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Preface to “Applied Analysis of Ordinary Differential
Equations”

This book is a compilation of articles from a Special Issue of Mathematics devoted to the topic of
applied analysis of ordinary differential equations. My original goal in editing the Special Issue—and
now the book based on this—is in traversing the interesting boundary between the well-established
theory of ordinary differential equations and the applications of these. There are a multitude of
applications in the literature which are based on numerical work because differential equations are
often intractable to analysis. These are useful and have been widely used, but often possess many
parameters which are usually estimated in some way. Differential equations are, however, notorious
for their sensitivity to parameters and, therefore, results from these approaches are not necessarily
robust or absolutely compelling from the viewpoint of applications. On the other hand, differential
equations for which analysis is possible across all parameter values are, by their very nature, simple,
and are therefore less realistic. What is of interest to me is the intermediate ground, in which
the differential equations contain sufficient physics/biology to be relevant and, yet, are able to be
analyzed in certain ways if clever approaches are followed, leading to more confident results.

The chapters of this book comprise several articles within this realm. The applications include
molecular physics, epidemic modeling, cardiac arrhythmia, and nonlinear thermostats. The authors
use physical, biological, or other applied insights in obtaining mathematical models via differential
equations. Analysis is then used to relate mathematical properties to the applications at hand. I hope
that you enjoy these chapters.

Sanjeeva Balasuriya
Special Issue Editor






. mathematics ﬁw\n\l’y

Atrticle
A Surface of Section for Hydrogen in Crossed Electric
and Magnetic Fields

Korana Burke ¥**® and Kevin Mitchell >t

1 Department of Mathematics, University of California, Davis, CA 95616, USA

2 Department of Physics, University of California, Merced, CA 95344, USA; kmitchell@ucmerced.edu
*  Correspondence: kburke@ucdavis.edu

1t These authors contributed equally to this work.

check for
Received: 12 August 2018; Accepted: 19 September 2018; Published: 29 September 2018 updates

Abstract: A well defined global surface of section (SOS) is a necessary first step in many studies
of various dynamical systems. Starting with a surface of section, one is able to more easily find
periodic orbits as well as other geometric structures that govern the nonlinear dynamics of the
system in question. In some cases, a global surface of section is relatively easily defined, but in
other cases the definition is not trivial, and may not even exist. This is the case for the electron
dynamics of a hydrogen atom in crossed electric and magnetic fields. In this paper, we demonstrate
how one can define a surface of section and associated return map that may fail to be globally well
defined, but for which the dynamics is well defined and continuous over a region that is sufficiently
large to include the heteroclinic tangle and thus offers a sound geometric approach to studying the
nonlinear dynamics.

Keywords: surface of section; transport; heteroclinic tangle

1. Introduction

For many dynamical systems, geometric structures lying within their phase spaces provide deep
insights into their behaviors [1-3]. In particular, one class of such structures consists of homoclinic and
heteroclinic tangles, which have played a crucial role in studying chaotic transport and mixing [4-11].
For dynamical systems defined by ordinary differential equations (ODEs), it is typically the case that
such tangles are easiest to study when there exists a “good” surface of section (SOS) which allows
one to define a continuous Poincaré return map. For two-degree-of-freedom Hamiltonian systems,
a SOS is a two-dimensional surface in phase space and a heteroclinic/homoclinic tangle consists of
one-dimensional stable and unstable manifolds within this surface. In many cases it is challenging,
or even impossible, to define a good SOS that captures all of the dynamics of the system in question.
In this paper, we will consider one such system: the dynamics of a hydrogenic electron in externally
applied perpendicular (crossed) electric and magnetic fields. Though there appears to be no truly
global SOS, we can define a SOS and associated Poinaré map over an area that is large enough to
encompass a heteroclinic tangle that controls the ionization process.

Chaotic ionization of a hydrogenic atom in crossed electric and magnetic fields has been of
scientific interest for many years [12-18]. Previous work on this problem focused on studying periodic
orbits and developing closed-orbit theory in order to explain the photo-absorption spectra [19-21].
Periodic orbits were also used to construct the action variables and obtain a semiclassical torus
quantization [13]. More recently, the crossed fields problem has been examined from the perspective of
classical monodromy [12,16]. The electron’s classical motion resembles the motion of the Moon in the
Sun-Earth-Moon three body system [22], and so this system has also been considered a stepping stone
to understanding escape in the classical gravitational three-body problem.

Mathematics 2018, 6, 185; doi:10.3390 /math6100185 1 www.mdpi.com/journal /mathematics
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For the case in which the electric and magnetic fields are parallel, it is relatively easy to define
a global SOS upon which the Poincaré map is well defined and continuous everywhere. For the
crossed fields case this simple construction fails to produce a good global SOS and, to the best of our
knowledge, a good global surface of section does not appear in the literature. Indeed this presents
one of the major challenges to studying chaotic ionization in this case. In this paper, when we say a
“good” SOS we mean an SOS that intersects all trajectories (excepting a set of measure zero) and on
which the Poincaré return map is well defined and continuous everywhere, i.e., the Poincaré map is
a homeomorphism of the SOS. For such good SOSs system trajectories never intersect the SOS at a
tangency as this would lead to a discontinuity in the map. We will present a prescription for defining a
SOS that is not truly global or continuous but is nevertheless “good enough” in that it captures all the
major hallmarks of chaotic dynamics including turnstiles that govern the ionization process.

This paper is organized as follows: In Section 2 we describe equations of motion for a hydrogenic
electron in crossed fields; In Section 3 we present a prescription for finding an SOS; Section 4 concludes
by finding a periodic orbit and its corresponding tangle and turnstile, which are responsible for the
ionization process.

2. Electron Equations of Motion

Consider an electron confined to a two-dimensional plane with a uniform magnetic field B
oriented perpendicular to the plane. The resulting electron trajectory will be a circle. Adding an electric
field E oriented perpendicular to the magnetic field changes the shape of the trajectory from a circle to a
cycloid, i.e., the motion is a combination of the circular trajectory and an E x B drift. Further inclusion
of a 1/r Coulomb potential changes the electron dynamics from regular to chaotic. This is the scenario
considered in the current paper. Orienting the magnetic field in the Z direction and the electric field in
the %X direction, the electron Hamiltonian in atomic units (e = m, = = 1) is [14]

2 2
P, B, B ( 2 2) )
H="+-L 4+ — --—F 1
2 + 2 v4 + 8 X + }/ r X, ( )
where F = |E| is the electric field strength, B is the magnetic field strength, and L, is the z component
of the electron’s angular momentum. Equation (1) assumes a fixed infinitely massive nucleus. Since the
magnetic field is oriented in the Z direction, it is coupled to L, by the BL, /2 term in the Hamiltonian.
Since we restrict the electron motion to the xy plane, p? = p2 + p;, and r = \/x2 + 2. Finally, since the
Hamiltonian is independent of time, the total energy is conserved in this system.
To regularize the Coulomb singularity at the origin, we introduce the parabolic coordinates [13,21]

u=-=4+vr+x, v=+Vr—x,
Pu = Upy+upx, Po = Upy — UPx,

@

where 1 and v are the new position variables and p;, and p, are their corresponding conjugate momenta.
We take the range of u and v to be (—oo, +00), which represents a double cover of the physical xy
configuration space. We now define a transformed Hamiltonian /, as

h=2r(H—E), 3)

where E is the electron energy, so i = 0 for physically relevant trajectories. Combining Equations (1)—(3),
the transformed Hamiltonian / is

h=%<P5+P%>+§ (u2+vz) (upvapu)Jrg—; <u2+vz>3+g(u4fv4) fE(u2+vz) —2. (4
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The transformation of the Hamiltonian in Equation (3) also transforms the time variable.
The relationship between the physical time f and the transformed time s is given by

at 5, 5
%711 + v, (5)

In this new coordinate system, the equations of motion are

u:puf§v<u2+v2) ,

v‘:pv+§u(u2+vz) ,

(6)
. _ B 2, .2 3B2 2, 2\? 3
Pu = 1 [Zuvpu — Po <3u + o )] — Fu <u + v ) + 2Fu” 4+ 2uE,
. _B 2 2 3B% 5 5\? 3
Po = 1 [quzJpz,eru <u + 30 )} — Fv <u +v ) — 2Fv° + 2vE,
where the overdot represents differentiation with respect to s.
Finally, we introduce the vectors p, w, and A
P = [pu po] @)
1, 5
Ale<u +U)[v, ul, 8)
w=[,0=p—A, )
which allows us to rewrite the Hamiltonian in parabolic coordinates in a more compact form
hzl\pfA\sz(uervz)le(u‘lfv‘l)fZ (10)
2 2
I 2,2\ lora 4
A E(u +v> EP(u v) 2. a1

The explicit dependence on the electric field strength F can be removed by rescaling the lengths by
F'/2, momenta by F~1/4, time by F?/4, magnetic field by F~3/4, and the energy by F~1/2. The resulting
effect on Equation (10) is equivalent to setting F = 1. The system then depends on only two
independent parameters: the magnetic field strength B and the electron energy E.

3. Construction of the Surface of Section

A global surface of section is easy to find for the case of hydrogen in parallel electric and magnetic
fields. In that case the Hamiltonian can again be transformed using parabolic coordinates as in Section 2
yielding an effective Hamiltonian

h= % (pﬁ + p%) —E <u2 +Uz) + %Bz <u4v2 +uzv4) - % (u4 - 04) —2. (12)

In this case, the Hamiltonian can be decomposed into kinetic plus potential terms with no vector
potential in the kinetic term. The shape of the potential guarantees that any trajectory launched from
the u-axis will return to the u-axis crossing it transversely. Furthermore, every trajectory will intersect
the u-axis an infinite number of times. We therefore can use the u-axis to construct the SOS; the SOS
within the full four-dimensional phase space is the two-dimensional surface within the energy shell
h = 0 that projects to the u-axis. This surface has two connected components: one for trajectories
moving upward through the u-axis, and one for trajectories moving downward through the u-axis.
We formally identify these two components via reflection symmetry about the u-axis. The SOS thus has
canonical coordinates (u, py,). The corresponding Poincaré map returns the value of the coordinates
(u, pu) each time a trajectory crosses the u-axis, going either upward or downward [23-25].
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We can try the same approach in the crossed fields problem, defining a SOS with the u-axis.
However, this approach fails due to the presence of the vector potential term in Equation (10).
A trajectory launched tangent to the u-axis will curve away from it both forward and backward
in time, due to the presence of the magnetic field; this launch point thus constitutes a tangential
intersection with the u-axis (See Figure 1). Furthermore, the E x B drift causes some trajectories to
never return to the u-axis (Figure 1). Hence this SOS definition would suffer both from tangencies and
the failure to capture all possible trajectories.

3.5

3

25

2

= 15

0.5

-0.5

0 1 2 3 4
U

Figure 1. Three representative trajectories. Teal curve is the trajectory launched tangent to the 1-axis
away from the nucleus. Grey curve represents a trajectory launched off the u-axis away from the
nucleus. Magenta trajectory is the trajectory launched away from the nucleus along the u-axis. The thick
magenta curve represents the portion of the trajectory used to define the surface of section (SOS). (B = 2,
E = —1.1, where B and E are the magnetic field strength and the energy in scaled coordinates.)

Returning to the parallel fields problem, we need to think more deeply about why the u-axis
generates a good SOS in the parallel fields problem. For parallel fields, a trajectory launched tangent
to the u-axis does not create a tangential intersection with the u-axis because it remains on the u-axis,
that is, the u-axis is itself a trajectory of the system. This is true regardless of the magnitude of the
momentum and whether the momentum points to the left or right. We adapt this idea for the crossed
fields problem by choosing the trajectory that begins at the nucleus (located at # = v = 0) and is
launched away from the nucleus along the u-axis to the right as shown in Figure 1. Locally at the
nucleus this trajectory corresponds to the trajectory used to define the Poincaré return map in the
parallel fields case. As the electron moves away from the nucleus, the electric and magnetic fields
create a trajectory that resembles a tapered cycloid with the larger radius closer to the nucleus.

