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Preface

Due to the vastness, novelty, and complexity of the interface between mathematical
modeling and nanoscience and nanotechnology, many important areas in these
disciplines remain barely explored. In progressing further, multidisciplinary
research communities have come to a clear understanding that, along with exper-
imental techniques, mathematical modeling and analysis have become crucial in the
study, development, and applications of systems at the nanoscale. This volume puts
together selected contributions from the participants in the Banff International
Research Station (BIRS) workshop Coupled Mathematical Models for Physical and
Biological Nanoscale Systems and Their Applications. The contributors are experts
working on different aspects of the analysis, modeling, and applications of
nanoscale systems, with particular focus on low-dimensional nanostructures and
coupled mathematical models for their description. The development of such
models requires concerted efforts from mathematicians, physicists (both theoreti-
cians and experimentalists), and computational scientists, including those working
on biological nanostructures. The contributions may serve as up-to-date introduc-
tions to different topics in nano- and biosystems, identification of important
challenges, evaluation of current methodologies, and exploration of promising
approaches.
Topics treated in the book belong to three categories:

Part I: Charge and Spin Transport in Low-Dimensional Structures.
Part II: Modeling Biological Phenomena from Nano- to Macro-scales.
Part III: Mathematics for 2D Materials and Properties of Confined Nanostructures.

In Part I and Part II, Birnir describes different models of nonlinear transport in
semiconductor quantum wells and superlattice structures. This chapter reviews the
obtention of envelope function and Hartree approximation for quantum wells from
the Schrdédinger equation, and a dynamical system and bifurcation study for the
corresponding time-dependent Liouville—von Neumann matrix density under a laser
field. Possible applications are listed. On a different vein, Birnir describes
time-dependent electron transport using the sequential tunneling model of a weakly
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coupled superlattice, i.e., a certain number of identical quantum wells separated by
thick barriers. A weakly coupled semiconductor superlattice is a nonlinear
dynamical system whose nonlinearity is due to sequential resonant tunneling
between adjacent quantum wells and to the Poisson equation between electron
density and potential at the wells. For different dc voltage and parameter values,
there are stable stationary states, time-periodic solutions, and period doubling routes
to chaos. Birnir also discusses the effects of noise and imperfections on the
attractors with applications to true random number generators and other devices.

H. T. Grahn et al. review experiments on weakly coupled semiconductor
superlattices including recent observations of spontaneous chaotic and
quasi-periodic self-oscillations in doped GaAs/AlGaAs superlattices at room tem-
perature. Based on them, an all-electronic true random number generator has been
demonstrated at room temperature with achievable bit rates of up to 80 Gbit/s. This
is about two orders of magnitude larger than typical bit rates for currently available
all-electronic true random number generators. The paper also reports synchro-
nization of chaos, which is useful for secure communications and possible appli-
cations to advanced secure multiuser communication methods using large networks
of coupled superlattices.

R. Sanchez discusses models of electron or heat transport in mesoscopic con-
ductors when detailed balance is locally broken and indicates several possible
realizations. Kaupusz and Melnik discuss non-perturbative approaches in
nanoscience with possible applications to charge transport and optical phenomena.
They focus on finite-size effects in spin systems near the critical point, based on
Monte Carlo (MC) method and some analytical arguments. They report Monte
Carlo simulations of the three-dimensional Ising model for small and large linear
lattice sizes, providing numerical evidence that the asymptotic decay of corrections
to finite-size scaling is remarkably slower than expected before. M. Willatzen
discusses a continuum model for coupled acousto-optical phonons in piezoelectric
materials.

In Part II, Bonilla et al. review stochastic models of tumor-induced growth of
blood vessels (angiogenesis). In this complex multiscale process, diffusing vessel
endothelial growth factors induce sprouting of blood vessels that carry oxygen and
nutrients to hypoxic tissue. They study a model of stochastic differential equations
for blood vessels coupled to reaction—diffusion equations for biochemical field
densities and derive coupled integro-differential equations for the mean densities.
The density of active blood vessel tips solves these equations and it approaches a
soliton-like wave before the vessel tips arrive at the tumor. The authors also include
a review of other approaches ranking from reinforced random walks to cellular
Potts models.

Carpio et al. study formation of bacterial biofilms both inside flows and on solid
surfaces. To analyze this multiscale system, they use elastic rod and plate models
that incorporate information from the biomass production and differentiation pro-
cess at the microscale, such as growth rates, growth tensors or inner stresses, as well
as constraints imposed by the interaction with the environment.
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Plata and Prados analyze the unfolding pathway of biomolecules comprising
several independent modules in pulling experiments with atomic force microscopes.
The unfolding pathway is the order in which modules of a biomolecule fixed to
platform and tip of the microscope open when pulled with a specific velocity. The
authors study a simple mechanical model of the biomolecule under pulling and
predict a critical pulling velocity: Below it, the weakest module opens first,
whereas, above it, the module at the pulled end opens first. They also discuss the
robustness of critical velocity and its dependence on the model parameters and
propose an experiment to test the theoretical predictions.

Neu et al. present a heuristic derivation of a geometric minimum action method
that can be used to determine most-probable transition paths in noise-driven
dynamical systems. The latter are ubiquitous in applications to physics and biology.
In traditional descriptions that employ Fokker—Planck equations for the probability
density, detailed balance ensures that there is a globally stable equilibrium density.
The authors pay particular attention to systems that violate detailed balance and
emphasize the role of the stochastic vorticity tensor in ascertaining fulfillment or
violation thereof. The authors explore the general method through a detailed study
of a two-dimensional quadratic shear flow which exhibits bifurcating most-probable
transition pathways.

In Part III, Yatsyhin and collaborators describe classical density functional
theory (DFT) and apply it to simple equilibrium models. Classical DFT is an
ab initio theoretical-computational framework with a firm foundation in statistical
physics. It systematically accounts for fluid spatial inhomogeneity, as well as for the
non-localities of intermolecular fluid—fluid and fluid—substrate interactions. The
theory expresses the grand canonical free energy of a system as a functional of its
one-body density, thus generating a hierarchy of N-body correlation functions.
Unconstrained minimization of a properly approximated free-energy functional
with respect to the one-body density then yields the basic DFT equation. The
authors review recent progress in the understanding of planar prewetting and
interface unbending on planar substrates and compute substrate—fluid interfaces and
wetting isotherms. Guo et al. explain how to model metastability in CdTe solar cells
due to Cu migration.

Urata and Li discuss how to couple multiscale molecular dynamics with the
finite element method.

Carr et al. present a general method for the electronic characterization of ape-
riodic 2D materials using ab-initio tight-binding models. They study the subclass of
twisted, stacked heterostructures, but their formalism can be implemented for any
2D system without long-range interactions. Their method provides a multiscale
approach for dealing with the ab-initio calculation of electronic transport properties
in stacked nanomaterials, allowing for fast and efficient simulation of multilayered
stacks in the presence of twist angles, magnetic field, and defects. Tuszynski et al.
discuss molecular dynamics and related computational methods with applications to
drug discovery. Hoiles and Krishnamurthy describe mesoscopic and macroscopic
models for the bioelectronic interface of engineered artificial membranes.
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This volume will be useful to researchers interested in coupled mathematical
models, and their analysis for physical and biological nanoscale systems impacts
applications in biotechnology and medicine, quantum information processing, and
optoelectronics. Potential audience of the book includes researchers in applied
mathematics, physicists, and biologists.

Lastly, we would like to express our gratitude to the Banff International
Research Station for making the workshop possible through their hospitality and
financial and logistic support. We thank Ruth Allewelt, from Springer, for help,
patience, and competence in completing this book.

Leganés, Spain Luis L. Bonilla
Cambridge, USA Efthimios Kaxiras
Waterloo, Canada Roderick Melnik

December 2017
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Nonlinear Quantum Mechanics )

Check for
updates

Bjorn Birnir

Abstract We show that the nonlinear bifurcations found by simulations in single
quantum wells in the terahertz regime [5, 6, 25] also occur in semiconductor super-
lattices (SSLs) in the gigahertz range [2, 3, 11]. The only exception is the second
Hopf bifurcation to quasi-periodic orbits on a torus. The advantage of experiments
on SSLs in the gigahertz range is that the experiments can be conducted at room
temperature and a chaotic oscillator due to the random dressing of a period two-orbit
has already been measured [31, 32]. We determine [42] that the route to chaos for
SSLs in the sequential tunneling regime is the period doubling cascade. Shorter (10-
period) superlattices are observed to exhibit faster oscillations compared with longer
(50-period) ones. Two plateaus are observed as functions of the voltage bias, and
intrinsically chaotic dynamics on the second plateau are possible only for shorter
SSLs, while the dynamics in the first plateau contain intrinsic chaos only for longer
(N > 50) SSLs [21].

Keywords Semiconductor - Superlattice - Nonlinear quantum systems * Quantum
strange attractors - Quantum bifurcations

1 Introduction

Quantum wells are fabricated (or ‘grown’) from semiconductors by depositing a thin
layer of one material, such as gallium arsenide Ga As, onto a substrate of a different
material, such as aluminum gallium arsenide AlGaAs, followed by another layer
of substrate material, so that a type of ‘sandwich’ geometry called a heterostructure
is formed. The defining property of quantum wells is that the middle layer has a
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Fig. 1 Left: the conduction and valance band for a semiconductor heterostructure, showing several
‘bare’ electron and hole subbands (states). Right: the parabolic subbands of the energies Ey k,« 0f
the envelope wavefunctions &,

significantly smaller band gap than the substrate layers, and has thickness of the
same order as the de Broglie wavelength of the electron. This causes an electron
occupying the conduction band of the middle layer to be confined to move freely
in only two dimensions, while motion in the third dimension is only possible via
transitions between quantized energy levels, called ‘subbands’, see Fig. 1. These
wells can be populated by a density of electrons by a process called doping and this
makes them ideal quantum systems for the study of nonlinear effects.

The success of nonlinear dynamical systems theory in the late 20th century, see
Guckenheimer and Holmes [28], and its application in the sciences and engineering,
see for example Birnir [9], lead to the conjecture that similar phenomena could
be found in quantum systems. In semi-classical systems nonlinear dynamics and
bifurcations of coherent solutions (solitons) have been shown to exist [7, 8, 27,
35], so it is not unreasonable to expect nonlinearity in some quantum systems far
from the semi-classical limit. In the late 1990s and early 2000s, Galdrikian, Batista,
Birnir et al. [5, 6, 25] studied intersubband transitions of doped quantum wells.
They developed computational methods for determining the coherent states of the
electron gas in an oscillating external electric field. It was found that the density matrix
equations of motion were nonlinear due to the interactions of the electron gas and
that these nonlinearities could be enhanced by fabricating quantum wells with certain
asymmetries, so that the lowest-lying subband levels were close to one another in
energy. For sufficiently nonlinear wells, it was predicted that the wells would exhibit
a bistable response as the terahertz power of the electric field (laser) was ramped
up and then down. For strong enough terahertz fields, period-doubling bifurcations
leading to a period-doubling cascade were predicted. Galdrikian, Batista, Birnir et al.
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[, 6, 25] developed this nonlinear theory of semiconductor quantum wells, typically
made out of GaAs and Al,Ga,_; As and populated by the technique of doping, where
material providing electrons is deposited close to the well structure, see Heyman et
al. [29, 30]. The nonlinearity was introduced through the Hartree and Hartree-Fock
local density approximation where a system of n-interacting electrons is replaced by
a system of n-noninteracting electrons in a different (Hartree) potential. This latter
view leads to the quantum mechanical system of coherent electron states. These states
satisfy a Schrédinger equation where the potential depends on several parameters
and when these parameters change the coherent electron states can bifurcate.

2 The Local Density Approximation

‘We now briefly describe the steps involved in obtaining the nonlinear quantum system
describing the coherent electron states and their bifurcations. It is possible to add
donor-type dopants at the interfaces of the middle layer with the substrate layers,
so that a two-dimensional electron gas will occupy the well. In order to describe
such a system theoretically, we take advantage of the fact that all the materials
involved exhibit a periodic crystal lattice structure, which constrains the allowed
electronic states and leads to a set of semiconductor Bloch equations. Assuming
that the electron gas is not too dense, we make an effective mass approximation and
work with a simplified model that will be discussed below. The starting point is the
Heisenberg equation for the electron operator

Y
ihe - = . H.

Let the x- and z-coordinates parameterize the lateral and growth directions of the
heterostructure, respectively. Here x is a two-dimensional coordinate parameterizing
both the direction of lateral and the transverse direction. Since the wavelength of the
laser drive is much longer than the width of the quantum well, the vertical field will
be coupled to the electrons in the active region with the dipole approximation. In
the effective mass approximation, the mean field Hamiltonian including the vertical
field Fz (which falls off rapidly outside the active region) is

2
H() = / vix, z, l)[;—mvz +u(x,2) +wx, z,1) — ezF (x, )Y (x, z, 1) d*xdz,

where v and w are the time-independent and time-dependent parts of the electric
potential, respectively, e is the electron charge and m is the effective mass. The
electric potential is coupled to the electron density n by Poisson’s equation

Vz[v(x, )+ wkx,z, )] = —Sn(x, z,1)
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where

n(x,z,t) = (¥ (x, 2, DY (x, 7, 1)),

is the electron density. The electron operator is expressed as
( t) / ihex ( ) (t) _2 (1)
X,z,1) = E et a
«\Z)Aka )

where the envelope wavefunctions &, (z) form a complete orthonormal basis. If the
active region is filled and the bias voltage is zero (i.e. the electron density is uni-
form), then the self-consistent envelope wavefunctions may be calculated in the same
manner as in Galdrikian, Batista and Birnir [5, 6, 25].

3 Homogeneous Quantum Wells

The theory of homogenous quantum wells with the local density approximation
consists of the following steps. We discretize the integral in Eq. (1) and write the
electron operator as

Y, 3,20 =A"" 3" g pa e (),

Ky ky,o

where A is a constant. The envelope wavefunctions obey the time-independent
Schrodinger equation

n* 92
{ + v(Z)} £4(2) = Eobu(2), 2

2m9z?

with the energies lying in parabolic subbands

h2
Ep o = 7—(k; + k) + Ea, (3)
; 2m

see Fig. 1. The envelope wave functions satisfy vanishing boundary conditions at
the sides of the well, which is a good proxy for a vanishing boundary conditions at
7z = £o00, see [5, 25]. The self-consistent potential is determined by Poisson equation

2 2

;—ZQv@ - —%n(z). )

The local density (or Hartree) approximation is implemented by use of the partition
function that yields the relationship between the chemical potential u, sheet density
Ny and subband energies E,, giving the thermal weights w,



Nonlinear Quantum Mechanics 7

__m B(Eq )
Ns_nhzﬂzlog {14 e PEant =7Th2,32w0“

where B = 1/T, T being temperature. Then the electron density can be expressed
as

n@) =Y waléa ). (5)

4 The Hartree Iteration

The potential v is determined by a Hartree iteration:

1. Solve Schrodinger equation (2) for {£,(2), Eq}.
2. Determine {it, wy} from {N;, E,} and update n(z) in (5).
3. Solve Poisson’s equation and update v(z) in (4).
4. Repeat until the iteration has converged.
Single electron N_ = 1x10"electrons/cm’
250 250 -
200 200 __,_,..---"'""-. """---...____
- 150 4 o~ 180 4
2 3
E i E 0]
> A >
= il 2 — L—]
g w0 = ———— g %09 00 —
w i w
0 £ 0 = E
S0 ' . ' v T v . -50 + T T T T T T
o 10 20 30 40 50 80 T0 0 10 20 30 40 50 80 70
Position (nm) Position (nm)
N_ = 2x10"electrons/cm’
250 = 15.0
1451 »
204 / \ 14.0 4
= 150 181 :
;; ; 13.0 4 [ ]
E 00 E, 125 4 =
5 A w1204
IE 80 4 @ oons = .
ol . : —E 11.0 4
- 10.6 4 -
50 T - v B T , - 10,0 - + T T
0 10 20 30 40 S50 e 70 o 110" m10” w1
Position (nm) Charge density wlectronsicm?)

Fig. 2 The first few energy states, the shape of the potential and the Fermi energy for different
doping levels and the energy difference E, — E between the first and second state as a function of
the charge density
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Figure?2, shows the first few energy states, the shape of the potential and the
Fermi energy for different doping levels and the energy difference between the first
and second state as a function of the charge density.

5 Intersubband Absorption

The nonlinear effects due to the electron density in the quantum wells have been
understood and measured since the mid 1990s. The intersubband absorption when
the quantum well is illuminated by an auxiliary laser, can be simulated and measured.
The simulations were developed by Zaluzny [49, 50] and the experiments were done
by Craig et al. [19]. The incoming radiation first builds up a charge in the quantum
well, this is a Stark effect and corresponds to a redshift of the absorption frequency.
However, as the incoming radiation increases the electrons in the well shield against it,
this is called the depolarization shift and is a blue shift. Eventually, the depolarization
shift dominates, see Fig. 3. One can also measure the relaxation times for the densities
in the quantum well, namely I7; the depopulation rate and I3; the depolarization
rate. This was also done by Craig et al. [19].

—T T .
N=57x10%em™? oo b u 14210 ot 5""“'“'
— IlmﬂliMyT
18 I /
= intersubband spacing - -
W7 * Infraned absorption = 0.5 em” T 0-5 em™
_5_, 107 w:cm’\ .S. ‘° w"""‘
18 E glege €
o)=* ojwe
%‘ § £ fﬂ = é E] E3
15 4 3 \'\
- - /. 1 wm:nv\2
R0 c y ! W!}F.\\‘ § : .
e £ e L 1) [y 3
[ L
G " - < T g o ]
.
£ . F S g (10 Wiem?
12 < 10 Wiem? Wy S T ——
0 Le 22— e 0lewe |
1" - - * - -3 T W = , — 8 E-
| / e .y
0.0 s0x10™  10x10"  18x10"  zoxto" 230 Wicm' bl */ 100 wum’ —
(1= L L L L 1 % 3
Charge density jelectronsicm® ~
g ty o ) Frequency (cm™") Frequency (cm™')

Fig. 3 The absorption frequency. The leftmost picture shows the intersubband spacing (Stark
shift) and infrared absorption due to the depolarization shift, as a function of the charge density.
The second and third picture show that with fixed electron (doping) density the absorption peak
shifts and changes form with the amplitude of the incoming radiation. The blue shift between the
two leftmost figures is the depolarization shift
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6 Time-Dependent Local Density Approximation

The driving of the quantum wells with time-periodic laser fields requires the devel-
opment of the time dependent version of above theory. The laser field is added to the
Hamiltonian in the electric dipole approximation, this works well since the wave-
length of the laser is large compared to width of the well. The intersubband absorption
now occurs by collective oscillations of electrons occupying the well and the reso-
nance is broadened and shifted away from intersubband spacing (This is the depo-
larization shift discussed above). Using the time-dependent Hartree (local density)
approximation, we calculate the self-consistent fluctuations due to the time-periodic
driving term. The time-dependent electric field z F(#) now induces self-consistent
fluctuations in potential v(z, ¢) and electron density én(z, t)

. 82 2
A= H=exF() + @1 550001 = ——on(z.1).
Z &

These satisfy a Poisson equation with a self-consistency condition: v(z, ) = v(z) +
dv(z, t),n(z,t) = n(z) + én(z, t). Then we can find a Liouville-von Neumann equa-
tion 3p( )
0(z,7,t i~ , ,
= _E[H(t)’ p(z, 2, 0] = Rlp(z,z, )],

for the density matrix p, where R is the relaxation operator. In the final quantum
mechanical dynamical system, in 4 complex dimensions, R is determined by the
experimentally measured depolarization rate I and decorrelation rate /5, discussed
above.

The time-dependent potential is determined by a time-dependent Hartree iteration:

1. Evolve p(z, 7/, t) until a periodic response is reached.

2. Compute the electron density by the formulan(z,t) = p(z,7,t) |Z,=Z.
3. Solve Poisson’s equation and update dv(z, t).

4. Repeat until converged.

7 Nonlinear Phenomena in Asymmetric Quantum Wells

Nonlinear bifurcation of the time-periodic coherent electron states were explored
by the theory above. In 1996 Galdrikian and Birnir [25] found the period-doubling
bifurcation of these states. In 2003 Batista et al. [6] found the Hopf bifurcation.
These bifurcations were found in simulations of the above model and simulations
showed the period-doubling cascade to the (Feigenbaum) strange attractor in first
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Fig.4 Left: The asymmetric quantum well with two barriers; bottom, the corresponding eigenstates,
top. Right: Time series, phase portrait, Poincaré map and power spectrum

case [25] and the quasi-periodic cascade to another strange attractor in the second
case [5]. We illustrate both of these in Fig. 4, taken from Batista et al. [6]. We sample
the normalized dipole momentum (u) /19, 4 = zF above, onto the two pertinent
complex valued states, in Fig.4, 1o is a normalization. The first column in Fig.4
is the time series of this sample. It shows if there is a simple oscillation present or
if there are more oscillations superimposed. The pattern in the third row is called
beating. The second column is the phase portrait, the basic mode is plotted against
its derivative. Both must be sampled at the same (spatial) point. The third column
is the Poincaré map, again the mode and its derivative are sampled, but now only
at each period T. This is also called the stroboscopic map. A circle on the second
column turns into a point in the Poincaré map. Finally the fourth column is the
power spectrum or the absolute value of the Fourier transform of the solution. The
fundamental frequency w = 27/ T shows up as the biggest peak. Superharmonics are
smaller peaks at integer valued multiples nw of the fundamental frequency. In the first
row, we see a periodic orbit, with the fundamental frequency and one superharmonic
on the power spectrum. The second row shows a period doubling, we see a periodic
orbit with twice the period 27, this is now a simple periodic orbit (two dots) on
the Poincaré map in the third column, and the power spectrum now has a peak at
half the frequency w/2. On the third row, we see a Hopf bifurcation in the Poincaré
map, that means that we now have a torus in the phase space. The Poincaré map is
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a cross section (cut) of this torus. The orbits are quasi-periodic and fill the surface
of the torus. On the power spectrum we now see a new incommensurate frequency,
smaller than the fundamental frequency. Then on the fourth row we see the torus
period double. On the fifth row the doubled torus deforms.

8 Experimental Search by Morris and Sherwin (2011)

A thorough experimental search for the period doubling bifurcation was done by
Sherwin and Morris [38], the experimental configuration is illustrated in Fig. 5. They
found superharmonics that are signs of the nonlinearity but no subharmonic of the
fundamental frequency. The latter is the signature of the period doubling bifurcation.
Optical bistability that frequently precedes a period doubling bifurcation was not
observed either. Itis possible that the subharmonic signal was too weak to be observed
but other possible issues include: 1. Excessive heating in the quantum well. It is
possible that the laser drive ionizes the electrons by excessive heating before the
subharmonic is able to form. 2. Domain formation, it is possible that domains with
difference charges form in the lateral direction perpendicular to the confinement
direction of the well. If this is the case these may add up and cancel or minimize the
effect of the nonlinearity.

- |

1.25 25  w(THz)

"= Variable FEL attenuator FEL + PD signal

]

128 28 viTHz) 4 KSi]icon
bolometer

1
||

PD sample

Sample close-up \

Filter 2.5 THz
> 40000x I

I
_ PD signal

125 25 wiTHz)

Fig. 5 The experimental setup of Morris and Sherwin (2011). FEL denotes the free-energy laser
(with frequency 2.5 THz). PD denotes the period doubling. The fundamental FEL frequency is
filtered out to observe the subharmonic (1.25 THz) signal
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9 The Anticipated Results: The Quantum Oscillator

A natural way to strengthening the signal emitted by coherent electron states in a
quantum well is to string together several quantum wells into a heterostructure called
a superlattice (SL). An example is shown in Fig. 6, taken from Alvaro et al. [1].

In the proposed research we will design and simulate SLs that can be used as
sources, period halvers and squeezers, random sequence generators and frequency
mixers, at room temperature. Periodic, quasi-periodic and chaotic oscillations have
been observed in superlattices [34, 47], at very low temperatures that require cooling
with liquid nitrogen. We propose to design and simulate SLs where all these phe-
nomena can be simulated and understood dynamically at room temperatures. The
design of such SLs requires heterostructures where the background temperature is
surppressed and below we will discuss the structure of such lattices. First we list the
devices and dynamical phenomena that we propose to find and study:

A Source: The difference between the above analysis of the oscillations in the quan-
tum well and the oscillations in the SL is that we drove the quantum well with an ac
laser field, whereas the electron states in the SL will be driven by a dc voltage. This
means that whereas we always start with a time-periodic orbit in the quantum well,
in the SL we start with a steady current (stationary state). The first bifurcation we
will look for is the generic Hopf bifurcation, from the stationary state, in such an SL.
Here generic means that it is the bifurcation we expect to find in the SL, as the voltage
bias increases, assuming it has no other symmetries. After this bifurcation we expect
to find a circle in the phase portrait of the SL system (6—11), as in the first row of the
second column on Fig.4. This electron state is a source, namely the electron state
consists of a charge, accelerated over the periodic oscillation. It will emit radiation at
the frequency w = 27/ T, where T is the period and at its superharmonics, because
of the nonlinearity of the coherent electron state. We expect to find up a 1-100 GHz
source, and if we succeed, we will next try to design a terahertz source that operates
at room temperatures. In fact the frequency can be tuned with the applied voltage.
This would enable terahertz sources that could be put on satellites without a heavy
cooling system; a great advantage. The signatures of the periodic orbit are the figures
in row one on Fig. 4. They are a simple periodic oscillation in the current, a circle in
the phase portrait, a fixed point (point) on the Poincaré map and a single peak at the
frequency  on the power spectrum.

A Frequency Halver and Squeezer: The second bifurcation, now starting from the
periodic orbit, that we expect to find in the SL, is the period-doubling bifurcation on
row two in Fig. 4. Now the periodic orbit has period twice that of the original periodic
orbit, so the frequency gets cut in half: @ — w/2. This has many applications, the
signal can be read at lower frequency where the noise may be reduced, it can be used
to make squeezed states [26] for noise reduction etc. The periodic orbit makes two
circles to close up again (figure two in row two) in Fig. 4 (on the right). The Poincaré
map has two points in each period T and there is a new peak at w/2 in the power
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spectrum (the rightmost figure in row two) in Fig.4. The current on the right has
new oscillations with half the original frequency and all their superharmonics. This
subharmonic signal can then be used in various ways: To produce a signal of half
the original frequency. To compress the signal into a desirable frequency range or to
squeeze out of it undesirable noise. The signatures of this bifurcation are: An addi-
tional oscillation in the current. An extra loop in the periodic orbit on phase portrait.
Two points replacing one in the Poincaré map. Half the fundamental frequency and
its superharmonics in the power spectrum.

The Chaotic Attractor and Random Sequences: The period doubling of the peri-
odic orbit continues into a period-doubling cascade to a strange attractor. We will use
this attractor to generate ultrafast random sequences at room temperatures. This is
very important to do for secure data storage and transmission [23, 40, 45], stochastic
modeling [4], and Monte Carlo simulations [10]. So far the fastest available tech-
nology for this task have been semiconductor lasers. We plan to find the parameter
regions where the chaotic attractors exist and where their detection can be optimized.
This parameter region my be enlarged by the addition of noise, as in [1], and we will
explore different types noise and its effect on the simulations. The signatures of the
strange attractors are: A wide range of oscillations in the current. A strange attractor
in phase portrait. A complex Poincaré map. Broadband noise in the power spectrum.

The Torus (Mixer) and a Distinct Chaotic Attractor: It is still not clear whether a
second Hopf bifurcation producing a torus in the phase space is possible in the super-
lattices that have been designed so far [31]. This bifurcation occurs on row three in
Fig.4, for the quantum well. The bifurcation is generic but may be prohibited by
the symmetries of the superlattice. We will try to design a superlattice for which the
(even) symmetry is broken and the second Hopf bifurcation of the periodic orbit to
a torus takes place. The orbits on the torus are quasi-periodic and are composed of
two frequencies. This makes the torus a candidate for a frequency mixer with two
tunable frequencies. Then we will explore the cascade of quasi-periodic orbits on
this torus to a strange attractor, as the voltage bias increases. This strange attractor
has different properties than the strange attractor created by the period-doubling cas-
cade above and gives an alternative method to generate ultrafast random sequences
at room temperatures. We plan to compare the sequences generated by the two types
of attractors and see if one has some advantage over the other. We also will find the
parameter regions where these latter types of chaotic attractors exist and where their
detection can be optimized. This parameter region my be enlarged by the addition
of noise as above, and we will explore different types noise and its effect on the
simulations.

However, we also see that there are only two occupies states below the Fermi
levels (hill) on Fig. 6. This is analogous to the situation of Galdrikian and Birnir [25]
and distinct from that of Batista et al. [6]. In the latter case there are three occupied
states below the Fermi level. In fact, three states are necessary for the second Hopf
bifurcation above and the cascade of quasi-periodic orbit the strange attractor. Thus
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Fig. 6 Left: schematic diagram of a dc voltage-biased SSL, from Bonilla et al. [12]. Right: The
band diagram of a GaAs/Alp7Gap 3As SSL (a) and GaAs/Alg.45Gag 55As SSL (b), from Huang et
al. [37]. The conduction band and the bound states of the wells are indicated by the solid horizontal
lines. The bottom of the X-valley is indicated by the dashed lines

we need to redesign the SL to enable the bifurcation to the torus above and the
resulting quasi-periodic orbits. We also have to make sure that the even symmetry
of the SL is broken, so the signal is stronger and easier to observe.

10 Semiconductor Superlattices

The observation of Bloch oscillations in semiconductor superlattices (SSLs) [36] has
led to many proposed applications of these heterostructures as sources and detectors
at gigahertz and terahertz frequencies. More recently, nonlinear Gunn oscillations
and chaotic dynamics have been observed in SSLs in the sequential tunneling regime.
These nonlinear phenomena present the opportunity for development of new appli-
cations of SSLs, such as true random number generators and frequency mixers.
Furthermore, recent advances in the design of SSLs have opened the possibility of
realizing these applications at room temperature. In support of the development of
applications of SSLs in the nonlinear regime, we theoretically characterize the non-
linear dynamical phenomena of the sequential resonant tunneling (SRT) model of
weakly-coupled SSLs in this paper. We show the effects on the bifurcation diagram
from variations of the number of periods making up superlattice, the sensitivity of
the SRT model to time-dependent stochastic fluctuations in the bias voltage and
local tunneling rates, and the effect of time-independent random perturbations of the
widths of the wells and barriers. This and the next three sections follow [21].
Spontaneous oscillations, quasiperiodic orbits, and chaos have already been
observed experimentally at very low temperatures [34, 36, 47] and at room tem-
perature [31-33, 37, 41] in 50-period SSLs with noisy voltage sources. Simulations
by Alvaro et al. [1] exhibited a strong chaotic signal. Experiments by Huang et al.
[31, 32] show that heating suppresses the nonlinear phenomena in SSLs, and we
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suspect this also occurs in single QWs. Huang et al. also describe a way of suppress-
ing the effect of heating, enhancing the current oscillations: It was hypothesized
that at warm temperatures, phonon-assisted transport though the X-valley of AlAs
allowed a thermal distribution of carriers to diffuse through the SSL, overwhelm-
ing the nonlinear quantum dynamics. This effect was suppressed by choosing the
Aluminum concentration of GaAs/AlGaAs wells in order to maximize the lowest
bandgap energy, i.e. make the X and I" band gaps equal to one another (Fig.6). As
a result, current oscillations were observed in SSLs at room temperature for the first
time, see [31, 32].

We consider the SRT theory of Bonilla et al., which describes the electronic
dynamics of SSLs in the weakly-coupled, self-consistent regime [15]. Two differ-
ent time scales are taken into account in this description of SSLs. The inter-site
tunneling and inter-subband relaxation processes occur on much shorter timescales
than the dielectric relaxation processes [12]. Therefore, the long timescale dynamics
of semiconductor lasers [44] and superlattices [1, 14] are typically modeled using
semiclassical equations, while the short timescale processes are treated separately
as noise. In the case of the SRT model, the short-timescale processes are included
through the addition of stochastic terms to the dynamical equations. Nonlinearities
enter the model via the inter-site Coulomb interaction, which bends the conduction
band of the SSL, modifying the inter-band tunneling rates by casting the energy levels
of adjacent wells into or out of resonance [ 12]. The dynamical equations are discussed
in detail in Sect. 11. The bias voltage, Vj,s, 1S treated as an external parameter of
the model. Gunn-like oscillations in J (¢) are found to occur in the SRT model over
several intervals of Vy, [16, 20]. These oscillations undergo a series of bifurcations,
which may cascade into chaotic behavior [1]. In [42], we characterized the route to
chaos via analysis of the Poincaré map and power spectrum, and distinguished the
effects of the noise terms from the deterministic chaos.

For sufficiently small bias voltages, the total current J (¢) through the SSL responds
linearly to changes in the bias voltage. At higher bias voltages, J (¢) suddenly transi-
tions to a time-dependent, oscillatory function, which passes through a further series
of transitions leading to chaotic behavior. We summarize the behavior of J () below:
Fixed-point: Over certain voltage intervals, J (¢) is attracted toward a stationary value.
Bistability: The first signal of the nonlinear dynamics is a bistable response of J(¢)
to slow variations in Vias. This behavior is observable only at sufficiently low tem-
peratures [16, 20]. Generically, bistable behavior is found at voltages near the Hopf
bifurcation described below.

Supercritical Hopf Bifurcation: As the bias voltage is increased, we next observe a
supercritical Hopf bifurcation. The fixed point becomes unstable, and J(¢) evolves
to a periodic orbit. The periodic orbit is topologically equivalent to a circle in phase
space, which corresponds to a one-cycle of the Poincaré map. In this regime, the SSL
acts as a GHz oscillator with a discrete power spectrum involving the frequencies
fu=n/T, n=1,2,3,...,whereT is the period of the lowest-frequency oscillation
present. The superharmonics n > 1 arise due to the nonlinearities present in the SRT
model. In this dynamical phase, the fundamental period T varies smoothly with the
bias voltage, therefore the oscillator is also funable. By filtering out all but the desired
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harmonic and fine-tuning it via the bias voltage, a wide range of frequences may be
selected.

Period Doubling Bifurcation: In this regime, one-cycles of the Poincaré map tran-
sition to two-cycles. The fundamental period of the oscillator is doubled, T — 2T,
and the fundamental frequency is cut in half: « — w/2. A new frequency peak
will appear in the spectrum at half the fundamental frequency, and the number of
superharmonics will double. Following a period doubling bifurcation, the reverse
(period-halving) bifurcation may occur. We refer to the regions between these bifur-
cations as period doubling bubbles. An application of period doubling, due to the
subharmonic peak, is that a signal may be read at lower frequency, where the noise
may be reduced, and it can be used to make squeezed states [26].

Period Doubling Cascade: Period doublings may occur in succession over certain
voltage intervals, and an infinite number of doublings is possible in a finite volt-
age range. The invariant phase space structures transition from compact manifolds
(periodic orbits of high periods) to chaotic attractors. The Poincaré map takes on
a fractal structure. Our simulations show that the SRT model does not support true
quasiperiodic orbits, hence the chaotic attractor is the most complex structure in the
bifurcation diagram. It is the result of a cascade of a period doubling sequence of
periodic orbits. An application of the chaotic dynamics in this regime is ultrafast
generation of random number sequences [37]. This has many applications in areas
such as secure communication and data storage, stochastic modeling, and Monte
Carlo simulations, see [4, 23, 40, 45]. Previously the generation of ultrafast random
number sequences has been accomplished by fast semiconductor lasers but these
require a mixture of optical and electronic components. SSLs on the other hand are
entirely submicron devices that can be readily integrated into complex circuits.

In previous theoretical studies of optically-driven quantum wells, it was discov-
ered that the introduction of one or more off-center “steps” in the confinement poten-
tial, see Fig.7, had a profound impact on the character of the nonlinear phenom-
ena. In the presence of a single step, a period-doubling bifurcation in the electronic
response was predicted to occur near the intersubband resonant frequency at high
doping densities and strong driving fields. The presence of a second step unfolded
the period-doubling bifurcation into a supercritical Hopf bifurcation which gener-
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ated quasiperiodic behavior. Both single- and double-stepped assymetric quantum
wells also exhibited period-doubling cascades to chaos. In analogy with these results,
we consider the possibility of unfolding the period doubling bifurcation of the SRT
model into a Hopf bifurcation, by breaking the periodic symmetry of the SSL, which
we term “disordered superlattice.”

11 Model

Many phenomena are captured by means of a quasi-one-dimensional resonant
sequential tunneling model of nonlinear charge transport in SSLs [13-15]. Con-
sider a weakly coupled superlattice having N identical periods of length / and total
length L = NI subject to a dc bias voltage Vi;,s. The evolution of F;, the average
electric field at the SSL period 7, and the total current density, J(¢), is described by
Ampere’s law

J () dF; +J, (6)
=€— i—i k]
dt +1

and the voltage bias condition

N
V.
ZFz _ blas. (7)

Fluctuations of F; away from its average value Fiy, = eV}ys/ L arise from the inter-
site tunneling current J;_,; 1, which appears in Eq. (6). A microscopic derivation of
Ji—i+1 produces the result [12, 13]

en; - _
Jisiyl = T”(f WF) = I (Fioni, T), (8)

in which n; is the electron sheet density at site i, —e < 0 is the electron charge
and T is the lattice temperature. Here the forward velocity, v (F;), modeled as a
Lorentzian distribution, is peaked at resonant values of F; for which one or more
energy levels at site i are aligned with the levels at site i + 1. The backward tunneling
current is given by

Ji_ '+1(Fiv niv1, T) =

1—1

em*kgT _ert [ anPng
— v E)In | 14eT (e — 1], ©)
T h?l

where the reference value of the effective electron mass in Al,Ga;_,As is m* =
(0.063 + 0.083x)m,, and kp is the Boltzmann constant. The n; are determined self-
consistently from the discrete Poisson equation,
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Table 1 (Top) The design parameters of the superlattice. (Bottom) Values of the potential barrier
and energy levels for GaAs/Alp7Gag 3As and GaAs/Alg.45Gag 55As superlattices, first and second

row, respectively

T (K) Np (cm™2) d (nm) w (nm) s (m)
295 6 x 1010 4 7 60
Viarr (meV) E; (meV) E; (meV) E3 (meV)
600 53 207 440
388 45 173 346
€
n; = Np + ;(Fi — F_1), (10)

where Np is the doping sheet density and € is the average permittivity. The field
variables F; are constrained by boundary conditions ati = Qandi = N thatrepresent
Ohmic contacts with the electrical leads

ny

Jos1 =00Fy, Iyt =00—Fh, (11)
Np

where oy is the contact conductivity. Shot and thermal noise can be added as indicated
in [1, 17].

Table 1 gives the numerical values of the parameters used in the simulations.
The GaAs/Algy.45Gag ssAs configuration corresponds with the configuration used in
experiments [31, 37, 48]. The rest of the parameters are as follows: A = s2 is the
transversal area of the superlattice, d and w are the barrier and well lengths, and
! =d + w is the SSL period. The contact conductivity is a linear approximation
of the behavior of Jy_.;, which depends on the structure of the emitter; the value
has been taken to reproduce the experimental results produced by Huang et al. with
N = 50: 09 = 0.783 A/Vm for Vp,, = 388 meV (x = 0.45) and op = 0.06 A/Vm
for Vpyrr = 600 meV (x = 0.7), where V., is the height of the barrier [1, 31].

11.1 Noise

To model the unavoidable fluctuations in the bias voltage, as well as the short-
timescale processes in the electronic dynamics, stochastic terms are introduced into
evolution equations [1]. To account for the noise in the bias voltage, Eq. (7) is
modified to

_ Vbias + n(t )

F
[

i=1

12)

where 7(¢) is taken to be a Gaussian random variable with standard deviation o,,. To
account for the short-timescale processes at each site of the SSL, Eq. (6) is modified
to include fluctuations in the tunneling current
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dF;
e Hinin(F) + &) = J @), (13)

where

ev N (Fy)
l

EWE ) = % [ ni+J i Fionigr, T+ 207 (Frng, T)} 8ij6 —1). (14)

We may observe that 7 (¢) is independent of i, while &;(¢) are independent Gaussian
random variables associated with each site of the SSL. The strength of the fluctuations
in the bias voltage may be tuned via the empirical parameter o,,, while the strength of
the fluctuations in the local tunneling current is completely determined by the other
parameters, see Table 1.

11.2 Disorder

We also consider time-independent perturbations that break the periodic symmetry
of the superlattice. We introduce variations in the widths of the wells and barriers
via the scaling parameters §; and ¢;. The perturbed well and barrier lengths are

w; = ,8,-w (15)
di =¢d. (16)

Both B; and ¢; are taken to be uncorrelated, normally-distributed random numbers
with standard deviation . We constrain the total length of the SL to preserve the
validity of the bias equation, (7), by forcing the condition that Y, 8; = > ;& = N.
To lowest order, the energy levels scale with §; according to
C.m
m e
gCM = i (17)

These modifications imply that the effective dielectric constant becomes depen-
denton i,
g =li/(wi/ew +di/ea). (18)

Equation (7) becomes

N
Voias = Y _ Fili. (19)
i=1
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Following Bonilla et al. [16], Egs. (8) and (9) are modified to account for the effects
of disorder on v (F;) and t;:

. ﬁ3 3 li Yc.1 + YC.m Ti(gi m)
U(f)(Fi) = 2m*2 Z C,1 C,m ( wv+u)r 1 62" 2 (20)
M T (e — ey eFi(di+ H5)) T + (vea + vem)
1642, o2 on
T =
07+ ) (s +af) o+ D)+ o+ )
where
m C,m
B = JomeeCm (22)
1
hkl”fkl = \/2m*(gf7m —|— e |:dl + E(u)l + w,-+1)j| E) (23)
and
m % [ Wi C,m
ety = [2m (Vs + e [di + 51| Fi— o) 24)
m _1 C.m
ho" = 2m*(eVb—e Ewi F —¢ ) 25)
* i 1 C,m
ho’ = | 2m (eVb —e|d; + Ew,- +wiyr | Fi — g ) (26)

12 Numerical Methods

The evolution Egs. (6)—(11) are evolved in time using the forward Euler method and
the trajectory (F;(t), n;(¢), J(t)) through the (2N + 1)-dimensional phase space is
stored. When applicable, the stochastic terms (&;(¢) and 7(¢)) are included using
the Euler-Maruyama method. We utilize the standard methodology of dynamical
systems theory (analysis of the Poincaré map) in order to characterize the dynamical
phenomena of the SRT model: The first step is to construct the phase portrait, i.e. to
project the evolution onto a two-dimensional surface in phase space. We choose the
surface spanned by the the coordinates (F;, F;) for some values of i and j near the
anode and cathode respectively of the SSL.

The next step is to compute the Poincaré map of the phase portrait. After suf-
ficient time has elapsed, and regardless of the initial conditions, the phase space
trajectory settles onto one of the following time-invariant structures: (a) Fixed point,
(b) periodic orbit, (c) strange attractor. The Poincaré map is used in order to easily
distinguish between these structures. It is computed according to the following pro-
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cedure: First, the transient behavior associated with the initial conditions is excised
from the trajectory and only the remaining data is considered in what follows. When
F; (t) passes through its central value, the time ¢* and the field F;(¢*) are stored. We
also compute the quantity F;(#*) from Eq. (6). We then discard all of the values of
t* for which F;(r*) > 0, in order to prevent sampling the same orbit more than once
per cycle. The Poincaré map transforms the essentially continuous trajectory through
phase space into a discrete map from the one-dimensional interval onto itself [18].
We represent it visually in one of two ways: Either (a) phase portraits, plotting F; (*)
against F (%), c.f. Fig.9, or (b) bifurcation diagrams, plotting F;(¢t*) against some
external parameter such as the bias voltage, c.f. Fig.8.

Both fixed points and periodic orbits appear as a single point in the visualization
of the Poincaré map. However, fixed points are easily distinguished from periodic
orbits (one-cycles) by computing the power spectrum associated with the current
J(1):

ty 2

PlJI(f) = / dte I i), (27)

t

where f is the frequency. A period-doubling bifurcation is identified when one-
cycles transition to two-cycles, producing two points in the Poincaré map. Chaotic
regions are identified where a proliferation of period-doubling bifurcations occur,
and the number of points in the Poincaré map increases without bound, yielding a
fractal structure in the bifurcation diagram.

Dynamical structures revealed by the Poincaré map are associated with various
power spectra as follows: (a) periodic orbits correspond to a series of peaks with
widths of the same order as the frequency bin size, falling at integer multiples of the
fundamental frequency, (b) period doubling bifurcations are recognized when the
number of peaks in the spectrum changes by a factor of two, and a new peak appears
in the power spectrum at half the fundamental frequency, (c) chaotic attractors exhibit
power spectra containing both sharp peaks and broadband noise.

The boundary conditions are more subtle that indicated in Sect.3 in the THz
regime or Sect. 11 in the GHz regime. The leads should be treated as a semiclassical
system that we are coupling with (highly) quantum system, namely the superlattice.
This coupling involves a very large number of states and is best treated numerically.
For an effective treatment using perfectly matched layers (PML), see Chaps.?2 and 3
in [22].

13 Results

We simulate superlattices and characterize the dynamical instabilities that may be
applied to create sources, period halvers and squeezers, random sequence generators
and frequency mixers, even at room temperature. The dynamical equations (6)—(11)
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POWER SPECTRA AND BIFURCATION DIAGRAM FOR N = 10
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Fig. 8 (Top row) The power spectrum of J(¢) plotted against the bias voltage, taken from [42].
(Bottom row) The bifurcation diagram, plotting the Poincaré map against the bias voltage. The
Hopf bifurcation from the steady state is shown in the first column. A period doubling “bubble” is
shown in the second column. A period-doubling cascade is shown in the third column

are evolved using the parameter values listed in Table 1 for a GaAs/Aly;Gag3As
SSL, with the quantized energy levels corresponding to Vi, = 600 meV. The
GaAs/Aly7Gap3As SSL is treated here in order to illustrate bifurcations as clearly
as possible, but the same phenomena and instabilities occur in Alj 45Gag ssAs SSLs
[21]. Dynamical instabilities are found in two distinct plateaus, over which which
the local electric fields of the SSL cease to increase monotonically as a function of
Viias- The first plateau occurs at very low voltages, with tunneling transport between
the ground states of adjacent wells that are nearly aligned with one another in energy.
The second plateau occurs in the region of Vs where the the electric fields bend
the potential of the SSL to align the ground state of well i with first excited state of
well i 4 1. We do not observe a third plateau because the third excited state becomes
unbound at bias voltages that align it with the first excited state of an adjacent well.

The leading edge, i.e. the lowest value of Vi, contained in a plateau, is identified
by a supercritical Hopf bifurcation from fixed point to periodic orbit, as shown the
leftmost column of Fig. 8. At low temperatures, the Hopf bifurcation may be preceded
by bistability, but at higher temperatures this phenomenon is suppressed. Within a
plateau, we may observe period-doubling, period-doubling cascades, and chaotic
attractors whose locations depend upon on the values of the rest of the parameters,
in particular N, the number of wells making up the superlattice. As a general rule,
shorter superlattices exhibit a greater variety of dynamical behavior in the second
plateau. In SSLs (N < 10), the Hopf bifurcation in the first plateau disappears and the
first plateau is not present. As N increases, the dynamical instabilities appear to move
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from the second plateau into the first plateau: Near N = 20, the Hopf bifurcation
appears in the first plateau. In longer SSLs (N > 30), the second plateau contains only
a supercritical Hopf bifurcation to a periodic orbit without any further bifurcations,
while the first plateau has gained a period-doubling bubble. In this section, we give
a detailed description of the dynamical instabilities of N = 10 SSLs, then we point
out the effect of increasing N. We close with a discussion of the effects of stochastic
terms and disorder on the dynamical instabilities.

13.1 N=10

As mentioned above, the first plateau does not exist for N = 10, and all oscilla-
tory behavior takes place in the second plateau. Combining the bifurcation diagram,
power spectra and phase portraits shown in Figs. 8 and 9, we characterize the dynam-
ical instabilities of the SRT model for N = 10:

Supercritical Hopf Bifurcation: In the leftmost column of Fig. 8, we observe a tran-
sition from a stationary state to a periodic orbit. Subsequently, we observe a circle
in the phase portrait, similar to the top row of Fig.9. The Poincaré map consists of
a single point, or one-cycle, when visualized. The power spectrum contains peaks
falling at integer multiples of a fundamental oscillation frequency as demonstrated
in the top row of Fig. 8. In this regime, the SSL acts as a GHz oscillator with a dis-
crete power spectrum involving the frequencies f, =n/T, n =1, 2,3, ..., where
T is the period of the lowest-frequency oscillation. The superharmonics n > 1 arise
due to nonlinearities of the SRT model. We also observe that the fundamental fre-
quency and resulting superharmonics can be continuously tuned by variation of Vs
as demonstrated in Fig. 8.

Period Doubling Bifurcation: A period-doubling bifurcation is identified by a dou-
bling of the orbits in phase space and consequent doubling of the number of points in
the Poincaré map. We illustrate this phenomena in the transition between rows one
and two of Fig. 8 and in the second row of Fig. 9. The power spectrum gains a subhar-
monic peak at half of the former fundamental frequency, and consequently we observe
twice as many superharmonics in the power spectrum. A period-doubling bifurcation
may be followed by a period-halving bifurcation forming a period-doubling bubble
as shown in the second column of Fig. 8.

Period Doubling Cascade: A period doubling cascade is identified when many
period-doubling bifurcations occur in rapid succession over some interval of the bias
voltage. In principle, an infinite number of doublings may occur over a finite voltage
interval. This process terminates when the phase space orbits lose their periodicity
altogether and the Poincaré map takes on the characteristics of a chaotic attractor.
An example of a period-doubling cascade is illustrated in the last three rows of
Fig.9. The rightmost column of Fig. 8 also shows several period-doubling cascades
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Fig.9 Representative phase portraits, taken from [42]. The first column shows the average current J
plotted against time ¢. The second column shows the phase portrait F(¢) plotted against F4 (). The
third column shows the Poincaré map &2 F()(t*) plotted against & F(¢*). The last column shows
the power spectrum of J(¢). A periodic oscillation is shown in the first row. A period-doubling
bifurcation is observed in the second row. The period-doubling cascade to a chaotic attractor is

shown in the bottom four rows
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connected by regions of orbits with very high periods. The broadening and merging of
peaks in the power spectrum is characteristic of a chaotic attractor. We also compute
the Feigenbaum constant of the cascade near 2.109 V, shown in Figs.8 and 9. We

introduce the formula
anl - Vn72
5y = L Vn2 (28)
Vn - Vn—l

where V,, are the voltages corresponding to the nth doubling in the cascade. For a
period-doubling cascade, 8, — 4.6692 ... as n — oo. By taking sufficiently small
steps (about 107° V) in the parameter V.5, we have measured the first Feigenbaum
constant with less than 1% error. We conclude that the route to chaos in the SRT
model is a period-doubling cascade.

13.2 N > 10

We next describe the effects of increasing number of periods making up the SSL,
keeping all other parameters fixed. In the case of N = 20, both the first and sec-
ond plateaus are present. The supercritical Hopf bifurcation corresponding to the
beginning of the first plateau is shown in the first column of Fig. 10. No other bifur-
cations are observed in the first plateau. The onset of the second plateau is shown
in the second column of Fig. 10. In the second plateau, we again find period dou-
bling cascades to chaotic attractors; this behavior is illustrated in the third column of
Fig. 10. Comparing the third columns of Figs. 8 and 10, we observe that the period-
doubling cascade and the chaotic attractor occur over narrower voltage intervals in
the N = 20 case compared with the N = 10 case. For higher values of N, the voltage
intervals containing the period doubling bifurcations become increasingly narrow,
and eventually disappear entirely from the second plateau near N = 30.

As N is increased, we observe the appearance of more dynamical instabilities in
the first plateau. A period-doubling bubble emerges in the first plateau near N = 25
and subsequently widens over a larger interval of V4,5 with increasing N. This bubble
is responsible for the period-two orbit illustrated in the top panel of Fig. 12 for the
case of N = 50. There are no further period-doubling bifurcations present in the first
plateau for this value of N. For N = 100, simulations by Amann et al. showed chaotic
dynamics occur in the first plateau [2]. This result fits with the trend of dynamical
instabilities moving from the second plateau to the first plateau as N increases.

13.3 Noise

We next consider the effects of the stochastic terms in Eqgs. (12) and (13), which model
the effects of a noisy voltage source and intrinsically random tunneling processes.
We observe that the dynamics become increasingly sensitive to noise with increasing
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Fig. 10 (Top row) The power spectrum of J (¢) plotted against the bias voltage. (Bottom row) The
bifurcation diagram, plotting the Poincaré map against the bias voltage. The Hopf bifurcation from
the steady state in the first plateau is shown in the first column. The Hopf bifurcation from the steady
state in the second plateau is shown in the second column. A narrow region in the second plateau
containing a chaotic attractor is shown in the third column

N. For the case of N = 10, regions of interest in the bifurcation diagram are plotted
in Fig. 11. We have chosen these voltage intervals to be the same as in Fig. 8 for clear
comparison. We observe that the addition of noise stimulates the Hopf bifurcation to
occur at lower voltages, which widens the second plateau. Noise also has the effect
of broadening the peaks in the power spectrum as shown in the first row of Fig. 11.
Upon perturbation by noise, period-doubling behavior may be enhanced and
higher period orbits may occur over a particular window of Vi, than do in the
noise-free case, see Fig. 12. demonstrates the effect of very small perturbations by
noise on the phase portrait over the window containing the period-doubling bubble,
which occurs in the first plateau for the N = 50 case. For higher-period orbits, the
broadening effect of perturbations on the power spectrum can cause the narrowly
spaced peaks in the spectrum to merge, transforming high-period orbits to chaotic
attractors as demonstrated in Fig. 11. This effect may broaden the windows in which
chaotic attractors occur, connecting chaotic attractors that are distinct in the noise-
free limit as demonstrated by comparison of the chaotic regions in Figs.8 and 11.
Periodic orbits in the first plateau for N = 50 are more sensitive to noise than
those which occur in the second plateau for N = 10. This difference is evident upon
comparison of Fig. 11 with Fig. 12, in particular the power spectra. We see similar
results but have used much less noise to produce Fig. 12 than Fig. 11. The bottom
panel of Fig. 12 shows that the inclusion of noise terms may cause the Poincaré map
and power spectrum to resemble those of a chaotic system. However, we simulate
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POWER SPECTRA AND BIFURCATION DIAGRAM WITH NOISE FOR N = 10
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Fig. 11 (Top row) The power spectrum of J (¢) plotted against the bias voltage. (Bottom row) The
bifurcation diagram, plotting the Poincaré map against the bias voltage. The Hopf bifurcation from
the steady state is shown in the first column. A period doubling bubble is shown in the second
column. A period-doubling cascade is shown in the third column. o;; = 1.4 x 1072V

the same situation in the absence of noise in the top panel of Fig. 12. While the SRT
model is very sensitive to noise in this regime, the underlying dynamical structure is
an orbit of period two, and hence our numerical methods are able discern between
noise-sensitivity and true dynamical chaos.

13.4 Disorder

Sensitivity to disorder is independent of N. The model is more sensitive to disorder
with correlations between S; and ¢;. The introduction of noise decreases the effect
of disorder.

The values of Vyi,s at which a particular instability (Hopf bifurcations, period-
doublings, period-doubling cascades, and chaotic attractors) occurred in our simula-
tions was shifted upon the introduction of disorder, broadening the voltage windows
where it is possible for a certain bifurcation to occur. This means that the introduc-
tion of disorder makes it possible for chaotic behavior to occur at lower and higher
values of voltage bias, even for the same value of disorder. Figure 13 shows a chaotic
attractor which is centered about the same value of Vj,s but is much wider in the
disordered SSL.

For sufficient values of o, additional instabilities—including chaotic attractors,
may occur which are not observed in the clean (free of disorder) case. Alternatively,
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PERIOD-DOUBLING BIFURCATION WITHOUT NOISE FOR N = 50
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Fig. 12 Period doubling with and without noise. 0;) = 2.8 x 1076 v

period doubling bifurcations that are present in the clean case may suppressed by the
introduction of disorder, as demonstrated in Fig. 13.

Distinct chaotic attractors which occur in the second plateau for N = 10 are robust
against disorder to varying degrees, and some have been observed to persist for large
values of o. Over multiple simulations, we have observed that the chaotic region
near 2.25V is the most robust to disorder as demonstrated in Fig. 13.

The enhancement or suppression of chaotic behavior and the voltage regions over
which this may occur is dictated by the random numbers §; and ¢; so we believe it
will be possible to design a superlattice with specific variations in lengths of wells
and barriers to enhance the robustness of chaotic attractors.
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POWER SPECTRA AND BIFURCATION DIAGRAMS OMITTING DISORDER FOR N = 10
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Fig. 13 (Top panel) Bifurcation diagram with N = 10 without disorder. (Bottom panel) Bifurcation
diagram with disorder of strength o = 1%
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14 Discussion

The connection that we are making between plasmon states in single quantum wells
in the terahertz regime and density waves in superlattices in the gigahertz regime
may seem to be a stretch. On the surface there are many differences between these
systems. A superlattice of wells in the terahertz regime would be tightly coupled
described by the equation in Sect. 3 with periodic boundary conditions, very different
from the coupled equations in Sect. 11 describing the sequential tunneling model in
the gigahertz regime. The boundary conditions are obviously different but in both
cases we have a qualitative description for a range of parameters involved. The
striking similarity between these two system is that their qualitative behavior is in
both cases governed by coherent electron states. In the former case these are the
plasmons slushing back and forth in quantum well. In the latter case they are the
density waves executing Gunn oscillations in the superlattice. In both cases these
oscillations exhibit bifurcations with increase in parameters. In the first case with
increasing amplitude of the laser drive, in the second case the bifurcations take place
with increased voltage bias. The bifurcating oscillations of the plasmons have been
understood for a long time, but we have shown in [21, 42] that the density wave
form a coherent electron state extending through the superlattice and the oscillations
of these states show the same bifurcations at the same values of the bias throughout
the lattice. This is observed by taking different Poincaré sections for different lattice
site. They turn out to be qualitatively the same for all the lattice sites. Thus we see
coherent electron states exhibiting generic bifurcations in both cases. Both of these
systems are genuine nonlinear quantum systems of coherent electron states and this
makes them qualitatively similar in spite of the physical differences.

15 Conclusions

We have shown that the nonlinear bifurcations found by simulations in single quan-
tum wells in the terahertz regime [5, 6, 25] also occur in semiconductor superlattices
(SSLs) in the gigahertz range [2, 3, 11]. The only exception is the second Hopf bifur-
cation to quasi-periodic orbits on a torus, but this can presumably also be accom-
plished with the design of more structure in SSL. The advantage of experiments
on SSLs in the gigahertz range is that the experiments can be conducted at room
temperature and indeed a chaotic oscillator due to the random dressing of a period
two-orbit has already been measured [31, 32]. In [42] we have determined that the
route to chaos for SSLs in the sequential tunneling regime is the period doubling
cascade. Shorter (10-period) superlattices are observed to exhibit faster oscillations
compared with longer (50-period) ones. Two plateaus are observed as functions of
the voltage bias, and intrinsically chaotic dynamics on the second plateau are pos-
sible only for shorter SSLs, while the dynamics in the first plateau contain intrinsic
chaos only for longer (N > 50) SSLs, see [21]. The robustness of these results to
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stochastic perturbations in the local tunneling currents and the bias voltage was tested
in [21]. It was observed that shorter SSLs are much less sensitive to noise compared
with longer SSLs. Therefore two modes of random number generation are possible:
Faster, intrinsic chaos in the second plateau for shorter superlattices, and slower,
noise-enhanced chaos in the first plateau for longer superlattices, see [21] for more
details.

The effects of random variations in doping density and the width of the wells and
the barriers was also examined in [21]. It was found that the period-doubling cascade
is robust to these perturbations, but the detailed shape of the bifurcation diagram can
change significantly. Then these perturbations cannot unfold the period-doubling
bifurcation into a second Hopf bifurcation as we initially conjectured. They are sim-
ply not strong enough to break the reflection symmetry of the constituent wells.
To observe the second Hopf bifurcation it is essential that this symmetry is broken
analogous to the work of Batista et al. [5, 6], then two or more states would also
exist below the Fermi level. We conjecture this greater number of active states will
be successful at exposing the second Hopf bifurcation in a properly designed SSL.
It remains an open question whether all of these bifurcations can be extended to
SSLs in the terahertz regime. This would signify a nontrivial technological progress
since terahertz devices are difficult to make and operate at room temperature. It these
bifurcations are found in teraherz range the possibility of making all the devices
discussed above opens up and such devices can be operated at significantly faster
time-scales.
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Research Laboratory and the U. S. Army Research Office under contract/grant number 444045-
22682.
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Chaotic Current Self-oscillations )
in Doped, Weakly Coupled L
Semiconductor Superlattices for True

Random Number Generation

Yaohui Zhang, Yaara Aviad and Holger T. Grahn

Abstract A weakly coupled semiconductor superlattice (SL) represents an almost
ideal one-dimensional nonlinear dynamical system, the nonlinearity of which is due
to sequential resonant tunneling between adjacent quantum wells. A great richness
of nonlinear transport behavior has been observed in weakly coupled SLs, including
periodic as well as quasi-period current self-oscillations and even driven as well as
undriven chaos. Recently, spontaneous chaotic and quasi-periodic self-oscillations
have been observed in doped GaAs/(Al,Ga)As SLs with 45% Al at room tempera-
ture. Based on this type of SLs, an all-electronic true random number generator has
been demonstrated at room temperature with achievable bit rates of up to 80 Gbit/s,
about two orders of magnitude larger than typical bit rates for currently available
all-electronic true random number generators. The synchronization of chaos using
these SLs has been demonstrated as a useful building block for various tasks in
secure communications. The realization of chaotic SLs without external feedback
and the synchronization among differently structured SLs open up the possibility
for advanced secure multi-user communication methods based on large networks of
coupled SLs.
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1 Introduction

Undriven chaotic current self-oscillations in semiconductor superlattices (SLs) were
discovered in the mid 1990s in doped, weakly coupled GaAs/AlAs SLs at low tem-
peratures [1]. Because of the indirect nature of the band gap in AlAs together with
the rather low energy of the X valley, I'-X transfer from the GaAs wells through
the AlAs barriers can easily occur by thermal excitation at elevated temperatures.
However, in 2012, Huang et al. [2] demonstrated that, by using the highest direct
barrier of Aly45Gag s5As in GaAs/(Al,Ga)As SLs, spontaneous chaotic current self-
oscillations are observable at room temperature. The frequency spectrum of the
chaotic current self-oscillations ranges from 0 to 4 GHz. The corresponding devices
are of sub-millimeter size so that they can be easily integrated in existing devices.

