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Series Editor Preface

The series Molecular Modeling and Simulation — Application and Perspectives
publishes volumes from leading authors on a wide range of topics related to
molecular modeling and simulation. The format of the series allows authors to treat
their subject in a deep and comprehensive manner—something that is not always
possible to do in an archival journal article. With this volume entitled “Molecular
Simulation Studies on Thermophysical Properties”, Gabriele Raabe of the Institut
fiir Thermodynamik at TU Braunschweig has provided us with a detailed and
informative treatment of how atomistic molecular simulations are used to determine
thermophysical and structural properties of industrially relevant fluids. She covers
many of the fundamentals of molecular simulation, including foundational topics in
statistical mechanics. She also provides an introduction to Monte Carlo and
molecular dynamics simulation techniques, gives details on how force fields are
parameterized and shows how properties are computed from simulation trajectories.
A comprehensive summary of the latest simulation techniques is provided, along
with examples from her own work on simulating working fluids for different
technical applications.

This volume is appropriate both for the expert and the novice looking to learn
more about molecular modeling and simulation. In addition to its value as a ref-
erence, it could be used as a textbook for a graduate course in molecular modeling
and simulation.

I am very grateful to Dr. Gabriele Raabe for taking on this project and for writing
such a comprehensive and illuminating volume. I believe it will be an outstanding
resource for the molecular modeling community for many years to come.

Edward Maginn
University of Notre Dame
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Preface

This volume is based on my habilitation thesis (Habilitationsschrift) that was
accepted from the Faculty of Mechanical Engineering of the Technische Universitét
Braunschweig for granting the venia legendi for the field of teaching “Molecular
Thermodynamics”.

While my early research activities involved traditional experimental studies on
thermophysical properties in the lab, I had the chance to perform first “computa-
tional experiments” during a research visit in the group of Richard Sadus. Since
then I have focused my research on molecular simulations due to my fascination for
its ability to allow for predictive studies and to gain insights into the systems on a
molecular level that helps to interpret their properties. Shortly after I also started to
teach a master course on molecular simulation. This course not only covers the
fundamentals of molecular simulation, but also includes an introduction to the
statistical mechanics that provide its theoretical framework, and details on force
field models and their parametrization. This has motivated me to compose a
comprehensive textbook that covers all these topics.

Molecular simulations have a wide range of application, but my research has
always focused on studies on thermophysical properties. This is therefore also the
scope of this volume, and it was important for me to devote a special chapter on the
analysis of simulation outputs to derive different thermophysical properties. A main
field of my research for the last years has been the molecular modeling and
simulation for new HFO workings fluids. These simulation studies are mainly
described at the end of this textbook as illustrative example to demonstrate the
ability of molecular simulations to provide predictions on the thermophysical
properties of pure components and mixtures for which only limited experimental
data are available.

Most of the simulation studies were performed at the Laboratory for
Thermodynamics (IfT) of the Technische Universitdt Braunschweig, and I express
my sincere gratitude to the head of the IfT, Jiirgen Kohler, for enabling me to work
in the fascinating research field of molecular simulation, and for his encouragement
to accomplish this habilitation thesis (Habilitationsschrift). I’d also like to express
my gratitude to Jadran Vrabec (ThEt, University Paderborn, Germany) and Hans
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X Preface

Hasse (LTD, TU Kaiserslautern, Germany) for agreeing to review this thesis, and
I thank the members of the habilitation committee (Habilitationskommission) for
their commitment.

I am grateful to all current and former colleagues, PhD students and graduate
students from the IfT and TLK, who have somehow contributed to this thesis, for
instance, by being involved in some molecular or system simulation studies, by
reading versions of the text, by contributing figures for thermodynamics cycles etc.

As mentioned before, I had my first contact with molecular simulation during my
stay at the Centre for Molecular Simulation of the Swinburne University in
Hawthorn, Australia. I’'m indepted to Richard Sadus and Billy Todd for introducing
me to this research field, and for many fruitful discussions we have had since then.
I especially want to thank Richard Sadus for his comments on this manuscript and
for helpful suggestions.

The first stage of the force field for HFO/HCFO compounds, i.e. the model for
fluorinated propenes, was developed during may stay in the group of Ed Maginn at
the University of Notre Dame, USA. This stay was founded by a fellowship of the
Deutsche Forschungsgemeinschaft (DFG). I appreciate this fellowship as it offered
me the chance to spend some time in the group of Ed Maginn. I am grateful for his
mentoring during my stay and since then. He influenced my work in various
respects, and he deserves special thanks for many helpful and inspiring discussions,
his support and encouragement. I’d also like to thank him for his valuable com-
ments and helpful suggestions on several chapters of this manuscript. I am also
indepted to Eric Lemmon, Arno Léisecke and Marcia Huber from the National
Institute of Standard and Technology (NIST) in Boulder, USA, for providing the
EOS and ECS models for the HFO and HCFO compounds that enabled the com-
parative REFPROP simulations, for helpful discussions and encouragement.

I’d also like to thank Ryo Akasaka (Kyushu Sangyo University, Fukuoka, Japan)
and Katsuyuki Tanaka (Nihon University, Japan) for sharing their experimental
data for the HFO and HCFO compounds with me, often prior to publication. Their
data and EOS models allowed for a validation of the molecular model and the
simulation results.