Notice that when projected onto the uv-space this trajectory self intersects. Nevertheless, we take
the portion of the trajectory shown as bold in Figure 1 from the nucleus (1 = v = 0) up to the
point where the tangent to the trajectory points in the v direction in uv-space. (One could extend
the trajectory up to the second time the trajectory passes through the first self-intersection point.
However for ease of implementation, we are using a simpler criterion of cutting off the trajectory
at the first vertical tangent line.) Next, we replicate this portion of the trajectory into the remaining
quadrants in uv-space, by first reflecting through the origin and then reflecting about the horizontal
axis (See Figure 2). Reflecting through the origin corresponds to launching a trajectory from the nucleus
along the u-axis to the left. On the other hand, reflecting about the u-axis is equivalent to time reversal
giving two trajectories that move toward the nucleus. In Figure 2, we show portions of the trajectories
launched away from the nucleus in blue, and the time-reversed partners in red. We call these the
SOS curves. The arrows denote the direction of time along the trajectory. Thus, a trajectory comes in
towards the nucleus from the upper left and continues smoothly into the trajectory in the upper right.
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Similarly a trajectory comes in from the lower right and exits on the lower left. These two trajectories
are analogous to trajectories moving either left or right along the 1-axis in the parallel fields case. In the
parallel fields case these trajectories lie on top of one another, whereas here the vector potential splits
them into separate curves.

Figure 2. Trajectories defining the SOS (B = 1.5, E = —0.2). The thick black line represents the
boundary between the energetically allowed (white) and forbidden (shaded) regions. Crossing either
red or blue curves from region labeled 1 to region labeled 2 defines the SOS. Trajectories that cross from
region 2 to region 1 are not part of the SOS.

The SOS is now defined by recording the electron’s position and momentum whenever an electron
trajectory intersects either the red or the blue curves while moving from the region labeled 1 to the
region labeled 2. We do not consider crossings from region 2 to region 1 as part of the SOS. Thus we only
consider upward propagating trajectories on the lower right and downward propagating trajectories on
the upper right. For the parallel fields problem these two branches were identified, but this is no longer
possible in the crossed fields case due to the broken time-reversal symmetry. Nevertheless, the picture
can be simplified by taking advantage of another symmetry. There remains a reflection symmetry
through the origin in which the upper left branch is identified with the lower right branch, and the
lower left branch is identified with the upper right branch. We therefore compose the SOS from just
the two branches on the right.

This definition of the SOS is free of tangencies for any trajectory approaching from region 1. This is
because the curve that defines the SOS is a portion of a physical trajectory. To show this, suppose a
trajectory does intersect the SOS transversely at an isolated point dg = [u, v]. Then the direction of
the velocity w = [u, 7] is determined up to a minus sign at r. Furthermore, since the trajectory has a
fixed energy E, the magnitude of the velocity at d is determined by setting Equation (11) equal to
zero and solving for |w|. Thus, the velocity vector w is determined up to a minus sign. If the direction
of w coincides with the direction of the trajectory used to define the SOS, then by the uniqueness of
the ODE solution, the two trajectories are the same and the intersection dg is not an isolated point.
Hence, we take w to point in the opposite direction. In this case, the trajectory will curve in the
opposite direction as the SOS curve, as shown in Figure 3. Therefore it intersects the SOS curve coming
from region 2. Thus, no trajectory coming from region 1 can intersect the SOS tangentially.

We next introduce canonical coordinates in two-dimensional SOS. We define the position variable
a to be the Euclidean length along the SOS trajectory as measured from the nucleus. Positive a
parametrizes the curve in the upper right quadrant, and negative a parametrizes the curve in the lower
right quadrant. The momentum coordinate p, is defined by projecting the momentum (p,, p,) onto
the tangent line to the SOS trajectory.
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Figure 3. Green curve represents the trajectory which maps the point d_1 on the portion of the red
SOS curve to the tangency dg on the blue portion of the SOS curve.

We now define the Poincaré return map (a, ps) — (', p}) in the following way. Given (a, p;) we
begin a trajectory at position a along the SOS trajectory and with the tangential momentum given
by ps,. We determine |w| by setting Equation (11) equal to zero. Please note that the tangential
component of velocity is given by w -t = p, — A - {, where 1 is the unit tangent pointing forward
along the SOS trajectory (Equation (9)). Thus, the perpendicular component of velocity is given by

w, =/ |w2—(p.—A- f)z . The sign of w is determined by requiring the normal component of w
to point from region 1 to region 2 in Figure 2. This uniquely determines w, which uniquely determines
p via Equation (9). Now that an initial point (i, v, py, py) in the full phase space has been determined,
we evolve Hamilton’s Equations (6) forward until the trajectory intersects one of the four branches in
Figure 2 traveling from region 1 into region 2. If the intersection is with one of the two left branches,
we reflect the point and its momentum through the origin, i.e., (1, v, pu, po) — — (14,0, pu, po). At this
point we record the coordinates (a’, p;) on the SOS. Please note that some trajectories will never return
to the SOS since the SOS is not globally defined. Such trajectories are easy to identify because they
spiral outward toward infinity, escaping the nucleus. See Figure 1.

A set of sample SOS plots is shown in Figure 4. One can notice the presence of periodic orbits and
stable islands immersed in the chaotic sea.

Figure 4. A sample of SOS plots for different values of the magnetic field strength and energy.
The values of the magnetic field B and the energy of the ensemble E are marked on top of the figures.
Electric field strength F is set to 1 in all four figures.
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4. Visualizing a Periodic Orbit and Its Tangle

The ionization dynamics of this system is governed by a symmetric pair of periodic orbits in the
left and right saddle regions of the potential in uv-space. (See Figure 5) In the original xy-coordinates
these two periodic orbits are identified into a single orbit near the Stark saddle. In uv-space this
orbit intersects the SOS curves in four places, but only two of those places intersect the SOS because
the orbit must move from region 1 to region 2 as marked with black dots in Figure 6. These two
intersection points form a period-2 orbit of the Poincaré map. This period-2 orbit is hyperbolic. Figure 7
shows a summary of the main results of this paper. The hyperbolic period-2 point has stable and
unstable manifolds, shown in red and blue respectively, which intersect to form a heteroclinic tangle.
Importantly the SOS for the parameters shown in Figure 7 is large enough to include not only the
period-2 orbit but also the entire resonance zone defined by the tangle. The resonance zone is the
domain bounded by the segments of the stable manifold (red) connecting zg to py and zy, to p; and by
the segments of the unstable manifold (blue) connecting zx to p; and z;. to po.

parallel fields crossed fields

Figure 5. Left figure shows the potential for the parallel fields case, and the right figure shows the

potential for the crossed fields case. (E = —1.3,and B = 4.5.)
s J
05 J
> of 4
-05f J
1k i

-2 -15 -1 -0.5 0 0.5 1 15 2

__—

Figure 6. Symmetric unstable periodic orbits are shown in green. Two pairs of black dots mark the
intersections of the periodic orbit with the SOS. The thick black line represents the boundary between
the energetically allowed (white) and forbidden (shaded) regions.
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The heteroclinic tangle defines regions in phase space called lobes, which fall into two categories:
those governing the escape from the resonance zone, labeled Ej, and those governing the capture into
the resonance zone, labeled Cy. (See Figure 7.) The escape lobe E(, which is inside the resonance zone,
maps to the E; lobe, which is outside the resonance zone. Similarly, the capture lobe C_;, which is
outside the resonance zone, maps to the Cy lobe, which is inside. These lobes define a phase space
turnstile which governs the ionization process [6].

25+~

Figure 7. Surface of Section for B = 1.5, E = —0.5. Two big black dots represent the unstable period
two orbit. The red line is the portion of the stable manifold, and the blue line is the portion of the
unstable manifold. Thick black line defines the boundary between the energetically allowed (white)
and forbidden (shaded) regions.

We now return to discuss the issue of tangencies and discontinuities in the Poincaré map.
As mentioned before, there are no trajectories that intersect the SOS tangentially coming from region
1. However, in general there may be trajectories that map from the SOS to a tangential intersection
with the SOS coming from region 2. See Figure 3. At any point on the SOS, i.e., at any value of
the a coordinate, these tangential intersections correspond to the minimum value of momentum
pa- That is, the tangential intersections form the lower black boundary of the physically allowed
domain in Figure 7. Thus, the Poincaré map will be continuous on any topological disk D that maps
forward to a domain that does not intersect the lower boundary of the physically allowed region. It is
enough to check just the boundary of the domain D. That is, if the boundary of a domain D maps
forward to a closed curve that does not intersect the lower boundary of the physically allowed region,
then the Poincaré map is continuous over the entire domain D. The resonance zone of the tangle in
Figure 7 satisfies this property, and thus the Poincaré map is continuous over the entire resonance
zone. The same argument applies to the inverse Poincaré map.

To complete the picture, we have also included additional orbits (represented by black dots)
that are contained inside the heteroclinic tangle. One can observe a similar prominent chain of stable
islands contained inside this heteroclinic tangle as the one shown in Figure 4. It is important to note
that it is the heteroclinic tangle attached to the periodic orbit furthest away from the nucleus that
governs the ionization process. Any additional heteroclinic tangles that might exist in the system
would be contained inside this outermost tangle.
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As we have mentioned earlier, this SOS is not defined globally. For any given set of parameter
values, there are always trajectories that do not return to the SOS. For some set of parameter values,
the SOS is large enough to encompass the whole of the resonance zone of the heteroclinic tangle.
However, this does not hold for all parameter values but only for a certain range of magnetic field
strength and energy. Two opposing effects determine the range of validity: the Euclidean distance from
the nucleus where the trajectory has its first vertical tangent when projected to the uv-space, and the
position of the unstable periodic orbit. For a fixed value of electron energy increasing the magnetic
field decreases the Larmor radius of the SOS trajectory we use to define the Poincaré SOS and hence
decreases the range of the a coordinate in the local SOS. At the same time the unstable period-two
orbit moves away from the nucleus, and hence it its a coordinate increases, until it finally “slips off”
the SOS. Figure 8 shows the B-dependance of the position of the periodic orbit and the edge of the
SOS definition. For a critical value of the magnetic field strength, the periodic orbit falls off the surface
of section, and this ceases to be a useful local SOS for representing the heteroclinic tangle structure.
This happens at the value of B for which the blue and the green curves meet in Figure 8. (For E = —0.5
this failure occurs at B = 1.91.)

Since the portion of phase space that has been promoted from bound to ionized via a turnstile
never returns to the bound state, we argue that the local SOS is sufficient if one is interested in studying
the chaotic ionization mechanism in this system.

25 0

20 - B

o
%o

Opo o
Ooo
0000000000999
*****************************
i i ! i | ‘ ‘

0L I

0 0.2 0.4 0.6 0.8 1 1.2 1.4 1.6

B

Figure 8. The blue dots represent the value of a at the edge of the surface of section, and the green stars
represent the largest of the two absolute a values for the periodic orbit. (E = —0.5)

5. Conclusions

We have provided a prescription for defining a local surface of section for a nonlinear system
whose global surface of section is not known and may not exist. This local surface of section allows us
to capture all the main hallmarks of a chaotic system: an unstable periodic orbit, the most important
pieces of the heteroclinic tangle attached to the unstable periodic orbit, the phase space turnstile that
leads to ionization, as well as stable islands embedded in the chaotic sea. These structures can then be
used for future applications such as the construction of the symbolic dynamics using the homotopic
lobe dynamics approach, computation of topological entropy, periodic orbit computations of escape
rates and spectral oscillations in the density of states [3,19,20]. One of the reasons why this technique
works, which may be relevant for other applications, is that defining the SOS using an orbit of the
system eliminates tangencies from trajectories propagating in the same direction as the SOS trajectory.
Even though this approach fails for large magnetic field values, we believe it still offers valuable
insights into studying types of problems where one is unable to define a global surface of section.
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It would be interesting to see if this approach works in the circular restricted gravitational three-body
problem as well.
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Abstract: In this paper, we are concerned with the asymptotic stability of the nontrivial endemic
equilibrium of an age-structured susceptible-infective-recovered (SIR) epidemic model. For a special
form of the disease transmission function, we perform the reduction of the model into a four-dimensional
system of ordinary differential equations (ODEs). We show that the unique endemic equilibrium of the
reduced system exists if the basic reproduction number for the original system is greater than unity.
Furthermore, we perform the stability analysis of the endemic equilibrium and obtain a fourth-order
characteristic equation. By using the Routh-Hurwitz criterion, we numerically show that the endemic
equilibrium is asymptotically stable in some epidemiologically relevant parameter settings.
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1. Introduction

The mathematical modeling of epidemics in human populations has been studied for a long time [1].
In 1760, Bernoulli used a mathematical model of differential equations to discuss the benefit of smallpox
inoculation [2]. In 1911, Ross claimed that malaria could be eradicated by reducing the number of
mosquitoes, and constructed a mathematical model of differential equations to theoretically support
his claim [3]. In 1927, Kermack and McKendrick constructed the first susceptible-infective-recovered
(SIR) epidemic model, in which the total population is divided into three classes called susceptible,
infective, and recovered [4]. Since their work, the theory of various epidemic models such as a
susceptible-infective-susceptible (SIS) epidemic model [5], a susceptible-exposed-infective-recovered
(SEIR)epidemic model [6], and a susceptible-infective-recovered-susceptible (SIRS) epidemic model [7]
with various structures such as the age structure [8,9], the space structure [10], and the network
structure [11] has been developed from both mathematical and epidemiological points of view.

