, right panel). It is important to note
that, as we previously showed (Bazhutina et al., 2021), a high Jgap of
3.0 nS may be associated with severe heart failure, i.e., a pathological
state of the myocardium. The simulation in model 2 suggests that
mechanical interaction of the myocyte with fibroblasts exacerbates
the failure.

Ton current through MSC-FB in model 2, which alters the
membrane potential of the fibroblast (Figure 3, V4), also has a
derived depolarizing effect on the RP of the cardiomyocyte (Figure 3,
AP). This means that interaction with fibroblasts potentially makes
the cardiomyocyte more susceptible to proarrhythmic events. The
depolarizing effect of the interaction of the cardiomyocyte with
fibroblasts in model 2 is more pronounced at g, = 3.0 nS associated
with the pathological state.

To investigate this phenomenon in more detail, we compared
the RP of cardiomyocyte and fibroblasts in models 1 and 2 with
different numbers of attached fibroblasts n = 1, ..., 10 and with
different gap junction conductance gg,, = 0.5, . . ., 4.0 nS (Figure 4).
In Figure 4B presents dependencies of the cardiomyocyte RP on the
number of fibroblasts n obtained in model 2 for a few gap junction
conductances gg4,. The panel makes it possible to compare all these
dependencies not only with each other, but also with the similar
curves presented on the same scale and obtained in model I (marked
with an asterisk). We see in this panel that RP of the myocyte
obtained in model 1 does not perceptibly depend on either the
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Changes in resting membrane potential in cardiomyocyte (A,B) and fibroblasts (C,D) in model 1, in which the mechano-dependence of fibroblast
activity is not considered (A,C), and in model 2 if compared with model 1 (B,D) with increasing numbers of fibroblasts (n) and values of intercellular
conductance between fibroblasts and myocytes (gg4,). The lines marked with asterisks in panels (B,D) are the same as those shown in panels (A,C) for

model 1, but shown at the same scale as the lines for model 2.

number of fibroblasts or the gap junction conductance. All these
results are in good qualitative agreement with simulations previously
performed in a purely electrophysiological MacCannell model of the
interaction of a cardiomyocyte with fibroblasts (MacCannell et al.,
2007). However, the weak dependence of the RP of the
cardiomyocyte on the number of fibroblasts is one of the
disadvantages of the MacCannell model (and accordingly our
model 1).
depolarizing  contribution

previous Contrastingly, there is a
of both n

cardiomyocyte RP in model 2, when n or gg,, increases. Another

significant
and gy in the

important feature in Figures 4B, D is that all lines representing RPs
obtained in model 1 are significantly lower than all lines for RPs
obtained in model 2.

Let us pay attention to the main feature of model 2 compared to
model 1, which most likely determines RP’s dependencies on n and
Jgap Obtained in simulations on model 2. We believe that the
significant depolarizing contribution of the iygs current to the RP
of fibroblasts (Figure 4D) is just such a feature. Note that there was
no iys current at all in model 1. The depolarization of the fibroblast
RP inevitably induces the depolarization of the myocyte RP in model
2 (Figure 4B); moreover, the numerical solutions of the model
equations show that the greater n and/or gg, the stronger the
induced myocyte RP depolarization. In other words, according to
the prediction of model 2, the vulnerability of the cardiomyocyte to
the triggered activity becomes greater with a pathological growth of
the intercellular fibroblast-to-cardiomyocyte conductance and of the
number of the neighboring fibroblasts.

Interplay between effects of MCF and MEF in the cardiomyocyte
and its electromechanical coupling with fibroblasts equipped with

Frontiers in Physiology

mechanosensitive ion channels is observed when simulating
isometric contractions at different initial lengths and different
numbers of attached fibroblasts in model 2.

Figure 5 shows mechanical, electrical, and calcium signals in the
cardiomyocyte during its steady-state isometric twitches, when it
interacts with 2 and four fibroblasts in model 2 at two different gg,,
values: 2.0nS and 3.0nS. In all cases, the initial length of the
cardiomyocyte is shown to influence the time course of the AP,
the Ca®* transient and the isometric force developed. These changes
are based on the mechanisms of MCF and MEF, as we have shown
earlier (Balakina-Vikulova et al., 2020). Increasing both gg,, and n
results in a decrease in peak of Ca** transients and a significant
decrease in peak active isometric force at all lengths. The RP values
in cardiomyocyte and fibroblasts are also length-dependent in all
cases. A decrease in the initial length of the cardiomyocyte
additionally depolarizes the RPs in both the cardiomyocyte and
fibroblasts at any number of attached fibroblasts for both tested
values of g, (Figure 6).

Results of the above part of simulations reveal that
complementing electrotonic interaction of the cardiomyocyte and
fibroblasts with their mechanical interaction and mechanosensitive
currents in the fibroblasts produces noticeable changes in the
development of the myocyte isometric force and alters the
electrical processes in both the myocyte and the fibroblasts. In
particular, the mechanosensitive current in fibroblasts causes a
marked depolarization of membrane in rest in both the myocyte
and fibroblasts, especially at pathological levels of conductance of
the gap junctions between the myocyte and fibroblasts (gg,, >
3.0nS), and such depolarization is potentially arrhythmogenic.
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Isometric contractions of a cardiomyocyte at a length of 90%L,.x in the case of a 1.4-fold increase (compared to the norm) in L-type calcium
current conductance. (A) simulation in the TP + M model (i.e., without fibroblasts), where no triggered activity occurs. (B) simulation in model 2 with
electromechanical interaction with four fibroblasts at 4., = 3.0 nS. Upper panels: cardiomyocyte APs in the time interval from 0 to 200 s at a pacing rate
of 1 Hz. Other panels: details of APs, Ca®* transients ([CaJ;), concentration of calcium-troponin complexes (CaTnC) and isometric force signals
(Force) in the interval from 84 to 100 s, marked by dashed rectangles in the upper panels. The EADs in model 2 are shown by arrows.

The degree of depolarization of RP depends on both the number of
fibroblasts attached and the mechanical conditions of contraction
(length). The latter means that RP depolarization is mechano-
dependent.

Below in Discussion, we elucidate mechanisms underlying the
contribution of MSC-FB to the pronounced differences between
fibroblast membrane potentials in models 1 and 2, including a
significant difference between fibroblast RPs in these models,
which in turn leads to differences between cardiomyocyte RPs.

3.2 Proarrhythmic contribution of
electromechanical interaction between
calcium-overloaded cardiomyocyte and
fibroblasts

Model 2 that includes a description of mechano-dependent
activity in fibroblasts is used to study the mechanisms of
spontaneous electrical activity of cardiomyocytes associated
with an increase in L-type calcium current ic,;. Similar study
has been performed previously (Sridhar et al, 2017) in
mathematical model combining the TNNP model (ten
Tusscher et al., 2004) with the MacCannell fibroblast model
(MacCannell et al., 2007). In that work, only the electrotonic
interaction between cardiomyocytes and fibroblasts
considered, and the mechanics for both types of interacting

was
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The authors used

experimentally confirmed effect of significant depolarization of

cells were not taken into account.
RP in the communicating fibroblasts and cardiomyocytes with an
increase in the number of fibroblasts (Miragoli et al., 2006). In
their model, however, such significant effect did not occur by
itself due to only electrotonic intercellular interaction. Therefore,
they set it as an additional external condition. Under this external
condition, an increase in gap junction conductance together with
an increase in ic,;, was shown to increase vulnerability to the
triggered activities manifesting themselves as EADs (Sridhar
et al., 2017).

In this work, the same protocol of increasing ic,;, to achieve
arrhythmic cellular dynamics in the cardiomyocyte was repeated in
model 2 involving electromechanical interaction between the
cardiomyocyte and the fibroblasts attached to it. However, in
contrast to the cited work (Sridhar et al, 2017), we do not
introduce depolarization of RPs in fibroblasts as an additional
for the This
depolarization in model 2 occurs by itself, as shown above. As

external  condition numerical experiment.
shown in Figures 7-9, in model 2 we obtained not only EADs
but even early extrasystoles in conditions of increased icy;.

Figure 7 shows the simulation results with 1.4-fold increase in
the conductance of ic,; compared to the normal conductance of
5e-5 (F-s)™' (see Supplementary Materials). This change in ic,; in
the same single cardiomyocyte does not cause triggered activity

(Figure 7A), but in the case of its electromechanical interaction
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fibroblasts

FIGURE 9

Diagram of the dependence of the occurrence of EADs (denoted

by 0) and extrasystoles (denoted by 1) in the calcium-overloaded
cardiomyocyte (twofold increase in ic; compared to the norm) in
model 2 on a number of fibroblasts (n =0, ..., 4) and intercellular
fibroblast-to-myocyte conductances (ggsp = 0.5, 1.0, 2.0, 3.0 nS)
during isometric contractions at an initial cardiomyocyte length of
90%L pmax-
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with four fibroblasts EADs occurs in it (Figure 7B). Note that the
1.4-fold increase is smaller than twofold increase in this current
implemented by Sridhar et al. to obtain EADs (Sridhar et al.,
2017).