This type of SL was subsequently used to demonstrate all-electronic true random
number generators with bit rates up to 80 Gbit/s [3]. In comparison, the highest bit
rates of currently available all-electronic true random number generators are typically
below 1 Gbit/s [4] so that this type of true random number generator would result in an
increase of the current bit rate by about two orders of magnitude. These devices do not
require external feedback or conversion to an electronic signal prior to digitization.
The method is robust and insensitive to external perturbations. At the same time, its
fully electronic implementation suggests scalability and minimal postprocessing in
comparison to existing optical implementations of true random number generators.

More recently, chaos synchronization has been demonstrated as a useful building
block for various tasks in secure communications, including a source of all-electronic
ultrafast true random number generators based on room temperature spontaneous
chaotic oscillations in this type of SL [5]. The emergence of several types of chaos
synchronization has been experimentally demonstrated, e.g. leader-laggard, face-to-
face, and zero-lag synchronization in network patterns of coupled SLs consisting
of unidirectional and mutual coupling as well as self-feedback coupling. Chaotic
SL oscillators without external feedback and the synchronization among differently
structured SLs open up the possibility for advanced secure multi-user communication
methods based on large networks of coupled SLs.

2 Electric-Field Domain Formation and Chaos
in Semiconductor Superlattices

In this section, we will briefly review the formation of static electric-field domains
in doped, weakly coupled SLs and present spontaneous current self-oscillations due
to the formation of dynamic domains. Spontaneous current self-oscillations can be
driven with an incommensurate sinusoidal voltage for a fixed bias into a chaotic
regime, i.e. transitions between synchronization and chaos are observed via pattern-
forming bifurcations. However, it is also possible for doped, weakly coupled SLs
to exhibit undriven chaos, i.e. spontaneous chaotic current self-oscillations. For a
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detailed review of the work performed at temperatures well below room temperature,
see Ref. [6].

2.1 Electric-Field Domains

Applying an electric field to a weakly coupled SL results in nonlinear transport along
the SL axis due to resonant tunneling between different subbands of adjacent quan-
tum wells. The resulting drift velocity-electric field characteristic becomes nonlinear
with resonances at field strengths corresponding to the energetic separation of the
involved subbands divided by the SL period d and the electron charge e¢. Between
these resonances, the current density will exhibit regions of negative differential
conductivity (NDC) and positive differential conductivity (PDC) as a function of the
applied electric field. If carriers are added by for example doping the SL, the regions
of negative differential conductivity become unstable, when the SL is biased in this
region. For large carrier densities, static electric-field domains will form, where a
region of a lower electric field Fipp is separated by a charge accumulation layer
(CAL), i.e. the domain boundary, from a region with a larger electric field Fygp as
shown in Fig. 1. LFD and HFD refer to the low-field and high-field domain, respec-
tively. The values of Fipp and Fypp are in the PDC regions of the first and second
resonance, respectively. The carrier density of the accumulation layer is determined
by the difference of the electric field strengths of the two domains Fypp — Frpp mul-
tiplied by the product of the relative permittivity & of the material and the permittivity
of the vacuum ¢ divided by e.

2.2 Spontaneous Current Self-oscillations and Chaos

When the carrier density is reduced, the field distribution becomes unstable, result-
ing in spontaneous current self-oscillations, the frequency of which depends on the

Fig.1 Schematic diagram Charge
of the distribution of the low- Accumulation
(FLpp) and high-field Layer (CAL)

domain (Fyrp) separated by
a charge accumulation layer
(CAL) in a doped, weakly
coupled SL

Emitter (-)

Collector (+)
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resonant coupling between adjacent wells. There are three types of current self-
oscillations:

e spontaneous periodic,
e spontaneous quasi-periodic, and
e driven as well as spontaneous chaotic.

For spontaneous periodic current self-oscillations, either a charge monopole or a
dipole, which represents the domain boundary, performs a recycling motion through
the whole or part of the SL. For spontaneous quasi-periodic current self-oscillations,
there is a competition between the dipole and monopole oscillation modes. Finally,
chaotic current self-oscillations can be induced by driving the SL with an appropriate
external voltage or can occur spontaneously.

Periodic current self-oscillations are shown in Fig.2a for a GaAs/AlAs SL
recorded for Vg, = 7.6 V at 30 K. The SL consists of 40 periods with 9.0-nm-thick
GaAs wells and 4.0-nm-thick AlAs barriers. The central 5 nm of each GaAs well
are doped with Si at 3x10'7 cm~3. The corresponding frequency spectrum contains
only two sharp peaks at 22 and 44 MHz. The time trace in Fig.2a corresponds to a
fully periodic regime with at least one higher harmonic. These oscillations occur in
the second plateau of the time-averaged /-V characteristic in this sample. The time
trace of the current becomes much more complex and irregular, when the applied
voltage is changed to Vg, = 7.941 V as shown in Fig.2b. The corresponding fre-
quency spectrum consists of a broad-band noise spectrum. This time trace has the
signature of undriven chaos.
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The existence of chaotic windows in the frequency spectra as a function of
applied voltage becomes more evident when the power spectra for the GaAs/AlAs SL
recorded at 30K are plotted versus the applied voltage on a grey scale as in Fig. 3a.
Dark areas correspond to a large amplitude of the oscillations. The corresponding
time-averaged I-V characteristic is shown in Fig. 3b on the same voltage scale at the
same temperature [1, 7]. With increasing bias, several chaotic windows exist, which
are separated by periodic windows containing only the fundamental frequency and
several higher harmonics. The transition from the chaotic to the periodic window
occurs over a very narrow voltage range, e.g. at Vg, = 7.6 V. However, the transition
from a periodic to a chaotic window usually consists of a random-enhancing process
covering a broader voltage range. Comparing the voltage ranges of the chaotic win-
dows with the time-averaged /-V characteristic in Fig. 3b, there is a clear correlation
between the existence of a chaotic window and a large NDC in the time-averaged
current. In contrast, the periodic windows appear for PDC.

The sharp transitions from the chaotic to the periodic window correspond to the
minimum value of the average current, i.e. the onset of PDC. The regions with a PDC
are characterized by attractive coupling between the different quantum wells. The SL
behaves as a self-synchronized unit with spontaneous periodic current oscillations.
However, in the regions with a large NDC, the coupling becomes strongly repulsive.
With increasing repulsion, the synchronized oscillations become more and more
destabilized, until the SL enters a chaotic state. With increasing temperature, the
chaotic windows become smaller and smaller, until they completely disappear at 60 K
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[7]. As the temperature increases, the thermal energies increase so that thermionic
emission into the X valley of the AlAs barriers becomes more easily possible, since
the energy separation between the I" valley in GaAs and the X valley in AlAs is
about 160 meV, while the difference between the I" valleys of both materials is about
980 meV. In addition, other scattering mechanisms such as optical phonon scattering
become more and more likely, thereby reducing the effective non-linearity of the
system. The structures in the time-averaged /-V characteristic disappear completely
for temperatures above 60 K in GaAs/AlAs SLs so that a structureless current plateau
is a signature of a large periodic window. The undriven chaos itself is probably
generated by the presence of the finite time scale of the sequential resonant tunnelling
process between adjacent wells.

2.3 Spontaneous Current Self-oscillations at Room
Temperature

In order to achieve spontaneous current self-oscillations in a weakly coupled SL at
room temperature, the choice of the barrier material is crucial. To achieve the highest
direct barrier in a GaAs/Al,Ga;_,As SL, the Al content x should be chosen with a
value of about 0.45. In this case, the I' and X valleys of the Aly45Gag s5As barrier
are separated by about 390 meV from the I' valley of GaAs so that the thermal
excitation of electrons in the GaAs quantum wells over the (Al, Ga)As barrier can be
effectively reduced. This suppression may provide the existence of the nonlinearity in
SLs up to higher temperature so that spontaneous current self-oscillations can occur
in GaAs/Alj 45Gag ssAs SLs even at room temperature. Indeed, spontaneous chaotic
current self-oscillations have been observed experimentally in a GaAs/Aly 45Gag 55 As
SL at 300 K'in 2012 [2]. The SL consists of 50 periods with 7.0-nm-thick GaAs wells
and 4.0-nm-thick Alg45Gag ssAs barriers. The central 3.0 nm of each GaAs well are
doped with Si at 3x10'7 cm™3.

When this GaAs/Alj 45Gag 55 As SL is biased in the voltage range between 6.21 and
6.80V, spontaneous chaotic current self-oscillations are observed. The corresponding
frequency spectrum is very wide and very noisy with a frequency distribution ranging
up to 4 GHz, providing a clear signature of spontaneous chaos [2].

Figure 4a shows the I-V characteristic of a GaAs/Alj 45Gag s5As SL with similar
parameters as in Ref. [2], but a different doping density of 2x10'7 ¢cm™ in the
GaAs well, recorded at 300 K. When the dc bias voltage ranges between 4 and
4.3 V as well as 6.2 and 6.8 V marked by the gray-shaded regions in Fig.4a, the
SL exhibits spontaneous chaotic current self-oscillations. The oscillation amplitude
exceeds 0.4 V into a 50 2 load resistor, corresponding to 8 mA, and the bandwidth
amounts to several hundreds of MHz as shown in Fig.4b. The frequency spectrum
of these spontaneous chaotic current self-oscillations is so wide that it can be used as
wideband noise source. The inset of Fig. 4b displays a 100-ns-long time trace, which
was digitized at 40 GHz.



Chaotic Current Self-oscillations in Doped ... 41

Fig. 4 a Plateau region of 90
the 7-V characteristic of the (a) < 128 B
GaAs/Aly.45Gag ssAs SL ok £ sl
consisting of two voltage r S 40
segments (gray regions) < r s/
characterized by chaotic E 70 - o 0 0 2 4 6 8 10
current oscillations. Most of % r Voltage (V)
the measurements discussed ’g 60 |
in Sect. 3 were carried out at O [
4.159 V (dashed vertical 500 ;
line). The inset shows the r y
I-V characteristic over the r |

11 1 1 1

entire voltage range. b 40

Spectrum of the chaotic
oscillations [2]. Inset: a Voltage (V)
100-ns-long time trace of the 20
SL t oscillations [3 Z 04
current oscillations [3] | (b) S 00
40 % 0
E I g 40 60 80 100
o Time (ns)
Z
o
2
o
[a

1 2 3 4 5 6
Frequency (GHz)

Bonilla et al. [8] have discussed a mathematical model to describe spontaneous
chaos in idealized SLs with identical wells and barriers. Their numerical simulations
show that spontaneous chaos may possibly appear directly from a two-frequency
quasi-periodic attractor. In addition, they demonstrated that the unavoidable shot and
thermal noise, which exist in the SL, both enhance existing deterministic chaos and
induce chaos in nearby voltage intervals. They also discussed that the differences
between numerical and experimental results may be due to imperfections in the
doping density, the Ga content in the barriers, and the size thereof. A better model
has to be developed in order to discuss the imperfections and their effect on the
chaotic oscillations.

Spontaneous quasi-periodic current self-oscillations have also been observed at
room temperature in this GaAs/Aly45GagssAs SL [9]. The underlying physical
mechanism may be related to the interaction of two oscillation modes, namely,
the collective dipole motion mode through the whole SL and the well-to-well
hopping mode within a few SL periods. Furthermore, noise-enhanced chaos in a
GaAs/Alp 45Gag ss As SL has been observed at room temperature in experiments [10]
as well as in the results of the simulation of nonlinear transport based on a discrete
tunneling model [10, 11]. The investigated sample has nominally the same parame-
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ters as in Ref. [3], but it was grown in a different place and a different time. When
external noise is added, both the measured and simulated current-versus-time traces
contain irregularly spaced spikes for particular applied voltages, which separate a
regime of periodic current oscillations from a region of no current oscillations at all.
Increased noise can consequently enhance chaotic current oscillations in SLs.

Finally, the presence of a coherence resonance has been experimentally identified
in a doped, weakly coupled GaAs/AlAs SL at 77 K, which exhibits current self-
oscillations when driven by noise [12]. The SL consists of 28 periods with 9.0-
nm-thick GaAs wells and 4.0-nm-thick AlAs barriers. The central 5.0 nm of each
GaAs well are doped with Si at 3x10'7 cm™>. The physical mechanism is related
to the interaction between the noise source and two oscillation modes of the SL
oscillator: the well-to-well hopping mode and the dipole-motion mode. For a range
of intermediate noise levels, the intrinsic oscillation mode of the SL oscillator, i.e.
the well-to-well hopping mode, is activated, and the dipole motion is forced into a
collective periodic oscillating state, resulting in a coherence resonance.

3 True Random Number Generator Based
on GaAs/A.45Gag.55As Superlattices

In a true random number generator (TRNG), random numbers are produced from a
stochastic physical process rather than a deterministic computer program. Currently,
the bit rate of all-electronic TRNGs is typically below 1 Gbit/s [4]. These devices are
often based on microscopic phenomena that generate low-level, statistically random
noise signals such as thermal noise, the photoelectric effect, or quantum phenomena.
In contrast, nonlinear electrical transport in SLs generates spontaneous chaotic cur-
rent self-oscillations with GHz frequencies at room temperature, which may be used
for TRNG devices. Itis very important to increase the current bit rate of all-electronic
TRNGs by several orders of magnitude for applications such as encryption, secure
communication, stochastic computational codes, and electronic commerce.

Two methods have been used to generate a random bit sequence from the spon-
taneous chaotic current self-oscillations in GaAs/Ag45Gag ssAs SLs schematically
shown in Fig. 5. The first method is similar to the already demonstrated optical TRNG
scheme, where the generation of the random bit sequence consists of the following
two steps [13]. In the first step, a dynamical buffer of the last n 4 1 successively digi-
tized electrical current values of the SL is used to calculate the nth discrete derivative
as exemplified for n = 3 in Fig. 5b. In the second step, the m least significant bits
(LSBs) of the resulting nth derivative are appended to the random bit sequence as
shown in Fig. 5a. The second method consists of a linear combination of the analog
chaotic current oscillations of several uncorrelated SLs as shown in Fig. Sc.

The time trace of the spontaneous chaotic current self-oscillations shown in Fig. 6a
was digitized at 40 and 1.25 GHz as indicated by the blue line and red dots, respec-
tively. Figure 6b shows the 1st and the 4th derivatives of the signal presented in
Fig.6a sampled at 1.25 GHz. Whereas for the first derivative [red line in Fig. 6b]
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there are many time points with near zero value, the fourth derivative values [blue
line in Fig. 6b] fluctuate on all time scales. Retaining only the LSBs is still required
to guarantee the generation of random sequences with verified randomness using
the National Institute of Standards and Technology (NIST) statistical test suite [14].
Higher sampling rates than the 1.25 GHz used here, with the retention of 5 LSBs,
require a much higher-order derivative; for example, a sampling rate of 5 GHz
requires the 10th discrete derivative so as to pass the NIST statistical test. The imple-
mentation of higher derivatives requires a longer buffer and does not result in much
improved bit rate generation. Using the first method, a bit rate of 6.25 Gbit/s was
achieved using a sampling rate of 1.25 GHz, the 4th derivative, and a retention of
5 LSBs out of 8 bits.

The second method for implementing an SL-based TRNG overcomes these diffi-
culties. Since the spike timings of independent SL devices are uncorrelated, one can
linearly combine several such signals and “fill” the interspike intervals as shown in
Fig. 6¢ for a linear combination of four recorded SL time traces digitized at 40 GHz.
Because of the unavailability of several such SL devices in our experiment, this
TRNG method was tested by combining segments with a large separation in time
of the recorded current oscillations of a single device. The chaotic nature of the
device ensures absence of any correlation between these segments. This method, as
illustrated in Fig. Sc, requires only a single analog-to-digital converter regardless of
the number of combined SL devices. To minimize the possible emergence of bias in
the combined analog signals, each pair of signals is combined by subtraction. For
example in Fig.5c, the combined signal consists of SL1 + SL4 — SL2 — SL3. A
40 Gbit/s TRNG with verified randomness was obtained using a linear combination
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Fig. 6 a A 100ns time trace of SL oscillations digitized at 40 (blue line) and 1.25 GHz (red dots).
b 1st and 4th order discrete derivatives of the SL oscillations sampled at 1.25 GHz presented in
panel (a). ¢ Linear combination of four recorded SL time traces digitized at 40 GHz [3]

of four signals, a sampling rate of 10 GHz, and 4 LSBs. At a sampling rate of 20 GHz,
the statistical NIST tests for randomness of this combination failed. However, a com-
bination of six signals passed the statistical tests, resulting in a TRNG with a bit rate
of 80 Gbit/s with verified randomness. This value is about two orders of magnitude
larger than the bit rates for currently available all-electronic TRNGs. Because of the
submillimeter dimensions and all-electronic nature of the SL devices, they can be
easily integrated into existing devices.

Table 1 summarizes several key points of the tested parameter space according
to the order of the derivative and the number of combined independent SL signals
for the retention of 5 or 4 LSBs. For a single SL sampled at 1.25 GHz and 5 LSBs
retained, at least the 4th order derivative is required to generate a verified random
sequence resulting in a bit rate of 6.25 Gbit/s for the TRNG. When the sampling
rate is increased to 5 GHz, higher derivatives become necessary even for fewer than
5 LSBs. Alternatively, acombination of both methods may be used at 5 GHz sampling
rate with two SLs, a 3rd order derivative, and retention of 4 LSBs for a bit rate of
20 Gbit/s. The previously mentioned parallel combination of 4 and 6 SL devices with
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Table 1 For a given number of combined independent signals, the TRNG bit rate is fixed by the
sampling rate and the number of retained LSBs. The minimum order of derivative necessary for
verified randomness is minimized to zero for four or more combined signals.

Number of combined SL devices | 1 2 4 6
Derivative 4 3 e ...
Maximum sampling rate (GHz) 1.25 10 20
Retained LSBs 5 4 4
TRNG bit rate (Gbit/s) 6.25 20 40 80

aretention of 4 LSBs allows for a further increase of the sampling rate, resulting in bit
rates of 40 and 80 Gbit/s, respectively, for the TRNG without the use of derivatives.
The results demonstrate the interplay between the sampling rate, order of derivative,
and number of combined SL signals. For a given number of retained LSBs, the rate of
the TRNG can be enhanced either by increasing the number of combined SL signals
or by increasing the order of the derivative.

4 Chaos Synchronization in Networks
of GaAs/Ay.45Gag s5As Superlattices

The emergent synchronization of chaotic systems is a fundamental phenomenon
in nonlinear dynamics with interesting applications for private- and public-channel
secure-communication protocols, since messages can be concealed and transmitted
by the synchronized chaotic signal. A variety of types of synchronization have been
already observed between coupled chaotic oscillators including leader-laggard syn-
chronization using unidirectional coupling and face-to-face synchronization using
mutual coupling. In addition, zero-lag synchronization (ZLS) has been observed
based on mutual coupling with an additional delayed self-feedback to each one of
the chaotic lasers or by using multiple mutual couplings. In ZLS, chaotic oscillations
are simultaneously synchronized in spite of an arbitrarily large physical distance
between the chaotic oscillators. ZLS between two or more chaotic semiconductor
lasers is of great current interest because of promising applications to public-channel
cryptography without relying on the number theory, as in other existing methods.
The investigated SL devices have been obtained from the same wafer as the ones
in Ref. [10]. We will first discuss the leader-laggard configuration. A chaotic SL A
drives unidirectionally a nonchaotic SL B having a similar structure, applying no or
a moderate bias voltage. The distance between the two SLs was set to 16 m as indi-
cated in Fig. 7a. The unidirectionality is attained by inserting a broadband amplifier
into the connecting link that enhances the signal traveling from SL A to SL B, but
not vice versa. Although the two SLs might differ somewhat in their /-V charac-
teristics as well as in their chaotic voltage regions, their waveforms become highly
synchronized with a delay of about 65 ns as shown in Fig. 7b. This delay originates
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Fig.7 aSchematic diagram of a leader-laggard setup with unidirectional coupling, whichis realized
by a broadband amplifier enhancing signals from SL A and transmitting them to SL B. b A snapshot
of a 150-ns-long time trace of spontaneous chaotic current self-oscillations digitized at 5 GHz
for SL A (blue) and SL B (red) shifted by 65 ns. ¢ The cross-correlation between the current
waveforms of the two SLs in (a), indicating a nearly-unity correlation peak at about 65 ns, where
any additional delay due to the amplifier is negligible. d Correlation coefficient of the leader-laggard
synchronization as a function of attenuation of the coupling strength. e Schematic representation
of a face-to-face setup similar to (a), but without an amplifier. f Similar to (b) with the same shift
to SL B. g The cross-correlation between the current waveforms of the two SLs indicating fairly
good symmetry around zero delay and peaks at 65 ns. h Magnification of the cross-correlation in
(g) indicating additional fading revival peaks at £(2n + 1) x 65 ns (vertical dashed lines) with n
being an integer [5]
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from the 16-m-long unidirectional coupling corresponding to the velocity of the
signal-propagating electric device. Quantitatively, the almost perfect leader-laggard
synchronization, both in spike timings and in relative amplitudes of the spikes, is
marked by a cross-correlation peak approaching one, which rapidly vanishes on a
shifted time scale of several inter-spike-intervals as shown in Fig. 7c. Interestingly,
the quality of the leader-laggard synchronization is found to be nearly insensitive to
the coupling strength, which was measured by the height of the peaks in their cor-
relation as a function of the coupling strength. The results indicate a high degree of
synchronization even for relatively weak coupling as indicated in Fig. 7d. Moreover,
unlike synchronization among coupled lasers which requires temperature control, the
synchronization of coupled SLs is insensitive to the variation at room temperature.

Changing the unidirectional coupling to bidirectional by removing the amplifier
results in a face-to-face configuration as shown in Fig. 7e. A snapshot of a 150-ns-long
time trace of spontaneous chaotic current self-oscillations digitized at 5 GHz is shown
in Fig. 71 for the face-to-face configuration. The symmetry between the two similarly
structured SLs is now partially restored, where both SLs are now simultaneously
leaders and laggards as well. To completely restore the symmetry, the voltage of the
second SL B is enhanced in such a way that each isolated SL without the mutual
connection is chaotic. This complete symmetry is now reflected in the symmetric
cross-correlation function around the origin shown in Fig. 7g. Specifically, there are
two similar dominant peaks around £65 ns related to the delay of the electric signal
propagation between the two SLs. Since the output current of a SL typically increases
with the applied voltage across the device (cf. Fig.4a), one expects a quasi-periodic
structure for the output current waveform due to the mutual coupling, which is also
reflected by the cross-correlation function (cf. Fig. 7g). Indeed, the cross-correlation
function exhibits fading revivals at about (2n + 1) x 65 ns, where n is an integer
as can be seen in Fig.7g, h. Such revivals are absent in the leader-laggard setup
(cf. Fig.7c). Note that ZLS is another possible solution maintaining the symmetry
between the two SLs. However, our experimental results indicate that ZLS becomes
unstable in a face-to-face configuration.

The ability to achieve ZLS between two SLs, but without a relay mechanism,
requires additional self-couplings as indicated in Fig. 8a. Here, the two SL devices,
which both consist of 60-jum-square mesas, are mutually connected with a 16-m-
long cable between the top contact of SL A and the bottom contact of SL B. In
addition, an 8-m-long cable was connected to the bottom contact of SL. A, while its
other terminal was open-circuited, and similarly an 8-m-long cable was connected
to the bottom contact of SL B. Each of these two cables reflects from its open end
a fraction of the chaotic signal back into its SL, hence functioning as a 16-m-long
self-feedback connection. Consequently, the face-to-face solution shown in Fig. 7e is
now an inconsistent solution, and the stable solution becomes ZLS with a dominant
cross-correlation peak of about 0.84 at zero time shift as shown in Fig. 8b. The quasi-
periodicity of the waveform is represented by fading revivals at aboutn x 65 ns, where
n is an integer, as opposed to about 2 x 65 ns time lags between revival peaks in the
case of the face-to-face configuration (cf. Fig. 7h).
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Leader-laggard, face-to-face, and zero-lag types of synchronization were exper-
imentally demonstrated among mutually coupled chaotic SLs at room temperature.
In addition, the synchronization of different mesa shapes and sizes has been demon-
strated in a star configuration using five SL devices [5]. Each type of synchronization
clearly reflects the symmetry of the topology of its network pattern. The emergence
of a chaotic SL without external feedback as well as the effective interaction between
coupled, but differently structured SLs are distinguishing features of SLs as opposed
to typical chaotic lasers. These features are expected to lead to the ability of syn-
chronization of much larger scale patterns and hint on reliable as well as advanced
secure communication protocols based on chaos synchronization.

5 Summary and Conclusions

Spontaneous chaotic current self-oscillations with a bandwidth of several GHz have
been experimentally demonstrated in doped, weakly coupled GaAs/Aly 45Gag s5As
SLs at room temperature. The use of an (Al,Ga)As barrier with 45% Al content
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instead of an AlAs barrier strongly reduces leakage currents induced by thermally
excited I'-X intervalley transfer. At the same time, the nonlinearity of these SLs is
sufficiently strong to stimulate spontaneous chaos up to room temperature.

A high-speed, all-electronic true random number generator based on spontaneous
chaotic current self-oscillations of GaAs/Alj 45Gag 55As SL devices has been demon-
strated experimentally operating at room temperature. The randomness of the gen-
erated sequences has been verified using a statistical test suite. The all-electronic
method uses the parallel combination of multiple, independent SL signals, a single
SL with high-order derivatives, or a combination of both methods, demonstrating
a large degree of scalability and customization options, depending on TRNG rate
requirements and complexity restrictions of the setup. The achieved bit rates are
80 Gbit/s, which are about two orders of magnitude larger than for currently com-
mercially available all-electronic TRNGs. Further developments of the proposed
TRNG methods may lead to a miniaturized, on-chip, high-speed TRNG with veri-
fied randomness.

The synchronization of spontaneous chaotic current self-oscillations of weakly
coupled GaAs/Aly 45Gag ssAs SL devices has been demonstrated as a useful building
block for various tasks in secure communications. The emergence of several types
of chaos synchronization, e.g. leader-laggard, face-to-face, and zero-lag synchro-
nization in network patterns of coupled SLs consisting of unidirectional and mutual
coupling as well as self-feedback coupling has been experimentally demonstrated.
Each type of synchronization clearly reflects the symmetry of the topology of its
network pattern. The emergence of a chaotic SL oscillator without external feed-
back and synchronization among differently structured SLs open up the possibility
for advanced secure multi-user communication methods based on large networks of
coupled SLs.
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Transport Out of Locally Broken )
Detailed Balance ey

Rafael Sanchez

Abstract Electrons move along potential or thermal gradients. In the presence of a
global gradient, applied e.g. to the two terminals of a conductor, this induces electric
charge and heat currents. They can also flow between two equilibrated terminals (at
the same voltage and temperature) if detailed balance is broken in some part of the
system. A minimal model involving two metallic islands in series is introduced whose
internal potential and temperatures can be externally modulated. The conditions for
a finite electric flow are discussed.

Keywords Mesoscopic thermoelectrics * Interactions + Fluctuations

1 Introduction

An electronic conductor responds to a nonequilibrium situation in the form of charge
and heat currents. It can be due to the presence of electric or thermal gradients applied
to the two terminals of the system, Vi, — Vg and Ty, — Tr. Transport is however not
restricted to this situation. The role of fluctuations in the intermediate region (the
system) cannot be overlooked. If the two terminals are in thermal equilibrium (for
being at the same temperature and potential) a current can nevertheless flow due to
rectified noise.

The relevance of noisy states was pointed out by Landauer for modifying the rela-
tive occupation of bistable potentials [1]. This is the case for instance if temperature
is locally increased (with an ideal blowtorch) on one side of the barrier only [1].
These ideas were later applied to transport configurations in a series of papers by
Biittiker [2], van Kampen [3] and Landauer [4]. They predict classical particles to
flow along symmetric potentials which are subject to state-dependent noise. As an
example, particles overcome a potential barrier from the side where the diffusion
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Fig. 1 Transport in the presence of state-dependent noise. Symmetric potential and temperature
distributions give nevertheless a finite particle current if their respective maxima are displaced [2—4]

coefficient is higher (due e.g. to a locally increased temperature, cf. Fig. 1), leading
to a broken detailed balance situation. The resulting currents depend on the separa-
tion of the potential and temperature fields: symmetric state-dependent potential and
temperature distributions give no transport [2]. Of course Onsager relations are still
fulfilled [5] if one takes into account the heat injected (by the blowtorch) in order to
keep the temperature stationary.

Similar ideas have motivated proposals of thermal ratchets [6, 7] and thermoelec-
tric metamaterials [9], and the measurement of radiation induced currents [8, 10] or
transverse rectification in semiconductor 2DEGs [11, 12]. They are closely related
to the recent field of mesoscopic three-terminal thermoelectrics [13, 14] which dis-
cusses the conversion of a heat current injected from a thermal reservoir into a charge
current in an equilibrium conductor [15-28]. Also noise generated either in a coupled
conductor [29-31] or externally [32, 33] is used for this purpose. Most of these cases
use discrete levels in quantum dot systems where a temperature cannot be properly
defined [34]. Another possibility is a mesoscopic thermocouple configuration [35—
39] where the current is due to the separation of electron-hole excitations at the two
contacts of a hot cavity. Common to all of them is the need of a conductor with broken
left-right inversion and electron-hole symmetries (usually due to energy-dependent
transport coefficients).

Here a minimal model of a mesoscopic conductor is proposed where all the nec-
essary ingredients can be engineered and controlled experimentally. It is based on
the discretization of a metallic conductor by means of at least three tunnel junctions,
cf. Fig.2. This way an array of two small metallic islands are formed whose level
spacing is much smaller than the thermal energy, AE < kgT . The electron-electron
relaxation rate is fast such that they equilibrate to a Fermi distribution function.
Hence, each island has a well defined temperature, 7;. A physical mesoscopic blow-
torch can be defined that modulates the temperature of the system locally. This can
be done either by introducing time dependent drivings [40—42], or by using either
on-chip refrigerators [43—47] or the noise generated in a coupled conductor [29, 49].
In the first case, the frequency of the driving must be much larger than the energy
relaxation rate such that electrons have an increased effective temperature in the
island. In the second case, it is important that the refrigerator exchanges heat but no
charge with the conductor [15]. Additionally, the internal potential of each island
can be externally modulated by means of gate voltages. This way, both temperature
and potential profiles can be spacially resolved and tuned in a simple configuration.
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Fig. 2 Sketch of our system. Two metallic islands are tunnel-coupled in series in a two-terminal
configuration. Electrons are assumed to thermalise at a different temperature 7; in each piece of the
conductor. The island internal potentials can be tuned by gate voltages Vg ;. The two terminals are
considered at the same voltage, Vi, = Vg = 0, and temperature, 7. The piecewise Coulomb gap
Uj; experienced by tunneling electrons can be modulated with the gate voltages Vg

2 Two Coulomb Islands in Series

Our model is based on the well known physics of single-electron tunneling at small-
capacitance tunnel junctions [50]. Metallic islands can be separated by insulating
barriers such that the energy cost for adding an extra electron (the charging energy,
E;) is larger than the thermal energy E; > kgT . For islands of a micrometer size,
the charging energy is of the order of 0.1 meV. This introduces electron-electron
correlations that suppress the low voltage transport, what is called Coulomb block-
ade. The extra energy can be supplied by a gate voltage V,; such that electrons
can flow one by one through the island giving rise to conductance [51-53] and ther-
mopower [54-58] oscillations. Electronic cooling based on these properties has been
recently proposed [59] and realized experimentally [60] in single-electron transistors.

Consider an array of three tunnel junctions forming two islands [61-64], as
sketched in Fig.2. Each barrier is described by a capacitance C; and a resistance
R; in parallel. The former determine the electrostatic potential of each island, ¢;,
which is obtained self-consistently from the equations for the charge accumulated in
each island:

01 =CL(¢1 — W) + Cc(p1 — ¢2) + Cg1 Vy (1)
0> = Cr(¢2 — V&) + Cc(¢2 — 1) + C2 V. )

The electrostatic potential in the coupled system is U (Q;, Qz) = Zi f dQ;¢;. It
defines the charging energies E; = ¢2/2C;, with C; = (Cx,Cxa — CE) / Cxj (Where
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i denotes the island next to i), in terms of the total geometric capacitance Cyx; =
Cy, + Cc + Cy; of each island i (with @y = L and a, = R), the centre capacitance
Cc, and the one coupling to the gate, C,;. There is a crossed charging energy related
to the occupation of the next island, parametrized as J = 2¢*C¢/ (Cx,Cxy — CE).
It corresponds to the repulsion of electrons in different islands. The internal potential
of the islands is furthermore tuned by the control parameters

1 4E1E2 ext J ext
=2 (e L pe) 3
e e J? —4FE,E, <Ql 4F; Ql ©)

with the externally induced charges [52] O = CL Vi + Cy Vg1 and 05 = CrVr +
Cy» Ve Here we are interested in the current generated in an unbiased configuration,
such that Vi = Vg = 0. Hence, ny depends only on the gate voltages. Note that
each gate affects the two islands. A time-dependent modulation of the gates has been
used for single-electron pumping with metrological precision [62, 63] and provides
a feed-back control mechanism for Maxwell’s demon proposals [65].

All these can be cast into the electrostatic term of the Hamiltonian of the system:

H =) Ei(n—ng) +J(m —ng)(n —ng), )

where n; = Q;/e is the number of electrons in each island. Let us restrict here to the
simplest configuration with up to one extra electron in the system. This is the case at
low temperatures, kg7 < E;, J, which for typical experimental situations is around
100 mK. The charge configuration of the system is then described by the three states
(n1,n2): (0,0), (1,0) and (0, 1).

Tunneling events are characterized by the energy cost Uj; (the Coulomb gap) for
electrons tunneling from region i to j, which read:

U =2E, (%—ny) —Jng )
Ux = 2E,; <% - ngZ) —Jng (6)
Uy =Uxr — UL @)
in the absence of a bias voltage. Obviously, U;; = —Uj;. We emphasize that the

energetics of the mesoscopic junction is fully tunable with the gate voltages. The rates
for the corresponding tunneling transitions are given by the well-known expression:

1
Fii = -5 /dEf(EsTi)[l_f(E_Uji»Tj)]v ®)

e ji

where Rj; = Ry, Rc or Rg, is the tunneling resistance of the involved junction.
They are quite generally energy-independent (typically around 10-100 k<2). Here
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f(E, T)=1/(1+ e"/*T) is the Fermi-Dirac distribution for a region at tempera-
ture T.
With these, one can write the rate equations:

P(O,O) = I11Pa0) + Ir2Po,1) — (I'L + T2r) Po,o)
P,y = 'L Po,oy + T12Po,1y — (L1 + 121) P o )
Po,1y = 11 Pa o) + TR Po,oy — (T2 + TR2) Py,

for the dynamics of the occupation probability of each state, P, (7). The stationary
occupation of the different states are obtained by solving P = 0, giving:

P,0) = FT_Z (Il + a2 + 1aTR2)
Paoy = Iy 2 (NuTwe + Do + Do Dg) (10)
Pon = [y 2 (I Dk + Doy N + Doy DR)

with I'? given by the normalization condition, Y, P, = 1. The stationary state
obeys detailed balance if tunneling transitions satisfy: I'1;, P,0) = 1.1 P(1.0), for the
left I, Py 0y = 11 P, 1y, for the center, and I'ir P(o,0) = Ir1Po,1), for the right junc-
tion. Hence, the current in the right terminal:

Ir = e (T'raPo1y — DrPo0,0)) » an

gives a measure of the deviation from detailed balance for processes at the right
barrier. Injected currents from either terminal are defined as positive. Using Egs. (10)
results in the expression:

Ik =ely > (ML Tra — T Do DR) - (12)

From charge conservation, we obtain the current through the left junction: I}, = —I.
Note that the first term in the right hand side of Eq. (12) is proportional to the rate
for an electron to be transported from the left to the right terminal (via a sequence
L— 1 —2— R). The second term is proportional to the rate of the reversed process.
It is then clear that the case of having transitions satisfying local detailed balance at
every junction results in no net current: In the unbiased and isothermal configuration,
this translates to having tunneling rates related by I;; = I'j;eV/*»T _ This is not the
case if one of the leads or islands is at a different temperature, as discussed in the
next section.

2.1 Broken Detailed Balance. Linear Response

Let us first emphasize the importance of the Coulomb gap introduced by the electronic
confinement in the island. If U;; = 0, tunneling is electron-hole symmetric and a
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Fig. 3 Function J (x) 0.5 4
defined in Eq. (17)

—10 0 10

temperature drop across the junction is not sufficient to break detailed balance. It can
be easily shown from symmetries of the Fermi function that the integral

oo

‘/dEfuiT)D—iﬂE,Tﬂ (13)

—00

is invariant under the exchange of temperatures 7 <> T”. Hence I';; = I';;,forU;; =
0, independently of the temperatures 7; and 7;.

In the following, the case with finite U ; is assumed, unless explicitly mentioned.
Some of the rates Eq. (8) can be analytically calculated by using the relation:

, E E
FE, T — f(E, T)]—ns(

kT kT/)f(E Th—f(E.D)], (14

where ng(x) = (e* — 1)’1 is the Bose-Einstein distribution function. For transitions
between regions at the same temperature one gets:

ro_ _ Uji B LI Ujl oUii/ksT (15)
Jt esz kBT
and, on the other hand, using ng(—x) = —e*np(x):
r'%=— (L), 16
Y ZRJ, kg T (16)

for the reversed process. It is straightforward to check that local detailed balance is
satisfied at such a junction. If furthermore the gates are tuned such that there is no
energy cost, U;; = 0, tunneling is governed by thermal fluctuations: I';; O =T O -

kgT/(e? R;).
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This is not the case when the junction separates two pieces of the metal which are
at different temperatures. This effect shows up in the linear regime. Considering a
small temperature difference §7 = T; — T;, one can linearize the involved tunneling

rates, I'y; ~ I'\Y + I'\8T/T, with '\l = kT (*R;;)™' J (Ui / ks T) and:
7.[2
J(x) = e [np (1) [? +x? + Lis (—€*) + Liz (—e‘*)} : (17)

with the dilogarithm function Li,(z) = Z,fil Z* /k?. The function J(x) is a peak
centered at the origin, as shown in Fig. 3. That is, the response will be larger close
to the Fermi energy. From the above expression, we can verify that J(x) = J(—x)
and therefore 1"1.5.1) = Fj(il). Hence the rates do not satisfy detailed balance:

i

8T
~ UilkaT | TF(Uji/kBT), (18)

=

J

where F(x) = x~'J(x)[ng(x)]~2. Note that the effect appears in the simultaneous
occurence of a temperature drop and a Coulomb gap.

Using the above relations in the expression for the charge current, Eq. (12), one
finds that breaking detailed balance in a single barrier is enough to have a finite
current, even if the two terminals are at the same voltage and temperature.

To be more specific, let us consider the case where only the first island is at a
different temperature, 7y = T + 87T, with T, = T. Then a current is generated:

8T
Ip & —- [eV/"T F Uy /ksT) — e"/"T F(—Uy/ ks T)], (19)

in terms of the energy cost for tunneling to the hot island from the left lead and from
the other island, U and —U,, respectively. The avoided prefactor depends on the
equilibrium rates, I“j(io ) 1tis clear from the above expression that no current will flow
if detailed balance is broken symmetrically at the two barriers of the hot island, i.e.
if the energy cost is equal: U, = —U,;. This way, tuning the gate voltages allows
one to control the current.

3 Transport from a Hotspot

As discussed in the previous section, broken detailed balance occurs in tunneling
through a junction separating regions at different temperatures. This is however not
a sufficient condition to generate transport in a conductor in global equilibrium. For
example, no current will occur in a system consisting on a single hot island, as broken
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Fig. 4 Transport from a hot spot. a Current as a function of the island control parameters, ng; for
an unbiased configuration Vi, = VR = 0 and 7' = 75, = 200 mK. The temperature of island 1 is
increased at 77 = 150 mK, with R, = Rc = RrR = Rg, E1 = E3 = 0.15meV, and J = 0.05 meV.
The configurations in points A, B and C are sketched on the right bottom side. b Cut along the white
dashed line in (a) as a function of ng. Island 1 is tuned such that U, = 0.015 meV is constant.
Reversing the temperature gradient or the sign of Upr changes the sign of the current

detailed balance is symmetric in the two junctions.! In order to have a current, an
asymmetry needs to be introduced, e.g. by making the energy cost for tunneling
through the two barriers different. In our case, this is the role of the second island.
Its charging energy lifts the asymmetry making U, and U, different. Furthermore,
this asymmetry can be tuned with gate voltages V,; and Vj», as discussed above. If
the second island is at the same temperature than the two terminals, 7, = T, detailed
balance is satisfied at the third junction, with Ihg = I'joeU®/*sT

The current generated in such a configuration with 77 # T is plotted in Fig.4a as
a function of the control parameters 7, and ng,. Fixing the gate voltage in island 1,
the current changes sign when the gate voltage of island 2 is tuned. As depicted in the
inset, the sign of the current depends on the sign of Uj;, + U,;: electrons tunneling

'Remember that tunneling resistances are energy independent in metallic islands. This is not nec-
essarily the case in other related systems with energy-dependent tunneling junctions, e.g. in semi-
conductor quantum dots.
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out from the hot island into the region i giving the largest U; have a larger rate. The
response is restricted to a region of gate voltages such that U;; < kgT . Far from this
region, the difference of the two rates is exponentially small and therefore current is
suppressed.

Reversing the sign of the local temperature gradient, 77 — T, changes the sign of
the current, cf. Fig.4b. Being an obvious statement, it has practical consequences:
rather than by heating one of the islands, the effect can be experimentally detected
by cooling it. This can be done locally and non-invasively by a coupled refrigerator
system within nowadays technology [45, 47, 48].

A particularly interesting configuration is when ng is tuned such that Uz = 0.
This is configuration B in Fig.4. Then, the rates I'ko = I»g = kgT/(e?>Rg) only
contribute to the prefactor of the current and the second island plays no role. In
this case, U, = Uy, i.e. the temperature gradient and the energy cost are the same
for tunneling through the two tunneling junctions of island 1. Hence electrons in
the hot island have no preferred direction to tunnel out. Thus detailed balance is
symmetrically broken in the two junctions, with the overall rate through the island
being the same in both directions: I I3 = I211,1, and the current is zero, see
Eq. (12).

4 Multijunction Arrays

One can envision to extend the above results to longer arrays, cf. Fig. 5. This relaxes
the requirement to increase the temperature in a micrometer-size single island. The
size of the islands can be controlled in the sample growth, which introduces a natural
way to spacially modulate the Coulomb gap along the conductor. This way the need
to gate the system can also be avoided. The current is then induced by the interplay
of local non-equilibrium (only due to a piecewise-constant temperature distribution)
and electron-electron interactions, emphasizing the mesoscopic nature of the device.

| [N |

Fig. 5 An array of islands of different size in the presence of a local temperature increase. The
charging energy of each island depends on its size, hence introducing an spacial modulation of the
Coulomb gap (black solid lines). The piecewise-constant temperature distribution (red dotted lines)
allows for a wider extension due to heat leaking to neighbour islands
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5 Summary

A simple model of locally broken detailed balance giving rise to transport in an
electronic conductor is presented. A system of two metallic islands, one of which
experiences a different temperature, can be interpreted as a mesoscopic analogue of
transport in state-dependent diffusion at a single scatterer. Dividing the conductor
in an array of metallic islands allows for the local control of voltages and tempera-
tures. The cooperative occurrence of a local temperature difference and a Coulomb
gap introduces a preferred direction for tunneling electrons. This asymmetry, which
determines the sign of the current, can furthermore be tuned by means of gate volt-
ages applied to each island. Broken detailed balance is of relevance e.g. for the
investigation of the Jarzynski equality and fluctuation theorems [29, 41, 66-69],
and can be detected in higher-order cummulants of the full counting statistics of
Coulomb-blockade systems [70].

The electron-hole asymmetry required for having a thermoelectric response is
introduced by inhomogeneous energy costs in the tunneling processes. This is the
case of islands with different charging energies or which are modulated by gate volt-
ages. Thus energy-dependence of the barriers is not necessary. The involved technol-
ogy is within nowadays reach [41, 45, 47, 62-64] and could readily be tested in an
experiment. This proposal contributes to the field of interaction-induced thermoelec-
tric properties [59, 60] and the control of thermal flows [71, 72] in low-dimensional
metallic conductors.
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Non-perturbative Approaches )
in Nanoscience and Corrections e
to Finite-Size Scaling

J. Kaupuzs and R. V. N. Melnik

Abstract Non-perturbative approaches in nanoscience are discussed. Traditional
applications of these approaches cover description of charge transport and optical
phenomena in nano-scale systems. We focus on finite-size effects in spin systems
near the critical point, based on Monte Carlo (MC) method and some analytical
arguments. We have performed MC simulations of the 3D Ising model for small, as
well as large linear lattice sizes up to L = 2560, providing a numerical evidence for a
recent challenging prediction, according to which the asymptotic decay of corrections
to finite-size scaling is remarkably slower than it was expected before. Our approach
along with several other non-perturbative approaches, like, e.g., the non-perturbative
nonequilibrium Greens functions (NEGF) method, reveals a potential application of
non-perturbative methods to nanoscience and nanotechnology through condensed
matter physics, including semiconductor physics and physics of disordered systems
like spin glasses.
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1 Introduction

Non-perturbative approaches like Monte Carlo (MC) simulation [1, 2] and non-
perturbative nonequilibrium Greens functions (NEGF) method [3, 4] become increas-
ingly important in nanoscience. Particular applications cover the description of
charge transport and optical phenomena in nano-scale systems such as microelec-
tronic devices, graphene layers, etc.

Perturbative approaches not always provide a satisfactory description of physical
phenomena in such systems. For example, the recent results of [S] show that the many-
body localization (MBL) in translation-invariant systems with two or more very
different energy scales is less robust than perturbative arguments suggest. It possibly
points to the importance of non-perturbative effects, which induce delocalization in
the thermodynamic limit [5]. The importance of non-perturbative effects in laser-
illuminated graphene nanoribbons has been demonstrated in [6].

Here we consider another application—behavior of small and large spin systems
near the phase transition point, based on non-perturbative analytical evaluation of
k-space integrals, as well as MC method. Lattice spin models are considered, where
certain value of the spin variable is related to each lattice site. In the Ising model, the
spin variable o can take only one of two possible values +1. In the scalar ¢* model,
the spin variable ¢ can take any value within —oo < ¢ < co. Such models exhibit
second-order phase transition in the thermodynamic limit, where the linear lattice
size L tends to infinity. The behavior of these models on finite lattices is described
by the finite-size scaling. Moreover, the scaling behavior near the critical point can
be remarkably varied depending on whether small or large lattices are considered.
This effect is described by corrections to the leading scaling behavior.

Our analytical and MC results serve as a basis for a challenging prediction that the
correction-to-scaling exponent w has a remarkably smaller value @ < wnax = 0.38
than the usually accepted ones of about 0.83 [7] in the 3D ¢* and Ising models. It
implies a much slower decay of corrections to scaling than it was usually expected.
We have performed MC simulations of the 3D Ising model for small, as well as
large linear lattice sizes up to L = 2560, providing a numerical evidence for this
challenging prediction.

The vicinity of critical point is not the natural domain of validity of any perturba-
tion theory, therefore one should prefer non—perturbative approaches. Among them
are:

e Exact and rigorous analytical solution methods (transfer matrix methods, combi-
natorial methods, Bethe-ansatz)

Conformal field theory (CFT) analysis

Non—perturbative renormalization group (RG) analysis

Numerical transfer—matrix calculations

Molecular dynamics simulations

Monte Carlo (MC) simulations.

Recent study of hierarchical Edwards-Anderson model of spin glasses [8] has
shown that non-perturbative effects can be really important in critical phenomena.
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Namely, it has been found that the perturbative approach (e-expansion) correctly
predicts the existence of the critical point only in certain mean-field region of param-
eters. At the same time, non-perturbative calculations show that the critical point
exists also in the non-mean-field region, where no phase transition is predicted by
the e-expansion. From the point of view of the renormalization group (RG) theory,
the critical behavior in this region is described by certain non-perturbative fixed
point [8].

The results of [8] refer to the phase transitions in spin glasses, whereas our analyti-
cal and MC arguments, discussed in this paper, allow us to question the validity and/or
accuracy of the perturbative treatments even in the apparently very well studied case
of the 3D Ising model.

Our approach along with several other non-perturbative approaches reveals a
potential application of non-perturbative methods to nanoscience and nanotechnol-
ogy through condensed matter physics as an example.

2 Finite-Size Effects

Finite-size effects are very important in nano-scaled systems. For example, the charge
density in metal nanoparticles after absorption of oxygen shows a very interesting
patterns, which essentially depend on the size of these nanoparticles [9]. As another
example, the importance of finite-size effects in the many-body localization has been
shown in [5].

In our study, it is demonstrated the finite-size effects are pronounced via the finite-
size scaling. We consider behavior of spin systems near the phase transition point
depending on the lattice size, using the standard arguments of the finite-size scaling
theory. For example, magnetic susceptibility x at the critical temperature scales as
x o< L2 (1 + 0 (L "")) at L — oo, where 7 is the critical exponent, describing the
leading asymptotic behavior, whereas the exponent w describes the leading correction
to scaling.

Finite-size scaling and corrections to scaling are important to understand the
difference in the behavior of very small nano-scale systems and large systems in the
thermodynamic limit.

3 Non-perturbative Analytical Arguments

First, we consider the continuous <p4 model as one of the simplest basic models in a
hierarchy of spin models. The Hamiltonian # of this model is given by

H
= f (ro0* () + (Vo)) + ug* (%)) dx, ()
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where kg is the Boltzmann constant, 7 is the temperature, ¢(x) is the local order
parameter—an n-component vector, which depends on the coordinate x, and ry, ¢, u
are Hamiltonian parameters. Configurations of ¢(x) obey a constraint, represented
by certain upper cut-off A for its Fourier components. Namely, the Hamiltonian in
the Fourier representation reads

H _
kB_T = Z (ro + Ckz) | ik |2 +uV ! Z Pik PikPjksPj,—ki—ky—k; » )
ik i,j.ki.ko k3

where gk = V712 [ g;(x)e” " dx and ¢;(x) = V™12 Y ¢, ke'**. Here V is the
k<A
volume.

The Fourier-transformed two-point correlation function G(k) = (| ¢}k 2 is
important in our following consideration. The case where ry is a linear function
of T has been studied in [10], showing that, in this case, the leading singularity of
specific heat Cy is given by an integral of G (k) over wave vectors, i.e.,

sing
ciine = pg'/ / [G(k) — G*(k)]dk ’ )

k<A

where B is a constant, G*(K) is the critical correlation function, and the superscript
“sing” implies the leading singular part, represented in terms of the correlation length
&. Itdivergesas & | T — T, |~", approaching the critical temperature 7.

Non-perturbative analytical calculation of this integral has been performed in [10],
based on the well known scaling hypothesis (see, e.g., [11]),

Gk) =Y EV g (kg), )

i>0

where y and v are the critical exponents of susceptibility and correlation length, the
term with i = 0 (at 6y = 0) is the leading term, the terms with i > 0 are corrections
to scaling with positive correction-to-scaling exponents 6; = w;v, and g; (k&) are
scaling functions. The singularity of specific heat in the general form of Cy"*
(In £)*£%/V has also been accounted for.

In addition, it has been assumed that the contribution of small-k region k < A’

is relevant in the limit lim lim . It has been verified by MC simulation tests in

AN'—0&E—00
the lattice ¢* model [10]. From a physics point of view, this assumption represents
the usual statement about the importance of long-wavelength fluctuations in critical
phenomena.

Based on these scaling assumptions, a theorem has been formulated and proven
in [10], according to which the two—point correlation function contains a correc-
tion exponent 6, =y + 1 — o — dv = y — 1, provided that y > 1 holds. Accord-
ing to the current knowledge, the latter condition is strictly satisfied in two and three
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dimensions. The exponent 6, corresponds to the correction exponentw, = (y — 1)/v
in the finite-size scaling. Since w, is not necessarily the leading correction-to-scaling
exponent, w < (y — 1)/v is expected for the leading correction exponent. In partic-
ular, we have w, = 3/4 and @ < 3/4 for the scalar 2D ¢* model.

The scalar ¢* model belongs to the same universality class as the Ising model.
Although corrections with @ = 3 /4 tend to cancel in the 2D Ising model [10], there is
no reason for such a cancellation in general. Hence, corrections withw < (y — 1)/v
are expected both in ¢* and Ising models in three dimensions. Using the widely
accepted estimates y &~ 1.24 and v ~ 0.63 [12] for the 3D Ising model, we obtain
the upper bound w,,x = (¥ — 1)/v = 0.38 for w. The prediction of the grouping of
Feynman diagrams (GFD) theory [13] is y = 5/4, v = 2/3 and, therefore, wn.x =
0.375. Thus, we can state that in any case wnax is about 0.38. The value of w is
expected to be 1/8 according to the GFD theory considered in [13, 14].

The above arguments represent a very challenging prediction, since the cur-
rently widely known estimations of w give essentially larger than 0.38 values, e.g.,
0.782(5) [15] and 0.832(6) [7].

4 MC Tests for the 3D Ising Model

We consider the 3D Ising model on a simple cubic lattice with periodic boundary
conditions. The Hamiltonian H is given by

H/T:—,B ZO’,‘O"]‘—FI’IZUL‘ N (5)
(ij) i

where T is the temperature in energy units, 8 is the coupling constant, 4 is the
dimensionless (normalized) external field, and (ij) denotes the pairs of neighboring
spins o; = *£1.

We have performed a detailed MC analysis based on the available simulation data
for linear lattice sizes L, ranging from a small value L = 8 to a relatively very large
value L = 2560, with the aim to test the challenging prediction @ < wmpax = 0.38,
discussed in Sect. 3. These data have been summarized in our papers [16, 17],
where the simulations at 7 = 0 have been performed with the Wolff single cluster
algorithm [18], using its parallel implementation [19].

The quantities of interest are the magnetization per spinm = N~' Y. 0; and the

magnetic susceptibility at zero external field, i.e., x = }llm}) % = N(m?), where
—

N = L3 isthe total number of lattice sites. We consider x and magnetization moments
at certain pseudocritical coupling, i.e., at 8 = B.(L). This coupling corresponds to
a constant value of (m*)/(m*)> = U.
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Fig. 1 The effective exponent nesr (L) depending on L0916 (left) and L—0-8303 (right). The dashed
straight lines represent the linear fit (left) and a guide to eye (right). The known estimates n =
0.03631(3) [20] and n = 0.318(3) [15] are shown by dashed and dotted horizontal lines, respectively

The pseudocritical coupling converges to the true critical coupling . as 30 (L) =
Be+ O (L7'") at L — oo for 1 < U < 3 [19]. The constant U = 1.6 has been
chosen, which is close to the critical value of (m*)/(m?)> at = B. and L — oo.

According to the finite-size scaling theory, the susceptibility scales as

x < L* " (1+0 (L)) (6)

atg = p.orB = EC (L). It allows to estimate the critical exponent 1 by fitting the MC
data. However, we do not know precisely the correction term, and a fit without this
term gives us an effective value of the exponent rather than the true critical exponent.

We define the effective exponent n.s(L) as the average slope of —In ( X/ L/z)
versus In L’ plot, evaluated by fitting the data within L" € [L/2,2L] at 8 = ﬂNC(L/).
According to (6), it scales as

Neir(L) =n+ O (L™°) (7

at L — oo. Hence, the 1. (L) versus L~ plot is asymptotically linear at L — oo.
The best linearity of this plot within L € [96, 1280] (extracted from the susceptibility
data within L € [48, 2560]) is observed at w = 0.16(36). This plot looks, indeed,
much more linear at @ = 0.16 than at @ = 0.8303, as it can be seen from Fig. 1. The
latter value comes from the estimate of w = 0.8303(18), obtained by the conformal
bootstrap method in [20], which agrees with the MC value of 0.832(6) obtained
in [7], but is claimed to be more accurate. Other MC values, usually reported in
literature, are between 0.82 and 0.87 (see [7, 21]). The perturbative RG estimates
are somewhat smaller, e.g., ® = 0.799 = 0.011 [12] and @ = 0.782(5) [15].

The critical exponent n = 0.03631(3), estimated in [20], and n = 0.318(3), esti-
mated in [15], are also indicated in Fig. 1 for comparison. The MC value of [7],
n = 0.03627(10), is very similar to that of [20].
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Next, in the following, we consider a more direct method, which gives sim-
ilar, but slightly more accurate results for w. We consider the ratio @,(L) =
b~*x(bL)/x(L/b) at B = ,EC(L), where b is a constant. According to (6), @, (L)
behaves as

&p(L)=A+ BL™” )

at L — oo, where A = b2 and B = ab~2" (b"” — b“’). The choice b = 2 is found
to be optimal for the analysis of our data. The ®,(L) versus L~'/3 plot can be well
approximated by a straight line for large enough lattice sizes L € [80, 1280], as
shown in Fig. 2. It confirms that @ could be as small as 1/8, in agreement with [13,
14]. Considering w as a fit parameter in (8), the fit over this region of sizes gives
o = 0.21(29). Taking into account that the asymptotic value of w is positive, we
can judge from this estimation that w, most probably, lies between 0 and 0.5. The
asymptotic value of @, is 2727, The estimates, corresponding to the same 7 values
as in Fig. 1, are indicated in Fig. 2 for comparison.

Summarizing the results of this section, our MC estimation suggests that 0 <
o < 0.5 most probably holds for the correction-to-scaling exponent w, in agreement
with the analytical arguments in Sect. 2. Our values of 0.16(36) and 0.21(29) are
remarkably smaller than the earlier estimates, e.g., 0.832(6) [7]. Although the latter
MC estimate of [7] is claimed to be very accurate, it has been obtained from relatively
small lattice sizes, i.e., L < 360, as compared to L < 2560 in our current study.
Various estimations from lattice sizes L < 384 have been discussed in [17], clearly
demonstrating that these sizes are still too small for a reliable estimation of w.

Concerning the exponent 7, the plots in Fig. 1 show that n could be similar or
larger than the already mentioned estimates of 0.03631(3) [20] and 0.03627(10) [7].
The effective exponent increases well above the perturbative RG value of 0.318(3)
obtained in [15] (dotted line).
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5 Remarks and Discussion

It should be emphasized that our MC analysis is based on the simulation results for
substantially large lattice sizes as compared to those typically considered in literature,
e.g., L <360 in [7] and even smaller sizes in other studies. It reveals a possibility
to explain the inconsistency of our actual findings with earlier numerical results
by relating the previous numerical results to a “perturbative” region, whereas our
findings—to a “nonperturbative” region, as explained further on.

The “perturbative” region is a region of not-too—small reduced temperatures in
the thermodynamic limit and not-too—large lattice sizes in the finite—size scaling
regime. Itis, very likely, true that the perturbative RG methods describe just only this
region, due to the fundamental problems recovered in [22] (see Sect. 5.4.6 there). The
“perturbative” region is easily accessible by various numerical methods. It explains
the fact why these methods easily produce the results, which are approximately
consistent with the estimates of the perturbative RG method and, therefore, also with
each other. To the contrary, our findings refer to the “non-perturbative” asymptotic
region, which corresponds to substantially larger lattice sizes in the finite—size scaling
regime and extremely small reduced temperatures in the thermodynamic limit. This
region cannot be easily accessed and is not yet properly investigated by numerical
methods.

From the perspective of the non-perturbative RG approach, the “non-perturbative”
asymptotic region is described by certain non-perturbative fixed point. We assume
that the non-perturbative fixed point is not described by the usual perturbative treat-
ments, just like in the case of spin glasses [8], discussed in Sect. 1. Hence, the critical
exponents can be inconsistent with the perturbative RG estimates.

The results of the e—expansion coincide with a particular treatment of the confor-
mal field theory (CFT) in [20, 23]. This, however, only implies that the perturbative
fixed point is, indeed, conformally symmetric and consistent with CFT at specific
constraints, assumed in [20, 23].

6 Conclusions

In summary, we conclude the following:

e Non-perturbative approaches become increasingly important in study of critical
phenomena, including their applications in nanoscience and nanotechnology.

e Non-perturbative analytical arguments have been provided for the existence of
certain correction to scaling with exponent w; = (y — 1)/v in the ¢* model, and
the leading finite-size correction-to-scaling exponent being w < (y — 1)/v.

e The above statement has been supported by MC simulation results for small and
very large lattices in 2D ¢* and 3D Ising models.

e Our results emphasize the importance of corrections to scaling in nano-scale
systems, pointing to a slow crossover in finite-size scaling behavior when the
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system size is varied from small (nano-scale) to large (thermodynamic limit). This
crossover is related to small w value—remarkably smaller than it was expected
before.
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Continuum Model for Coupled )
Acousto-Optical Phonons in Piezoelectric | e
Materials

Morten Willatzen and Zhong Lin Wang

Abstract A 3D continuum model is used to find optical and acoustic phonon fields
in zincblende GaAs. We start out using continuum elastic differential equations and
the Maxwell-Poisson equation to describe dynamic lattice strain and internal strain
effects accounting for the full crystal symmetry of zincblende GaAs. The analytical
model is derived in detail in a first-principles analysis. Our results reveal that for a
slab of crystal GaAs grown along the [001] direction the mechanical displacements
along the x and z directions u,, u, couple while the mechanical displacement u,
couple solely to the electric field E by virtue of piezoelectricity. As a consequence
optical and acoustic phonon fields are inherently coupled due to piezoelectricity and
acoustic and optical phonon modes must be found by solving simultaneously the full
elastic solid and electric governing equations and the relevant (elastic and electric)
boundary conditions. We then derive phonon dispersion curves for a GaAs slab
and compare cases with and without anisotropy and piezoelectricity and show that
neglecting the latter in the description of both acoustic and optical modes of GaAs,
as is done in many classical descriptions, is a too crude approximation. We finally
discuss two novel results: (i) confined coupled acousto-optical #, — us modes cannot
exist in piezoelectric media except at certain discrete g, wavenumber values, and (ii)
piezoelectricity prohibits the existence of optical phonon fields at the LO phonon
frequency. The model presented is general and can be applied to other materials and
other crystal structures.
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Keywords Piezoelectricity + Continuum elastic and electric model - Optical and
acoustic phonons * Coupling * Anisotropy * Symmetry

1 Introduction

Whether discussing thermal, transport, or optical properties of solids it is of major
importance to include dissipation mechanisms and account accurately for the lat-
tice vibrational coupling to electronic states. Usually dissipation mechanisms have
degrading effects on device performance where the active components consist of bulk
and lower-dimensional solids and it is therefore essential to be able to control their
strength and tune phonon properties and device characteristics through geometry,
composition of materials, and/or external excitation conditions. Some recent exam-
ples of phonon tuning applications include the realization of population inversion
in InGaAs quantum dot systems [1-3] and phonon-assisted gain in semiconductor
quantum dot masers [4-6]. Coupling to phonon reservoirs significantly influences
dephasing mechanisms [7-10] in quantum dot-cavity systems which is a central
question and obstacle to address for applications in quantum information technology
(QIT) [11]. Dephasing is a limiting factor for QIT since it destroys the entanglement
between light and matter [7].

Optical and acoustic phonon interactions are also central to the fundamental
understanding of dissipation mechanisms in the novel class of 2D materials, such as
graphene, silicene, phospherene, molybdenum disulfide, and boron nitride, and to
optimize devices where 2D materials function as active components [12—-14].