I reserve my deepest gratitude for my partner Jorg, for his support, encourage-
ment and forbearance.

23rd November 2016 Gabriele Raabe
Braunschweig, Germany
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SPMC Smooth Particle Mesh Ewald

UA United-Atoms (force field)

UFF Universal Force Field

VACF Velocity autocorrelation function

VLCC Vapor-liquid coexistence curve

VLE Vapor-liquid phase equilibrium

Fundamental Physical Constants

Quantity Symbol Numerical value
Dielectric constant (vacuum permittivity) € 8.854187817.10°2C V! m!
Planck’s constant h 6.6260689633-1073* Js
Avogadro constant N, 6.02214199-108mol !
Boltzmann constant ks 1.3806503-10" 2K~
Molar gas constant R 8.314472J mol 'K~}




Chapter 1
Introduction

Molecular simulation techniques are increasingly used in chemical engineering as
complement to experimental studies to provide thermophysical properties of pure
components and mixtures over wide temperature and pressure ranges. Molecular
simulations do not only yield data for thermophysical properties, but at the same
time allow gaining an insight into the systems on a molecular level. The analy-
sis of local structures in mixtures by molecular simulations, for instance, provides
information on preferred interactions and enables a molecular interpretation of the
properties. This thesis covers the fundamentals of molecular simulation, beginning
with the fundamentals in statistical mechanics and providing an introduction to the
Monte Carlo and molecular dynamics simulation techniques. It then summarizes the
available know-how for using molecular simulations to derive information on ther-
mophysical and structural properties. The determination of these properties from
molecular simulations are thereby illustrated with examples from studies on differ-
ent systems. However, molecular simulation studies require an adequate molecular
model for the components of interest. Thus, this thesis also provides an introduction
to, and discussion on specific aspects of the molecular modeling in so-called force
fields.

A benefit of molecular simulation is its ability to provide information for ‘not-
so-well-described’ fluids, i.e. for components for which only limited experimental
data are available. Limitation of experimental data may have different reasons: the
components are difficult to handle in experiments (toxic, hazardous, corrosive com-
pounds), data are needed at extreme conditions of temperature and pressure, or the
compounds are newly synthesized, so that they are not available in sufficient quan-
tities for elaborated experimental studies. This is the case for the hydrofluoroolefine
(HFO) and hydrochlorofluoroolefine (HCFO) working fluids covered in this thesis.
Due to their high Global Warming Potential (GWP), currently used hydrofluorocar-
bon (HFC) refrigerants are affected by phase-out regulations. HFO and also HCFO
compounds have been proposed as new class of low GWP refrigerants, either as
pure compounds or as components in blends. However, limited experimental data on

© Springer Nature Singapore Pte Ltd. 2017 1
G. Raabe, Molecular Simulation Studies on Thermophysical Properties,
Molecular Modeling and Simulation, DOI 10.1007/978-981-10-3545-6_1



2 1 Introduction

their thermophysical properties hampers the exploration of the performance of these
new working fluids in technical applications. Based on a newly developed all-atoms
force field for HFO and HCFO compounds, simulation results on the pure compo-
nents and also potential refrigerant blends as working fluids for different applications
are presented. These simulation studies illustrate the value of molecular simulations
to provide predictions for poorly known compounds and mixtures, and to gain a
molecular level understanding of their properties.

The structure of this thesis is as follows:

Statistical mechanics provides the theoretical framework for molecular simula-
tions that allow for determining macroscopic properties from studying the properties
of the microstate. Therefore, important terms of statistical mechanics are explained in
Chap. 2. This covers explanations of different kinds of ensembles, the derivations of
their probability densities and partition functions, and the connection of the partition
functions to thermodynamic state variables. Additionally, the molecular partition
function of the ideal gas is introduced that serves as a reference state for simulations
on real components. Finally, the chapter deals with the Maxwell-Boltzmann velocity
distribution that provides important relations between temperature, velocities and
kinetic energy.

Chapter 3 is concerned with the basic ideas of Monte Carlo (MC) simulations. It
provides an introduction to the importance sampling technique and its application
to simulations in various ensembles. Furthermore, biased sampling techniques for
complex molecules and reweighting methods are discussed. A special focus is dedi-
cated to Monte Carlo simulation techniques for fluid phase equilibria, i.e. the Gibbs
Ensemble, the Gibbs Duhem, and the Histogram Reweighting technique.

Chapter 4 provides an introduction to the basics of molecular dynamics (MD)
simulations. It deals with the fundamental equations that describe the dynamics of
the system, and with different finite-difference methods for the numerical integration
of the equation of motions. Then different thermostatting and barostatting techniques
to allow for simulations at constant temperatures and pressures are explained and
discussed. The last section of Chap. 4 treats the “handling” of (partly) rigid molecules
in MD simulations. It thereby introduces the constraint dynamics for rigid bonds,
and the rotational equations of motion for rigid bodies.