Then we applied the twofold increase in ic,;, in the TP + M model of
the single cardiomyocyte and in model 2 (Figure 8). In the
electromechanical TP + M model that forms the basis for model 2,
the twofold increase in i, in the single cardiomyocyte gradually (twitch-
by-twitch) causes calcium overload, which in turn leads to the
development of EADs (Figure 8A). In other words, in the
electromechanical TP + M model (as opposed to the electrical TNNP
model used by Sridhar et al.), EADs occur when the cardiomyocyte is
overloaded with calcium due to twofold increase in ic,; even without
attachment of fibroblasts. The mechanism of these triggered activities,
particularly the role of MCF and MEF loops in the myocyte, is discussed
below (see Discussion). In the ensemble with fibroblasts in model 2, the
twofold increase in i, results not only in EADs but also in early
extrasystoles manifesting themselves as both extra APs and extra
contractions (Figure 8B). For early extrasystoles to occur in the
cardiomyocyte after twofold increase in ic,, it turned out to be
sufficient to attach only two fibroblasts to the cardiomyocyte rather
than four. Note that early ventricular extrasystoles have been
demonstrated in a patient in a clinical trial, such as in Figures 9C, D
in the article by Shabetai et al. (1968).

frontiersin.org


https://www.frontiersin.org/journals/physiology
https://www.frontiersin.org
https://doi.org/10.3389/fphys.2023.1123609

Kursanov et al.

As mentioned above, the presence of MSC-FB leads to
depolarization of cardiomyocyte RP. This depolarization increases
with an increase in gg,, and in the number of fibroblasts and thus
contributes to the proarrhythmic vulnerability of the myocyte. In
particular, when cardiomyocytes are overloaded with calcium, MSC-
FB may enhance triggered activities in such cardiomyocytes up to
extrasystoles (compare Figures 8A, B).

Thus, in model 2, interaction with fibroblasts of cardiomyocytes
overloaded with calcium contributes to the occurrence of both EADs
and extrasystoles in these cells. The latter occur at sufficiently large
Jgap Values. The diagram in Figure 9 shows that cardiomyocyte
vulnerability to both types of the triggered activities in model 2
increases with an increase in the number of attached fibroblasts and/
or an increase in gap junction conductance gg,,. The more
fibroblasts attached, the lower the threshold of gg,, at which the
corresponding disorders occur. Variations of other parameters
including the myocyte lengths do not change significantly the
overall picture. For example, when a cardiomyocyte interacts
with 2 fibroblasts at gg,, = 2nS and initial length of 80% of
L,nax 1O extrasystoles occur, only EADs.

Figures showing the simulation of triggered activity with an
increase in the conductance of ic,; in model 1, in which only the
electrotonic interaction of the cardiomyocyte with fibroblasts is
considered, are not shown here. Arrhythmias in model I are
identical to those in the TP + M model, which reproduces the
electromechanical behavior of the single cardiomyocyte. Only EADs
do arise in model 1, and this occurs at the same and only at the same
values of the ic,; conductance as in the simulated cardiomyocyte
without fibroblasts attached.

4 Discussion

4.1 MEF in the model of cardiomyocyte
electrically connected with fibroblasts

There are a number of experimental data sets indicating that
communication between cardiomyocytes and fibroblasts may itself
contribute to arrhythmogenesis (Yue et al., 2011; Rohr, 2012;
Vasquez and Morley, 2012; McArthur et al.,, 2015; Pellman et al.,
2016; Sanchez et al., 2019; Hall et al.,, 2021; Nicin et al., 2022).
However, our understanding of the mechanisms underlying this
pathological manifestation of cardiomyocyte-fibroblast interaction
is still incomplete. In the present paper, we apply mathematical
modeling to uncover such possible mechanisms associated with the
electromechanical and
fibroblasts.

To study the effect of fibroblasts on the electrical and mechanical

coupling of human cardiomyocytes

activity of human myocardium, we have previously constructed a
model of the electrical interaction of a human cardiomyocyte with
fibroblasts (Bazhutina et al., 2021), which we refer to here as model 1.
Model 1 is an extension of the MacCannell model (MacCannell et al.,
2007). As is well known, the cardiomyocyte in the MacCannell
model is represented by the electrical TNNP model (ten Tusscher
et al,, 2004), whereas in model 1 we replaced the TNNP model with
our electromechanical TP + M model that combines the TP06 model
(a further development of the TNNP model) and a module for
simulation of cardiomyocyte mechanics (Balakina-Vikulova et al.,
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2020). This allowed us to analyze some aspects not only the electrical
but also the mechanical response of a cardiomyocyte to electrical
interaction with fibroblasts in model 1. In addition, MEF and MCEF,
mediated by Xbs and CaTnC kinetics included in the TP + M model,
allowed us to evaluate the effects of the mechanical pattern of
cardiomyocyte contractions on its electrical function in an
ensemble with fibroblasts. At the same time, there was no actual
mechanical interaction between the myocyte and fibroblasts in
model 1.

Some of the results obtained in model 1 are shown here
(Figure 3) in comparison with similar simulations performed
in model 2. A wide range of numerical experiments performed in
model 1 and their detailed analysis were published by us earlier
(Bazhutina et al.,, 2021). A brief summary of that previous work is
as follows.

Specifically, in that study, we showed that the isometric force
of the myocyte did not decrease by more than 20% when two
fibroblasts electrically interacted with this myocyte with a
conductance of ~0.5nS, as compared to the same simulated
single cardiomyocyte. Furthermore, at a g4, of 0.5nS, both
the slope of the isometric “Length-Force” relationship and the
effect of load-dependent relaxation during isotonic twitches were
found to be nearly the same for the cardiomyocyte interacting
with two fibroblasts and for the single cardiomyocyte. As the
number of attached fibroblasts continues to increase, the
isometric force of the myocyte decreases sharply at the same
Jgap of 0.5nS. However, a much more substantial decrease in
force even in the case of only two fibroblasts, occurred at higher
simulated junctional conductance values (when the range of g,
from the (MacCannell et al., 2007) article was tested), especially at
the ggqp 0f 3.0 nS. This decrease was accompanied by a significant
decrease in the peak value and duration of the Ca*" transient, the
slope of the “Length- Force” relationship, and the almost
complete disappearance of the effect of load dependence of
relaxation during isotonic twitches. This suggests that the gg.,
of 3.0nS is a feature of severe pathologies. There is ample
experimental evidence for the increase in gap junction
conductance associated with the expression of connexins
Cx45 and Cx43 in various pathological conditions (Doble and
Kardami, 1995; Camelliti et al., 2004; Miragoli et al., 2006;
Vasquez et al., 2010; McArthur et al., 2015; Pecoraro et al.,
2015). For example, a significant increase in Cx43 levels was
found in fibroblasts after myocardial infarction in rats (Miragoli
et al, 2006; Vasquez et al, 2010; McArthur et al, 2015),
suggesting that increased Cx43 expression in fibroblasts from
hearts exposed to infarction may lead to increased formation of
gap junctions between myocytes and fibroblasts. These findings
have allowed McArthur et al. (2015) to suggest that increased
electrical coupling between myocytes and fibroblasts in the
context of cardiac disease may affect myocardial electrical
activity and contribute to the occurrence of arrhythmias. Our
previously performed simulations (Bazhutina et al., 2021) give
reasons to believe that such pathological conditions not only
affect electrical activity but also lead to a dramatic decrease in
cardiomyocyte mechanical activity and weak MCF- and MEF-
loops associated with CaTnC kinetics in the cardiomyocyte. The
greater the number of attached fibroblasts and especially the
conductance of gap junctions, the weaker both feedback loops.

frontiersin.org


https://www.frontiersin.org/journals/physiology
https://www.frontiersin.org
https://doi.org/10.3389/fphys.2023.1123609

Kursanov et al.

Current, nA

—0%L

----80%L

FIGURE 10

Current-voltage relationships for the non-selective
mechanosensitive current in fibroblasts in model 2, given for two
lengths of 80% and 90% of L,ax (Where L4 Of fibroblasts is related to
Lmax Of cardiomyocyte). The two parts of the shaded area
correspond to the different polarity of the mechanosensitive current
in the fibroblast, determining its depolarizing (the lower part) and
repolarizing (the upper part) contribution to the fibroblast membrane
potential for any instant length of the fibroblast within the range of
80%—-90% Of Lpax.

4.2 Resting membrane potential in
cardiomyocyte and fibroblasts

Despite all the above findings, model 1 accounting for only the
electrical communication of the cardiomyocyte with fibroblasts,
failed
depolarization of the RP in the myocyte and fibroblasts

to simulate experimentally observed  significant

communicating with it in response to an increase in their
number (Miragoli et al., 2006) and increased vulnerability to
of the
cardiomyocyte due to this communication in pathological

triggered activity (e.g, EADs and/or extrasystoles)

conditions.