Epidemiologically, the basic reproduction number R for an infectious disease is defined by
the expected number of secondary cases produced by a typical infective individual in a completely
susceptible population ([9], Chapter 5). Mathematically, Ry is defined by the spectral radius of a linear
operator called the next-generation operator [12], and it determines the complete global dynamics of
each equilibrium for some basic epidemic models: if Ry < 1, then the trivial disease-free equilibrium is
globally asymptotically stable, whereas if Ry > 1, then the nontrivial endemic equilibrium is globally
asymptotically stable [13]. However, for some epidemic models, the endemic equilibrium can be stable
even if Ry < 1 due to the backward bifurcation [14], and it can be unstable even if Ry > 1, which
leads to a periodic solution due to the Hopf bifurcation [15].

In [16], some conjectures on the threshold property of R for an age-structured SIR epidemic
model were proposed, and they were proved in [17]: if Ry < 1, then the disease-free equilibrium is
globally asymptotically stable and no endemic equilibrium exists, whereas if Ry > 1, then the endemic
equilibrium uniquely exists and it is locally asymptotically stable under some additional conditions.
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However, in general, it is known that the endemic equilibrium cannot always be unique and stable for
Ro > 1. Several authors have studied some special cases where the endemic equilibrium is unstable,
and periodic solutions occur through the Hopf bifurcation for Ry > 1 [18-21]. From the viewpoint
of application, it is important to investigate when the endemic equilibrium of an age-structured SIR
epidemic model is stable and when it is not, as the age distribution of infective individuals in such a
model should be stable if one tries to estimate the basic reproduction number R for an endemic disease
by using statistical data that exhibit an almost unchanged age distribution of infective individuals.
The purpose of this study is to obtain a new condition under which the endemic equilibrium of an
age-structured SIR epidemic model is (locally) asymptotically stable.

Age-structured SIR epidemic models as stated above are systems of partial differential equations
(PDEs), and hence the stability analysis of them often requires a relatively difficult method such as
the spectral theory of positive operators ([17], §5). In this paper, we make some assumptions on the
parameters of an age-structured SIR epidemic model, under which we can perform the reduction of the
model into a four-dimensional system of ordinary differential equations (ODEs). We can then apply
the standard method of characteristic equations for the stability analysis of the endemic equilibrium.

This paper is organized as follows. In Section 2, we formulate an age-structured SIR epidemic
model, and perform the reduction of it into a four-dimensional system of ODEs. In Section 3, we
prove that the reduced system has a unique endemic equilibrium if the basic reproduction number R
for the original system is greater than unity. Moreover, we investigate the asymptotic stability of the
endemic equilibrium, and obtain a fourth-order characteristic equation. As its coefficients have quite
complex forms, we only prove their positivity, and numerically show by using the Routh-Hurwitz
criterion that the endemic equilibrium is asymptotically stable in some epidemiologically relevant
parameter settings in Section 4. In the parameter settings, the essential supremum of the demographic
mortality rate is determined based on a dataset for Japan in 2015, and the recovery rate y and the basic
reproduction number R are varied for the cases of an influenza-like disease (y = 52 and 2 < Ry < 3),
a chlamydia-like sexually transmitted disease (y = 1and 1 < Ry < 1.5), and a wider range of realistic
values of them (1/50 < ¢ < 365and 1 < Ry < 50). Finally, Section 5 is devoted to the discussion.

2. Reduction of an Age-Structured SIR Epidemic Model into ODEs

We first formulate an age-structured SIR epidemic model. Let S(t,a), I(t,a), and R(t,a) denote
the susceptible, infective, and recovered populations of age a > 0 at time t > 0, respectively.
Let b > 0 denote the birth rate, let ji(-) € LT (0, +o0) denote the age-specific mortality rate such
that f0+°° u(a)da = oo, and let v > 0 denote the recovery rate. As in [18], we focus on the
case where the disease transmission function is only dependent on the age of infective individuals:
k = «(-) € LY(0, 4+c0). In this case, the age-structured SIR epidemic model is formulated as follows:

(% + %) S(t,a) = —=S(t,a) '/O'JFOOK(II)I(t,u)dIZ —u(a)S(t,a), t>0,a>0,

5}

<% + %) I(t,a) = S(t,a) /0+ x(a)I(t,a)da — [1(a) + 7] [(ta), £>0,a>0,

)
<% + %) R(t,a) = vI(t,a) — u(a)R(¢t,a), t>0,a>0,
S(t,0) =0b, I(t,0) =R(t0) =0, t>0,
5(0,a) = So(a), 1(0,a) =1Iy(a), R(0,a) = Ro(a), a>0,

where (So(+), In(+), Ro(+)) € L1(0, +00) x L% (0, +00) x L} (0, +00) denotes the initial age distributions
of each population. It is easy to see that (1) has the demographic steady state P*(a) = be™ Jo woyde,
a > 0. Let

s(t,a) = i(t,a) = ! r(t,a) = t>0, a>0.
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We then can normalize (1) as follows.

(% N a%) s(t,a) = —s(t,a) /OJroox(a)P*(u)i(t,a)du, £>0,a>0,

(5 + 35 ) i) =sa) [ x(@P* @it a)da = yitt,a), 150,00

(3+ 5 ) rwn =it t>0a>0 @
S(H0) =1, i(t,0) = r(t,0) =0, £>0,

5(0,a) = 15)0((?) i(0,a) = Iﬂi((”;)), r(0,a) = ?OEZ; a>0.

As shown in [18], for a specific form of x(-) such that x(-) P*(+) is sufficiently concentrated in one
particular age class, the endemic equilibrium of (2) can be destabilized even if it uniquely exists. Thus,
our interest in this paper is when it is stable. In this paper, we assume that «(-) has the following form:

e ely 1@)do, B>0,k>u* =esssuppu(a) >0, a>0. (3)

a>0

k(a) =

Note that «(-) € LY (0, +00) is satisfied under this assumption. In this case, the equations of s and
iin (2) can be rewritten as follows.

<%+a%>( taﬁ/ i(t,a)da, t>0,a>0,

<§t aaa) (ta)fsta‘B/ *i(t,a)da — vyi(t,a), t>0,a>0, @
s(t,0) =1, i(t,0)=0, t>0,

s(0,0) = 2248, i(0,0) - 2, a0

Note that we can omit the equation of 7, as it does not affect the dynamics of (4). As in [17],
without loss of generality, we can assume that 0 < s(t,a) < 1land 0 < i(t,a) < 1forallt > 0 and
a>0.

As seen in [17,18], the stability analysis of age-structured PDE systems such as (4) requires
complex calculation. In this paper, we perform the reduction of (4) into a four-dimensional system of
ODEs. Let

5/ e *s(t,a)da, ﬁ/ i(t,a)da, t>0.

Note that these variables have no specific epidemiological implications except A(t), which implies
the force of infection at time ¢ > 0. By differentiating X(+), we have

dX(t) [t _0s(ta) [T 7as(t,a) B
“dar —/0 e of da—/o e o s(t,a)A(t)| da

= [metnsra)] 7~ / T e Mas(1 a)da — X(DA(1) 5)
—1— [+ AW X(E), >0,
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Similarly, we have

dfiigt) - /om " ai(at;u)d” = /O+oo e {— ai(atb;”) +s(t,a)A(t) — Yi(t,a)} da

:[ it a)] )" <k [ e a)da+ XA =Y (1) ©)
XA = (k+7)Y(H), t>0,
/ WM _ﬁ/+°° { (at,a) s(t, a)A(t)] da

= p[-aes(t,0) ; +5/ e ki dafk/ sta)da—LIOA() ()
= BX(t) = k+AM]L(E), >0,

and

d/c\lit) _ /S/Oﬂou 7k”81 tu ‘B/+oo kﬂ[ i(t, !1) st a)A(E) — il a)| da

. + —
=8 {—ue’k"z(t a), +/5/ kai(t,a)da — k/ i(t,a)da + L(£)A(t) — yA(t) ®)
= BY(t) + LIOA() — (k+ 1) A(E), t>0.
Hence, combining (5)—(8), we obtain the following new four-dimensional system of ODEs:

dx(t)

L =1 e+ A X (), >0,
O _ x@am) - k+m ) £>0,

%&t) = BX(t) — [k + A(D] L(1), >0, ©)
M _ py(5) + LOAW ~ (k-+7) AW, £>0,

X(O) = Xp, Y(O) =Yy, L(O) = Lo, A(O) = Nyg.

Note that (Xo, Yo, Lo, Ag) € R* since (So(+), Io(-)) € L% (0,+0) x L! (0, +c0). In what follows,
we perform the stability analysis of system (9).

3. Existence, Uniqueness, and Stability of the Endemic Equilibrium

Following the theory in [12], the basic reproduction number R for the original (normalized)
system (4) can be calculated as follows.

00 ra r+o00
Ro :,3/ ae_k”/ e 1= dgda = é/ ae " (1—e ") da
0 0 7)o

—ka 400 —(k+7)a too
e ]t o) o

/3{1_ 1 2k +

00

YR (k+9)? K2 (k+ )
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We now prove that system (9) has the unique endemic equilibrium if Ry > 1. Let
E*: (X*,Y*,L*,A*) € (Ry \ {0})* denote the endemic equilibrium of system (9). The following
equations are satisfied:

1—(k+A*)X* =0,

X*A* = (k+7)Y* =0,
BX* — (k+A*)L* =0,
BY* + L*A* — (k+7) A* = 0.

an

We prove the following theorem.
Theorem 1. Let Ry be defined by (10). If Ro > 1, then system (9) has the unique endemic equilibrium E*.

Proof. By rearranging the first three equations in (11), we have

1 . XA A* L BX B )
Ck+ A okt (k) (k+AF) kA (kA

*

By substituting the equations of Y* and L* into the last equation in (11), we have

S BT .
0= T an T ppap TN

Dividing both sides of this equation by A* and rearranging the equation, we have

_ B 1 1
1k+7{(k+7)(k+/\*)+(k+A*)2}' )

Let F(A*) be a function defined by the right-hand side of this equation. Since F(A*) is
monotonically decreasing to 0 as A* — 4-c0 and

_ B 1N Zkdy
F0 = o { e ) ey 070

there exists the unique positive root A* > 0 of Equation (13). Substituting it into the three equations in (12),
we obtain the unique endemic equilibrium E*. This completes the proof. [

To investigate the asymptotic stability of the endemic equilibrium E*, we consider the following
Jacobian matrix Jg+ around E*:

—(k+ A%) 0 0 —-X*
Jp = A* —(k+1) 0 X*
B B 0 —(k+A¥) —L*
0 B A* L* = (k+1)
From (12), we have
1 -
k+A =5, L =B(X). (14)

16
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Using (14), we derive the characteristic polynomial for E* as follows:

Atk + A* 0 0 X*
B —A* Ak+7 0 —X*
M =T = -B 0 Atk+A* L*
0 -B —A* A=L*+k+7
Atk + A* 0 0 X+
A4k A+k+y 0 0
- 1
-B 0 A+k+A*r B(XH)? (15)
B -B Ak A+k4ny
1 *
A s 0 0 X
_ — Adk+7 0 0
—B(X*A+2) 0 /\-&-% 0
0 -B Ak Adk+ry
2
=<A+%> (A+k+ )2 - BX* [—7()1—5—%)+(A+k)(/\+k+“y)(X*)\+2)
:/\4+a3)\3+a2/\2+a1/\+a0,
where I denotes the identity matrix and
2 *\2
a3 = sz +2(k+7) —p(X)?,
1 k+'7 2 *
= — BX* {2+ (2k X*
2= T +(k+9)" = pX* {2+ 2k +7)X7},
2 (k 2(k+)? (16)
a = EX**)Z)JF (;7) —BX* {—r+k(k+7) X +2(2k+ 1)},
k+7)? )
do = ((X*;Z) - px* { -~k + 2k (k+7)}.

To apply the Routh-Hurwitz criterion, we prove the following proposition.

Proposition 1. Let R and a; (i = 0,1,2,3) be defined by (10) and (16), respectively. If Ry > 1, then a; > 0
foralli=0,1,2,3.