Chapter 5 deals with the practical aspects of molecular simulation studies. These
comprise the setting up of simulations, the application of boundary conditions, the
speed up of simulations by using neighbor lists, and the quantifications of uncertain-
ties of simulation results. Another important aspect that is discussed in this chapter
is the proper treatment of long-range electrostatic interactions. Thereby the widely
used Ewald summation and its modifications are explained, and additionally the Wolf
damped coulomb potential is introduced.

Chapter 6 provides an overview on force field models, i.e. analytical functions that
are used to determine the configurational energy of the simulation system as function
of the molecular configuration. The introduction to molecular models and their para-
metrization thereby mainly focuses on so-called class 1 force fields that are widely
used in studies on fluid systems. The parametrization of these molecular models is
exemplified by the introduction of an all-atom force field for hydrofluoro-(HFO)
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and hydrochlorofluoroolefines (HCFO). Classical force fields employ fixed partial
charges to account for electrostatic interactions. However, in Sect. 6.2, approaches
to introduce polarization into the molecular models are also briefly discussed. To
complete the overview, this chapter also provides a short overview on other force
field types, i.e. potentials for metals, and the reactive force field ReaxFF—both illus-
trated by examples from own simulation studies. Chapter 6 is complemented with a
discussion on specific aspects in the molecular modeling. These are approaches to ac-
count for many-body effects when ab initio models as purely two-body potentials are
used in molecular simulation studies. In this context, simulation studies on mercury
serve as example for using a semi-empirical approach. Furthermore, the influence of
intermolecular flexibility on the description of thermophysical properties of water by
SPC type models is discussed in detail. This discussion is based on extensive studies
on the flexible SPC/Fw water model.

Chapter 7 provides an extensive compilation of the analysis of molecular simu-
lation outputs to derive thermophysical and structural properties of pure compounds
and mixtures. Thereby, the determination of pVT, transport and dielectric properties
as well as second-derivative properties in single-phase simulations are explained.
Additionally, this chapter deals with the evaluation of phase equilibria simulations to
deduce saturation properties of both pure compounds and mixtures. A special focus
is dedicated to free energy techniques, and thereby to approaches to derive the chem-
ical potential of pure compounds and components in mixtures. Based on this, the
chapter also provides detailed deductions to obtain fugacity and activity coefficients
from molecular simulations. The different aspects regarding the determination of
thermophysical properties from molecular simulations are illustrated with examples
from own simulations studies on different systems such as water, refrigerants or ionic
liquids. Beyond this, molecular simulation not only allows for the determination of
thermodynamic and transport properties, but also enables the analysis of microscopic
structures. Chapter 7 is therefore complemented by the discussion of structural analy-
sis by distribution functions. Molecular simulation studies on ionic liquids and their
mixtures with alcohols then exemplify the value of molecular simulations to provide
insight into structural features of the systems.

Chapter 8 is concerned with the application of molecular simulation techniques
to derive information on the thermophysical properties of working fluids. The mole-
cular simulations are based on the all-atom force field for hydrofluoro-(HFO) and
hydrochlorofluoroelefines (HCFO) introduced in Chap. 6. The simulation studies on
this new class of working fluids well demonstrate the ability of molecular simulations
to provide predictions on the thermophysical properties of pure components and mix-
tures for which limited experimental data are available. Prior to the discussion of the
molecular simulation results, Chap. 8 provides an overview on the historical devel-
opment of working fluids and current regulations that affect their progression today.
Molecular simulation results for different HFO and HCFO compounds and their mix-
tures with “conventional” refrigerants such as R-32, CO, or R-134a are presented.
The simulation results for the thermophysical properties of the working fluids are
thereby discussed in the context of their potential technical application. This covers
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studies on working fluids for (mobile) air-conditioning, Organic Rankine cycles and
heat pumps, chillers, and blends for different stationary refrigeration applications.

Chapter9 concludes the thesis with a summary of the most important findings
of the simulation studies and gives an outlook on future research trends in both the
field of molecular simulation and of working fluids. The thesis is supplemented by
an appendix that lists the force field parameters for the molecular modeling of HFO
and HCFO compounds.
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Chapter 2
Introduction to Statistical Mechanics

This chapter gives an introduction to the theoretical framework of molecular sim-
ulation studies provided by statistical mechanics Molecular simulations are aimed
at predicting macroscopic thermophysical properties based on the behavior of the
particles contained in the system. The detailed configuration of the system on the
molecular level is called a microstate, and statistical mechanics is the theoretical
framework that allows for determining macroscopic properties from studying the
properties of the microstate.

Imagine for instance a macroscopic system with rigid and adiabatic walls that con-
tains a constant amount of particles (V), and has a constant volume (V') and internal
energy (E). Although these macroscopic properties are fixed, i.e. constrained, we
observe a permanent rearrangement of the configuration on the microscopic level as
the particles move, exchange energy through collision and redistribute their energies
among the different available energy modes (translation, rotation, vibration). Thus,
for each macroscopic state there exists a large number of different configurations on
the molecular level, the microstates. This collection of microstates that satisfies the
fixed properties of the macroscopic system (constraints) is called an ensemble. The
choice of constrained properties characterizes different kinds of ensembles that will
be discussed in detail in Sect.2.1.