A significant effect of myocyte-fibroblast communication on
RPs occurs in model 2, as shown in Figures 3-6. This effect is
primarily due to the significant depolarization of the fibroblast RP in
model 2 compared to model 1. The differences between the
membrane potentials in model 2 and model 1 can be clearly seen
in Figure 3. The contribution of the MSC-FB included in model 2 to
these differences is discussed further.

To do this, refer to Figure 10 that shows two length-dependent
voltage-current relationships for MSC-FB in model 2, which
experimental justification and numerical interpolation of the
corresponding experimental relationship are presented in more
detail in the Supplementary Materials “IIL
Fibroblasts—Myocyte In
particular, the formulation of the fibroblast mechanosensitive

(Section
Electromechanical  Interaction”).
current (ips) contains a length-dependence of the reversal
potential and conductance. The solid line in Figure 10 is drawn
for a constant cardiomyocyte length of 90% of L,,,,, and the dashed
line for 80% of L,,,,, where L,,,, is the length at which the myocyte
develops maximum isometric force (L,,,,, in terms of the sarcomere
lengths, corresponds to 2.23 um). All contractions shown in Figures
3-9 begin at the initial length of 90% of L,,,,,. Note that although in
this work we are simulating isometric contractions, this is isometry
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of the entire virtual preparation presented in Figure 2. The
preparation has a certain internal compliance (elastic elements
XSE and SE) (Sulman et al., 2008) so that the sarcomeres shorten
during contractions. Nevertheless, their length remains higher than
80% of L,,,,. Along with the cardiomyocyte, the fibroblast parallel to
it also remains in the range between 80% and 90% of its L,,,, (here
the L,,.. of the fibroblast is associated with the L, of the
cardiomyocyte).  Therefore,  the voltage-current
relationship for MSC-FB in the range of possible lengths lies

instant

within the shaded area between the solid and dashed lines in
Figure 10.

According to Eq. 1, the current through the non-selective MSC-
FB in model 2 is an additional term to the sum of the ionic currents
through the selective channels considered in both model 2 and model
1. The contribution of this term to the dynamics of the fibroblast
membrane potential can be either depolarizing or repolarizing,
depending on the direction of the current through the MSC-FB:
a negative current makes a depolarizing contribution, a positive one
a repolarizing one.

Based on these circumstances, we compare the dynamics of the
membrane potentials of fibroblasts in model 2 and model 1 in
Figure 3. For certainty, we consider the potentials in the middle
panel in the second row (of course, the same comparison is also
correct for the right panel). After a stimulus, the fibroblast
membrane potential lies in the lower part of the shaded area
between the
(Figure 10) and is guaranteed to remain there at least as long as

length-dependent  voltage-current relationships
its value is no higher than —38 mV. It returns to the same subarea
during the repolarization phase as soon as it falls below —38 mV.
Since the current through MSC-FB is negative in this subarea, its
contribution to the formation of the fibroblast membrane potential
turns out to be depolarizing, thus underlying the depolarization of
the fibroblast RP in model 2 compared to model 1 in Figure 3.

If, on the other hand, the fibroblast potential is above —30 mV
during its development (see the same panel in Figure 3), it enters the
upper part of the shaded area in the voltage-current diagram
(Figure 10). Therefore, the current through the MSC-FB becomes
positive, and its contribution to the formation of the fibroblast
membrane potential becomes repolarizing. This explains the
decrease in the spike and plateau of the fibroblast membrane
potential in model 2 compared to model 1 (Figure 3).
of fibroblast RP leads
depolarization of myocyte RP due to the electrotonic interaction

Depolarization inevitably to
between these cells; moreover, it follows from Eq. 2 that RP
depolarization in the myocyte increases with the growth of »
and/or ggap.

The relative depolarization of the RP in model 2 compared to
model 1 also predetermines the difference between both calcium and
force signals in these two models, shown in Figure 3, so that the
calcium transient and force in model 2 are lower than in model 1.
Indeed, the depolarized RP in model 2 reduces, in particular, the
electrical gradient for the calcium ions carried by ic,;, and therefore
reduces this current as such. Reducing the number of Ca®" jons
entering with this current during any twitch gradually (twitch-to-
twitch) reduces the calcium load of the SR compared to model 1.
Hence, the calcium concentration in the SR is lower in model 2 than
in model 1 when the steady-state twitches in both models are
compared. Thus, during the steady-state twitches, the number of
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Ca®* ions entering the cytosol from both outside and SR in model 2
turns out to be smaller than in model 1. This is the cause of the
difference observed in Figure 3 between the calcium transients in
these two models, which in turn underlies the difference between the
respective forces.

It would be quite tempting to consider some calcium unloading
of the SR (as observed in model 2 during the interaction of
cardiomyocyte with fibroblasts) as a mechanism that might
counteract arrhythmogenic overload of the SR in the case of an
increase in ic,; conductance. Unfortunately, our results presented in
Figures 7, 8 suggest that this counteraction fails to prevent such
overload. Moreover, the relative depolarization of the resting
potential in model 2, which underlies the unloading of the SR, on
the other hand, is itself an arrhythmogenic factor. The specific
contribution of this depolarization, which arises in model 2 in
the
fibroblasts, to the amplification of EADs shown in Figures 7, 8 is

response to interaction between cardiomyocyte and

discussed below.

4.3 Increased ic,, and proarrhythmic events

Note that the authors of the paper cited above (Sridhar et al.,
2017), who used a mathematical model of the electrical interaction
of fibroblasts with a cardiomyocyte under conditions of increased
icqr, in the cardiomyocyte, did obtain EADs in response to an
increase in the number of fibroblasts, but only under an
additional Without this
triggered activity did not occur in their simulations as well.

condition. considering condition,
Specifically, they had to artificially increase depolarization of RP
in the fibroblasts interacting electrically with the myocyte because
such depolarization by itself in response to the interaction was too
weak in the MacCannell model they used (MacCannell et al., 2007).

Of note, in the TP + M model of the cardiomyocyte used in our
study to combine with fibroblast models, EADs do occur due to the
cardiomyocyte overload with calcium caused by a sufficiently large
increase in ic,;. For example, Figure 8A shows EADs in a simulated
single myocyte at a twofold increase in ic,; conductance compared
to the norm. The mechanical activity of the cardiomyocyte together
with MEF and MCF are fundamentally important factors for the
occurrence of EADs in the TP + M model (as discussed a few
paragraphs  below). the TNNP
electrophysiological model, proarrhythmic events do not occur at

Therefore, in original
all under the same conditions when simulating a cardiomyocyte that
is not connected to fibroblasts (Sridhar et al., 2017). Below we will
discuss the mechanism of proarrhythmic activity triggered by
calcium overload of the cardiomyocyte in the TP + M model and
the contribution of MCF to this mechanism. However, it should be
emphasized that as model 1 revealed, electrotonic interaction with
fibroblasts was not enough as such to affect the arrhythmogenic
response of the cardiomyocyte to its calcium overload by an increase
in ic,. Indeed, the equal levels of ic,; conductance in the
cardiomyocyte alone and in the same cardiomyocyte electrically
connected to the fibroblasts either resulted in EADs in both cases or
did not cause triggered activity in any one of them. Neither the
number of fibroblasts nor gap junction conductance alter this
complete coincidence of responses to increased calcium current
in model 1.
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The interplay of electrotonic and mechanical interactions
between the cardiomyocyte and fibroblasts implemented in model
2 showed a completely different pattern. Even with a relatively
modest increase in ic,; conductance (1.4-fold increase compared to
the norm) EADs occur in the cardiomyocyte included in model 2
together with four fibroblasts (gg, = 3.0nS), whereas no
proarrhythmic disturbances occur in the same virtual single
7). The twofold icaL
conductance compared to the norm causes the appearance of

cardiomyocyte (Figure increase in
EADs already in the single cardiomyocyte. In model 2, such an
increase in ic,; in the same myocyte, even with only 2 fibroblasts
attached, causes not only EADs but also early extrasystoles
(Figure 8). As might be expected, both an increase in fibroblasts
(from 2 to 4) and an increase in gap junction conductance (from
1.0nS to 3.0nS) increase the extrasystolic vulnerability of the
myocyte (Figure 9).

Let us discuss the mechanisms underlying these events in an
ensemble of cardiomyocyte and fibroblasts that are electrically and
mechanically connected. These are, on the one hand, internal
mechanisms in the myocyte that trigger arrhythmogenic events
in it and, on the other hand, amplifying mechanisms related to

the coupling of myocytes and fibroblasts.