Proof. By Theorem 1, the unique endemic equilibrium E* exists. From (12) and (13), we have

px*

k+7:k+7

FB(X), (k+7)?=BX + (k+7)B(X*)?, 1-kX*=1- > 0.

k
k+ A*

17
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We then have

=gt 2{ B v p e} -p e = 5 B p >0,

ay = +%{ﬁx* +[3(X*)2}+/3X*+(k—&-v),B(X*)z—ﬁX*{Z—i—(Zk—&-v)X*}

(x*)? k+
_(X1)2+%+35X*_k5(x*)2: (X£)2+%+2ﬁx*+(1—kx*)ﬁx*>o,

" :$+zﬁ+2ﬁ+2(k+7)ﬁx*+7ﬁx*—k(k+7)l3(X*)2—2kﬁX*—2(k+7)/5x*
:ﬁ”ﬁ(lf"x*)“ﬁﬂkﬂ)ﬁx*fkﬁX*fk(kw)ﬁ(X*)z
=$+3ﬂ(1ka*)+ﬁ+(k+y)/sx*(1ka*)>o,

“0:£+(k+7)ﬁ+75—2k(k+v)ﬁX*:%+2(k+7)5_kﬁ_2k(k+7)ﬁx*

:%(1 —kX*) +2(k+7)B(1—kX*) > 0.
This completes the proof. [

By Proposition 1, it follows from the Routh-Hurwitz criterion [15] (Proof of Theorem 3.1) that the
endemic equilibrium E* is asymptotically stable if and only if

A = ayaya3 — u0a§ — a% > 0. 17)

However, it seems that quite a long calculation is needed to show (17) analytically. Instead, in the
next section, we show (17) numerically in some epidemiologically relevant parameter settings.

4. Numerical Results

Let the unit time be 1 year. ~ By the definition in (3), k should satisfy inequality
k > u® = ess.sup,~q p(a) > 0. For the sake of simplicity, we regard a = 100 (years old) as the maximum
age of individuals. In a dataset available in [22], the mortality rate j(a) is at most 0.39954 (at 2 = 100) for
males in Japan, 2015. Hence, we fix k = 0.4. By (10), we can determine 8 for chosen R and 1 as follows:

K (k+7)*
p= 2k + Ro.

We first consider an influenza-like disease which has an infectious period of about 1 week (see [23]).
Therefore, let y = 52 so that the average infectious period is 1/ = 1/52 year = 1 week. Following
the estimation result in [24], we vary the value of R from 2 to 3. In Figure 1a, we can confirm that
criterion A defined in (17) is always positive, and hence, the endemic equilibrium E* is asymptotically
stable. In fact, in Figure 1b, the force of infection A(t) converges to the positive equilibrium value
A* =0.2339 > 0 as time evolves for Ry = 2.5.

We next consider a chlamydia-like sexually transmitted disease which has an infectious period of
about 1 year (see [25]). Therefore, v = 1 so that the average infectious period is 1/ = 1 year. Based
on the estimation result in [25], we vary the value of R from 1 to 1.5. In Figure 2a, we can confirm that
criterion A is always positive, and hence the endemic equilibrium E* is asymptotically stable. In fact,
in Figure 2b, the force of infection A(t) converges to the positive equilibrium value A* = 0.0539 > 0
as time evolves for Ry = 1.25.

Finally, we vary the values of 7y from 1/50 to 365 (i.e., the average infectious period 1/ is varied
from 1/365 year = 1 day to 50 years) and R from 1 to 50. In Figure 3, we can confirm that criterion A

18
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is always positive in this parameter region. Hence, we can conclude that the endemic equilibrium E*
is asymptotically stable for epidemiologically relevant values of y and Ry.

0’
161 16
e o : 1.4
=
=12
=
2 1
=}
g
E 0.8
S 0.6
8
4 204
£
2 0.2
0 0
20 2.1 22 23 2425 26 27 28 29 3.0 0 100 200 300 400 500
Basic reproduction number Rq Time #
(a) (b)

Figure 1. Numerical confirmation of condition (17) and asymptotic stability of the endemic equilibrium
E* for the case of an influenza-like disease: (a) Variation of A defined in (17) for 2 < Ry < 3; (b) Time
variation of A(t) for Ry = 2.5.
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Figure 2. Numerical confirmation of condition (17) and asymptotic stability of the endemic equilibrium
E* for the case of a chlamydia-like sexually transmitted disease: (a) Variation of A defined in (17) for
1 < Ry < 1.5; (b) Time variation of A(t) for Ry = 1.25.

Figure 3. Numerical confirmation of condition (17) for realistic values of recovery rate y € [1/50, 365]
and the basic reproduction number R € (1,50].
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5. Discussion

In this paper, we formulated an age-structured SIR epidemic model and performed its reduction
into a four-dimensional system of ODEs under an additional assumption on the disease transmission
function (). We proved that if the basic reproduction number Ry is greater than 1, then the system has
the unique endemic equilibrium E* (Theorem 1). Moreover, we obtained a fourth-order characteristic
equation, and proved that all of its coefficients are positive (Proposition 1). By the Routh-Hurwitz
criterion, the endemic equilibrium E* is asymptotically stable if and only if A > 0. As it seems difficult
to show A > 0 analytically, we showed it numerically in Section 4 for some epidemiologically relevant
parameters. We showed that A > 0 holds for parameters for an influenza-like disease (y = 52 and
2 < Ry < 3) and a chlamydia-like disease (y = 1 and 1 < Ry < 1.5). Furthermore, we showed
that A > 0 holds for a wider region of epidemiologically relevant parameters ¢ € [1/50,365] and
Ro € (1,50].

The results in this paper contribute to enlarge the stability region of the endemic equilibrium
E* for Rp > 1 to the set where we can perform our reduction method of the PDEs system into the
ODEs system. Epidemiologically, our results imply that E* can be stable for Ry > 1 with some realistic
parameters, and have broadened the possibilities of application of an age-structured SIR epidemic
model for the estimation of R based on the real data of endemic diseases.

In this study, we restricted our attention to the case where the disease transmission function
x = x(a) is only dependent on the age a of infective individuals. Of course, the case where it depends
on the ages of both susceptible and infective individuals is more general and epidemiologically realistic.
Nevertheless, the stability of the endemic equilibrium of age-structured SIR epidemic models has
not been clarified well enough even for the former case. In fact, the global asymptotic stability of
the endemic equilibrium E* of such models does not generally hold even if the basic reproduction
number R is greater than unity, as a special case where E* becomes unstable for Ry > 1 was obtained
in [18]. As an important future work, we will seek other forms of x(-) for which we can apply a similar
reduction method to ODE:s as in this study.
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Abstract: In this paper, we study the dynamics of a certain Hodgkin-Huxley model describing the
action potential (AP) of a cardiac muscle cell for a better understanding of the occurrence of a special
type of cardiac arrhythmia, the so-called early afterdepolarisations (EADs). EADs are pathological
voltage oscillations during the repolarisation or plateau phase of cardiac APs. They are considered as
potential precursors to cardiac arrhythmia and are often associated with deficiencies in potassium
currents or enhancements in the calcium or sodium currents, e.g., induced by ion channel diseases,
drugs or stress. Our study is focused on the enhancement in the calcium current to identify regions,
where EADs related to enhanced calcium current appear. To this aim, we study the dynamics of
the model using bifurcation theory and numerical bifurcation analysis. Furthermore, we investigate
the interaction of the potassium and calcium current. It turns out that a suitable increasing of the
potassium current adjusted the EADs related to an enhanced calcium current. Thus, one can use
our result to balance the EADs in the sense that an enhancement in the potassium currents may
compensate the effect of enhanced calcium currents.
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1. Introduction

The aim of this manuscript is the mathematical and numerical investigation of a three-dimensional
Hodgkin-Huxley model from [1] to study early afterdepolarisations (EADs) in a cardiac muscle cell.
Here, we are interested in the dynamics of this system and mainly in reasons for the occurrence of
EADs. More precisely, we are interested in the sudden change from a normal action potential (AP)
to this special type of cardiac arrhythmia. In general, EADs are additional small amplitude spikes
during the plateau or the repolarisation phase of the AP. The presence of EADs strongly correlates with
the onset of dangerous cardiac arrhythmias, including torsades de pointes (TdP), which is a specific
type of abnormal heart rhythm that can lead to sudden cardiac death, see [2—4]. Please see for more
(biological /physiological) details [5-11]. In this paper, we will use the bifurcation analysis similar
to [12-14] to study the system introduced in [1]. We want to highlight that we can use our approach to
investigate also more complex models, see for instance [15-17]. The numerical effort will be higher but
we can use this basic principle for further studies. Moreover, our approach can be utilised to study
the ion current interaction of all ion currents; this approach is not restricted to the investigation of
the potassium—calcium current interaction. In addition, the general aim is to extend this research to
models of the complete heart, cf. [18,19]. The main novelty of this paper is the consideration of a
bifurcation problem depending on two bifurcation parameters to investigate the ion current interaction
and the occurrence of EADs related to the calcium current. Furthermore, we want to mention that
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the intention of our manuscript is to present our results to a wide range of scientific researcher with
different background in biology, mathematics, physics and physiology.

In last decades, the mathematical investigation of phenomena from life science, especially
mathematical modelling and mathematical analysis, aroused more and more importance, as well
as interdisciplinary research involving mathematics. A very important topic in recent years is the
mathematical investigation of (human) diseases, e.g., tumor growth as well as diseases in neurons or
cardiac muscle cells. Also here we have the aim to push forward this progress using our knowledge
from mathematics to refine and extend existing theory and results. To this goal we choose the model
from [1] for our study of EADs, where the authors studies two types of cardiac arrhythmias for instance
EADs related to a deficit in the potassium current. Later we will give more details on their approach
and how it differs from our ansatz, please see Section 3.2. In this paper, the authors chose the model
from [20] and considered a modified reduced version, which they final reduced to a two-dimensional
model (fast subsystem) for their investigation. Using their approach the authors in [1] have shown that
EADs can occur during the transition between stable steady states. Moreover, they argued their study
shows that a stable limit cycle in the fast subsystem is not required for EAD generation. In Section 3.2,
we will explain and show why this approach is not applicable to study and to understand EADs
related to an enhancement in the calcium current.

Moreover, there are several cardiac cell models available, e.g., the famous Luo-Rudy model [17]
describing a cardiac muscle cell of guinea pigs. Furthermore, we want to refer to the review article on
cardiac cell modelling [16], where the authors give a nice overview on existing cardiac cell models,
as well as to the review article on cardiac tissue modelling [15].

In addition to the modelling of phenomena in the real life it is very important to analyse
the behaviour of the corresponding model and to study its dynamics. To this aim we are using
the bifurcation theory, since this theory provides a strategy for investigating the bifurcations
and the behaviour of the system, please see Section 3. Furthermore, we want to highlight the
monographs [12-14]. These monographs give a very good introduction and nice overview on this
topic. In [12] the author does not only explain and discuss the bifurcation theory, he also provides the
numerical background for the numerical bifurcation analysis. Moreover, the books [13,14] are focused
on the qualitative study of high-dimensional nonlinear dynamical systems and chaos. Beside these
books there are plenty of further good books dealing with the topics of dynamical systems, bifurcations
and chaos, but we cannot cite them all in this manuscript.

The paper is organised as follows. First of all in Section 2, we will give a brief introduction
into the topic of cardiac APs and arrhythmia, i.e., afterdepolarisations. Then, we will go on with the
mathematical modelling of the cardiac AP using a Hodgkin-Huxley type formalism, which is the
usual approach for the modelling of AP for neurons and cardiac muscle cells. In Sections 3 and 4,
we will explain the behaviour of the considered model using the bifurcation analysis. The desired
bifurcation diagram we will derive utilising MATLAB together with the toolboxes MATCONT and
CL_MATCONT [21-23], which are numerical continuation packages for the interactive bifurcation
analysis of dynamical systems. In Section 5, we show how we can compensate or control the occurrence
of EADs. Finally, we will finish this paper with a discussion.

2. Biological Background and Mathematical Modelling

Action potential. An AP is a temporary, characteristic variance of the membrane potential of an
excitable biological cell, e.g., neuron or cardiac muscle cell, from its resting potential. The molecular
mechanism of an AP is based on the interaction of voltage-sensitive ion channels. The reason for the
formation and the special properties of the AP is established in the properties of different groups
of ion channels in the plasma membrane. An initial stimulus activates the ion channels as soon as
a certain threshold potential is reached. Then, these ion channels break open and/or up such that this
interaction allows an ion current, which changes the membrane potential. A normal AP is always
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uniform and the cardiac muscle cell AP is typically divided in four phases, i.e., the resting phase,
the upstroke phase, the (long) plateau phase and the repolarisation phase, see Figure 1:

action potential (AP) cardiac muscle cell
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Figure 1. One example of a normal characteristic action potential (AP) of a cardiac muscle cell.