A unified continuum approach to compute acoustic and optical phonon modes is
described applicable to all crystals solids. The main purpose of this work is to demon-
strate that acoustic and optical phonons mix in cases where inversion symmetry of
the host crystal is broken such that piezoelectric effects play a role. Hence phonon
modes must be described using a combination of elastic and electric equations and
appropriate mechanical and electric boundary conditions. The combined theory of
acoustic and optical phonon modes presented is shown to simplify, in the absence
of piezoelectricity, to the classical phonon picture of separate acoustic and optical
phonon models. However, even in the case of weak piezoelectricity of a solid lack-
ing inversion symmetry, we demonstrate qualitative and significant differences due
to piezoelectricity in the phonon density of states that eventually lead to important
changes in phonon interaction strengths.

2 Elastic Equations

For zincblende GaAs, using Voigt notation, the constitutive equations between stress
and strain are [15]



Continuum Model for Coupled Acousto-Optical Phonons in Piezoelectric Materials 77

Ty =ci1S) +ci28 +c12Ss, (1)
T =cpSi+ S +c128s, 2)
T3 =cpS1 + ¢Sz +¢11 S, €)]
Ty = casSs — ennEy, 4)
T5 = c4485 — e14 B, &)
Ts = caaSe — €14 E3, (6)
Dy =€ Eq + €144, (N
D; = €11 E; + €145, 3
D3 = €11 E5 + €145, )
where
5 = 2 (10)
ax
5= (11)
dy
53 = 2 (12)
9z
$0= 22 aaiy (13)
5y = ey O (14)
0z ax
§o= W Uy (15)
ay ax

Here, u,, uy, u. are the displacements along the x, y, z directionsand 7', S, D, E are
the stress, strain, electric displacement, and the electric field, respectively. Further we
introduced the stiffness tensor c;,, the permittivity tensor ¢;;, and the piezoelectric
e tensore; .

Let us compute coupled phonon modes in a slab defined by its two boundaries at
z = —% and z = 7 assuming the in-plane coordinates x, y range from —00 to +o0.
We write for the lattice displacement

ur, )=y f dqpe i, (q;, ) exp(ior). (16)
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The elastic equations now read

0T, 0Ty 0T )
22— , 17
ox oy + 2z PO U, (17)
T, 0T, 9T, )
T I G N 18
Py dy + 9z PwUy (18)
oTs 8Ty  OT; 5

— =— zs 19
8x+8y+8z pott: (19)

where p is the mass density, and the Maxwell-Poisson equation becomes

oD oD oD
9Dy 9Dy  9Ds

=0, 20
ax ay 9z 0)

if free electric charges are neglected.

Further we shall consider low frequencies such that the quasi-static approximation
applies and contributions from magnetic fields can be neglected. In this approxima-
tion, a scalar potential suffices to determine the electric field:

E=-V¢. (21

We shall need a similar relation for the scalar potential as Eq. (16) for the displacement
pr.=>" / dqe' Mg, (q). 2) explion). (22)

In the following we will suppress the trivial time factor exp(iwt) for notational
simplicity.

Let the phonon in-plane wavevector be directed along the x axis, i.e., q) = (¢, 0).
Insertion of Egs. (1)—(9) in Egs. (17)—(20) then yields [16]

92 . ou
—qien + Cap7— T P )ty +iqy (cro + caa) — =0, (23)
0z 9z
2 9 2 . d¢
—q;C44 + Cas—5 + po” | u, + 2iges— =0, 24)
072 0z
. oy ) 92 2
iqx (612+C44)8—Z+ —qXC44+0118—22+,060 u; =0, (25)

) duy ) 92
2igres—— +e€n | q; — — ¢ =0. (26)
0z a9z
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Evidently, couplings exist between u, and u, only and between u, and ¢ only.
Next, assuming solutions in the form ('Ja_z = iy, the detrimental equation stemming
from the two equations in «, and u, reads

(—gicii — casy® + po?) (—gicas — ciy? + pw®) — g (c1o + cuu)* y* = 0.

27

Similarly, assuming solutions in the form Ba_z = 1§, the determinental equation stem-
ming from the two equations in u, and ¢ reads

(—qZcas — cauad® + po?) €11 (g2 + 8%) — 4q2el,8* = 0. (28)

Both determinental equations are second-order polynomial equations, in 2 and §2,
respectively. We find

v+

qz (cfy +cdy) = (et + ) po® — g3 (2 +can)” N ( o qz) < 0 2) —o
Cl1C44 cii/p ) \caa/p * '
(29)

with solutions y = £y, £y,, and

2 2 2
5+ [2%% - +4q§&} 5+ (qf - ”—) =0,  (30)
caa/p Ca4€1] caa/p

with solutions § = %6, i,. Note the appearance of the imaginary unit multiplied
on ;. This choice reflects that in the absence of piezoelectricity, Eq. (26) gives
;’—Z = i6 = g, combined with the fact that piezoelectricity is a rather weak coupling
in typical zincblende materials.

It also follows from the structure of the differential equations that two solution

types (I and II) for u, and u, are possible. For the type-I modes, we have
2
e =Y Ay jcosy;z, €)Y
j=1

2
u; =y A jsiny;z, (32)
j=1
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and for type-II modes

2
U, = ZAX'J' siny;z,
j=1
2
U, = ZAZJ cos y;z.
j=1

Similarly, two solution forms exist for u, and ¢. For type-I modes

uy, = A, 1cos(8z) + A, ,cosh (8:z2),
¢ = A¢’1 sin (812) + A¢’2 sinh (622) s

and for type-II modes

uy, = A, sin(8;z) + A, > sinh (8,z),
¢ = Agp,1c0s(812) + Ay cosh (822) .

From Egs. (23) and (31)-(32), we obtain (type-I modes)

A= cuy} +dzen — psz (j=1,2)
N - . X, - ) )
=/ iyjqx (c12 + C44) !

and from Egs. (23) and (33)—(34) (type-II modes)

2, 2 2
Caayj +qicn — pw

iViqx (C12 + C44)

A= Arvj (J=12).

Similarly, from Eqgs. (26) and (35)—(36), we obtain (type-I modes)

Ziqx€14 (—(SlAy’] sin ((S]Z) + 82Ay’2 sinh (522))

(33)

(34)

(35)
(36)

(37)
(38)

(39)

(40)

+e11 (g7 +87) Ag.1sin (812) + €11 (97 — 83) Ag 2 sinh (82) =0 (j = 1,2), (41)

and from Eqs. (26) and (37)—(38) (type-II modes)

2igrers (81Ay,1 c0s (812) + 82Ay 5 cosh (8:2))
+e11 (g2 + 87) Ag,1 cos (812) + €11 (g7 — 83) Agocosh (82) =0 (j = 1,2).

(42)
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2.1 Complete Set of Equations for the Coupled (uy, u;)
Acoustic Modes

A complete set of equations in the coefficients A; ; (i = x, y, z, ¢) is obtained by
imposing boundary conditions. For the coupled system u,, u, they are

Ts(z = £a/2) =0, (43)
T5(z = £a/2) =0, (44)

subject to vacuum environment giving, in the case of Egs. (31)—(32) (type-I modes),

2
. a . . a
> —viAsysin(v,5) + A sin (,5) = 0. 45)
j=1
2
. a a
Z thclex,j COS (]/15) —+ yjcllAz,j COoS ()/j§> = 0 (46)

j=1

For type-II modes, using Egs. (33)—(34), we find
a
Zyl jcos( 2) +ig A, jcos (yjz) =0, 47

2
. . a . a
Z igyC12A jsin (VJE) — yjci1A, jsin ()/IE) =0. (48)

Jj=1

Solving the 4 x 4 determinental equation in the four unknowns A, 1, Ay 2, A; 1,
A » obtained from Egs. (39) and (45)—(46) leads to the dispersion relations (g., ®,)
for type-I acoustic phonons as well as the coupled (u,, ;) phonon modes.

Similarly, solving the 4 x 4 determinental equation in the four unknowns A, i,
Ay, A1, A, obtained from Eqgs. (40) and (47)—(48) leads to the dispersion rela-
tions (g., w,) for type-II acoustic phonons as well as the coupled (u,, u;) phonon
modes.

Note that the subscript n added to w indicates the discrete set of @ solutions that
results from solving the determinental equations.

2.2 Complete Set of Equations for the Coupled (u, uy)
Acousto-Optical Phonon Modes

In the case of (u,, us) modes, coupling between electric and elastic fields makes the
calculation more involved. We start out by invoking the elastic boundary conditions
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Ty(z = %a/2) =0, (49)
giving (type-I modes)

. a . a . . a . . a
—c4401 Ay, 1 sin (51 *) + c4482 A, 2 sinh (52 *) +e14igyAg,1 sin (5] *) + e14iqx Ag 2 sinh (527) =0,
’ 2 ’ 2 2 2
(50)

and (type-II modes)

c4481 Ay 1 cOS (51 %) + c4482Ay 2 cosh (52%) + e14igyAg,1 cOS (51 %) + e14igy Ag,2 cosh (52%) =0,
(51)

Next, consider the electric boundary conditions. Here, the electric field outside the
slab must be taken into account as well. Since we assume vacuum environment, the
Maxwell-Poisson equation simply reads, if |z| > a/2,

82
—e V¢ = € (le - 3_Z2> ¢ =0, (52)
with the solution
$(2) = pre WU if 7 > q/2, (53)
¢(2) = p_el W UT if 7 < —a /2. (54)

Continuity of the transverse electric field at z = 4a/2 yields (type-I modes)

¢ . . a . a . _
_a|z=a/2 = —iqy <A¢,1 sin (815) + Ag,2 sinh (825» = —igq,pie 'q”la/z,
(55)
= —ig (A | sin (—512) + Ay sinh (-523)) — _igup e lula2,
9x z=-a/ X ¢, ) ¢, ) x¥—
(56)
Hence
Ap.18in (812) + Ay sinh (8,2
¢)+= ¢ ( 2)7 a‘z ( 2)7 (57)
e |q\|‘ /
b= —o.. (58)

Finally, we impose continuity of the normal electric displacement at the slab
boundaries (type-I modes)
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0 ou, 9
e 9 e = —e0 22, 59
[ €11 3z +ew ox ] lz=a/2 €0 a2 lz=a/2 (59)
a¢ duy a9
—enZ e o = =02 60
[ €11 3z + e P :| l:=—a/2 ) 3z l:=—a/2 (60)

ie.,

—61181A¢,1 COS (51%) — €1152A¢,,2 cosh (52%)
+esige Ay 1 cos (81 6—21) + e14ig A, 5 cosh (52%)

— 60¢>+|q|| |e—|qula/2, (61)
a a
—61161A¢’1 COS (—51 E) — 61182144,,2 cosh (—525)

a a
+€]4l.quy’1 COS (—81 E) + 614inAy,2 cosh (—82§>
— —60¢7|Q\\|€_‘q”|a/2- (62)

Evidently, combining Eqgs. (41), (50), (57), and (61) leads to a 4 x 4 matrix equa-
tion in the coefficients Ay 1, A, 5, Ay 1, Ay > Whose determinental equation specifies
the dispersion relation (¢q,, @, ) of acousto-optical type-I phonons and the associated
coupled (u,, u,;) phonon modes.

For type-1I modes, Eqs. (53)—(54) still apply. Continuity of the transverse electric
field at z = +a/2 yields

Ay ic0s(815) + Ay 2 cosh (8:5)
b+ = e~larla/2 :

¢ = b+ (64)

(63)

Imposing continuity in the normal electric displacement at z = 4a/2 gives one
constraint (type-II modes)

61181A¢’1 sin (51%) — 61152A¢’2 sinh (32%)
+€14iquy’1 sin (51 g) + 614l’quyy2 sinh (52§>
= o Iqyle” N2, (65)

Now, combining Egs. (42), (51), (63), and (65) leads to a 4 x 4 matrix equation
in the coefficients A, 1, Ay 5, Ag 1, Ap,2 Whose determinental equation specifies the
dispersion relation (g, , ®,) of acousto-optical type-II phonons and the associated
coupled (u,, u.;) phonon modes.

Note that the permittivity €;; is a function of frequency (refer to Eq. (99) in the
next section) and this is central in the discussion of optical phonon modes. We also
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point to that for zincblende only one permittivity constant €;; exists. Hence we shall
in the following sections replace €;; by €.

Formally, the fact that we know (and assume) solutions have a specific symmetry
in z, there is, in principle, no point in enforcing boundary conditions at both z = a/2
and z = —a/2.

2.3 Dispersion Relations for the Coupled (uy, ugy)
Acousto-Optical Phonon Modes

It follows from Eq. (50) and the expressions (type I modes)
—2igee1sd1Ay 1 + €n (q; +87) Apy =0,
2igee1s82Ay 5 + €11 (g7 — 83) Agr =0,
that

[—6‘4451611 (qf + 8]2) — 26%4%%51] sin (81%) Aq)_l

a

+ [easdaers (82 — ) — 2€3,926,] sinh (52 2) Aga = 0. (66)

It now further follows from Eq. (61)

2 2
€ +48
|:—€11(31 cos (81 %) + M cos <81 %) — €0g, Sin <51 %>:| Ay

26,

+ | —€né cosh(8 g)—i—Mcosh(S g)—e sinh(S ﬂ) Ayr=0
1102 22 25, 22 09x 22 ¢2 = VU.

(67)

This set of two equations in two unknowns Ag ;, Ay has solutions only if the
determinant vanishes.

2.4 Proof that Piezoelectric Coupling Does Not Allow
Jfor Acousto-Optical Phonon Mode Excitation at the LO
Frequency

‘We shall now prove an important result that distinguishes piezoelectric materials from
non-piezoelectric materials. At the LO phonon frequency where the permittivity is
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zero coupled acousto-optical phonon modes cannot be excited. In contrast, in non-
piezoelectric media confined optical phonon modes exist at the LO phonon frequency.
First, if €;; = 0, Eq. (26) shows that

0
digeen 2t — 0, (68)
0z
and
uy = A, (69)
Then Eq. (24) yields
¢ = (¢o + $12) €', (70)
. d¢
(po® — gica) Ay + 21%6145 =0. (71)
From Eq. (50):
du, 3
My L2 o, 7
C44 PP + e o lz=ta/2 (72)
it follows that
ay .
(¢0+15) igrers = 0. 73)
a
(40— 15) igers = 0. 4
S0
$o = ¢1 = 0. (75)

Continuity of the transverse electric field component guarantees further

by =¢_ =0, (76)
and finally from Eq. (59)

ou

el4a_xy|z=:ta/2 =igcesA, =0, (77

ie.,

A, =0, (78)
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Hence, both the electric potential ¢ and the phonon #, component must be zero
simultaneously. In other words, it is not possible to excite coupled u, — uy modes
at the LO phonon frequency!

2.5 Proof that Confined Coupled Acousto-Optical uy — ugy
Modes Cannot Exist in Piezoelectric Media Except
at Certain Discrete q, Wavenumber Values

It is well-known that confined LO phonon modes exist at the LO phonon frequency.
We will now prove that confined coupled acousto-optical u, — ugs modes cannot exist
in piezoelectric media except at certain discrete g, wavenumber values.

A confined phonon mode must be characterized by an electric field that vanishes
at the slab interfaces. If this is the case, coupled u, — uy solutions can be sought
quite generally either in the form (type I modes)

miw ‘
uy = A, cos (—z) e'r, (79)
a
. /mm .
¢ = Ay sin (—z) ¢t (80)
a
where m = 2,4, 6, ..., or (type Il modes)
. /mm ‘
uy = A, sin (—z) e, (81)
a
miw ‘
¢ = Ay cos (—z> el (82)
a

where m = 1,3, 5, .... Let us restrict our analysis to the first case as the other case
is a trivial extension. From Eq. (24) we have

mi\ 2 mi
(—lecm - (7) C44 + /0602> Ay +2ig.eny (7) Ay =0, (83)
and from Eq. (26)

digrew (";—”) A, +en (qf + (ma—”)z> Ay =0. (84)

The latter expression gives

2ig ey (X
A, = daend) &5)

en (a2 +(22))
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and inserting Eq. (85) in Eq. (83) determines the possible mode frequencies

12
on= |22+ (ZE) faich () ~| - (86)
p a €11C44 (qx + (7) )

It follows immediately from Eqs. (79)—(80) that Eq. (50) is fulfilled:

Til=app = 044% + el i |z a2 =0, (87
and also that
®lz=a2 =0, (88)
so from continuity of transverse electric field:
¢+ =0. (89)

We then need to check if the normal displacement vanishes at the slab interface, i.e.,

0 ou,
D3|y = —6118— + e |z a2 =0. (90)

Again by use of Egs. (79)—(80), this condition is fulfilled if

igreis

Ay = ———A,. o1
g €11 ("m) !
Combining Eqgs. (85) and (91) requires
2_ 2 _ (MT 2
%—%m—ﬂz)- 92)

Hence we have proven the conjecture that confined coupled u, — u4 phonon modes
cannot exist in piezoelectric media except for certain discrete wavenumber values
{g..m } in contrast to the case for non-piezoelectric media!

3 Born-Huang Equations

The phenomenological Born-Huang equations, describing coupling between the
electric-field induced polarization P = y€oE (D = ¢oE + P) and the ionic displace-
ment W;,, = U4 — U_, are
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9w
e = b w+ bsE, (93)
P b + bnE 94)
_ = w s
o2 21 2
where
S (95)
W - Q ul()na
m, = "= (96)
my+m_
4

and m ., m_ are the ion masses, 2 = N is the unit cell volume, i.e., N is the number
of unit cells in the volume V. Combining the latter equations gives

by1b1s
€=+ \bn—7T775). 7
b11 — W

Further, conservation of energy gives
b1z = byy. (98)

An alternative expression for the permittivity is

0 —
€@) = e(o0) + LX) (99)
T W,
and it follows that
e€(o0) = lim e(w) = €(0) + by, (100)
w—> 00
byb
€(0) = lim €(w) = € + (bn i 12) , (101)
w—0 bll
and
by = —w%o, (102)
by = €(00) — €p, (103)

b1y = by = /€(0) — e(c0)wro. (104)

It also follows that once the electric field is determined through the coupled scheme
above, the ionic displacement can be found from Eq. (93):
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bia
=——— E. 105
v by + w? (105)

Hence, the present formalism determines the lattice displacement u and the ionic
displacement u;,,, simultaneously.

4 Normalization of Phonon Modes

Since the phonon modes generally consist of coupled ion and lattice displacements
we need to formulate appropriate normalization conditions. These are

/ dr[f w t)] [\/: Uion (T, t):| / dr[ﬁu*(r,t)][ﬁu(r,t)]:%. (106)

Upon carrying out normalization of the coupled phonon field, acousto-optical phonon
modes are determined.

S Deformation Potential Coupling and Deformation
Hamiltonian

The deformation potential coupling between carriers and acoustic phonons stems
from the change in energies of the electron and hole band edges due to lattice defor-
mations. The associated Hamiltonian is

Hger = D,V - u, (107)

where D, , are the deformation potentials of the conduction, valence bands. Note
that shear deformations in principle also contribute and are important for the valence
bands but we shall neglect them here for the sake of simplicity. Rewriting the defor-
mation potential Hamiltonian in terms of the normalized phonon modes gives

Hdef - Dc v
qn

pwn(qu) ( + “;,fq) V- [walgqy, €], (108)

where V = 2a A is the slab volume with A the slab cross-sectional area, and

wa(qy, 2) = /pun(qy, 2). (109)
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6 Discussions

Consider first the influence of anisotropy on the phonon dispersion for the coupled
u, — u, lattice displacement components in a cubic piezoelectric GaAs slab. We
use the following physical properties of GaAs: ¢;; = 11.88 x 10'° Pa, ¢j» = 5.38 x
10'° Pa, cq4 = 5.94 x 10'° Pa, p = 5.318 x 10° kg/m?, e;4 = 0.154 C/m?, €(0) =
12.9€9, horo = 33.2 meV, horo = 36.1 meV, e = €(0) 22,

Since all cubic materials are anisotropic, the isotropic relation

Cap = % (110)

is an approximation. In fact, the degree of anisotropy defined as

taom) (111)
Ca4

is large in GaAs and equal to 45%. Hence, substantial deviations in the phonon modes
and dispersion relations due to anisotropy must be expected for GaAs. We point to
that unit-cell inversion asymmetry and piezoelectricity do not influence the u, — u,
phonon modes and dispersion.

In Fig. 1 the coupled type-I u, — u, dispersion curves are shown for a 3 nm GaAs
slab. It is clear that accounting for the full anisotropy changes substantially both
energies and shape of the dispersion curves.

Next, let us consider the dispersion curves for coupled u, — ¢ acousto-optical
phonon modes.

In Fig.2 the u, — ¢ type-I dispersion curves are shown for a 2 nm GaAs slab. It
is evident that the coupled acousto-optical phonon modes are strongly influenced by
anisotropy, as in the case with the coupled acoustic u, — u, phonons. Moreover, a
close inspection of the dispersion curves around the LO phonon energy of 36.1 meV
reveals that when piezoelectricity is included, and for any strictly positive g, a value,
crossing of the forbidden LO phonon energy does not take place in agreement with
the proof given above.

We stress that that interface phonons are not captured in the plots as they corre-
spond to imaginary g, values but the procedure for finding them is the same as for
non-pizoelectric and isotropic media [17].

A combined treatment of coupled acoustic and optical phonons in zincblende
media, by virtue of piezoelectricity, was presented that allows determination of the
lattice displacement vector and the internal ionic displacement vector simultaneously.
It was demonstrated that phonons generally exist in pairs due to couplings between
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Fig. 1 Type-I dispersion
relations for the coupled

uy — u; acoustic phonon
modes of a 3 nm GaAs slab.
(Upper plot) GaAs and
(lower plot) GaAs but using
the isotropic assumption:
cas = 52 =

3.25 x 10'0 Pa. The first axis
is gya and the second axis
the phonon band energy in
meV

Energy [meV]

Energy [meV]

either the lattice displacement component perpendicular to the phonon wavevector
(u, coordinate) and the electric potential ¢ or the two other lattice displacement
components (u#, and u). Three new conjectures were derived for piezoelectric cubic
slabs: (1) isolated optical phonon modes cannot exist unless the in-plane phonon
wavenumber vanishes (¢, = 0); (2) we have shown that confined acousto-optical
phonon modes only exist in piezoelectric cubic slabs for a discrete set of in-plane
wavenumbers; (3) at the LO phonon frequency coupled acousto-optical phonons
cannot exist. We point to that the present method can be applied directly to other
piezoelectric zincblende materials and is easily generalized to piezoelectric materials
of a different crystal symmetry.
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Fig. 2 Type-I dispersion
relations for the coupled

uy — ¢ acousto-optical
phonon modes of a 3 nm
GaAs slab. (Upper plot)
GaAs including
piezoelectricity and
anisotropy and (lower plot)
GaAs but using the isotropic
non-piezoelectric
assumption: c44 = 1512 =
325 x 10! Paand ejs = 0
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Energy [meV]
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Part 11
Modeling Biological Phenomena
from Nano- to Macro-scales



Stochastic Models of Tumor Induced )
Angiogenesis L

Luis L. Bonilla, M. Carretero and F. Terragni

Abstract Angiogenesis is a complex multiscale process by which diffusing vessel
endothelial growth factors induce sprouting of blood vessels that carry oxygen and
nutrients to hypoxic tissue. There is strong coupling between the kinetic parameters
of the relevant branching—growth—anastomosis stochastic processes of the capil-
lary network, at the microscale, and the family of interacting underlying biochemi-
cal fields, at the macroscale. A hybrid mesoscale tip cell model involves stochastic
branching, fusion (anastomosis) and extension of active vessel tip cells with reaction-
diffusion growth factor fields. Anastomosis prevents indefinite proliferation of active
vessel tips, precludes a self-averaging stochastic process and ensures that a determin-
istic description of the density of active tips holds only for ensemble averages over
replicas of the stochastic process. Evolution of active tips from a primary vessel to a
tumor adopts the form of an advancing soliton that can be characterized by ordinary
differential equations for its position, velocity and a size parameter. A short review
of other angiogenesis models and possible implications of our work is also given.

1 Introduction

The growth of blood vessels out of a primary vessel or angiogenesis is acomplex mul-
tiscale process responsible for organ growth and regeneration, tissue repair, wound
healing and many other natural operations in living beings [1-5]. Angiogenesis is
triggered by lack of oxygen (hypoxia) experienced by cells in some tissue. Such
cells segregate growth factors that diffuse and reach a nearby primary blood vessel.
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In response, the vessel wall opens and issues endothelial cells that move towards the
hypoxic region, build capillaries and bring blood, oxygen and nutrients to it. Once
blood and oxygen have reached the hypoxic region, segregation of growth factors
stops, anti-angiogenic substances may be segregated and a regular vessel network
may have been put in place, after pruning capillaries with insufficient blood flow.
In normal functioning, angiogenic and anti-angiogenic activities balance. Imbalance
may result in many diseases including cancer [6]. In fact, after a tumor installed in
tissue reaches some 2 mm size, it needs additional nutrients and oxygen to continue
growing. Its hypoxic cells segregate growth factors and induce angiogenesis. Unlike
normal cells, cancerous ones continue issuing growth factors and attracting blood
vessels, which also supply them with a handy transportation system to reach other
organs in the body.

Tumor-induced angiogenesis research started with J. Folkman’s pioneering work
in 1971 [6]. In addition to vast experimental research [7], models and theory [8]
substantially contribute to understanding angiogenesis and developing therapies. In
angiogenesis, events happening in cellular and subcellular scales unchain endothelial
cell motion and proliferation and build millimeter scale blood sprouts and networks
thereof [2-5]. Models range from very simple to extraordinarily complex and often
try to illuminate some particular mechanism; see the review [8]. Realistic microscopic
models involve postulating mechanisms and a large number of parameters that cannot
be directly estimated from experiments, but they often yield qualitative predictions
that can be tested. An important challenge is to extract mesoscopic and macroscopic
descriptions of angiogenesis from the diverse microscopic models.

During angiogenesis, the relevant branching, growth and anastomosis (vessel
fusion) stochastic processes of the capillary network at the microscale are strongly
coupled to the interacting underlying biochemical and mechanical fields at the
macroscale. In Sect.2, we consider a hybrid mesoscale tip cell model that involves
stochastic branching, anastomosis and extension of active vessel tip cells with
reaction-diffusion growth factor fields [9]. Numerical simulations of the model show
that anastomosis prevents indefinite proliferation of active vessel tips [10]. Then fluc-
tuations about the mean of the density of active tips are not small and the stochastic
process is not self-averaging. However, as shown in Sect. 3, it is possible to obtain
a deterministic description of the density of active tips for ensemble averages over
replicas of the stochastic process. The deterministic description consists of an integro-
partial differential equation for the density of active vessel tips coupled to a reaction-
diffusion equation for the growth factor [9, 10]. As shown in Sect. 4, the evolution
of active tips from a primary vessel to a tumor adopts the form of an advancing
soliton-like wave that can be characterized by ordinary differential equations for its
position, velocity and a size parameter [11, 12]. These results may pave the way to
assess optimal control of angiogenesis and therapies based on it.

What are the implications of our work? As described in Sect.5, there are other
models related to ours in which the vessel extension is described by random walks
[13, 14], and our methodology may be used to extract deterministic descriptions
for the density of active tips amenable to analysis. We could also seek to extend
microscopic cellular Potts models (described in Sect.6) to mesoscales and study
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them using our methods. The role of blood flow in remodeling vascular networks
is briefly considered in Sect.7. Further remarks are included in our conclusions in
Sect. 8.

2 Langevin Tip Cell Models

Tip cell models assume that the tip cells are motile and non-proliferating whereas
stalk cells build the blood vessel following the trajectories of the former. Assuming
that the tip cells form point particles, their trajectories constitute the blood vessels
advancing toward the tumor. In 1991, Stokes and Lauffenburger considered the capil-
lary sprouts as particles of unit mass subject to chemotactic, friction and white noise
forces [15, 16]. The distribution of tumor angiogenic factors (TAF) issuing from a
small circular tumor is a known stationary non-uniform function. Associated to each
sprout, its cell density satisfies a rate equation that takes into account proliferation,
elongation, redistribution of cells from the parent vessel, branching and anastomosis.
They did not consider the depletion effect that advancing sprouts would have on the
TAF concentration. Later tip cell models combined a continuum description of fields
influencing cell motion (chemotaxis, haptotaxis, ...) with random walk motion of
individual sprouts that experience branching and anastomosis. Capasso and Morale
[17] used ideas from these approaches to propose a hybrid model of Langevin-Ito
stochastic equations for the sprouts undergoing chemotaxis, haptotaxis, branching
and anastomosis coupled to reaction-diffusion equations for the continuum fields.
In this model, the evolution of the continuum fields is influenced by the growing
capillary network through smoothed (or mollified) versions thereof [18]. Capasso
and Morale also attempted to derive a continuum equation for the density of mov-
ing tip cells from the stochastic equations but could not account for branching and
anastomosis [17]. In what follows, we present a simplified hybrid model that ignores
haptotaxis and derive a deterministic description for the density of active tips [9, 10,
19]. As in the Capasso-Morale model, the influence of haptotaxis can be included by
adding reaction-diffusion equations for fibronectin and matrix-degrading enzymes
[20]. The influence of blood circulation through the newly created blood vessels and
secondary branching therefrom can be modeled as in [21].

We shall consider a slab geometry as indicated in Fig. 1, which is the result of a
numerical simulation of the stochastic model. The extension of the i th capillary sprout
with position X' (¢) and velocity v/ (¢) is given by the nondimensional Langevin-Ito
stochastic equation

dXi(t) = v (1) dt
dvi(t) = B[V () + F (C(t, X (1)) ] dt + /BdAW' (1) (1)

for t > T (T' is the random birth time of the ith tip). Here C(t, x) is the TAF
concentration. At time T, the velocity of the newly created tip is selected out of a
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Fig.1 Network of blood vessels simulated by the stochastic model of tumor induced angiogenesis.
The level curves of the density of the tumor angiogenic factor (vessel endothelial growth factor) are
also depicted [11]

normal distribution with mean v, and variance o2, while the probability that a tip
branches from one of the existing ones during an infinitesimal time interval (¢, r 4 dt]
is proportional to

N(t,w)

Z a(C(t, X (1)))dt. )

i=1

Here N(t, w) is the number of tips at time ¢ for a realization w of the stochastic
process and

AC

)= 25
O =

3)
where A is a positive constant. We ignore secondary angiogenesis from newly formed
capillaries [21]. The tip i disappears at a later random time @', either by reaching the
tumor or by anastomosis, i.e., by meeting another capillary. At time ¢, anastomosis
for the ith tip occurs at a point x such that X/ () = x and X/ (s) = x for another tip
that was at x previously, at time s < ¢.In (1), Wi (¢) are i.i.d. Brownian motions, and

B (friction coefficient) is a positive parameter [9, 10, 12]. The chemotactic force F
controlling tip cell migration in response to the TAF released by tumor cells is

41
F(C)=——V,C, 4
© 1+1C @)
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where 81, and I are positive parameters. The TAF diffuses and is consumed by
advancing vessel tips according to [10]

N(t,w)

%(h X) = ke A C(1,X) — xC(t,X) Z V(1) 85, (x = X' (1)) (&)

i=1

Here k. and . are positive parameters, while d,, is a regularized delta function (e.g.,
a Gaussian with standard deviation o). We are assuming that extending the vessel
consumes TAF. As the vessel extends a length |v/(¢)|dt during the time interval
between ¢ and ¢ + dt, the consumption should be proportional to |v! (¢)|. The dif-
ference between the sum of the vector lengths and that indicated in (5) is negligible
for the parameters and geometry considered in this paper (it amounts to having a
coefficient 1.28 times larger than y. in the previous equation). Having the length of
the flux vector as in (5) is convenient. Initial and boundary conditions for the TAF
field C have been proposed in [9, 10].

The concentration of all vessels per unit volume in the physical space, at time ¢
(i.e., the vessel network X (7, w)) is [10]

T N(s,w)
s(x — X(t,w)) = / Z 8, (X — Xi (s, w)) ds. (6)

o =1

3 Deterministic Description

We shall see that we can understand the results of numerical simulations of the
stochastic process described in the previous section by first finding a deterministic
description of the density of active tips. The latter evolves in the form of a slowly
varying soliton-like wave that we can analyze. Without performing numerical simu-
lations of the stochastic process, we could guess that such a deterministic description
could hold whenever the number of active tips arising from branching becomes very
large. In such a case, we could use the law of large numbers to achieve such a descrip-
tion. This was the point of view adopted in the papers [9, 17]. However, anastomosis
kills off so many active vessel tips that their number hardly grows to a hundred. Then
we need a different point of view in order to derive a deterministic description. The
alternative is the Gibbsian idea of considering an ensemble of replicas of the original
stochastic process and carrying out arithmetic averages over the number of replicas.
We can find a deterministic description of the stochastic model for the densities
of active vessel tips and the vessel tip flux, defined as ensemble averages over a
sufficient number .4~ of replicas (realizations) w of the stochastic process:
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Fig. 2 Marginal density of active vessel tips resulting from an average over 400 replicas of the
stochastic process according to Eq. (8) at four different times: a 12 h, b 24 h, ¢ 32 h, and d 36 h. At
these times, the numbers of active tips are (a) 56, (b) 69, (¢) 72, and (d) 66, [10]

N N(t,w)
Do b X=X (1) 8, (v =Vt @), (]
w=1 i=I
1 N N(t,w) '
Pt =3 Y S0 x=X(1,0)), ®)
w=1 i=1
1 N N(t,w) A ‘
=230 ) Vi @8, x = X1, 0)). ©)

w=1 i=1

1

py(t,X,V) = -

As N — 00, these ensemble averages tend to the tip density p(¢, X, v), the marginal
tip density p(t, x), and the tip flux j(z, x), respectively.

Figures 2 and 3 show the outcomes of typical simulations of ensemble averaged
marginal densities: The two-dimensional lump shown in Fig. 2 is created at the pri-
mary vessel at x = 0 and marches to the tumor at x = 1. Its profile along the x axis
is the soliton-like wave shown in Fig. 3.

Reference [10] shows that the angiogenesis model has a deterministic description
based on the following equation for the density of vessel tips, p(¢, X, v),
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Fig.3 Marginal density of active vessel tips at the x axis resulting from an average over 400 replicas
of the stochastic process as in Fig. 2. The primary vessel at x = 0 issues a pulse that marches toward
the tumor at x = 1, [10]

E;—l;(t, X, V) = a(C(t,X)) p(t,X, V)85, (Vv —vo) — " p(t,X,V) / p(s,x)ds
0

=V Vip, X, v) = BV, - [(F(C(1,x)) = V) p(t, X, V)] + gAvp(f, x,v), (10)

ﬁ(t,x):/p(t,x, v)dv'. (11)

The two first terms on the right hand side of (10) correspond to vessel tip branching—
from Egs. (2) and (3)—and anastomosis, respectively. While the branching term fol-
lows from (2) and (3) in a straightforward manner, deducing the anastomosis integral
term is the real breakthrough from past work achieved in [9]. The anastomosis coeffi-
cient, I, has to be fitted by comparison of the numerical solution of the deterministic
equations and ensemble averages of the stochastic description, [10]. The other terms
on the right hand side of (10) are in the Fokker-Planck equation that corresponds
to the Langevin equation (1) in the usual manner [22]. While the branching term
follows directly from the stochastic branching process, anastomosis occurs when a
moving vessel tip at time f > 0 encounters a preexisting vessel whose tip was at the
same place at an earlier time s < ¢. At time #, a moving vessel tip can reach an area
dx about x that is either unoccupied or occupied by another vessel. In the latter case,
it anastomoses. The occupation time density of the area dx about x is proportional
to fot p(s, x) ds—the ensemble average of the vessel network density (6). Then the
rate of anastomosis should be proportional to p(z, X, v) times this occupation time
density [10]. Equation (5) becomes



104 L. L. Bonilla et al.

(a) 400 (b) 400
1 1
300 300
= _ = i
50 200 3 O 200
100
4 4 iloo
0 0.5 1, 9 0 0.5 f 9

z/L z/L
(c) (d)
1 400 1 400
1300 |
| 1300
% 0 - % 0 '
200 { 200
-1 100 -1 i]OO
0 0.5 1 ¢ 0 0.5 1 2
z/L atL

Fig.4 Marginal density of active vessel tips resulting from a numerical simulation of the determin-
istic equations with appropriate boundary conditions for the same times as in Fig.2 [9, 10]. Better
agreement between both descriptions requires fine tuning of the boundary conditions

%(LX) = 1A C(1,X) — xC(1, %) j(t, %), (12)

where j(z, x) is the current density (flux) vector at any point X and any time ¢ > 0,

j@,x) =fv’p(t,x, v)dv'. (13)

Carpio and collaborators have shown that the deterministic system of Egs. (10)—(12)
together with appropriate boundary and initial conditions has a unique solution that
depends smoothly on parameters [23, 24].

Figure4 shows that the outcome of a numerical simulation of the deterministic
description is similar to that of the stochastic process.
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4 Soliton and Collective Coordinates

In the overdamped limit of negligible inertia in (1), we obtain the simpler Langevin-
Ito equation: dX'(t) ~ F(C(t, X (t)))dt + B~'>dWi(t) [11]. By using the
Chapman-Enskog perturbation method whose details are explained in [12], it is then
possible to derive the following reduced equation for the marginal tip density,

ap - 1 - - .
PN, Fp)— —Ap=up—T . X)ds, 14
8t+ (Fp) 25 pP=WUp P/OP(SX)S (14)
Ll PO Sy S (15)
= — n .
=21 T B+ o2 o2

The drift terms in Eq. (14) are those corresponding to the simpler Langevin-Ito equa-
tion for X/ (¢) that results in the overdamped limit. The birth and death terms are
obtained by integration of the corresponding ones on right hand side of (10) over
velocity. However, the perturbation procedure changes the coefficient a(C) to the
related function w(C) in (15) [12]. Equation (14) has the following soliton-like solu-
tion for constant F = (FY, Fy), u, and zero diffusion, 1/8 = 0:

QKT +pde i |:~/2KF+/L2
= secC

—X(t X—dX— 16
= e F) e F) (x ®) |, == (16)

where K is a constant. In fact [11], consider p; = dP(x — ct)/dt = —c P'(§),& =
x — ct, which, inserted in (14) with 1/8 = 0, yields

r
(Fe = )P"=pP' = T'PP' = (c = F)P'= ZP* ~ K — uP.

Setting P = vtanh(A&) + /I, we find v> = (u*> +2KT")/I'? and 2vA(c — Fy)/
I' = —v?, thereby obtaining

VKT |:,/2KF T2

®
r r 2(c — Fy)

P = (5—50)]

Here & is a constant of integration. Thus p, = 9 P/dt = —c P’ is given by (16).

Numerical simulations on a slab geometry show that the marginal tip density
evolves toward (16) after an initial stage [11, 12]. It is an open problem to prove this
stability result even for a one-dimensional version of Equation (14) on the whole
real line and having constant values of ¥ and .

A small diffusion and slowly varying continuum field C produce a moving soliton
whose shape and speed are slowly changing. We can find them by deducing evolution
equations for the collective coordinates K, ¢, and X [11, 12]. Then the marginal
density profile at y = 0 can be reconstructed from (16) with spatially averaged F,
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and p [12]. Note that py is a function of & = x — X and also of x and ¢ through
C(t, %),

- - aC
Ps = Ps <sf K? c, /-’L(C)7 FX (C, a_)) . (17)
X

We assume that the time and space variations of C, which appear when p; is differ-
entiated with respect to ¢ or x, produce terms that are small compared to d p,/0&.
As explained in [12], we shall consider that (C) is approximately constant, ignore
dC /0t because the TAF concentration varies slowly (the dimensionless coefficients
k. and x. appearing in the TAF equation (12) are very small according to Table 2
of [12]) and ignore 3%p,/3idj, where i, j = K, F,. We now insert (16) into (14),
thereby obtaining

.. 0ps  0pg . 0P 1 [/93%ps 3%p, OF, 3P,
(Fo—x) Ly S O — (ZLe 5 0P Ps AL F,
0& 0K dc 2B \ 0&2 0E0F, 0x oF,
. ops (OFy . [
+psVe-F+ +F-V.F, | =ups —I'p;s psdt. (18)
dF, ot 0

Equation. (14) with 1/8 = 0 and constant F and p has the soliton solution (16).
Using this fact, we can eliminate the first term on the left hand side of (18) and also
the right hand side thereof. Equation (18) then becomes

ps .  Ops .
s gy OB5 o o, 19
ak " T e € (19)
1 0%ps 3 ps 1 1 82ps 9F,
=2 Vi F— = (F-VyFr— —A — . . 20
26 gez  Pox aFx AR x>+ﬁagan ax (20)

We now find collective coordinate equations (CCEs) for K and c. As the lump-like
angiton moves on the x axis, we set y = 0 to capture the location of its maximum.
On the x axis, the profile of the angiton is the soliton (16). We first multiply (19) by
dps/0K and integrate over x. We consider a fully formed soliton far from primary
vessel and tumor. As it decays exponentially for |£| >> 1, the soliton is considered
to be localized on some finite interval (—% /2, £ /2). The coefficients in the soliton
formula (16) and the coefficients in (20) depend on the TAF concentration at y = 0,
therefore they are functions of x and time and get integrated over x. The TAF concen-
tration varies slowly on the support of the soliton, and therefore we can approximate
the integrals over x by [12]

<z
/F(ﬁs@;x,r),x)dwi/ /F(ﬁs@;x,r),x)ds dx. (1)
Z )y
7 —Z/2

The interval .# over which we integrate should be large enough to contain most of the
soliton, of extension .. Thus the CCEs hold only after the initial soliton formation
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stage. Near the primary vessel and near the tumor, the boundary conditions affect
the soliton and we should exclude intervals near them from .#. We shall specify
the integration interval .# below. Acting similarly, we multiply (19) by d p,/dc and
integrate over x. From the two resulting formulas, we then find K and ¢ as fractions.
The factors 1/.Z cancel out from their numerators and denominators. As the soliton
tails decay exponentially to zero, we can set .2 — oo and obtain the following CCEs
[12]

L Boras [, () de - [ o [, e
K= N N . 2 ) (22)
S (S) ae o2 (%) ds — (S5, S Beae)

5 95 o (95 2 o 95 0o 95 95
I e I () de - I o [ G
Cc = .

17 () ae =, () ae — (7, 2 30ea)’

In these equations, all terms varying slowly in space have been averaged over the
interval .. The last term in (20) is odd in & and does not contribute to the integrals
in (22) and (23) whereas all other terms in (20) are even in & and do contribute. The
integrals appearing in (22) and (23) are calculated in [12]. The resulting CCEs are

472 1 2F  2x%2 9\ Fr
k_(ZKF+E2)27T+§+(STX_T_W) 3

4rB(c - Fy)? (1-4%2)(1- E)z

—2 A
AR (- 5. 4)
re(2-1x) p
__7(2K1"+£2) 1_% _ +F'V"F"_(C_FT‘7)VX‘F_A5;X (25)
WD (1-4) (1 %) -
— 1
o= [ etordx, (26)

in which the functions of C(t, x, y) have been averaged over the interval .¢ after
setting y = 0. We expect the CCEs (24) and (25) to describe the mean behavior of
the soliton whenever it is far from primary vessel and tumor.

Both deterministic or stochastic simulations show that the soliton is formed after
some time fy = 0.2 (10 h) following angiogenesis initiation. To find the soliton evolu-
tion afterwards, we need to solve the CCEs (24) and (25), in which the spatial averages
depend on an interval x € .#, which should exclude regions affected by boundaries.
We calculate the spatially averaged coefficients in (24) and (25) by: (i) approximating
all differentials by second order finite differences, (ii) setting y = 0, and (iii) averag-
ing the coefficients from x = 0-0.6 by taking the arithmetic mean of their values at all
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Fig. 5 Comparison of the

marginal tip density profile soliton

p(t, x, 0) (obtained from the 36
stochastic description
averaged over 400 replicas) 30

to that of the moving soliton,
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grid points in the interval .# = (0, 0.6]. For x > 0.6, the boundary conditionatx = 1
influences the outcome and therefore we leave values for x > 0.6 out of the averaging
[12]. The initial conditions for the CCEs are set as follows. X (ty) = X is the loca-
tion of the marginal tip density maximum, p(zy, x = Xy, 0). We find Xy = 0.2 from
the stochastic description. We set c(ty) = co = Xo/t. K(tp) = Ky is determined so
that the maximum marginal tip density at ¢ = ¢, coincides with the soliton peak. This
yields Ko = 39. Solving the CCEs (24) and (25) with these initial conditions and
using (16), we obtain the curves depicted in Fig. 5.

5 Random Walk Tip Cell Models

These models describe the extension of blood vessels by random walks biased by
chemotaxis or haptotaxis instead of using Langevin equations. The first such model,
due to Anderson and Chaplain [13], is based on a reaction-diffusion description of
angiogenesis. They consider a continuity equation for the density of endothelial cells
(ECs) n (with zero-flux boundary conditions) coupled to equations for the TAF and
fibronectin densities, C and f, respectively. In nondimensional form, these equations
are [13]:
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M ban—v ( X vc)—v (onV f) 27)
ar oV \Txac” - (enV 1),

of _ 5 (28)
aC

Here all parameters are positive. The three terms on the right hand side of (27)
correspond to diffusion of ECs, chemotaxis and haptotaxis, respectively. Note that
chemotaxis has the same form in this equation as in (10) with p replaced by n.
Haptotaxis follows the gradient of fibronectin in the extracellular matrix. Note that
proliferation and death of ECs are not contemplated by (27). In the next step, these
equations are solved by an explicit Euler method in time and finite differences. The
resulting equation for n(¢, x, y) ~ nﬁ,n,

g+l _ q q q q q
nl,m - nl,mWO + n/+1,m Wl + nl—l,mW2 + nl,m+1W3 + nl,m—1W4’ (30)

has the same form as a master equation for a random walk [22], except that the
“transition probabilities” W (staying), W; (moving to the left), W, (moving to the
right), W3 (moving downwards), and W, (moving upwards) are not normalized.
However, this is easily fixed by defining

W
==
Z_,‘:o Wj

as new transition probabilities. The random walk associated to these transition prob-
abilities represents extension of vessel tips and replaces the Langevin equation (1).
Branching and anastomosis are introduced as in the Langevin tip cell model, except
that the tips have to wait some maturity time after branching before they are allowed
to branch again. It should be straightforward to find equations for the density of
active vessel tips by using the theory described in previous sections.

The Anderson-Chaplain idea is easy to implement starting from continuum mod-
els of angiogenesis (and therefore it can be immediately generalized by including
more taxis mechanisms, influence of antiangiogenic factors [25], etc), but it has the
drawback of having to rely on the finite difference grid or lattice. A few years later,
Plank and Sleeman proposed non-lattice models independent of the grid [14] using
biased circular random walk models previously introduced by Hill and Héder for
swimming microorganisms [26]. If 6(¢) is a continuous random walk on the unit
circle biased by chemo and haptotaxis [14], the trajectory of the corresponding tip
cell is

i=0,1,...,4, (€20

i

dx .
o = v (cosO(t), sinb(t)). (32)

Thus the tip cells have the same speed v, directions given by 6 (¢) and their trajectories
do not have to follow points on a lattice. While branching and anastomosis are
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modeled as in Sect.2, the extensions of vessel tips are described by (32) and the
biased circular random walk instead of Langevin equations. The master equation for
the circular random walk is [14]

dP, . A_ . A_
dt’ =15 P+ 1 Pt — (5 + 5, P, (33)

t(nS + %)
r(nS + %) + r(n8 — %)

=22

n

(34)

As§ — Oandn — oo sothatnd = 6, the master equation (33) becomes the Fokker-
Planck equation [14]

oP D 9 ([, P(t.6)
5 (6 =D [P(t,@)ae (m o >] (35)

with D = 182 for P(t,0) = P(t,n8) = P,(t). Chemo and haptotaxis are included
in the model through the transition probability

expldc cos(0 — Oc) + dycos(6 — 0y)]

0) = , 36

r(6 J7_expldc cos(s — Oc) + dy cos(s — 0y)] ds (36)
i

tanfc = ——, tanfy = ——. 37
IVC] IVl

Here 7(0) is the stationary probability density of the Fokker-Planck equation (35).
Comparisons between numerical simulations of the Anderson-Chaplain and Plank-
Sleeman models are carried out in [14].

The random walk models of this Section get their input from continuum equations
for EC, TAF and fibronectin densities, but the moving vessel tips characterized by
the random walks do not affect the continuum fields. Their outcomes are numerical
simulations of the stochastic processes, without further elaboration. In contrast to this
somewhat artificial setting, the Langevin tip cell model of Sect.2 is a hybrid model
in which active vessel tips and continuum fields are fully coupled. Furthermore, we
can derive an equivalent deterministic description from the Langevin tip cell model
and analyze it in terms of a soliton-like attractor. This latter elaboration has also been
carried out for a Langevin tip cell model that includes chemotaxis and haptotaxis [20].
It may also be worked out for the random walk models in an appropriate limit, as their
governing master equation then becomes a Fokker-Planck equation (corresponding
to a Langevin-Ito equation) [22].
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6 Cellular Potts Models

In all the previous models, the cells are treated as point particles. For a more precise
view of haptotaxis, i.e., the motion of ECs over the extracellular matrix (ECM),
we need to consider adhesion and deformation of the cells. This requires a more
microscopic view than that offered by tip cell models or by more complicated models
that distinguish between tip and stalk ECs and add extra dynamics for them [8].
Often times, ECs and ECM are modeled by a cellular Potts model (CPM) with
Monte Carlo dynamics coupled to continuum fields (elastic fields, TAF, ...) [27].
Space in these models consists of a lattice whose cells (lattice sites) may be in
finitely many different states, denoted by type t and representing ECs, matrix fibers,
tissue cells and interstitial fluid. To account for individual entities (ECs, fibers, etc),
each entity is further associated with a unique identifying number, denoted by o,
that is assigned to every lattice site occupied by it. At every Monte Carlo time step,
the cell surface (represented by connected lattice vertices) is updated according to
a set of cell behavior rules (e.g., target cell shape and size) that are translated in an
energy change. Typically, we select randomly a cell x, assign its type, 7(x), to a
randomly chosen neighbor x’, and update accordingly the total energy of the system,
H . Using the Metropolis algorithm, a given update is accepted with probability one
if the change in the total energy of the system, AH, is reduced and it is accepted

with probability e #4# otherwise (1/8 is the Monte Carlo temperature). The energy
in [27] is
H=3 Joo(l=850)+ ) yelde — A = ) 1aClt.x).  (38)
sites cells cells sites

The first term in Eq. (38) is the contribution to total energy resulting from cell-cell
and cell-medium adhesion. The second term allows deformation of cells with volume
a, about a target volume (area in 2D space) A, , depending on the Potts parameters
.. The target volume is twice that of the initial volume and it corresponds to the
volume at which a cell undergoes mitosis, thereby creating a new cell. Thus cell
proliferation is contemplated in this CPM. A variation of the last term in (38) is

AHepem = —po[C(t,x) — C (1, X)), (39)

where x and x’ are two randomly picked neighboring lattice cells, u, > 0 is the
chemical potential, and Eq. (39) represents chemotaxis favoring motion directed
along the TAF gradient. The TAF concentration satisfies a reaction-diffusion equation
[27]. The parameters appearing in the model are chosen in such a way that the
progression of blood vessels occurs in the time scale observed in experiments [27].

Under this framework, each entity (ECs, ECM, ...) has a finite volume, a
deformable shape and competes for space. ECs proliferate. Intercellular interactions
occur only at the cells surface and have a cell-type-dependent surface (or adhe-
sion) energy J; /, which is a measure of the coupling strength between the entities
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7 and t’. Other CPMs include an ECM strain-dependent term that favors cell exten-
sion in the direction of principal strain (durotaxis). The force exerted by the ECs on
the ECM is calculated by finite elements [28]. In more complicated models, each cell
contains agents that signal to other cells and adhesion is modeled by a CPM [29].

As in the case of random walk tip cell models, there is a connection between
CPM and a deterministic formulation for a density. In [30], Alber et al. have written
a discrete time master equation for the probability density P (z, r, L) that a cell with
its center of mass at r occupy a rectangle with sides L = (I, [,) at time 7. It is based
on a CPM with energy given by (38), but with a target perimeter instead of the target
area. The corresponding term in the energy is

Hperim = Y[y (le = L) + v,y — Ly)°]. (40)

cells

Here cells are always rectangles and do not proliferate nor die. Assuming that cells
contain many lattice sites, they change little at each Monte Carlo step. Assuming
further that cell-cell interactions are always binary, the authors derive a Fokker-
Planck equation for P(z, r, L). These formulations would have to be extended to
CPMs that include cell proliferation and be connected to mesoscopic angiogenesis
models: from cell densities to densities of active vessel tip cells.

7 Blood Flow and Vascular Network

Once a vascular network is being created, blood flows through the capillaries, anas-
tomosis enhances flow in some of them and secondary angiogenesis may start in new
vessels. Pries and coworkers have modeled blood flow in a vascular network and the
response thereof to changing conditions such as pressure differences and wall stresses
[31, 32]. This response may remodel the vascular network by changing the radii of
certain capillaries, and altering the distribution of blood flow [31, 32]. McDougall,
Anderson and Chaplain [33] have used this formulation to add secondary branching
from new capillaries induced by wall shear stress to the original random walk tip cell
model [13]. Blood flows according to Poiseuille’s law, mass is conserved, there are
empirical expressions for blood viscosity and for the wall shear stresses, and radii of
capillaries adapt to local conditions. Secondary vessel branching may occur after the
new vessel has reached a certain level of maturation and before a basal lamina has
formed about it [21, 33]. During such a time interval, the probability of secondary
branching increases with both the local TAF concentration and the magnitude of the
shear stress affecting the vessel wall. McDougall et al’s. model can be used to figure
out how drugs could be transported through the blood vessels and eventually reach
a tumor [21, 33]. In dense vessel networks, secondary branching may have little
effect on the number of active tips at a given time, as anastomosis could eliminate
secondary branches quickly. Thus we may ignore secondary branching when con-
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sidering the density of active tips in such networks. Of course we cannot ignore it
when describing blood flow and network remodeling.

One missing feature of angiogenesis models that take blood flow into account
seems to be pruning. It is known that capillaries with insufficient blood circulation
may atrophy and disappear. Pruning such blood vessels is an important mechanism
to achieve a hierarchical vascular network such as that observed in retinal vascular-
ization during development [3, 4]. Global optimization and adaptation in developing
networks has been recently shown to lead to highly optimized transport vascular
systems [34, 35]. It would be interesting to adapt these studies to angiogenesis.

8 Conclusions

Angiogenesis is a complex multiscale process by which diffusing vessel endothelial
growth factors induce sprouting of blood vessels that carry oxygen and nutrients
to hypoxic tissue. Cancerous tumor cells profit from this process to prosper, grow
and eventually migrate to other organs. Mathematical models contemplate different
aspects of angiogenesis. Here we have reviewed recent work on a simple tip cell
model that encompasses vessel extension driven by chemotaxis and described by
Langevin equations, stochastic tip branching and vessel fusion (anastomosis). From
the stochastic description, we have derived a deterministic integropartial differential
equation for the density of active tip cells coupled with a reaction-diffusion equation
for the growth factor. The associated initial-boundary value problem is well posed.
It is important to note that anastomosis prevents proliferation of active tips and
therefore the deterministic description is based on ensemble averages over replicas of
the stochastic process. Numerical simulations of both (deterministic and stochastic)
descriptions show that the density of active tips adopts the shape of a two-dimensional
soliton-like wave (angiton) after a formation stage. We have found an analytical
formula for the one-dimensional projection of the soliton and ordinary differential
equations for variables that provide its velocity, position and size. These equations
also characterize the advance of the vessel network for single replicas. Much more
work needs to be carried out to solve mathematical issues arising from our results,
both from analysis of the deterministic description and from establishing more precise
conditions for its validity. The description of the soliton should be extended to the
true two-dimensional soliton (angiton) that appears in the numerical simulations and
to the case of a more general geometry than that of the slab. Fluctuations cannot be
ignored in the case of ensemble averages, and future work predicting the evolution
of a real vessel network should include confidence bands about averages. Anti-
angiogenic treatments need to be improved [1, 2], and, in this respect, having better
models and theories about their solutions should help. Therapies are related to optimal
control of angiogenesis and they require accurate mathematical models, validated
by comparison with real data (inverse problems—statistics of random geometric
structures).
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We have also related the specific model we study to other tip cells models in
the literature that describe vessel extension by reinforced random walks instead of
stochastic differential equations. Our methodology may be adapted to these other
models as Langevin equations arise from reinforced random walks in appropriate
limits. All these models describe mesoscales in which cells are just point particles,
thereby ignoring their shapes and a microscopic description thereof. Other models
consider the evolution of individual endothelial cells of variable shape and exten-
sion through cellular Potts models, but the continuation of these models toward the
mesoscale has barely begun. Extending the analysis carried out for our mesoscopic
stochastic tip cell model to microscopic models is a challenge for the future. Blood
circulation through the angiogenic network favors certain vessels, others that do not
have enough perfusion shrink and disappear and secondary branching may occur.
Future work could delve deeper in the topics of vessel remodeling, pruning, forma-
tion of optimal vascular networks and transport of medicals through them.

Apart from the specific application to angiogenesis, we have presented in this
paper methodological contributions for a sound mathematical modeling of stochastic
vessel networks: (a) the use of stochastic distributions, and their mean densities,
describing the vessels, which are random objects of Hausdorff dimension one, cf (6);
(b) reduction of vessel distributions to integrals over time of active tip distributions,
which are random objects of zero Hausdorff dimension, cf (8); (c) characterization
of the attractor of the density of active tips as a soliton whose position, velocity and
size are given as solutions of ordinary differential equations, cf (16), (22) and (23).
In our system, which is strongly out of equilibrium, this attractor plays a similar role
to the stable stationary equilibrium distribution of many physical systems.
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Abstract From multicellular tissues to bacterial colonies, three dimensional cellular
structures arise through the interaction of cellular activities and mechanical forces.
Simple bacterial communities provide model systems for analyzing such interac-
tion. Biofilms are bacterial aggregates attached to wet surfaces and encased in a
self-produced polymeric matrix. Biofilms in flows form filamentary structures that
contrast with the wrinkled layers observed on air/solid interfaces. We are able to
reproduce both types of shapes through elastic rod and plate models that incorpo-
rate information from the biomass production and differentiation processes, such as
growth rates, growth tensors or inner stresses, as well as constraints imposed by the
interaction with environment.

Keywords Biofilms * Discrete rods * Helices * Von Karman plates * Wrinkles

1 Biofilm Shapes

Understanding how cellular systems evolve to adopt different shapes is an intriguing
question which has motivated many theories. Here, we try to unravel this process in
simple living beings: bacterial communities called biofilms. Environmental condi-
tions seem to play a key role inducing changes. Biofilms growing in flows often form
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filaments constrained by the surrounding geometry. They may cross the current in
corner flows [9] or wrap around tube walls forming helices [11]. Instead, biofilms
spreading on semisolid agar surfaces exhibit different types of wrinkles [5, 20].

To understand the development of a biofilm one must take into account its nature.
In a biofilm, bacteria are glued together and to a surface by a self-produced polymeric
substance: the EPS matrix. Once the biofilm is formed, it can be seen as a biomaterial
whose properties are controlled by the cellular activity [5, 20]. We discuss here how
the material properties of a biofilm influence its shape in different environments.

2 Filamentary Structures in Flows

When spreading in flows, biofilms elongate along the current forming threads. The
shape of the thread adapts to geometrical constraints, seeking to minimize adequate
energies. Its time evolution until an equilibrium shape is reached can be described by
discrete rod models. We tackle here two different experimental frameworks: biofilms
in networks of cylindrical tubes and biofilms in corner flows.

2.1 Helical Biofilms

Consider the typical flow circuits used in medical systems, see Fig. 1. Injecting
inside bacteria of the Pseudomonas genus, tubes fill with helical biofilms which wrap
around the walls, see Fig. 2. Even if the Reynolds number is fairly small (Re ~ 1),
the presence of connectors and junctions produces diameter variations, locally nar-
rowing the passage. Vortices form past the stenoses. Vortical motion drives bacteria
to the walls creating biofilm nucleation sites [11]. The biofilm then elongates follow-
ing the streamlines until it undergoes a helical instability. Figure 3 shows the initial
stages of the helical instability.

Elastic energies for filaments admit both straight and helical minimizers [7]. The
presence of constraints that forbid the straight equilibrium prompt the appearance
of helical structures [11]. A coiling effect is usually active at some end due to the
presence of constrictions. When the biofilm hits a surface, deceleration results in

Fig. 1 Flow circuit. The
fluid mixture flows from an
initial reservoir to a pump
(or a drip mechanism) that
drives the liquid through a
network of tubes, which may
merge or split
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Fig.2 Experimental image showing a biofilm helix wrapped around the tube wall past the junction.
No biofilm is formed in the unperturbed branch. Bacteria were injected upstream the junction

Fig. 3 Experimental image showing the onset of a helical instability along a biofilm thread in a
2 mm diameter tube

Fig. 4 Snapshots illustrating the in silico development and coarsening of a helical instability

coiling. Also, the presence of vortices at the stenosis may induce a helical beating of
the thread. Additionally, biomass production causes a continuous length increase of
the thread between constrictions. Helical shapes allow to allocate the excess length.
Uninterrupted biomass production fosters the coarsening of the helical instability
until it reaches the tube walls. More biomass is then allocated by narrowing the helix
pitch. Notice that a filament of length L, wraps around a tube of radius r, and length

L, forming k steps of pitch L, /k when L? ~ L +4x?riie.
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Figure 4 illustrates this dynamic process. A filament subject to twist develops
a helical instability that coarsens until the helix reaches the tube wall thanks to a
continuous length increase. These simulations are performed using the discrete rod
model described in Sect. 2.2 [11].

2.2 Discrete Rod Framework

A filament is a geometric shape whose length is much larger than the rest of its
dimensions. Any deformation of its cross section is expected to be small compared
with variations of the total length. This fact motivates the description of a biofilm
thread as a unidimensional curve y (the centerline, which characterizes its position),
plus a reference system at each point {t,m;, m,} (the material frame, which mea-
sures the twist). With this description, the movement of the thread can be fully cap-
tured: stretching and bending are computed by deforming the centerline, whereas
twisting is captured by the orientation of the material frame. For dynamic simula-
tions we use a discrete rod model [3, 15]. The filament is discretized using a sequence
of nodes x',i=0,...,n+1, along the curve y, and a reference system at each one,
see Fig. 5. This frame is obtained at each location twisting the Bishop frame (a fixed
untwisted frame) a certain angle 6. The dynamics of the discrete filament is then
governed by equations for the angles €', and for the node positions x'. We detail the
procedure next.