4.4 Internal mechanisms in the myocyte

An increase in i,y leads to an overload of the cardiomyocyte
with calcium. Figure 11 shows an increase in Ca®* level in
sarcoplasmic reticulum (SR) in response to twofold increase in
this current as compared to the normal ic,;. In both cases, the
data are presented for the cardiomyocyte not associated with
fibroblasts. The diastolic concentration of cytosolic Ca** and the
peak Ca®" transients also increase more than twofold. The
overloading of the cardiomyocyte with Ca’" in response to an
increase in ic,, is no less significant in the case when this
cardiomyocyte is associated with fibroblasts. This overload is the
main proarrhythmic factor in conditions of the increased ic,;. This
factor is necessary for the occurrence of triggered activity, but is not
always sufficient.

For example, no EADs arise in cardiomyocytes overloaded with
calcium simulated in the electrophysiological TNNP model unless
they interact with fibroblasts (Sridhar et al., 2017). We did obtain
EADs the applying the
electromechanical TP + M model. The main difference between
the TP + M model and the TNNP model used by Sridhar et al. is that
the TP + M model accounts for cardiomyocyte mechanics, including
MCF and MEF.

This difference suggests that mechanical feedbacks are to be

even in single cardiomyocyte

responsible for the occurrence of EADs in the calcium-
overloaded human myocyte. Detailed analysis of simulated
EADs in the TP + M model shows that a feedback loop
indeed plays a key role in these triggered activities, being
based on the mechanism of cooperativity that makes CaTnC
kinetics dependent on the number of attached force-generating
Xbs. Overall, the observed arrhythmogenic disturbances arise
due to the following sequence of intracellular processes in the
calcium-overloaded cardiomyocyte, whether or not this myocyte
is associated with fibroblasts.
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[Ca]SR, mM

FIGURE 11

Calcium SR concentration in the TP + M model shown for 10 s. There is 1 Hz cardiomyocyte stimulation at normal ic,, conductance (solid line) and
at twofold increase inic,, conductance (dashed line). In the case of the increased i, conductance at which the calcium overload of the myocyte occurs,
the signals of greater and smaller amplitude alternate. When diastolic loading of the SR corresponds to signals of greater amplitude, spontaneous partial
calcium release from the SR before the next stimulus occurs in addition to the regular calcium release. Due to this additional release, SR does not

have time to fill to the same high level until the next stimulus.

© o o
N o
—
I

Fraction of open }»
e
N

ryr calcium channels
o

92.2 92.8

100 . . . .
92.2 924 92.6 92.8 93.0
time, s
C 15 ‘ . . :
5
g 17 1
@
<
o 051
[T
0 L 1 I ‘l‘ »»»»»»
92 92.2 94.4 92.6 92.8 93.0
time, s
FIGURE 12

Effect of Xb-CaTnC cooperativity on the occurrence of triggered
activity in the cardiomyocyte overloaded with calcium by the twofold
increase in ic, conductance. The cardiomyocyte is coupled with

2 fibroblasts in model 2; g4, = 2.0 nS. (A) fraction of RyR calcium
channels opened; (B) action potential (AP); (C) force generated (Force)
after 96 s of regular stimulation with the rate of 1 Hz. The solid and
dashed lines are used for two simulations (see text for details of the
numerical experiments).

(1) During the myocyte relaxation phase, dissociation of CaTnC
complexes increases due to the cooperative dependence of the
CaTnC decay rate on the number of the attached Xbs. Ca*" ions
dissociated from TnC partially diffuse into the subspace
surrounding the junctional SR.
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(2) Under conditions of moderate overload of the myocyte with
cytosolic and sarcoplasmic reticular Ca**, the following process
occurs: the Ca*" ions rapidly dissociated from TnC maintain the
excess of calcium level in the cytosol until the end of the
refractoriness of the RyR channel, which arouse after the
Ca® release induced by the previous regular stimulus. This
refractoriness ends just during the relaxation phase. The term
“excess level” in this context refers to such a level of cytosolic
calcium that is sufficient for the Ca®*-induced additional
opening of the RyR channels, ie., for the initiation of
spontaneous Ca®*-induced Ca** release from the SR into the
cytosol between regular electrical stimuli (e.g., solid line,
Figure 12A). We have previously referred to the sequence of
events described in (1), 2 as the mechanism of “Xb-induced
spontaneous Ca’* release” (Sulman et al., 2008).

(3) Because of the same overload, the amount of calcium ions

spontaneously released from SR is quite large to activate the

Na*-Ca** current and thus contribute to the spontaneous

voltage after repolarization of the

spike during or

cardiomyocyte AP.

Previously, we analyzed arrhythmic cellular dynamics triggered
by Ca’ overload in the framework of the Ekaterinburg-Oxford
model  describing  excitation-contraction  coupling  in
cardiomyocytes of laboratory animals (guinea pigs, rabbits)
(Sulman et al, 2008). In the Ekaterinburg-Oxford model, we
induced a gradual overloading of the myocyte with Ca®" from
beat to beat by partial inhibition of the membrane Na*-K'
ATPase and described the arrhythmogenic sequence of events
(1)-(3) for the first time. The same sequence of events now
the of the
cardiomyocyte, where overload is caused by increased ic,.. As a
result, these events induce EADs in the simulated single human

cardiomyocyte, whereas these proarrhythmic events may be

occurs in electromechanical model human

amplified to early extrasystoles in the same myocyte interacting
with fibroblasts. The contribution of the interaction between the
myocyte and fibroblasts to such escalation of triggered activity in
model 2 is as follows.
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4.5 Amplifying mechanisms associated with
myocyte-fibroblast coupling

As shown above, when fibroblasts are coupled to a cardiomyocyte,
the presence of mechanosensitive currents in fibroblasts mimicked in
model 2 significantly depolarizes RPs both in the fibroblasts and in the
myocyte compared to model 1. This depolarization effect in model 2 is
length-dependent and increases significantly with the number of
coupled fibroblasts as well as with the growth of gg,,. Thus, under
conditions of Ca®* overload of the cardiomyocyte interacting with
fibroblasts, sufficiently large # and g, promote the level of RP
depolarization to reach the critical magnitude at which the following
occurs. The spontaneous voltage spike (the last event in the sequence
(1)-(3) above) reaches the level of AP, i.e., it initiates an extrasystole
including an abnormal increase in myocyte active force (solid lines,
Figures 12B,C).

Figure 9 shows combinations of 7 and gg,, from the ranges 2 <
n <4 and 1.0 nS < ggqp < 3 S for which early extrasystoles occurred
in model 2.

Note that when both the number of fibroblasts and gap junctional
conductance are higher than the indicated ranges (n > 4 and g, >
3.0 nS) proarrhythmic events are formally absent in model 2, but such a
large n and gg,, predetermine extreme cardiomyocyte failure in the
model. Such cardiomyocytes are actually no longer able to contract,
because so large number of fibroblasts and/or so high g, conductance
result in a strong drain of charge from the cardiomyocyte into the
fibroblasts. This shortens APs and consequently the duration of ic,
activated by the AP also decreases. Therefore, the amount of calcium
entering the myocyte in response to each stimulus decreases (even
despite the increased conductance of i,y itself), resulting in a gradual
calcium unloading of the cardiomyocyte rather than in the overloading.
As a result, arrhythmogenic overload with Ca*" does not occur in the
cardiomyocyte. At the same time Ca®* transients and, accordingly, the
developed force become negligible.

An increase in dissociation of CaTnC complexes during the
myocyte relaxation phase due to the cooperative dependence of
CaTnC decay rate on the number of bound Xbs triggers the
arrhythmogenic sequence of events (1)-(3) described above.
Comparison of two simulations presented in Figure 12 provides
direct evidence for the key role of the Xb-dependent rate of CaTnC
decay in the occurrence of EADs. The solid lines in all panels of
Figure 12 show time courses of the following variables of the
cardiomyocyte coupled with two fibroblasts in model 2 between
two regular stimuli (at 92 s and at 93 s):

- time-varying fraction of the open RyR channels in the
junctional SR (Figure 12A);

- action potential development (Figure 12B);

- cardiomyocyte force development (Figure 12C).

In response to the stimulus applied at 92 s, regular AP and
contraction were followed by extrasystoles (Figures 12B, C). An
important feature of this simulation was that the dissociation of the
CaTnC complexes depended continuously and cooperatively on the
instantaneous number of attached Xbs, in agreement with the main
postulates of the TP + M model. In particular, the «constant» of the
[CaTnC] decay during the relaxation phase increased all the time in
response to the decreasing amount of Xbs. Hence, despite the significant

Frontiers in Physiology

14

10.3389/fphys.2023.1123609

0.48

T
——original model
-------- modified model

0.479

0.478

0.477

ﬁ*CaTnC, pM/s

0.476 ]
o

-A

0475] i

0.474 ]

0.473 : : : : '
220 425 430 435 440 445

time, ms

450

FIGURE 13

Differences in rates of the dissociation of CaTnC complexes in

two simulations, indicating the role of cooperative mechanisms of this
dissociation in EAD initiation. The curves correspond to the
simulations depicted by dashed and solid lines, respectively, in
Figure 12. The curve for the simulation in which the “constant” of
[CaTnC] decay is willfully stopped in the numerical experiment to
depend on the number of Xbs bound (dashed line) in contrast to the
original simulation in which the EAD occurs (solid line). The dashed
line slopes more steeply than the solid line. The left frame of the panel
corresponds to the moment of the cooperativity dependence switch
(420 ms), indicated by the arrow in Figure 12A. The curves are shown
for the first 30 ms thereafter.

decrease in the number of CaTnC complexes during the relaxation
phase, the dissociation rate of these complexes (i.e., the rate of calcium
release from TnC into the cytosol) almost did not decrease in that
particular time interval in which the analyzed disturbance began to
emerge (solid line, Figure 13). As a result, the excess of cytosolic calcium
according to item (2) of the above sequence of events (1)-(3) triggered
the arrhythmogenic additional opening of the RyR channels during
cardiomyocyte relaxation (solid line, Figure 12A) and caused the
extrasystole (solid lines, Figures 12B, C).