In molecular simulations, a large number of microstates corresponding to the
macroscopic system of interest is generated. In order to perform simulations that are
comparable to experimental studies, the simulation ensemble is generally selected
in such a way that the constraints correspond to the properties controlled in the
experiment. The properties that are not constrained are fluctuating, and predictions
for these properties can be provided by analyzing the simulation results by statistical
mechanics.

There are two methods to generate a large number of microstates for a given
macrostate. In molecular dynamics (MD) simulations, the time evolution of a
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microstate is followed by numerically integrating the Newton’s equations of motion
of its particles with time. The statistical average of a property of interest A is then
determined as time average, i.e. from the values A; () of the property at different time
steps At

Na:

1
Aacro = <A) ime = ;7 Ai(t)- (21)
= 2

In Monte Carlo (MC) simulations, different microstates are generated stochasti-
cally by elementary changes to the previous configuration. The statistical averages
of the thermodynamic properties are then calculated as so called ensemble averages

MY”C"{"S[“/@
Amacro = <A>ensemble = /A(F)@ (F)dr ~ Z A(F)KJ (F)dr9 (22)
r

where I" is the phase space of possible states, and g is the probability distribution,
i.e. the probability to observe a particular microstate. A basic postulate of statistical
mechanics, and therefore of molecular simulation studies, is the “ergodic hypothesis”.
It states that ensemble averages are identical with time averages

Apacro = (A)time = <A>enxemble s (23)

i.e. both molecular dynamics and Monte Carlo simulation methods yield the same
results for equilibrium properties within the given statistical uncertainties [3]. For the
calculation of an ensemble average of a property of interest, the value of this property
in a microstate is weighted by the probability that this state occurs. The probability
to observe a particular state depends on the constraints imposed on the system. Thus,
each kind of ensemble is characterized by its probability distribution or probabil-
ity density g. Another important property of an ensemble is its partition function
O that is the sum of all available states under the given constraints. The partition
function contains all the thermodynamic information of the system, i.e. it enables
the calculation of all its thermodynamic properties. The partition function therefore
is a fundamental quantity for statistical mechanics, comparable to the fundamental
equation of state in macroscopic thermodynamics.

Thus, the following Sect.2.1 will provide an introduction to different kinds of
ensembles and the derivations of their probability densities and partition functions.
Section 2.2 then connects the partition functions to thermodynamic state variables.
Section 2.3 introduces the molecular partition function of the ideal gas as a reference
state for simulations on real components. The final section of this chapter deals
with the Maxwell-Boltzmann velocity distribution that provides important relations
between temperature, velocities and kinetic energy required in MD simulations.
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2.1 Ensembles

The concept of ensembles plays a key role in statistical mechanics. As described
above, an ensemble is a large number of microstates that all have the same constrained
properties as the macroscopic system of interest. Figure 2.1 shows a comparison of
the classical ensemble types used in statistical mechanics and the corresponding
macroscopic thermodynamic systems.

The microcanonical (NVE) ensemble comprises the collection of microstates
that all have the same constant volume V, internal energy E and occupation with N
particles. It corresponds to an isolated thermodynamic system with rigid, adiabatic
and impermeable walls, which disable the exchange of energy and mass with the
environment. The microcanonical ensemble, however, is of little importance for
molecular simulation studies on thermophysical properties as the constraints do not
correspond to those of real experimental set-ups.

In the canonical (NVT) ensemble, the imposed variables are the volume V, the
temperature 7, and the number of particles N. Thus, each microstate can be regarded
as a closed system with rigid and impermeable walls. Though now the walls are
diathermic to allow energy exchange with an isothermal heat bath to ensure con-
stant temperature. This ensemble is used in simulation studies for fluids with known
density to predict properties such as pressure, chemical potential, internal energy or
transport properties.

The grand canonical (1 V T') ensemble is a large number of microstates that all have
the same constant volume V and temperature 7. Additionally, the chemical potential

ensemble imposed variables fluctuating properties corresponding
(constraints) thermodynamic
system

microcanonical [g o %o number of particles N | energy (quantum state) | isolated
(NVE) 0% | @¢ | | volume vV of each particle

e ®| oo | |internal energy E

% [0e®
canonical @ [ @ o | number of particles N | internal energy E; closed
(NVT) oo | o ® |volumeV

o _o| 94| |temperature T

() °
79 |®"e

grand canonical e® 00 chemical potential p number of particles N; | open
(uVT) o ! o® volume V internal energy E;

° o .:. temperature T
© 0o
isothermal- ) o.. number of particles N | volume V; -
isobaric o [0 pressure p internal energy E;
(NPT) .. .. :: temperature T
%o "o

Fig. 2.1 Comparison of the classical ensemble types: the constraints properties by which they
are characterized and the properties that fluctuate. Also given is the macroscopic thermodynamic
system type it can be compared with
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u is imposed, whereas the amount of particles in the system can fluctuate. The grand
canonical ensemble corresponds to an open system with rigid but diathermic and
permeable walls that enable both mass and energy exchange with the environment.
The grand canonical ensemble is the only ensemble in which the number of particles
in the system is not an imposed variable. It is therefore used in molecular simulation
studies on adsorption or chemical reactions.