2.2.1 Reference Frames

We assign to each point a local orthonormal frame (the material frame) {t’, m’i , mé },

i=0,...,n, describing the centerline orientation as follows. Let us denote by e =
x*l —x! i=0,...,n, the straight segments joining the points {x°,x', ...,x"*!}. The
unit tangent vector associated to each edge is then t’ = < where [I]| denotes the

llefll”

euclidean norm. Assuming the Bishop frame {t’,w’, v/} known, the vectors m’i, m;

are obtained rotating u’, v/ an angle €' in the plane orthogonal to t':
m| = cos(6)u’ +sin(@)v/, m) = —sin(6)u’ + cos(6)V'. ()

To define a Bishop frame we choose u® L t° and set v = t° x u’. The frames at
the remaining edges are constructed by parallel transport [3]. We set

u =P, v=txu, (2)
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(a)
u

Yis)

Fig.5 a Continuous description of a filament [15]. The Bishop frame {t,u, v} defines the rest ori-
entation at any point of the filament centerline y(s), parametrized by the arc length in R®. Rotating
{u(s), v(s)} an angle O(s) around t(s) we obtain the material frame characterizing the local orien-
tation {t(s), m,(s), m,(s)}. b Discrete description of a filament [3]. The centerline is discretized

as a set of points {x%,x!,...,x"*!} and segments e’ = x'*! — x'. Setting t’ = the unit tangent

H Tk
vector per edge, a local orthonormal material frame {t/, m"1 s m;} is assigned to each point
where P; are rotation matrices about the curvature binormal defined by:
Pt =t, Pt~ xt)=t""xt"
If t=! = t/, P, is the identity. The condition u® L t° must be maintained during the

simulation. This is guaranteed when t0is clamped. Otherwise, it can be reestablished
by parallel transport in time (instead of space).

2.2.2 Equations for the Angles
The equations for the angles follow from energy arguments. When the undeformed

configuration of the filament is straight and its elastic response is isotropic, the elastic
energy due to torsion and bending takes the form [3]:

i _ pi-1
E= Zﬂ“’ b S I WS 3
ll2fjtl
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where a and f are the bending and torsion moduli, respectively. We may set & = E/
and f = JG, being E; the Young modulus of the thread, / the second moment of
area, G the shear modulus of the thread and J the torsional rigidity constant. If we
consider a thread composed of an isotropic elastic material, the Young modulus and
shear modulus are related by the Poisson coefficient v as G = . For a filled

2(1
cylinder we have J = I, hence f = Ey

2(1+v) "
_ - .
In formula (3), # is the length of the segments e = x’+l — X' in a reference unde-
formed configuration {io,il, ey "+1} The vectors w wé, j =1i—1,i, are material

curvatures in the deformed and undeformed conﬁgurat1ons, respectively:

. 4 N i-1 v pi
wﬁ = <(Kb)i . nl,z’_(’(b)i . mll) . (kb), = — 2e_i Xe- § @
lle” lllle]| +e-!-e

where b is the curvature binormal. For an undeformed straight shape v_vi = 0. The
general form of the elastic energy for anisotropic rods that adopt a nonstraight unde-
formed shape is given in [3].

The material frame is updated in a quasistatic way. Imposing

9k _, 5)
00'
for all segments i not fixed by a boundary condition, this system of equations deter-
mines the angle configuration that minimizes the energy of the thread. Clamped ends
are accounted for assigning the material frame for i = 0, i = n. No boundary condi-
tion corresponds to a stress free end.

2.2.3 Equations for the Positions

We keep track of the filament position displacing the nodes according to Newton’s
second law:
ox e

- ax TEeEn ©

where F represents the external forces and —— ® the elastic forces. Explicit formulas
for the elastic forces are given in [3]. .# denotes the 3(n + 2) X 3(n + 2) mass matrix,
we set .# = m.¥, where .# is the identity matrix. X = (x%, ..., x"t1) denotes the
ordered sequence of 3D node coordinates. Notice that x’ = (x’i,xé,x;).
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To approximate the solution of system (6), we apply a Verlet integrator to estimate
the displacements and velocities, and then enforce an inextensibility constraint for
each segment by using a manifold projection method [12]. This constraint facilitates
a stable evolution from a numerical point of view.
For each new time #,| = t, + h, the Verlet scheme provides the prediction:

Vi1 = Ve Al T'FR(X), Ky = X + MV, @)
starting from previous values X;, v,, where v, = X, and / is the time step. The pro-
Jjection method works as follows. We set y, = X, ;. At each step j, we compute the
next value y;,; =y; + 0y, , where

2 -1
8Yj1 = —h> M NC(y) 6,15 8)
and C(y) defines the system of constraints. The vector 6 1 solves the linear system

WNC(y).#~'VC(y)) 62,4, = C(y)). 9)

The iteration stops if ||C(y,;)|l < € for the desired tolerance £ > 0. The constraint
enforcing velocity and position are then

1 <
Vit1 = E(YJ’H — X))y X =Xt AV (10)
If inextensibility is the only constraint, C is defined by the system of equations
lle’ll2/1l€'ll = |Ie'|| = 0, for each edge i.
2.2.4 Coupling to the Flow
The force exerted by a fluid undergoing a given undisturbed flow on a long slender

body is analyzed in [6]. The following asymptotic formula in terms of the ratio of
the of the cross-sectional radius to the body length is given:

f_ Lru=uty | U-UYIn@7 o,
Z_”f’l/ <[ mx T (nxp ]'[" 271+
2U-Uy t

where f is the force acting on a filamentous body of length A, U and U* are the
velocities of the unperturbed fluid and the thread, respectively, at the position y(s)
and .# isthe 3 X 3 identity matrix. We denote by Hy the viscosity of the fluid, y (s) the

position of the thread centerline, s the arclength of the thread (0 < s < 1), t(s) = %
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the tangent vector at the position y(s) and x = i the ratio between cross-sectional
radius r to characteristic thread length L.

This relation allows us to directly calculate the fluid force f' acting on each node
of the thread by using the difference of velocities between the fluid and the thread,
the tangent vector at each node and the aspect ratio of the thread, an idea already
exploited for filaments in 2D corner flows in [1]. Notice that, at each node x/, the
thread velocity U*(x,f) = v/(¢). In absence of other forces, F = (f°, ..., f"*!) in
Eq. (6).

Biofilm filaments live inside tubes of a certain shape. A simple way to incorporate
this restriction is a penalty method. The idea is to include in the force term F in Eq.
(6) additional forces f,, supported on the tube walls that point inside the tube and act
on any node hitting the wall, sending it back inside. Alternatively, we might set the
position equal to the effective maximum radius and reset the velocity equal to zero.

2.2.5 Increasing the Length

Increase in length of a filament can be due to the combined effect of different mech-
anisms: biomass production, biomass adhesion, elastic elongation, swelling... To
reproduce an increase in length at a certain rate we enlarge the segments joining
nodes in a controlled way, redefining the reference lengths at the same time. Direc-
tional mass addition may be represented adding nodes at an edge and redefining the
reference configuration each time a node is added.

In practice, we alternate steps in which we solve the equations for the evolution
of the discrete rod with steps in which we increase the length of the edges or the
number of nodes, and reset the reference configuration before computing again the
evolution of the enlarged filament.

2.2.6 Overall Procedure

Summarizing, to compute the evolution of a rod we proceed in the following steps:

o Initialization:

— Define the Bishop frame at edge 0: (t?, u®, v°).

— Set the position of the undeformed centerline: io, X' ey X

— Select the initial position and velocity of the centerline: (x°,x%), (x',x"), ...,
(Xn+1 , X"t 1 )

— Enforce the boundary conditions for the filament at the initial and final nodes.

— Set the material curvatures using Eq. (4).

— Set the material frame by means of Egs. (1), (2) and (5).

o [teration for each new time step:

— Compute the elastic forces —j—f acting on the centerline, and possible additional
forces F (see Sect.2.2.4).
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— Integrate Newton equations for the centerline (6) enforcing inextensibility and
possible additional constraints (see Sect. 2.2.3).

— Update the Bishop frame using Eq. (2).

— Update the quasistatic material frame by means of Egs. (1) and (5).

— Eventually, increase the length of the edges or the number of nodes, and reset
the reference configuration (see Sect. 2.2.5).

The simulations shown in Fig. 4 start from a straight filament placed at the center
of the tube. The initial node positions are randomly perturbed to ensure a slight initial
excess length with respect to the tube length. A twist angle is imposed at the filament
edges. The length of the filament is slowly increased as the helix develops to foster
the coarsening process [11]. The unperturbed fluid velocity profile obeys a radial
Hagen-Poiseuille distribution. However, the fluid force does not seem to play a role
in helix formation, which is driven by elastic forces. It only causes slow downstream
motion of the whole structure. Therefore, we may set it equal to zero to simplify the
study of helix development. The force term F would only account for the presence
of the walls in this case, constraining the helix radius. On the contrary, fluid forces
are essential to produce the filaments crossing corner flows described in Sect. 2.3.

2.2.7 Nondimensional Equations

It is convenient to nondimesionalize Eqs. (3), (6) and (11) for numerical purposes.
The change of variablesx = Ax' ,t =T, U= U,U,E = %E’, F= yf/lUOF' yields:

dZX/ _ T2 d_E N T_Z _(XTzd_E, N ﬂfUOTZ
dr'? mizdx’  mAi mA3 dx’ m

F, (12)

where the force term includes the force exerted by the fluid f plus possible penalty
forces f,, at the walls, that is, F = f 4+ f . In view of the definition (3) of the energy

. . . 2 2
E, this change introduces the controlling parameters a’ = :1_;’ p = % and &' =
;4fU0T2

—— U, being a characteristic velocity. Determining ranges of values of o', f’
that lead to different types of filamentary structures we would obtain ranges for a,
whenever the density p and radius r of the filaments are experimentally quantified.
Working with one dimensional filaments, we neglect the cross-sections. A three-
dimensional cylindrical thread of density p, radius r, and length L > r is approxi-
mated in this setting by a discrete rod with n + 2 nodes and n + 1 edges, with mass
m = prr’L/(n + 1). From identities (3) and (12), the characteristic time associated

3 .
24 If this
Ey I

value is chosen as characteristic time in our system and we use formula (11) we
arrive at:

to the elastic deformation of the thread can be estimated as 7, =

a>x’ dF’ )
P =—§+’1F, (13)




126 A. Carpio et al.

urUgh . . . .
where n = ny? is the ratio of viscous forces to elastic forces, see [1].

12

2.3 Biofilm Threads in Corner Microflows

The situation described in Sect. 2.1 for helical biofilms is partly reminiscent of the
observations made with Pseudomonas Aeruginosa in alaminar corner microflow [9].
Bacteria are driven to the wall by small secondary vortices past the corner, creating
nucleation sites. Once a biofilm seed forms, threads made of bacteria joined by EPS
matrix are issued. Initially, they align with the streamlines, like streamers. Unlike the
case of helical biofilms, which are triggered by elastic forces and constrained by the
tube walls, biofilm threads cross the streamlines of corner flows driven by the fluid
force acting on them, as a result of the interaction fluid-structure. A two-dimensional
model of an elastic filament in a corner flow shows that under certain conditions
filaments cross the main stream and reach the opposite corner [1]. When the filament
is long enough, it reaches the opposite corner adopting the equilibrium shape of an
elastic rod in a corner flow. As in the case of helices, the final configuration seems
to be a minimum of an elastic energy.

The 3D model summarized in Sect.2.2 reproduces this behavior provided we
include in the equations of motion (6) the force due to the fluid [6], given by (11). The
pressure driven fluid velocity field U may be computed using finite element software
such as COMSOL multiphysics in the unperturbed channel geometry, see Fig. 6a. We
use this reference flow field during the whole simulation, ignoring perturbations due
to the presence of the thin biofilm thread, as in [1, 6]. Figure 6b represents the initial
biofilm configuration used in the simulations. Keeping the same parameters as in
the experiments [1], we can study the influence of variables like the initial angle or

(a) w (b)
200 0.9
150 08
0.7
= 100 0.6
s
§ 50 0.5
E 0.4
x 0 0.3
-50 0.2
0.1
-100
0 50 100 150 200 250 300 O 100 um

Y (microns)

Fig. 6 aNormalized velocity modulus in the mid-plane of the there dimensional channel. b Initial
filament configuration in the corner flow simulations
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(a) (b)
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Fig. 7 Effect of the initial thread geometry on its dynamics during the simulation: a Length L
and b angle 6. Parameter values are o’ = 1, #’ = 0.358, n = 100, = 3000, x = 0.05, 47 = 1073
time units. A final state joining opposite corners is reached depending on the initial orientation and
length, although these constraints may change with the initial velocity of the thread

length on the filament evolution. Figure 7 shows some possible configurations. To
obtain it, we integrated the evolution Eq. (13) setting the characteristic spatial length
A = 1pm and the characteristic time of the system equal to the elastic deformation
time 7,,,,, which yields o’ = 1, §’ = f/a, 6’ = 1.

As observed in [1], the parameter # regulates the effect on the fluid on the thread
dynamics. For values of n < 4000, the contact of the thread with the opposite corner
is only dependant of the filament initial position and length. A minimum length and
angle are needed for the thread to reach the opposite corner. Within the range 4000 <
n < 8000 the fluid can substantially modify the trajectory of the thread. For > 8000
the fluid strongly drags the thread in the direction of the stream, avoiding contact with
the opposite corner. A steady position for the thread parallel to the streamlines was
found for n ~ 30, 000. These results are obtained setting the initial velocity of the
thread equal to the fluid velocity at the node positions. The initial thread velocity
affects the results. Setting it equal to zero, very low values of # would be required to
cross the streamlines.

If we start from a short thread and implement directional mass increase adding
nodes at an edge and redefining the reference configuration each time a node is added,
then we can see the filament grow as it moves towards the opposite corner.
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3 Wrinkled Biofilms on Agar

Whereas biofilms in flows tend to form filamentary structures, biofilms spreading on
agar/air interfaces adopt wrinkled shapes [2, 5, 20]. Descriptions of their behavior
may be made more precise than in the previous case due to an increasing amount
of experimental evidence. Cell death has been shown to play a role on the onset of
wrinkles in Bacilus Subtilis biofilms. The biofilm is formed by bacteria immersed
in a polymer matrix, which gives the mixture a certain elastic cohesion. Dividing
cells produce compression stresses. In addition, cells may die due to biochemical
stress associated with high cell density, high waste and toxin concentration, and lack
of resources. Dead areas allow to relieve that stress forming wrinkles. This explains
the onset of wrinkles [2] but not the branching arrangements observed [10]. These
arrangements can be understood incorporating information on cellular activity in
mechanical models of biofilm expansion on a substrate, as we explain next.

3.1 Foppl-Von Karman Models

Let us consider a biofilm layer spreading on an agar substratum. We can reproduce
wrinkle branching in the expanding biofilm resorting to Foppl-Von Karman descrip-
tions of the interface biofilm/agar [8, 14, 17]:

ag 1_2vv hv 2 0 05 Hy

% - % Wlpa®e + Ac,) + -2 LV - Ee 4

eyl LR SR Pl CRLTP o | R
h,h ,

X =22V 0w - L, (15)

where h, is the thickness of the viscoelastic substratum and y,,, v, #,, its rubbery mod-
ER

12(1-v2)”

where E and v represent the Young are Poisson moduli of the biofilm, whereas 7 is

the film thickness. In these equations, & stands for the out of plane displacement and
u for the in-plane displacement. a and f stand for x, y and summation over repeated
indices is intended. Stresses o and strains € are defined in terms of in-plane displace-
ments u = (u,, uy) [8, 16]:

ulus, Poisson ratio, and viscosity, respectively. The bending stiffness is D =

ou, Ouy 3¢ 0
—l< +—ﬂ+—§—§>+sg,ﬂ, (16)

) dx;  0x,  0x, 0x;
E E E
O = 1_—‘/2(6xx + ngy)’ O-xy = 1T+ vfxy, ny = m(fv‘y + Vgxx)' (17)
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0

The residual strains €0 p

are expressed in terms of the growth tensor [8] as

1
eap =75 Gap + Gpu +9Y) (18)
and should be computed from the cellular activity in the spreading biofilm configu-
ration.

3.2 Bacterial Activity

Bacterial activity can be represented exploiting different agent based models. Cel-
lular automata descriptions, for instance, provide a simple framework allowing for
an easy transfer of information into macroscopic models. The biofilm is divided in
cubic tiles, each of them containing a few cells. To simplify further, we may identify
each tile with one cell. This approach has two advantages. First, we can use the same
grid of tiles to discretize the equations for the relevant chemical concentrations and
the displacements, and then solve them numerically. Second, we can calculate the
growth tensors due to cell division, death, and other processes, and use them to esti-
mate the residual stresses that enter the Foppl-Von Karman equations for the defor-
mations. We have to decide for each cell which is its status. It may secrete chemicals,
deactivate, divide creating a newborn cell that displaces the rest or die, being even-
tually reabsorbed by the rest. This may be done resorting to dynamic energy budget
descriptions [4] or according to probabilities that depend on the relevant concentra-
tions [10].

When there is an excess of oxygen, the concentration of nutrients ¢, becomes the
limiting concentration that restricts biofilm growth. The evolution of the concentra-
tion ¢, in the biofilm/agar system is governed by

Cn,t - le(Dnvcn) = rn(cn)’ (19)

where r,(c,) = —k

tion and zero otherwise. D and K, denote the dlffusmn and half-saturation coeffi-
cients. No-flux boundary COIldlthl’lS are imposed at the interface with air. The evo-
lution of the concentration of waste cyy, in the biofilm/agar system is governed by

Cw,t - div(DwVCw) = rw(cw)’ (20)

where 7, (c,) = k,,, and k,, is the waste production rate, equal to k,, at each alive cell
location and zero otherwise. No-flux boundary conditions are imposed at the inter-
face with air. The diffusion coefficients D,, and D, may vary across the biofilm/agar
system.

In the simplest cellular automata approach, tiles € occupied by alive cells are
assumed to divide with probability [13]:
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,(€)

TG

ey

¢, being the limiting concentration and a, > 0. Newborn cells inside the biofilm
are reallocated by pushing existing cells in the direction of minimum mechanical
resistance, that is, the shortest distance to the biofilm-air interface or to dead cells.
Taking the concentration of waste c,, at a location as an indicator of death, a cell ¢
is scheduled to die with probability:

¢, (€)

PO=orvay

(22)

¢,, being the waste concentration and a,, > 0. Dead cells surrounded by enough
alive neighbors may be reabsorbed by the rest, and its place occupied by a newborn
cell. Otherwise, necrotic regions are created. This process may be further refined
to account for cell differentiation into producers of different types of autoinducers
[4, 10].

For a fixed distribution of cell types, the concentrations ¢, and c,, relax fast to
stationary values, which may be approximated by explicit finite difference schemes.
Once the concentration values are calculated, we go through all the cells forming
the film, creating new cells or killing existing ones with the selected probabilities.
Then, a growth tensor may be defined at each tile by keeping track of all the new
tiles created and the direction in which their predecessors where shifted. First we
introduce a vector w = (w, w,, ws)a, where a is the tile size. w; is evaluated at each
location by adding +1 cumulatively for each tile shifted in the x direction in the
positive or negative sense, respectively. w, and w; are calculated in a similar way,
along the y and z directions, respectively. The resulting vector w is normalized to have
norm a. Next, we compute Vw approximating the derivatives by finite differences. To
estimate the growth tensor ¢(x, y) we average all the contributions from Vw(x, y, 7)
varying z.

3.3 Residual Strains

The residual strains defined in (18) can be computed using the growth tensor ¢ intro-
duced in Sect. 3.2. However, stochastic variations make it unsuitable to be inserted
directly in the Foppl-Von Karman equations (14)—(15) because they cause numerical
instability.

To smooth out the residual strains and visualize the underlying spatial variations,
we average them over a number of runs of the step in which new cells are created or
killed according to the selected probabilities, keeping the same initial configuration
in all of them:
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Fig. 8 a Biofilm containing regions where the cell density is higher. dx represents the spatial
step. b e%(“” component of the residual strain tensor due to growth with N = 1. ¢ Averaged egfv

component with N = 100. d Filtered eg;ﬁl component with N = 1. e Filtered sg;ﬁl component with
N = 10. The depressions correspond to the initial mounds and appear due to cell death caused by
lack of resources. Strains are higher in the outer ring due to higher availability of resources, which
results in higher division rates. The same scale of colors is used in all of them ranging from 3 (light
yellow) to —3 (dark green)

N
1 .
O,av _ 0,
e = N jgl e, 23)

where €% stands for the residual strain at trial j. Performing such ensemble averages
for N large enough the averaged strains reproduce spatial variations reflecting cel-
lular activity, see Fig. 8b, c. The resulting average becomes smoother as the number
of runs N increases. However, the computational cost of this process is high.

Instead, we filter the residual fields using image processing techniques. This strat-
egy yields smooth approximations with a clear spatial structure averaging just a few
runs, see Fig. 8. The idea is to formulate a denoising problem: given an observed
field f°* = f + n, we seek the underlying smooth structure f obtained removing the
noise n. To solve this problem we apply a split Bregman method to a ROF (Rudin,
Osher, Fatemi) model of the denoising problem [19]. The ROF model consists in
solving the variational problem: Find f minimizing
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/ v+ Y / PP = TV + E =

for u > 0 large. The split Bregman reformulation adds the constraint d = Vf, sets
s(b.f,d) = [ |b+ Vf — d|* and introduces the iteration:

(Fn, d(k“))—Argmln(;d){ldH S =fII, + S(b("),f,d)},

b(k‘H) — b(k) + Vf(k+1) _ d<k+l).

We split the minimization procedure to solve for each variable separately:

. obs A
S = Argming (2177 = FIF, + 5s@P.f.d¥)),

d*D = Argmin,{|d| + %s(b("),f("“),d)},

pEHD = B g D) _ kD)

The first functional is differentiable, therefore, we can write the Euler-Lagrange
equation and evaluate f**+1 with a Gauss-Seidel method. The second optimization
problem can be solved using shrinkage operators:

d®*D = shrink(p® + V&, %),

shrink(x, y) = ﬁmax(lxl 7,0).
X

The filtered fields reproduced in Fig. 8 have been produced setting o = g0

over the 2D grid in the plane XY, relabeling to transform it into a 1D vector, E)l(fld

using the algorithm:

o Initial guess f©@ = £, d© =0, b = 0.
« While [[f® = p4=D||, > Tol

— f¥%+D = GO where, forj=1,..., M,

(k) _ (k) (k) _ ¢ 4k)_ 400 (k)_ 1, (k) obs
G = +2/1(J§+1 @), bf—1)> +2/1f

with Vf(/<+1) f(k+1) J;(k+1),
— dkth = shrmk(b(") + vf+D Ly
b A 9
— pk+D) = pk) 4 Vf(k+1) — qt+D)

o IFIF® - 4D, < Tol, we set f1 = f©.
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(b)

Fig. 9 In silico wrinkle coarsening and successive branching in a biofilm spreading on agar. The
height of the wrinkles ranges from —5 to 5 dx and the final radius is about 250 dx, dx being the size
of the tiles in the spatial discretization employed to evaluate the cellular activity

The resulting fields are smooth enough to be plugged in Egs. (14)—(15) through
(16)—(17) without causing numerical instability, allowing us to reproduce behaviors
that resemble observed patterns.

Our simulations of biofilm behavior alternate steps in which we update the con-
figuration of biofilm tiles, creating and killing cells, and then evaluate the result-
ing stresses, with steps in which the biofilm shape is deformed as determined by
the Foppl-Von Karman equations, see [10] for details. Figure 9 shows wrinkles
coarsening and opening up in radial branches. This phenomenon is associated to
compression fronts expanding at certain speeds. Other observed arrangements, such
as wrinkled coronas, that is, a corona of radial wrinkles surrounding a central core
[5], can be reproduced varying the Young modulus as usual in corona instabilities:
a swollen corona with diminished Young modulus around a harder core [10]. Two
phase models have been proposed to describe swelling processes in [18]. However,
an adequate way to handle water migration processes is still missing in our descrip-
tion.

4 Conclusions

Summarizing, we have shown that inserting in plate and rod models information
from the cellular activity and the interaction with the environment we gain insight
on biofilm shapes.

Coupling discrete rod models to the forces exerted by surrounding fluids and
incorporating external constraints such as the presence of walls and constrictions, we
are able to reproduce experimentally observed filamentary patterns. Helical biofilms
in flows arise as elastic instabilities that coarsen as the length of the biofilm thread
increases due to biomass production and finally wrap around tube walls reducing
their pitch to accommodate more biomass. The main role of the flow in this case is
to promote biofilm filament nucleation past constrictions and to provide mechanisms
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for twist at the filament edges. Instead, biofilm threads are seen to cross 3D corner
microflows to join opposite corners as a result of the interaction fluid/structure, in
agreement with experiments and previous 2D studies.

Whereas biofilms in flows tend to form filaments, biofilms on agar surfaces often
spread forming wrinkled patterns. Successive radial wrinkle branching is associ-
ated to expanding compression fronts and can be reproduced by inserting residual
stresses caused by cell division and death in Foppl-Von Karman descriptions of the
out of plane displacements of the interface biofilm/agar. These residual stresses are
obtained from growth tensors, computed here using the information on the cellular
activity provided by a simple cellular automata model. To avoid instability caused
by stochasticity and be able to visualize the spatial variations caused by the cellular
activity, such residual stresses are smoothed out combining ensemble averages and
denoising algorithms. More realistic models of cellular activity could be considered
at the expense of increasing the computational cost. Additional processes affecting
biofilm shapes such as water migration through the agar/biofilm system are missing
in our description and should be the object of further consideration.
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Modelling the Unfolding Pathway )
of Biomolecules: Theoretical Approach oo
and Experimental Prospect

Carlos A. Plata and Antonio Prados

Abstract We analyse the unfolding pathway of biomolecules comprising several
independent modules in pulling experiments. In a recently proposed model, a criti-
cal velocity v, has been predicted, such that for pulling speeds v > v,. it is the module
at the pulled end that opens first, whereas for v < v, it is the weakest. Here, we intro-
duce a variant of the model that is closer to the experimental setup, and discuss
the robustness of the emergence of the critical velocity and its dependence on the
model parameters. We also propose a possible experiment to test the theoretical pre-
dictions of the model, which seems feasible with state-of-art molecular engineering
techniques.

Keywords Single-molecule experiments * Free energy * Unfolding pathway
Critical velocity * Force-extension curve * Modular proteins

1 Introduction

The development of the so-called single-molecule experiments in the last decades
has made it possible to carry out research at the molecular level. Biophysics is,
undoubtedly, one of the fields where these techniques have had a bigger impact, trig-
gering a whole new area of investigation on the elastic properties of biomolecules.
Recent accounts of the current development of this enticing field can be found in
Refs. [1-4].

Atomic force microscopy (AFM) stands out because of its extensive use. In par-
ticular, the role played by AFM in the study of modular proteins is crucial [5-7].
Figure 1 shows a sketch of the experimental setup in a pulling experiment of a
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molecule comprising several modules. The biomolecule is stretched between the
platform and the tip of the cantilever. The spring constant of the cantilever is k.,
which is usually in the range of 100 pN/nm. Here, we consider the simplest situation,
in which the total length of the system AZ, = AZ_ + X is controlled. The stretching
of the molecule makes the cantilever bend by 4Z_, and then the force can be recorded
as F = k.AZ..

The outcome of the above described experiment is a force-extension curve, simi-
lar to panel (b) in Fig. 1. This force-extension curve provides a fingerprint of the elas-
tomechanical properties of the molecule under study. When molecules composed of
several structural units, such as modular polyproteins, are pulled, a sawtooth pattern
comes about in the force-extension curve [5—7]. At certain values of the length, there
are almost vertical “force rips”: each force rip marks the unfolding of one module.
Interestingly, these force rips already appear when the molecule is quasi-statically
pulled, a limit that can be explained by means of an equilibrium statistical mechan-
ics description [8]. When the molecule is pulled at a finite rate, the appearance of
these force rips can still be explained by the system partially sweeping the metastable
region of the equilibrium branches [9].

The unfolding pathway is, roughly, the order and the way in which the structural
units of the system unravel. It has been recently found out that the unfolding pathway
depends on the pulling velocity and the pulling direction [7, 10—12]. Particularly, in
[11], different unfolding pathways are observed in SMD simulations on the Maltose
Binding Protein. The authors reported that for low pulling speeds the first unit to
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unfold is the least stable, whereas for high pulling speed it is the closest to the pulled
end, regardless of their relative stability.

Very recently, a toy-like model has been proposed to qualitatively understand the
above experimental framework [13]. Specifically, each module is represented by a
nonlinear spring, characterised by a bistable free energy that depends on the mod-
ule extension. Therein, the two basins represent its folded and unfolded states. The
spatial structure of the system is retained in its simplest way: each module extends
from the end point of the previous one to its own endpoint (which coincides with
the start point of the next). Moreover, each module endpoint obeys an overdamped
Langevin equation with forces stemming from the bistable free energies and white
noise forces with amplitudes verifying the fluctuation-dissipation theorem.

In the above model, the unfolding pathway was found to depend on the pulling
velocity. In the simplest non-trivial case, there is only one module that is different
from the rest, which is also the furthest from the pulled end. In this situation, only one
critical velocity v, shows up: for pulling velocities v, < v,, it is the weakest module
that opens first but for v, > v, itis the module at the pulled end. In addition, analytical
results were derived for this critical velocity by introducing some approximations:
mainly two, (i) perfect length control and (ii) the deterministic approximation, that
is, our neglecting of the stochastic forces. This was done by means of a perturbative
solution of the deterministic equations in both the pulling velocity and an asymmetry
parameter, which measures how different the potentials of the modules are.

The main aim of this work is twofold. First, we would like to refine the above
theoretical framework, making it closer to the experimental setup in AFM. In par-
ticular, we would like to look into the effect of a more realistic modelling of the
length-control device. Instead of considering perfect length-control, we consider a
device with a finite value of the stiffness, both at the end of the one-dimensional
chain (as originally depicted in Ref. [13]) and at the start point thereof, which is
where it is usually situated in the AFM experiments, see Fig. 1. Second, we would
like to discuss how our theory could be checked in a real experiment with modular
proteins.

This chapter is structured as follows. First, we introduce the original model and
discuss its most relevant results in Sect. 2. In Sect. 3, we study the role played by the
location of the restoring spring and the finite value of its spring constant. We provide
some details about the free energy modelling employed for each of the modules in
Sect. 4. Section 5 is devoted to discuss a possible AFM experiment in order to test
our theory. Finally, we wrap up the main conclusions which emerge from our work.

2 Revision of the Model and Previous Results

Here, we briefly review the model that was originally put forward in Ref. [13]. We
consider a polyprotein comprising N modules. When the molecule is stretched, the
simplest description is to portray it as a one-dimensional chain. We define the coor-
dinates g;, (i =0, ..., N) in such a way that the i-th unit extends from ¢;_, to g;, the
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U(z1)  Us(z2) Us(xz)  Us(ws) koL — qa)?
e **’\/\/\/\/—’
G T a2 B g ™ oy

Fig. 2 Sketch of the model for a molecule comprising four units. Therein, the units are denoted
by rectangles and have potentials U,(x;), with x; being the extension of the i-th unit’s. The unit
endpoints g; are represented by the beads, and the extensions are thus x; = ¢; — ¢g;_; (by definition,
qo = 0). The spring stands for the length-controlling device attached to the pulled end g,, whose
contribution to the system free energy is assumed to be harmonic with stiffness k.

extension of the i-th unit is x; = g; — g;_,. Moreover, as shown in Fig. 2, the pulling
device is assumed to be connected to the right (pulled) end of the chain.
We assume Langevin dynamics for the g; coordinates (g, = 0),

. d ;
Vql':_a_qA(QO""’QN)'i-Ci i>0, M

in which the ¢; are Gaussian white noise forces, such that

GOy =0, (GOG) = 2rksT5,5(t — 1), @

with k; being the Boltzmann constant, and y and T being the friction coefficient
(assumed to be common for all the units) and the temperature of the fluid in which
the protein is immersed, respectively. The global free energy function of the system
sl
is
1 2
Alqq, ..., = U(g;—q._)+ =k .(L— . 3
(q() qN) Z l(ql qi l) 2 c( QN) ( )

i=1

In the previous equation, we have considered an elastic term due to the finite stiffness
k. of the controlling device, which is located at the pulling end as shown in Fig. 2.
Finally, L stands for the desired length program and Uj(x;) is the single unit contri-
bution, which only depends on the extension, to A. Consequently, the force exerted
over the biomolecule is k.(L — gy). We consider length-controlled experiments at
constant pulling velocity, that is, L = V.

When k, — o0, the control over the length is perfect and gy, — L in such a way that
k.(L — qy) — F,being F aLagrange multiplier. That is, the perfect length-controlled
situation is the same that a force-controlled one but with F the force needed to main-

'In Ref. [13], this free energy was denoted by G. Here, we have preferred to employ A because
the relevant potential in length-controlled situations is the Hemlholtz-like free energy, and G is
usually the notation reserved for the Gibbs-like potential G = A — FL, which is the relevant one in
force-controlled experiments [8, 9].



Modelling the Unfolding Pathway of Biomolecules: Theoretical Approach ... 141

tain a total length equal to L. Note that there is no contribution to the free energy
coming from the pulling device in this limit, since k(L — gy)*/2 = F?/(2k.) — 0.

The approach in Ref. [13] tries to keep things as simple as possible. Then, the evo-
lution equations for the extensions are written by assuming (i) perfect length control
and (ii) the deterministic approximation, obtained by neglecting the noise terms.
Note that the evolution equations in the latter approximation are sometimes called
the macroscopic equations [14], which are

vk = _U;()ﬁ) + U;(Xz), (4a)
v = =2U[(x) + U}, (x;y )+ U_ (x,_y), 1 <i<N, (4b)
Yy = _ZU;V(XN) + U;V_I(XN_Q +F, (4¢)

F=yv, + Uy(xy). (4d)

So far, nothing has been said about the shape of the single-unit contributions U, to the
free energy. In order to maintain a general approach, we only request the functions
U,(x) — Fx to become a double well for some interval of forces. Each well stands for
the folded and the unfolded basins of each module. Now, we separate these functions
in a main part common to all units and a separation from this main part weighted by
an asymmetry parameter &,

Ui(x) = U(x) + &8U(x),  Uj(x) = U'(x) + E8f;(). (5)

We have done the same separation in the derivative, by defining 6f;(x) = 6U l’ (x).

It is possible to solve the system (4) by means of a perturbative expansion in the
pulling velocity v, and the asymmetry &. Indeed, if we retain only linear order terms
inv, and &, the corrections due to finite pulling rate and asymmetry are not coupled.
This perturbative solution, when the system starts from an initial condition in which
all the units are folded, is shown to be [13]

— N2 -1 ii—1)
~ Eof (&) — vy oN VY TN T Eofi(©)
x, =7+

! U”(bﬂ) + U//(bﬂ) ’

(6)

where £ = L/N stands for the specific length per module and the over-bar means
average over the units. Note that, if all the free energies are equal (£ = 0) and we are
not pulling (v, = 0), the total length will be reasonably equally distributed among
all the units. Moreover, it is worth emphasising that this solution is approximate, it
diverges when U” () — 0. This shows that this perturbative solution breaks down
when the average length per module ¢ reaches the stability threshold ¢, such that
U, =0.

We are interested in a criterion that allows us to discern which unit is the first
to unfold and we hope that our perturbative solution is good enough in this regard.
Since the folded state ceases to exist when x reaches ¢, it is reasonable to assume
that the first module to unfold is precisely the one for which x; = £, is attained for the
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shortest time. In Eq. (6), we can see that the finite pulling term favours the unfolding
of modules that are nearer to the pulled end, whereas the asymmetry term favours
the unfolding of the weaker units (those with the lowest values of 5f;).

We can compute the pulling velocities v/(j) for which each couple of modules
(i,), j > i, reach simultaneously the stability threshold. They are determined by the
condition

XE) = x(£,) = ¢4 (7)

which gives both the value of Z,. (or time 7,.) at which the stability threshold is reached
and the relationship between v, and &. Then, in a specific system with known 6f;s
we can predict what are the critical velocities that separate regions inside which
the first unit to unfold is different. In Ref. [13], some examples of the use of this
theory are provided, which show a good agreement with simulations of the Langevin
dynamics (1).

The simplest configuration in which a critical velocity arises is the following. Let
us consider a chain of N units, all of them with the same contribution to the free
energy, except the first one (the furthest from the pulled end). Therefore, of;(x) = 0,
i # 1, 6f; (x) # 0. Moreover we will assume that 6f (£},) < 0, that is, the first module
is weaker than the rest. For such a configuration, there appears only one critical
velocity, which is given by [13]

rve _ 8h(Z)
& ON-1' ®

For v, <, the first module to unfold is the weakest one, whereas for v, > v, the
unfolding starts from the pulled end. In Ref. [13], a more general situation is inves-
tigated but, here, we restrict ourselves to this configuration.

3 Relevance of the Stiffness

In a real AFM experiment, the stiffness is finite and, as a result, the control over
the length is not perfect. Furthermore, the position that is externally controlled is,
usually, that of the platform and the main elastic force stems from the bending of the
tip of the cantilever, as depicted in Fig. 1. Thus, it seems more reasonable to model
the pulling of the biomolecule in the way sketched in Fig. 3.

Some authors [15] have used other elastic reactions that reflect the attachment by
means of flexible linkers among the platform and the pulled end g, and between
consecutive modules. Here, we will consider a perfect absorption, in order to keep
the model as simple as possible. In the next two subsections, we study the effect of
the finite value of the stiffness k, and the location of the spring, respectively, on the
unfolding pathway.
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1
Ekcqg Ui(z1)  Us(xz2) Us(zs)  Ug(wa)
AN o e eres
@ t P P g Y gy

Fig. 3 Sketch of the model for a protein with four units. It is identical to Fig. 2, except for the
position of the length-controlling device, which is now located at the fixed end

3.1 Finite Stiffness

Here, we still consider the model depicted in Fig. 2, that is, the spring is situated at
the end of the chain, but with a finite value of the stiffness k.. Also, we consider the
macroscopic equations (zero noise), which are

Y = _Ui(xl) + U;(xz), (9a)

v = =2U[(x) + U}, (i )+ U_ (x,_), 1 <i<N, (9b)
N

yiy = =2U(oy) + Uly_ (ey_p) + &, <L - Zxk> : (9c)
k=1

This system differs from that in Eq. (4) because in the last equation the Lagrange
multiplier F is substituted by the harmonic force k(L — 22\;1 X;). As in the previous
case, this system is analytically solvable by means of a perturbative expansion in v,
and &. The approximate solution for the extension x; is

[3U"(£) + k(N — DIN(N + 1)
s 6[Nk, + U" ()]
‘ U"(@)INk, + U"(0)]
vyrkei(i — 1) = 28 [Nk, + U"()]16fi(£)

ENkSf(£) — v, 7k,

10
2U"(O) [Nk, + U"(©)] (10

Here ¢ # L/N, it stems from the relation
U'(¢) = k(L — N?). (11)

We can see easily how we reobtain (6) taking the limit k. — oo in (10), as it should be.
Although the solution is slightly different, it still breaks down when U”(£) vanishes,
that is, when £ — 7. Therefore, to the lowest order, again we have to seek a solution
of (7), with the extensions given by (10), and substitute £, ~ £, therein. This leads
to the same critical velocities found for the infinite stiffness limit.
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3.2 Location of the Elastic Reaction

As depicted in Fig. 1, in an AFM experiment the distance between the moving plat-
form and the fixed cantilever is the controlled quantity. Then, the model sketched in
Fig. 3 is closer to the experimental setup: the left end corresponds to the fixed can-
tilever, with g, standing for AZ_, and the right end represents the moving platform.
Thus, the free energy of this setup is given by

N
1
A(qy, .-, qy) = ZUi(‘Ii_C]i—l)'*' 5’%‘]5 (12)

i=1

From the free energy (12), we derive the Langevin equations by making use of
Eq. (1). The macroscopic equations (zero noise) read

N
iy = =2U (x) + Uy(xy) + &, (L - Zxk> , (13a)
k=1
v = =2U](x) + U}, (x5 )+ U_ (x;,), 1 <i<N, (13b)
Yy =— ,’v(xN) + U,’V_l(xN_l) +v,. (13¢)

In the infinite stiffness limit, k. — oo, the harmonic contribution tends to a new
Lagrange multiplier F such that ), x; = L. Therefrom, it is obtained that F = U ; (xp)
and the resulting system is exactly equal to that in Eq. (4). This is logical: if the
spring is totally stiff and then the control over the length is perfect, the two models
are identical.?

The system (13) can be solved in an analogous way, by means of a perturbative
expansion in the asymmetry ¢ and the pulling velocity v,,. The result is

[3U"(€) + k(N = DINON + 1)
_, 6Nk + U"(7)]
N=rH U"(O)INk, + U"(£)]

ki <,- LG )> ~ 26Nk, + U"(ON3F()

* 2U"(O) [Nk, + U"(©)] ' (14)

5Nkc§(f) - prkc

Again, we can reobtain (6) taking the infinite stiffness limit in (14). Although the
final solution for the extension is different from the previous one, when we look for

2It is worth emphasising that the two variants of the model, with the spring at either the fixed
or moving end, have the same number of degrees of freedom. In Fig.2, g, = 0 and our degrees
of freedom are ¢;, i = 1, ..., N, whereas in Fig. 3 we have the dynamical constraint gy = L and the
degrees of freedom are g;,i = 0, ..., N — 1. In the limit as k, — oo, we have both constraints, g, = 0
and gy = L, in both models, making it obvious that they are identical.
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the critical velocities and make the approximation £, ~ £, we get the same analytical
results for them.

Our main conclusion is that the existence of a set of critical velocities, setting
apart regions where the first unit to unfold is different, is not an artificial effect of
the limit k, — co. Indeed, at the lowest order, all the versions of the studied model,
independently of the value of the stiffness and the location of the spring, give the
same critical velocities. This robustness is an appealing feature of the theory, and
makes it reasonable to seek this phenomenology in real experiments.

4 Shape of the Bistable Potentials

Different shapes for the double-well potentials have been considered in the literature,
mainly simple Landau-like quartic potentials to understand the basic mechanisms
underlying the observed behaviours [8, 9, 11] and more complex potentials when
trying to obtain a more detailed, closer to quantitative, description of the experi-
ments [9, 16-18]. For the sake of concreteness, we restrict ourselves to the proposal
made by Berkovich et al. [16, 17]. Therein, the free energy of a module is represented
by the sum of a Morse potential, which mimics the enthalpic minimum of the folded
state, and a worm-like-chain (WLC) term [19], which accounts for the entropic con-
tribution to the elasticity of the unfolded state. Specifically, the free energy is written

as
v =, |(1-e2% 2 Bl (> 22 s
=50 ¢ - 4p \1-= L)

¢ c
LL‘

This shape has shown to be useful for some pulling experiments with actual pro-
teins as titin 127 or ubiquitin [16, 17]. Therein, each parameter has a physical inter-
pretation. First, in the WLC part, we have: (i) the contour length L, which is the
maximum length for a totally extended protein, and (ii) the persistence length P,
which measures the characteristic length over which the chain is flexible. Both of
them, L. and P, can be measured in terms of the number of amino acids in the chain.
Second, for the Morse contribution, we have: (iii) R,, which gives the location of the
enthalpic minimum and (iv) U, and b, which measure the depth and the width (in a
non-trivial form) of the folded basin. The stability threshold £, cannot be provided
as an explicit function of the parameters in Berkovich et al.’s potential. However, we
can always estimate it numerically, solving U”(¢,,) = 0 for a specific set of parame-
ters.

As we anticipated in Sect. 2, here we will focus in a very specific configuration
where only the first module is different from the rest. Consistently, we use U(x) to
represent the free energy of each of the identical modules, and U, (x) for that of the
first one. In particular, we consider that the first unit has a slightly different con-
tour length, L. + A. Therefore, we can linearise U, (x) around U(x), using the natural
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asymmetry parameter ¢ = A/L. < 1. Therefore,

U{ (L. + 4A) = U'(x; L) + E5f,(x; L), (16)
where
oU'(x; L) kgT Li 2x
6fii;L)= L, ———— = ——— | ————— + = |, 17
Sl = L= 2P (i x>3+LC a7

This linearisation is useful for the direct application of our theory to some engineered
systems, see the next section.

5 Experimental Prospect

In the experiments, the observation of the unfolding pathway is not trivial at all. The
typical outcome of AFM experiments is a force-extension curve (FEC) in which the
identification of the unfolding events is, in principle, not possible when the modules
are identical. Thus, in order to test our theory, molecular engineering techniques
that manipulate proteins adding some extra structures, such as coiled-coil [20] or
Glycine [21] probes, come in handy. For instance, a polyprotein in which all the
modules except one have the same contour length may be constructed in this way. A
reasonable model for this situation is a chain with modules described by Berkovich et
al. potentials with the same parameters for all the modules, with the exception of the
contour length of one of them. According to our theory, a critical velocity emerges
(8) and it may be observed because the unfolding of the unit that is different can be
easily identified in the FEC, see below.

Let us consider an example of a possible real experiment for a polyprotein with
N = 10 modules. We characterise the modules by Berkovich et al. potentials with
parameters,

P =0.4nm, L, =30 nm, R.=4nm, (18a)
b=2, U, =100 pN nm, kT = 4.2 pN nm, (18b)

and the friction coefficient y = 0.0028 pN nm~'s [16]. We call this system M, ,: since
all the modules are equal in M, it is not a very interesting system from the point
of view of our theory. Nevertheless, we can consider a mutant species M’10 that is
identical to M, except for the module located in the first position (the fixed end),
which has an insertion adding A4 to its contour length. Our theory gives an estimate
for the critical velocity v, by using (8).

In Fig. 4, we compare the theoretical estimate for the critical velocity with the
actual critical velocity obtained by integration of the dynamical system (13). Specifi-
cally, we have considered a system with spring constant k. = 100 pN/nm. The numer-
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Fig.4 Critical velocities for M’  systems. The parameter 4 stands for the additional contour length
of the first module. Numerical values (circles) are compared with two theoretical estimates: “com-
plete” (dashed line) and linear (solid line)

ical strategy to determine v, has been the following: starting from a completely folded
state we let the system evolve obeying (13), with a “high” value of v, (well above the
critical velocity), up to the first unfolding. We tune v, down until it is observed that
the first module that unfolds is the weakest one: this marks the actual critical veloc-
ity. There are two theoretical lines: the solid line stems from the rigorous application
of (8), with 6f; given by (17), and v, is a linear function of £, whereas the dashed line
corresponds to the substitution in (8) of £6f;(x) by U{ (x; L.+ A) = U'(x; L), with-
out linearising in the asymmetry &. Note the good agreement between theory and
numerics, specially in the “complete” theory where, for the range of plotted values,
the relative error never exceeds 5%. Interestingly, the computed values of the critical
velocity lie in the range of typical AFM pulling speeds, from 10 to 10* nm/s [22].

Below v,, it is always the weakest unit that unfolds first. Above v, the unit that
unfolds first is the pulled one. For the sake of concreteness, from now we consider
an specific molecule M’1 0 fixing 4 = 2 nm. Using the linear estimation (17) in (8),
we get a critical velocity v, ~ 16 nm/s that, as stated above, is in the range of the
typical pulling speeds in AFM experiments.

In Fig. 5, we plot the extension of each unit vs the total extension g, — g, in our
notation (X in Fig. 1), which is a good reaction coordinate [23]. We have numerically
integrated Eq. (13) for two values of v,: one below and one above v, namely v, = 10
nm/s and v, = 22 nm/s. The red trace stands for the weakest unit extension whereas
the blue one corresponds to the pulled module. We can see that, for v, = 10 nm/s <
v., the first unit that unfolds is the weakest one, whereas for v, = 22 nm/s > v, that
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Fig. 5 Evolution of the extensions of the different units as a function of the length of the system
gy — q, in a pulling experiment. The potential parameters are given in Eq. (18), and the pulling
speeds are vy = 10 nm/s < v, (top) and v, = 22 nm/s > v, (bottom). The stiffness is k. = 100
pN/nm, which lies in the range of typical AFM values. The red line corresponds to the weakest
unit and the blue line to the pulled one

is no longer the case. Specifically, the first unit that unfolds is the pulled one, and the
weakest unfolds in the 4-th place.

The plots in Fig. 5 are the most useful in order to detect the unfolding pathway
of the polyprotein. Unfortunately, they are not accessible in the real experiments, for
which the typical output is the FEC. Thus, we have also plotted the FEC in order to
bring to light the expected outcome of a real experiment. In Fig. 6, we show the FEC
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Fig. 6 Top: FEC for the pulling experiment in Fig. 5. Two pulling speeds are considered, specif-
ically v, = 10 nm/s (subcritical, solid) and v, = 22 nm/s (supercritical, dashed). Bottom: zoom of
the region of interest, showing the shift between the peaks stemming from the increased contour
length of the mutant module

for the two considered velocities in the same graph (solid line for the lower speed
and dashed line for the higher one).

The FECS in Fig. 6 are superimposed until the first force rip, which corresponds
to the first unfolding event (that of the mutant module for the slower velocity and that
of the pulled unit for the faster one). As the mutant unit has a longer contour length
than the rest, a shift between the curves in the next three pikes is found, because
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the effective contour length of the polyprotein has an extra contribution of 2 nm.
Reasonably, for the higher velocity, this shift disappears when the mutant module
unfolds, and the curves are once again superimposed. This plot clearly shows how
the existence of a critical velocity in a real experiment could be sought.

6 Conclusions

We have provided a useful theoretical framework in the context of modular proteins
or, in general, of biomolecules comprising several units that unfold (almost) inde-
pendently. Therein, according to our theory, it should be possible to find the emer-
gence of a set of critical velocities which separate regions where the first module that
unfolds is different. Although we focus on the biophysical application of the theory,
it is worth highlighting that similar models are used in other fields. Many physical
systems are also “modular”, since they comprise several units [24], and thus a similar
phenomenology may emerge. Some examples can be found in studies of plasticity
[25, 26], lithium-ion batteries [27, 28] or ferromagnetic alloys [29].

The development of our theory has shown that the position and value of the elastic
constant k, of the length-controlled device is roughly irrelevant for the existence and
value of the critical velocities. The derived expressions for the critical velocities are,
to the lowest order, independent of the spring position and stiffness. Notwithstand-
ing, our theory completely neglects the noise contributions and thus the units unfold
when they reach their limit of stability, that is, at the force for which the folded basin
disappears. This is expected to be relevant for biomolecules that follow the maximum
hysteresis path, using the same terminology as in [9, 24], completely sweeping the
metastable part of the intermediate branches of the FEC.

The numerical integration of the evolution equations for a realistic potential point
out that our proposal for an experiment is, in principle, completely feasible. There-
fore, our work encourages and motivates new experiments, in which the predicted
features about the unfolding pathway of modular biomolecules could be observed.
Finally, the discussion in the previous paragraph on the relevance of thermal noise
makes it clear that an adequate choice of the biomolecule is a key point when trying
to test our theory.

Acknowledgements We acknowledge the support of the Spanish Ministerio de Economia y Com-
petitividad through Grant FIS2014-53808-P. Carlos A. Plata also acknowledges the support from
the FPU Fellowship Programme of the Spanish Ministerio de Educacion, Cultura y Deporte through
Grant FPU14/00241. We also thank Prof. P. Marszalek’s group for sharing with us all their knowl-
edge and giving the opportunity to start exploring AFM experiments during a research stay of Carlos
A. Plata at Duke University in summer 2016, funded by the Spanish FPU programme. Finally, we
thank the book editors for their organisation of the meeting at the excellent BIRS facilities in Banff,
Canada, in which a preliminary version of this work was presented in August 2016.



Modelling the Unfolding Pathway of Biomolecules: Theoretical Approach ... 151

References

18.
19.
20.
21.

22.
23.

24.
25.
26.
217.
28.
29.

F. Ritort, J. Phys, Condens. Matter 18, R531 (2006)

D. Kumar, M.S. Li, Phys. Rep. 486, 1 (2010)

P.E. Marszalek, Y.F. Dufréne, Chem. Soc. Rev. 41, 3523 (2012)

T. Hoffmann, L. Dougan, Chem. Soc. Rev. 41, 4781 (2012)

M. Carrién-Vazquez, A.F. Oberhauser, S.B. Fowler, P.E. Marszalek, S.E. Broedel, J. Clarke,
J.M. Fernandez, Proc. Natl. Acad. Sci. USA 96, 3694 (1999)

T.E. Fisher, P.E. Marszalek, J.M. Fernandez, Nat. Struct. Biol. 7, 719 (2000)

C. Hyeon, R.I. Dima, D. Thirumalai, Structure 14, 1633 (2006)

A. Prados, A. Carpio, L.L. Bonilla, Phys. Rev. E 88, 012704 (2013)

L.L. Bonilla, A. Carpio, A. Prados, Phys. Rev. E 91, 052712 (2015)

. M.S. Li, S. Kouza, J. Chem. Phys. 130, 145102 (2009)
. C. Guardiani, D. Di Marino, A. Tramontano, M. Chinappi, F. Cecconi, J. Chem. Theory Com-

put. 10, 3589 (2014)

. M. Kouza, C.K. Hu, M.S. Li, A. Kolinski, J. Chem. Phys. 139, 065103 (2013)
. C.A. Plata, F. Cecconi, M. Chinappi, A. Prados, J. Stat. Mech. PO8003 (2015)
. N.G. van Kampen, Stochastic Processes in Physics and Chemistry (North-Holland, Amster-

dam, 1992)

. G. Hummer, A. Szabo, Biophys. J. 85, 5 (2003)
. R. Berkovich, S. Garcia-Manyes, M. Urbakh, J. Klafter, .M. Fernandez, Biophys. J. 98, 2692

(2010)

. R. Berkovich, R.I. Hermans, I. Popa, G. Stirnemann, S. Garcia-Manyes, B.J. Bernes, J.M.

Fernandez, Proc. Nat. Acad. Sci. 109, 14416 (2012)

L.L. Bonilla, A. Carpio, A. Prados, EPL 108, 28002 (2014)

J.F. Marko, E.D. Siggia, Macromolecules 28, 8759 (1995)

Q. Li, Z.N. Scholl, P.E. Marszalek, Angew. Chem. Int. Ed. 53, 13429 (2014)

I. Schwaiger, A. Kardinal, M. Schleicher, A.A. Noegel, M. Rief, Nat. Struct. Mol. Biol. 11, 81
(2003)

J.L.R. Arrondo, A. Alonso, Advanced Techniques in Biophysics (Springer, 2006)

G. Arad-Haase, S.G. Chuartzman, S. Dagan, R. Nevo, M. Kouza, B.K. Mai, H.T. Nguyen, M.S.
Li, Z. Reich, Biophys. J. 99, 238 (2010)

1. Benichou, Y. Zhang, O.K. Dudko, S. Givli, J. Mech. Phys. Solids 95, 44 (2016)

I. Mller, P. Villaggio, Arch. Ration. Mech. Anal. 65, 25 (1977)

G. Puglisi, L. Truskinovsky, Contin. Mech. Thermodyn. 14, 437 (2002)

W. Dreyer, J. Jamnik, C. Guhlke, R. Huth, J. Moskon, M. Gaberscek, Nat. Mater. 9, 448 (2010)
W. Dreyer, C. Guhlke, M. Herrmann, Contin. Mech. Thermodyn. 23, 211 (2011)

I. Benichou, E. Faran, D. Shilo, S. Givli, Appl. Phys. Lett. 102, 011912 (2013)



The Geometry of Most Probable )
Trajectories in Noise-Driven Dynamical L
Systems

John C. Neu, Akhil Ghanta and Stephen W. Teitsworth

Abstract This paper presents a heuristic derivation of a geometric minimum action
method that can be used to determine most-probable transition paths in noise-driven
dynamical systems. Particular attention is focused on systems that violate detailed
balance, and the role of the stochastic vorticity tensor is emphasized. The general
method is explored through a detailed study of a two-dimensional quadratic shear
flow which exhibits bifurcating most-probable transition pathways.

Keywords Bifurcating transition paths - Geometric action - Detailed balance
violation

1 Introduction

In the final chapter of Feynman and Hibbs’ classic text on path integrals [1], the
scattering of a fast particle from nucleii in a slab of material is examined in order
to answer the question: what is the most probable path of the particle from emitter
to detector? The relative probabilities of noise sequences which produce paths with
the required endpoints can be represented as a functional of the paths themselves.
The variational characterization of the most probable path is closely analogous to
least action paths in mechanics, or geodesic paths in geometry (a special case of
the former). Independently, a rigorous theory of most probable paths in stochas-
tic dynamical systems was developed by Wentzell and Freidlin [2, 3], and subse-
quently elaborated and explored by many others, see e.g. [4]. Additionally, a similar
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formalism for treating large noise-induced deviations has been applied more recently
to spatially-extended hydrodynamic models [5, 6].

In applications to concrete problems, physicists [7, 8] often employ the Legendre
transformation to convert the Lagrangian formulation of most probable paths into
an equivalent Hamiltonian formulation. Here we retain the Lagrangian formulation,
to see very directly some geometric aspects of most probable paths (see Sect. 2).
A geometrical characterization of most probable paths was recently introduced by
Heymann and Vanden-Eijnden [9-11], and we recapitulate aspects of their treatment
in the language of classical mechanics at the level of a typical physics graduate course.
A chief advantage is that there are very clear expressions of some common insights:
in the small noise limit, almost all paths with fixed endpoints closely follow the most
probable path in an almost deterministic manner. Furthermore, the speed along the
most probable path is the deterministic speed. As the noise decreases, the transit time
between endpoints remains fixed, but the expected time between successful transits
becomes exponentially large.

In Sect. 3, we discuss the geometric meaning of detailed balance, a fundamental
notion from statistical physics. The traditional meaning of detailed balance, or its
breaking, is framed in terms of the probability current in the Fokker-Planck equation:
“fence off”” abounded region of state space with the impermeable boundary condition,
and allow the probability density to relax to a steady state within that region. For a
detailed balance system, the probability current vanishes identically, and there is a
potential energy function so that the equilibrium probability density is proportional
to a Boltzmann factor with this potential. If detailed balance is broken, the steady
probability current is divergence-free, as it must be, but does not vanish identically
[12, 13]. We review how this traditional characterization of detailed balance restricts
the velocity field and noise tensor of the stochastic dynamics, so that the stochastic
vorticity tensor vanishes. Furthermore, there is a connection to the geometry of most
probable paths: in detailed balance systems, the “backward” path associated with an
interchange of the starting and destination endpoints is the reversal of the original
“forward” path. If detailed balance is broken, this reversibility is broken. In this case,
the path from starting to destination point and then back again to the starting point
forms a loop, and the sense of rotation around the loop is determined by the vorticity
[14, 15].

2 The Geometric Action

We begin by reviewing the statistics of noise driven trajectories, in the spirit that
was formulated many years ago by Feynman and Hibbs [1]. The state space is R,
and trajectories are curves X = X(f) in state space parametrized by time ¢. The x(#)
satisfy a Langevin equation

X —u(x) = J/eow(?). (1)
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Here, u(x) is a given flow vector field on state space, the components of w(z) are
independent unit white noises, and o is a noise tensor, assumed uniform and constant.
¢ > 0 is a gauge parameter, so we can formalize the small noise limit ¢ > 0. The
Langevin equation (1) with uniform and constant noise tensor o is physically appro-
priate when the noise represents external forcing as a function of time, by degrees
of freedom not included in x.

The trajectories we consider are solutions of (1) which pass through two given
points a and b of state space in succession. There is no restriction on the time of flight
T from a to b. Due to autonomy, we can set the origin of time so x(0) = a. Then
x(T) = b. The essential idea is that the relative probability of such a trajectory from
a to b is the same as the relative probability of the white noise w(#) in0 <t < T
which produces it. The relative probability of a noise sequence w(¢) in0 < ¢ < T is
expressed formally as

o=t Jy IwPdr @)

For the intuition behind (2), model the sample space of white noisesin(0 < ¢t < T by
piecewise constant functions. Any one component of w(¢) is represented by w(t) =
w;in (j — 1)At <t < jAt. Here, the time increment is At = % for some positive
integer N. There are N time intervals of piecewise constant w(¢) in 0 < t < T. The
constant values of w(¢) in different time intervals are statistically independent, and
the probability density of each w; is proportional to the Gaussian

%) — e—%u}_/-zAt (3)

’

with mean square %. Due to the independence of the w; for different j, the prob-
ability density in the RY of N -tuples (wy, ...wy) which characterize whole noise
sequences in 0 < ¢ < T is the product of the Gaussians (3),

e 10w AL 4)
We now see that the formal integral (2) is a shorthand reminder of this construction.

The choice of mean square % for each w; gives the correct behavior of the Brownian
motion,

B(t) := / w(t)dt'. (5)
0
Att = nAt, we have
2
(B*(1)) = n(E)(m)2 =2nAt = 2t. (6)

In this little review, we have presented (2) as the relative probability of noise
sequences subject to no constraints. The noise sequences w(#) which actually pro-
duce a trajectory with starting point a and endpoint b are in a restricted class—i.e.,
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they must obey the boundary conditions, and we assume that the relative probabilities
within this restricted class are still characterized by (2).

The relative probability (2) is converted into a functional of the trajectory x = x(¢)
in 0 < t < T simply by “solving” the stochastic differential equation (1) for w(z),

1.
w()=—0" (x—u), (7

/e

and substituting this w(#) into (2). The relative probability is thereby expressed as
e{Slx(f)l’ (8)

where S[x(?)] is the stochastic action functional, given by

T
S[x()] := % / (x—u) - D% —u)dt. 9)
0

Here,
D:=oco" (10)

is the diffusion tensor associated with the noise tensor o. In this whole train of
thought, we are assuming that o is invertible [11].

The global minimizer x(¢) of the action (9) is called the most probable trajectory.
The minimization of the action determines the geometric curve C that x(t) traces out
the path from a to b, and also the time sequence of positions along C. In particular,
the flight time T is precisely determined by (21) below. The traditional analysis
[8] begins with the Euler-Lagange equation of the action (9), with T fixed. The
Lagangian is

1

L(X,V:=X):= Z(v-u)-D*‘(v—u). (11)

Due to autonomy, there is a conserved “energy”

1 —1 —1
h(x,v):v~VVL—L:Z(VoD v—u-D u). (12)
Some presentations carry out a Legendre transformation from Lagrangian to Hamil-
tonian dynamics [8, 16]. Here, we stay within the Lagrangian framework. Think
of D! as the metric tensor of the R in which x and u live. The associated inner
product is

feg:=D'f.g (13)

and the squared “length” of f is

If|?> :=fof. (14)
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In geometric notation, the action (9) is

1 T
SZZ/ X — u|?ds
0
1 T
:Z/ (Xex—2uex+ueu)ds
0
1 T ) ) 1 T
= Z/ (IxI” = 2Ix[[u| + |u] )dt+§/ (lal[x] —wex)dr,
0 0

or, finally,
1T 5 Lt :
S=- (x| — Ju])°dt + = (Ju||X| — u e X)dt. (15)
4 Jo 2 Jo

The first integral on the right hand side achieves its minimum value of zero if the
speed |x(¢)| of the trajectory matches the speed |u(x(¢))| of the deterministic flow,

1X(0)| = lu(x(®))]. (16)

Given (16), the action (15) reduces to

1 T
S = —/ (Ju||X| — u e X)dt. a7
2 Jo
In (17), we recognize
dx = xdt, (18)
and
ds = |dx| = |x|dt. (19)

as increments of displacement and arclength in elapsed time dt, respectively. Hence,
the action (9) reduces to a geometric line integral along the curve C connecting a
tob,

S = l/(|u|ars —uedx). (20)
2 Jc

In summary, the most probable trajectory x(¢) from a to b proceeds with deterministic
speed as in (16), and the geometric curve C traced out by x(¢) minimizes the line
integral (20).