The second simulation, shown with the dashed lines in all panels of
Figure 12, repeats the first simulation described above, shown with the
solid lines, but only up to a point within the relaxation phase indicated
by the vertical arrow in the top panel. This moment immediately
precedes the extra increase in RyR channels opening during
cardiomyocyte relaxation in the first simulation (solid line,
Figure 12B). From the point in time marked by the arrow in this
panel, the [CaTnC] decay “constant” stopped to depend continuously
on the number of bound Xbs, as was in the case of the “solid”
simulation, but was fixed at the value reached at this point in time
for the further time interval. In other words, from the indicated time, the
cooperative effect of Xbs kinetics on CaTnC dissociation was eliminated
in the model for the “dashed” simulation Therefore, the dissociation
rate of the CaTnC complexes decreased significantly after the indicated
time (dashed line, Figure 13), since from this moment the decay rate is
defined only by decrease of [CaTnC]. The reduced CaTnC dissociation
rate prevented the excess calcium in the cytosol and thus the additional
opening of RyR channels triggered by cytosolic calcium between stimuli
(dashed line, Figure 12A). As a result, there was neither an extra AP nor
an additional increase in force (dashed lines, Figures 12B, C).
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Let us compare the results of our modeling with the previously
studied well-known mechanisms of spontaneous trigger activity in
cardiomyocytes. Two types of this trigger activity are usually
considered, which may serve as precursor for the occurrence of
arrhythmias in the myocardium (Andrés et al, 2021). The normal
course of the action potential can be disturbed by the occurrence of
abnormal depolarizing inward currents both during the plateau or
repolarization phase (EADs) and during diastole (delayed
afterdepolarizations - DADs). When the change in action potential
reaches a threshold value, an extra action potential and extrasystolic
contraction may develop, spreading abnormal excitation and
deformation in the myocardial tissue. The most common trigger
activities are observed in cardiomyocytes overloaded with calcium
(Volders et al, 2000). Calcium overload may be caused by a
pathological weakening of Na'-K*-ATPase, by an increase in late
Na® current or by an increase in ic,, (Wasserstrom and Aistrup,
2005; Sipido, 2006; Benitah et al, 2010; Shryock, 2011). The
spontaneous release of calcium from the overloaded SR enhances
the Na*-Ca** exchange current, which is depolarizing inward one
during AP phases 2-4 and thus triggers afterdepolarization. Under
various pathological conditions characterized by a decrease in
potassium currents or a relatively depolarized resting potential, the
repolarization reserve in the cardiomyocyte as a whole weakens. In such
a case, the disturbances (EADs/DADs/Extra APs) can even be caused by
a lower depolarizing current than in other cases (Andrés et al., 2021).
Thus, RP and prolonged AP (as a result of decreased potassium
currents) are factors that increase vulnerability to arrhythmia (Burg
and Attali, 2021).

A repolarization reserve forming during the early phase of
repolarization protects the cardiomyocyte to some extent from
abnormal afterdepolarization during the early repolarization
phase (Trenor et al, 2017). However, as emphasized in the
cited article by Trenor et al. this reserve is quite limited and
can be weakened depending on the intensity of the depolarizing
currents, including the ic,; current. As our simulations show,
increasing this current by 1.8 times or more can completely
eliminate the Notch and even cause a small bulge in its place.
A priori, even a case of a pronounced EAD, rather than just a so
small bulge, could not be excluded. However, according to the
predictions of the model, the repolarization reserve still protects
the cardiomyocyte in the early repolarization phase from the
afterdepolarization that could occur directly in response to the
increased ic,; current.

Note that in the simulations with increased ic,; (Figure 7B and
all panels in Figure 8), other EADs nonetheless occur, but not in the
early phase preceding the plateau. They do arise during the final
phase of AP repolarization, when ic,, is almost completely
inactivated and therefore cannot directly contribute to these
afterdepolarization events.

The latter means that the simulated increase in ic,; can only
indirectly cause the EADs observed in the model, by gradual
moderate overloading of the SR with calcium. The mechanisms
underlying this type of the afterdepolarization, including the effects
of the cross-bridges on CaTnC dissociation during the myocyte
relaxation phase, are discussed above.

Overall, the modeling presented suggests that not only various
contribute

current abnormalities but also mechanical factors

significantly to the arrhythmogenicity in calcium-overloaded human
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cardiomyocytes, especially when they are electromechanically coupled
with fibroblasts. MEFs and MCFs in both the cardiomyocytes (Xb-
induced spontaneous Ca** release) and fibroblasts (mechanosensitive
ion channels) play key roles in this phenomenon.

4.6 Sensitivity of the obtained results to the
parameters potentially critical to
arrhythmogenicity

Our simulations revealed a significant contribution of the newly
included mechanosensitive current i, in the fibroblast model to the
studied arising EADs and extrasystoles in the cardiomyocyte
coupled with fibroblasts. We additionally verified the effects of
varying of the current parameters on these arrhythmogenic
manifestations. When varying the current parameters over a wide
range (up to twice higher or lower than the baseline values), we
obtained results qualitatively similar to those presented above. An
increase in the mechanosensitive current raises cardiomyocyte and
fibroblast RPs, increasing the arrhythmogenic vulnerability. For
example, due to the twofold increase in the reversal potential of
ins trigger activity in the coupled cardiomyocyte arose even when
ica, was increased only 1.5-fold compared to the norm. The
variations in iy parameters are described in more detail in the
Supplementary Materials.

Furthermore, we verified sensitivity of the studied effects to
changes in the model parameters of those ionic currents in the
which
contribute to its arrhythmogenic vulnerability (additionally to the

calcium-overloaded cardiomyocyte, could potentially
conductance of ic,;, which we have already varied and analyzed as
such).

In particular, we varied the conductances of the potassium
the model,

conditions characterized by a decrease in potassium currents, the

currents in since under various pathological
repolarization reserve in the cardiomyocyte as a whole weakens,
which increases the vulnerability to arrhythmias (Burg and Attali,
2021). We varied the parameters of the potassium currents over a
wide range of values and found out that a decrease in ix, and ix;
conductances in the simulated cardiomyocyte caused the trigger
activity in the cardiomyocyte less calcium overloaded, i.e., for
smaller increase in the ic,; conductance. Specifically, in the case
of the twofold reduced ik, and ix, EADs occurred in simulations
with the 1.4-fold increase in the conductance of ic,; and extra APs
with the 1.5-fold increase (compared to the baseline).

There are experimental data indicating that the paracrine
interaction between cardiomyocytes and fibroblasts leads by itself
to a decrease not only in the expression of ix, channels but also in
SERCA expression (Cartledge et al., 2015; Johnson et al., 2020).
Therefore, we additionally verified the effect of SERCA pump rate on
the specific arrhythmogenic vulnerability of the cardiomyocytes
associated with calcium overload. A twofold decrease in the
parameter responsible for the maximum calcium uptake rate by
the SR in the model partially unloaded the cardiomyocyte, so that
trigger activity only occurred with a 2.8-fold increase in the
conductance of ic,; or higher. The latter simulations give a
reason to suppose that paracrine interaction between fibroblasts
and cardiomyocytes overloaded with calcium may influence the

arrhythmogenic vulnerability in such myocytes in an ambiguous
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way: slowing ig, may increase this vulnerability, whereas slowing
SERCA may decrease it.

5 Model limitations

The experiments presented by Abramochkin and co-authors
(Abramochkin et al., 2014) identifying the current iyg through the
mechanosensitive channels MSC-FB in fibroblasts were performed
on rat cardiac fibroblasts, not on human ones. Therefore, the
validation of the parameters of iy as described in our model is
a subject to certain conditions of uncertainty. For avoiding this lack,
we have assessed the sensitivity of the obtained results to the
variations of these parameters (see Section 4.6). It turns out that
the main results are qualitatively independent of the specific values
of the i) parameters.