The imposed variables of the isothermal-isobaric (NpT) ensemble are pressure p,
temperature 7" and the amount of particles N. Although it does not correspond to a
classical thermodynamic system, the NpT ensemble is widely used in molecular sim-
ulation studies as its constraints match usual experimental conditions. Simulations
in the NpT ensemble therefore enable the prediction of thermophysical properties as
a function of temperature and pressure in comparison with experimental results.

Following this short introduction to the classical ensemble types and their appli-
cation in molecular simulation studies, the next sections provide more details on their
theoretical description in statistical mechanics and the derivation of their probability
density and partition function. A more detailed description is provided for instance
in the textbooks by Van Carey [9], Hill [4], Weingértner [10], Sears and Salinger [8]
or Gasser and Richards [2].

2.1.1 The Microcanonical Ensemble

The microcanonical ensemble can be visualized as n copies of an isolated system
that all have the same volume V, internal energy E and constant number of particles
N, as shown in Fig.2.2.

Although the total internal energy of the system E is constant, it is continuously
redistributed between the particles, so that the energy of each particle ¢;,—or its quan-
tum state—fluctuates. When N; is the number of particles that occupy the quantum
state i with the energy level ¢;, the total energy of the system is given by

1 2 3 4 5 6
N N N N N N
Vv \ \Y \ \% V
E E E E E E
7 8 9 n
N N N N
\ \ \Y \
E E E E

Fig. 2.2 Depiction of the microcanonical (N VE) ensemble: n copies of an isolated system with
constant volume V and internal energy E, consisting of N equal particles
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E= N, 24)

The given constraint that the total energy has to be constant yields

dE = Z :dN; = 0. (2.5)

l

Additionally, the total number of particles is constant, i.e.

N = ZNi =const. and dN = ZdNi =0. (2.6)

However, for a given number of particles N and total energy E, a number of possibil-
ities still exist to distribute the particles on the different available quantum states ¢;,
i.e. different distribution functions Ny, N,, ...N;. Figure 2.3 exemplarily shows some
feasible distributions of N = 8 particles on four different quantum states <y, €1, €2, €3
for a constraint total energy of E = 16 meV . Provided that the different particles are
distinguishable (in the example of Fig.2.3 by the numbering), a number of possi-
bilities (microstates) exist to realize a specific distribution. The number of different
microstates for a given distribution can be obtained from combinatorial analysis

N!

ENVE 2.7)

Wyve =

W is called the thermodynamic probability and gives the total number of microstates
consistent with the given distribution—it can therefore be regarded as degree of
disorder of the system. As exemplification, Fig. 2.3 also provides the thermodynamic
probabilities W of the given distributions. The most famous equation in statistical
mechanics is Boltzmann’s entropy hypothesis

£3 = 4meV @
v 3mev | @ QG 6le) @
@0l0G;

€1 = 2meV @@ @@ @ @ ®2®

g = lmeV @@@ @@@ @@@@ - OEQ®®
W = ---§-I-—- W= L W= L W= L W= L

3131111 31213100 41112111 otgloto! 51011121
= 1120 = 560 = 840 =1 = 168

Fig. 2.3 Example for different potential distributions of N = 8 = const. particles on four quantum
states eg = 1meV,e; = 2meV,e2 = 3meV,e3 = 4meV for a constrained total energy of
E = 16 meV. Also given is the number of different ways W to realize a particular distribution for
distinguishable particles, employing Eq.2.7
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S = kg In(WyvE) (2.8)

that relates the entropy to the logarithm of the thermodynamic probability W, and
with this links statistical mechanics to classical thermodynamics.

Thus, the equilibrium state is the state with maximum entropy and according to
Eq.2.8, the state with the highest probability, i.e. the distribution with the highest
number of different microstates. The condition of equilibrium can be formulated as

S — max, Wyyg — max, In(Wyyg) — max. (2.9)
= d(In(Wyyg)) =0 — dS =0. (2.10)

Applying the Sterling formula
Inx!=x-lnx—x

yields

In(Wyyg) = In(N!) — Z In(N;!) (2.11)
i=0

_ _izv‘ In (11) (2.12)
i=0 l N . .

When determining the most probable distribution by minimizing Eq.2.11, the exist-
ing constraints of the ensemble have to be taken into account. This is usually done by
employing Lagrange’s method of undetermined multipliers [7], i.e. by multiplying
the differentials of the equations of constraint in Egs.2.5 and 2.6 with Lagrangian
multipliers 5 and « to incorporate them into Eq.2.11. Thus, the resulting equation
to be solved is

ad N; N; .
Z [m ( ) +a+ ﬁs,] dN;=0 = =% (213)
i=0 N N

The multiplier « results from the condition

= 1
Z - = e o= s o (2.14)

22

i=

Thus, the probability density gy y g of the microcanonical ensemble is then given by

N; e 1
=—==xg—— Wwith =—
ENVE N Zfio e p= inT’

(2.15)
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and expresses the probability that particles occupy the quantum state i with an energy
level €;. The denominator in Eq.2.15 is the so called molecular partition function g

g=> ", (2.16)
j=0

and is the sum of all available energy levels (quantum states) of the particles. When
the energy levels ¢; are g; times degenerated, Eq. 2.16 can also be expressed by

g= > ge " 2.17)

energy levels i

The molecular partition function g has to be distinguished from the partition function
Onv of the microcanonical ensemble. Qyy g gives the number of accessible state
associated with the system energy E at given constant values of N and V. It can be
written as [1]

Onve = D 6i(E;—E)  with (2.18)
r

5,'(El‘ —E)=1, forE— AE<E, <E
0;(E; — E) =0, else.