We acknowledge some collateral insights: since the speed along C is the deter-
ministic speed, the time of flight from a to b is

T:/ ds. @1
¢ u]
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A further consequence of (16) is that the most probable trajectory lives on the null
surface of the energy (12) in X, X space. In geometric notation, (12) reads

h= SO%P — ) 22)

and (16) implies & = 0. In the important special case where the most probable paths
connect critical points, we can deduce directly that 7 = 0 and hence |X| = |u| because
x and u both vanish at critical points. But the null Hamiltonian character of most
probable paths is more general. In the preceeding argument, we have seen that the
speed along the least action flucatuational path between any two endpoints equals the
deterministic speed. Hence the null Hamiltonian character of most probable paths
applies to any pair of endpoints, be they critical or not.

The propagation along C at deterministic speed seems deeply peculiar when we
reflect that it is an asymptotic result of the small noise limit ¢ — 0. Notice that
we can halve the noise amplitude, and half the noise still drives the same speed
of propogation along C. Here is another collateral insight: A change in ¢ can be
absorbed by scaling the diffusion tensor D. Look at the contribution to the time of
flight T from a small segment dx of C. The increment of arclength is

ds = v D~'x - xdt, (23)
the speed is
lul =+vD u-u, (24)

and it is clear that the scaling of D does not change the time increment dt = I%

A qualitative explanation might go like this: The noise induced sequence of kicks
that drives the speed |u| must have some “winning” combination of strength and
unidirectionality, and it must last throughout the flight time 7. As the noise ampli-
tude goes to zero, the time duration of a “winning streak™ (x(¢) goes from a to b)
remains near 7, cf. (21), but the expected time between winning streaks becomes
exponentially large.

3 Broken Detailed Balance and the Geometry of Least
Action Paths

We begin with some details behind the overview of detailed balance in the intro-
duction. Let p(x, t) be the ensemble probability density. The probability current
generated by the stochastic dynamics (1) is

J:=pu— DVp. (25)
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Here, u(x) is the velocity field of the stochastic differential equation (1), and D is
the diffusion tensor (10). Take a bounded region & of state space, and impose the
impermeable boundary condition, J - n = 0 on 9. Then the probability density in
Z asymptotes to a time independent steady state p = p(x). In a detailed balance
system, the probability current is not only divergence-free, but vanishes identically,
SO

pu= DVp (26)

throughout Z. It follows from (24) that
V(ogp) =D 'u (27
or, equivalently, the stochastic vorticity tensor §2, with components
2;j:=9;(D""w); — (D" 'w);, (28)

vanishes.

To see the role of vorticity in the geometry of most probable paths, we write down
the variational differential equation of the geometric action (20). Let x = x(s) be the
parametric representation of a most probable path with respect to the arclength s.
Then, the variational equation is

L up ) _ vy = o (29)
ds ds s’

Evoking the close analogy to geometric optics [17], any curve traced out by a solution
of (27) is called a ray. The LHS of (27) is invariant under orientation reversal (s —
—s), but the RHS changes sign if the vorticity is nonzero. Hence, the forward and
backward paths between two endpoints in a region of nonzero vorticity are generally
not reversals of each other. The addition of forward and backward paths makes a
closed loop, whose orientation is determined by the vorticity tensor.

A simple local analysis of rays informs the structure of forward plus back-
ward loops whose endpoints are close to each other. Let C : x = X(s) be a curve
parametrized by arclength s. Set the origin of arclength so as to mark a given point
X on C. In the Taylor series of x(s) as s — 0, we have

x(s) = X +x'(0)s + %x”(O)s2 + 0(sY), (30)

where the tangent x'(0) at X is a unit vector, |x'(0)] = 1 (since the expansion is
with respect to arc length), and the second derivative is orthogonal to the tangent,
x'(0) e x”(0) = 0. If x"(0) # 0, we see that C near X is asymptotic to a parabola in
the plane spanned by x'(0) and x”(0). Now look at two particular rays C, : X, (s)
and C_ : x_(s) which meet at X at s = 0, with opposite and equal tangents, t:=
x/, (0) = —x’_(0). From the ray equation (27), it follows that the vorticity induces a
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difference of second derivatives,

[x"(0)] := x/.(0) — x"(0) = %D.Qf. (31)

To see this, we evaluate (27) at s =0 to obtain |u|D~'x"(0) + (x'(0) - V)|u|
D~'X'(0) — V|u| = £2x/(0). Note that the second and third terms on the LHS of
this equation are invariant under reversal, (s — —s). Thus, taking differences evalu-
ated along C; and C_, we can write [u| D' [x"(0)] = £2[x'(0)] = 2£2t, from which
(29) follows directly.

The antisymmetry of §2 implies that [x”(0)] is orthogonal to t, as it must be,
since x/ (0) and x” (0) are. For 2t # 0, we can visualize C, and C_ near X as
two parabolas tangent to each other at X, but bending in different planes, C in
the plane of t and x/; (0), and C_ in the plane of t and x” (0) as shown in Fig. 1.
Now take two endpoints a and b close to X, and take t to be parallel to b — a. By
small translations of the parabolas in Fig. 1 in the —xl (0) and —x” (0) directions,
we can asymptotically construct the forward plus backward loop with these end-
points. Pictorially, the difference x' (0) — x” (0) corresponds to the “openness” of
the constructed fluctuation loop as shown in Fig.2. The dashed vector marks the
displacement between the turning points of the a to b and b to a parabolas; it is
proportional to [x”(0)] = %D.Qf.

In two dimensions, we can develop further intuition. In that case, the vorticity
tensor takes the form

Fig. 1 Illustration of %,"(0)
trajectories C4 and C_
which just touch at position
X with oppositely directed
tangent vectors

x."(0)

Fig. 2 Illustration of -X."(0)
“forward” and “backward” —

loops for endpoints a and b
in the neighborhood of X,
obtained by translating Cy in a b

the —x// (0) direction and C_
in the —x” (0) direction

~>

-%,"(0)
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Fig. 3 Depiction of forward ()
and backward loops in the
two-dimensional case

0 —w
gz[wo] (32)

where @ 1= 3;(D"'u), — 8,(D ')y, is the scalar vorticity. For w > 0, (27) is the
generator of a counterclockwise rotation. Figure 3 is the two dimensional version of
Fig. 2, drawn assuming scalar diffusion (D proportional to the identity) and w > O.
The counterclockwise circulation around the loop agrees with the counterclockwise
rotation associated with the vorticity. This is the choice you would make to reduce
“headwinds” and thereby reduce the stochastic action.

4 Vorticity-Induced Bifurcations

The global effects of vorticity-induced bending of rays are most simply displayed in
a class of two-dimensional examples we call pure shear: we have isotropic diffusion
D = I, and the flows u on R? are

u=u(y)y, (33)

where the velocity profile u(y) is a given positive function. The x-component of the
ray ODE (27) is

d dx ,ody
—u—) = -, 34
ds(uds) M(Y)ds (34)
which has the first integral
dx
u(y)(1 — d_) = 0 = constant. 35)
s

(33) is analogous to Snell’s law in optics: that is, ‘é—’s‘ = cos 6, where 6 is the local
angle of the ray with respect to X. Hence, (33) implies that 6 changes with elevation
y due to gradients of the velocity profile u(y). In this sense, we have “refraction by
shear.” Due to the first integral (33), the geometric action of a ray C has the simple
expression



162 J. C. Neu et al.
d

S = / uds — udx = / u( = Nyas =oL, (36)
C C dS

where L is the arclength of C. Deterministic paths are immediately recognized from
the effective Snell’s law (33) and (34): The geometric action vanishes if the constant
o is zero, and then % = 1, which corresponds to horizontal straight lines oriented
to the right. These lines are the obvious integral curves of the shear flow.

Next, we examine rays that undergo a net displacement in the negative x-direction,
which is “against the wind.” By the mean value theorem, such a ray must have a
turning point X,, where ‘;—’; = —1. Evaluating (33) at the turning point, we have
o = 2u, = 2u(y,), where y, is the elevation of the turning point. Hence, (33) can

be written as 4
Ml (37)
ds

and the geometric action becomes
S =2u,L. (38)

We can determine a governing equation for the vertical component y(s) of x(s), by
evoking the geometric identity (‘é—f)2 + (%)2 = 1, and using the effective Snell’s
law (35):

u%fl—y)z = du, (u(y) — u). (39)
S

Since u(y) is the deterministic speed along the ray, we recognize u-<- as the time

derivative %, and we write (35) and (37) respectively as -
X =u(y) — 2uy, (40)
V= du(u(y) = ). (41
The second equation is the first integral of the second order differential equation
V= duu' (). (42)
Here, —u’(y) is the scalar vorticity of the shear flow, so (40) directly expresses
“bending by vorticity.”

We can construct rays explicitly for the instructive case of quadratic shear flow,
with

1
u(y) =50 +e%, (43)
where ¢ is a positive parameter. The minimum positive x-velocity happens along

the x-axis. We expect that rays with a start to finish displacement in the negative
x-direction bend toward the x-axis, to take advantage of the reduced headwind there.
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Such a ray must have a turning point. By the x and ¢ translation invariance of (38)
and (39), we can use the turning point to mark the origins of x and ¢, so we have
initial conditions x (0) = 0, y(0) = y,, y(0) = 0. The solutions of (38, 39) with these
initial conditions are

y = y(t, y:) = y«coshr, (44)

2 /v.2 4 o2
x=x(t,y,) = L(coshr sinht — 1) — y*——l—sr. 45)
4,/ + &2 2

Here, 7 is the scaled time

T =/ V2 + &2t (46)

For each value of y, we obtain a corresponding ray represented by a parametric curve

X(t) = x(t, y)X + y(t, y.)y. (47)

We present a pictorial narrative of these rays for the case ¢ = 0.3, and this shows
how segments of rays produce net displacements in the negative x-direction. Figure 4
shows the ray with turning point elevation y, = 1. The most striking feature is the
teardrop-shaped loop with counterclockwise orientation. The “teardrop” persists for
all y, > 0. From (38), we see that the vertical tangents happen at the elevation y for
which the shear velocity u(y) is twice as high as at the elevation of the turning point.
As y, — 0, the bottom of the teardrop between the vertical tangents flattens out into
a long, left-oriented segment close to the x-axis. We see this in Fig. 5, which depicts
the ray with y, = 0.01.

A ray which interpolates between given starting and ending points a and b is
called a connector. We examine the connectors with

Fig. 4 Transition path ray
for the case y, = 1 and
e=03
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Fig. 5 Transition path ray 3
for the case y, = 0.01 and
e=03

2 -

[, . [, .

a_2x+y,b_ 2x+y, (48)
which makes a net displacement of length / in the negative x-direction. These con-
nectors are segments of the “teardrop,” symmetric about the x-axis. Given /, there
are discrete choices for the turning point elevations y, of possible connectors. Let
T = 1, > 0 be the value of scaled time marking the ending point b. By symmetry,
T = —1; marks the starting point a, and the connector passes through the turning
point y,y at T = 0. At T = 15, the elevation y is unity, so (42) implies

yyecosht, = 1. 49)

Given 0 < y, < 1, we solve for 13,

14+ /1—y2

7, = log (50)
Y
The actual time of flight from a to b is
2 2 1+1—y2
T—— "% log Y (51)
Viite  Jy+e ys
Att = —75, x = £, and then (43) implies
Ji 2 /v2 + 82
— = y—*(rb — cosh 7, sinh 73,) + y*—rb. (52)
2 4/y2 42 2
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Fig. 6 Plot of Eq. (53) 1.2
showing the allowed values

of y, as a function of / and

& = 0.3. The turning point at

I, corresponds to a

saddle-node bifurcation in 0.8
which two transition paths
with endpoints a and b y*
collide and annihilate
04r1
l.=0.51
0-2 -1 1 2

Substituting for 7, from (48), this reduces to

»2 g[1+m]_ 172 3

Vi 2 yf+82'

l=(/y2+e*+

The graph of y, versus [/ in Fig.6 based on (51) is plotted with ¢ = 0.3, but is
qualitatively correct for 0 < ¢ << 1. For connectors with a net displacement in the
negative x-direction, the relevant portion of this graph has/ > 0, marked by the solid
curves. There are three branches of roots for y, as functions of /, which we’ve labeled
1,11, and iii. Branches i and ii coelesce in a saddle-node bifurcationas/ — [. >~ 0.51.
Furthermore, the branches i and ii have definite limits as ¢ — 0, and the saddle-node
bifurcation survives with /., — 0.4852. Figure7 depicts the connecting pathways
corresponding to branches i, ii and iii for ¢ = 0.3.

Which connector has the smallest geometric action? We can compute the arclength
L of connectors, and then their geometric actions from § = 2u, L as in (36). Since
u = u(y) is the speed along a ray, the arclength of a connector C is

L= / udt = /(x +2u)dt = —1 + 2u,T. (54)
C C

Substituting into (42) the time of flight 7 from (49), and / from (51), we obtain for
the action

/2 + 2 1+ /1=32
S= YT (2 o2y LEVITY i) (55)

2 Vi
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Fig. 7 Plot of the three 1.5
connector solutions

corresponding to the three

branches of Fig.6 for/ = 0.3

and ¢ = 0.3

0.5t

From (53), we find that the shorter branch i connector has the smallest geometric
action. Apparently, the branch ii connector is a stationary point of geometric action,
but not a minimum.

Branch iii in Fig.7 and its corresponding connector persist for all / > 0. In the
limit ¢ — 0, branch iii of the y, versus [ relation is asymptotic to

y*~2exp[—%—£]. (56)

Figure 7 depicts the branch iii connector for ¢ = 0.3. The branch iii connector has a
singular structure as ¢ — 0. In particular, its arclength diverges like

1
L~—-+1 (57)
€

Its geometric action is asymptotic to
S ~e. (58)

In the limit ¢ — O with [ fixed, we see that the branch iii connector is the most
probable path, beating out connector i, for 0 < / < [.. The “strategy” of of connector
iii is clear: Descend from y = 1 to the x-axis, stay close to the x-axis for a long
time, and finally ascend back up to y = 1. In this way, the resistance against the
deterministic flow is minimized. The descent and ascent branches have little cost,
because they are almost parallel to the deterministic flow. Most of the leftwards
motion happens along the segment close to the x-axis, where the headwind is small.

We expect that as we close the gap between a and b by decreasing /, we’ll even-
tually find / = [, so that the branch i connector becomes the most probable path for
0 <l < I,. By an elementary calculation, we find [, ~ ¢ as ¢ — 0.



The Geometry of Most Probable Trajectories in Noise-Driven Dynamical Systems 167

5 Conclusions and Future Directions

The breaking of detailed balance is “made visible” by the splitting of forward and
backward most probable paths between two fixed endpoints. This is a first hint that
detailed balance and its breaking can be inferred directly from recorded histories of
a stochastic dynamical system, in a suitable space of observables. A first “obvious”
proposal, while achievable in principle, may often be difficult to implement in prac-
tice: this involves collecting records of trajectories that connect two small regions
around given endpoints, and observing directly the aforementioned splitting between
forward and backward paths. At small noise levels, there are long waits to collect
these trajectories, and then you might want to have many of them for averaging. It
would be much better if detailed balance or its breaking can be detected by some
simple processing of data from a few, or even one trajectory. Such a procedure in
fact exists. It has been fully developed by the authors for linear stochastic dynamical
systems, and numerically tested for a simple circuit example [15]. More recently,
we’ve found that its nonlinear generalization is straightforward and that story will
get its own paper [18].
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Studies of Fluid Adsorption L
on Nanopatterned Planar Surfaces

Peter Yatsyshin and Serafim Kalliadasis

Abstract This contribution is based on our talk at the BIRS Workshop on
“Coupled Mathematical Models for Physical and Biological Nanoscale Systems
and Their Applications”. Our aim here is to summarize and bring together recent
advances in wetting of nanostructured surfaces, using classical density-functional
theory (DFT). Classical DFT is an ab initio theoretical-computational framework
with a firm foundation in statistical physics allowing us to systematically account
for the fluid spatial inhomogeneity, as well as for the non-localities of intermolec-
ular fluid-fluid and fluid-substrate interactions. The cornerstone of classical DFT,
is to express the grand free energy of the system as a functional of its one-body
density, thus generating a hierarchy of N-body correlation functions. Unconstrained
minimization of a properly approximated free-energy functional with respect to the
one-body density then yields the basic DFT equation. And since most macroscopic
quantities of interest can often be cast as averages over a one-body distribution, this
equation provides a very useful and accessible computational tool. Indeed, there has
been a rapid growth of classical DFT applications across a broad variety of fields,
including phase transitions in solutions of macromolecules, interfacial phenomena,
and even nucleation. Here we attempt to give a taste of what simple equilibrium
DFT models look like, and what they can and cannot capture, as far as wetting on
chemically heterogeneous substrates is concerned. We review recent progress in the
understanding of planar prewetting and interface unbending on such substrates and
compute substrate-fluid interfaces and wetting isotherms.
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1 Introduction

In the past few decades, high demand for nanoscale technological processes, as well
as understanding of the intricate physics associated with the behaviour of matter at
the nanoscale, has led to rapid growth of the field of soft condensed matter. Originally
regarded as part of chemical and statistical physics, today soft condensed matter is a
truly cross disciplinary area which involves physicists and applied mathematicians,
as well as engineers, chemists and biologists on the academic front, and industrial
scientists and engineers on the applied front. Soft matter problems range from liquid
adsorption and wetting in fluids [1-3] and self-assembly and structural transitions
in colloids, polymers, liquid crystals and charged fluids [4—7] to equilibrium and
kinetics of phase separation and formation of interfaces and thin films [8, 9]. In
chemical and bioengineering, statistical mechanical models incorporating fluid inho-
mogeneities at small scales are used to understand and improve various technological
processes, e.g., design and operation of miniature lab-on-a-chip chemical reactors
and nanofluidic devices [10—12], DNA separation [13], vapor-liquid-solid growth of
semiconductor nanowires [14, 15], capillary filling of microchannels and adsorp-
tion in nanoporous materials [16, 17], design of nano-patterned superhydrophobic
surfaces and surfaces with controllable wetting properties [18-20].

Soft matter systems typically involve multiple length and time scales. Therefore
their description naturally calls for the development of statistical mechanical mod-
els which offer a middle ground between purely atomistic and continuum models, in
terms of both computational efficiency but also fundamental scrutity. In general, equi-
librium statistical mechanical systems of N constituent interacting particles are fully
described by providing the configurational N-body distribution function. However,
many observables of interest, such as the number density, magnetisation, charge dis-
tribution, pressure, compressibility and so on, can be quite adequately approximated
as averages involving only one- and two-body distributions, defined as integrals of
the N-body distribution over N-1 and N-2 sets of particle coordinates, respectively.
Since in many cases, the two-body distribution can also be reliably approximated as
a one-body distribution of a system subject to a specially defined external potential,
a general framework for approximating the one-body distribution would be highly
valuable for describing soft-matter systems. This framework is provided by classical
density-functional theory (DFT).

The purpose of the present contribution—based on the presentation we gave at the
BIRS workshop at Banff on “Coupled Models for Physical and Biological Nanoscale
Systems and their Applications”—is to provide an example of constructing a compu-
tationally tractable, yet fully microscopic DFT approximation, and to illustrate its use
for one of the most ubiquitous problems in soft matter—interfacial phase transitions
in inhomogeneous fluids. We showcase the typical ingredients of a DFT approxima-
tion by constructing a simple, yet qualitatively reliable free-energy functional capable
of capturing the properties of a liquid-gas interface of a classical fluid in contact with
a solid, above the fluid bulk triple point. We show how the model constructed may be
used to systematically investigate wetting and adsorption at the interface of a chem-
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ically heterogeneous wall in contact with undersaturated gas. Although the scope of
this Chapter only allows us to discuss a particular regime, namely near the bound-
ary of planar pre-wetting [21], it suffices to illustrate the potential and versatility of
classical DFT methodology in soft matter and nano-science.

2 Classical DFT Philosophy

Historically, the original developments of the classical DFT formalism and its first
applications dealt with interfacial problems in the physics of fluids [22]. The vari-
ational principle underlying classical and quantum DFTs was derived by Kohn and
Hohenberg [23] for an inhomogeneous electron gas at zero temperatures, and gen-
eralised by Mermin [24] to include the effects of a finite temperature. According to
a theorem due to Mermin [24], given the values of the bulk thermodynamic fields,
temperature 7 and chemical potential u, there exists a grand canonical free-energy
functional §2 [p (r), T, ], which is minimised by the equilibrium one-body distri-
bution p (r) [25]. Moreover, the minimum of £2 [p (r), T, u] over all the one-body
distributions is the actual thermodynamic grand potential of the system. The many-
body distributions are generated within DFT by taking the functional derivatives of
2 [p(r), T, nu]withrespectto p (r) [26]. Therefore, the central problem of statistical
mechanics—approximating the N-body distribution function—can be reformulated
in terms of approximating £2 [p (r), T, u].

Significant progress has been made in the past three decades in constructing reli-
able and computationally tractable approximations for §2 [p (r), T, ] for different
classes of soft-matter systems: from fluids and fluid mixtures with coarse-grained
interactions and solutions of macromolecules, to porous media, biological systems
and even active matter [26—29]. The accuracy with which DFT allows one to approx-
imate various observables is often on par with fully atomistic molecular dynamics
simulations. At the same time, the computational cost required for solving the DFT
governing equations may be significantly less than that of simulations. In what fol-
lows, we consider a pedagogical example of a classical single component fluid.

Given u, T and the potential V (r) of an external body force acting on the fluid
molecules, the grand canonical free-energy functional is given by the Legendre trans-
form of the “intrinsic” free energy functional [22, 26, 30]:

2[p (0)] = Fin[p (1] +/drp (V) —w, (1

where the integration is carried out over the volume occupied by the fluid. The
intrinsic free energy functional Fj, [ o] does not depend on the external potential V (r).
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For many realistic fluids, the coarse-grained interparticle interactions are pairwise,
and given by the Lennard-Jones (LJ) potential:

o=@+

where ¢ and o control the well depth and the range of the potential, respectively. The
Lennard-Jones (LJ) potential describes competing attractive-repulsive interparticle
interactions, where the repulsions are sharp and short-ranged, and the long-ranged
attractions decay algebraically with distance, as do the ubiquitous dispersive dipole—
dipole interactions. The LJ potential (2) and its modifications can be used to describe,
among other systems, noble gases, solutions of globular proteins and charged colloids
[26, 28, 31, 32].

For attractive—repulsive interparticle potentials, Fi, [p] is often approximated fol-
lowing a perturbative approach, where the free energy of a purely repulsive fluid
of hard spheres (HS) of diameter o is used as a reference, and the mean-field free
energy of the pairwise attractions with the potential @, (7) is added as a perturbation
[22]. Thus, to first order in @, (7), we can write

Fulp (] = [ defia (o () + Fuclp 0]
1
+5 [ ar [0 @ p () gue (= 1) 3

where fia (p) = kgTp (In (A*p) — 1) is the configurainal free-energy density of the
ideal gas, kg and A are the Boltzmann constant and the thermal wavelength, respec-
tively, and Fy [po(r)] is the HS free energy functional. The expression for ¢, (r) can
be obtained from the full LJ potential (2) following the perturbative treatment. We
will use a simplification of the Barker—Henderson expansion [33]:

o

0, r=
Qe (F) = {(pLJ p s “4)

c.00 >0

where o is kept constant and equal to the HS diameter in Fy  [p (r)].

The exact HS free-energy functional Fy[p (r)] is not known, but numerous
approximations have been developed over the years, which allow one to balance
computational complexity with accuracy [26]. Some of the most accurate approxi-
mations for Fyg [p (r)] are built upon the semi-phenomenological Carnahan-Starling
equation of state for uniform HS fluids [34], which is equivalent to the following
expression for the configurational part of the free energy density:

n4—3n)

T n=mo’p/6. )

¥ (p) = kT
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Approximations for Fy [p(r)] based on Eq. (5) can be written in the following
general form [26, 35]:

Fis [p] = / drp (0 Y (5 (1), /() = / W (r=r)pm, (6

where the integration is carried out over the volume occupied by the fluid. The weight
W (r) can be chosen to reproduce the essential features of the HS pair correlation
function in the uniform limit. The latter can formally be obtained from Eq. (6) by
functional differentiation, and is also known from integral equation theories, such
as, e.g., the hypernetted chain theory, which gives rise to the famous Percus-Yevick
approximation for the HS pair-correlation function [36].

Since Fys [p(r)] is only a part of the full free-energy functional in Eq. (3), we can
choose to ignore the HS correlations altogether by setting

W) =68(), @)

where 6 (r) is the delta-function. This is commonly known as the local-density
approximation (LDA) [26, 30]. Although using LDA in the full functional (3) neglects
the excluded volume intermolecular correlations, its computational simplicity makes
it an attractive approximation for problems where the physics is determined by the
long-range asymptote of the intermolecular potential. In particular, a whole plethora
of physical phenomena involving wetting by liquid and capillarity are governed by
the attractive tails of the LJ potential (2) [21, 37], and using LDA in the HS part of
Fin [p (r)], allows one to investigate these phenomena with qualitative accuracy, and
at a low computation cost [38, 39].

On the other hand, the simplest DFT, which captures the essential feature of the
pair correlation function—the jump at the distance o—involves a simple weight
function W (r) = 4”% ©® (o — r) [40]. Including the excluded volume correlations
into the full functional (3) is necessary for describing layering and freezing in fluids.
The general method of systematically refining the weight W (r) to achieve a better
approximation for the uniform HS pair correlation function is known as the family
of weighted density approximations (WDAs) [26, 30, 36]. The weight functions of
highly accurate WDAs decay very slowly, and the procedure for obtaining them is
not straightforward [36]. The most accurate and theoretically tractable description of
HS fluids is achieved by the fundamental measure theory [41, 42], which uses three
weighting functions and can be applied to single- and multi-component HS fluids.
Moreover, the method can be used to construct accurate free-energy functionals for
fluids with rigid non-spherical particles.

For simplicity, the computations discussed in the following section are performed
with LDA in the HS part of the full functional (3). The DFT approximation based
on Egs. (1), (3)—(7) belongs to the family of random-phase approximations. Such
approximations become exact in the limit of soft interparticle potentials and high
fluid densities [26]. In the context of problems involving transitions at liquid-gas
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interfaces, this approximation is known to capture qualitatively the physics of wetting
at temperatures above the bulk triple temperature.

It is noteworthy that in recent years there have been several studies applying
DFT to the modelling of non-equilibrium statistical mechanical systems [25, 26, 43,
44]. Involving the “local equilibrium” assumption that the two-body time-dependent
correlation function in a non-equilibrium system is related to the free energy func-
tional in the same way as its equilibrium counterpart, Marconi and Tarazona have
shown that the diffusion-driven evolution of a statistical-mechanical system follows
a generalised “model-B-like” [45] conservation law [46—48]. In a later work, Lutsko
and Duran-Olivencia have demonstrated that the equations of dynamic DFT can be
derived from the equations of fluctuating hydrodynamics of an overdamped colloidal
particles in a thermal bath [31, 32, 49]. Currently, there is significant interest in gen-
eralising the dynamic DFT to include the effects of hydrodynamic interactions within
the context of overdamped colloidal particle dynamics. In particular, the works of
Goddard et al. have provided the unification of dynamic DFTs for colloidal fluids, to
include inertia and hydrodynamic interactions [50-52]. A further recent extension
has focused on dynamic DFTs for anisotropic colloidal fluids [53].

3 Wetting on Nano-patterned Planar Surfaces

Here we apply the DFT approximation discussed above to the problem of fluid
adsorption on a plane decorated with a chemical stripe of a nanoscopic width. Given
the fluid—fluid and fluid—substrate interparticle potentials, the only relevant thermo-
dynamic fields in the problem are T and p, which will be our control parameters. In
general, when a solid substrate with a planar surface is brought in contact with a gas,
the LJ fluid-solid interactions give rise to an attractive body force acting on the fluid
molecules. The potential of this force can be obtained by integrating the LJ potential
(2) over the volume of the substrate. For a homogeneous planar wall occupying a
half-space y < 0, it is given by the following expression [35]:

3 1 Ow 3 1 Ow ?
Vo (v) = 4mpwewo, AV +E oty , (3

where py, is the average density of the substrate material, and ¢, and o, are its LJ
parameters. Since the physics of wetting is controlled by the long-range asymptotes
of the interparticle potentials, we can introduce the cut-off Hj as a mathematical
device to eliminate the singularity of V, () at zero. Physically, this corresponds to
also “cutting-off” the unimportant wall-fluid short-range repulsion. More details on
the role of Hj can be found in, e.g., Appendix 1 of Ref. [54].

The potential (8) may be sufficient to condense the gas near the wall to a liquid
film of small width, covering the wall. The properties of such liquid films are closely
related to the Young contact angle 6 of a sessile drop sitting on the substrate surface at
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bulk coexistence [55, 56]. According to Young’s equation, the macroscopic contact
angle at coexistence is related to the interfacial tensions of solid-gas, o, solid-liquid,
o1, and liquid-gas interfaces, og, via a force balance:
Osg = O] + O1g COS 0. 9
In particular, at temperatures above the substrate wetting temperature 7,, (defined
via the condition 6 (Ty,) = 0), the transition to wetting is continuous with . It is
manifested by the growing height 4 of the adsorbed film as p approaches the bulk
saturation value figy, as h = O ((,usat — M)_l/ 3). The non-universal exponent —1/3
describing complete wetting in systems with dispersive interactions is directly related
to the long-range behaviour Vo(l) (y) = O( y‘3) of the wall potential (8) [S7]. Another
remarkable property of adsorption on homogeneous planar substrates is the so-called
pre-wetting transition, which refers to the jump from a thin film of liquid adsorbed
at the wall to a thick layer of liquid, as the chemical potential is increased towards
saturation. This is a first-order phase transition associated with the (first-order) wet-
ting transition at Ty, [21, 37, 58]. More technically, pre-wetting refers to a line of
such thin-thick transitions which occur near s, and above Ty, see, e.g., Fig. 1 [60].
In DFT studies of wetting, the one-body density distribution at given u and T
is obtained by minimising the DFT functional £2 [p (r)] = §2 [p (v)] given in Egs.
(3)—(7) over the one-body distributions p(y). In order to compute phase transition
curves, such as the pre-wetting line of a planar wall, we must find such distributions
p1(y) and p>(y), which, along with minimising the grand free energy functional,
satisfy the phase coexistence equation
21p1 M= 21[p2(M], (10)
which is an expression of the fact that the coexisting fluid configurations must have
the same energies.

0 =< 1 T T
~
~
-0.05 ~ _
<]3‘ material 1 N ~

-0.1 - — — material 2 ~
-0.15 ! ! ! !

0.5 0.6 0.7 0.8 0.9

T

Fig. 1 Pre-wetting lines ;LS&, (T) of homogeneous planar walls of stronger (1, dashed black)
and weaker (2, solid blue) materials (color online) [60]. The LJ parameters are, respectively, 85\,1) =1,
s\(,,z ) = 0.6, a\f«l) = 0&2) = 2,and Hy = 5in (8). Note that the pre-wetting lines approach saturation

(Ap = 0) tangentially at the respective wetting temperatures T“(,l) ~ (.60 and T\f,z) ~ 0.81
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We work in a system of units, where the hard core diameter ¢ and the well depth
¢ of the fluid—fluid LJ interactions are set as units of length and energy, respectively.
The units of temperature are then given by ¢/ kg, and the bulk critical temperature
is T, = 1.006. We further suppose that py, = 1 in (8). Consider the prewetting lines
tpw(T) of two materials differing in the depth of the LJ well, represented in Fig. 1,
where At = 1 — gy 1S the deviation from saturation. These curves were computed
by solving Eq. (10), together with the extremum condition for £2 [p (r)] for the
coexisting density profiles and chemical potentials. Note that the wetting tempera-
ture of the stronger substrate (with larger e,) is lower than that of the weaker one.
The pre-wetting lines approach coexistence tangentially at the respective wetting
temperatures 7.\ and follow the asymptote [21, 38, 59]:

32

tsar — pin (T) o< (T = T.7) (11)

Consider decorating a homogeneous wall made up of material i with a stripe of a
different material j, so that the external potential acting on the fluid in contact with
the wall is given by the following equation:

).

(12)
where VO(” (y) is Eq. (8) with the LJ parameters of material i. The integration
in (12) is carried out over the volume v; of the stripe, excluding the coating:
vp ={(x,y,2): —L/2<x <LJ/2,—00 <y < —Hjy, —00 < z < 00}. One effect
that can be anticipated is that the stripe would serve to nucleate macroscopic config-
urations, such as sessile droplets or liquid films, below and above T\?), respectively.
Numerical experiments with DFT can yield valuable insight into the microscopic
workings of these larger-scale phenomena. As an example, consider the computed
fluid density profiles on a wall, made up of the stronger adsorbing material 1, with a
stripe of the weaker material 2 (exact LJ parameters are given in the caption of Fig. 1)
of width L =32, at Ty = 0.7 and 7> = 0.9, where T} < T) < T, shown in Fig.2.
Below the wall wetting temperature 7,\”, with the Young contact angle defined in
Eq.(9) ©® > 0, the stripe nucleates a sessile nanodroplet, which is metastable above
saturation. On the other hand, above T.?), where ©@® = 0, we observe a nucleating
film, which is formed on the stripe at u < M{,%v (T»). Increasing p towards the wall
pre-wetting line leads to the growths of the film footprint along the wall, so that at
= ), the wall is fully covered by the thick pre-wetting film. Detailed numerical
parametric studies of DFT equations can be used to reveal the physical mechanisms
accompanying the formation of such nanodroplets and thin films.

In order to investigate wetting of a striped wall, we introduce the excess adsorption
relatively to a homogeneous planar wall (without the stripe):

Vi (x,y) = Vo(i) - p\(;f) / dr,‘/’xnig‘(&{) (’r - I'/D + P‘(Vj) / dr/ﬁﬁj;ij;’ggv/) (‘r -

VL VL
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Fig. 2 Fluid density profiles near bulk coexistence on a wall of material 2 (T\,(vz) ~ 0.81) with a
stripe of the stronger material 1 (Tv(vl) ~ 0.60), of width L = 32, located at —16 < x < 16, and
designated by a black rectangle. The data in the contour plots is scaled according to the color
bar provided, i.e., between light blue (gas-like densities) and dark red (liquid-like densities) (color
online). a Metastable sessile nanodroplet at 77 = 0.7 (the contact angle in Eq. (9) ®® =0.63)and
Apy = 0.015. b Nucleating flat pre-wetting film at 7, = 0.9 (©@ = () and App = —0.017 <

Apbe (T2) = —0.016

= /dx/dy [ vy =08 0] (13)
—00 0

where p (x,y) and ,oéw) (x) are, respectively, the fluid density profiles on a wall
with a stripe of width L, and on a homogeneous wall (L = 0), computed at the same
values of T and w. As it follows from Eq. (13), the adsorption I" is a measure of
matter adsorbed on the stripe, discounting the matter adsorbed on the rest of the wall.
At a fixed temperature, the thermodynamic quantity conjugate to adsorption is the
excess grand potential §2.4, which can be computed from the density profiles using
(1) [38, 61]:

2o = 2001 (6. 1)1 = 2 2" 0] (14)

The relation between adsorption and excess grand potential is expressed by the
Gibbs surface phase rule [30, 35, 38]:

1 (082
rw=—-— <—> ; (15)
T

where H is the transverse dimension of the system (orthogonal to, e.g., Fig. 2). From
(14)to (15) it follows, that if for the given 7" an adsorption isotherm I” (1) is computed
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Fig. 3 Adsorption isotherms on a weaker wall of material 2 with a stripe of width L =32
from the stronger material 1, at three different temperatures (a). At the two lower tempera-
tures, unbending transitions occur at chemical potentials py, (7): Apy (0.80) &~ —0.0236 and
Ay (0.87) &~ —0.0645, as determined by the equal area constructions (demarcated by the horizon-
tal dashed lines). The isotherm at 7 = 0.90 is above the unbending critical temperature. Density
profiles for the coexisting phases at 7 = 0.8 [(b) and (¢)] and T = 0.87 [(d) and (e)] [60]

by finding the extrema of £2 [p (x, y)], the coexisting fluid configurations (those with
equal grand free energies) can be found graphically, by an equal area construction
performed on I"(w) [35, 38].

Figure 3 depicts adsorption isotherms for the case of the weak outer wall made up
of material 2, and a strong stripe of material 1 (see caption to Fig. 1), at three different
temperatures. At the two lower temperatures, an equal areas construction determines
the coexisting adsorptions, which correspond to the so-called unbending transition
[60, 62]. Note that in Fig. 3, for the highest temperature 7 = 0.9, such construction is
impossible signalling that this isotherm is above the unbending critical temperature.
Density profiles of the two coexisting phases at the lowest temperature 7 = 0.8
(where the loop is most pronounced) are also shown.

Unbending transition is a local condensation of liquid driven by the competition
between the attractive substrate—fluid forces and the effect of the liquid—gas surface
tension [62—65]. This phenomenon, closely related to the change from Wenzel to
Cassie—Baxter states on rough surfaces, was first described for a corrugated wall,
in which the troughs discontinuously fill with liquid below the wetting temperature,
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Fig. 4 Adsorption isotherms on a stronger wall (ey, = 0.8, o = 2, Hy = 5) with a stripe of width
L = 16 from the weaker material 2 (see Fig. 1), at three different temperatures (a). At the two lower
temperatures, unbending transitions occur at chemical potentials p, (7): Ay (0.85) ~ —0.0281
and Apy (0.88) &~ —0.0340, as determined by the equal area constructions (dashed lines). The
isotherm at 7 = 0.93 is above the unbending critical temperature. Density profiles for the coexisting
phases at 7 = 0.85 [(b) and (¢)] and 7 = 0.88 [(d) and (e)]

thereby flattening the liquid—gas interface (hence, the term unbending) [66]. Similar
phenomena were studied on chemically patterned substrates, including stripes and
arrays of stripes [62, 67-70]. What was not appreciated in these earlier studies was
how the pre-wetting transition is modified on patterned surfaces. Very interestingly,
for walls that exhibit first-order wetting, unbending may act as a nucleation site for the
thick pre-wetting film, and thus triggers the so-called complete pre-wetting, whereby
the formation of the pre-wetting films occurs continuously along the substrate [60,
61]. In Fig. 3, the continuous formation of the pre-wetting film corresponds to the
divergence of adsorption, which follows the scaling [60]

I o (M;'Vg _ M)_W. (16)

In Fig. 4 we present the unbending transition on a wall with a weaker stripe of width
L = 16. As can be seen from the figure, the wetting scenario discussed above is
essentially inverted, with the stripe nucleating the thin pre-wetting film, which also
continuously unbinds as the boundary of pre-wetting is approached. Note that using
the same computational mesh for all the three isotherms presented, we were able to



182 P. Yatsyshin and S. Kalliadasis

follow the isotherm at the highest 7 = 0.93 only up to about I" &~ 160. This is due to
the fact that at high temperatures, the proportionality coefficient, implicit in Eq. (16)
is large.

4 Conclusion

We have outlined the basic ingredients of classical DFT, with emphasis on a non-
local DFT approximation, which captures the physics of wetting and adsorption,
and demonstrated the computational potential of this DFT approximation by apply-
ing it to a simple case of wetting on homogeneous and striped walls. In DFT, the
grand free-energy of a classical soft-matter system is expressed as a functional of
the system’s one-body density field. In this way, DFT, which can be viewed as a
means to include the fluid structure into the thermodynamic equation of state, beau-
tifully captures the small-scalle inhomogeneity of the fluid structure in a theoretically
self-consistent and computationally accessible manner. However, it is important to
remember that DFT is a mean-field framework, which neglects local thermal density
fluctuations, as well as interfacial capillary-waves. The former fluctuations can lead
to the rounding of the interfacial transitions, while the latter broaden the mean-field
interfaces. Nevertheless, DFT investigations of wetting are valuable and instructive
due to the high rigidity of liquid—gas interfaces, which essentially makes mean-field
predictions valid for most practical purposes.

Clearly classical fluids on structured substrates can exhibit non-trivial wetting
phenomenology and a multitude of new and exciting effects caused by the fluid
inhomogeneity at the nanoscale and the non-locality of the intermolecular fluid—
fluid and fluid—substrate interactions. In the examples we looked at, the surface
exhibits two different types of wetting transitions: the first-order transition to wetting
occurring at the wetting temperature of the outer wall (and the associated line of the
pre-wetting transitions), and the unbending transition associated with the local jump
of the interface height near the substrate inhomogeneity. Moreover, the interplay
of unbending and pre-wetting leads to a change in the order of the pre-wetting
transition making it a continuous phenomenon. As well as being of fundamental
interest to the modern statistical mechanical theory of inhomogeneous fluids, the
transitions discussed here should be also relevant to a wide spectrum of technological
applications such as nanofluidics, chemical- and bioengineering, and the design of
lab-on-a-chip devices.
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Modeling Metastability in CdTe Solar m
Cells Due to Cu Migration ek

Da Guo, Daniel Brinkman, Abdul R. Shaik, I. Sankin, D. Krasikov,
Christian Ringhofer and Dragica Vasileska

Abstract Thin-film modules of all technologies often suffer from performance
degradation over time. Some of the performance changes are reversible and some are
not, which makes deployment, testing, and energy-yield prediction more challeng-
ing. Manufacturers devote significant empirical efforts to study these phenomena
and to improve semiconductor device stability. Still, understanding the underlying
reasons of these instabilities remains clouded due to the lack of ability to characterize
materials at atomistic levels and the lack of interpretation from the most fundamental
material science. The most commonly alleged causes of metastability in CdTe device,
such as “migration of Cu,” have been investigated rigorously over the past fifteen
years. Still, the discussion often ended prematurely with stating observed correlations
between stress conditions and changes in atomic profiles of impurities or CV doping
concentration. Multiple hypotheses suggesting degradation of CdTe solar cell devices
due to interaction and evolution of point defects and complexes were proposed, and
none of them received strong theoretical or experimental confirmation. It should be
noted that atomic impurity profiles in CdTe provide very little intelligence on active

D. Guo - A. R. Shaik - C. Ringhofer - D. Vasileska ()
Arizona State University, Tempe, AZ, USA
e-mail: vasileska@asu.edu

D. Guo
e-mail: da.guo@asu.edu

A.R. Shaik
e-mail: arshaik@asu.edu

C. Ringhofer
e-mail: ringhofer @asu.edu

D. Brinkman
San Jose State University, San Jose, CA, USA
e-mail: daniel.brinkman@sjsu.edu

I. Sankin - D. Krasikov
First Solar, Tempe, AZ, USA
e-mail: isanking @firstsolar.com

D. Krasikov
e-mail: dmitry.krasikov @firstsolar.com

© Springer International Publishing AG, part of Springer Nature 2018 187
L. L. Bonilla et al. (eds.), Coupled Mathematical Models for Physical

and Biological Nanoscale Systems and Their Applications, Springer Proceedings

in Mathematics & Statistics 232, https://doi.org/10.1007/978-3-319-76599-0_11


http://crossmark.crossref.org/dialog/?doi=10.1007/978-3-319-76599-0_11&domain=pdf

188 D. Guo et al.

doping concentrations. The same elements could form different energy states, which
could be either donors or acceptors, depending on their position in crystalline lattice.
Defects interact with other extrinsic and intrinsic defects; for example, changing
the state of an impurity from an interstitial donor to a substitutional acceptor often
is accompanied by generation of a compensating intrinsic interstitial donor defect.
Moreover, all defects, intrinsic and extrinsic, interact with the electrical potential
and free carriers so that charged defects may drift in the electric field and the local
electrical potential affects the formation energy of the point defects. Such complexity
of interactions in CdTe makes understanding of temporal changes in device perfor-
mance even more challenging and a closed solution that can treat the entire system
and its interactions is required. In this book chapter we first present validation of
the tool that is used to analyze Cu migration in single crystal (sx) CdTe bulk. Since
the usual diffusion analysis has limited validity, our simulation approach presented
here provides more accurate concentration profiles of different Cu defects that lead
to better understanding of the limited incorporation and self-compensation mecha-
nisms of Cu in CdTe. Finally, simulations are presented that study Cu ion’s role in
light soaking experiments of CdTe solar cells under zero-bias and forward-bias stress
conditions.

Keywords Thin-film solar cells - CdTe - Defect migration + Cu
metastability - reliability

1 Introduction

The push towards thin-film technology has been driven largely by predictions of
future economic viability [ 1-4]. Traditional single-crystal solar cells, such as Si and
GaAs, demonstrate very high efficiencies (20-30%), but the production of crys-
talline material is expensive. The original reason thin-film materials were pursued
was because they use much less material, which is directly related to the cost of
production. Two of the leading thin-film materials are CdTe and CulnGaSe,, chosen
because their direct bandgaps require a smaller absorption length than Si (requires
less thickness for optimum performance). CdTe is a nearly ideal material for ter-
restrial solar cell production, as its band gap of 1.45 eV (room temperature) yields
the maximum theoretical efficiency for a solar cell, of about 32% (see Fig.1 for
the Schockley-Queisser limit for single cell under AM1.5 illumination.) The current
record one-of-a-kind laboratory research cell was fabricated in 2017 by First Solar
(FSLR) and has an efficiency of 22.1% [5].

Despite overwhelming advances in thin-film CdTe technology in recent years, per-
formance of thin-film CdTe devices is still a subject to various metastable phenom-
ena that could be characterized by temperature-dependent time constants (activation
energies). Most of these metastable changes in CdTe are known to be reversible and
require different recovery procedures; however, based on experimental and theoret-
ical investigations at First Solar, metastabilities in CdTe device cannot be explained
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solely by electronic capture-emission phenomena assuming fixed distributions of
point defects.

Many of the physical properties of crystalline solids are determined by the pres-
ence of native or foreign point defects. In pure compound crystals the native defects
are atoms missing from lattice sites where, according to the crystal structure, atoms
should be (vacancies); atoms present at sites where atoms should not be (intersti-
tials); and atoms occupying sites normally occupied by other atoms (substitutional).
In addition, there may be defects in the electronic structure: quasi-free electrons in
the conduction band or electrons missing from the valence band (holes). In impure or
doped crystals there are also defects involving the foreign atoms. These may occupy
normal lattice sites (substitutional foreign atoms) or interstitial sites (interstitial for-
eign atoms). In elemental crystals similar point defects occur; only misplaced atoms
are missing.

In addition to point defects, the performance of CdTe solar cells is affected by
extended defects which include dislocations, stacking faults, grain boundaries (GBs)
and inclusions of second phases. Dislocations and GBs are well known to attract
impurities, and to promote diffusion [6]. Such effects might be expected to lead to
instability in devices, or to have an influence on the thermal processing conditions
chosen to fabricate certain devices. An example is the inter-diffusion of CdTe and
CdS in polycrystalline solar cells for which the grain boundary diffusion coefficient
has been measured [7]. Grain boundary segregation is well known in metals (e.g.
Cu in Pb [8]), the driving force being strain reduction at the boundary plane. Deco-
ration of grain and twin boundaries in CdTe with Te inclusions is widely reported.
Minor component impurities in CdTe have also been shown to segregate out to grain
boundary regions [9] and to dislocation arrays [10].

The electrical states associated with grain boundaries and dislocations can have
a number of adverse effects on the performance of CdTe solar cells. Firstly, the
deep states associated with extended defects can promote undesirable recombination.
Secondly, grain boundaries act as charge transport barriers. This is attributed to the
grain boundary manifold being a charged interface, causing it to present an electrical
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barrier to current transport. Such barriers have been observed directly for CdTe using
the so-called ‘remote’ electron beam induced current (EBIC) method [11] and are
considered responsible for limiting effects in polycrystalline solar cells [12]. Thirdly,
grain boundaries and dislocations may act as conduits for current transport rather
than barriers. The impact of the grain boundaries is likely to depend on their position
in the layer; near surface grain boundaries are likely to be Te-rich (i.e. conducting)
on account of the etching used to prepare contacts, whereas those remote from the
free surface may nevertheless act as recombination centers.

In today’s thin-film CdTe technology, Cu is the key dopant that defines major
performance parameters such as open-circuit voltage (Voc), short-circuit current
(Jsc), and fill-factor (FF) by affecting built-in potential of the junction, collection
efficiency, and resistivity of the back contact [13]. However, fast diffusion of Cu from
the back contact toward the main junction is believed to contribute to degradation
observed in long-term stability studies [14]. It was determined that while modest
amounts of Cu enhance cell performance, excessive amounts degrade device quality
and reduce performance [15]. Evolution of Cu-related point defects and complexes
in CdTe grains and at grain boundaries (GBs) is expected to cause pronounced effect
on device performance leading to observed metastable phenomena.

Interactions of Cu in CdTe involve multiple intrinsic and extrinsic point defects
and complexes, and as a result, cannot be analyzed in isolation from the rest of
the system. Although the other defects in CdTe system could be assumed relatively
slow diffusors at typical operating and storage conditions of CdTe device, direct
measurement of their distributions is very challenging. Moreover, rapid development
of technology involves frequent changes of film growth/activation conditions and,
therefore, resulting setup for Cu-related point defects and complexes. All of the above
makes quantitative understanding of metastable phenomena in CdTe device virtually
impossible with the off-the-shelf tools that researchers have currently.

2 Theoretical Model

As already noted in the Introduction part of this book chapter, the evolution of
Cu-related point defects and complexes in CdTe grains and at GBs is expected to
cause a pronounced effect on device performance leading to observed metastable
phenomena. Interactions of Cu in CdTe involve multiple intrinsic and extrinsic point
defects and complexes, and, as a result, cannot be analyzed in isolation from the rest of
the system. Understanding the fundamentals behind performance and metastability
of CdTe devices requires a model that captures and describes most relevant processes
at the lowest level specific to CdTe system and could be confirmed with experiment.

We consider such a model in a form of a self-consistent system of time-dependent
reaction-diffusion equations [16—18] describing the interactions and the evolution of
point defects and complexes coupled with the Poisson equation (see Fig.2). Because
device performance is uniquely defined by device geometry, band-structure of semi-
conductors, and distributions of charge and recombination centers, the Unified Solver
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Fig.2 Schematic block-diagram that illustrates the use of the Unified Solver to tune the model and
study CdTe device metastability

has to be able to simulate macroscopic device characteristics such as current, capaci-
tance and quantum efficiency as a function of the applied bias, DC light intensity, and
ambient temperature. Such capabilities establish a tighter link between the micro-
scopic core of the model and macroscopic experimental verification. The core of the
solution is a multi-level solver that combines macroscopic diffusion-reaction equa-
tions describing sub-systems of the point defects with the global Poisson equation to
form a closed system that is solved in time domain and quasi-3D space utilizing grains
of specific shape. The characteristic length scale of the features is large enough that
the semi-classical approximation (implicitly assumed by using reaction-diffusion
equations) is valid. The developed Unified Solver offers flexibility in choosing (turn-
ing “on” and “off”’) models and reactions that involve selected point defects and
complexes in individual materials or domains.

The species under investigation are described by sets of low-level parameters
that include their formation energy, ionization energies and diffusion coefficients for
different charged states, solubility limits, grain boundary segregation parameters.
The evolution of the system for a given set of stressors (temperature, light, and
bias) is calculated based on provided initial conditions (distributions). The solver
outputs the distributions of charged and neutral dopants and recombination states.
Given the device geometry and band structure of semiconductors, the solver uses
these distributions to simulate I-V, C-V and QEV trends that could be confirmed
experimentally on real device structures.
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2.1 Physical Model

A specific example of importance is the penetration of Cu into CdTe absorber using
a high temperature diffusion anneal. The Cu penetration involves several processes,
including the Cu-Cd exchange reaction and the drift/diffusion of mobile defects,
namely Cu;r and Cd;’z. To simulate such reaction-diffusion process we use a standard
multi-compartment approach [19], which assumes the reactions to happen inside the
finite homogeneous compartments (well-stirred reactors), while the mass transfer
between compartments happens via pure drift/diffusion process without any effect
of defect reactions. Within this multi-compartment approach, we can describe the
reactions using the standard chemical kinetics formalism in application to the defect
chemistry in solid state.

We write the main Cu-Cd exchange reaction of the Cu penetration process as a
bimolecular exchange reaction facilitated by knock-oft:

K/
Cugy + Cd;™? = Cuf + Cdcq (1)

where K/ and K are reaction rate constants. In the forward exchange reaction (1),
the double donor interstitial Cd defect (Cdl.+2) reacts with the acceptor substitutional
Cu defect (Cug,), kicks-out Cu into an interstitial position and occupies its place
forming regular Cd-on-cation-site lattice atom (Cd¢4). Such exchange reaction is one
of the three types of elementary bimolecular defect reactions, while two others being
the formation of a complex pair defect of two isolated point defects and the recom-
bination of interstitial point defect with vacancy [20]. The rate of such bimolecular
exchange reaction is proportional to the concentrations of both reactants (Cu,, and
Cd).

The backward reaction, knock-off of Cd by Cuf, is treated as monomolecular with
only one reactant (Cu;") because in the uniform binary CdTe matrix in the diluted
concentrations approximation, this backward reaction does not require the reactants
(Cu;L and Cd¢y) to find each other (the regular Cd lattice atoms are available nearby
any Cu;). Therefore, the rate of the backward reaction (1) is proportional only to the
concentration of one reactant Cu;'.

The above considerations allow us to define the reaction rates (R, R”) in the
following form:

R/ = K/[Cu_ |[Cd "] 5
Rb — Kb[c MTL] ( )

where the superscripts f and b indicate the forward and backward reactions, [X] is
the concentration of defect X and K/ is the corresponding reaction rate constant.
As no reliable experimental methods exist for determination of the rates of the
reactions between individual point defects, we use first principles-based analysis to
estimate these reaction rates. Following the standard approach for defect chemistry in
solids, we consider two major contributions to the Gibbs free energy of point defects,
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namely the formation enthalpy and the configuration entropy. The calculation of
the formation enthalpy of different atomic configurations in the supercell approach
allows analyzing the potential energy landscapes and finding the most favorable
states of single neutral and charged defects as well as the minimum energy pathways
for single reactions. The inclusion of the configuration entropy changes in defect
reactions allows accounting for the effect of temperature and defect concentrations
on the reaction rates. More details on first-principles calculations can be found in
recent works [20, 21].

Analysis of the potential energy landscape for reacting Cu, and Cd;r2 defects
shows that the highest energy barrier in the forward reaction (1) is the Cdi+2 diffu-
sion barrier and the formation enthalpy of the products is lower than that of reactants
[20, 22]. This allows us to write the forward rate constant as a steady-state rate con-
stant of diffusion-controlled reaction between non-interacting uniformly distributed
species (see e.g. [22]). To derive the backward rate constant we use the principle of
the detailed balance:

K/ =47 DR.op
{ Kb = K/K“C; ©)

In Eq. (3), Rcqp: represents the capture radius of reactants, here for reaction
between the attractive oppositely charged defects with charges g, g» we use the
Onsager capture radius RZZZZ; = ‘11612/4 nesokT 231 D is the sum of diffusivi-

ties of reactants dominated by the diffusivity of mobile Cd;r2 defect in our case;
K¢ = exp (_AH /kT) is equilibrium constant of reaction (1), AH is the change

of formation enthalpy in the forward reaction; C; = 1.48 x 10> cm~ is the con-
centration of regular lattice sites in CdTe. This approach of calculating the reaction
constants delivers equilibrium distribution of defects if the simulation time is long
enough.

The overall time-space evolution of point defects involved in Cu penetration is
described by the following set of reaction-diffusion equations:

d[Cu;
dlzl” =-V-Je + R =R
d[CZ[ ] - _V. JCd‘.Jrz _ Rf + Rb (4)

dt

Note that in Eq. (4), diffusion of Cuc, has been ignored due to very small diffu-
sion coefficient [22]. The fluxes Jy in Eq. (4) result from both the diffusion due to
concentration gradients and from the drift due to external electrostatic field:

Jx = =DxV[X] + vx[X] 4)
Assuming Boltzmann statistics (valid for diluted concentrations) and the charge

6 carried by the defect, its drift velocity v, in electric field F equals to ux F', where
mobility py is expressed via diffusion coefficient using Einstein relation uy = 6 f—}‘.
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In other words:

D
vy = 0=XF (6)
kT

The ionization states of the defects can be calculated from first principle calculations.
The diffusion coefficients of point defects have temperature dependence provided by

Arrhenius expression:
D=D ALp (7
= Dpexp | —
0 €XPp kT

where Dy and AE, are diffusivity prefactor and the energy barrier of elementary
diffusion jumps, respectively. These parameters for many important point defects in
CdTe have been recently calculated from first principles in works [22, 24, 25].

The electric field in the film is determined not only by the electron/hole concentra-
tions, but also by the ionized defect distributions inside the grain and its boundaries
(surfaces), and can be found by solving the Poisson equation:

V- (esVV) = —q (p—n+[Cutl+2[Cd"] - [Cu_)) (8)

In Eq. (8), p stands for the hole concentration, # is the electron concentration and &g
is the spatially varying dielectric constant of the materical that comprise the CdTe
solar cell.

Boundary conditions for diffusion-reaction Eq. (8) are provided by the sink of
defects near the boundary given by:

Jop = —0x (Cx — Ceq) - )

In Eq. (9), ox is the recombination/generation rate and C,, is the equilibrium con-
centration of the defect at the boundary. Usually, the velocity oy is proportional to
the diffusion constant of the defect. In most cases, when the strong sink of defects
at grain boundary is assumed, C,, is considered to be constant. Beyond this approx-
imation, the effect of grain boundary segregation has to be taken into account. The
accumulation of impurity atoms at boundaries changes the chemical potential and
hence makes C,, floating. By introducing the floating chemical potential of impu-
rities, the properties of the grain boundary could be taken into account. According
to theories of grain boundary segregation, the bulk concentration at grain surface is
given by: .

C.Yurface(t) = eXp (_?_7?) lff—(,({b)([) (10)
Eq. (10) provides connection between the impurity concentrations at grain bound-
ary and bulk by introducing AG—the atomic energy difference between the grain
boundary and in the bulk. C? in Eq. (10) represents the fraction of the grain boundary
sites occupied by impurity atoms.
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One can generalize the above notation and compactly write the Poisson and the
diffusion-reaction equations as:

—V-(&VV)=q(p—n+) 6:X)

p—V-(D,Vp+u,pVe) = R(n, p)

on —V - (D,Vn + u,nVe) = R(n, p)
»X; — V- (D;VX; + w6, X;Ve) = Ri(X) (11)

where X; is the concentration of the ith type of defect and 6; is the charge of the
ith-type of defect. We also define ¢ = V + Vj,; where V,; corresponds not only to
the usual built-in-voltage, but also includes terms that account for heterojunctions. In
future analysis this term will include effects due to the change in chemical potentials
for charge carriers in grain boundaries, to account for different materials, or both.
(Note that for neutral particles (6; = 0) this will require including a term in the fourth
equation which is not proportional to ). We assume that V},; is constant with respect
to time and therefore does not require an additional partial differential equation.

2.2 Numerical Methods

The major challenge in numerically solving the system of diffusion-reaction equa-
tions that are coupled to a global Poisson equation solver—given by the Eq. (11)—is
the presence of vastly different time and spatial scales. For example, Cu is a fast
diffusor, whereas the diffusion of Cl occurs on a longer time scale and both of these
are slow compared to energetically favorable ionization reactions.

For the 2D case, we have previously developed a Unified Solver based on the first
order implicit Euler method for the time integration and a Slotboom Finite Element
method in space [19].

2.2.1 Time Splitting

Leaving aside for a moment the issue of space discretization, we developed a time
discretization scheme which allows us to decouple the equations (in the sense that
each equation can be solved independently for a given time step). In particular, there
are two types of coupling. The electrical coupling is the most involved, with every
(charged) defect appearing in Poisson’s equation and the derivative of the potential
appearing in each of the (charged) defect equations. This drift term involves only a
single species of defect, but is nonlocal in space. The other coupling is through the
R;(X) term, which simultaneously couples all of the reaction-diffusion equations,
but acts locally in space.
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The usual first step in the numerical solution of Eq. (11) is to use a Gummel-type
iteration alternating between calculation of Poisson’s equation and the reaction-
diffusion equation [26]. This replaces the solution of a large system of coupled
equations by the repeated solution of many smaller equations. When the number of
degrees of freedom is large (as is usually the case in 2D or 3D), the iterative scheme
will solve the system more efficiently for any reasonable iteration tolerance.

As first step we reformulate the transport equations, using so-called Slotboom

80; . .
variables of the form u; = e Ur X;. This transforms the transport equations for the
defects into

0; i
3,X, —v.@iure*UTWi) -0 (12)

The advantage of the formulation is that the spatial differential operator is self-
adjoint in the variables u;, yielding a stable disretization of the transport equation for
large electric fields and, consequently, large spatial variations in the potential ¢. We
note that the Slotboom variables, u;, will exhibit a large dynamic range due to the
exponential in the variable transform. Thus, the primary variables will always be the
concentrations X; and the transport equations will always be discretized in the form

6;9; %
9,X; —v.(uiUTe‘Wv(e Uy Xl-)) =0 (13)
where the spatial derivatives are approximated numerically by differentiating u; =
0; i
elr X i

We utilize an operator splitting (a fractional step-method) for the time discretiza-
tion of the defect equations, separating the diffusion from the reaction terms. The
operator splitting method is of the following form: Given X; at time tx and a time
step At

e Step 1: Solve

0; 0; 9i¢i
X0 =V (wUre” 7V (e x,V)) =0, (14)
forty <t <t + At, X;V (1) = Xi (1)
e Step 2: Solve
2 ~@ 2 1
#X:? =R (X ) fort <t <t +At, X;P )= X;V (1 + Ar)
(15)
e Step 3: Set

X; (tx + At) = X;® (1t + Ab) (16)

A simple Taylor expansion argument yields that the above method is first order
in the time step A;. A second order method can be obtained immediately by using a
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standard modification such as Strang splitting [ 19], but the advantages of the approach
are limited by the nature of the Gummel iteration.