The description of MSC-FB as a non-selective cation channel could
also be seen as a limitation of the developed model 2. Non-selectivity
means that these channels transport cations of different types
(predominantly Ca*', Mg™, Na" and K" (Stewart and Turner, 2021))
across the fibroblast membrane. As a result, the concentrations of these
cations in the cell can actually change. Unfortunately, it is still unknown
how to measure experimentally fractions of different cations carried by
MSC-FB across the fibroblast membrane and consequently how to
account for these fractions in the model. In various models of
myocardium electrical activity, non-selective channels are described
simply as carriers of positive charges (Healy and McCulloch, 2005;
Salvador et al.,, 2022). We also use this approach for the MSC-FB in our
work. This simplified approach, despite its obvious shortcomings, seems
appropriate in the absence of experimental data. On the other hand, the
simplified non-specific description allowed us to focus on the
mechanodependence of these channels and to evaluate how this
mechanodependence as such revealed itself in the model.

Since trigger activity in our study is tightly related to calcium
dynamics in the cardiomyocyte, other calcium-dependent mechanisms
might modulate the results obtained in the model, i.e., the occurrence of
EADs and extrasystoles. In particular, intercellular communication
between cardiomyocytes and fibroblasts via gap junctions can be
affected by changes in intracellular calcium concentration in the
myocyte, as certain connexin isoforms are calcium-dependent. An
increase in intracellular calcium could hypothetically result in an
inhibition of electrical coupling between the cells, although the way
calcium influences the conductance of specific connexin isoforms and
the exact level of calcium concentration required for an effective
influence have not yet been sufficiently studied (Decrock et al., 2011;
Rodriguez-Sinovas et al., 2021). Based on our results, we can predict the
following effects of the calcium dependence of gap junction
conductance. If the change in intracellular calcium concentration
during cardiomyocyte overload is sufficient to inhibit partially the
current through the gap junction, then this could attenuate the
proarrhythmic effect of the interaction between fibroblasts and
myocytes (see the table in Figure 9). However, this does not exclude
trigger  activity in
cardiomyocytes, as EADs were also observed in our simulations

the occurrence of calcium-overloaded
even in the single cardiomyocytes in the case of its higher calcium
overload (Figure 8A). The exact effects of calcium dependence of gap
junction are still unclear, and mathematical modeling is hardly capable
to clarify them as long as this calcium dependence is so poorly studied.
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Potassium currents are known to contribute to proarrhythmic
AP prolongations under various pathological conditions (Burg and
Attali, 2021). Experimental findings show that both inward rectifier
K" current (ig;) and delayed rectifier K' current (ig) in
cardiomyocytes are likely to be regulated by intracellular calcium,
which is not yet taken into account in our model. Bartos et al.
showed that elevation of intracellular calcium concentration results
in the enhancing of ix, amplitude and a negative shift in the voltage
dependence of its activation in rabbit ventricular myocytes (Bartos
etal,, 2017). They also showed that ik, is usually maximally activated
by calcium at [Ca®']; > 600 nM, i.e., under conditions of normal
calcium transient dynamics, and further increase in [Ca®']; does not
affect i, activity. Therefore, the effect of the calcium dependence of
igs will manifest itself only under conditions of low intracellular
calcium, which does not correspond to the calcium overload of
cardiomyocytes considered in our work. However, when using our
model to study other pathological conditions (e.g., heart failure) in
which cardiomyocyte calcium decreases, the calcium dependence of
ixs should be taken into account. A reduction in repolarizing ik, in
such pathologies could prolong AP and increase susceptibility to
triggering events in cardiomyocytes. The experimental data on the
calcium dependence of ig; are more controversial due to the
different experimental conditions. Investigation of the effects of a
non-adrenergic rise in [Ca*']; on the amplitude of ix; in canine and
human ventricular myocardium has shown augmentation of ix; and
AP shortening (Nagy et al., 2013). The authors concluded that these
effects are mediated in part by a CaMKII-dependent pathway and
may facilitate the repolarization reserve and protect the
cardiomyocyte from trigger events. However, inhibition of ix; by
an increase in intracellular calcium is observed in other experimental
studies (Mazzanti and DeFelice, 1990; Fauconnier et al., 2005).

This decrease in outward current may lead to a prolongation of
AP in cardiomyocytes and contribute to an increased vulnerability
of the arrhythmias. These
controversies do not allow us to include the calcium dependence

myocardium  to experimental
of ix; in the model, despite its potential importance.

In conclusion, the repolarization reserve in the cardiomyocyte,
which protects it from the abnormal trigger activity, is controlled by
many mechanisms and signaling pathways. In our work, we have
specifically focused on the effects of the electromechanical
interaction between fibroblasts and cardiomyocytes, which under
pathological conditions of calcium overload of the cardiomyocyte
can reduce the repolarization reserve of the myocyte and thus
facilitate its trigger activity.

Data availability statement
The original contributions presented in the study are included in

the article/Supplementary Material, further inquiries can be directed
to the corresponding author.

Author contributions
LK, AP, and OS conceptualized the study; AK developed

software and performed numerical experiments; LK, NB-V, AK
developed the model, analysed the data, drafted the manuscript. All

frontiersin.org


https://www.frontiersin.org/journals/physiology
https://www.frontiersin.org
https://doi.org/10.3389/fphys.2023.1123609

Kursanov et al.

authors interpreted the results of numerical experiments, read the
manuscript and approved the submitted version.

Funding

The study was supported by the Russian Science Foundation
grant No. 21-14-00226.

Conflict of interest

The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be
construed as a potential conflict of interest.

References

Abramochkin, D. V., Lozinsky, I. T., and Kamkin, A. (2014). Influence of mechanical
stress on fibroblast-myocyte interactions in mammalian heart. . Mol. Cell. Cardiol. 70,
27-36. doi:10.1016/j.yjmcc.2013.12.020

Andris, V., Tomek, J., Nagy, N., Virdg, L., Passini, E., Rodriguez, B., et al. (2021).
Cardiac transmembrane ion channels and action potentials: Cellular physiology and
arrhythmogenic behavior. Physiol. Rev. 101 (3), 1083-1176. doi:10.1152/physrev.00024.
2019

Balakina-Vikulova, N. A, Panfilov, A., Solovyova, O., and Katsnelson, L. B. (2020).
Mechano-calcium and mechano-electric feedbacks in the human cardiomyocyte
analyzed in a mathematical model. J. Physiol. Sci. 70, 12. doi:10.1186/s12576-020-
00741-6

Bartos, D. C., Morotti, S., Ginsburg, K. S., Grandi, E., and Bers, D. M. (2017).
Quantitative analysis of the Ca’*-dependent regulation of delayed rectifier K* current
Ik, in rabbit ventricular myocytes. J. Physiol. 595 (7), 2253-2268. doi:10.1113/JP273676

Bazhutina, A., Balakina-Vikulova, N. A., Kursanov, A., Snlovyova, 0., Panfilov, A.,
and Katsnelson, L. B. (2021). Mathematical modelling of the mechano-electric coupling
in the human cardiomyocyte electrically connected with fibroblasts. Prog. Biophys. Mol.
Biol. 159, 46-57. doi:10.1016/j.pbiomolbio.2020.08.003

Benitah, J.-P., Alvarez, J. L., and Goémez, A. M. (2010). L-type Ca2+ current in
ventricular cardiomyocytes. J. Mol. Cell. Cardiol. 48 (1), 26-36. doi:10.1016/j.yjmcc.
2009.07.026

Burg, S., and Attali, B. (2021). Targeting of potassium channels in cardiac
arrhythmias. Trends Pharmacol. Sci. 42 (6), 491-506. doi:10.1016/j.tips.2021.03.005

Camelliti, P., Devlin, G. P., Matthews, K. G., Kohl, P., and Green, C. R. (2004).
Spatially and temporally distinct expression of fibroblast connexins after sheep
ventricular infarction. Cardiovasc. Res. 62 (2), 415-425. doi:10.1016/j.cardiores.2004.
01.027

Cartledge, J. E., Kane, C,, Dias, P., Tesfom, M., Clarke, L., Mckee, B., et al. (2015).
Functional crosstalk between cardiac fibroblasts and adult cardiomyocytes by soluble
mediators. Cardiovasc. Res. 105 (3), 260-270. doi:10.1093/cvr/cvu264

Decrock, E., Vinken, M., Bol, M., D’Herde, K., Rogiers, V., Vandenabeele, P., et al.
(2011). Calcium and connexin-based intercellular communication, a deadly catch? Cell.
Calcium 50 (3), 310-321. doi:10.1016/j.ceca.2011.05.007

Doble, B. W., and Kardami, E. (1995). Basic fibroblast growth factor stimulates
connexin-43 expression and intercellular communication of cardiac fibroblasts. Mol.
Cell. Biochem. 143 (1), 81-87. doi:10.1007/BF00925930

Fauconnier, J., Lacampagne, A., Rauzier, J. M., Vassort, G., and Richard, S. (2005).
Ca’*-dependent reduction of Iy, in rat ventricular cells: A novel paradigm for
arrthythmia in heart failure? Cardiovasc. Res. 68 (2), 204-212. doi:10.1016/j.
cardiores.2005.05.024

Hall, C., Gehmlich, K., Denning, C., and Pavlovic, D. (2021). Complex relationship
between cardiac fibroblasts and cardiomyocytes in health and disease. J. Am. Heart
Assoc. 10 (5), €019338. doi:10.1161/JAHA.120.019338

Healy, S. N., and McCulloch, A. D. (2005). An ionic model of stretch-activated and
stretch-modulated currents in rabbit ventricular myocytes. Europace 7 (2), 128-134.
doi:10.1016/j.eupc.2005.03.019

Johnson, R., Mcvey, J., and Camelliti, P. (2020). BSCR Autumn meeting publication in
CDT. Cardiovasc. Drugs Ther. 34 (2), 271-288. doi:10.1007/s10557-019-06933-6

Frontiers in Physiology

10.3389/fphys.2023.1123609

Publisher’'s note

All claims expressed in this article are solely those of the authors
and do not necessarily represent those of their affiliated
organizations, or those of the publisher, the editors and the
reviewers. Any product that may be evaluated in this article, or
claim that may be made by its manufacturer, is not guaranteed or
endorsed by the publisher.