The resting phase/potential is designated by high potassium (K™) currents, while after the initial
stimulus the sodium (Na™) conductance increases rapidly and the Na*t current flux into the cardiac
muscle cell until a spike potential (ca. +30 mV) is achieved. This spike potential is the so-called
upstroke or overshot. Then, the Na* current inactivates rapidly followed by the activation of L-type
calcium (Ca2t) current. The Ca2* current is more slowly than the Na™ current and plays a key role in
maintaining the long plateau phase, which is characteristic for the cardiac muscle cell. The overall
duration of this long AP is at 220400 ms. Moreover, while the Ca?t conductance increases the K+
conductance decreases. The plateau phase is followed by the repolarisation phase, where the intrinsic
K™ ion channels are activated and this is connected with the reduction of the Ca?* conductance.
Finally, the K current increases until the resting potential respectively the resting phase is reached.
In contrast to the Na™ and Ca?* currents is the K* current an outward current.

Afterdepolarisation. If there are depolarising variations of the membrane voltage, then we
are speaking about afterdepolarisations. These afterdepolarisations are divided in early afterde-
polarisations (EADs) and delayed afterdepolarisations (DADs). This division depends on the timing
obtaining of the AP. EADs occur either in the plateau or the repolarisation phase of the AP. EADs are
benefited by an elongation of the AP, while the DADs occur after the repolarisation phase is completed.
EADs are additional small amplitude spikes during the plateau or the repolarisation phase of the AP,
cf. Figure 2.

early afterdepolarisation (EAD)

Voltage V (mV)

depolarisation phase
resting phase

0 500 1000 1500 2000
time t (ms)

Figure 2. One example of an early afterdepolarisations (EADs).

They are resulting, e.g., from a reduction of the repolarising K™ currents or from an intensification
of depolarising Na* currents or Ca>* currents. Triggers for this are congenital disorders of the ion
channels (congenital Long- QT-Syndrome) or the ingestion of some medicaments. The elongation
of the AP could generate afterpolarisations by reactivation L-type Ca2* influx. Also chronic cardiac
insufficiency could appear with an elongation of the AP by a reduction of the repolarising K™ currents.
This means, EADs are often associated with deficits in the potassium currents or enhancements in the
calcium currents.
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The model. In general, APs of excitable biological cells such as neurons and cardiac muscle
cells are often modelled as an ODE system using a Hodgkin-Huxley type formalism, please see the
paper of Hodgkin and Huxley [24] and the book of Izhikevich [25]. In this paper, we will study the
model from [1]—a toy model—which depends only on two ion currents, the potassium (K*) current
and the calcium (Ca?*) current, as a simplification for the study of EADs. Please notice that in this
model the sodium current is not considered. Furthermore, the system is self-oscillating, which means
that we do not need an initial stimulus. Nevertheless, this is a suitable starting point for the study
of EADs, since EADs appear either in the plateau or the repolarisation phase. Here, the potassium
(K*) and the calcium (Ca?*) currents are important, see [1,26]. The model is a three-dimensional
ODE system, which contains the potassium current Ix = Gk - x - (V — Ex) and the calcium current
Ica = Geca - f-deo(V) - (V — Eca), where V denotes the membrane voltage, dw (V) is the steady state
of the gating variable d given in (2), Gk = 0.05 % and Gc, = 0.025 % denote the ion current
conductances, while x and f represent the gating variables, which are important for the opening and
closing of the different ion channels. Moreover, Ex and Ec, denote the Nernst potential of the ion
currents, cf. Table 1. The physical system (Figure 3) one has in mind is the following

extracellular

l Ix l Ica
V| GCw —_— Gk Gca
EK —(Lr ECa I

intracellular

Figure 3. Physical system.

and the corresponding mathematical model read as follows:

dv I+ Ica

= = 7% = F(V,fx),

af  _ feM)=f _.

dt B Tf - FZ(V/f’x)’ (1)
d [} V -

d’: _ %Y)x = K(V,f,x),

where 7y = 80 ms and 7, = 300 ms denote the relaxation time constant of the corresponding channel
gating variables. Further, the membrane capacitance is given by Cy; = 1 uF/cm?, cf. [1,20,27]. As we
already mentioned, the gating variables are important for the opening and closing of the different ion
channels. This means (for instance explained for I and x € [0, 1]) that if x = 0 the potassium channel
is closed, i.e., there is no potassium current flow (Ix = 0), while if x = 1 the potassium channel is
complete open. We have also to mention that the calcium current is depending on a second gating
variable d, which is assumed to be equal to its equilibrium, cf. (2).

Conductance-based models are based on an equivalent circuit representation of a cell membrane.
These models represent a minimal biophysical interpretation for an excitable biological cell in which
current flow across the membrane is due to charging of the membrane capacitance and movement
of ions across ion channels. Ion channels are selective for particular ionic species, such as calcium

25



Mathematics 2018, 6, 103

or potassium, giving rise to currents Ic, or Ik, respectively. In addition, the equilibria of the gating

variables are represented by
V-V, \\ !
Yoo(V) 1= <1+exp (*)) , 2
ky

where y represents the gating variables d, f and x we will use the abbreviations ye := Yo (V) with

Table 1. System parameters of model (1).

Abbr. Value Unit Abbr. Value Unit Abbr. Value Unit

Vi, 350 mV  k; —624 mV  Eg —80.0 mV
Vr,  —200 mV  k; 86 mV  Ec, 100.0 mV
Vi,  —400 mV ke -5  mV V. (—80;100) mV

x

In this setting there are no EADs, but it is well known that the reduction of the potassium or the
enhancements in the calcium current or a combination of both may yield EADs. In this manuscript we
are focused on the enhancements in the I, current and the resulting behaviour of system (1).

3. Bifurcation Theory

A bifurcation of a dynamical system is a qualitative change in its dynamics produced by varying
parameters. We consider an autonomous system of ordinary differential equations, where the right
hand side of this system is depending on several state variables and parameter(s), cf. system (1).
V, f and x denote the state variables, while Gk and G, are the parameters of our interest. Since we
study the occurrence of EADs induced by an enhancement in the calcium current Ic,, we will choose
the conductance G¢, as the bifurcation parameter to be able to simulate the decreasing or mainly
the increasing of the current Ic,. In general, a bifurcation occurs at some parameter p (in our case
Gca), if there are parameter values arbitrarily close to p with dynamics topologically inequivalent
from those at p. For example, an equilibrium of the considered system may lose or win stability at
a bifurcation, or a limit cycle may occur. The bifurcation theory provides a strategy for investigating
the bifurcations and the behaviour of the system. This basic idea we will use to study the dynamics
of (1) and the reasons for the appearing of EADs. Therefore, we choose the conductance Gc, as
bifurcation parameter and we start determining the equilibrium of model (1). This yields f = fo(V)
and x = X« (V). Moreover, we have the following condition for the equilibrium of the voltage V:

—Gk - Xeo(V) - (V = Ex) = Gea - foo(V) - deo(V) - (V = Eca) = 0. ®)

Please note that in system (1) we have at least four system parameters, which are important for
the behaviour of the system, i.e., Gca, Gk, 5 and 7y. Here, we are focused mainly on the dependences
on Gc, but also on Gk. Further, we want to emphasise, if we change 5 and/or Ty, then this has also
an effect on the behaviour of the model (1).

At this stage, we see—cf. condition (3)—that the choice of G, has a direct influence on the location
of the equilibrium and its stability (considering the corresponding eigenvalues). Therefore, varying the
bifurcation parameter Gc, yields different equilibria with probably different stability. Figure 4 shows
the bifurcation diagram of system (1), where we use Gc, as the bifurcation parameter for fixed
Gk = 0.05 g‘n—‘c’z For our bifurcation analysis and the calculation of our bifurcation diagram we
are using MATCONT in combination with MATLAB. Please notice that all figures are produced
using MATLAB. Figure 4a shows the bifurcation diagram (Gc,, V) with two limit cycle branches,
while Figure 4b shows the bifurcation diagram (Gc,, f, V) with (only) the first limit cycle branch.
Furthermore, in Figure 4c we state the zoom of Figure 4a around the LPCs (lower limit cycle branches)
including two vertical dashed lines for an easier comprehension.
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Figure 4. Bifurcation diagram of system (1) with Gc, as bifurcation parameter. The black line denotes
the stable branch of the equilibrium curve, while the black dashed line the unstable one. The grey line
and grey dashed line represent the stable or unstable limit cycle branches, respectively.

This bifurcation diagram shows that the equilibrium curve loses stability via a subcritical
Andronov-Hopf bifurcation (grey dot) and wins stability via a supercritical Andronov-Hopf bifurcation
(black dot)—Figure 4a from right to left and Figure 4b from left to right. Moreover, an unstable limit
cycle branch bifurcates from the subcritical Andronov-Hopf bifurcation (positive first Lyapunov
coefficient), which becomes stable via a limit point bifurcation (LP) of cycles (also known as fold
or saddle-node bifurcation of cycles, which generically corresponds to a turning point of a curve
of limit cycles) and finally, disappears via the supercritical Andronov-Hopf bifurcation (negative
first Lyapunov coefficient). Please notice that after the supercritical Andronov-Hopf bifurcation the
steady state becomes an unstable saddle-focus for Gc, values approximately between (0.080; 0.0138).
For values approximately between (0.0138; 0.0320) it turns into a saddle before it becomes again
an unstable saddle-focus and gains again stability via the subcritical Andronov-Hopf bifurcation.
Please note that the saddle has always two positive and one negative (real) eigenvalue, i.e., we have a
two-dimensional unstable and an one-dimensional stable manifold. From this bifurcation diagram it is
obvious that oscillations (in the sense of periodic orbits, which are not converging into an equilibrium
or which no more reach the resting potential) can occur only between the two Andronov-Hopf
bifurcations—also trajectories, which are not related to EADs. Notice that the system (1) exhibits also
oscillations for values of G¢, close to the right hand side of the subcritical Andronov-Hopf bifurcation,
but the trajectory will either converge into a stable focus after a certain amount of time, which would
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be related to the sudden death if this behaviour spread over the heart, or oscillations occur, which
exhibit no resting phase and oscillate continuously (depending on the initial values). Since the aim
of this paper is to identify the region, where EADs appear, to be able to control them and to prevent
the sudden death, we are focused on the distinction of the spiking regions (related to normal AP) and
the bursting region (with periodic orbits related to EADs). However, EADs are in general complex
oscillatory phenomena and could have one or more additional small oscillations. For simplicity we
will analyse and point out, where system (1) have no additional small oscillations and for which values
of Gc, EADs appear.

At this stage, we have to notice that increasing of G¢, and therefore, increasing of the calcium
current Ic, may yields EADs, which was expected. Moreover, this bifurcation diagram implies
that EADs can appear only for values of Gc, between the subcritical Andronov-Hopf bifurcation
(Gca =~ 0.0372 %) and LP of cycles (Gc, =~ 0.0275 %), which is the separatrix between EADs and
no EADs, since "after" the first LP of cycles there are no additional small oscillations. From this LP of
cycles we have the stable limit cycle branch, while from the first period doubling bifurcation again an
unstable limit cycle branch bifurcates, which becomes stable after a further LP of cycles, again unstable
via a third LP of cycles before this branch converges into the first unstable limit cycle branch. Please
notice that we do not have isolas as in [28] but we also have a similar splitting into a spiking and a
bursting region, see Figure 4c and its refined view in Figure 5.
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Figure 5. Refined view on Figure 4c at the transition of the first two limit cycle branches.

In Figure 5 we plot the continuation from the first PD (the second limit cycle branch) as a solid
blue line to illustrate in a better way the situation we mentioned above. Furthermore, we want
to highlight that such models (which exhibit one or more PD) might exhibit isolas as in [28] or a
PD cascade as in [27]. In the case that there exists a (stable) PD cascade then the model contains
chaos depending on the value of the bifurcation parameter. This is depending on the choices of the
system parameters, e.g., Ty and 7. However, the (unforced) system (1) exhibits no chaotic pattern or
trajectories. But, chaotic trajectories may occur for different values of 7 and 7y. Please see for more
details [27], where we have shown that system (1) may have a (stable) PD cascade, which is usually
the route to chaos.

3.1. Bifurcation Analysis with Gy as Bifurcation Parameter

Our next observation is, if we choose G, = 0.03 Cm?Sz and G = 0.05 Cm?SZ, since we know from
Figure 4c that we have two small oscillations (second LPC at Gc, ~ 0.029976 %), i.e, an EAD—cf.
Figure 6a—and we use now Gk as bifurcation parameter with fixed Gc, = 0.03 c‘:‘n—%, it turns out that
increasing of the potassium current can balance the effect of an enhanced calcium current. From the
bifurcation diagram in Figure 6b, we get that there are no EADs for G¢c, = 0.03 % and Gk values
greater than Gx ~ 0.0548 cmTSZ (LP of cycles), while for values between Gk =~ 0.0408 Cm?sz (subcritical

Andronov-Hopf bifurcation) and G ~ 0.0548 % there are EADs, similar to the discussion from
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above. Therefore, the effect of an enhanced calcium current Ic, can be compensated by an increasing
of the potassium current Ix.
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(a)trajectory for Gg = 0.05 %, Gca = 0.03 CTTSZ (b)2D bifurcation diagram.