The advantage of the operator splitting approach is the following: An optimal
simultaneous implementation of the transport and the reaction terms would result in
the solution of a block sparse matrix vector multiplication problem. The matrix will
be NNy iqg X N Ngriq where N is the number of defects and N4 is the number of
grid points or finite elements. Each block has size N x N and refers to interactions of
defects at a single point in space. Depending on the reaction network structure, each
block may be fully dense. For a regular triangular finite element mesh (or a rectilinear
finite difference or finite volume grid), the matrices will be block-pentadiagonal with
a bandwidth of N - /N,,iq With N4 the number of gridpoints or finite elements.
Many algorithms exist for solving such banded sparse systems, but areasonable lower
bound for the computational complexity for an M x M matrix with bandwidth K is
3
2

O (K M). For our matrix, this gives a computation time of O (N 2 ari d). Whereas a

simultaneous implementation may be computationally feasible in one spatial dimen-
sion, the operator splitting approach is essential in higher dimensions when N,,;4 is
the product of the number of grid points in each direction.

In contrast to the above mentioned approach, using the splitting method we need to
solve N different matrix-vector multiplication problems for Ny,;q X Ng,iq matrices
which have the usual banded structure of a 2D finite element problem. (Many defects
exist at lattices cites and do not diffuse, reducing the number of required solves.)
Using the same estimates as above, we predict a speed up factor of N. However,
modern linear algebra packages have optimized solvers for matrices with structures
arriving from discretizing PDEs and our pentadiagional matrices will be solved with
complexities approaching O (N ¢rialOg (N g,id)). For large values of N4, the speed-
up here is considerable. Indeed, the speed-up also occurs in 1D where fast tridiagonal
solvers will run in O (3 Ng,iq) time.

We must still deal with Poisson’s equation, but since it too is linear in X;, we
can consider it in the same step as the diffusion equation for the X;, retaining the
decoupled structure. Note that we are left with significant freedom in the structure
of the iteration. In particular, we note that the reaction equation does not a-priori
respect the boundary conditions of the problem. For realistic final results, we should
therefore choose to calculate the diffusion step last, or proceed by using the Strang-
splitting method discussed above. The general time-splitting scheme is shown in
Fig.3.

2.2.2 Drift-Diffusion Implementation

Due to our choice of splitting methods above, our spatial discretization scheme can
be optimized for solving only the following problem:

6i di
3 X; —v.@iUTe‘Wvui) -0 (17)
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Apply Bias
(Light and Temperature)
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Defect Evolution
(Diffusion - Reaction)

Device Simulation
(Free Carrier and Potential)

Device Simulation
(IV, QE, CV)

Fig. 3 Flow-chart of the Unified Solver. Device simulation is performed for each time step to
obtain self-consistent and real-time electric field and carrier distributions during the diffusion-
reaction simulation. Device simulation for IV, QE and CV is presented in dashed line box and is
currently employed for the modeling of Cu-related metastabilities of CdTe solar cells

This spatial discretization of the problem is flexible, since none of its properties are
dictated by the time-splitting scheme discussed above. In 1D, Scharfetter-Gummel
[26] is appropriate (and in some cases optimal). The 1D version of the Unified Solver
(obviously without grain boundaries) has already been demonstrated [27, 28].

In 2D, however, many of the schemes in the literature [29] do not work as well
as desired. Any scheme which relies upon a-priori knowledge information about the
structure of the devices runs into significant difficulties when the doping can change
throughout time. The doping at many points in the device changes from p-type to
n-type over time. In particular, schemes which require edges perpendicular to the
direction of the electric field will not deal well with the nonlinear wave-fronts asso-
ciated with grain boundary diffusion, let alone complicated grain boundary geome-
tries. To handle these complicated geometries, we choose to use a finite element
method for the 2D Unified Solver. Instead of relying upon an elaborate grid scheme,
we directly discretize the Slotboom variables and use the properties of the scheme
to allow exponential fitting of the charge carriers and defects between nodes.

Spatial Discretization

In order to deal with the complicated geometries which arise from the grain bound-
aries, we seek to solve this equation using finite elements. In the usual way [30], we
will triangulate our domain € = | J 7;, with small triangles on the grain boundaries
to handle large changes in the gradients. We then take the approximations u; € Vj, of
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u;, which are piecewise linear on the triangles, and continuous on the whole domain,
but still satisfy the boundary conditions. Multiplying our equation by a test function
v in the same space and integrating over the domain yields:

0; i
/S,Xivdx = / V. (M,-UTJW Vu,-) vdx (18)
Q
Q

Integrating by parts and separating the terms allows us to calculate the stiffness
and mass matrices:

_0idi
A=) M,-UT/ —e” Ur Vi - Vidx (19)
KeT, K
M=) f ¥ Wdx (20)
KeT, ’ K

Details can be found in any finite element method introduction [30]. Combining
the previous results, we can reformulate our PDE by:

i b;
/ 0, X;vdx = / A\ (,uiUTe*TTVui) vdx
Q Q

vM (9, X;) =vAjuVv eV, 21

One advantage of finite elements is that zero-flux boundary conditions are incor-
porated naturally. Because we normally want to conserve atomic species during a
simulation, we choose to use zero-flux conditions for all defects. For the carriers we
use Ohmic front and back contacts and the matrices A; must be modified. The only
complication over traditional methods [29, 30] is that if the doping changes over
time, the boundary conditions must also be updated.

In the usual manner for finite elements, we can assume that this relationship holds
for all admissible functions v and write the equation as a function of # and X only.
Inserting the definition of u to close the equation yields:

M(3,X;) = A; (Xie%> (22)

Note that for piecewise linear finite elements, the exponential inside the stiffness
matrix A will be evaluated at the barycenter of the finite elements. In contrast, the
exponential on the left-hand side must be evaluated at the grid points. Thus, for each
entry of the stiffness matrix, this will yield exponentials of the form:

79i¢i(£1() 0;¢: (P;) 0;(¢i (P;) — ¢i (Xk))
e Ur ¢ Ur =¢ Ur . (23)
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Note that this form bears great resemblance to the 1D Scharfetter-Gummel expo-
nential [26]. It plays a similar role in allowing a linear problem to approximate
exponential fitting between nodes. We can finish the solution by assuming implicit
Euler for the time derivative:

1 %9
M (X = X = 4 (x4 etr) (24)
M M
(E - A,-¢> X = = xit (25)

;¢
where the matrix ¢ = diag (eﬁ). As discussed previously, this scales the stiffness

matrix so that A;¢ is no longer symmetric). Formally, our solution is given by:

M M
X = = — 4; —X;* 26
<At ‘l’) At (26)

(In practice, we will always work with the matrix equation directly instead of actually
inverting the matrix.)

Reaction Step

The system of ordinary differential equations, d; X; = R; (), in Step 2 of the operator
splitting algorithm is actually quite involved. In general we will have an arbitrary
number of defects and an arbitrary number of reactions. However, these reactions
are all of two very specific forms, either representing the bimolecular reaction of two
defects or the formation/decay of a single defect. We therefore consider only binary
reactions of the form 1 +2 =3+ 4,1 +2 = 3,1 = 2 + 3 the reaction terms can
be written as a quadratic form:

- T . N
R; (X) =X AX+b X (27)

with the matrices A; and the column vectors b; containing the reaction rates. Increas-
ing the number of defects may increase the total number of possible reactions, but
only 3 or 4 defects will be involved in any particular reaction.

There are two strategies for implementing individual reactions. Each reaction can
be implemented independently or simultaneously.

e A sequential implementation would involve solving each reaction independently.
The jth reaction generates a matrix A; ; and a vector b; ;. Note that for bimolec-
ular reactions A; ; has two nonzero entries and b; ; is the zero vector. For forma-
tion/decay reactions, both A; ; and b; ; have one nonzero entry each. For each j,
we have the following ODE:
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T N N
83X =R () =X () A X@®+b!, X, (28)

Each of these reactions can be solved using implicit Euler—see section “Iteration
by Reaction”.

e A simultaneous implementation of the reaction equations will require the numeri-
cal solution of the ODE system by, for example, the implicit Euler method together
with a Newton method for the large quadratic system. The Jacobian 2&, can then

ax
be easily computed from Eq. (27).

In both cases, there is no need to use a higher order method since the operator splitting

method described in Section A is only of first order.

Iteration by Reaction

Because every considered reaction is of either single molecule formation/dissociation
or bimolecular type, we can solve every reaction network using just the explicit
formulas given below. Simply iterating through all possible reactions in any order
gives a first order unconditionally stable method for the reaction step. Experimental
results demonstrate that changing this order has no significant impact on the results
for the case of copper migration.

For more complex reaction networks complications can occur. These are discussed
elsewhere [28].

1. Single Molecule
Let us consider the reaction given by the rate R12’3:

X1 = K33 X2 X5 — KX,
3 Xo = K["X) — K33 X2 X5
X3 = K" X1 — K33 X2 X5 (29)

This could, for instance, represent the knock-off equation in Eq. (1) where inter-
stitial Copper (X; = [Cu;]) replaces lattice Cadmium, resulting in Copper atom
at a Cadmium site (X, = [Cucy]) and an interstitial Cadmium (X3 = [Cd;]).
Note that the right hand sides are identical (up to a sign) and that the quan-
tities (X; 4+ X») and (X; + X3) are conserved (corresponding to conservation
of copper and conservation of lattice sites in our example). In particular, if the
superscript refers to the time-step, we have that X 11<+1 + X ]2‘+l =X ]f + X ’2‘ and
X4 x5+ = x% 4 X%, We will use these equations to decouple the ODEs.
First, let us use the Implicit Euler method to write the first ODE for the time step
k as an algebraic expression:

[ k |kt gkt 2.3 k41
E( = XY) = KXo T X — KX (30)
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Since At should be small, we multiply it out to avoid numerically unstable
division by a small number. Using conservation laws, we can also write X’2‘+1
and X5*! in terms of X*™' and the known values of X as time step k:

X5t =Xt + x5 - xit! (31)
X3t = x4+ x4 - xit (32)
Substitution yields:

X Xt = KL (04 X5 - X0 () 4 - X0 - K A
(33)
Careful examination reveals that this is a quadratic equation for X ]1‘+'. Rear-
rangement and expansion yields the three coefficients as:

A= Kj 3 At
B=— (14K} A+ KL Ar@Xs + X5 + x5)
C=  Xi+ KA (X +X5) (X] + X3) (34)

We can then use the quadratic formula to yield:

~B+BY—4AC _ 20
2A VBT _4AC—-B’

We note that the middle expression has A in the denominator, but that since A
is proportional to At it may be small. We therefore rearrange the expression
to avoid numerical division by a small number. Because B is always negative
for positive concentrations, we can also determine the appropriate sign of the
square root to obtain our final solution. Finally, since le“ is now known, we
can immediately substitute back into our conservation laws to obtain X5 and
X5t

Bimolecular

Let us consider the reaction Ri’g :

Xk = (35)

%X = K33 X3Xs — K5 X1 Xo
X2 = K3 X3Xs — K5 X1 Xs
3 X3 = K5 X1 X2 — K33 X3 X4
3 X4 = K5 X1 X2 — K33 X3 X, (36)
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This could correspond to interstitial Copper (X; = [Cu;]) interacting with Zinc
on a Cadmium lattice cite (X, = [Zncq]), resulting in interstitial Zinc (X3 =
[Zn;]) and Copper on a Cadmium site (X4 = [Cucq]). Following the method of
the previous section, we can develop three conservation laws and rearrange:

X5 = xh - x4 X
MESRED (ED GED (A
X4 = x5+ xp - x (37)

Discretizing the equation for X using the Implicit Euler method and substituting
the conservation laws will yield a quadratic equation for X ]f“ in the same manner
as in the previous section. The coefficients are:

A= (K37 - K73) ar
B=—1-Ky;ArX} + X4+ X5) — K3 Ar(xE — X%
C= X§+ K3 (XF + XHXF + X (38)

Comparison with Newton’s Method

Particular care needs to be taken in order to have a computationally stable steady-
states. These states are vital for standard device simulation results such as IV and CV
measurements. By the principle of detailed balance, at equilibrium every individual
reaction will be in equilibrium. This indicates that we will obtain a stable equilibrium
for any iteration order. As noted above, the iteration scheme works well for the copper
diffusion case.

However, some problems can occur in far from equilibrium conditions. This
behavior becomes even more noticeable when one defect is unstable and has multiple
dissociation pathways. For this case, whichever dissociation reaction occurs first in
the iteration will occur preferentially to the later reaction, regardless of the relative
size of the reaction rates.

This behavior does not occur for the Newton iteration scheme. Because the reac-
tions are considered simultaneously, each reaction pathway will occur with relative
frequency exactly governed by the ratio of the reaction rates. In practice, we find
that the Newton method is vastly superior for complicated reaction networks. Fur-
thermore, the method does not present a significant computational issue because the
reactions are local in space and the Jacobian can be generated independently for each
grid point.
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3 Verification of 1D Unified Solver

3.1 Verification of 1D Device Simulation Routine Versus
SCAPS Device Simulator

As discussed in Sect.2, in 1D version of the Unified Solver, the device simulation
is performed on each time step to obtain self-consistent electric field and carrier
distributions during the diffusion-reaction simulation. Besides, the device simulation
routine serves to obtain the steady-state electric current during the simulation of
current-voltage characteristics of the device. The device simulation routine can use
the defect profiles obtained from the consistent solution of 1D kinetic reaction-
diffusion problem as well as the artificially set uniform or nonuniform defect profiles
similar to other solar cell simulators. In order to verify the accuracy of the device
simulation routine, we performed its rigorous comparison with the widely used in
the community SCAPS solar cell simulation code [31].

In order to perform such comparison, we used the same device structures (highly p-
doped back layer, lightly p-doped CdTe layer, highly n-doped front layer), properties
of materials, light absorption spectra and illumination spectra both in 1D Unified
Solver and SCAPS solar cell simulator. By comparing the simulated energy bands,
distributions of free carrier in the dark and under the stress conditions, as well as
JV curves for different doping levels and recombination rates, we conclude that the
device simulation routine of 1D Unified Solver reliably produces accurate solution of
the drift-diffusion problem for free carriers under different bias conditions (Fig.4).

0.00
56 26 °C, AM1.5G, no reflection
| -5.00
1.00 - e
— -10.00 e
0.00 == : z 1D Unified
> e S s Solver
-1.00 - : =
-2.00 - ! = .20.00
Ny=1el7, N,=Teld
I -25.01
-354 v t i 1 T t T v : 7500
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distance (um) o 0.2 0.4 0.6 0.8
v,V

Fig. 4 Comparison of band diagram (left) and the IV curve calculated with 1D Unified Solver
(dashed lines) and SCAPS solar cell simulator (solid lines) for one of the test device structures
considered in this study
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Fig. 5 Atomic Cu profiles achieved with different annealing recipes. Black pentagrams represent
the control sample without any annealing. Solid lines represent the simulated Cu profiles

3.2 Verification of the Defect Reaction-Diffusion Model on
Experimental Data

3.2.1 Experiment on Cu Penetration

In order to verify the reaction-diffusion model of Cu penetration into CdTe, exper-
imental study of Cu migration in single crystal CdTe was done at First Solar Inc.
(Perrysburg, OH). In this experiment, a thin Cu-containing ZnTe layer was deposited
on sx-CdTe substrates provided by JX Nippon. After deposition, to drive Cu into
CdTe, anneals with different durations were performed at 250, 300 and 350 °C.

Measured Cu profiles show strong dependence on the annealing temperature and
duration: Cu penetrates deeper into CdTe as we increase the annealing time/duration
(Fig.5). The high concentration of Cu appearing in the first 0.5 pm is the residual
Cu concentration from the ZnTe layer. Abnormally high concentration of Cu (>10'8
cm™?) in the region (0.5 < x < 1 m) obtained after very high annealing temperatures
(350°C) or long annealing durations (20 min at 300 °C), was ascribed to the broad-
ening of ZnTe or formation of ZnCdTe, caused by Zn diffusion [32] and will not be
further addressed here.

Another important finding in this experiment is a dip of Cu concentration at the
edge of CdTe adjacent to ZnTe, while the peak of the Cu concentration in the CdTe
layer is situated 1-2 m beneath the interface. This is interpreted as a back diffusion
of Cu during the cool down process (SIMS measurements are performed at room
temperature after cooling down the sample).

3.2.2 Simulation

To model this experiment, we created a simulation domain with 15 pm of initially
undoped CdTe and 0.5 wm of p-doped ZnTe:Cu layer. 10?! cm~? initial concentration
of Cu; was defined in ZnTe:Cu source layer and a constant 10! cm™3 p-type doping
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was maintained in this layer during the entire simulation. A 0.45 eV difference in
standard formation energy of Cu; in CdTe and ZnTe layers (more favorable in ZnTe)
was used to obtain the best correspondence of the Cu concentration difference across
the interface as achieved by different annealing recipes. This energy difference is in
a qualitative agreement with the results of first principles calculations. We used
Neumann boundary conditions for both ends of the simulation domain to maintain
the conservation of all defects. For carrier transport properties and material properties
we used widely accepted values of polycrystalline CdTe [33]. Although better carrier
lifetime and material quality can be expected in sx-CdTe [34], there should be no
considerable impact on the resulting Cu profiles since no (or negligible) electric
current flows through the samples during the annealing process. To simulate this
experiment on Cu penetration, we included the primary exchange reaction (1) as
well as diffusion of Cu; and Cd; into the reaction-diffusion model.

The original built-in electric field between highly p-type doped ZnTe and intrin-
sic CdTe layers prevents Cu;” from moving into the CdTe region in large amount.
When a small amount of Cu; is able to diffuse into CdTe, it quickly knocks Cd
atoms off generating an immobile Cu,; acceptor and mobile Cdl.2+ donor (backward
reaction (1). Part of Cdi” is drifted into ZnTe layer under the same built-in elec-
tric field across the interface and, as a result, p-type region starts to form in CdTe.
We note that since the charge is conserved in all reactions, achieving p-type doping
without Cd** moving out of CdTe is very difficult within this model. We found that
during the annealing process, the concentration of Cuc, does not show a monotonic
increase, a saturation effect is observed instead.

The saturation behavior can be explained by analyzing the distribution of defect
concentrations and the band diagram during annealing (Fig.5 left bottom). As Cu
forms acceptors in CdTe, an electric field is generated between the Cu occupied
p-type region and the intrinsic CdTe region without Cu, which again prevents further
movement of Cu; into the intrinsic region of CdTe. Once the distribution of defects
gets close to the balance of all involved reactions, such as 0.5 < x < 6m region in
Fig. 6, less Cuc, will be generated. Hence more Cu; can travel through this saturated
region to occupy Cd sites in the newly formed p-i junction area (x > 6 m in Fig. 6).

As we have mentioned before, the measured Cu profiles after cooldown show a
dip at CdTe/ZnTe interface. Here we analyze how such dip is formed according to
our model. As we cool down a sample to room temperature, Cu; starts to diffuse back
into ZnTe due to the 0.45 eV difference in the standard formation energies of Cu;
between CdTe and ZnTe, and reaction (1), which is out of equilibrium now begins to
produce more Cu; by kick-out Cuc, with available Cd;. After reaction (1) consumes
most of the Cd;, additional Cd; from ZnTe penetrates into CdTe and continues to
kick-out Cugy to reach the new equilibrium among involved reactions. Since only
the interface region can get supplemental Cd;, Cu reduction is more obvious near the
interface (Fig. 6 right). As temperature further decreases, both reaction and diffusion
rates become quite slow. However, this process is not be completely stopped right
after the cooling process. Experimental evidence of Cu movements in CdTe devices
stressed at 65 °C has been reported recently [35].
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Fig. 6 Left: Simulated profiles of major Cu-related defects and free carriers (top panel) and band
diagram in the ZnTe:Cu/sx-CdTe structure after 3 min of annealing at 350 °C (bottom panel). Right:
Simulated profiles of major Cu-related defects in the sample after 3 min annealing at 350 °C and
an extra 12 min cooling process

Another important outcome of this simulation is the insight into the formation and
evolution of doping during the annealing and cooldown. Athigh temperature, a partial
compensation between Cu, and Cd?* is achieved as the atomic Cu concentration
is around 2 x 10'7 cm~3 while the hole concentration is one order of magnitude less
(see the line with diamonds (green in the online version) in Fig. 6 left, labeled as
“Free Holes”). In addition, partial ionization of the Cucy acceptors plays a role in
the compensation mechanism since the acceptor level of Cuc, is not that shallow.
About 90% of Cuc, acceptors in the saturated area are ionized at 350 °C according to
detailed results from our simulation. After cooldown, the free carrier concentration
drops below 3 x 10'> cm~ level (Fig. 6 right) with only a smaller reduction in atomic
concentration of Cu at room temperature. More importantly, the new compensation
is mostly achieved between Cug, and Cu;". Therefore during cooling, the compen-
sation mechanism is changed in this case. The observed change is a complex process
determined by diffusion, drift, reactions, and temperature-dependent Fermi-Dirac
statistics both for free carriers and Cuc, acceptors. Again, the resulting room tem-
perature hole density depends crucially not only on donor-acceptor compensation
but also on the possibility of the ionization of Cu¢, acceptors.

Simulated free carrier concentration in the saturation region after cooldown are
about an order of magnitude higher than the carrier concentration in poly-crystalline
Cu, Cl-treated CdTe solar cells from Colorado State University [35] (Fig.7). This
difference stems from a number of factors: the difference in annealing temperatures
and Cu concentration in ZnTe source, not accounting for defect interactions in our
simulations, additional doping compensation by CI and even the effect of grain
boundaries on the measured CV doping profiles in px-CdTe films. Therefore, even
though, our simulation provides a qualitative understanding of the formation and
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Fig.7 Simulated and 10" ¢ — T — T e
experimental free carrier F 3
concentrations versus atomic F i -
Cu concentration at room G~ |l 3_’(1 9 Lo — ]
= ¥
temperature. Green % g | . "‘ Ak % |
pentagrams are measured O - .
free carrier concentrations in 0§ 10" i -
L= E « 250°C Anneal E
px-CdTe solar cells C ® F : 3
. = C 4 300 C Anneal ]
fabricated by Colorado State % c
University b 8 i ¥ 350 C Anneal i
) g * CSU solar cells
g L J
( U * % *
14
10 | x =
C 1 1 L L L 111 | 1 'l L L L 111 | ]
6 7 8
10’ 10’ 10’

Average Atomic Cu Concentration (cm'a}

Table 1 Fitted diffusion parameters with calculated theoretically in work [25] (in parenthesis)

Defect Do (cm?/s) AEp (eV)
Cu; (+) 49 x 1073 (6.3 x 1073) 0.72 (0.46)
Cu; (24) 3.0 x 1074 (3.2 x 1073) 0.72 (0.47)

compensation of doping in CdTe, it is expected that more targeted experiments and
simulations will be performed in the future to explain the peculiarities of doping
formation in px-CdTe.

Table 1 shows the comparison of diffusion parameters used to obtain the best
correspondence with experimental curves (Fig.5) and parameters calculated from
first principles. It is seen, that in our 1D simulation, the diffusion barrier height of
the major specie responsible for Cu penetration (Cuf) is about 0.26 eV higher that
theoretically predicted one. We attribute this discrepancy to the fact that we did not
account for the interactions between the defects and the formation of complexes,
which may influence the overall diffusion kinetics. This effect is worth investigating
in the future studies.

We conclude that the Cu penetration mechanism implemented in the developed
reaction-diffusion model is capable to reproduce the experimental dependence of
the Cu profile on the annealing conditions, to reproduce some specific features of
experimental atomic Cu profiles (dip at the CdTe/ZnTe interface), as well as to
provide a theoretical insight into the process of formation and compensation of Cu
doping in CdTe layer.



Modeling Metastability in CdTe Solar Cells Due to Cu Migration 209

4 Modeling of Light Soaking Effect in CdTe Solar Cells

Nearly all PV technologies exhibit changes in device performance under extended
illumination, or “light soaking”, although the magnitude and the trend of these
changes are not always the same among different technologies. Experiments on
both commercial modules and research cells based on CdTe technology have shown
improvement of cell performance under light stress conditions for up to 20 h [36].
Many accredited such phenomena to the passivation of traps and migration of Cu
ions, however no simulations were previously done to confirm any of these mecha-
nisms. We use the developed 1D Solver to simulate self-consistently the effects of
illumination, bias and temperature on the evolution of defect profiles during stress
and the resulting performance changes of the device.

In this simulation, we employ a simplified dopant compensation model. Namely,
10'® cm™ Cug,, 0.4 x 10" ecm™ Cu;” and 0.5 x 10'® cm™ background donor is
assumed as the initial defect distribution in this simulation, resulting in ~10'3 cm~—3
equilibrium hole concentration in the quasi-neutral region of CdTe absorber layer
(typical doping in px-CdTe absorber). We use a standard ZnTe/CdTe/CdS device
structure with common electronic properties.

The light stress is typically performed after the dark storage of solar devices.
Therefore, in order to prepare the initial system for light soaking simulations, first,
we simulate the equilibrium of the defects in CdTe cells under dark without any
bias at 65°C (Fig.8 (left)). In equilibrium, most of the Cu;" is pushed away from
the depletion region, due to the built-in potential of the p-n diode. As a result, more
uncompensated acceptors appear in the junction area. Cug, acceptor is partially
ionized in the quasi-neutral region, while it is completely ionized in the depletion
region due to low density of holes in that area.

Under light stress condition under applied forwards bias of 0.8V (maximum
power point), the defect equilibrium changes in the following way: (1) Cu;” moves
closer to the main junction due to the forward bias, reducing the uncompensated
acceptor doping density in the depletion region, (2) part of ionized defects (Cu;"
and Cu,) are converted into the neutral state after capture of light-generated free
carriers, (3) the zero-bias depletion region width increases because of the reduced p-
doping in the junction area (Fig. 8 (right)), (4) carrier collection efficiency improves,
thus increasing the performance.

In order to isolate the effect of ionization degree change due to excess carriers
capture on Cu;" and Cug, defects and the effect defect drift under the applied voltage
bias, we simulate different stress conditions with different combinations of illumi-
nation and forward bias (Table 2). Figure 9 shows the efficiency changes of the solar
cells as a function of soaking time with different modes. The results of our simu-
lations suggest that both Cu;” migration towards the junction area and the injection
of excess holes in the depletion region can cause the enhancement of device per-
formance. Simulations with defect migration resulted in the strongest performance
enhancement effect. Moreover, the effect of defect migration in the dark and with
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Fig. 8 Simulated concentrations of defects and free carriers and device energy bands in the dark
(left) and under light soak conditions (right) at 65 °C

Table 2 List of stress conditions

Soak Illumination Voltage bias (V) Mechanism
A 1 Sun 0.8 Both

B 1 Sun 0.8 Passivation
C Dark 0.8 Migration

D Dark 0.8 None

E 1 Sun 0.8 No migration
G 1 Sun 0.8 10712 em?/s
G 1 Sun 0.8 10713 em?/s

applied forward bias is almost the same as the overall effect of applied light and
forward bias.

The kinetics of the performance increase upon such dark to light switching
depends on the diffusivity of mobile species involved in the transformation. Using
high Cu;" diffusion coefficient (9 x 107!% cm?/s at 65 °C) calculated from the first-
principles [25], only 0.03 h of light stress is enough for device to reach a new
steady-state (see Soak A of Fig.9). Experimentally observed performance transients
often happen on multi-hour timescale [37, 38]. By decreasing the diffusion coeffi-
cient of Cui+ down to 10~13 ¢cm?/s, we were able to obtain better agreement with the
experimentally observed 10 h long device performance stabilization. This indicates
that while our model correctly captures the response of the system to the external
stress, the actual kinetic mechanisms behind the redistribution of species may be
more complex than simple diffusion of Cul.+. This result provides the evidence that
more complicated diffusion mechanisms beyond simple diffusion of Cu;" may be
involved in the defects redistribution in CdTe. For example, the formation of pair
complex defects can influence the diffusivities of species by slowing down the fast
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diffusion of interstitials as well as introducing additional mechanisms of diffusion of
weakly mobile substitutional defects [20]. We expect that inclusion of such advanced
mechanisms into reaction-diffusion simulations will allow to reproduce, understand
and even predict the kinetics of transient performance changes of the real devices.

5 Conclusions

In summary, we have implemented (in MATLAB) self-consistent 2D numerical
solvers for simulating defects reactions and migration in CdTe material. We have
verified the 2D solver using the widely used code for solar cell simulation (SCAPS)
as well as the experimental data on Cu penetration into CdTe. By doing so, we have
shown that the Cu penetration mechanism based on the Cu-Cd exchange reaction and
implemented in 2D reaction-diffusion solver is able to reproduce the experimental
dependence of Cu profiles in CdTe on the annealing temperature and time. Using
the developed 2D reaction-diffusion solver, we have revealed the new mechanism
of a transient response of CdTe-based solar cell to the applied light-bias conditions.
According to our simulations, the experimentally observed performance enhance-
ment under illumination and/or applied forward bias may be, at least partially, caused
by the migration of defects changing the distribution of doping profile in the absorber.
Based on simulation results, we discuss the possible explanations for limited incor-
poration and compensation mechanisms of Cu dopants inside CdTe bulk as well as
the possible defect migration mechanisms beyond the simple diffusion of intersti-
tials. We expect that the discrepancies between simulations and experiments will
be reduced by inclusion more detailed defect chemistry models with all important
defects and interactions between them and making use of more complicated 2D
simulation framework that includes the effects of grain boundaries.
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A Multiscale Molecular Dynamics m
and Coupling with Nonlinear Finite oo
Element Method

Shingo Urata and Shaofan Li

Abstract In this work, we have developed a multiscale coupling method between
the multiscale micromorphic molecular dynamics (MMMD) and the nonlinear finite
element method. The multiscale micromorphic molecular dynamics (MMMD) is
a three-scale non-equilibrium molecular dynamics that span from microscale to
mesoscale and to macroscale. A multiscale computational algorithm is formulated
to couple the continuum scale equations of motion in terms of finite element method
(FEM) with the coarse scale molecular dynamics of MMMD. To validate the com-
putational formulation, we apply the multiscale coupling method to simulate nano-
indentation of silicon crystals.

Keywords Continuum mechanics + Molecular dynamics - Multiscale simulation
Non-equilibrium molecular dynamics - Phase transition

1 Introduction

One of the focuses of current multiscale simulation research is how to set up the
multiscale boundary condition to couple the fine scale atomistic motion with the
coarse scale continuum displacement field. In recent years, various multiscale bound-
ary conditions have been proposed e.g. “handshaking condition”, or “non-reflection
boundary condition”, e.g. Rudd and Broughton [1], Wagner and Liu [2], Xiao and
Belytschko [3], To and Li [4], Li et al. [5-7], Park et al. [8], Karpov et al. [9], Nami-
lae et al. [10], Miller and Tadmor [11] and among others. On the other hand, there
have been many efforts to formulate multiscale coarse-grained molecular dynamics.
Among them, Rudd and Broughton [12], Chen and Lee [13], Rudd and Broughton
[14], Liu and Li [15], Li [16] are probably most notable contributions. In particular,
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in a series work Chen and Lee [17], Chen [18], Xiong et al. [19] have proposed a
multiscale micromorphic dynamics. In fact, the classical micromorphic continuum
theory is also a multiscale theory e.g. Eringen [20].

Instead of designing a compatible multiscale interface boundary, in this work, we
would like to re-formulate classical molecular dynamics theory, which, we believed,
has already contained an intrinsic multiscale structure and information that are needed
in multiscale simulation. In early 1980s, Andersen [21] first repartitioned the conven-
tional molecular dynamics Lagrange, and proposed a multiscale isoenthalpic-isobaric
ensemble of molecular dynamics (MD) allowing the volume of a cubic lattice cell
to vary. Subsequently, Parrinello and Rahman [22, 23] extended Andersen’s formal-
ism to the anisotropic case allowing both the volume and the shape of a molecular
dynamics (MD) cell to vary, which is in fact an early form of multiscale molecular
dynamics. In recent years, there have been renewed interests in revising APR molec-
ular dynamics, e.g. Laio et al. [24], Martonik et al. [25, 26], Podio-Guidugli [27],
Ulz [28, 29], which attempted to extend APR MD to non-equilibrium condition or
to macroscale simulation.

In a series of recent work [30-32], by following the Andersen-Parrinello-Rahman
approach, the present authors have repartitioned the Lagrange of the first-principle
atomistic molecular dynamics into different scales under the local equilibrium
assumption; by doing so, we have discovered that there exists a universal micro-
morphic multiscale structure in atomistic molecular dynamics, which is an intrin-
sic mathematical structure of conventional molecular dynamics. The repartitioned
molecular dynamics Lagrange yields three coupled particle dynamics at three dif-
ferent scales. The MMMD method allows us to: (1) Apply macroscale boundary
conditions to finite-size molecular dynamics systems, which usually are in the non-
equilibrium condition; (2) Calculate non-uniform and inhomogeneous distribution
of macroscale field variables of the MD system under applied macroscale boundary
conditions, and (3) Bridge microscale molecular dynamics with macroscale contin-
uum mechanics. As an example, in the present work, we hope to demonstrate how
to use MMMD to couple molecular dynamics and continuum mechanics.

The paper is arranged into five Sections. In Sect. 2, a detailed multiscale partition
of first-principle MD Lagrange and the derivation of the multiscale micromorphic
molecular dynamics (MMMD) are presented, in which we focus on the discussion
of micromorphic multiplicative decomposition. In Sect. 3, we derive the dynamical
equations of the multiscale micromorphic molecular dynamics (MMMD). In Sect. 4,
we discuss the coupling of MMMD and finite element method (FEM) addressing
the multiscale boundary condition problem. We then use the coupled MMMD-FEM
method to simulate nano-indentation of crystalline silicon materials, which validates
the proposed multiscale molecular dynamics.

2 Multiscale Partition of First-Principle MD Lagrangian

We first partition the Lagrangian of first-principle molecular dynamics based on
domain decomposition and multiscale kinematics of the atom motion.
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2.1 Scale Decomposition

The first part of multiscale partition is the domain decomposition, i.e. we divide
the finite size MD simulation domain into a finite number of supercells or local
ensembles, and we choose the a-cell as the representative supercell, to illustrate
formulation, and in the whole simulation domain, we have « = 1, 2, ..., N number
of cells.

Assume that in the a-th cell, it has N, number of atoms. The position of the center
of mass (COM) in this cell is defined as,

1
r, (1) = mZmiria). (1)

where r;,i = 1,2, ..., N, is the spatial position of each atom in the current cell
configuration at current time . Inversely, we can express the spatial atomic position
of i-th atom in the a-th MD cell as,

I, =r,+ry, a=12,...,N; i=1,2,...,N, 2)

where r,; is the relative position for the i-th atom in «-th cell, and by its definition,
D miry =0, 3)
i

which leads to the condition,

Zm,«Sia =0. (4)

Here we may use i, to distinguish the numbering index in different supercells. How-
ever, if without confusion, we denote i, as i or i € « in the rest of paper.

Now we introduce a so-called micromorphic multiplicative decomposition to
describe the relative position of each atom,

r()([ - ¢a : S[V and ¢a = FO( : Xa (5)

where ¢, is the total deformation gradient of the «-th supercell; S; are the scaled
atom position vectors for every atoms inside the a-th cell (we use S; instead of S,;
for simplicity); the second order tensor x, is the micro deformation tensor of the
a-th cell, and its physical meaning may be interpreted as the shape tensor of a-th
cell,

Xa(DSi (1) = & (®a(@) + ni(Ob@) + & (0)e@), i =1,2,..., Ny

where a, b, and ¢ are the MD cell edge vectors, and &;, n;, and ¢; are the components of
the local position vector S; projecting onto the MD cell edge. They can be expressed
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into the following matrix form,

ax (1) bx(t) cx (1) &i(1)
Xo@) = | ay(®) by(t) cy (@) ), Si(t) = | mi(0)
a:(1) b:(t) c:(1) gi(0)

If we place the center of the supercell at the origin of the local coordinate, the
components of the local position vector of S; oscillate in the range,

=05 < &), n (), &) <0.5,

which characterizes the internal degrees of freedom of atom motions. When the total
number of atoms increases, the motion of S; may become chaotic. Therefore, we refer
the local position vectors S; as the statistical variables. Borrowing the terminology
in macroscale continuum mechanics, we call the assemble of {S;} as the statistical
parametric configuration, i.e. S; € Bg.

The key part of the multiplicative micromorphic decomposition is the introduction
of a coarse scale deformation gradient F, = F,({rg}) that are determined by the
overall motion of all centers of mass of every cells, which are completely determined
by the spatial distribution of centers of mass (implied by the dependence of {rg}) of
all cells.

Fig. 1 shows a schematic spatial cell division and the corresponding distribution
of centers of mass. F,, together with y, constitute the total deformation gradient ¢,
whereas F,, are determined by the distribution of {r, }. For example, we can determine
F, by using an approach adopted in the reproducing kernel particle method Li and
Liu [33] or the state-based peridynamics Silling et al. [34].

Denote

rap(t) = 15(1) —1a(), Ry :=1,(0), and Rys =Rz —R,.  (6)

Fig. 1 Schematic
illustration of supercell
domain decomposition; the
dark points are centers of
mass of supercells that may
be subjected external body
force; the dark supercells are Lo
boundary cells that may be
subjected external traction.
The center of mass for each
supercell has a support H,
that contains some other
centers of mass of adjacent
supercells
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where the Greek subscripts are indices of the centers of mass of MD cells. As shown
in Fig. 1, each supercell center has a compact support, say H,, for the cell «. We can
then construct the so-called moment matrix or shape tensor for the cell center o by
calculating following discrete sum over the other cell centers inside the support H,
(See [33]),

Nh
M, =) o(Rus)Rap @ Repp0, ™
p=1

where ® is the tensor product operator; N, is the number of supercell centers inside
Ha; Qpo is the volume of the B-th cell in the referential configuration Bg, and
o (|Rgygl) is a localized positive window function.

To construct the macroscale deformation gradient tensor, we first define a two-
point second order tensor by the following discrete sum,

Ni

Na 1= () 0 (Ruphrep ® Rppo ) - ®)
p=1

Considering the Cauchy-Born rule Tadmor et al. [35],
Top =F, 'Rozﬂ —- Ny, =F, -M,,
we can then derive the coarse scale deformation gradient as

N
F, = () o(RusDres @ RypQp0) - M, " ©)
p=1

where w (|Ryg]) is a localized positive window function, and a common choice is the

Gaussian function,
1

XX
0 = o ep(= ) (1o

here d is the number of space dimension, and / is the radius of the support. Obviously,
F,, depends on the relative positions of all other atoms in the support of the o-atom,
i.e. 4. Note that in the configurations B and B; the center of the supercell occupies
the same position, i.e. R, = R, but not for each atom, i.e. R,; # R;i.

At the beginning of the coarse scale deformation, the initial position of the super-
cell center r, (0) = R, therefore,

Np Np
Fo = () 0(Ruprep ® Rep@p0) My = (Y 0(RagDRep © Rap@p0) - Mg =1,
B=1 B=1

where I is the unit of second order tensor.
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Initially, the supercell shape tensor, x,, which is spanned by the three edges of
the MD cell, a(0), b(0), and ¢(0), may be expressed as,

Xo = x(0) = [a(0), b(0), c(0)] .

For all the atoms in a representative MD cell, say the «-th cell, its referential position
are defined as
Ri = Ra +Rm‘, with Rm' = XOSi . (11)

In the rest of this paper, we refer this molecular configuration as the referential config-
uration B. One can find that this definition is consistent with kinematic assumption,

T =Tq+ Ty =To +Fo - xo-Si. (12)
Based on Eq. (12), we may define an intermediate referential configuration,
Ri =Ry +Rui =Ry + x, (1) - Si, 13)

so that the coarse scale deformation gradient is a continuum scale deformation gra-
dient.

In the proposed multiscale method, we have introduced four different configura-
tions in a representative cell o (1) The spatial configuration, i.e. B, (r)-configuration,
in which r; € Q4; (2) the intermediate equilibrium configuration, i.e. B;(R)-
configuration; (3) the referential equilibrium configuration, i.e. B; (R)-configuration,
in which R; € Q,0, and (4) the statistical configuration By, in which the scaled atom
coordinate S; are primary variables. Figure 2 shows a deformation map that connects
these four configuration spaces.

Fig. 2 Deformation map Intermediate Current
that connects four different Configuration Configuration

kinematic configuration
spaces: (1) Statistical
configuration; (2) Referential
configuration; (3)
Intermediate configuration,

and (4) Current
T ¢p=Fox

configuration.

Referential Statistical
Configuration Configuration
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Since for the monoatom systems » ; S; = 0 and S; are oscillating in the range
—0.5 <S; <0.5,i.e.|S;|| < 1,asatoms oscillate around their equilibrium positions,
we may interpret S; as a statistical variable. For a given macroscale kinematic variable
or point, r,(¢) (the center of cell), there are many sets of {S;} corresponding to it,
and this is the case because as long as Y, m;S; = 0 satisfies. Therefore, a given
macroscale material point r,(#) does not correspond to a single set of {S;} in a
unique one-to-one manner, i.e. such correspondence is not unique. A macroscale
state r, corresponds to many microstates {S;}, and a microstate is determined by the
distribution of statistical variable S;.

It may be also noted that on the configuration spaces 3;, Bg, the center of mass
coordinate are the same, i.e. R,, whereas the configuration space Bg is defined cell
by cell, and the coordinate of the center of mass of each cell is zero.

A pictorial illustration of three physical configurations is displayed in Fig.3,
where physical interpretations of different kinematic mappings at different scales are
graphically illustrated. In passing we note that the continuum compatibility condition
is a macroscale condition, and at both microscale and mesoscale this condition is not
necessarily satisfied. For crystalline solids, this may be linked to the defect states or
quasi-crystal states. Even though the referential configuration is not essential in the
fine scale calculations, but its information is needed in coarse scale computations. To
clearly specify displacement decomposition at each scale, we consider the following
atomic position decomposition,

i =Ty + Yo = ri=ra+Fa'Rai=ra+Fa'Xa'si (14)

where
Reai =Xo-Si -

These relations are schematically illustrated in Fig. 4. Subsequently, we can decom-
pose the atomistic displacement into three different scales,

fi=r,— Ry @ = (Fa X — xa)S,-, and u] = (xa _ xao)s,-, (15)
whereu, u;, u§ denote macroscale, mesoscale, and microscale displacements. Appar-
ently, three of them together constitute the total displacement u;, which can be
expressed as,

ui:ﬁ+ﬁ,-+u;:r,<—R,». (16)
In the scale decomposition, we select three independent kinematic variables,

{S;, x> and r,}, to represent three different scales. The novelty of the proposed
multiscale decomposition is the Multiplicative Multiscale Decomposition,

b =Fo - X, (17)
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L] . L] L] . . [ . .
L] L L L Xa |- L] L] . ._’
|—I S |
. . . - oo | .
L L L L . L] . ._-
(a) Original cell (5) MCSO-‘i:ﬂtC deformation (c) Total deformation

Fig. 3 Cell Deformation in different configurations: a the original undeformed system which is
divided into several unit cells. The atomic positions are given by R;. The solid circles represent the
centers of mass; b the cells (dashed parallelograms) further undergoes microscale deformation x,
around their own center of mass separately without connection (with the cell center fixed). This is
because that continuity may not be valid at fine scale. ¢ The configuration undergoes macroscale
deformation Fy, i.e. now the cell centers start to move. Notice that the continuity is a macroscale con-
cept. Based on this concept, we can use the positions of all cell centers to construct, e.g. interpolate,
a coarse scale displacement field

(i) (ii) (i)
. r Xn ,___——--"'___- / Fr}
(e} o ""_':% y o/ [ ’.x%
A 1 o i | : 5y
e 0 — A :
' 0 g /\' f R{_ [ =
¢ ) i i == A
& ol o c/[ of/—70/A o
o © | 7 i} // ") 4 b
R il || e 7
c - a
i ¢n e Frl : Xn
Bs Bi(R) B.(r)
Statistical Configuration Intermediate Configuration Current Configuration

Fig. 4 Schematic illustrations of relations among i statistical configuration, ii intermediate con-
figuration and iii current configuration

This decomposition is in sharp contrast with the additive multiscale decomposition
proposed by Wagner and Liu [2]. The total deformation gradient ¢, consists of a
macroscale deformation gradient F,, and a micromorphic (meso) deformation gradi-
ent x,. The macroscale deformation gradient at a local position is completely deter-
mined by the local distribution of the supercell centers, which can be quantified, for
example, by Eq. (9). On the other hand, the microscale deformation gradient, which
is often called as the micro-deformation in the literature of micromorphic theory,
is an independent mesoscale field variable that quantifies the independent supercell
rotation or microscale deformation. The macro deformation F, may be considered
to be Long-range order, whereas the micro-deformation ), may be considered to
be Short-range order.
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2.2 Statistical Conditions

Before deriving the dynamic equations of MMMD, we would like to exam the kinetic
energy of the «-th cell:

1 .. 1 . L X
Koz:EXi:miri'ri:EXi:mi(ra+¢a'Si+¢a'si)'(ra+¢a'si+¢a'Si)

M,. . 1.7, 1 . .
= Tra 'ra+§¢a¢azmisi®si+zzmisi'C'Si
——— L l

K

K> K;

1.7 . 1 T .
+ §¢a¢a Zmisi ®S; + §¢a¢a Zmisi ®S; (18)

K4

where M, = Zmi is the mass of the cell, and C = ¢§¢a is the multiscale right

i
Cauchy-Green tensor.
‘We postulate the following statistical condition,

Js = ZmiSi ®S; = X;Ol o x;OT = constant tensor. 19)

1

where
Jo =) miRei ® Ry, (20)

is a second order tensor that is similar to the moment of inertia tensor of the cell
in referential space. In mechanics, the moment of inertia tensor of a rigid body is
defined as,

Leuier == /p(IIRIIZIQ) - R®R)dV
v

where p is mass density, and 1@ is the second order unit tensor. It is obvious that
Igu.r is dependent on both the shape and size of the rigid body. Similarly the tensor
J« 1s also dependent on both the shape and size of the micromorphic MD cell. On
the other hand, the second order tensor J3 is not dependent on the MD cell size and
shape. In fact Jg is the push-back of J, Marsden and Hughes [36], and x,, = x(0)
is a constant second order tensor, i.e. the geometric shape tensor of the original cell.
We can replace the discrete summation (19) with a continuous integration, i.e.

3 =/pS®Sda)5 (21)

w
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where o is the volume of a unit cube. Let E; be the principal axes of J5. We can then
have the spectral decomposition of J5,

3

B=y / pSidw | B/ 0 F; . (22)
1=1 ®

If we assume that J 5 is a spherical tensor, we have

/pSlzda) = /pS%da) = /pS%dw =W,. (23)

w w w

It should be noted that the supercell is not a necessarily unit cube, and it is related
to the physical shape of the lattice representative cell. Therefore, the related Euler’s
moment of inertia tensor, g, is in general anisotropic. On the other hand, the
moment tensor J3 in (21) is defined in the statistical configuration. The assumption
that J3 is a spherical tensor is based on the general ergodicity postulate that the space
and time that a molecular dynamics simulation is involved are statistical isotropic
and homogeneous, which is one of the fundamental hypothesis in statistical physics
and molecular physics. Note that we are discussing a quantity in a statistical con-
figuration By, not the lattice configuration Bg, B; nor the current configuration B,.
The anisotropy of a material in the lattice space is not in conflict with the ergodic
assumption stated here.

Next we consider the fourth term of the kinetic energy K4. Since we may label S;
statistical variables, we may find that J g is in fact a tensorial autocorrelation function
of statistical positions,

P@) =<8 @8t + 1) >=) mS;() @8t + 1) (24)

One can prove that the autocorrelation tensor is an even function of , if J5 is
spherical. This implies the derivation at the origin T = 0 is zero. Hence,

d s .
T dile=0 = Z miSi(t) ® S (1) = 0, (25)
and similarly,

Z mS; () ®8S;(t) = 0. (26)

Equations (25) and (26) imply that K4 = 0. In fact, the Second statistical condition
states that J3 is a spherical tensor, which implies that
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Jg(t) =<S§;t)RS;(t+1)>= Zmisi(t) ®S;(t+71)= (Zm,-S,»(t)Si(t + 'L’))E] RE;

where E;, I = 1, 2, 3 are the basis of a Cartesian coordinate. It then follows,

B0 =<8t St —1) >= Zmisi(t) ®Si(t —1)

= (Z m; S; (1) S (t — r))El QE; = (Z m;S;(t + r)Si(t))Ez ®E,
=<Si()®Si(t+ 1) >=J(1)

Utilizing the two statistical conditions, we can write the Lagrangian of the MMMD
system as,

1 o 7
m=§ZMﬁ"ﬂ"‘ﬂ+§ZJ§¢(¢;¢ﬂ>

+3 szs Cs S——ZZ S Vi - ZZb noQn

vy i€p.jey iep

where 8, y are cell indices, and the abbreviation i € § means that the i-th atom
belongs to the B-th cell. Cg := ¢§¢ p 1s the micro right Cauchy-Green tensor for
total deformation.

In the rest of the paper, we choose three independent field variables, ry, ¢,
and S; representing kinematic variables for three scales, instead of the set of original
variables r,, x,,S;, which will be equivalent each other. Thus £,, = L, (xs, ¢, Si).
The equations of motion are stated as

d oLy Ly _ o ALy Ly o d Ly L
dt 9%, Or,  ditog, 3¢, dr 3S;  3S;

=0. (28)

3 Multiscale Micromorphic Molecular Dynamics (MMMD)

In this Section, we shall derive the dynamic equations for multiscale micromorphic
molecular dynamics.

3.1 Coarse Scale Dynamic Equation

We start by deriving some relations that are needed in subsequent derivations. Con-
sidering ' ‘
Fg =Fp({ro}) and Fg = Fg({ra}, {fa}), (29)
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we then have
oF
o (30)

which leads to the relation,

oF; OF
L=t 31)
0ry ory
Moreover
.. d (dFg\ . oFg .
Fg = - o a | > 32
=2 (i (5 ) o e &
on the other hand,
. aFy . oFy..
Fg = " ” 33
Comparing Eqs. (32) and (33) and utilizing (31), we obtain
d (9Fg\ 0F
— = . 34
dt (Bra ) ory (34
Furthermore considering,
(35)

b5 =Fpxs+Fp- Xpr

we can obtain,

dby oKy IFs dFs Iy
— I = — = . 36
of, 0 X 95, X T o, XP T or, (56)

oF
Here, we assume that —ﬁ = 0, according to Eq. (29).

rOl
By virtue of Egs. (34)—(36), we have

I, oF, OFs . oFy. d [0Fg
or,  or %P T an, X0 T o, 0 T ar \or, ) X0

-4 (ad’ﬁ) _ 4 (2 (37
T dr \or, ) dr \or, |

This relation is needed in the subsequent derivation. Considering the coarse scale

Lagrangian equation and utilizing the above relation, we have
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d (0L, d 0L, 04
i (i) = gy ok 250 320)
dt \ or, dt 8¢ﬂ ory
AL\ 09 0L, d (99
= M,¥, ( ) C A ( .
+Zdt O0ry +Z a(/,/S " dt

i)
= M, + i.%@aﬁ (50

8¢ﬁ ory 8¢ﬂ ory
AL, O 3 ¢
= afa+zi.ﬂ+ Ln 29 (38)
—~ 06 Or. a¢ﬂ - ar,

Furthermore,

ALom ALy 09 AL 09
DY V(r,])l - Zb ZM ~arﬂ+za¢"-37ﬂ. (39)
“  Braicajep i) po T g 99 T

Substituting Egs. (38) and (39) into the coarse scale Lagrangian equation, we obtain

d (L AL,
(=Y -2 M, ¥y = V)~ 4 B 40
dt( Ok, ) Ty ” ! ﬂéze;:eﬁ " j)l ljl ’ 0

where B, = ). b;. Note that —V'(r; J) r | = fj; is the pair force between atoms. If
ij
one would like to include the macroscale traction boundary condition as indicated

in Fig. 1, one needs to add another term on the center of mass of the boundary cells.
In this case, we can redefine the external force density as,

BO( = Saia + QaBrx» (41)

where S, is the area of macroscale traction boundary of «-th cell, t, is the traction
vector on Sy; and by = > . b;/ Q.
Then we can rewrite the above equation as,

My¥y == 3" f£i;+B, (42)

BF#aica,jepf

The first term in the right hand side (RHS) of Eq. (42) represents the cell-to-cell
interactions. We can also rewrite the first term of RHS of Eq. (42) as

Z Z fi; = Zfaﬁ, where f,5 := szﬁ ) (43)

BF#uica,jep BF#a ica jep
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Then Eq. (42) can be written in terms of coarse grain variables completely,

Mofy = = L + By . (44)
P

where the Greek letters o, 8 denote the centers of mass of MD cells.

In Eq. (43), the cell-to-cell interaction term consists of all the atomic bond forces
that passing through the surface of the cell, which is actually the divergence of the
Cauchy stress (V - 0,) generated by the atomic interaction from outside the cell
multiply the volume €2,,. This can be seen as follows,

_Z Z f,-j%/o'-ndSZ/V-O'dV%V'O’aQa

B#aica,jep PIon Q
Thus Eq. (42) may be interpreted as,
Mai;a = (V * Ga)Qa + Bot (45)

which is a coarse-grain version of the Balance of Linear Momentum. Equation (45)

not only establishes a link from molecular dynamics to continuum mechanics, but also

provides an alternative computational formulation, which is explained as follows.
First we can rewrite the divergence of the Cauchy stress as

~ IR\ -
VY, -0y =QuJ V- aa(g) =0, (VR : (JaaF;T) —6y-Vg- (JF;T))

= O,V - (JaaF;T) = O,Vr - Pa,

where Qa is the volume of the MD cell in the intermediate configuration, i.e.
‘R-configuration, and J := det (F,) = Q,/ Q,. In the above derivation, the Piola
identity Vg - (JF~T) = 0 is used, and moreover P, = Jo,F, T is the first Piola-
Kirchhoff stress with respect to the current configuration (r-configuration) and the
referential configuration (R-configuration), which can be shown as

Pu=PUrel = — 3 (~pm$i@S +3 Y 6,98,) 0. 6o

Y jea JjEa, j#i

when the equilibrium state is reached. The detailed derivation of Eq. (46) will be
discussed in the subsequent sections, and our purpose here is to derive the macroscale
dynamic equation.

Now Eq. (45) can be re-written as

Mty = QuVR - Po+ B, . 47)
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Recall that the coarse scale deformation gradient may be approximated as (9),

Np
Fy = VR @1, ~ (Z o (Ryp|)Top @ Raﬁfzﬂ) M, (48)
p=1

which indicates that the structure of the discrete differential operator may be
expressed as follows,

Ny

Ve ® () ~ (D 0(RupDE — f) @ Rypls ) - M,
p=1

Following the same procedure, we can define the discrete gradient operator as,

Ve () ~ (ZwaRaﬂD(fﬂ—f) RupShy) - M (49)
p=1

Note that the center of mass positions, R, or Rg, are the same in the intermediate
configuration (R) as well as in the referential configuration (R).
Finally, we can approximate Eq. (47) as

Mi, ~ (quRaﬁD(Pﬂ — P RSy ) M, +B, . (50)
p=1

This is an alternative computation formulation in comparison to Eq. (42), because
one does not need to calculate interactions among different cells but only calculate
the Virial stress in each cell. This formulation provides a natural passage bridging
molecular dynamics and continuum mechanics coupling.

3.2 Mesoscale Dynamic Equations

We now exam the mesoscale Lagrangian equation. Considering the derivative terms
with respect to the chosen mesoscale variable, i.e. ¢, and ¢, we first have,

Lm _ 5 s Lw\ _d o g a
B(ba =¢,J, — (8¢ )_dt(% ) =¢,-1,. (51)
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and then we have,

m i ad ij
Z—st 22:0( (u)r_J 8;:

| |

8r, 31‘,‘
—22v<r~—7;—zbm

ica

JjeBFa

= ¢, st 8 - Zf,,@S,j+ZZf,,®S +) b ®S;.

i,jea ica iea
JepFa

(52)

Finally, the mesoscale Lagrangian equations have the form,

;ﬁa.Jg:%ZmiSi@Si—%Z ®S,,+Z D68+ bi®s;.

i,jea ica ica
jeB#a

(53)

To understand physical meanings of the above equation, we can define the
mesoscale 1st Piola-Kirchhoff stress tensors as,

pYirial . — Z<_¢amisi ®S; + % ' Z 'fij ® Sij) 54
ica Jea, j#i
P =) ) f;®S;= (Z > Vi L2 ®SU)’ (>3)
B#aica,jep BF#aica,jep

where PYirial and P! are the first Piola-Kirchhoff stress of the a-th cell, which are
the two-point tensors defined on the current configuration i.e r-configuration and the
statistical configuration, i.e. S-configuration.

Figuratively speaking, these tensors have two legs, one is in r-configuration and
the other is in S-configuration. If we push the leg in S-configuration forward to the
intermediate configuration R-configuration,i.e. R; = x - S;, the corresponding first
Piola-Kirchhoff stress will have the following expression,

,Pgl/irial — QLZ( ¢ m; S ®S + Z f,j ®SU) Xg s (56)

¥ jea jEOt J#i

which is used in Eq. (46).
With above definitions of stresses, we can recast the mesoscale dynamics equa-
tions as
&a . Jg — _(P;/irial _ PZX[) + Ma (57)
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where P)//"i! is given by Eq. (54); and P& is given by Eq. (55), and M, = » b; ®

S; is the mesoscale external couple. Note that Eqgs. (54) and (55) are inseightful,
because it resolves one of outstanding debates on the definition of the Virial Stress.
Equation (54) is basically the mathematical definition of the Virial stress e.g. Irving
and Kirkwood [37], Tsai [38]. However, Zhou [39] argued that the kinetic energy
part should be dropped out in the stress calculation, even though many disagreed,
e.g. Murdoch [40], Subramaniyan and Sun [41]. We now see from Egs. (54) and
(55) that if the stress is internally generated, the definition of the Virial stress is
the original definition of the Virial stress; but if the stress is an external stress, then
the kinetic energy part should drop out from its expression. This is because that
the current formulation of the multiscale micromorphic molecular dynamics is a
adiabatic formulation, which does not consider the heat exchange among the cells. If
in Eq. (57), ¢, = 0, we have P& = PYirial _, pext — plirial which is the proof
of Eq. (46).

3.3 Microscale Dynamic Equations
After evaluating the fine scale Lagrange equation for i € «, we first have
—_— :m;(Ca-§i+Ca~S,~). (58)

The derivative of fine scale Lagrange equation with respect to S; has two cases,

(@) a = ,8 : 0L, _ _% Z(V,(iij)ca ) Sij)

8S,’ o rij
azp: 2= 23 (L0 k)
! a#B j#i g

where Iij =Tup + ¢/3 . Sj —¢,-S;.
Combining the two equations and Eq. (58), we finally obtain

V/

.. 1 _ (ri7) R R _
misi+5¢a‘22( r-,-” (Fap + 95 °Sj —ba - S)) +miCy ' Co 8 + 97" b =0, (59)
B i#j !

where i € «. One may note that the second term in Eq. (59) contains both interaction
of atoms within the «-th cell and between two different cells, i.e. the casei € o, j € B
and 8 # «.

In summary, the three scale governing equations of Multiscale Micromorphic
Molecular Dynamics are as follows,
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Mai:oz = - Z Z fij + Sozia + QaBa (60)
B#aica,jef
“b‘a . Ji — _(Pgirial _ ngf) + M(x (61)
misi = —n’l,‘C;1 . Ca . Si + ¢;1(Z Z fji + bl) (62)
B jep#ica

where the micromorphic deformation tensor is ¢, = F, - x,. One can see from Eq.
(60) that the macroscale traction boundary condition is embedded in the coarse scale
dynamic equation.

4 Multiscale Coupling Algorithms

One of the main advantages of MMMD is that it provides a perfect means to design
multiscale coupling strategy, because it automatically split conventional molecular
dynamics into three scales. Therefore, if one would like to couple MD with continuum
scale dynamics, S/he can directly connect the coarse scale MD with the continuum
dynamics as a recent contribution Tong and Li [42] having shown that MMMD can
perfectly couple with peridynamics.

We are now developing a multiscale coupling algorithm to couple nonlinear con-
tinuum mechanics based finite element method with MMMD.

InFig. 5, we show a spatial coupling partition of finite element domain and molec-
ular dynamics domain. In the molecular dynamics domain, we employ the multiscale
micromorphic molecular dynamics (MMMD); while in the finite element domain we
employ a Cauchy-Born based nonlinear finite element method to model and simulate
the material. For self-completeness, we briefly discuss the Cauchy-Born rule based
finite element in the following subsection.

4.1 Multiscale Finite Element Formulation
Based on continuum mechanics theory, The Hamiltonian principle for a continuum
body can be expressed in terms of displacement variation,

1
/ (5K — Wiy + W) )t = 0. 63)

fp
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Fig. 5 Coupling between the finite element mesh and molecular dynamics domain

where

n

%) 5]
/81Cdt=//pl'1-8|’1dth = —//,oii-&udth
n Q Hn Q

4]
W
6W,»,,,=/—:8FdV=/P:8FdV
oF
Q Q
6Wex,=—/b-8udV—/T-8udS

Q 8Q

233

(64)

(65)

(66)

aw

where integration by parts is used in the line; W is the strain energy density; P = —

oF

is the first Piola-Kirchhoff stress tensor; and b and T are body force and prescribed

traction vector.
Consider the finite element interpolation for the displacement field,

N,
nelem
v (X) = A1 E N;(X)uy,
==t

(67)
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where N;(X) are the finite element interpolation functions, u; are the nodal dis-
placements, and nelem is the total number of element, and N, is the number of FEM
shape functions in the element e.

The discrete equation of motion for FEM procedure can be expressed as,

Md = £ (d) — £ (68)

where, M is the mass matrix. £/ and £’ are force vectors from each element,
respectively. They are defined as follows:

nelem
M= A f poNINedV (69)
=1
e o
int __ nelem eT pe
"= A B P°(d)dV (70)
e=1
Q.
nelem _
fext = A {/NeTBedv+fNeTTedS} (71)
e=1

Q. Iy

where €2, is the domain for the e-th element; 9T, is the traction boundary; B¢ are
the element strain-displacement matrix and the gradient of the strain-displacement
matrix, respectively.

Crystal structure of silicon is diamond cubic, Fd3m, which is regarded as a set
of two FCC lattices, « and § (Fig.6). Hence, the inner displacements between two
lattices can be defined as a vector v from the first lattice « to another 8 ( see [43-45]).

When evaluating stress based the Tersoff potential, we only take the nearest four
atoms into account to calculate interactions, the strain energy density and its deriva-
tive can be calculated by the pseudo unit cell composed of five atoms. The nearest
four atoms, which composed of a tetrahedral structure with the central atom, all
belong to a different FCC lattice unit cell 8 from the FCC lattice « to which the
center silicon resides (Fig. 6). If we term the central atom as index 1, and others are
from 2 to 5, distances of atoms are defined as,

r]j=|rlj|=|r1_rj_V|j=2’3"“’5 (72)
Tk = |rjk| = |l'] — rkl ],k = 2, 3, ceey S,andj 7é k (73)

The vector v can be evaluated to minimize strain energy density as shown in
Appendix. It had been found that the optimization of vector v is crucial to figure
out the stablest configuration of atoms at each deformation [43].