Supplementary materials

The Supplementary Material for this article can be found online
at: https://www.frontiersin.org/articles/10.3389/fphys.2023.1123609/
full#supplementary-material

Kamkin, A., Kiseleva, I, and Isenberg, G. (2000). Stretch-activated currents in
ventricular myocytes: Amplitude and arrhythmogenic effects increase with
hypertrophy. Cardiovasc. Res. 48 (3), 409-420. doi:10.1016/s0008-6363(00)00208-x

Karagueuzian, H. S., Nguyen, T. P., Qu, Z., and Weiss, J. N. (2013). Oxidative stress,
fibrosis, and early afterdepolarization-mediated cardiac arrhythmias. Front. Physiol. 4,
19. doi:10.3389/fphys.2013.00019

Katsnelson, L. B., Solovyova, O., Balakin, A., Lookin, O., Konovalov, P., Protsenko, Y.,
et al. (2011). Contribution of mechanical factors to arrhythmogenesis in calcium
overloaded cardiomyocytes: Model predictions and experiments. Prog. Biophys. Mol.
Biol. 107 (1), 81-89. doi:10.1016/j.pbiomolbio.2011.06.001

Kohl, P., Bollensdorff, C., and Garny, A. (2006). Effects of mechanosensitive ion
channels on ventricular electrophysiology: Experimental and theoretical models.
Exp. Physiol. 91 (2), 307-321. doi:10.1113/expphysiol.2005.031062

Krueger, M. W., Rhode, K. S., O’Neill, M. D., Rinaldi, C. A., Gill, J., Razavi, R,, et al.
(2014). Patient-specific modeling of atrial fibrosis increases the accuracy of sinus
rhythm = simulations and may explain maintenance of atrial fibrillation.
J. Electrocardiol. 47 (3), 324-328. doi:10.1016/j.jelectrocard.2013.11.003

MacCannell, K. A., Bazzazi, H., Chilton, L., Shibukawa, Y., Clark, R. B., and Giles, W.
R. (2007). A mathematical model of electrotonic interactions between ventricular
myocytes and fibroblasts. Biophys. J. 92 (11), 4121-4132. doi:10.1529/biophys;j.106.
101410

Mazzanti, M., and DeFelice, L. J. (1990). Ca modulates outward current through I,
channels. J. Membr. Biol. 116 (1), 41-45. doi:10.1007/bf01871670

McArthur, L., Chilton, L., Smith, G. L., and Nicklin, S. A. (2015). Electrical
consequences of cardiac myocyte: Fibroblast coupling. Biochem. Soc. Trans. 43 (3),
513-518. doi:10.1042/BST20150035

McDowell, K. S., Vadakkumpadan, F., Blake, R., Blauer, J., Plank, G., MacLeod, R. S.,
et al. (2012). Methodology for patient-specific modeling of atrial fibrosis as a substrate
for atrial fibrillation. J. Electrocardiol. 45 (6), 640-645. doi:10.1016/j.jelectrocard.2012.
08.005

Miragoli, M., Gaudesius, G., and Rohr, S. (2006). Electrotonic modulation of cardiac
impulse conduction by myofibroblasts. Circ. Res. 98 (6), 801-810. doi:10.1161/01.RES.
0000214537.44195.a3

Nagy, N., Acsai, K., Kormos, A., Sebék, Z., Farkas, A. S., Jost, N., et al. (2013).
[Ca**];-induced augmentation of the inward rectifier potassium current (Iy,) in canine
and human ventricular myocardium. Pflugers Arch. 465 (11), 1621-1635. doi:10.1007/
500424-013-1309-x

Nezlobinsky, T., Okenov, A., and Panfilov, A. V. (2021). Multiparametric analysis of
geometric features of fibrotic textures leading to cardiac arrhythmias. Sci. Rep. 11 (1),
21111. doi:10.1038/541598-021-00606-x

Nicin, L., Wagner, J. U. G,, Luxan, G., and Dimmeler, S. (2022). Fibroblast-mediated
intercellular crosstalk in the healthy and diseased heart. FEBS Lett. 596 (5), 638-654.
doi:10.1002/1873-3468.14234

Orini, M., Nanda, A., Yates, M., Di Salvo, C., Roberts, N., Lambiase, P. D., et al. (2017).
Mechano-electrical feedback in the clinical setting: Current perspectives. Prog. Biophys.
Mol. Biol. 130, 365-375. doi:10.1016/j.pbiomolbio.2017.06.001

Pecoraro, M., Verrilli, V., Pinto, A., and Popolo, A. (2015). Role of connexin 43 in
cardiovascular diseases. Eur. J. Pharmacol. 768, 71-76. doi:10.1016/.ejphar.2015.10.030

frontiersin.org


https://www.frontiersin.org/articles/10.3389/fphys.2023.1123609/full#supplementary-material
https://www.frontiersin.org/articles/10.3389/fphys.2023.1123609/full#supplementary-material
https://doi.org/10.1016/j.yjmcc.2013.12.020
https://doi.org/10.1152/physrev.00024.2019
https://doi.org/10.1152/physrev.00024.2019
https://doi.org/10.1186/s12576-020-00741-6
https://doi.org/10.1186/s12576-020-00741-6
https://doi.org/10.1113/JP273676
https://doi.org/10.1016/j.pbiomolbio.2020.08.003
https://doi.org/10.1016/j.yjmcc.2009.07.026
https://doi.org/10.1016/j.yjmcc.2009.07.026
https://doi.org/10.1016/j.tips.2021.03.005
https://doi.org/10.1016/j.cardiores.2004.01.027
https://doi.org/10.1016/j.cardiores.2004.01.027
https://doi.org/10.1093/cvr/cvu264
https://doi.org/10.1016/j.ceca.2011.05.007
https://doi.org/10.1007/BF00925930
https://doi.org/10.1016/j.cardiores.2005.05.024
https://doi.org/10.1016/j.cardiores.2005.05.024
https://doi.org/10.1161/JAHA.120.019338
https://doi.org/10.1016/j.eupc.2005.03.019
https://doi.org/10.1007/s10557-019-06933-6
https://doi.org/10.1016/s0008-6363(00)00208-x
https://doi.org/10.3389/fphys.2013.00019
https://doi.org/10.1016/j.pbiomolbio.2011.06.001
https://doi.org/10.1113/expphysiol.2005.031062
https://doi.org/10.1016/j.jelectrocard.2013.11.003
https://doi.org/10.1529/biophysj.106.101410
https://doi.org/10.1529/biophysj.106.101410
https://doi.org/10.1007/bf01871670
https://doi.org/10.1042/BST20150035
https://doi.org/10.1016/j.jelectrocard.2012.08.005
https://doi.org/10.1016/j.jelectrocard.2012.08.005
https://doi.org/10.1161/01.RES.0000214537.44195.a3
https://doi.org/10.1161/01.RES.0000214537.44195.a3
https://doi.org/10.1007/s00424-013-1309-x
https://doi.org/10.1007/s00424-013-1309-x
https://doi.org/10.1038/s41598-021-00606-x
https://doi.org/10.1002/1873-3468.14234
https://doi.org/10.1016/j.pbiomolbio.2017.06.001
https://doi.org/10.1016/j.ejphar.2015.10.030
https://www.frontiersin.org/journals/physiology
https://www.frontiersin.org
https://doi.org/10.3389/fphys.2023.1123609

Kursanov et al.