Therein J; is the Kronecker delta, and A the uncertainty with which the energy E
can be determined [4].

The term exp(—(e;) in Eq.2.16 is the so called Boltzmann factor. The resulting
distribution of the particles among the different energy levels (quantum states) &;,

Fig. 2.4 Boltzmann
distribution as most probable
distribution of N = const.
particles on different energy
levels for a constrained total
energy E = const

Z —>

 —

.....
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is the Boltzmann distribution shown in Fig.2.4 that represents the most probable
distribution of a thermodynamic system with N, E = const.

2.1.2 The Canonical Ensemble

The canonical ensemble represents n copies of a closed system that all have the
same volume V, temperature 7" and constant number of particles N. All copies are in
thermal contact by being arranged in a large isothermal heat bath. Thus, the energy
E; of each copy, i.e. ensemble member, may fluctuate. However, the entire collection
of the n copies is adiabatic, as shown in Fig.2.5.

When #; stands for the number of ensemble members with the same energy E;,
the total energy of the system is given by

U= Zn,-E,-. (2.19)

As the total system is thermally isolated with regard to the environment, its total
energy U has to be constant, which yields the constraint

dU =" Eqdn; = 0. (2.20)
i

Additionally, the total number n of ensemble members is constant that gives the
constraints

n= Zni =const. and dn= Zdni =0. (2.21)
i i
N N N N N
v v v v v heat bath (T
E, E E E, E | - eat bath (T)
1

| _— thermal insulation

m< z
m<z
m<z
m<z
m<z

Fig. 2.5 Depiction of the canonical (N VT) ensemble: n copies of a closed system with constant
volume V and fixed temperature 7', consisting of N equal particles. The internal energy E; of each
copy fluctuates
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A particular distribution is characterized by the ny, n, ..., n;, i.e. number of ensemble
members #; residing in a microstate i with the energy E;. For the NVT ensemble,
the number of ways to obtain a specific distribution is given by

Wiyt = ——. (2.22)

Again, the equilibrium distribution is the most probable distribution realized by the
maximum number of different microstates. It is determined by maximizing Eq.2.22
and employing the Lagrange’s method of undetermined multipliers to consider the
constraints of the ensemble. When the multiplier for the energy constraint in Eq.2.20
is 8 = 1/(kgT), the resulting equation to be solved is

o0
i E; ; o —E
E [ln (n_) + o+ —:| dn; =0 = o e e EilksT —(223)
P n kgT n

The undetermined multiply « is derived from

L = e Y = —Z ' (2.24)
iZ:(): ?i() eiEI/kBT

Thus, the probability that an ensemble member has the energy E; is given by

n, e~ Ei/ksT

© =d_-_—
M= = 3% e EilkaT

=l

(2.25)

with the denominator in Eq. 2.25 being the partition function Qyy 7 of the canonical
ensemble

[e9]
Qvr = D e Bkl (2.26)
i=0

Combining all energy states belonging to the same system energy level E;, Oyyr can
also be expressed by

Ovvr = D, Onve(E;, V,Nye /b, (2.27)

levels E;

wherein the microcanonical partition function Qyvg(E;, V, N) gives the number of
states with the energy E;. The canonical partition function Qyyr is related to the
molecular partition function g by
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Onvr = ¢"  for N distinguishable particles (2.28)
N
Onvr = % for N indistinguishable particles, (2.29)

where for instance particles of an ideal gas are indistinguishable, whereas particles in
a solid crystal are distinguishable by their coordinates in the lattice. Equation (2.26)
gives the canonical partition function over all quantum states of the system, whereas
molecular simulations require the formulation of the Qyy7 in the classical phase
space I'. In the classical formulation, the total energy E; is divided into the kinetic
energy Ey;, and the potential, i.e. configurational energy U,,,s that arises from inter-
actions between the particles. Thus, the phase space is defined by the positions r and
momenta p of the N particles within the system. However, according to the uncer-
tainty principle in quantum mechanics, a state in phase space, defined by dr dp, can
only be located with an uncertainty of h, the Planck’s constant [4]. Taking this into
account, a state in the phase space dI" in a 3-dimensional system with N undistin-
guishable particles is given by

dl = — —dr’Vdp*". (2.30)

As the energy levels are quite close together compared to kT, the sum over all energy
states can be approximated by an integral, so that finally the classical formulation of
the canonical partition function is given by [1]

11 :
Onvr = N / / e EilksT gp3N g3V (2.31)

2.1.3 The Grand Canonical Ensemble

Similar to the canonical ensemble, the grand canonical ensemble can be visualized
by n copies of a system that all have the same volume V, and that are immersed in
a large isothermal heat bath so that all members have the same temperature 7. But
now, the walls of the copies are permeable to allow crossing over of particles from
one copy to another. Thus, both the energy £; and the number of particles N; in each
member of the ensemble fluctuate. Again, the entire collection of the n copies is
isolated from the environment so that its total energy U and total number of particles
N remain constant. A depiction of the grand canonical ensemble is shown in Fig. 2.6.