Figure 6. Bifurcation diagram of (1) for the case G, = 0.03 % and G used as bifurcation parameter.

Regarding Figure 6b, we see that if we choose a Gk value too close to the supercritical
Andronov-Hopf bifurcation, then the voltage does not reach the resting potential. This indicates
that we have normal AP as long as we choose a Gk value such that this value is greater than the value
of the LP of cycles and the lower branch of the limit cycle branch is equal to the resting potential of
the voltage.

3.2. Multiple Time Scales

Here, we want to remark that for instance in [1,26] the occurrence of EADs via the reduction of
the potassium current is studied. The authors used a time scale separation argument (not explicit) to
identify the gating variable x as the slowest variable and then, they argued in principle that EADs
are Hopf-induced, cf. [29-31], by considering a fast subsystem using x as bifurcation parameter.
This approach is not applicable in our situation, since the gating variable f is much faster than x.
This one can realise since Ty < Ty, but we can show this also by the following time scale separation
argument. To this aim we introduce a new (dimensionless) time variable T satisfying t := k; - T, where
kt is a reference time we have to choose. Choosing k; = Ty and re-writing system (1) we get:

8% :7(IK+ICa)r

af

L = v, @
& =) - ),

where we divided also the first equation by G := max { Gk, Gca } and defined Gy = % and G, 1= G(‘f“
. . . . . ' Cm L

to derive the dimensionless singular perturbation parameters ¢ := =% and 4 := =-. Please note that

we chose as reference time k; the maximum of all relaxation time constants. Using the setting from

above we have that 0 < ¢ < § < 1, i.e,, three different time scales. Furthermore, we want to highlight

that also different choices of the singular perturbation parameters yield that the gating variable x is
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always the slowest variable and the corresponding fast subsystem is either 1 dimensional (if ¢ — 0 and
0 # 0 fixed), i.e., it cannot exhibit an Andronov-Hopf bifurcation, or 2 dimensional (if § = ¢, ¢ — 0):

di:;t = —(Ix+ Ica),
S wvy-n,

ATfast Tf Cin

x = const.,

where we rescaled in time, i.e., Tty = T/¢, and considered the singular limit 7, — oo yielding ¢ — 0.
Therefore, EADs appearing in system (1) via an enhanced calcium current are not Hopf-induced in the
sense of geometric singular perturbation theory, please see the book of Kuehn [31] for more details.
Again, we want to highlight that EADs may occur as Hopf-induced mixed mode oscillations via a
reduction of the potassium current, but not via an enhancement in the calcium current.

4. Two bifurcation problem

Our next aim is to use the previous result to investigate the ion current interactions by considering
a two bifurcation problems. First of all, we have to notice that varying simultaneous the conductances
Gk and G, yields the equilibrium curves in Figure 7. For suitable values of Gk and G¢, the stable
equilibrium branch loses stability via an Andronov-Hopf bifurcation (sub- or supercritical) and
becomes stable via a further (supercritical) Andronov-Hopf bifurcation. The range, where system (1)
oscillates, increases for increased values of Gg and Gc,.

® supercritical Hopf
—stable eq. branch
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Figure 7. Bifurcation problem with Gx and G, as bifurcation parameters.

This has also a huge influence on the behaviour of the complete system. Moreover, for each new
limit cycle branch the trajectory has a further small oscillation (via a PD cascade or isolas), depending
on the choice of Gc,. This means—cf. Figure 4—that the trajectory has one small oscillation for Gc,
values approximately between [0.02754; 0.02997]. At this stage, we emphasise that our approach can be
extended to a multiple bifurcation problem of system (1) with up to five main important parameters,
i.e., Gk, Gca, Ci, 5 and T,. While the shape of the equilibrium curves are depending on Gk and Gc,,
the shape of the equilibrium curves remain the same by varying C;,, Tf OF Ty, but the behaviour is
depending on these parameters, cf. Figure 8. Moreover, the Andronov-Hopf bifurcations in Figures 7
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and 8 form two “Hopf-curves”, which continuously depend on Gk and Gc¢,. This we can also prove

by the Routh-Hurwitz criterion, see [13]. For this aim we determine the characteristic equation
—det(A — AM3) = A% + @ A% + apA + a3 =0, (5)

where A denotes the Jacobian of system (1) evaluated at the equilibrium of system (1). The Routh-

Hurwitz criterion implies that all characteristic exponents of Equation (5) have negative real parts if

and only if the conditions

N =a1 >0, Ny =ayap —az>0 and A3=a3(u1a27a3)>0

0|« subcritical Hopf

0T+ subcritical Hopf
© supercritical Hopf

 supercritical Hopf
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Figure 8. 2-bifurcation problem: equilibrium curves of (1) for different settings showing the shape of
the equilibrium curves remain the same but the behaviour of the curves is depending on the choices of
the parameters Tf, Tx and Cy,.

are satisfied, which implies that the equilibrium is asymptotically stable, where a; = <% + % - %i‘}),

_ (A 1 1\ 0F  19fedF 1 dxe 0B _ 1 (0xo9dF | 9fwdF | OF
“Zf(rfr,,—(?ﬁa)w Tovap mavax ) B= g (o T avay tav)and

A= L(L_9h) (1 oh 9dfwdh) 1 /1 0R\) (1 O0h dxedh
Tyl v\ v wvaf) Tn\n av)\ty av o avoax )’
Moreover, if Ay > 0, A, = 0 and a3 > 0 the equilibrium of system (1) is an Andronov-Hopf
bifurcation with A, = +iwy, where w% =a; > 0and A3 = —aq, since

Mt aA? fapd +a3 = A3+ ;A% +apd Fagar = (A2 +ap)(A +ap) =0,

where we used Ay = 0, cf. [14]. Furthermore, a; > 0 implies that A3 is negative. Especially, if Ay < 0
oscillations occur, which implies that X(t) — X(t + T) = 0, where X = {V, f,x} and T denotes the
period of the periodic orbit. Thus, the conditions a; > 0, A, = 0 and a3 > 0 with condition (3), f = fe
and ¥ = X yields (numerically) in dependence on Gk and Gc, the “Hopf-curves” in Figure 7 or
Figure 9, respectively. Mainly, we are interested in the separatrix between EADs and no EADs.
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Figure 9. The two black lines represent the two “Hopf-curves”. Between these lines oscillations occur
(light grey area), while outside this area (dark grey areas) no oscillations (in the sense we mentioned in
Section 3) appear. Here, we have stable equilibria of system (1). Furthermore, the third area in Figure
9b represents the values of Gk and Gc,, where EADs appear.

In Figure 9 we see that also the region, where EADs appear, is linearly depending on G¢, and
Gk. Moreover, the dangerous region is also growing if we increase the two conductances Gc, and Gk.
Nevertheless, this investigation shows that one can balance EADs utilising the ion current interaction.

5. Controlling the Early Afterdepolarisations

Our final aim is to control the EADs. To this goal we use our observations from above and the
knowledge of the ion current interaction. From Figure 9 we know how we have to shift Gk to smooth
out the impact of the enhanced calcium current. However, there are several possibilities to achieve
this. First, we can control the EADs by varying the conductance Gk in the potassium current I (in the

case that the choice of G, yields an EAD) or we can introduce a control parameter pconto) and replace
GK by

Gk == (GK - pcontrol)- (6)

Then, using pcontrol @s control or bifurcation parameter, respectively, we can balance the EAD.
A further approach is to replace Gc, and Gk by

Gea == (Gca + Pcont’rol) and Gy := (GK — Peontrol)/ @)

respectively. In this case we control simultaneous both ion currents Ic, and I, i.e., we exploit the
ion current interaction. Here, we are now able to study the two bifurcation parameter problem
from above, but in this bifurcation problem we only vary one bifurcation parameter, i.e., the control
parameter. Moreover, we want to emphasise that we shift Gc, and Gk simultaneous. This yields
the same, which we showed exemplary in Figure 6 and corresponds to the regions in Figure 9.
Furthermore, we have to highlight that we have to choose the sign of pcontrol Opposed in Ge, and Gy,
since we know that decreasing of Ix and increasing of Ic, may yield in both cases EADs. This means
that these ion currents behave in same sense reverse (outward and inward currents) and this we
want to exploit. The advantage in this approach is also that we do not have to change one current
“dramatically”. Please notice in both cases using (6) or (7) we get different values of pcontrol- However,
utilising the definitions of Gk (and Gc,) in (6) or (7) and relabelling Gk (and Gc,) by Gk (and Gca)
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we get the conclusion of Figure 9. Finally, we are utilising a further approach, i.e., we consider the
following system

dv _ _I_K+ICa

v o R(V,fx),
o == B(V,f,x), ©
dr W = B(V, f,%),

with
I_K = GK cX (V - EK)/ G_K = (GK - pcontrol)/ T :=0.75- (Tx + pcontrol)~

Here, we again consider only the potassium current to control the effect of the enhanced calcium
current. However, we are not only focused on the conductance Gk, we are paying attention also to
the relaxation time constant 7,. This has influence on the gating variable x and therefore, again on the
potassium current, i.e., decreasing of peontrol increases Gy and x. The choices of the signs of the control
parameter in Gk and Ty is again related to the aim to increase the potassium current. This yields the
regions in Figure 10.

0.8
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© M no oscillations
(&)
o 06N "Hopf curves" 225
e 2248
S 04 Te
‘5’ 224.6
2
] 0.2 224.4
o
0 0.8
0 0.2
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(a)2D projection on the (Gc,, Gk) plane. (b)3D view on the oscillation area.

Figure 10. The black lines represent the two "Hopf-curves" of system (8) including the oscillatory area.

Here, we see that choosing the approach from (8) yields different region, where oscillations appear,
i.e.,, EADs and no EADs, please cf. Figure 9. We see that — regarding Figure 10a—we have a much
bigger range with respect to the conductances G¢, and Gk, where no EADs appear. To achieve this a
reduction of the time relaxation constant 7y or 7y, respectively, is necessary, cf. Figure 10b. Moreover,
as a general remark we want to emphasise that all these approaches can be modified, i.e., we can add
weight to the control parameter depending on the system specific properties, as we already did in
system (8). In system (8), e.g., we can modify Gk and Ty as follows

Gk = (GK —a- pcontrol) and Ty:=b- (TX +c- pcontrol)/ )

where a,c € RT, 4 # cand 0 < b or similar modifications. Especially, in this paper we are focused on
balancing the enhanced calcium current via the increasing the potassium current. Please remark also
that all these approaches we have for peoniro) = 0 and b = 1 the initial situation. Moreover, we know
that we can compensate the enhancement of the calcium current by increasing the potassium current.
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Furthermore, notice that to balance an EAD induced by an enhanced calcium current the control
parameter pcontrol in system (8) has to be negative. Using the approach (8) together with (9) and the
choices 2 = b = ¢ = 1 yields also a different regions as in Figure 9, but the “Hopf-curves” are still less
steep as in Figure 10. This means we can control the slope of the “Hopf-curves”.

Finally, we want to remark that this approach we can also use for more general systems,
e.g., including the sodium current Iy, or relaxation time constants, which are depending on the
voltage V, cf. [17]. This yields then more possible choices of the parameters and the parameter space
will grow, but this has also potential to study and to control cardiac arrhythmia in a more specific way.

6. Discussion

In this paper, we studied the Hodgkin-Huxley model from [1] to investigate the occurrence of
EADs related to an enhanced calcium current and the ion current interaction of the potassium and
calcium current. For this aim we used the bifurcation theory and the numerical bifurcation analysis to
derive a separatix between EADs, i.e., mixed mode oscillations [30,31] with one large and one or more
small oscillations, and no EADs in system (1), cf. Figure 9. It turns out that our system loses stability
and oscillates (in the sense of periodic orbits mentioned in Section 3) between two Andronov-Hopf
bifurcations, where EADs as well as no EADs appear (periodic orbits). In this region stable periodic
orbits occur, where the number of small oscillations are depending on the numbers of (unstable) limit
cycle branches, cf. Figure 4 and [28], where we adumbrated this fact.