Pellman, J., Zhang, J., and Sheikh, F. (2016). Myocyte-fibroblast communication in
cardiac fibrosis and arrhythmias: Mechanisms and model systems. J. Mol. Cell. Cardiol.
94, 22-31. doi:10.1016/j.yjmcc.2016.03.005

Quinn, T. A,, and Kohl, P. (2021). Cardiac mechano-electric coupling: Acute effects of
mechanical stimulation on heart rate and rhythm. Physiol. Rev. 101 (1), 37-92. doi:10.
1152/physrev.00036.2019

Rodriguez-Sinovas, A., Sanchez, J. A., Valls-Lacalle, L., Consegal, M., and Ferreira-
Gonzalez, I. (2021). Connexins in the heart: Regulation, function and involvement in
cardiac disease. Int. J. Mol. Sci. 22 (9), 4413. doi:10.3390/ijms22094413

Rohr, S. (2012). Arrhythmogenic implications of fibroblast-myocyte interactions.
Circ. Arrhythm. Electrophysiol. 5 (2), 442-452. doi:10.1161/CIRCEP.110.957647

Salvador, M., Regazzoni, F., Pagani, S., Dede, L., Trayanova, N., and Quarteroni, A. (2022).
The role of mechano-electric feedbacks and hemodynamic coupling in scar-related ventricular
tachycardia. Comput. Biol. Med. 142, 105203. doi:10.1016/j.compbiomed.2021.105203

Sanchez, J., Gomez, J. F., Martinez-Mateu, L., Romero, L., Saiz, J., and Trenor, B.
(2019). Heterogeneous effects of fibroblast-myocyte coupling in different regions of the
human atria under conditions of atrial fibrillation. Front. Physiol. 10, 847. doi:10.3389/
fphys.2019.00847

Shabetai, R., Surawicz, B., and Hammill, W. (1968). Monophasic action potentials in
man. Circulation 38 (2), 341-352. doi:10.1161/01.cir.38.2.341

Shannon, T. R, Wang, F.,, Puglisi, ], Weber, C,, and Bers, D. M. (2004). A
mathematical treatment of integrated Ca dynamics within the ventricular myocyte.
Biophys. J. 87 (5), 3351-3371. doi:10.1529/biophysj.104.047449

Shryock, J. C. (2011). Role of late sodium channel current in arrhythmogenesis. Card.
Electrophysiol. Clin. 3 (1), 125-140. doi:10.1016/j.ccep.2010.10.005

Sipido, K. R. (2006). Calcium overload, spontaneous calcium release, and ventricular
arrhythmias. Heart rhythm. 3 (8), 977-979. doi:10.1016/j.hrthm.2006.01.013

Smaill, B. H. (2015). Fibrosis, myofibroblasts, and atrial fibrillation. Circ. Arrhythm.
Electrophysiol. 8 (2), 256-257. doi:10.1161/CIRCEP.115.002881

Sridhar, S., Vandersickel, N., and Panfilov, A. V. (2017). Effect of myocyte-fibroblast
coupling on the onset of pathological dynamics in a model of ventricular tissue. Sci. Rep.
7, 40985. doi:10.1038/srep40985

Stewart, L., and Turner, N. A. (2021). Channelling the force to reprogram the matrix:
Mechanosensitive ion channels in cardiac fibroblasts. Cells 10 (5), 990. doi:10.3390/
cells10050990

Frontiers in Physiology

18

10.3389/fphys.2023.1123609

Sulman, T., Katsnelson, L. B., Solovyova, O., and Markhasin, V. S. (2008).
Mathematical modeling of mechanically modulated rhythm disturbances in
homogeneous and heterogeneous myocardium with attenuated activity of
Na*-K* pump. Bull. Math. Biol. 70 (3), 910-949. do0i:10.1007/s11538-007-
9285-y

ten Tusscher, K. H., Noble, D., Noble, P. J., and Panfilov, A. V. (2004). A model for
human ventricular tissue. Am. J. Physiol. Heart Circ. Physiol. 286 (4), H1573-H1589.
doi:10.1152/ajpheart.00794.2003

ten Tusscher, K. H., and Panfilov, A. V. (2006). Alternans and spiral breakup in a
human ventricular tissue model. Am. J. Physiol. Heart Circ. Physiol. 291 (3),
H1088-H1100. doi:10.1152/ajpheart.00109.2006

Trenor, B., Cardona, K., Saiz, J., Noble, D., and Giles, W. (2017). Cardiac action
potential repolarization revisited: Early repolarization shows all-or-none behaviour.
J. Physiol. 595 (21), 6599-6612. doi:10.1113/JP273651

Vasquez, C., Mohandas, P., Louie, K. L., Benamer, N., Bapat, A. C,, and Morley, G. E.
(2010). Enhanced fibroblast-myocyte interactions in response to cardiac injury. Circ.
Res. 107 (8), 1011-1020. doi:10.1161/CIRCRESAHA.110.227421

Vasquez, C., and Morley, G. E. (2012). The origin and arrhythmogenic potential of
fibroblasts in cardiac disease. J. Cardiovasc. Transl. Res. 5 (6), 760-767. doi:10.1007/
512265-012-9408-1

Verheule, S., and Schotten, U. (2021). Electrophysiological consequences of cardiac
fibrosis. Cells 10 (11), 3220. doi:10.3390/cells10113220

Volders, P. G. A., Vos, M. A,, Szabo, B., Sipido, K. R., de Groot, S. H. M., Gorgels, A. P.
M., et al. (2000). Progress in the understanding of cardiac early afterdepolarizations and
torsades de pointes: Time to revise current concepts. Cardiovasc. Res. 46 (3), 376-392.
doi:10.1016/s0008-6363(00)00022-5

Wasserstrom, J. A., and Aistrup, G. L. (2005). Digitalis: New actions for an old drug.
Am. J. Physiol. Heart Circ. Physiol. 289 (5), H1781-H1793. doi:10.1152/ajpheart.00707.
2004

Yue, L., Xie, J., and Nattel, S. (2011). Molecular determinants of cardiac fibroblast
electrical function and therapeutic implications for atrial fibrillation. Cardiovasc. Res. 89
(4), 744-753. doi:10.1093/cvr/cvq329

Zabel, M., Koller, B. S., Sachs, F., and Franz, M. R. (1996). Stretch-induced voltage
changes in the isolated beating heart: Importance of the timing of stretch and
implications for stretch-activated ion channels. Cardiovasc. Res. 32, 120-130. doi:10.
1016/S0008-6363(96)00089-2

frontiersin.org


https://doi.org/10.1016/j.yjmcc.2016.03.005
https://doi.org/10.1152/physrev.00036.2019
https://doi.org/10.1152/physrev.00036.2019
https://doi.org/10.3390/ijms22094413
https://doi.org/10.1161/CIRCEP.110.957647
https://doi.org/10.1016/j.compbiomed.2021.105203
https://doi.org/10.3389/fphys.2019.00847
https://doi.org/10.3389/fphys.2019.00847
https://doi.org/10.1161/01.cir.38.2.341
https://doi.org/10.1529/biophysj.104.047449
https://doi.org/10.1016/j.ccep.2010.10.005
https://doi.org/10.1016/j.hrthm.2006.01.013
https://doi.org/10.1161/CIRCEP.115.002881
https://doi.org/10.1038/srep40985
https://doi.org/10.3390/cells10050990
https://doi.org/10.3390/cells10050990
https://doi.org/10.1007/s11538-007-9285-y
https://doi.org/10.1007/s11538-007-9285-y
https://doi.org/10.1152/ajpheart.00794.2003
https://doi.org/10.1152/ajpheart.00109.2006
https://doi.org/10.1113/JP273651
https://doi.org/10.1161/CIRCRESAHA.110.227421
https://doi.org/10.1007/s12265-012-9408-1
https://doi.org/10.1007/s12265-012-9408-1
https://doi.org/10.3390/cells10113220
https://doi.org/10.1016/s0008-6363(00)00022-5
https://doi.org/10.1152/ajpheart.00707.2004
https://doi.org/10.1152/ajpheart.00707.2004
https://doi.org/10.1093/cvr/cvq329
https://doi.org/10.1016/S0008-6363(96)00089-2
https://doi.org/10.1016/S0008-6363(96)00089-2
https://www.frontiersin.org/journals/physiology
https://www.frontiersin.org
https://doi.org/10.3389/fphys.2023.1123609

	In silico analysis of the contribution of cardiomyocyte-fibroblast electromechanical interaction to the arrhythmia
	1 Introduction
	2 Material and methods
	3 Results
	3.1 Contribution of mechanical coupling to the interaction during normal AP development
	3.2 Proarrhythmic contribution of electromechanical interaction between calcium-overloaded cardiomyocyte and fibroblasts

	4 Discussion
	4.1 MEF in the model of cardiomyocyte electrically connected with fibroblasts
	4.2 Resting membrane potential in cardiomyocyte and fibroblasts
	4.3 Increased iCaL and proarrhythmic events
	4.4 Internal mechanisms in the myocyte
	4.5 Amplifying mechanisms associated with myocyte-fibroblast coupling
	4.6 Sensitivity of the obtained results to the parameters potentially critical to arrhythmogenicity

	5 Model limitations
	Data availability statement
	Author contributions
	Funding
	Conflict of interest
	Publisher’s note
	Supplementary materials
	References