Because overall non-uniform deformation field can be interpreted by a set of
bulk elements with piece-wise uniform deformations, we can assume the first order
Cauchy-Born rule to represent deformation of the bulk element.

ri = FR, (74)
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Fig. 6 Unit cell of silicon crystal diamond cubic. Red and blue colors indicate atoms belong to two
different FCC lattices

where, R; is original position of atom i in the unit cell, and r; is the position after
deformation. F is the first order deformation gradient of each element.

(75)
)¢

4.2 Tersoff Potential

The strain energy density W can be written as follows,

290 Z Vi (76)

Qo

where, U] is the potential energy for the central atom 1, and €2 is the volume occupied
by an atom in the initial configuration. V;; is the Tersoff potential energy between
the central atom 1 and a surrounding atom j as

Vij = feripUfr(riy) +bij fa(ri))] a7
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In the Tersoff potential, the functions fr, f4 are the cut off function,

Sr(r1j) = Aexp(—Ayjry;) (78)
fa(rij) = —Bexp(—p1r1;) (79

and f¢ are defined as follows;

1 rij < Ry
Ry
felry) = %+%cos(%) Rij < <Si (80)
0 rij > Sij

Note here that, secondary differentiation of the original cutoff function (80) is dis-
continuous, it is thus unfavorable to estimate inner vector v at the transition points
r = Ry and r = §;. To solve this inexpedience, Izumi and Suzuki introduced the
dumping cutoff function Izumi and Sakai [46] as;

In this study, we employ the modified cutoff function of Eq. (81) instead of Eq. (80)
without changing parameters R;; and S;; of the original Tersoff potential.

By taking account three body interaction, the parameter by ; in Eq. (77) will explic-
itly depend on the location of the third atom k as follows,

b=+ ) (82)
5
qy= Y fe(ri)g@rn) (83)
k#i,j

O =145 ¢ (84)

SR = 2T T B (h = costijp)?
) (r2. + 72 — 2 )

cos6y i = Tytie _ Yy Ik~ "k (85)

ik 21Tk

The parameter set of Tersoff potential used in this study is adopted from Tersoff’s
second paper [47], which can reproduce elastic properties of Silicon more accurately.

According to the strain energy density, the first Piola-Kirchhoff stress tensor is
derived as,

W 19 g 1 /0Vy; . AV av
PG e o) T LG o ar) GO

j=2 j=
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The inner displacement v can be evaluated by minimizing of the strain energy density

W, i.e.

This condition is achieved by using Newton’s method to find the minimum of the
strain energy density, and as a result, inner displacement vector v can be obtained.
The procedure is presented and documented in Appendix. Finally, we have

5

1 A%Y
282 4 oF
j=2

5

5
=5 Xl ¢+, 2 (o oy )
00 ko j 0TIk cosUy jk

where,

Br,-j 8r,-j 8I'ij rij®Rij

= = 89
oF al','j oF rij ( )
dcos0 ; 1 011\ Or1; 1 01\ 0
cos 1Jk=(__cos ljk)ﬂ_F(__cos ljk)ﬂ (90)
oF Ik ryj oF ryj Ik oF
(2 )f’r_jk
rijrik oF
According to Eq. (77), the derivative of V;; by distance r is
avi;  adfc
- = Y+ by . 91
or; o, (fr(r1j) + byj fa(rij)) On
afr(ri}) ofa(ri))
; by ———~ 92
+ fenp (St + by =5 EE) 92)
where,
9 . Ry
fC(rlj) _ _ s COShI:]T(rIJ 1_])] (93)
ory; 4(S1; — Ryj) 2(81; — Ryj)
ofr(ri;)
x0T _ _ pjexp(—him)) (94)
87‘1]'
ofa(ri;)
A _ gy (i) 95)
8r1]~

Similarly we can take derivatives of V;; by ry; and 6, j; to estimate Eq. (88), and
they are,
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aVy; 1 U
3,,11]: :fC(rlj)fA(rlj)I:_z(l‘i‘,Bngflj)ﬁ 1],3 flj ! (96)
afc(rir)
o 8O1jx)
—aVlj = . . _l nen %:—1 nen—1
dcosby fc("u)fA(ru)[ 2(1 +B"¢1") ],3 o 97)

2C2(COS 91jk — h)

- fe(riv) [d? 4 (h — cos By jx)?]*

4.3 From MMMD to FEM

The coupling between MMMD and FEM is a two-way coupling. We first discuss
how to transfer information from MMMD to FEM.

A schematic illustration of the multiscale coupling is shown in Fig.7 to demon-
strate the coupling strategy at the boundary of FEM region and MMMD region.

First, in order to pass the mechanical information from MMMD to FEM, the
FEM nodes at the multiscale boundary are chosen as the centers of mass of boundary
MMMD cells shown in Fig. 7; and we call these nodes as the intermediate node. The
global arrangement of the intermediate nodes is also shown in Fig. 8.

S

Atomistic Macroscale
region divided discretisation
into multi cells by FEM

Fig. 7 The multiscale coupling strategy: From MMMD to FEM
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-

Fig. 8 The multiscale coupling strategy: From FEM to MMMD

Second, at each center of mass of MMMD cells, we can calculated the first Piola-
Kirchhoff (PK-I) virial stress ’PZ irial hased on Eq. (46). We can then use the PK-I
virial stress to calculate traction force of the boundary between FEM region and
MMMD region. As an example, for a four-node quadrilateral element surface, it
contains four centers of mass of MMMD cells, and we assume that the normal of
the quadrilateral element is N. The traction vector on the surface of this quadrilateral
element will be,

4
T, =Y N.pyr (98)
a=1
where the subscript m denotes multiscale boundary. Thus, the traction boundary I,

in Eq. (71) has two parts, i.e. I, = I'r | J 'y, where I'r is the macroscale traction
boundary and I, is the multiscale traction boundary.

4.4 From FEM to MMMD

Shown in Fig. 7, each center of mass of MMMD boundary cell may be in contact with
two elements (for two-dimensional quadrilateral FEM mesh). In three-dimensional
space, it may in contact with four or even elements. For each MMMD cell, there is
applied external load from it environment, i.e.

Moiy = =) Tup + Ba 99)
B#a

in which the external force,

By = Suty + Qb (100)
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Suppose that a center of mass of boundary MMMD cell is in contact with two
elements and the MMMD cell has two exterior boundaries with normals N; and N,
and surface facts S; and S».

We choose the following expression of By,

2
By=Y SIN;-P, (101)
=1

where the PK-I stress is the weighted average of all PK-I stress at evaluated at the
each quadrature point of that element, e.g.

4
=Y w ‘X_ w, (102)

where w; are the Gaussian quadrature weights. The explicit expression for aa_¥ for the
Tersoff potential is given in Eq. (86) and related equations. A schematic illustration
of the multiscale coupling (from FEM to MMMD) is provided in Fig. 8.

5 Numerical Examples

We employ the coupled FEM-MMMD method to simulate nano-indentation of single
crystal silicon. The multiscale system contains the MD region and FEM region. In
MD region, we partitioned 7 x 7 x 5 = 245 cells, and in each cell there are 64
Silicon atoms so that there are total 15680 atoms in MD system. We used the Tersoff
potential to model single crystal Silicon. The FEM region is wrapped around the MD
region, it contains total 1860 brick elements as shown in Fig. 9.

Two types of indenters are used in simulations: a 20 nm diameter spherical inden-
ter and Vicker’s indenter. In actual simulations, we used analytical expressions to
express the indenters’ contact surfaces, and we prescribed the motion of the inden-
ters. Since the indentation contact region is only restricted to the MD region, we
therefore only apply the indentation contact condition to MD region. We may view
that the indentation contact boundary is the coarse scale MMMD boundary condition.
Thus we apply this prescribed indentation boundary condition only on the centers of
MMMD surface cells. On the other hand, the induced stress and force on the indenter
can be calculated by projecting and summing the virial stress of each MMMD cell
that is in contact of the indenter.

We have simulated nano-indentations various forms of Silicon. We listed the
simulation condition, i.e. the equilibrium bond distance and coordination number in
Table 1.

The simulation results for Si-I are displayed in Figs. 10 and 11. From Fig. 10, one
may find the the simulated relation between indentation depth and the force exerted
by the indenter. Since this is a multiscale simulation, the both MMMD and FEM
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Fig. 9 The multiscale coupling strategy: From FEM to MMMD

Table 1 Equilibrium bond length and coordination number

Crystal Bond [A] Coordination No.
Surface/Amorphous 2.35 <4
Si-1 2.35 4
bet-5 2.31 4
2.44 1
Si-II1, XII 2.39 4
3.2-34 1
Si-II 242 4
2.57 2

parts contribute to silicon substrate deformation or indentation depth. In Fig. 10, we
plot the total indentation depth and load curves as well as the the contribution from
MD (MMMD) and FEM responses. In Fig. 11, show the molecular contact surface
morphologies with two different indenters.
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Fig. 10 Nano-indentation simulation result

2nm 2nm

Spherical Indenter Vicker's Indenter

Fig. 11 Indentation contact region morphology
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Abstract We present a general method for the electronic characterization of
aperiodic 2D materials using ab-initio tight binding models. Specifically studied is
the subclass of twisted, stacked heterostructures, but the formalism provided can be
implemented for any 2D system without long-range interactions. This new method
provides a multi-scale approach for dealing with the ab-initio calculation of elec-
tronic transport properties in stacked nanomaterials, allowing for fast and efficient
simulation of multi-layered stacks in the presence of twist angles, magnetic field,
and defects. We calculate the electronic density of states in twisted bilayer systems
of graphene and MX, transition metal dichalcogenides (TMDCs). We comment on
the interesting features of their density of states as a function of twist-angle and local
configuration and how these features are experimentally observable. These results
support the bilayer twist-angle as a new variable for controlling electronic properties
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1 Introduction

Since the experimental isolation of graphene, many other two-dimensional van der
Waals materials have been successfully grown or fabricated from bulk samples in a
laboratory setting. Although a single-layer 2-D system has exciting physical prop-
erties, there has also been great interest in developing and understanding artificial
heterostructure materials composed of multiple 2-D layers [10]. Each layer is only
coupled to the other through the weak van der Waals interaction, allowing for stacked
materials to still exhibit 2-D phenomenons. These heterostructures are created by
taking different monolayer materials and mechanically placing them on top of one
another using nano-fabrication techniques. This fabrication method allows for any
possible relative angle between the two (or more) layers. Twisting will generally
break the translational symmetry of the heterostructure as the layers are no longer
aligned. The study of the symmetry of these materials has classified them into two
distinct categories: commensurate stacking (in which there exists a periodic super-
cell structure) and incommensurate stacking (no periodic structure).

Experiments in stacked van der Waals heterostructures have shown interesting
results. Bilayer graphene studies have found very clear twist-dependent features in
both the electronic density of states and the conductivity [13, 15]. Careful atomic
structure studies in bilayer graphene have also shown that at very small twist-angles, a
domain-wall phase appears where the relevant phase parameter is the crystal stacking
configuration [18]. 2D layers of transition metal dichalcogenides (TMDCs) have also
begun to be investigated experimentally [1, 12]. Although commensurate systems
have been studied using traditional Density Functional Theory (DFT) when the super-
cell is not unreasonable large, not much is known about incommensurate systems. Are
there distinct physical characteristics that distinguish between the incommensurate
and commensurate case? Are there unique phenomenon or phases present only in
incommensurate materials? Do the properties of incommensurate systems limit to
those of commensurate systems (perhaps as one takes infinitesimal variations in twist-
angle)? We investigate these questions by introducing a robust framework for the
simulation of incommensurate heterostructures and provide the results of numerical
implementation in some bilayer systems.

The starting point for our method is the generation of ab-initio tight-binding
models for stacks of 2D materials. A series of small supercell DFT simulations
where one layer is translated with respect to the other provides a large sample of
tight-binding parameters for specific distances and angles between atomic orbitals.
An analytic tight-binding model is then fit to these samples, providing a general
formula for computing “hopping parameters” between orbitals. Tight-binding models
generated in this manner reproduce band structure with the accuracy, but not the
computational cost, of DFT. We use bilayer tight-binding models created from this
method for graphene [8] and MX,; TMDCs [9] where M = (Mo, W) and X = (S, Se).
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2 Method

2.1 Formalism

Our methodology is inspired by two previous mathematical works on disordered
tight-binding models. First, an algebraic treatment of electronic transport in disor-
dered lattice systems [2, 11] allows for the rigorous definition of quantum-mechanical
operators in a disordered material. Second, an argument that local tight-binding mod-
els create exponentially localized local observables, i.e. one can controllably remove
finite-size and edge effects from tight-binding calculations [7]. Using these previ-
ous works, we are able to develop a useful vocabulary for treating the problem of
modeling twisted 2D layered materials.

A tight-binding model in d-dimensions is described by orbitals in a d-dimensional
lattice (i € Z¢) and the hopping parameters between orbitals (usually labeled tij)-
To describe disorder in this model, we consider the space of all possible defects
and apply one specific set of defects in a stochastic manner. This is formulated by
defining a configuration space §2 with specific local configurations w € §2 with a
probability distribution of configurations d P (w). In short, £2 describes all possible
environments that an orbital can see around itself. In this manner, we wish to simulate
operators by sampling over the space of disorder configurations £2.

Viewing the interlayer van der Waals force as a perturbative potential, the twist-
angle can be interpreted as an aperiodic disorder to a single-layer system. Although
we wish to keep the twist-angle fixed throughout the material, the location of the
orbital in the “potential” of another layer does vary. This “shift” between the origin of
unit-cells in different layers completely describes the local configuration w. For each
one of these shifts, we can construct a finite-system which contributes a finite-size
error to the calculation. However, this error decays exponentially with the radius, so
it can be taken controllably to zero. Our results show that this is a computationally
feasible strategy.

To describe the difference between an incommensurate and commensurate angle
in this model is now easy: a commensurate angle has a finite configuration space
(because a periodic super-cell exists) while an incommensurate angle has an infi-
nite configuration space. If two angles, # commensurate and ¢ incommensurate, are
extremely close then a specific “shift” will look effectively identical between them.
Therefore, the results of a single w calculation will not vary significantly between
0 and ¢. Rather, its the sampling of w that varies. To see the incommensurabil-
ity/commensurability of a twist angle as a phase transition in a real material, some
physical observable must vary strongly enough over £2 and the commensurate twist
angle must not sample 2 too finely.

In conclusion, we wish to calculate local operators over the space of all possible
configurations 2. To do this, we choose a local configuration w and construct a large
finite tight-binding system which has the orbital described by w at its center. Then,
the physical property of interest (density of states, conductivity, etc.) is calculated
from the model. This method allows for other sources of disorder to be treated exactly
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as well. Physical defects such as vacancies, ripples, and edges are easy to implement.
Simply introduce extra dimensionality to §2 to represent all possible forms the defects
can take and place the defects directly into each w tight-binding model. Although our
ab-initio tight-binding model may not be accurate in the presence of large defects
or edges, point vacancies should be well captured by just removing a few orbitals
without modifying tight-binding parameters.

Magnetic field can be introduced to the tight-binding model with a Peierl’s substi-
tution. As we will show in the next section, we have gauge freedom between different
configurations w when computing local density of states. This means we can choose
a gauge for each w calculation and not worry about the vector-potential A agreeing
between each finite-sized sample of our infinite material (Fig. 1).

2.2 Implementation

We will now walk-through the details of how this method calculates electronic density
of states in twisted heterostructures.

First, create a heterostructure model out of layered disks of a cut-off radius R. They
are centered at a point with “zero-shift”, which is just one specific @ configuration.

i = (0.9, 0.08)

|8 = (0.00, 0u00)

Fig.1 Large Moiré pattern of bilayer graphene, with the red sheet twisted 3.1° with respect to the
blue sheet. The locality method calculates global properties for an infinite material by computing
values at the center of many finite-size systems. Two such finite-sized systems are shown above
in blue and green outline, with the blue-orbital’s local environment described completely by the
“b-shift” between the blue and red unit-cells
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Next, find all relevant hopping indices H;? in the sparse Hamiltonian by only looking
for pairs that are less than a few nanometers apart. For each desired configuration
w, shift each layer by the proper amount (with respect to a fixed layer, usually the
bottom one) and compute H;?; for each non-zero hopping index. We implement Local
EDoS, but can do conductivity with current-current correlation fitting [16]. The Local
EDoS can be easily derived from the global EDoS, g(¢), if we carefully consider all
eigenstates (indexed by s) and orbitals (indexed by x):

- 1 &
&)= de—e) =12 8 —e) ) (P
s=1 s=1 x

| 2 (1
= Z ~ ;a(e — ey = ;gx(s)
where we have identified the local density of states g, (¢) as:
£(e) = — ia@ — )l ()17 )
NS

Finally, we apply the operator of interest to H; with a Kernel Polynomial Method
(Chebyshev polynomials) [16]. The Chebyshev polynomials 7; form a complete
basis for square integrable functions which take values in the range [—1, 1]. A linear
combination of them can be chosen to approximate the eigenspectrum of a tight-
binding Hamiltonian after a simple rescaling to ensure all eigenvalues lie in [—1, 1].
Of interest is the Hamiltonian H}, of a specific orbital at a configuration w represented
by shift b. First, approximate the delta-function operator as a linear combination of
the first p Chebyshev polynomials:

P
(e — H”) ~ Y a;j(e)T;(H”) 3)

i=0

T;(H®) is as large as the tight-binding Hamiltonian matrix and thus it is very
unwieldy to keep track of all of them numerically. So instead we define a projection
of this object onto site x as:

T (e) = v! T;(H”)vy, v, = (0,0,...0,1,0...,0,0) 4)

This is exactly the definition needed to succinctly write our local density of states
operator:
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N
g:(e) = % D U (08 — e (x)

s=1
) 5)

p
N Y ol @a @ T(H), = ) ai(e) T (H?)

i=0 i=0

We compute only the center site (far from the boundary of this finite system), so
we are interested in:

p
go(e) ~ Y a;i(e) T (H) (6)

i=0

Note that 7°(H®) is simply a number, and that all the & dependence occurs in the
coefficients a; (¢). Thus we can compute the local density of states for any sampling
of energy values very cheaply after doing the expensive calculation of TiOO(H “).
Fortunately, the error introduced by the KPM adds linearly to the finite-size error
and both have the same functional exponential form. This means we can find an
optimal ratio of finite cut-off radius R and KPM polynomial order p for a small
system and then increase both R and p accordingly for optimized calculations of
large systems.

For electric field, only the on-site energies (diagonal elements) of the Hamiltonian
change. If the hopping elements are H;? = tioj without the presence of the electric
field, the new hopping terms are:

lij = tioj + (E(r;) - 1;)é;; @

where E(r) is the electric field and r; is the position of orbital i.
For magnetic field, we apply the Peierl’s substitution for the hopping element
H{} = 1;; between orbital / and orbital j

K,
i = t?jei%f"rj A-dl ®)
where R; is the position of orbital i, tioj is the hopping element in the absence of
magnetic field, and A is a vector potential satisfying V x A =B = (0, 0, B;). The
simple gauge A = (—yB,, 0, 0) is chosen for our infinite material. A slight com-
plication arises from our local calculation method here. Although we have “gauge
freedom” in choosing the initial vector potential for the infinite material, this does not
necessarily mean each local configuration can have completely independent vector
potentials. In other words, it might be necessary to have the vector potentials of two
different H), systems agree if we were to place them back into the infinite material.

To show that, at least for local density of states, we have gauge freedom between
local configurations, we prove that 7\ is independent of the choice of gauge. 7\ is
a polynomial in H®, so this is equivalent to proving (H“)g, is gauge independent.
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We begin by noting the form of (H“)g, is explicitly

(Hw)g() = Z thl talaz e tunfza,,,] ta,,,]o (9)
{ai}

where {a;} represents the sum over all possible hopping paths of length n from site
0 back to itself.

Since only the phase factor of #;; changes with gauge choice, we only need to
show that the phase factor ¢ of the terms in this sum are independent. The phase
factor is:

h Ray n—2 Ry
Yo=1[ A-a1+ / A-dl

Ro —
Ro
+/ A-dlz‘(ﬁ A -dl
R {ai}

an

(10)

where the final integral represents the closed path traveled in real-space from the
center site Ry through all the R, and back to Rj. Changing our gauge from A —
A + A for any real-valued function A(r) causes a phase change of:

Ap = Ef Ak -dl = 2 (.(Ry) — M(Ry)) =0 (1)
R Jia h

Thus our local density of states operator does not change under a gauge transfor-
mation. So for computational convenience we can place the center of the finite H®
system at r = (0, 0, 0) and choose A = (—yB,, 0, 0). For any operator whose local
projection is a physical observable gauge independence should hold. However, if the
operator’s local projection is not a physical observable (as in the case of computing
topological character, or perhaps conductivity) care must be taken. In these cases,
the model needs the local projection to be gauge-independent or to have the gauge
“agree” between local configurations.

This method lends itself to excellent parallelization efficiency in comparison to
DFT super-cell methods. To compute the global operator we must do a large number
of independent computations of the local operator in different configurations (i.e.
each H“). To manage all of these configurations, a master-worker parallelization
scheme was implemented using the standard Message Passing Interface (MPI) in
C++. Because each H® ‘job’ is completed autonomously by each worker, the com-
putation is load distributed (the fastest cores get the most work, the slowest cores
get the least). Since each local operator is computed using only sparse matrix-vector
operations, we add a second layer of panelization on each worker by using multi-
threaded implementations of highly optimized matrix-vector operator subroutines
(Table 1).
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Table 1 Parallelization efficiency on a 750 A cut-off radius graphene monolayer over 100 config-

urations
2 Ranks (s) 4 Ranks (s) 8 Ranks (s)
1 Threads 9638 3373 1758
2 Threads 6082 2139 1076
4 Threads 3717 1521 681
3 Results

3.1 Twisted Bilayer Graphene (tBLG)

Twisted bilayer graphene (tBLG) provides an excellent system to test this method on,
asithas already been well characterized by many experimental works and low-energy
theory [3, 14]. To compute the EDoS of tBLG we used a two-band ab-initio tight-
binding model [8]. The bands corresponded to the p, orbital on the first and second
Carbon atom in the Graphene unit cell (i.e. = bonding and anti-bonding interactions
only). This tight-binding model already showed very accurate results when used with
a periodic super-cell method. We find that the local EDoS modeled here shows no
large qualitative difference from the results of periodic systems. However, we are now
able to simulate arbitrary twist-angles and also study how the local operator changes
in real-space, allowing us to compare to the results of recent STM experiments.

The main feature of twisted bilayer graphene is the presence of Van hove Singu-
larities (VHVS) above and below the fermi energy. The origin of these VHVS can
be best understood by considering the low-energy band-structure of tBLG as four
dirac cones at the valleys K; and K/, where [ = (1, 2) labels the layers. At 0° twist,
K, and K, are at the same point in momentum-space. As the layers are twisted, the
dirac cones move away from one another in momentum-space, and a partial band-gap
opening occurs where the cones now overlap. These hybridizations at the overlap of
the dirac-cones cause the VHVS.

First, we compare the spatial dependence of four tBLG angles to experimental
results [19] in Fig. 2. This is possible because sampling “shifts” over the diagonal of
one graphene’s unit-cell is the same as moving linearly from an AA to AB type stack-
ing in the real-space Moiré pattern. We see excellent agreement between simulation
and result by comparing the features of the VHVS.

Next, we sample the configuration space §2 for a fixed twist angle of 5.73° (0.1 rad)
for 100 configurations along the diagonal of the unit-cell (Fig.3). The results show
that the local DoS varies extremely smoothly as a function of w, and that the only
regions of major configuration dependence are at the VHVS. The AB and BA type
stacking have much lower DOS at the VHVS than any other stacking configuration.
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Fig. 2 Simulated density of states from our method for the same four angles as used in an experi-
mental STM measurement [19]. Also plotted (in color) is a real-space image of the density of states
in the bilayer system at the dashed-line energy value. Calculated with a 500 A cut-off radius

Since our method fits the DoS to a smooth polynomial, the divergent nature of the
DoS at the VHVS is only partially recovered. However, we can still compare the
intensity of the VHVS by looking at the spectral weight near the singularity (i.e. the
area under the DoS curve). Also plotted in Fig. 3¢ are pure DFT ground-state energy
(GSE) calculations for non-twisted bilayer graphene over the same diagonal of shifts
with and without Li+ intercalation. With Li+ intercalation, the relative stability of the
AB and AA stacking inverts. This means Li+ may act as a “lubricant” between the
layers, allowing macroscopic samples to change their twist-angle. Interestingly, there



254 S. Carr et al.

Energy (eV)
-1 0.5 0 0.5 1
T T : T T T
(a) : One orbital local configuration (filled red nrrl(}
t PO o TP o0 0 0 O o o0 o oh G
H 6"(9@ oDy, B ’oo’ou,n Q.H-Q_.,D&o 0 0 J0 Fé"ssn“@%
: ERREE R E LA R,
08g0q 29P8%8%50,9
$55s &Sm0
&° @0 [
o)
E
L]
a
=
0.45
(b) O one urhit_nl (c) —— LigCia
hoth orbitals ---- Ligg:Cyz | 104
37K Fe o Koy 0.35
* “* B
E 025 =
< 0.2 7"
1] . #
2 5
= 0.15 b
- 0.1
¥ {oos
o
A-A A-B B-A A-A
- -0.05
Shift (A) Shift (A)

Fig. 3 Local electronic density of states as a function of shift distance acrosss the unit cell’s
diagonal. a The top graph is a scan of the EDoS with the coloring corresponding to distance across
the diagonal. The inset figure shows the real-space configuration w, with the first graphene layer
in blue and the second layer in red. The unit-cell of the bottom layer is plotted in green, and the
calculated orbital is highlighted in solid red. b Density of states at the selected VHVS peak as a
function of shift for one orbital and for the average of both orbitals. ¢ Ground state energy of 0
twist-angle graphene bilayer with and without Lithium ion doping. These results were computed
with conventional DFT in a 2 x 2 graphene bilayer supercell

are great similarities between the VHVS DoS and the DFT GSE calculation, perhaps
meaning we can use DoS spectral weight in our method as a quantity analogous to
ground state energy. Sampling across the entire unit-cell provided equally smooth
results, which are just a smooth extension of LEDoS values at the three critical
stacking configurations.
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Fig. 4 Electronic density of states computed for twisted bilayer graphene from 0° to 5.73° twist-
angle. Some of the twist angles are labeled next to their EDoS line in the format “degrees (radians)”.
Between 0 and 0.1 rad a simulation was done for every 0.005 rad interval. In dashed green are results
from a previous super-cell simulation with this model

We plot the angle-dependent EDoS for bilayer Graphene in Figs.4 and 5. The
first and second Van-Hove Singularities (VHVS) can be seen clearly in the low-
angle regime, and they move away from the Fermi Energy linearly with twist angle.
This is in agreement with many STM experimental results [4, 17].

Introducing a magnetic field to our model allows us to compute the fermi-velocity,
which is defined by the slope of the EDoS at the fermi-level in momentum-space. This
traditionally requires a band-structure calculation, which is not performed for our
aperiodic model. By calculating how the monolayer’s EDoS changes with magnetic
field in Fig. 6, and using the low-energy model for the localized states (Landua Levels,
or LLs) [6]

E(n) = £vpv2eBN (12)
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Fig. 5 Average EDoS as a function of a, b twist angle in bilayer graphene, or ¢ magnetic field in
monolayer graphene. Height and color correspond to the value of the EDoS

gives us a fitted Fermi velocity vy = 1.2 x 10° m/s. This is in good agreement with
most other theoretical predictions and experimental results, which all find pristine
monolayer graphene’s Fermi velocity to be on the scale of 10® m/s [6].

We also simulate the magnetic-field dependence of the tBLG DOS in Fig.7 for
a 5.73° twist angle. Landau levels appear as the magnetic field increases, with gaps
opening in the EDoS for B > 5T. This would correspond with the experimentally
observered phenomenon of the conductivity in tBLG going to zero in the presence
of magnetic field for values of the chemical potential near the fermi level [5]. Note
that the effect of magnetic field, and the formations of Landau Levels, is much less
straightforward in the twisted system than it was in the monolayer system. This is
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Fig. 6 Single-orbital local EDoS for mono-layer graphene for different values of perpendicular
magnetic field. The magnetic length and Landau levels (up to n = £5) for the given Fermi-velocity
are plotted for each magnetic field strength. Simulation run with a 750 A cut-off radius

because in the monolayer, only the magnetic field is causing aperiodicity, through
a vector gauge potential which is generally incommensurate with the lattice. In the
twisted bilayer systems, the single-sheet periodicity is being broken by both the
(incommensurate) twist angle and the magnetic field.

With a smaller twist-angle, the “competition” between the twist-disorder and the
magnetic disorder becomes even more complicated, as in the 2.0° twist of Fig. 8. At0
magnetic field, the low-energy EDoS is visible as two distinct van Hove singularities.
As the magnetic field increases, the VHVS become less and less distinct, as Landau
Levels start to form. But even at B = 14T, no clear gap has been opened by the
magnetic field, which for the 5.73° twist occurred as early as B = 10T. Other methods
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Fig. 7 The local EDoS for tBLG at a 5.73° twist-angle for different values of magnetic field.
Simulation run for one configuration (A-A type-stacking) at a 500 A cut-off radius

of simulating the electronic structure of twisted 2D materials require either very
specific choices of the magnetic field (real-space, periodic supercells) or only work
when a simple effective Hamiltonian is available (k - p theories). Our multi-scale ab-
initio method allows for a scalable calculation for arbritary materials, twist-angle,
and magnetic field (among other disorders).

3.2 Twisted MX, TMDC Bilayers

Unlike bilayer graphene, heterostructures of transition metal dichalcogenides will
not be well-described by low-energy theory due to their large band-gaps (about 1
eV). We use an 11 band model, consisting of 5 d orbitals on the M type atom and
3 p orbitals (py, py, p;) on each of the X type atoms. The interlayer interaction is
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Fig. 8 The local EDoS for tBLG at a 2.0° twist-angle for different values of magnetic field. Each
configuration is plotted in light-grey, with the average EDoS for each magnetic field plotted in black.
Simulation averaged over 25 configurations at a 750 A cut-off radius

modeled only between X type atoms directly on the bilayer interface. Thus only the
“inner” X atoms interact between layers, with no hopping terms between M type or
“outer” X type atoms across the bilayer. We review the results for both a MoS, and
a WSe; ab-initio tight-binding model. The MoS, model includes GW corrections to
the band structure, allowing for more accurate modeling of band-gap effects.

We find the configuration dependence of bilayer MoS,, calculated for a 5.73°
twist-angle in Fig.9. We see large amounts of configuration dependence in the p,
orbitals, and interesting configuration dependence near the valence band edge for
“inner” Sulfur p, orbital (bright green in figure). However, as a all the bilayer TMDCS
are strongly insulating materials, these sort of effects are difficult to study with the
STM methods noted in the bilayer graphene section. We also show the configuration-
dependence for WSe, bilayer calculated in a similar manner in Fig. 10.
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Fig. 9 Electronic density of states of bilayer MoS, for a 0.1rad (5.73°) twist-angle. The average
density of states is on the bottom in black, and the projected configuration-dependent EDoS is above
in color. The band-gap is dominated by the d,> orbital (in bright red). The other d orbitals are in
faded red and the outer and inner p orbitals are in blue and green. Simulation was run with a 300 A
cut-off radius over 100 configurations of the upper MoS; unit-cell

The twist-angle dependence of the density of states for bilayer MoS, is shown
in Fig. 11. There are significant changes in the EDoS of the valence band, but again
it is difficult to probe this region of the material experimentally. Instead, we focus
on the valence and conduction band edges, noting that the band-gap is a twist-
angle dependent feature. The band gap increases by 64 meV when going from 0° to
roughly 30° twist-angle. This represents an approximately 4% change in the band-
gap. However, our model does not take into account changes in the distance between
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Fig. 10 Electronic density of states of bilayer WSe, for a 0.1rad (5.73°) twist-angle. See Fig.9
for details on the calculation

the two layers as a function of twist-angle. The band-gap may be more dependent on
this distance than the twist-angle, but we still expect a noticeable change from the
twist-angle alone.

Our methodology can also give insight into how dopants effect the electronic
properties of 2D materials. Here we study the case of a double Sulfur vacancy in
MoS,, which is when both the sulfur atoms of a single unit-cell are missing from an
otherwise perfect monolayer. We do not change electronic hoppings between sites
in the presence of the defect, we simply remove the two atoms (6 orbitals) from
our tight-binding model. This “O-order” approximation may not be accurate, but it
can be compared to DFT results of monolayer vacancy systems. If the results agree
well between our tight-binding approximation and a full DFT calculation, properties
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of multi-layer materials with vacancies is a reasonable extension. To improve the
accuracy of these tight-binding results, a more careful study of how the hopping
parameters change in the presence of the defect is necessary.

The results for a double Sulfur vacancy in monolayer MoS, are shown in Fig. 12.
Three distinct energy values in the band-gap of MoS, appear. These are assumed to be
localized eigenstates, which is common for vacancy defects. By computing the local
EDoS on each orbital near the vacancy, we are able to plot the shape and symmetry of
the eigenstates. This is visualized by drawing colored circles (representing Mo and
S orbitals) with radii corresponding to the sum of the square of their local density of
states at each site.
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Fig. 12 a Local EDoS near a double sulfur vacancy defect of an MoS; monolayer. Three defect
states appear in the MoS; bandgap, at 1.75, 1.84, and 2.205 eV. The real-space wavefunction density
for these defect states is plotted in (b—d). The Sulfur vacancy defect is plotted as the red circle, and
the Mo and S densities are plotted by the area of the blue and green (respectively) circles. One Mo
site was not calculated (red ‘X’) because it shares a unit-cell with the defect. This is omitted due to
a small technical limitation in the current method, but is fixable with additional development work.
Simulation ran with a 500 A cut-off radius (~270,000 atoms)

4 Conclusion

We have presented a new method for computing electronic structure by way of a
multi-scale ab-initio tight-binding model. This allows us to deal with 2D twisted het-
erostructures exactly, regardless of twist angle, and include other sources of disorder
and fields easily. We present results for graphene and transition metal dichalco-
genide in the presence of magnetic field and vacancies. We see many interesting
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twist-dependent features, an accurate implementation of arbitrary magnetic fields,
and a new method of studying the electronic properties of vacancies. We hope to
further develop our method and apply it to a large number of 2D systems, allowing
for robust and direct simulation of multi-layered meta materials in the presence of
arbitrary fields and defects.
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1 Introduction

Computational drug discovery is a conceptual approach to finding drug-like
molecules by rational design, based on the information regarding their intended
biomolecular target. A drug target is an important molecule, usually a protein,
involved in a particular metabolic or signaling pathway that is specific to a dis-
ease condition. Most approaches attempt to inhibit the functioning of an aberrant or
over-expressed pathway in the diseased state by interfering with the normal activity
of the target. Medicinal compounds as candidate drugs can have their structures ratio-
nally designed at a molecular level in such a way as to optimize their binding to the
active region of their target biomolecule in order to inhibit its activity and to simul-
taneously minimize their effects on other important biomolecules that may cause
undesired side effects. Since many challenges are posed by the large chemical and
biological spaces involved in designing drugs with high specificity and selectivity,
serendipity has traditionally played an additional important role in finding potential
new drugs. Conversely, structure-based drug design requires knowledge of the struc-
ture of the biomolecular target, and it utilizes 3D information about biomolecules
obtained from techniques such as x-ray crystallography and NMR spectroscopy.

The first step in the rational drug design process is usually the identification and
characterization of the biomolecular target, such as a protein or a DNA sequence.
From here, computational techniques can be used to model a drug within the binding
site of the biomolecular target, and this information can be used to design novel drug
panels with enhanced activity. Of the computational techniques available, molecular
dynamics (MD) is particularly important in the investigation of target characterization
and drug-target interactions. In Sect. 2, an overview of the main aspects of MD
simulations—including force field descriptions—and related methods intended to
characterize drug-target binding is provided. In Sect. 3, other computational drug-
discovery strategies, such as binding pocket prediction and molecular docking, are
described. Virtual screening (VS) techniques are also discussed.

2 Molecular Dynamics

2.1 General

Like most experimentally-measured properties of molecular systems, the binding
affinity of a drug to its target is a thermodynamic quantity, i.e., an ensemble average
over a representative statistical ensemble of a system. As a result, the knowledge of
a single 3D structure of a given protein complex—obtained, e.g., from x-ray crys-
tallography or cryo-electron microscopy—even if associated with a global energy
minimum, is not enough to theoretically predict such macroscopic properties. Instead,
it is necessary to generate a representative ensemble of conformations of the same
system at a given (typically physiological) temperature. Two popular computational
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methods may be applied to this end: molecular Monte Carlo simulations (MC) [1]
and MD [2]. For the study of dynamic or non-equilibrium properties (e.g., the trans-
port of molecules across biomembranes, chemical reactions, etc.), only the second
method may be utilized. Although MC simulations are simpler than MD ones, they
usually do not lead to any better statistics in a given amount of time [3]. That is
why MD is generally preferred over MC. Popular MD engines include Amber [4],
GROMACS [5], LAMMPS [6], NAMD [7].

MD simulations usually involve the numerical integration of Newton’s equations
of motion for a system of N interacting atoms representing the system of interest,
possibly including the molecules of the surrounding solvent:

dzr,'

where r; is the position of atom i, m; its mass and F; is the force acting on it, equal
to the negative derivative of the molecular potential U, i.e., F; = —oU/dr;.

Using Newton’s equations of motion automatically implies the use of classi-
cal physics, classical MD having the advantage of being far less computationally
demanding than real quantum-dynamical simulations, which require solving the
time-dependent Schrodinger equation for the system of interacting particles forming
the molecule. However, because of classical approximations, standard MD simula-
tions suffer from several limitations that the reader should be aware of. First, elec-
tronic motions are not considered per se. Instead, it is supposed that electrons are
always in their ground state adjusting their dynamics instantly when atoms are moved
(Born-Oppenheimer approximation). Secondly, most potential energy functions U
used to model atomic interactions, commonly referred to as force fields in chemistry
and biology, are empirical thus approximate. They usually consist of a summation
of bonded forces and non-bonded pair-additive forces. Such analytical potentials
include free parameters (e.g., coupling constants, equilibrium bond lengths, van der
Waals radii, etc.), which are estimated by fitting against detailed electronic calcula-
tions or experimental properties (e.g., spectroscopy measurements, elastic constants)
in order to reproduce observed experimental equilibrium behaviors [8—10]. Typical
classical MD force fields adopt the following functional form:

U= Z Ky (b — bo)* + Z Ko(6 — 09)*

bonds angles
N N
A+ B g
+ > K¢[cos(n¢+g0)+1]+z<%—%)+ A4 ()
- —~\ r;; ry — A el
torsions i<j J J i<j

The first term in Eq. (2) represents the potential between two chemically-bound
atoms, modeled as a simple harmonic potential, b being the distance between the
two atoms and by the equilibrium bond length. The proximity between three atoms,
which are connected via chemical bonds can be described with an angle. The second
term in Eq. (2) stands for this angle-dependence involving three atoms and is also
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modeled by a harmonic potential, 6 being the angle between the three atoms in
the structure and 0y its equilibrium value. The third term represents the dihedral
angle (torsion) potential and depends on four atom coordinates. Such a potential
is periodic and is represented by a cosine function with 7, the number of maxima
and ¢, the angular offset. The variable ¢ is obtained from dihedral angles in the
structure. Noticeably, an additional term may be included in Eq. (2) to model out-of-
plane bending motions, i.e., improper dihedral angles. This is usually done through
a cosine or a harmonic function. The last two terms in Eq. (2) account for non-
bonded interactions and are calculated pairwise between atoms i and j. The fourth
term is the van der Waals potential, which is typically represented by a Lennard-
Jones 6-12 potential. The 1/r% term is the attractive component while the 1/r!2
term approximates Pauli repulsion. Parameters A;; and B;; are atom specific while
rij stands for the distance between atoms i and j. The final term corresponds to
the electrostatic potential between atoms, and is modeled as a Coulomb potential.
Parameters g; and g; represent (fixed) charges on atoms i and j, while the constant
€o is the vacuum permittivity. Electrostatic interactions dominate over van der Waals
forces for long-range intermolecular interactions and they play a significant role in
non-chemical binding.

MD simulations result in trajectories, which contain information about the
changes of atomic positions over time, which can be analyzed in great detail to
extract pertinent information regarding the dynamics of the system. This includes
the root-mean-square deviation (RMSD) of ligand and protein atoms, supramolecu-
lar (non-covalent) interactions, changes in the potential energy of the system, short-
lived reaction intermediates [11], conformational changes, flexibility, and optimum
binding modes [12] among many various properties of the biomolecule and its envi-
ronment. In a computer-aided drug design process, the mobility of crystal water
molecules near proteins observed in MD simulations can help identify the amino
acid residues that play an important role in ligand binding. MD simulations can
also be used for studying ionic conductivity [13, 14], where the simulations provide
atomic level insights into ionic mobility. In terms of particular applications, MD has
been successfully used to study clinically important proteins such as HIV-1 gp120
[15], binding sites [16], drug resistance mechanisms [17], and protein folding [18,
19] to name but a few.

2.2 Polarizable Force Fields and Quantum Dynamics

Most standard force fields do not incorporate atomic polarizability effects other than
adjusting atomic partial charges obtained from quantum chemical computations.
However, polarizable force fields include extra degrees of freedom in order to model
electronic charges, usually attached to the nucleus by a spring as in the case of the
shell model [20]. This allows for a dynamic redistribution of atomic dipoles, which
responds to the local chemical environment. More realistic MD simulations, called
ab initio molecular dynamics (AIMD), can be applied in order to reproduce electronic
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dynamics more accurately [21, 22]. Instead of using a prescribed potential for U,
AIMD implies solving the time-dependent Schrédinger equation for the many-body
wave function of the electrons assuming the atom nuclei fixed (Born-Oppenheimer
approximation). The Schrodinger equation is generally solved at each MD step using
density functional theory (DFT) in order to get the potential energy as a function of
the nuclear coordinates. The potential energy is then used to integrate the classical
Newton’s equations given by Eq. (1). Due to the cost of treating electronic degrees
of freedom, the computational cost is far higher than classical MD, implying that
AIMD is only applicable to small molecular systems and short time scales (picosec-
ond). A good trade-off between accuracy and speed is achieved by hybrid quantum
mechanics/molecular mechanics (QM/MM) force fields [23]. In such simulations,
the region of the system in which quantum effects (e.g., bond breaking, quantum
resonance ...) take place is treated at an appropriate level of quantum chemistry the-
ory, while the rest is described by a classical molecular mechanics force field [24].
Recently, machine-learning-based algorithms have been suggested as a way to accel-
erate ab initio methods [25]. A significant advantage of AIMD and QM/MM simula-
tions is the ability to study reactions that involve breakage or formation of covalent
bonds, which correspond to multiple electronic states. AIMD has also proved useful
for reproducing typical dynamics and spectral features of liquids such as water [26].
Despite the accuracy provided by quantum methods, classical MD remains a reliable
method to study biomolecular processes in large systems over long simulation times
(up to a few milliseconds) including folding dynamics, conformational molecular
changes as well as non-covalent bindings of drugs to their biological target.

2.3 Molecular Dynamics and Drug Discovery

Molecular dynamics can be used together with other methods to solve a host of prob-
lems in biomolecular modeling [27, 28]. In the case of VS methods that involve large
libraries of chemical compounds in order to identify a high-affinity small molecule
that is expected to act as an enzyme inhibitor, or a protein-protein interaction blocker,
the calculation of the binding energy of potential hits may help prioritize compounds
for experimental testing.

While docking and scoring remain the most widely used computational techniques
to predict the binding mode and affinity of a drug to its target due their low compu-
tational cost, these methods are not particularly accurate. More precise approaches
utilize appropriate sampling of the molecular system generated beforehand with MD
simulations as is required when estimating ensemble-averaged quantities like bind-
ing free energies. End-point methods such as linear interaction energy (LIE) and
the molecular mechanics Poisson-Boltzmann Surface Area (MM/PBSA) technique,
which rely only on appropriate samplings of the end states, i.e., the complex and pos-
sibly the free receptor and ligand, have intermediate efficiencies. The LIE method,
originally introduced by Aqvist et al. [29], assumes that the binding free energy can
be written as a linear combination of average interaction energies between the ligand
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and the rest of the system (protein, water and ions). More explicitly, the binding free
energy of the ligand is expressed as [30]:

AGping = a(AELS) + B(AELTS), 3)

where (AEL D) = (EL), = (ELw). souma Tefers to the change in van der
Waals interactions between the bound and unbound states of the ligand. The averages
stand for ensemble averages obtained from MD simulations whereas the L-S label
indicates that the interaction energies are computed only between the ligand and the
surroundings. Similarly, <AE eL,_S ) = (E eLZ_S )bmm i (E eLI_S )un pouna COTTESPONS tO the
change in intermolecular electrostatic interactions between the bound and unbound
states. Parameters o and f are generally obtained empirically using an appropriate
fitting procedure.

Alternatively, MM/PBSA [31], which is arguably the most popular end-point
method, turned out to be successful in a number of drug-design case studies [32-34].
The method basically provides an estimate of the binding free energy as:

AGbind = <AEMM> —TAS+ AGsolzn (4)

where (AEyy) — TAS can be regarded as the change in the free energy of the
system in vacuum (gas phase); it includes the change in the molecular mechanics
energy due to the binding (AEyy) = (Epm) bound — (EMM) unbouna @0d the change
in the conformational entropy AS, usually estimated from normal mode analysis
(NMA) performed on the complex structure and on the free ligand and protein struc-
tures. As in the LIE method, every average quantity corresponds to an ensemble
average obtained from output MD trajectories. The entropy contribution, which is
relatively time-consuming and inaccurate to compute using NMA, can be neglected
if a comparison of states of similar entropy is desired such as in the case of com-
paring two or more ligands binding to the same protein binding site. Finally, AG,;,
stands for the difference of solvation free energies due to the binding, it is given as
AGsoy = AG? fex AGi’flv — AG”"”" where every term on the right-hand side
is given as the sum of polar and nonpolar contributions. The polar parts are obtained
by solving the Poisson-Boltzmann (PB) equation or by using the Generalized-Born
(GB) model (as in the MM/GBSA method) whereas the nonpolar terms are esti-
mated from a linear relation to the solvent accessible surface area (SASA). Despite
the fact that MM/PBSA and MM/GBSA are computationally-inexpensive methods,
they contain several crude and questionable approximations, e.g., due to the use of
implicit solvent models to compute the solvation energies [35]. The capability of the
MM/PBSA method to predict the correct binding free energy turns out to be more
sensitive to the investigated system compared to the MM/GBSA method, the latter
being more useful in multi-target comparisons [36]. Noticeably, the MM/PBSA and
GBSA techniques can be used to perform per-residue-free-energy decompositions.
The benefit of such decompositions is twofold: providing important information
about residues which significantly contribute to the binding energy (hot spots) and
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giving insights into the changes in binding free energies due to mutations, especially
single point mutation.

2.4 Alchemical Free Energy Calculations

Another important category of MD-based methods used to estimate the binding free
energy of ligand-protein complexes is called alchemical free energy methods, which
include, for example, free energy perturbation (FEP) and thermodynamic integra-
tion (TT). Alchemical techniques make use of a parameter-dependent Hamiltonian
to smoothly switch between the dynamics of systems with different chemical com-
positions. Applied to drug design, one may think about connecting the bound and
unbound states of a given protein-ligand complex or transforming one ligand to
another one within the same binding pocket. In the simplest case, such connections
can be achieved by a linear combination of the corresponding Hamiltonians:

H(x, p:2) = (1 = M) Hy(x, p) + AHy(x, p), S

where A is a parameter which varies from O to 1, and, H, and H, are the physical
Hamiltonians associated with the two states a and b, e.g., the bound and unbound
systems. The FEP and TI approaches differ in the way of estimating the free energy
difference AG,_,, between states a and b. Within the FEP framework, AG,_,;, is
given by the following identity:

(6)

AGaop = —kpT ln<e)(p<_ (Hp(x, p) — Ha(x, p))>> |

kgT

where (. . .), stands for an ensemble average over configurations representative of the
initial state a. In contrast, the free energy difference in the TI approach is computed
from:

1
AGay = /(aH(" ”’A)> dr. )
A
0

Since both FEP and TI identities are based on Boltzmann equilibrium averages,
which require extensive sampling of the complex and free ligand in solution, such
techniques are generally computationally extensive. Other types of methods involv-
ing averages over non-equilibrium trajectories can, however, be used. This is the case
of steered molecular dynamics (SMD) [37]. Applied to drug binding studies, SMD
introduces a non-conservative force used to pull out the ligand from its binding site at
constant speed [38]. The free energy difference during this non-equilibrium process
can be obtained using the Jarzynski equality [39]:
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Wa—>
AG,., = —ksT ln<exp<— p T”>>. (8)
B

W,_» represents the external work performed on the system during one steered
simulation whereas (. ..) corresponds to a non-equilibrium average performed over
all the steered trajectories.

2.5 Enhanced Sampling Methods

The above-discussed alchemical methods including SMD can be integrated into a
more general class of method called enhanced sampling methods [40]. As mentioned
above, MD is a very useful and inexpensive tool to study the behavior of macromolec-
ular systems in silico. However, the use of MD is limited by the computational time
required to carry out a reasonable length of simulation. This, in turn, is dependent on
the availability of computational hardware and time allocation for high-performance
computing. Depending on the time required for a biomolecular system to reach equi-
librium, MD can be run long enough to represent the evolution of a system from
a few nanoseconds to a few microseconds. Long time-scale dynamical processes,
such as slow conformational changes, protein assembly or ligand-protein binding
processes, are notoriously difficult to model by MD.

In the past few decades, many computational methods have been developed based
on MD simulations to explore relevant transitions between stables states of a system.
In some of these techniques, a biased potential is added to the dynamics along one
or a few collective variables. Such methods require to carefully choose the collective
variables in such a way to facilitate the diffusion towards critical unexplored regions
of the configuration space. The resulting trajectories are eventually unbiased to obtain
the equilibrium distribution as a function of the collective variables used. Popular
techniques performing MD with a biased potential along specific collective variables
include metadynamics and umbrella sampling, both of them being related to a number
of successful applications to biological systems.

In metadynamics, a positive Gaussian potential is added at regular time intervals
to the free energy landscape of a system [41]. In this way, the system is discouraged to
come back to the previous point, thus favoring the exploration of yet unvisited values
of the collective variable. As more and more Gaussians are added to the true potential,
the system is able to diffuse more freely along this variable. Papers on metadynamics
research have reported a lot of successful applications to biological systems [42,
43]. As an important application, metadynamics—combined with nudged elastic
band—was used to investigate the unbinding process of a ligand away from its
specific protein target and the estimate of the associated binding energy [44].

Umbrella sampling is an enhanced sampling technique where a series of biased
MD simulations are conducted independently. This works by splitting the reaction
coordinate into a series of windows and applying a harmonic potential which acts to
force the reaction coordinate to remain close to the center of each window. Assuming
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the biased trajectories overlap in the space defined by the collective variable, the
resulting biased free energy landscapes can be used to compute the true free energy
profile. This last step is performed by means of the weighted histogram analysis
method (WHAM), which combines the information of the biased simulations so as
to minimize the statistical error made on the resulting probability distribution [45].
In the context of drug-binding studies, umbrella sampling was used to estimate the
potential of mean force for ion permeation and ligand binding to ion channels [46]
and to predict protein—ligand binding structures in kinase systems [47].

3 Other Computational Drug-Discovery Methods

This section is intended to provide an account of other popular useful techniques for
drug design and VS studies that can be used instead or in conjunction with MD-based
methods discussed in the previous section.

3.1 Binding Pocket Prediction

Identifying and characterizing a suitable binding pocket in a 3D protein structure is
a central aspect of any drug discovery study. This step is also relevant to shed light
on biomolecular functions as many proteins are biologically functional only after
interacting with cofactors or other biological molecules.

A common way to define a binding pocket, if a ligand is already bound to it, is to
introduce a distance cut-off. Binding pocket atoms are typically defined whenever
their distance to the ligand is below 4-8 A. Following is a list of physicochemical
key properties of binding pockets:

e The solvent-accessible surface area (SASA) which is usually computed as the
atoms of the pocket reachable by a solvent probe sphere rolling over the protein
surface.

e The volume of the pocket and its depth which corresponds to the average distance
of the pocket atoms to their nearest water molecules from bulk solvent [48].

e The pocket hydrophobicity which depends on polar and non-polar residues
involved in the binding site.

e The number of hydrogen bond donors and acceptors on the pocket surface.

e The conservation of residues over similar binding pockets of other proteins, which
is particularly relevant for functional sites.

In addition to experimental binding site detection techniques such as NMR-based
methods [49], a number of computational methods can be found which may be
helpful in the process of binding pocket identification of a molecular target. Pocket
finder algorithms are usually tested and validated on protein and ligand datasets. Such
tests are intended to estimate the reliability of identifying the correct binding pocket
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within the first one to three hits provided by an algorithm. Two popular publicly-
available databases are the Protein Data Bank (PDB) [50], which provides 3D protein
structures for input into the pocket finding algorithms, and the PDBbind database
[51], which contains bound protein structures filtered from the PDB database. The
current version of PDBbind has around 3100 protein-ligand complexes, 1300 of
these having been manually selected to form the refined set with the focus on the
quality of structures and binding data. Due to its large size and manual curation,
the refined set of the PDBbind database provides a suitable benchmark for most
case studies. Further reduced from this, is the core set of 210 complexes. Optimal
databases for pocket prediction testing should include high-resolution, diverse and
non-redundant protein-ligand complexes. Pocket finder algorithms are generally split
into two classes, namely, geometric-based and energetic-based approaches.

Geometry-based algorithms have the advantage of a low computational cost. The
underlying assumption behind such methods is that the ligand binding pocket corre-
sponds to the larger cleft within the protein structure [52, 53]. Therefore, geometrical
criteria may be sufficient to identify the correct binding location on a protein. One
such example, SURFNET [54] is an early-developed program which fits spheres
between pairs of atoms so that they do not contain more than one atom. The binding
pocket is defined as the volume containing the largest number of adjacent spheres.
An improvement of the program, called SURFNET-ConSurf [55], refines the bind-
ing pocket prediction also considering the residue conservation within the binding
site. The SURFNET-ConSurf algorithm was tested on a set of 244 non-redundant,
diverse and representative ligand-protein complexes, obtained by a filtered version
of the PDB database. A 75% rate of successfully recognized native ligand pockets
is reported in the original paper about this method [55].

Another algorithm called VisGrid [56] is based on geometrical hashing and identi-
fies cavities by considering the visibility of each pointin a 3D grid, that is, the fraction
of directions that are not blocked by protein atoms. In this way, a cluster of closely-
located grid points with limited visibility indicates a pocket. VisGrid was compared
with other pocket prediction methods, including SURFNET and LIGSITE, and the
observed success rates on a set of bound and unbound structures were comparable
with existing methods.

LIGSITE [57] uses a grid-based method in which points are either assigned to
the solvent or protein category, and cavities are defined as groups of points in which
solvent points are surrounded by protein points. Although the LIGSITE original
validation identified the correct binding pocket in all the testing cases, a big limita-
tion of this study was the reduced size of the dataset, with only ten ligand-receptor
complexes. Its extension, LIGSITE®® [58], improves the original algorithm by cal-
culating more accurately the contact between protein surface and solvent using the
Connolly surface, and by re-ranking the identified pockets by their degree of residue
conservation in homolog proteins. The LIGSITE®® testing process is more signifi-
cant than the LIGSITE one, and a comparison with other geometry-based methods
is also provided. The success rates calculated on a set of 210 non-redundant bound
structures were 75% for LIGSITE®*, 65% for LIGSITE and 42% for SURFNET.
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The algorithm also showed good performances in recognizing the correct binding
pocket in unbound structures.

Another class of methods dedicated at identifying binding pockets are energy-
based methods which rely on the energetic properties of a binding site. A common
approach of these methods is to use molecular probes to search for favorable interac-
tion sites on a protein, and cluster them together to identify putative pockets. An early
effort resulted in the GRID Fortran code [59]. The probes employed by this algo-
rithm include water, methyl group, the hydroxyl, amine nitrogen and carboxy oxygen.
Energetic contours are calculated with a function considering a 12-6 Lennard-Jones
term, an electrostatic term and a hydrogen bond term, and negative energy levels
indicate promising interaction sites for each probe.

Laurie and Jackson’s Q-SiteFinder method [60] calculates the interaction energy
of a methyl probe and the grid points generated on the protein structure. A clustering
analysis step links favorable interaction sites to rank putative binding pockets based
on their total interaction energy. Q-SiteFinder was tested on a diverse set of bound
and unbound protein conformations, resulting in success rates of 74% and 71%,
respectively.

EasyMIFs and SITEHOUND [61] are two complementary energy-based tools
developed at the Sanchez lab. The first algorithm calculates the interaction energy
between grid points and molecular probes using the GROMOS force field, while
SITEHOUND recognizes putative binding sites by filtering and clustering the spa-
tial variation of the interaction energy fields calculated by EasyMIFs or any other
grid-based program. Multiple probes are used, as well as different site clustering
algorithms. SITEHOUND'’s success rate was evaluated on a set of 77 complexes and
it was reported as 95% (bound structures) and 79% (unbound structures) considering
the binding pocket identified when present in the top three ranked sites.

Another similar energy-based algorithm, AutoLigand [62], was created by the
developers of the popular molecular docking software Autodock. AutoLigand was
reported to have a success rate of 73% when tested on a set of 187 bound structures
and 80% when tested on 96 unbound structures.

3.2 Ligand-Receptor Docking

Molecular docking methods have been developed to predict how a given compound
naturally binds to its biomolecular target, i.e., its binding mode, and to provide an
estimate of its binding affinity. Docking software usually rely on optimization algo-
rithms which include both a search algorithm and a scoring function. Such methods
require at least one ligand structure and one target structure as inputs. The location
of the targeted site should be provided although blind docking approaches [63, 64]
can help deal with unknown binding locations in addition to the pocket prediction
methods discussed in the previous section.

The search algorithms are dedicated to exhaustively explore the conformational
space of the ligand within the targeted pocket. Three groups of such functions have
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been described, namely matching, systematic and stochastic methods. Matching
algorithms are based on shape complementarity between the ligand and the receptor
site, and, possibly, chemical complementarity. Systematic search algorithms explore
the degrees of freedom of the ligand in a progressive way. This class of methods can
be divided in three subgroups:

e Exhaustive algorithms systematically rotate all ligand dihedral angles until an
optimal solution is reached.

e Fragment-based methods break down the ligand into different fragments which
are separately placed within the binding site and re-connected in the last step of
the process.

e Ensemble-based methods pre-generate a large number of ligand conformations,
which are then rigidly placed within the binding site.

The last class of search algorithms includes stochastic methods such as MC and
evolutionary algorithms, which introduce random changes of the degrees of freedom
of the ligands to rapidly reach an optimal solution.

In molecular docking, the binding free energy is calculated using a position-
dependent scoring function. This is required not only to identify the correct binding
pose corresponding to the lowest binding energy, but also to rank a set of tested
compounds according to their affinity to a target. Force-field-based scoring functions
used for docking are similar to MD force fields discussed in Sect. 2.1. In empirical
scoring functions, the different contributions in the binding energies are weighted
with coefficients, set beforehand to reproduce experimental dissociation constants
of known ligand-receptor complexes. The Autodock4 scoring function [65] is an
example of an empirical scoring function where a non-bonded interaction potential
is calculated as
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The first term represents van der Waals contributions, the second is a hydrogen bond
term, the third is a Coulombic term for electrostatic interactions, and the last is a
desolvation potential. W represents the empirical coefficients, obtained from the
training over 188 bound complexes from a PDB calibration subset. The coefficients
A and B derived from the AMBER force field, while C and D are Autodock inter-
nal parameters. E(6) depends on the angle of deviation 6 from the ideal hydrogen
bond geometry. S and V are a solvation parameter and the volume of the atoms sur-
rounding one atom, respectively. o is distance-weighting factor of Autodock. The
total Autodock score of a binding pose is calculated by summing the difference of
intra-molecular energies between the bound and unbound forms of the ligand and
the protein, then subtracting the difference of inter-molecular energies. A simple
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entropic term is also included in the final score to model the variation of the sys-
tem entropy upon binding. Knowledge-based scoring functions use the potential of
mean force (PMF), derived from protein-ligand structures and calculated for each i j
ligand-receptor atom pair type as:

wi; (r) = —kgTIn(p(rij)/p*(rij)), (10)

where kp is the Boltzmann constant, 7 is the temperature in Kelvin degrees, ,o(r,- j)
is the number density of the ij atom pair derived from the structural training set
and p*(ri j) is the number density in a reference state. Although knowledge-based
scoring functions do not provide a precise interaction energy potential due to diffi-
culties arising from the reference state calculation, they directly connect the atomic
interactions between ligand and protein to structural data instead of to kinetics as is
the case for empirical methods. Knowledge-based scoring functions turn out also to
be more computationally efficient than force-field-based methods [66, 67]. Finally,
consensus scoring methodologies combine different scoring function outputs of the
same ligand to obtain a single, consensual score. Different combination strategies
can be employed, such as weighting and summing up the ranks or performing a
regression analysis [68].

Accounting for the flexibility of the binding site is an important issue in molec-
ular docking. As a result, different approaches have been proposed to address this
problem. Soft docking algorithms use modified short-range repulsion parameters
for the binding site atoms, which allow the ligand to slightly penetrate through the
surface of the pocket to mimic the induced fit of the binding. Many algorithms also
include the possibility to treat the side chains of pocket residues as flexible, although
such methods still ignore backbone dynamics, while increasing noticeably the com-
putational cost. Using multiple receptor conformations when performing molecular
docking is a popular way to take into account the backbone flexibility [69]. This
approach, called Relaxed Complex Scheme (RCS), relies on NMR or MD-derived
conformational ensembles, which are used as molecular docking targets.

Testing of docking software is usually performed by evaluating the percentage
of docking poses with small enough RMSD (typically 2 A) compared to the co-
crystallized poses extracted from a high-resolution structural database.

The original implementation of DOCK [70] is an example of geometry-matching
algorithm, where the binding site and the ligand atoms are represented as spheres
that are systematically matched using a shape-based routine. DOCK 6 [71], the latest
version of the program, applies a fragment-based algorithm and a set of different
force-field-based scoring functions which can be selected, such as PBSA, GBSA and
Amber scoring methods. In addition, a minimization step is performed for the ligand
in order to remove minor protein-ligand clashes and relax its internal geometry. The
success rate of the latest DOCK release was estimated around 73% in reproducing
crystallographic poses. The authors tested the algorithm on 1043 structures obtained
from a ligand-receptor database designed as a benchmark for assessing docking
software performances [72].
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Autodock [73], probably the most popular docking software, uses a Lamarckian
genetic algorithm to independently generate a large number of binding poses, scored
with the empirical scoring function described in Eq. (9). A clustering algorithm can
be optionally used to identify the most populated portion of the conformational space
of the ligand, from which the lowest energy pose should match the native one. The
success rate of the latest version, Autodock4 [74], was around 53% when the software
was tested on the calibration structural set.