When ny, g, is the number of copies that consist of a particular amount of particles
N; and have an energy of E;, the constraints of the grand canonical ensemble can be
expressed by
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4— thermal insulation

reservoir of particles (u)
— with constant total number
of particles

i— heat bath (T)

Fig. 2.6 Depiction of the grand canonical (4VT) ensemble: n copies of an open system with
constant volume V and fixed temperature T and chemical potential 4. The occupation N; and the
internal energy E; fluctuate

N;=0 i=0 N;=0 i=0
oo o0 oo oo
ZzElan g =U=const. = dU= ZZEianjﬂi =0
N;=0 i=0 N;=0 i=0
o oo oo o0
ZZN/"NJ"EI’ =N=const. = dN = Z:Z:]\devjﬁx =0
N;=0 i=0 N;=0 i=0

The number of ways to realize a particular distribution ny, f, is given by

n!

Wy = (2.32)

0 o0 1"
Hszonizol’le’E[.

The state of thermodynamic equilibrium, i.e. state with the highest probability is
determined from solving d In W,yr = 0 subject to the constraints expressed above.
This yields

z Z [m ot k—T + ij} dny, g, = 0 (2.33)
Nj=0 i=0 n B
ny. _E N
A ), (2.34)
n

>3 ”N;E" — 1 (2.35)

Thus, the probability of finding an ensemble member with the energy E; and the
number of particles N; is
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g o (—Ei/ksT—bN;)

TN 0o (—E;/ksT—bN;
n 22N=0 2-i=0 e(FE/ksT=0N)

Quvr = (2.36)

where the denominator represents the partition function Q,,yr of the grand canonical
ensemble. The multiplier b can be determined from

dS = kpd(In W,yr) = —ks > > In(ny, g)dny, i, (2.37)
N;=0 i=0
Z > Eidny,r,+ksb > > Nidn,r, (2.38)
=0 i=0 N;=0 i=0
du dN

The first double summation in Eq.2.38 represents the change in the total internal
energy dU, whereas the second summation specifies the change in the total number
of particles dN. Thus, a comparison with the Gibbs fundamental equation of state
for dV = 0 yields the relation of the multiplier b and the chemical potential 1

I —H
——==kgb b=—. 2.39

T B = ks ( )
With this, the partition function of the grand canonical ensemble becomes

—(E—u))

Qur =Y z T (2.40)
N;=0 i=0

In the classical formulation, the partition function of the grand canonical ensemble
of N indistinguishable particles is given by [1]

Q,u.VT N‘ h3N kI;;NT // E/kBTdr3Ndp3N z (ek}:TNT QNVT) ) (241)

2.1.4 The NpT-Ensemble

The NpT ensemble represents n copies of a closed system with the same constant
number of particles N. The members of the ensemble are arranged in a large isother-
mal heat bath and pressure chamber to ensure that they all have the same temperature
and pressure, whereas their energy E; and volume V; fluctuate. However, the entire
collection of the n copies is adiabatic and has a constant total volume V, as shown
in Fig.2.7.
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Fig. 2.7 Depiction of the NpT ensemble: n copies of a system with fixed temperature 7 and pressure
p, consisting of N equal particles. The volume V; and internal energy E; of each copy fluctuate

For the NpT-Ensemble, ny, g, is the number of copies with a particular volume V;
and energy E;. The constraints of the ensemble are given by

(o] (&) oo (o]
ZZn v.E = n=const. = dn:ZZdnvj,Ei:O

Vi=0 i=0 ;=0 i=0

oo oo oo [e.¢]
Z ZE, ny g =U=const. = dU= Z ZE,- dny, g, =0

V=0 i=0 V=0 i=0

o0 o0 [e.¢] o0
ZZVJ"ZN],E,-ZVZCO””- = dV = ZZdenvj,E,zo

V=0 i=0 N;=0 i=0

The thermodynamic probability Wy,r gives the number of possibilities to realize

a specific distribution ny, g, and can again be derived from combinatorial analysis.
This yields

n!
Wyypr = ——————. 2.42
NpT H(\D/fzon(ﬁon‘(f E,-! ( )

Thus, the most probable distribution subject to the constraints of the NpT ensemble
can be determined from solving

0o 0 ny g E
> > |In—=+a+—+bV;| dnyg =0 (2.43)
: n ksT ok
V;=0 i=0
o e (grY) (2.44)
n

el ny. E.
>y == (2.45)
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the probability gp,r that a microstate has a particular combination of energy E; and
volume V; is

o (ZEi/ksT—bV;)

—— 00 (—Ei/kgT—bV)) "
2.v,-0 2.izo e(TE /T b))

Ny, E;

ONpT = (2.46)