Moreover, we showed that no EADs occur in a region between the supercritical Andronov-Hopf
bifurcation (related to small values of the conductance G¢,) and the first LP of cycles of the first Hopf
continuation—which generically corresponds to a turning point of a curve of limit cycles—from this
supercritical Andronov-Hopf bifurcation, cf. Figure 4. This corresponds also with the circumstance that
EADs may appear by the enhancement in the calcium current. Please notice that also the phenomena
of isolas may occur for different settings of the system parameters, cf. for instance [28], but not in our
setting, please cf. Figure 5. Furthermore, we restricted our bifurcation diagram to the first two limit
cycle branches. The continuation from an Andronov-Hopf bifurcation is comparably easy and fast,
while already the continuation of the second limit cycle branch becomes challenging and needs a lot
of computational power. Since we are interested in the region, where EADs appear, and because of
these numerical efforts, it makes sense to focus on the first limit cycle branch (mainly if one consider
a multiple bifurcation problem).

Furthermore, we highlighted that the effect of an enhanced calcium current can be compensated
by an increasing of the potassium current, cf. Figure 6. Since we considered only the toy model (1)
depending on two ion currents our study is limited to the ion current interaction of the potassium and
the calcium current. However, a similar result, we can expect also from the interaction of the potassium
and sodium current. Then, these observations motivate the study of system (1) as a multiple bifurcation
problem, i.e., our investigation was not only focused on one bifurcation parameter. Please note that
EADs can be induced by an increase of the L-type calcium conductance and by the application of
potassium current blockers, cf. [3]. Using two bifurcation parameters, yields that the area, where
oscillations in system (1) appear, increases by increasing of Gc, and Gk (simultaneously), see Figure 9.

At this stage we want to emphasise, that the study of model (1) as a multiple bifurcation problem
with up to five (most important) parameters yields further cognitions, cf. Figures 8 and 9. Moreover, we
can use this approach to study more general Hodgkin-Huxley models or we can utilise this strategy to
show that EADs related to a reduction of the potassium current can be compensated by a decreasing
of the calcium current.

Summarising, we have shown four main result. Obviously, the increasing of the calcium current
may yield EADs. Second, one can use an increased potassium current (e.g., induced by some drug)
to compensate EADs derived by an enhanced calcium current (e.g., induced by ion channel disease).
On the other hand, one can also balance EADs induced by a reduced potassium current, via the
reduction of the calcium current. This means if one is not able to decline the influence of a potassium
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blocker, one may vanish the effect of the potassium blocker by a “calcium blocker”. Third, from our
study one can expect that EADs may occur via a combination of an enhanced calcium current and a
reduced potassium current, cf. [3]. Therefore, the effect of both phenomena can be mutually reinforcing.
Thus, EADs may also appear in a “safe region” focused only on one ion current. Fourth, we showed
that EADs related to an enhancement in the calcium current are not Hopf-induced in the sense of the
geometric singular perturbation theory [32].

Furthermore, in the paper we used several control approach to balance the effect of the
enhancement in the calcium current. Here, it turns out that EADs can be compensated using the
approach in (8) in a very effective way. The reason is that we increase simultaneous Gk and Ty, where
we added a weight to Ty, i.e., we increased the speed of the gating variable x. This yields very different
regions if we compare Figures 9b and 10a.

In addition, if we study models containing also a sodium current, then the effects of the different
ion currents can be balanced by increasing or decreasing the other ion currents. The investigation
of the three main ion currents by considering three parameters Gc,, Gk and Gn, will yield a three
dimensional parameter space and therefore, we will have more possible choices to prevent the EADs.
Even more, we are able to investigate and to understand the ion current interactions by means of
the bifurcation theory in a very general way, which is useful for the treatment of cardiac diseases.
This short study emphasise the importance of the inclusion of the two or three main ion currents, which
are related to the occurrence of EADs and the beneficing of bifurcation analysis in the investigation of
cardiac arrhythmia.

Finally, we want to outline that our study was only focused on a toy model of dimension three
containing two ion currents and it is as a future project mandatory to consider more complex models
to be able to understand all effects yielding EADs. Nevertheless, we can use our approach also in more
complex situations for the investigation of EADs. Beside the extension of this study to more general
ion current models, one has to think about to the study of multi-domain models to be able to study the
effect of EADs on the complete heart. A first good starting point would be to observe a mono-domain
model as in [4].
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Abstract: In this paper, the existence and uniqueness of the solutions to a fractional order nonlinear
coupled system with integral boundary conditions is investigated. Furthermore, Ulam'’s type stability
of the proposed coupled system is studied. Banach'’s fixed point theorem is used to obtain the existence
and uniqueness of the solutions. Finally, an example is provided to illustrate the analytical findings.
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1. Introduction

Fractional calculus is a branch of mathematical analysis, in which arbitrary order differential
and integral operators are studied. It started with a correspondence between L'Hospital and Leibnitz
in 1695. Presently, plenty of literature is available on theoretical as well as numerical work on this
topic. It has application in numerous fields, for example, control theory, signal and image processing,
aerodynamics and biophysics [1-3]. For the fundamental concepts of fractional calculus, books like
Kilbas et al. [4], Miller and Ross [5] and Halfer [6] are referred. Existence and uniqueness of solutions
for fractional order differential systems in finite dimensional as well infinite dimensional spaces were
studied by several authors [7-11]. Ahmad et al. [8] established existence results for nonlinear boundary
value fractional integro-differential equations with integral boundary conditions.

Integral boundary conditions have several applications in real-life problems such as population
dynamics, blood flow problems, underground water flow, and chemical engineering. For more details
on integral boundary conditions, we refer the reader to [12]. Here we would like to consider a practical
example of the integral boundary condition:

" = g(0f(1,x), x(0) =0, pX'(1) = x(1),

where t € (0,1),7 € (0,1] and B is a positive constant. This is the model for a thermostat. Solutions of
the problem are stationary solutions for a one-dimensional heat equation, corresponding to a heated
bar, with a controller at 1, which adds or removes heat, depending on the temperature detected by a
sensor at 7.

This problem can be generalized. One can consider the heat equation with nonlinear gradient
source terms that vary in time. Moreover, now, the heated bar, with a controller at 1, which adds

Mathematics 2018, 6, 96; d0i:10.3390 / math6060096 37 www.mdpi.com/journal /mathematics



Mathematics 2018, 6, 96

or removes heat depending on the temperature detected by sensors located at any points of the bar
(it depends on how we define the function /). This problem can be written in the form

¥ = F(t,x,x), x(0) =0, x'(1) = '/0'l x(s)dh(s) ().

Recently, Ulam’s type stability has been of great interest to many researchers. In 1940, the above
mentioned stability was first introduced by Ulam [13]. Then, it was explained by Hyers [14] in the
subsequent years. Ulam and Hyers studied it for various kinds of differential equations with integer
order. Nowadays, we describe the result of Hyers simply saying that Cauchy functional equation
is Hyers-Ulam stable (or has the Hyers-Ulam stability). Next, Hyers and Ulam published some
further stability results for polynomial functions, isometries, and convex functions. The Hyers’ results
are extended and generalized by many researchers for integer order differential equations. Plenty of
significant results on Ulam’s type stability can be found in the literature, we refer [15-17] and references
cited therein.

To the best of our knowledge, there are only few manuscripts devoted to the study of Ulam’s
type stability for coupled system of fractional differential equations. Further, there is no manuscript
considering the Ulam'’s stability for coupled system of fractional order « € (1, 2] differential equations
with integral boundary conditions. Motivated by this fact, in this paper, the existence, uniqueness
of solutions as well as Ulam’s type stability for the considered coupled system involving Caputo
derivative is studied. The proposed system is given as follows:

D*x(t) = f(ty(t)), a € (1,2], t€ T

‘DPy(t) = g(t,x(t)), pe (1,2, te T
(1)
px(0) +qx'(0) = [ a1(x(s))ds, px(1) +qx'(1) = [ az(x(s))ds,

py(0) +qy' (0) = [o m(y(s))ds, py(1) +ay' (1) = [y Gay(s))ds,

where 7 = [0,1] and f, ¢ : J x R — R are continuous functions. Here, a1, ay, 41, > : R — R and
p, P> 0; q, 4 > 0 are real numbers.

The plan of the paper is as follows. In the second section, some useful definitions, notations,
lemmas and results are given which will be required for the later sections. In the third section, existence
and uniqueness of the solutions for the coupled system (1) is studied. In the fourth section, Ulam’s type
stability results are obtained. In the last section, a few examples are given to show the application of
the obtained abstract results.

2. Preliminaries and Assumptions
In this section, some useful definitions, notations and lemmas are briefly reviewed.

Definition 1. [4] For any function z € ((0,1),R), the Caputo derivative of fractional order x € R is

defined as

‘D*z(t) = ﬁ /(:(t — )1z (5)ds, n=[a]+1,

where [ denotes the integer part of « and T'(+) is the gamma function.
Definition 2. [4] The Riemann-Liouville fractional integral of order « € R is defined by

[ (t) = ﬁ/ot(t—s)"‘*lz(s)ds,
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where z(t) € L'([0,1], RT).
Lemma 1. [4] For any « > 0, then the differential equations

‘D*z(t) =0
has solution given by

Z()=co+ert+t? 4+ Fcpt" !, eR,i=0,1,---,n—1,
where n = [a] + 1.
Lemma 2. [4] For any a > 0, then the solution of the differential equations
‘D*z(t) = h(t)
will be given by
J¥ED%*2(1)] = J*z(t) 4 co + crt+ cot? + -+ cpit" Y, G ER, i=0,1,--- ,n—1,

where n = [a] + 1.

Lemma 3. [8] For any h,y1,v2 € C([0,1],R), the unique solution of the boundary value problem

‘D% (t) = h(t), a € (1,2], t € [0,1] @
pz(0) +¢q2'(0) = fol r1(8)ds,  pz(1) +q2' (1 fo 72(s)ds,
is given by
1 1 1 1
=)= [ Galt,sh(s)ds + 5 [(p(1 =) +0) [ m(s)ds + (a4 p) [ a(s)as], ©
where Gy (t,5) is the Green's function given by
P(t—s)”"lt](lg&ﬁzf)(lfs)“’l T q(q;gé)((;:f;“’zl s <t
Gul(t,s) @)

(P51 glg—p)(1=s)
e

Lemma 4. The space B {z(t)|z € C(J)} is a Banach space under the defined norm |z|p =
maxe 7 |z(t)|.  Similarly, the norm on product space is defined by ||(z,2)|sxs = |zllg + |IZl5-
Obviously (B x B, ||(-,-)||sxB) is a Banach space. Further, the cone C C B x B is defined by

C={(z2) e BxB|z(t) 20, 2(t) > 0}.

Here, the problem (1) is transformed into a fixed point problem. Let 7 : B x B — B x B be the
operator defined as
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fol Gu(t,8)f(s,y(s))ds + % [(p(1 —t)+q) fol a1 (x(s))ds
g+ pt) Jy a2(x(5)ds]
Fl,y)(t) =

Faly,x)(t)

Fp(x,y)(t)

Then the fixed point of the operator F coincides with the solution of coupled system (1).
In order to prove the existence and uniqueness of solutions of coupled system (1),
following assumptions are taken:

(A1) Fort € J, thereexist A, u € C(J,R"), such that
[f(EyE)] <A +u®)y(B)], Vy(t) € C(T,R)

with A* = sup;c 7 A(t), p* = sup; ;7 u(t).
Similarly, for t € 7, there exist v, ¢ € C(J,R"), such that

lg(t, ()] <v(t) +&(B)]x(H)], ¥V x(t) € C(T,R)

with v¥ = sup,. ; v(t), §* = sup, 7 {(t).
(A2) Fort € J, there exist positive constant L,,, La,, such that

lar (x(£))[ < Loy [x(t)] and |az(x(t))] < L, |x(t)], V x(t) € C(T,R)
Similarly, For t € J, there exist positive constant Ls,, Lz,, such that

a1 (y(1)] < Laly(t)| and |a(x(8))| < Lay|y(£)], ¥V y(t) € C(T,R)

(A3)
1 C (e8] @ = ! La +La 1
! ./o ‘ "‘(t’s)|)‘(s)d5< 7l /0 |Ga(t,s)\y(s)ds+(pq)(p—212)<2
and
1 G = ! p+4q)(La + La 1
: /o |Gp(t,s)[v(s)ds < oo, QZ*/O \Gﬁ(t,s)|§(s)ds+(pq)(ﬁ—212) < >

(A4) Forally,j € C(J,R) and for each t € J there exists a positive constant Ky, such that
f(by) = f(EG)] < Kely —7l.
Similarly, for all x, ¥ € C(J, R) and for each t € J there exists a positive constant Kg, such that
|g(t,x) = 8(£,%)| < Kglx — .
(A5) Forall x, ¥ € C(J,R) and for each t € 7 there exist positive constants Ka,, Ka,, such that

|a1(x) —a1(%)| < Kgylx — %] and |ap(x) — a2(%)| < Kgy|x — %]
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Similarly, for all y,7 € C(J,R) and for each t € J there exist positive constants Kz, Kz,,

such that
a1 (y) — a1 (7)< Kayly — gl and [a2(y) — 82(7)| < Kz |y — 7.
(A6) Let
i) ¢ = Kg + Kpg, where Kpg = w and
Som = may] ) Gotee
_ / plt=s)P 1+ (G—pH(A=9)f!  qG—pH)(1=s)P2|
0 Pr(B) pPr(p-1)
H@=pHa-s)f" G- pHa—s)F?
+ = - ds
/t Pr(B) pr(p—1)
_ U 2p+d) 28 +p])
(B+1) Tr(p+1)  pTp)
(ii) ¢ = ’C(ocpq)Kf + Kﬁq, where Kﬁq = w and

IC( = max‘/Gatsds

te(0,1
1 2(p+4q) , 2(4*+pq)
T(a+1) T(a+1) pr(a) -~

apq)

3. Existence and Uniqueness Analysis

Theorem 1. If all the assumptions (A1)—(A6) and ¢ = max{¢1, ¢} < 1 are fulfilled, then the fractional
order coupled system (1) has a unique solution.