Autodock Vina [75] utilizes an iterated local search global optimizer searching
method. The Vina scoring function combines aspects from knowledge-based and
empirical potentials. Tested on the same set used for Autodock4, Vina was able to
identify the correct binding pose in 78% of the cases. Noteworthy, Vina scoring
function was trained with the PDBbind refined set, much bigger than the training set
used for the Autodock scoring function.

Glide [76] is a docking software included within the Schrodinger molecular mod-
eling package. Itis based on an exhaustive systematic search algorithm used to sample
the ligand conformational space, followed by a minimization step. An optimal choice
for the scoring method [76] is given as a combination of a force-field-based function,
an empirical function (GlideScore) and the strain energy of the ligand conformation.
The pose success rate was reported around 66% when tested on 282 ligand-receptor
complexes selected from the PDB database.

GOLD [77] is another popular docking program. The software maps together
complementary chemical features of the ligand and the receptor within the binding
site. A genetic algorithm is then used to explore different binding modes. Three main
scoring functions are available, namely, Goldscore (force-field-based), Chemscore
(empirical) and Astex Statistical Potential [ 78] (knowledge-based). Testing of GOLD
on the CCDC/Astex database [79], a PDB subset designed to test docking software,
resulted in success rates up to 87% depending on the scoring function used. The
correlation coefficients (R?) between experimentally-measured and GOLD binding
affinities were reported between 0.51 and 0.55.

3.3 Virtual Screening

The discovery of a new drug is an expensive and long process. It is estimated that up
to two and half billion dollars and twenty years are required to bring a new product
from the bench to the clinic [80, 81]. Consequently, efforts are made to shorten the
process and reduce the cost. Some of the time and funding savings are expected to
result from a wider use of computational techniques applied to drug discovery. One
of such techniques is called virtual screening (VS). VS refers to an in silico active
compound search against biomolecular targets [82]. It has the advantage of being fast
and inexpensive compared with traditional high throughput screening. Nowadays,
libraries including billions of compounds can be virtually screened depending on the
available computational resources.
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A typical VS workflow consists of sequential series of filtering and scoring steps
aimed at providing a set of promising compounds for experimental validation. VS
methods can be divided in ligand-based VS (LBVS) and structure-based VS (SBVS).
LBVS approaches are computationally faster but they do not provide any estimate of
the binding energy of the ligand. On the other hand, SBVS methods are more com-
putationally expensive but they enable to rank potential hits based on their predicted
binding affinity. Regardless of the chosen approach, a compound database is always
required as starting point for VS. Examples of extensive small molecule repositories
are PubChem [83, 84], ZINC [85] and the National Cancer Institute databases [86].
Such collections usually include millions of compounds that can be downloaded for
screening purposes [87].

LBVS techniques rely solely on the 2D or 3D structure of ligands, ignoring the
biological target. The main assumption behind these methods is that structurally
related compounds share similar activities [88]. Therefore, the structure of at least one
known active compound should be available as template for the computational search,
and a measure of the distance between structures needs to be computed. Simple ways
to represent the chemical structure of a compound in a computer-readable format
are chemical fingerprints or pharmacophore representations. Chemical fingerprints
[89] are binary strings in which each bit codes for the presence or the absence of
particular chemical groups. A widely-used way to compare two fingerprints is to use
the Tanimoto index, given by

c

(1)

Tap = a+b—c’
where A and B are the two fingerprints, c is the number of bits set to 1 at the same
position in both the fingerprints, and, a and b are the total number of bits set to
1 in A and B, respectively. A publicly-available package which can be used for
fingerprint-based VS is chemfp [90].

Another way to perform LBVS is to use a pharmacophore model of the active
compounds [91], which provides a representation of the ligand from its spatially-
distributed chemical features (hydrogen bond acceptor, hydrogen bond donor,
hydrophobic moiety, ring structure, polar or charged residue) including the distances
between centers forming a chemical structure. In pharmacophore-based VS, the dis-
tance between two ligand structures is usually calculated as the RMSD between
the superposed pharmacophore points. The main benefit of this approach is to iden-
tify molecules with different chemical groups but similar generic features, providing
novel scaffolds to medicinal chemistry. Contrary to most chemical fingerprints, phar-
macophore models also include 3D properties of the ligand.

Data mining and machine learning methods including support vector machines,
neural networks, Bayesian networks and decision trees, are also utilized for LBVS
[92]. LBVS methods are useful in case a 3D structure of the target is not available,
but they can also be used to clean up large databases in order to generate focused
libraries [93]. Indeed, these structurally-related subsets are designed to interact with
a specific target and they are built by screening larger and diverse databases. Focused
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libraries have a limited size compared with the parent databases. Therefore, they can
be rapidly and efficiently screened with SBVS or experimental techniques. LBVS
methods have led to the discovery of novel and promising compounds with low-range
potency [94]. Examples of such successes are the discovery of anti-cancer tubulin
dimerization inhibitors [95], inhibitors of the 178-HSD2 enzyme for osteoporosis
treatment [96] and novel scaffolds for the inhibition of the HIV-1 integrase [97].

SBVS methods provides a ranking of the screened compounds based on their
computed binding affinities. Therefore, one or multiple structures of the target are
required. SBVS always relies on molecular docking methods, which are used to
place the compounds within the targeted pocket, and to estimate the binding affinity
from the resulting binding poses. We have already discussed all the docking-related
aspects in Sect. 3.2. The docking scoring functions are designed to quickly estimate
the binding energy from aligand pose, therefore they often do notlead to very accurate
results. Several strategies have been developed to deal with this, including the already
mentioned consensus scoring, MD simulations of the complex structures and/or
more accurate scoring functions (e.g., MM/PBSA or GBSA) [98, 99]. Recently,
SBVS techniques were successfully applied to the discovery of DNA repair inhibitors
[98, 100-103], anti-malarian compounds [104], kinase inhibitors [105] and HIV-1
inhibitors [106, 107].

4 Conclusions

This review chapter provides introductory information regarding the computational
tools currently used in the drug design and discovery process. We have given an
overview of molecular dynamics methods that are very useful in biomolecular target
characterization for drug action. We have also given practical information regarding
the identification of binding pockets for putative inhibitors of proteins, as well as an
overview of molecular docking techniques that are based on the protein-ligand inter-
actions. These interactions and their ranking involving the binding free energy of the
ligand-target pair are used in massive searches for specific and selective inhibitors of
particular protein, a methodology referred to as virtual screening. The latter method-
ology relies on large and diverse databases of pharmacologically-acceptable com-
pounds. Lists of databases and software packages used in all stages of computational
drug design have been presented in this chapter to assist in practical aspects of
research in this area.
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William Hoiles and Vikram Krishnamurthy

Abstract In this chapter, we present the formation and modeling techniques of
two important sensing devices built out of engineered artificial membranes: the Ion
Channel Switch (ICS) biosensor, and the Electroporation Measurement Platform
(EMP). The ICS biosensor can be used to detect femto-molar concentrations of ana-
Iyte species in an electrolyte solution, and the EMP is used to study the dynamics of
electroporation in engineered membranes. The engineered membrane in the ICS and
EMP are design to mimic the electrophysiological properties of real cell membranes.
Common to both platforms is the bioelectronic interface for performing electrical
measurements. Experimental measurements of the two platforms are performed by
estimating the current response of the engineered membrane which depends on the
charging dynamics at the bioelectronic interface and membrane, as well as dynamics
of aqueous pores and conducting ion-channels in the membrane.

Keywords Tethered membranes - Biosensors - Electroporation + Dynamical
models + Ion channel switch

1 Introduction

Biological membranes are ubiquitous from the cell membrane, which encompasses
a cell, to membranes for organelles within the cell. In this chapter we focus on
engineered artificial membranes and their construction and modeling. We use the
term “engineered artificial membranes” to reflect the fact that we will precisely
engineer various components of the engineered artificial membrane and model the
dynamics of the resulting membrane.
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The cell membrane provides an interface between the cell and its environment
as illustrated in Fig. 1. The extracellular fluid contains all components that are not
contained in the cell, and the cytosol is composed of all components which are
contained in the cell. Cell membranes are dynamic and respond to their environment
as a result of an external stimulus. The membrane is composed of three primary
components:

1. Lipids. Lipids are composed of a hydrophilic head (attracted to water) and
hydrophobic tails (water repulsive) and are the primary components of the cell
membrane. Lipids separate the extracellular fluid from the cytosol of the cell.

2. Macromolecules. Macromolecules provide the primary method for cellular com-
munication both in cells and between cells. Given the low permeability of biolog-
ical membranes, the primary task of macromolecules is to transport molecules
from the extracellular fluid to the interior of the cell. Additionally there exist
other macromolecules which act as molecular receptors, detect vesicles carry-
ing cellular cargo, and facilitate the transport of other macromolecules across
the membrane from the extracellular fluid to the cytosol, or from the cytosol to
the extracellular fluid.

3. Cytoskeleton. Cytoskeletal filaments provide structural support for the mem-
brane and determine/modulate the shape of the cell.

The development of novel drugs and therapeutic protocols for effective drug delivery
require knowledge of the dynamic processes present in cell membranes which depend
on the properties of the lipids, macromolecules, and cytoskeletal filaments.

Why Artificial Membranes? Biological cells can be grown in the laboratory, so
why do we need to construct artificial membranes to study the dynamics of cell
membranes? The primary reason is that cell membranes contain thousands of protein
macromolecules, peptides, lipids, and cytoskeletal filaments which contribute to the
dynamics of the cell membrane. If we are interested in studying the affect of a specific
protein macromolecule on the dynamics of the cell membrane then it is difficult as we
can not isolate if any changes in the membrane were a result of this macromolecule,
or the reactions of other proteins and peptides present in the membrane. The aim of
an engineered artificial membranes is to create a biomimetic' system that mimics
the cell membrane and also allows us to study specific biological processes in an
experimentally controllable environment.

In this chapter, we discuss two important classes of engineered artificial membrane
architectures, namely the Ion Channel Switch (ICS) biosensor, and the Electropora-
tion Measurement Platform (EMP) which are illustrated in Fig. 2. The ICS biosensor
is used to detect specific analyte molecules in the electrolyte solution, and the EMP
is used to study the process of aqueous pore formation and destruction in engineered
membranes. Additionally, we construct fractional order macroscopic models of these
membrane devices. Using the fractional order macroscopic models with experimen-
tal measurements from these devices allows important biological parameters to be

! A biomimetic system is a physical device that contains the features of a biological system. This is
similar to an in vivo system in which biological molecules are used outside their normal biological
environment.
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Extracellular Fluid

Lipids

Macromolecule

Cytoskeletal filaments

Cytosol

Fig.1 Schematic of a cell membrane. The extracellular fluid represents the content outside the cell,
and the cytosol is the interior of the cell with the membrane separating the two domains. Note that
cell membranes have several different types of lipids, macromolecules, and cytoskeletal filaments
components. Additionally the cytosol contains a host of other organelles (specialized structures
within a living cell) which are not illustrated. It is important to note that the cell membrane is a
dynamic system, the individual lipid layers slide on each other

estimated such as the concentration of specific analyte species, and the conductance
of the membrane.

2 Engineered Artificial Membranes

In this section we introduce engineered artificial membranes and how they can be
used to construct biosensors and sensing platforms. Recall that in this chapter the
specific engineered artificial membrane platforms we consider are provided in Fig. 2.

Antibody, receptor

Aqueous pore

Fig. 2 A schematic diagram of the ICS and EMP engineered artificial membrane devices. The
tethered membrane is depicted in gray, and the gold interface by the crosshatch pattern. The unifying
theme of the two devices is the use of an inert gold bioelectronic interface and an engineered tethered
membrane
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2.1 Primer of Engineered Artificial Membranes

The purpose of engineered artificial membranes is to mimic the membranes of liv-
ing organisms in an experimentally controllable environment. Parameters that are
desirable to control include: concentration of electrolyte, chemical molecules in
the electrolyte, temperature, transmembrane potential, bilayer lipid membrane com-
position, and the tethering density. This is equivalent to performing experimental
measurements on membranes both ex vivo® and in vitro.

All engineered artificial membranes have a common structure: they use a surface
tethered molecule that connects to a lipid or macromolecule in the engineered mem-
brane as illustrated in Fig. 3. The tether is anchored to the surface via an anchoring
molecule. Examples of anchoring molecules include disulfide and lipoic acid. The
surface can be composed of various components including gold, mercury, platinum.
Note that silver is never used as it ablates off, and platinum is not typically used as it
is not easy to anchor molecules to. The only requirement is that the anchor molecule
can bind to the surface. The tethers are designed to provide sufficient space between
the engineered membrane and surface support to eliminate the effects of frictional
coupling between the surface and lipids. That is, the tethers ensure a tethering reser-
voir exists that contains a sufficient abundance of water to allow ions to freely cross
aqueous pores in the membrane, and ensure the lipids do not interact directly with
the surface.

The use of tethers is particularly useful as the tethered lipids or macromolecules
mimic the response of the cytoskeletal filaments found in cellular membranes. There-
fore the dynamics of the lipids in the engineered membrane do not suffer from the
effects of frictional coupling. The key advantage of using tethers is they allow the
incorporation of a relatively large amount of water per lipid between the membrane
and the supporting surface, and promote the isolation of the membrane from the sur-
face minimizing any membrane distortion. Additionally only tethering some lipids
or macromolecules in the engineered membrane can allow a wide range of macro-
molecule to be inserted into the engineered membrane. The tethers also allow the
engineered membrane to have a life-time of several months. This provides sufficient
time to study several types of biological processes. Note that typically the lifetime
of macromolecules is on the scale of several days. Remarkably, the engineered arti-
ficial membrane can be constructed in approximately 20 min using techniques from
first-year undergraduate chemistry. This is particularly useful for both constructing
the engineered artificial membrane and performing experimental measurements to
study the effects of varying the tether density, lipid composition, tether length, and
composition of the extracellular fluid in contact with the membrane surface.

All engineered artificial membranes are constructed using the solvent-exchange
technique provided in [1].

2Ex vivo means which take place outside the normal membrane environment in a cell, but with
minimal alterations from the natural conditions of the membrane.
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0000000 0000000
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Fig.3 Schematic diagram illustrating an engineered artificial membrane. The engineered artificial
membrane contains a membrane composed of lipids and other molecules (not shown), and a tethered
macromolecule or lipid. The tethered molecule contains three components: an anchor which binds
the tether to the surface, a tether, and either a macromolecule or lipid that connects the engineered
membrane to the tether. The extracellular fluid is any fluid outside the tethering reservoir. Note that
the tether can be attached molecules that both span half the lipid bilayer, or the full lipid bilayer as
illustrated

2.2 Experimental Measurements with Engineered Artificial
Membranes

To build a measurement device using engineered artificial membranes requires a
bioelectronic interface which connects the biological system with electronic instru-
mentation. The bioelectronic interfaces can be composed of silicon, gold, platinum,
or other metals that do not impede the function of the tethered membrane. Figure 2
illustrates the bioelectronic interface of the ICS biosensor and EMP. The bioelec-
tronic interface we consider in this chapter is composed of a gold electrode coated
with polyethylene spacers and tethers. Gold electrodes are used as they are biolog-
ically inert—that is, the gold electrodes do not react with peptides, proteins, or the
lipid bilayer. Another benefit of using gold electrodes is that their oxidation potential
is approximately 0.9 V. In biological systems, signal communication is performed
using ionic charge carriers, whereas in electronic systems, information is conveyed
via electrons. Therefore constructing a biolelectronic interface has several challenges
including:

e the diffuse three dimensional distribution of ions in solution relative to the delo-
calized property of electrons in metals;

e the slow kinetics of ions in solution compared to the relatively instantaneous kinet-
ics of electrons in metals.

These effects have been recruited by nature to be the controlling phenomenon in
the time dependent currents in cellular action potentials, in the propagation of action
potentials along nerve fibers, and in the transduction mechanisms of the many sensory
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functions found in sentient life. The bioelectronic interface is the physical barrier that
must be understood and controlled to permit communication between the complex
ephemeral systems of biology and the far faster, better defined, and more robust
inorganic world of electronics.

To perform experimental measurements using engineered artificial membranes
involves applying a voltage potential across the gold electrode bioelectronic interface,
and a counter gold electrode, and then measuring the current response from the
device. The counter gold electrode in engineered artificial membranes is hundreds
of micro-meters away from the surface of the membrane. Note that the counter
electrode does not contain any spacers, tethers, or lipid membrane. The current
response contains information about the charging of the electrical double layer at
the gold electrodes, and the conductance of the tethered membrane. To estimate
important biological parameter of the tethered membrane using the current response
measurements requires a dynamic model of the engineered artificial membrane. For
both the ICS biosensor and EMP we construct dynamic models that can be used to
estimate important biological parameters.

3 Ion Channel Switch Biosensor

The Ion Channel Switch (ICS) biosensor [1, 2] is a fully functioning nano-machine
device constructed out of an engineered membrane with moving parts comprising
of gramicidin (gA) monomers and conducting gA dimer channels. Gold electrodes
constitute the bioelectronic interface between the electrical instrumentation and the
electrolyte solution. The ICS biosensor can detect femto-molar (10 x 10~!> m) con-
centrations of target species including proteins, hormones, polypeptides, microor-
ganisms, oligonucleotides, DNA segments, and polymers in cluttered electrolyte
environments, and has a lifetime of several months. The ICS biosensor has also been
used in clinical trials for the detection of Influenza A.

A schematic of the ICS is given in Fig. 4. Useful for experimentalists is the fact
the ICS can be designed with specific binding sites with the membrane having a
lifetime of several months [1-7]. The engineered membrane is composed of a self-
assembled monolayer of mobile lipids and gA monomers, and a self-assembled
monolayer of mobile lipids and gA monomers. The tethered components are anchored
to the gold electrode via polyethylene glycol chains. Spacer molecules are used to
ensure the tethers are evenly spread over the gold electrode. The intrinsic spacing
between tethers and spacers is maintained by the benzyl disulphide moieties which
bond the spacers and tethers to the electrode surface. A time-dependent voltage
potential is applied between the electrodes to induce a transmembrane potential of
electrophysiological interest; this results in a current [ (¢) related to the charging of
the electrical double-layers and the conductance of the engineered membrane.

Using mathematical models of the ICS biosensor with experimental measure-
ments, it is possible to estimate important biological parameters from the ICS biosen-
sor such as the concentration of analyte present.
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Fig.4 Overview of the Ion Channel Switch (ICS) biosensor and molecular components. The “Elec-
tronics” block represents the electronic instrumentation that produces the drive potential between
the gold electrode and gold counter electrode, and records the current response /(¢). G, is a tran-
sient aqueous pore. The conducting gramicidin (gA) dimer is shown and is composed of two gA
monomers. A represents the analyte species, and B the analyte receptor. MSLOH denotes synthetic
archaebacterial membrane-spanning lipids, DLP half-membrane-spanning tethered lipids, DphPC
and GDPE mobile half-membrane-spanning lipids, MSL membrane spanning lipid, and SP a spacer

3.1 Formation of Ion Channel Switch Biosensor

The engineered membrane of the ICS is supported by a 25 x 75 x 1 mm poly-
carbonate slide. Six 100nm thick sputtered gold electrodes, each with dimensions
0.7 x 3 mm, rest on the polycarbonate slide. Each electrode is in an isolated flow cell
with a common gold return electrode. The formation of the tethered membrane on
the gold electrode is performed in two stages using a solvent-exchange technique [1,
8, 9.

Stage 1: The first stage of formation involves anchoring of the tethers and spacers to
the gold surface. The tethers provide structural integrity to the membrane and mimic
the physiological response of the cytoskeletal supports of real cell membranes. The
spacers laterally separate the tethers allowing patches of mobile lipids to diffuse in
the membrane. The tethers and spacers both contain benzyl disulphide components
(i.e. MSLOH, DLP, ether-DLP, tether-gA, MSLB, and SP in Fig.4). The benzyl
disuphide bonds to the gold surface with the disulphide bond maintained [1, 10].
This bonding structure has been detected experimentally from X-ray photoelectron
spectra. The use of the disulphide has the advantage that the thiols do not oxidize on
storage allowing the membrane to have a lifetime of several months. From experi-
mental measurements, the electrodesorption of the thiol to gold bond is negligible
for electrode potentials below 800 mV [11].
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To form the anchoring layer, an ethanolic solution containing 370 uM of engi-

neered ratios of benzyl disulphide components is prepared. The ratio of benzyl disul-
phide components defines the tethering density of the membrane. For example, for
a 10% tethered membrane, for every 9 spacer molecules there is 1 tether molecule.
This solution is exposed to the gold surface for 30 min, then the surface is flushed
with ethanol and air dried for approximately 2 min. Note that in the special case of
100% tethering, the engineered membrane is composed of a tethered archaebacterial
based monolayer with no spacer molecules. As experimentally illustrated in [3], it is
not possible to construct a 0% tethered membrane as any formed membrane binds to
the gold surface. As the electrolyte reservoir separating the membrane and electrode
surface is required for the normal physiological function of the membrane, and not-
ing that all prokaryotic and eukaryotic cell membranes contain cytoskeletal supports
with a 1-10% tether density, the inability to construct a 0% tethered membrane is of
little importance.
Stage 2: The second stage involves the formation of the tethered membrane. A solu-
tion containing a mixture of mobile lipids is brought into contact with the gold bonded
components from Stage 1. Several lipid solvents can be used [1, 4]; however, in most
cases the lipids selected to form the bilayer are soluble in ethanol. As an example,
let us consider the formation of a 70% DphPC (zwittrionic C20 diphytanyl-ether-
glycero-phosphatidylcholine) and 30% GDPE (C20 diphytanyl-diglyceride ether).
mixed tethered membrane. 8 WL of 3 mM of the 70% DphPC and 30% GDPE ethano-
lic solution is added to the flow chamber. The ethanol solution also contains biotiny-
lated gA monomers (tether-gA in Fig.4) with the biotin linked to the gA monomer
via a 5-aminocaproyl linker. The solution is incubated for 2 min at 20 °C in which the
tethered membrane forms. After the 2 min incubation period, 300 uL of phosphate
buffered saline is flushed through each flow chamber. The tethered membrane is
equilibrated for 30 min prior to performing any experimental measurements. For the
detection of streptavidin a biotin receptor is used. The associated antibody fragments
used to detect ferritin, TSH, and hCG are the anti-ferritin F,,, thyrotropin binding
inhibitory immunoglobulin, and immunoglobulin G respectively. Details on how
the antibodies are connected to the MSLB and mobile gA monomers, as illustrated
schematically in Fig.4, is provided in [1].

3.2 Fractional Order Model to Estimate Membrane
Conductance

To estimate important biological parameters from the ICS biosensor and EMP
requires a method to estimate the conductance of the tethered membrane from current
response measurements. In this section, a fractional order macroscopic model is con-
structed which can be used predict the current response of the engineered membrane
given the tethered membrane conductance. If the predicted current and experimen-
tally measured current are in agreement, this indicates that the given membrane



Macroscopic Models for the Bioelectronic Interface ... 295

Cul

del

Fig.5 Lumped circuit macroscopic model of tethered membrane platform. The parameter R, is the
electrolyte resistance, C,, is the membrane capacitance, G, is the membrane conductance, Chpq is
the electrode double-layer capacitance, Cyq; is the counter electrode double-layer capacitance, and
Vin is the tethered transmembrane potential. Note that Cg; and Cpq are modeled using fractional
order elements to account for the charge accumulation, diffusion-limited charge transfer, reaction
limited charge transfer, and ionic adsorption dynamics at the electrode and counter electrode surfaces

conductance is equivalent to the conductance of the engineered membrane. Frac-
tional order operators are utilized in the model as the gold surface bioelectronic
interface of the tethered membrane may contain diffusion-limited charge transfer,
reaction limited charge transfer, and ionic adsorption dynamics. These double-layer
charging effects can be modeled using fractional order operators.

The fractional order macroscopic model of the engineered artificial membrane is
illustrated schematically in Fig. 5, and is given by the following system of fractional
order differential equations

Vo (L Gy L,
dt ~ CuR, Gy’ " CuR. T CuR, T
d” Vai Ly Loyt — v, 0<p=<i
= < 5 VYm— s < =1,
dtp CaR. CuR. a CuR. P
1
I(t)=R_(Vs_Vm_le)v (1)

where C; is the total electrode capacitance of C;4; and Cjy; in series with p denoting
the order of the fractional order operator, V,, the transmembrane potential, and V;
the double-layer potential. Note that if p < 1 then the SI units of Cy; are Sg;kA;.
The fractional order macroscopic model of the engineered artificial membrane
accounts for both the charging dynamics of the membrane and the restricted diffusion
dynamics at the electrode surface.
Typical Lumped Circuit Parameter Values: A high quality membrane with neg-
ligible defects will have a low conductance G,, in the range of 0.04—1.00 wS/mm?,
and an associated membrane capacitance C,, in the range of 4-10nF/mm?. The gold
electrodes typically have a double-layer capacitance Cy; between 47 and 85 nF/mm?.
Note that Cy; is the series capacitance of the electrode capacitance Cpq;, and the
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counter electrode Cyq;. The fractional order parameter p for the tethered membrane
is in the range of 0.85 to 1.00 which illustrates that fractional order dynamics are
present at the electrode surface of the engineered artificial membrane. Finally, the
electrolyte resistance R, is in the range of 47-380 /mm?. If the membrane contains
significant defects then the values of G,, and C,, will be outside these values.

The two primary domains that the fractional order macroscopic model accounts
for are the membrane domain (G,, and C,,), and the electrode double-layer domain
(C4; and p). Here we discuss each of these important domains.

Membrane Domain G,,, C,,: The membrane is assumed to be polarizable and to also
contain aqueous pores as a result of random thermal fluctuations—that is, random
thermal fluctuations allow the energy barrier to be crossed for the conformational
change of lipids allowing the formation of transient aqueous pores. This allows the
tethered membrane to be modeled by an effective permittivity with capacitance C,,
in parallel with the tethered membrane conductance G, (¢) [3, 12, 13]. G,, depends
on the population of and size of aqueous pores present as well as the population and
conductance dynamics of embedded ion channels. For example, in the ICS biosensor
the conductance of the membrane G,, depends on the population of conducting
gramicidin A (gA) dimers present.

Electrode Double-Layer Domain C,;, p: The electrode double-layer domain mod-
els the charge build-up that results at the electrode to electrolyte interface that results
from an applied excitation potential V(¢). This double-layer domain is typically
modeled using Warburg impedance elements [ 14—16]. For engineered artificial mem-
branes however we use a generalized Warburg impedance as the classic Warburg
impedance does not account for all the chemical processes present at the electrode
to electrolyte interface. This includes diffusion-limited charge transfer, reaction lim-
ited charge transfer, and ionic adsorption dynamics [17]. Note that the generalized
Warburg impedance is also known as a constant-phase-element and is composed of a
capacitance C4; and a fractional order operator p. The current to voltage relationship
at the electrode surface is

dp Vd]

C
A=

=1(r) 2

where [ (¢) is the current passing through the double-layer capacitance Cy;. For p =
1, (2) this is the classical current-voltage relation for an ideal capacitor which accounts
for charge accumulation. If p = 0.5 then (2) represents the Warburg impedance. In
general, for 0 < p < 1 then (2) can be used to account for diffusion-limited charge
transfer, reaction limited charge transfer, and ionic adsorption dynamics. Insight into
the charging behaviour of the double-layer capacitance can be obtained if we consider
the impedance representation of (2) in the complex domain. The impedance Z ()

of (2)is _
Zur(@) = 1 _ (cos(pn/Z)) g (sm(pn/Z)) 3)

Cau(jw)? Cyw?P Caw?

where j = +/—1 is the complex number, and w = 27 f is the angular frequency
with f the frequency in hertz. The magnitude |Z; ()| and angle £ Z; (w) of the
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double-layer impedance (3) is

|Zai(w)| =

7
.,  ZLZ =—p—. 4
Cora? a1(w) P 4

If p =1, then (3) is the impedance of an ideal capacitor which has an angle of
LZ4(w) = —m /2. However, for 0 < p < 1 the associated angle increases such that
£LZ4(w) > —m /2. Using impedance measurements of engineered artificial mem-
branes, the typical values of p are in the range of 0.85 to 1 suggesting that charge
accumulation, diffusion-limited charge transfer, reaction limited charge transfer, and
ionic adsorption dynamics are present at the electrode-to-electrolyte interface. There-
fore, the generalized Warburg impedance, given by (3) in the complex domain or (2)
in the time-domain, is used to account for these chemical processes.

Using the tools of fractional calculus, the fractional derivative in (2) can be evalu-
ated using either the Riemann-Liouville, Caputo, or Grnwald-Letnikov definition of
the fractional order derivative.> The Riemann-Liouville definition of the fractional
order operator in (2) for p € (0, 1] is

t
arvy 1

d
— — — P
dtr— I'(1—p)dt / Van(t(t = ) Fdu ®
0

where I'(-) is the Gamma function. As seen in (5), the fractional order operator is not
local. This means that the value of d”V,; /dt” depends on all the values of V; in the
time interval from [0, ¢]. This dependency on time allows the fractional order operator
to model path-dependent phenomena such as sub-diffusion processes. In engineered
artificial membranes the electrode surface is composed of tethers, spacers, and may
contain irregularities that impede the flow of ions in the electrolyte. This impedance
of flow causes the electrolyte dynamics to violate Brownian motion (e.g. the mean
squared displacement of particles is not proportional to the diffusion times time, or the
relative change in position of an ion between time increments are not independent).
These type of long-range memory, or path-dependent phenomena can be accounted
for using the fractional order operator. For further details on fractional calculus and
its importance for modeling nanobiotechnological processes, the reader is referred
to [21].

Estimation of Model Parameters: The model parameters in the fractional order
macroscopic model (1) can be estimated by minimizing the mean-squared error

3The evaluation of the fractional order derivative can be performed using the Adomian decompo-
sition method [18] which is a popular semi-analytical method for solving ordinary and non-linear
partial differential equations. Another method is the Variational iteration method [19] typically used
for numerically solving non-linear partial differential equations. Linear multistep methods, such as
the Adams-Bashforth-Moulton [20], can also be used to evaluate the fractional order derivative.
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between the measured current response I (¢) and predicted current response by fit-
ting the parameters C,4;, Cpar, p, Cii, G, and R,. Typically a low-voltage sinu-
soidal excitation V,(f) potential is used allowing (1) to be represented by an
algebraic expression. That is, impedance measurements can be used to estimate
Ciais Cpais Py Ciyy Gy, and R, as illustrated in [22]. The parameters C,4, Cpai, P,
Cu, R., and the equilibrium membrane conductance G,,(0) (the conductance at a
membrane potential V,, = 0) will remain constant throughout all experiments. The
only variation in the membrane conductance G,, can result from the dynamics of
gramicidin dimer association/dissociation, or if the excitation potential V is suffi-
ciently larger then from reversible electroporation. If the values of C,4;, Cpai, p, Ciis
G, (0), and R, change dramatically from their equilibrium value this suggests that
the membrane contains significant defects.

3.3 Model of the Conductance of the Ion Channel
Switch Biosensor

In the previous section we illustrated how the conductance G, () of the ICS biosensor
can be estimated from the current response measurements. In this section we construct
a reaction-rate limited model for the ICS biosensor of use for estimating the analyte
concentration from current response measurements from the biosensor. The model is
constructed by combining the fractional order macroscopic model (1) with a system
of non-linear differential equations which model the surface binding and surface
reaction dynamics in the ICS biosensor. A two-time scale model is then constructed
using singular perturbation theory to approximate the conductance of the tethered
membrane as a function of the conducting dimer concentration and population of
aqueous pores. We illustrate how the model and experimental measurements from
the ICS biosensor can be used to estimate the concentration of the Human Chorionic
Gonadotropin (hCG) pregnancy hormone.

The tethered membrane conductance G,,(¢) in the fractional order model (1)
is dependent on the concentration of gA dimers present in the biosensor. As the
number of gA dimers decreases, the conductance G, (¢) increases. This results in
the overall conductance of the biosensor decreasing as the concentration of gA dimers
decreases. To link the membrane conductance G,, to the target analyte concentration
requires a model that accounts for the electro-diffusive effects of the analyte in the
electrolyte, and the surface reactions present on the tethered membrane surface of
the ICS biosensor.

The chemical reactions taking place at the ICS biosensor involve analyte molecules
binding to the tethered antibody sites followed by a cross-linking of the mobile gA
monomers to the captured analytes. The primary species involved in this process
include the analytes a, binding sites b, mobile gA monomers c, tethered gA monomers
s, and the dimers d, with respective concentrations {A, B, C, S, D}. Other chem-
ical complexes present include w, x, y, and z with concentrations {W, X, Y, Z}.
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The chemical reactions that relate these chemical species are described by the fol-
lowing set of reactions [23]:

h 12 f3 Ja
a+b=w at+c=x wH+c=y x+b=y
Iy

r n LK)

f7

: f )
c+sﬁ5d a+dﬁ6Z X+s=2z. (6)
rs re

In(6),r; and f;,fori € {1, 2, 3, 4, 5, 6, 7}, denote the reverse and forward reaction
rates for the chemical species {a, b, ¢, d, s, w, x, y, z}. The chemical reactions in (6)
give a complete symbolic description of the operation of the ICS biosensor that was
qualitatively described in Sect.2 of the companion paper. The forward part of the
first equation reports on an analyte molecule a being captured by a binding site » and
the resulting complex is denoted by w. The third equation says that a free moving
gramicidin monomer c in the outer leaflet of the tethered membrane, can bind to the
complex w, thus producing another complex, denoted by y. An analyte molecule
can also be captured by the binding site linked to the freely diffusing monomer, c.
The second equation says that this results in the production of the complex, x. The
complex x can still diffuse on the outer leaflet of the tethered membrane, and so
can move towards a tethered binding site, b, and bind to it, resulting in the complex
y (fourth equation). On the other hand the complex x can diffuse on top of the
tethered ion channel monomer, s, which results in the production of complex z
(seventh equation). The event that determines the biosensor conductance (and thus the
current flowing through the biosensor) is the binding of the free moving ion channel
monomer, ¢, and the tethered ion channel monomer, s. This results in the formation
of a dimer, d (fifth equation). Indeed, the biosensor conductance is proportional to
the dimer concentration, i.e., G(#) = constant x D(¢). Finally, an analyte molecule
can also bind to an already formed dimer, which again produces the complex z (sixth
equation).

It is possible to convert the chemical reactions in (6) to a set of non-linear ordinary
differential equations with reaction rates given by:

R = fiAB —nW Rs = fuCS —rsD
R, = HLAC — X Re = foAD — r¢Z
Ry = WC — 1Y R = XS —1rZ
Ri= fuXB — ryY. 7)

Using (7), the time-evolution of the chemical species in the ICS biosensor can be
determined from the non-linear ordinary differential equations given by:
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duM g
Fri r(u(t)), (8)
10 0-10 0 0
0 —1-10 10 0
0000 1-10
0000101
where =114 _10 0 0 0
01 0-100—1
0011000
000001 1

where the vector u(t) = [B, C, D, S, W, X, Y, Z]T in (8) denotes the concentration
of the chemical species, and r(u) = [Ry, R, . .., R-]" denotes the rate of reaction
of the ith species in (6). The matrix M in (8) is the stoichiometry matrix relating
u and r(u). Note that (8) and (6) does not model the dynamics of the analyte con-
centration A. Note that in the reaction-rate limited regime the analyte concentration
A are assumed negligible. If this were not the case then continuum theories for
electrodiffusive flow would be required to model the dynamics of A.

The parameter v (¢) is the rate at which the analyte molecules are fixed by immo-
bilized species at the electrode surface, which can be found using (6) and (8), and is
given by:

Y(t) =—-A(fiB+ o0+ feD) + W +rx +r6Z. 9

The total membrane conductance G, (¢) is related to the gA ion channel concentration
D(t) by a constant, (i.e. G(t) o« D(t)). Therefore, the time evolution of G, (t) is
computed from the solution of Egs. (1) and (9) given the initial concentration of the
chemical species, reaction rates, diffusivity constant, flow velocity, and assuming
we are in the reaction-rate limited regime. The reaction-rate limited regime of the
ICS biosensor is satisfied if large analyte flow rates of mL/min, micro-molar analyte
concentration, or low binding site densities less than 10%/cm? are present.

3.4 Singular Perturbation Analysis of Dimer Concentration

If large analyte flow rates of mL/min, micro-molar analyte concentration, or low
binding site densities less than 10%/cm? are present, then the assumption that the
analyte concentration is approximately constant over space and time is reasonable.
In this case, the singular perturbation theory can be used to approximate the time
evolution of the dimer concentration D(¢) which is related to the ICS biosensor
conductance G, (t) [23]. For the parameter values in Table 2, the decay rate of species
Y and Z is much faster than the decay rate of the other species by analysis of the
eigenvalues of the linearized version of (8). Let us denote the parameters y = {Y, Z}
for the fast species, and 8 = {B, C, D, S, W, X} for the slow species. We can then
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represent (7) and (8) as a two-time scale system:

ap dy

dl —f(,BaV)’ 8dl _g(ﬂvy) (10)
where g and f denote vector fields of the fast variables and the slow variables,
and ¢ ~ I)\; with A, the largest eigenvalue of the linearized version of (8).
Tikhonov’s theorem combined with the approximation S =~ S(0) allows for the
simplification of the above two-time scale system of chemical dynamics equations
(10) [24, Sect. 11.1]. The following theorem based on singular perturbation analysis
provides an equation to evaluate the evolution of the biosensor conductance versus

analyte concentration:

Theorem 1 ([23]) Consider the two time scale system (10) for the dynaﬂics of the
chemical species. As € — 0, the dimer concentration D(t) converges to D(t) given
by the following system:

By =_D A* c+ %60 11
o () =—D@)(rs + fo )+(f5 +m) () (11)

with constants rs, re, 17, f5, fe, f71 defined in (6), A* the analyte concentration, and
S(0) the initial number of tethered gA monomers. Specifically, if the initial dimer
concentration D(0) at time t = 0 is within an O (g) neighbourhood of y = h(B),
where h(B) is the solution of the algebraic equation g(B, v) = 0 for g given in (10);
then forall timet € [0, T], |D(t) — D(t)| = O(g) where T > 0 denotes a finite time
horizon. (Il

The proof of Theorem 1 is given in [24]. It can be shown that as ¢ — 0, the fast
dynamics approach the quasi steady state, h(8) defined in the theorem. This quasi
steady state h(B) of the fast variables 8 is then substituted in the slow dynamics
in (10), which results in the following approximate dynamics for the slow species:
dB/dt = f(B, h(B)). We are interested in a specific component of &, namely, the
approximate dimer concentration D, which can be shown to evolve according to
an.

Using Theorem 1, the conductance of the ICS biosensor for different analyte
concentrations A* can be computed using (11) when the operation of the biosensor
is in the reaction-rate-limited regime.

3.5 Detection of Human Chorionic Gonadotropin

To illustrate the application of the ICS and predictive model (11) with (1) for ana-
Iyte concentration estimation in this section we compare the predicted membrane
conductance with the experimentally measured membrane conductance for the ana-
lyte species human chorionic gonadotropin (hCG). The concentration of hCG is an
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Fig. 6 Experimentally measured (gray dots) and numerically predicted concentration (black dots)
of hCG present in an analyte solution using the ICS biosensor. The black lines for the 10 and 12nM
concentrations are associated with the a blastocyst or mammalian embryogenesis being present.
Above 10nM a mammalian embryogenesis is present; below 12nM a mammalian embryogenesis
is not present. Intermediate values can be associated with either a mammalian embryogenesis being
present or not. All predictions are performed using the reaction-rate limited model (1) and (11) with
the parameters defined in Table 2

excellent indicator of the presence of blastocyst or mammalian embryogenesis (i.e.
pregnancy).

Figure 6 presents the measured and numerically predicted conductance of the ICS
biosensor for the concentration estimation of hCG. For concentrations of hCG above
10nM in blood or urine, this suggests a blastocyst or mammalian embryogenesis is
present. The experimentally measured concentrations of hCG used are 0 and 353 nM.
As seen from Fig. 6, these produce very different membrane conductance dynamics.
From Fig. 6, at t = 40s, the change in the number of conducting gA dimers is neg-
ligible. Therefore the membrane conductance is at its equilibrium value and results
because only aqueous pores are present for r > 40 s. As seen from Fig. 6, using the
reaction-rate limited dynamic model (11) in combination with the fractional order
macroscopic model (1) it is possible to estimate the concentration of hCG present.

4 Electroporation Measurement Platform

In this section we introduce the Electroporation Measurement Platform (EMP), mod-
eling techniques, and experimental measurements from the EMP for membranes
containing cholesterol.

Experimental platforms to study electroporation include synthetic bilayer lipid
membranes and in vitro cells. However, synthetic non-tethered bilayer lipid mem-
branes do not provide a good representation of physiological systems since the effects
caused by the cytoskeletal network are not present. All cells contain a cytoskeletal
network that provides structural support for the biological membrane. Using cells
provides a physiological system for validation; however, it is impossible to fully
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define the physiological environment which affects properties associated with elec-
troporation. This motivates the need for an engineered artificial membrane platform
which gives the experimentalist control over tethering density, membrane compo-
sition, and physiological environment unlike the synthetic lipid membrane and cell
based platforms. The EMP is a engineered artificial membrane platform that pro-
vides a fully controllable physiological environment with a tethered membrane. The
tethers in the EMP mimic the response of the cytoskeletal network in cells. There-
fore the EMP can be used to model the dynamics of electroporation; however, a
dynamic model is required to relate the experimental measurements from the EMP
to important biological parameters such as aqueous pore density and size.

Models of the electroporation process employ the Smoluchowski-Einstein equa-
tion, derived from statistical mechanics, and the energy of a pore. The pore energy
models are typically constructed by assuming the membrane is a dielectric and elastic
continuum. However, the pore energy models can also be constructed from the results
of coarse-grained molecular dynamics and all-atom molecular dynamics simulations.
A key property that must be estimated is not only the pore energy, but also the con-
ductance of an aqueous pore. In [13] the authors use the Generalized Poisson-Nernst-
Planck (GPNP) continuum model to estimate the conductance of aqueous pores. The
GPNP continuum is equivalent to the Poisson-Nernst-Planck system of equations,
classically used to estimate electroylte dynamics, if steric effects are neglected. Note
that near a pore entrance significant nonlinear potential gradients are present which
restrict the current flowing through the pore, this effect is denoted as the “spreading
conductance” and is dominant for pore radii significantly larger then the membrane
thickness causing the pore conductance to scale proportionally to the pore radius.
The pore conductance scales proportionally to the pore radius for all pore radii sug-
gesting that the “spreading conductance” is dominant as a result of the electrode in
proximity to the membrane surface and the non-linear potential gradients present.
This effect only becomes pronounced for large pores in free floating membranes.

4.1 Modeling the Process of Electroporation

The Smoluchowski-Einstein equation [25-27] provides a useful model for estimating
the number and size of aqueous pores in an engineered membrane, thereby allowing
us to model electroporation. In a membrane, the creation and destruction of thousands
of aqueous pores occurs as a result of thermal fluctuations. The Smoluchowski-
Einstein encodes the mechanical properties of the membrane and how the membrane
reacts to changes in the transmembrane potential. The transmembrane potential is
the potential difference across the membrane that results from ionic gradients.

The Smoluchowski-Einstein equation is an advection-diffusion partial differential
equation that governs the probability distribution of the number of aqueous pores as
a function of their radius r and time ¢ [25-27]. Denoting n(r, t) as the pore density
distribution function, then the Smoluchowski-Einstein equation asserts:
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where D is the diffusion coefficient of pores, kp is the Boltzmann constant, T is the
temperature, W (r, n) is the change in energy of the membrane to create a pore of
radius », and S(r, n) models the creation and destruction rate of pores. Equation 12
describes the time-evolution of the probability density function of the number and
size of pores as a function of temperature and the energy required to form the pore.
Intuition tells us that if we increase the temperature of the membrane then this should
promote the formation of pores. Interestingly from (12) we see that an increase in
temperature T causes a decrease in the contribution from the energy required to form
a pore; however, the source term S(r, n) for the creation of pores must increase as T
increases. Typical initial and boundary conditions for (12) can be found in [25, 28—
30]. A typical assumption is that initially for a membrane with zero transmembrane
potential V,, = 0, all pores have radius r,, and that any pores r < r, close rapidly.
Therefore, the solution to (15) can be estimated by solving (12) to (14) with initial
condition n(r, 0) = G,,(0)/ G ,(r,), and absorbing boundary condition n(r, 1) = 0
ifr <r,.

All pores that are formed by electroporation are aqueous pores (water filled pores
that cross the membrane). The creation of these aqueous pores follows a two step
process. First, a hydrophobic pore is formed in which the the lipid tails are brought
into contact with the water. The hydrophobic pore either spontaneously converts into
a stable hydrophilic pore or spontaneously collapses [29, 31, 32]. A hydrophilic pore
is an aqueous pore in which the perimeter of the pore is composed of the head-groups
of the lipids.

The creation and destruction of aqueous pores S(r, n) can be modeled using:

U
S(r,n) = vchma—eU/kBT —vanH(@re —r) (13)
r

where U is the energy of a non-conducting hydrophilic generally given in terms of
modified Bessel’s functions, v, is the attempt-rate density, v, is the destruction rate
density (e.g. frequency of lipid fluctuations), and r, denotes the minimum radius for
the transition from a hydrophilic pore to a hydrophobic pore. The Heaviside step
function H (r, — r) in (13) accounts for the assumption that non-conducting pores
with r < r, have a lifetime on the order of the lipid fluctuations.

The classical free energy model for a hydrophobic aqueous pore W(r, n), in
(12), in the membrane consists of four energy terms: the pore edge energy y, the
membrane surface tension o (n), the electrostatic interaction between lipid heads,
and the transmembrane potential energy contribution Wes(r, V). The pore energy
W (7, n) in (12) can be modeled using:

C
W(r,n) = 2nyr —wo(n)r* + <7>4 + Wes(r, Vi) + Wi, (14)
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with the energy contribution from the mechanobiological properties of the tethers
included as Wp,. The surface tension o (1) is dependent on n as the creation of pores
will decrease the area occupied by the membrane. If we denote A,, as the area of
the membrane, then the effective area of the membrane is given by A), = A,, — A,
where A, is the area of the membrane occupied by the pores and is dependent on
the pored density distribution function n. As A, increases the surface tension of the
membrane is expected to decrease. However, if A, < 1 then the surface tension
dependence on n can be neglected with o (n) = o. The linkages of the tethers to
the membrane are analogous to “springs” and act to restrain the enlargement of
aqueous pores. This is similar to the experimentally measured results in [33] which
suggests that irreversible electroporation cannot create pores that are larger than the
cytoskeletal network anchors. Modelling the mechanical properties of the membrane
as an elastic continuum and assuming a permanent tethered network anchorage, the
effect of the tethers is accounted for via the energy required to deform the Hookean
springs—formally, the energy contribution can be modelled using W,, = 0.5Kr? with
K, denoting the spring constant of the tethers [34]. Note, the energy model for tethers
is identical to that of the cytoskeletal network presented in [35-38].

4.2 Equivalent Circuit Model of Electroporation

From the Smoluchowski-Einstein equation (the non-linear partial differential equa-
tions defined by (12) to (14)), it is possible to construct an equation for the membrane
conductance G, (t) that accounts for the creation/destruction of aqueous pores. The
Smoluchowski-Einstein equation provides the pore distribution function n(r, t) over
all possible pore radii as a function of time and transmembrane potential V,,. To
compute the total membrane conductance G,,(t) we require an estimate of each of
the aqueous pore conductances. Denoting G ,(r) as the conductance of an aqueous
pore of size r, the associated membrane conductance can be computed by taking
the expected value of the number of pores of radius r multiplied by the associated
conductance G, (). Formally, with E denoting mathematical expectation,

oo

G,(t) = E[G,(r)] = / G,(r)n(r, t)dr. (15)
0

Numerical estimates of the pore conductance G ,(r) can be found in [13].

The current response of the EMP can be computed by plugging (15) into the
fractional order macroscopic model (1). Notice that this requires the simultaneous
solution of a coupled system composed of a non-linear partial differential equation
and fractional order differential equations. Using singular perturbation approxima-
tions it is possible to convert this coupled system of equations into a set of fractional
order differential equations. The key is to use the approximations provided in [28] to
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convert the equations defined by (12) to (14) into the following system of equations:

IN@)]
Gu(®)= Y G,(r).
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where G, (r) is the conductance of a pore of radius r. Note that with the formulation
in (16) it is assumed that the initial radius of all created pores is r,. The complete
dynamics of the EMP are given by simultaneously solving the system of ordinary
differential equations (16) and the fractional order macroscopic model (1).

4.3 Membranes with Sterol Inclusions

Using the fractional order macroscopic model (1) and (16) with experimental mea-
surements from the EMP allows the estimation of several important parameters
related to electroporation. This includes the estimation of the membrane conduc-
tance G,,, double-layer capacitance C,, membrane capacitance C,,, and charac-
teristic voltage of electroporation V,,. In this section we present how variations in
% m concentration of cholesterol (molar ratio of cholesterol to lipids) in the engi-
neered artificial membrane effects the electroporation dynamics and the lumped
circuit parameters G,, C,,, and V.

Parameter Estimation: Note that prior to all experimental measurements from the
EMP, the membrane integrity and static parameters in the fractional order macro-
scopic model are evaluated using impedance measurements. That is, prior to perform-
ing any electroporation measurements, the equilibrium membrane conductance G,,
at V,, = 0, membrane capacitance C,,, double-layer capacitance Cy;, fractional order
parameter p, and electrolyte resistance R, are all estimated from impedance mea-
surements. Additionally, the electroporation parameters «, g, C, D, r,, are obtained
from [27, 32, 39, 40], y, o from [41], and W(r) and G, () from [13]. Therefore,
the only parameter that is estimated from the electroporation measurements is the
characteristic voltage of electroporation V.

Background on Sterol Inclusions in Membranes: Cholesterol is an important lipid
molecule that can be used to control the properties of engineered artificial mem-
branes. Over the past decade several insights into how cholesterol impacts cell mem-
brane properties have been achieved. For example, in [42], chronopotentiometry
measurements of POPC (1-palmitoyl-2-oleoyl-sn-glycero-3-phosphocholine) mem-
branes containing cholesterol illustrated that as the % of cholesterol increases from
0 to 73%, there is an increase in the membrane capacitance C,, and reduction in
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equilibrium membrane conductance G, (0). In [43], molecular dynamics simulations
of DPPC (1, 2-dipalmitoyl-sn-glycero-3-phosphocholine) containing different % of
cholesterol were used to estimate the minimum areal strain (pressure applied to stretch
the membrane) required to cause the formation of an aqueous pore. It was found
that for % cholesterol from 0 to 40%, the equilibrium conductance G, (0) decreases;
however, for larger % of cholesterol G,, (0) increases. This suggests that DPPC mem-
branes with 40% cholesterol have the highest resistance to electroporation compared
with DPPC membranes containing different molar concentrations of cholesterol.
In [44], bilayer lipid membranes composed of DphPC (1, 2-diphytanoyl-sn-glycero-
3-phosphocholine) were constructed with different % molar concentrations of choles-
terol. In [44] it was illustrated that the characteristic voltage of electroporation V,,
increases as the % of cholesterol is increased from 0 to 10%. However, as the concen-
tration of cholesterol increased from 10 to 40% there was a decrease in the charac-
teristic voltage of electroporation V,,. Note that the engineered artificial membrane,
namley, the EMP is composed of 70% DphPC (zwittrionic C20 diphytanyl-ether-
glycero-phosphatidylcholine) and 30% GDPE (C20 diphytanyl-diglyceride ether).
Therefore, the EMP may have different V,,, characteristics compared to the DphPC
membranes in [44].

The above gives insight into how the percent of cholesterol in POPC, DPPC, and
DphPC membranes impacts the membrane capacitance C,,, equilibrium membrane
conductance G,,(0), and characteristic voltage of electroporation V,,. However, the
aim here is to study how varying the % of cholesterol in engineered artificial mem-
branes impacts the membrane properties and electroporation dynamics.
Impedance Measurements: How does the molar % of cholesterol (molar ratio of
cholesterol to lipids) effect the membrane capacitance C,,, characteristic voltage of
electroporation V,,,, and the equilibrium membrane conductance G, (0) (the conduc-
tance at a transmembrane potential V,,, = 0) in the tethered archaebacterial membrane
of the EMP? Table 1 provides the estimated C,,, G,,(0), and V,,, for different % con-
centrations of cholesterol in the EMP. Note that the parameter V,, was estimated
using electroporation measurements. From Table 1, we see that as the % choles-
terol increases the associated membrane capacitance C,, tends to increase. This is
in agreement with the results in [42] for POPC membranes containing cholesterol.
Interestingly, the equilibrium membrane conductance G,, (0) decreases for % choles-
terol increasing from 0 to 30%; however, beyond 30% G, (0) increases. These results
are in agreement with the results from molecular dynamics simulations in [43] for
DPPC membranes. Notice however that the EMP does not have the same equilibrium
membrane conductance characteristics as the POPC membrane in [42] where G, (0)
decreased for increasing % of cholesterol from O to 73%. This is not surprising given
the difference in the atomic structure of the negativley charged POPC lipids compared
with the archaebacterial DphPC lipids in the EMP. In fact, it was illustrated in [45]
that a 25% cholesterol POPC membrane has similar G, (0) to that of a 0% cholesterol
DphPC membrane. At an atomistic level, a possible explanation for the decrease in
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Table 1 Macroscopic model parameters for the EMP

% Cholesterol Cp, (nF) G, (0) (1S) Vep (mV)
0 344 0.48 270
10 324 0.26 290
20 314 0.25 300
30 31.0 0.24 330
40 35.0 1.00 360
50 38.0 1.10 350

the equilibrium membrane conductance G,,(0) for the archaebacterial membrane
in the EMP beyond 30% cholesterol is the packing of the hydrocarbon chains in
the DphPC and GDPE lipids. For archaebacterial membranes, molecular dynamics
simulations suggest that the phytanyl] tails form a tightly packed network with neigh-
bouring hydrocarbon chains being interdigitated [46—48]. As such, the introduction
of a low percentage of cholesterol (below 30%) likely causes the DphPC and GDPE
molecules to condense the phospholipid network resulting in a decrease in G,,(0).
However, for larger % cholesterol beyond 30% the interdigitation of the phytanyl
tails decreases causing an increase in the permeability of the EMP membrane. Note
that ab-initio molecular dynamic simulations are required to perform analysis on the
atomistic dynamics of how cholesterol impacts the properties of membranes. Link-
ing molecular dynamics to the fractional order macroscopic model parameters is an
active area of research that requires the construction of multi-physics models.

The characteristic voltage of electroporation V,, for the EMP membrane increases
for increasing % cholesterol in the membrane from 0 to 40%. However, at 50%
we see a slight decrease in V,,. These results are in agreement with the molecular
dynamics results of DPPC membranes presented in [43]. It is interesting to note that
the V,, results for the EMP membrane are quite different from that of the DphPC
membrane in [44] where V,, increases for % cholesterol in the range of 0-10%, but
then decreases for higher molar % of cholesterol. This illustrates the unique effects
cholesterol can have on different archaebacterial membranes.

Electroporation Measurements: Given the fractional order macroscopic model
with the parameters in Tables 1 and 2, Fig. 7 provides the experimentally measured
current from the EMP and the numerically predicted current / (¢). Additionally, Fig.7
provides the predicted double-layer charge Qg (¢), membrane charge Q,,(t), and
membrane conductance G,,(¢) for different molar % concentrations of cholesterol.
As seen from Fig. 7b, the computed current / (¢) response is in excellent agreement
with the experimentally measured current response of the EMP. As expected since
Cqy > Cy,, Fig.7c illustrates that the charge accumulation at the electrodes is larger
then at the surface of the membrane. Comparing Fig.7c, d, we can estimate the
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Fig. 7 Experimentally measured and numerically predicted current response for the EMP con-
taining different mol % concentrations of cholesterol in the range of 0-50%. The experimentally
measured current response is represented by the gray dots, and the predicted current response from
(1) and (16) by the colored lines. The parameters for the numerical predictions are given in Table 1.
The excitation potential Vi (¢) is identical for all experiments and is given by a linearly increasing
voltage with rate of 100 V/s for 5 ms, then a linearly decreasing voltage with a rate of —100V/s
for Sms

amount of charge Q,, on the engineered membrane required to allow the formation
of aqueous pores in the membrane. If no aqueous pores are formed then the membrane
conductance would equal the equilibrium membrane conductance G,,(0) in Table 1.
For the EMP with % cholesterol in the range of 0-20%, the charge required to form an
aqueous pore is Q,, ~ 2.5 nC, for 30% the charge is Q,, ~ 2.8nC, and for 40-50%
the charge is 0, ~ 3.5nC. This suggests that the stability of the EMP membrane
increases with increasing % of cholesterol. However, if we look at the dynamics
of the membrane conductance G,,(¢) in Fig.7d, we see that the EMP membrane
most resistant to the process of electroporation is the 10% cholesterol EMP which
has a maximum conductance of 8.9 uS at r = 5ms. This illustrates an important
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point when comparing the membrane resistance to electroporation, it depends on all
aspects of the membrane properties (Cy,, G, (0), v, 0,a,q,C, D, ry, Ve, Wes (1),
and G,(r)), double-layer charging effects (C4 and p) of the electrodes, and the
electrolyte resistance R,. Using a single value to compare the resistance to electro-
poration is not sufficient to establish which membranes have a higher resistance to
electroporation.

5 Conclusion

In this chapter we introduced engineered artificial membranes and how they can be
used for biosensing. Two application examples where considered which included the
Ion Channel Switch (ICS) biosensor, and the Electroporation Measurement Platform
(EMP). For further details, the reader is referred to [2].

The ICS biosensor can detect femto-molar concentrations of target species includ-
ing proteins, hormones, polypeptides, microorganisms, oligonucleotides, DNA seg-
ments, and polymers in cluttered electrolyte environments. The ICS biosensor
employees engineered receptor sites connected to mobile gA monomers and biotiny-
lated lipids in an engineered membrane. Note that over 50 different antibodies as well
as extracellular cell surface receptors for growth factor detection, oligonucleotide
probes for DNA strand detection, lectins for glucose detection, and metal chelates
for heavy metal detection have been utilized in the ICS biosensor. Further receptors
can be designed by exploiting the receptor association dynamics discussed in [49].
The major requirement is an attachment chemistry that will not inactivate the receptor
for a particular analyte.

The EMP is a tethered membrane platform that provides a fully controllable phys-
iological environment with a tethered membrane. The tethers in the EMP mimic
the response of the cytoskeletal network in cells. Recall that all cells contain a
cytoskeletal network that provides structural support for the biological membrane.
Using cells provides a physiological system for validation; however, it is impossi-
ble to fully define the physiological environment which effects properties associated
with electroporation. This motivates the need for the EMP which gives the experi-
mentalist control over tethering density, membrane composition, and physiological
environment.

The fractional order macroscopic models presented in this chapter provide a basis
to study several interesting phenomenon that occur in engineered artificial mem-
branes. These include, measuring the dynamics of embedded ion channels, estimat-
ing analyte concentrations from experimental measurements from the ICS biosensor,
and studying the dynamics of electroporation in membranes. Future research in the
area of engineered artificial membrane modeling includes constructing multiphysics
models which combine the fractional order macroscopic model with continuum and
molecular dynamics models. The continuum and molecular dynamics models can be
used to estimate parameters of the fractional order macroscopic models from first-
principles. Abstractly, the interaction of the macroscopic, mesoscopic, microscopic,
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and quantum mechanics models is given by

1 (¢t) = macroscopic (V(¢t), Gy, Ci, Car, P, Re)
Gu, ..., R, = mesoscopic (D, y, 0, ..., hy, h;)
D,y,o,..., hy,, h, = microscopic (U, T, P)
U = quantum mechanics

where U is the interaction potential between atoms, T is the temperature, P is the
temperature, /1, is the membrane thickness, and /, is the tethering reservoir thickness.
The interaction potentials between atoms can be estimated from quantum mechanics
which has no free parameters. This potential is then used in the microscopic model
to estimate important parameters for the mesoscopic models, which are then used to
compute the parameters of the macroscopic model. In this chapter we have focused on
the macroscopic model of engineered tethered membranes. For interested readers,
detailed discussion of continuum and molecular dynamics models of engineered
artificial membranes is provided in [2].

The construction of multi-physics models and novel engineered artificial mem-
brane chemistries provide a rational approach to the in vitro study of biological
membranes, and the design of biosensors. This is an active area of research in the
fields of metabolic engineering, food safety, medicine, and security. The ultimate
goal is the design of low-cost biosensors that allow for rapid molecular detection
of specific analyte species, and artificial membrane platforms that can be used for
rational drug design.

Appendix

All experimental measurements using the ICS and EMP, unless otherwise stated, were
conducted at 20°C in a phosphate buffered solution with a pH of 7.2, and a 0.15 M
saline solution composed of Na™, KT, and Cl~. At this temperature the tethered
membrane is in the liquid phase. A pH of 7.2 was selected to match that typically
found in the cellular cytosol of real cells. The forward and reverse reaction rates in
Table 2 are obtained from [10, 23, 50]. The electroporation parameters «, ¢, C, D, ry,
are obtained from [27, 32, 39, 40], y, o from [41], and Ws(r) and G ,(r) from [13].
Using impedance measurements it was determined that the fractional order operator
p is in the range of 0.95 to 0.98 suggesting that a diffusion-limited process is present
at the bioelectronic gold interface of the tethered archaebacterial membrane. The
associated capacitance C is in the range of 120-180nF.
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Table 2 Model parameters for ICS biosensor and EMP

W. Hoiles and V. Krishnamurthy

Symbol Definition Value

Ly Width of flow chamber 3.0mm

L Length of flow chamber 0.7mm

h Height of flow chamber 100 pm

c”(0), ¢*(0), ¢?(0), c*(0) Initial concentration 0mol/m?2

A Inlet analyte concentration of | 10-353nM

hCG

c(0) Mobile gA monomers 1.6 pmol/m?
s(0) Tethered gA monomers 16 pmol/m?

b(0) Tethered binding sites 3 pmol/m?

d(0) gA dimers 33 pmol/m?
fi=fH=f Forward reaction rate 5 x 10% m3/smol
fr=fa Forward reaction rate 3 x 10° m2/smol
fs=1f Forward reaction rate 3 x 10" m%/smol
r=ry=reg Reverse reaction rate 1074 ¢!
r3=r4 Reverse reaction rate 107451

rs =ry Reverse reaction rate 1.0 x 10725~!
(0] Flow rate 100 wL/min

y Edge energy 1.2 x 10711 J/m
o Surface tension 15 x 1073 J/m?
o Creation rate coefficient 1x10%s7!

q q = (rm/re)? 2.46

C Steric repulsion constant 9.67 x 10~13 J1/4 m
D Radial diffusion coefficient 1x10~14 m?%/s
'm Equilibrium pore radius 0.8 nm

Gp(rm) Equilibrium pore conductance | 1.56 nS

R, Electrolyte resistance 200

Wes(r) Electrostatic Energy Refer to [13]
Gp(r) Pore conductance Refer to [13]
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