Proof. For a positive number

21?1 ZPZ )

5= e
max(l—le' 1-20,/

we define a set

W =A{(xy) € BxB:|l(xy)lsxs <3}

First, in order to prove that 7 maps W into itself, we have
1
[Faly,2)(B)] < /0 |Gt 5)11f (s, y(s))lds
1 1
+ (1= + 9l [ i)+ lig-+po)] [ laa(e(o)las]

1 1
< / |G (t,s)|A(s ds+/ |G (t,8)|[1(s)|y(s)|]ds

b L) [aGE) s (o) [ o)
< /O\G,X(t,s)|)\(s)ds+15 /0 \Ga(t,s)|y(s)ds+(7’+‘7)(§—2‘”+“2)
= P00 <) ©
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Now taking maximum on both side of the inequality (6) over [J, we obtain

3
[ Fu(y, )|l < 5
Similarly, || F5(x, y)lls < ¢. Hence, we can conclude that

7 (x, 955 < 6. @)

Inequality (7) shows that 7 maps WV into itself. Next, in order to show that F is the contraction
operator when t € 7, we have

|Faly, x)(t) — Fau(7, %) ()] < /01\Ga(f/S)Hf(S/y(S))—f(S/y_(S))|dS
+ 2 [6a =0+l [ ln(x(9) = on(a(e)las
1)l [ laa(x(s)) ~ aa(e(s))las]
< ’C(vcpq)Kf‘y(t) - ?(t)|

(0K +Key) oy 2. ®

+
p2

When we take maximum on both side of the inequality (8) over 7, we obtain

_ _ +q)(Kay +Ka _
1F:03) = Fu@ Dl < KigKyly—gls+ EELCaEE g )
Similarly, the following can be obtained
o _ p+q)(Ka + K _
IFe) = Falwplls < Kigppksllr— sl + DRIy gy a0
From (9) and (9), we get
F(xy) = F&Plsxs < ¢ll(xy) — (%9 x5 (11)

Thus, the operator F is strict contraction. By Banach'’s fixed point method, it has a unique fixed
point which is the unique solution of the considered coupled system (1). [

4. Ulam’s Stability Analysis
In this section, we study Ulam’s type stability for the coupled system (1).

For some € = (e, elg) > 0, we consider the following inequality

I'D*x(t) = f(ty(t)| <ew te T,
(12)
|"DPy(t) — g(t,x(1))| <ep, te J.

The following definitions are inspired by Rus [18].

Definition 3. The coupled system (1) is said to be Ulam-Hyers stable, if there exist K(yp,457)
(K(apg) Kgpg)) > 0 such that for every solution (x,y) € B x B of the inequality (12), there exists a
unique solution (9,x) € B x B with

|(x,9) (1) = (8,6) ()] < K(appgpm€, t € T (13)
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Definition 4. The coupled system (1) is said to be generalized Ulam-Hyers stable, if there exist ¥ € C(R™,R™)
with ¥ (0) = 0, such that for every solution (x,y) € B x B of the inequality (12), there exist a unique solution
(8,x) € B x B of the system (1) which satisfies

[, y) (1) = (0, %) (t)| < ¥(e), t€T. (14)

Remark 1. Let (x,y) € B x B is a solution of the system of inequality (12) if there exist functions
¢, v € C(J,R) which depend upon x and y respectively, such that

(RD |¢p(t)| < €, [Y(t)] <ep tE€T;
(R2) and

Dx(t) = f(ty(b) +¢(b), t€ T,
DPy(t) = g(t,x(t) +y(t), te J.

Lemma 5. Let (x,y) € B x B be the solution of the inequality (12), then the following inequality will
be satisfied:

() = Ji Gult,)f(s,ys ))d —%[(pu—t +) Jo a1 (x(s))ds

+(g+ pt) Jo ax(x(s))ds) | < Kiupyens t€ T,
[y() = [y Gp(t,)3(s, x(s >> - ;[< (1= +q) [y maly(s))ds
@G+ pt) [ aa(y( H < Kigpaepr t€JT.
Proof. By Remark 1 (R2), we have
Dix(t) = f(ty() + o), teT,
DPy(t) = gt x(t)) +9(t), tE T,
(15)
px(0) +qx'(0 [0 ay(x(s))ds, px(1)+qx'(1) = [01 ay(x(s))ds
py(0) +y'(0) = fy an(y(s)ds,  py(1) +ay'(1) = fy aaly
By Applying Lemma 3, the solution of (15) will be as follows:
£) = Jy Galt,s)f(s,y(s))ds + fy Galt,s)p()ds + L [(p(1— ) +4) fy ma(x(s))ds
+(q+ pt) fo a(x )ds] te J,
(16)

= Jo Gy(t,5)g(s,x(s))ds + i Galt,S)p(s)ds + 5 [(p(1 =) + ) [ i (y(s))ds
+(@+ ) fo ma(y(s)ds), te .

Considering first equation of the system (16), we have
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1)~ [ Gt )yt = 5[0 =)+ [ n(x(9)ds

IN

‘Akmﬂwms

1
|} 16x(t9)lIp(e)lds.

ot pt) [ aale(o)as]|

IN

By Remark 1 (R1) and using condition of (A6), we get

50~ [ Gult, ) (sys = 5 [0 =) ) [ (s
Hatpt) [ aa(x(6)as] | < K (7)

Repeating the same procedure for second equation of the system (16), we get

)= [ Gats)gts x)as — L[ =0+ 0) [ mu(o)as
+(l7+ ﬁt) (: ﬁg(y(s))ds] ’ < K(ﬁﬁq)eﬁ (18)

O

Theorem 2. If all the assumptions (A4)—(A6) are fulfilled, then the fractional order coupled system (1) is
Ulam-Hyers stable and consequently generalized Ulam-Hyers stable provided that

(1- qu)(1 - Kﬁﬁ) - KﬂPqKﬁﬁﬁ # 0.

Proof. Let (x,y) € B x B be the solution of the system (15) and (8, «) € B x B be the unique solution
to the following considered system:

DUO(t) = f(tx(t), te T,

‘DPx(t) = g(t,9(t)), t€ J,

(19)
p(0) + q0'(0) fo a1(9(s))ds, pd(1) +q8'(1) fo a,(8(s))ds
pr(0) + ' (0) = [g mr(x(s))ds, pr(1) +qx'(1) = [y 22
Using Lemma 3, the solution of (19)
£) = Jy Galt,s)f(s,x(s))ds + L[ (p(1 = £) + ) fy a1(0(s))ds
+(q+pt) foaz )ds] te J,
(20)

= Jo Gplt,5)3(5,8(5))ds + L [(P(1~ ) +7) fy a(x(s))ds
+(g + pt) fouz )ds] te J.

We have
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K0 =001 = [0~ [ Galt ) (s k(s — 5 [(p(1-0) +9) [ ma(o(s))as
b [ w0

0= [} Gults) s y(eds — L [(p(1 =0 +a) [ m(x(o)ds

b e [ mG (s))ds]\

IN

1 1

+ ‘/0 Ga(t,s)f ))ds — A Ga(t s))ds’
.1 . .

+ ‘pz [(p(l—t)+q)/ a1(x(s))ds + (g + pt) A an(x

- %[(p(l—t)w)/ a1(8(s))ds + (q + pt) Oluz

< Kapgeu+ Kapgly(t) = w(£)| + Kpg[x(£) = 8(8)],

where Kypg = K (4pq
Hence, we get

K-

(1- qu)Hx AT S K(apq)et’t + Kaquy — ||
Similarly, we have
(1= Kpplly — xlls < Kgpgep + Kgpgllx — 0|,

where Kgpz = K(gq)Kg
From (21) and (22), it can be written as

(1= Kpg)llx = 9ll5 — Kapglly — 5 < K(apg)en

(1= Kpg)lly — ll 8 — Kppgllx — 8l < Kgpay€p

The matrix representation of (23) is as follows
(1=Kpg)  —Kapg l[x =95 K
—Kppg (1=Kpp) ) \lly =l K spa)€s

After simplification of the above inequality, we have

1—Kzs Ky
[[x— 95 ) Lo K (apg)
< ,
Iy =l B 02X |\ K sppep

where A = (1 — Kpg) (1 — Kpg) — KapgKppg # 0.
Further simplification gives

(1= Kpg) Kiapg)€a  KapgK(gpp)€p
_ <
lx-9ls < A + A
KppgKupg€x (1= Kpg)Kgpg)
Bpg™ (apq) C pa) ™ (Bpg) €
— <
ly—xlls < A + A

45

(1)

(22)

(23)

(24)

(25)
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From inequalities (24) and (25), we have

(1-Kpp)K KapoK (55 Kgpi K (ap) €
lx=98ls+lly—xls < 5 (apg)€a 4 A(ﬁpq) b DBpT A(rxrm) «
(= Kpg) Kgpp s
A
Therefore, we have
H(x/y) - (ﬂ/K)HBXB S K(A‘quﬁq)el (26)

where € = max{e,x,elg} and

(1= Kpp) K apg) L KoK | KepgMwpy (1= Kpo)Kigpg)

K (wppap) = A A + A A

Hence, by inequality (26), we can conclude that the coupled system (1) is Ulam-Hyers stable.
Further, inequality (26) can be written as

1(x,y) = (8, %) 85 < ¥(e€), where ¥(0) = 0. 27)

By inequality (27), we further conclude that the coupled system (1) is generalized Ulam-Hyers stable.
0

5. Application

Example 1. We consider the following fractional order coupled system:

Dx(t) = iy a € (1L2], te T =[0,1]

‘DPy(t) = ﬁ [tcosx(t) + x(t)sint], p€ (1,2], t€ T =[0,1]
(28)

x(0) fo 13+\Ys rds, x(1) +x'(1 fo 15+\x)(L)\ds

Y(0) +3/(0) = Jy % [cosy(s) +siny(s)]ds, y(1)+y' (1) = [y s [cosy(s) +siny(s)]ds
By comparing the coupled systems (28) to (1), the following values are derived:

1

S 1
p:q:p:q:l,Kal:KﬁlzﬁandKuZ:Kazzﬁ.

Here,

F030) = g oy and 8(6x(0) =

100 [tcosx(t) + x(t) sint].

As, |f(ty) — fF(L7)| < 45ly — 7l and [g(t, x) — g(t, )| < 25|x — %/, therefore (A4) is satisfied with
Ky = % and K¢ = SL Further, we have

P =

(e
4 4 1 1 1
- (r B+1) /s+1)+r<;;)>5o”<m+15>
1.
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Similarly, ¢, < 1. Hence, the coupled system (28) has a unique solution. Moreover, the condition
(1= Kpg)(1 — Kpg) — KapgKppz # 0 in Theorem 2 is also satisfied. Therefore, coupled system (28) is
Ulam-Hyers stable as well as generalized Ulam-Hyers stable.

6. Conclusions

Here we have studied the existence and uniqueness of the solutions as well as the stability for a
coupled system of fractional order « € (1,2] differential equation with integral boundary conditions.
We have discussed two types of stability, called Ulam-Hyers stability and generalized Ulam-Hyers
stability. As a future work, one can generalize the same concept of stability to a neutral time delay
system/inclusion as well as state delay system/inclusion (finite and infinite delay), which have some
useful scientific applications. This will enhance a new direction of research: a special kind of phase
space to be used for the study of controllability and stability of an infinite delay system/inclusion.
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I have found an error in Equation (17) in my paper [1], and thus I would like to make the
following correction: On page 7, Equation (17) should be changed from A = aya,a3 — aga3 — a3 > 0 to
the following correct version: A = aaza3 — aga3 — a3 > 0. I apologize for any inconvenience caused to
the readers. This change does not affect the scientific results.
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