The multiplier b can be determined by comparing the expression for dS of the NpT
ensemble

o olNe o]

dS = kg d(In Wyyr) = —ks > D" In(ny, g)dny, £, (2.47)
V=0 i=0
1 o0 o0 [o.¢] [o.¢]
== D D Eidnyg, +ksb DD Vidny,, (2.48)
V=0 i=0 V=0 i=0
with the Gibbs fundamental equation of state for dN = 0. This yields
keb >3 Vidnys, =kghav = 2av = b= (249
V=0 i=0 S T ksT
=Y 1=

Thus, the partition function of the NpT ensemble, which is given by the dominator
in Eq.2.46, is

—Ei+pV))

Onpr = D D e 17 (2.50)

V=0 i=0

In the classical formulation, the partition function of the NpT ensemble of N indis-
tinguishable particles is [1]

1 1 1
Onpr = HWV/e_”Vf'/kBTdV//e_E"/kBTdrSNdpSN (2.51)
! 0

1
= v/QNVT e PVkTqy, (2.52)
()

wherein the basic unit of volume V; is included to render Qu,r dimensionless.
Another common choice for the volume scale is the factor 3p instead of V'
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2.2 Thermodynamic Properties of the Ensemble

As described above, the partition function in statistical thermodynamics is of similar
importance as the fundamental equation of state in macroscopic thermodynamics.
From the partition function, all thermodynamic properties of the ensemble can be
obtained from derivatives or by algebraic operations. The connection of the partition
function to thermodynamics is established by the bridge equation [6]
Wensemple = — 10 Qensemble (2.53)
where W is the thermodynamic potential of the ensemble, i.e. the property whose
minimum defines the equilibrium condition—in accordance with the thermodynamic
potentials in macroscopic thermodynamics. The definitions of thermodynamic poten-
tials of macrostates and microstates are compared in Table2.1.
Thus, the thermodynamic properties of the microcanonical ensemble can be
derived from the bridge equation

S = kB In QNVE- (254)

A comparison with the Gibbs Fundamental equation of state for the entropy S

1 p 1

dS = —dE + =dV — ZdN. 2.55
T + T T (2.55)

yields the relation between the molecular partition function Qyyg and the thermo-
dynamic properties 7', p and p
1 S Oln Oyve
= _— = kB _—
OE )y v OE VN
k Oln OnvE
5 ——=
ov EN

T
p_(25) _
T \ov).n

Table 2.1 Comparison of thermodynamic potentials in macroscopic and statistical thermodynam-

(2.56)

(2.57)

ics [6]
Macrostate Microstate
System Thermodynamic Ensemble Wensemble
potential

U, V,n = const. Entropy: —S — min. | Microcanonical YnyvE = —%
T,V,n = const. Helmholtz: F — min. | Canonical Wyyr = kELT
T, p,n = const. Gibbs: G — min. NpT WYnpr = kz%
u, V, T = const. Hill: —pV — min. Grand canonical Vvr = ~igT
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b (ﬁ) = —kg (M) _ (2.58)
T ON )iy ON E.V

In a similar way, the correlations between the thermodynamic properties S, p, i
and U and the partition function Qyyr of the canonical ensemble can be derived
from the bridge equation

F = —kB TIn QNVT» (259)

and the formulation of the Gibbs Fundamental equation of state for the Helmholtz
energy F
dF = —SdT — pdV + pdN. (2.60)

This yields

(%) - 9InOvyr
S=— (8_T)V,N = kp (ln Ovvr +T ( o7 )V’N) 2.61)

F 01
p=- 8_ = kgT M (2.62)
oV )rn ov TN
F 01
= oF = —kgT OlnQOyyr (2.63)
ON )1y ON .V
01
U=F+TS = kyT? (M (2.64)
oT VN
For the NpT ensemble the bridge equation becomes
G = —kB T1In QNpT~ (265)

By means of the Gibbs Fundamental equation of state for the Gibbs energy G
dG = —S8dT + Vdp + pdN, (2.66)

the thermodynamic properties S, V, u and H can be related to the partition function

Onpr by
oG 91n Onpr
S=-— (_) =kp| InQnpr + T (—”) (2.67)
or ), B( g or pN

V= ((’)_G) = —kgT (M) (2.68)
dp T.N op T.N
3G) Oln QNpT)
a=(28Y = ir (— (2.69)
(a ot i oN ).
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a1
H=G+TS = kT? (%) (2.70)
p.N

Finally, the bridge equation of the grand canonical ensemble is given by
pV =kgTInQuyr. (2.71)

The differential of the Euler equation in consideration of the Gibbs Fundamental
equation of state yields

d(pV) = SdT + pdV + Ndju. (2.72)

Thus, the thermodynamic properties S, p and N can be derived from the partition
function Q,,vr by

_ 0 V) _ Oln QNVT
S - ( aT )V-N B kB (ln QNVT + T ( aT )V,u) (273)

. 8([7‘/) _ Jln QuVT)
r= (), o (), @
N = (M) = kpT (M) ) (2.75)
o Jyr op V.T

In general, those properties that are derived from derivatives of the partition func-
tions, i.e. the pressure p, volume V, the energy U and the enthalpy H are referred to
as mechanical properties. These properties are easily evaluated in molecular simula-
tions studies. However, the properties Gibbs energy G, the free or Helmholtz energy
F, or the entropy S itself are related to the partition function directly and are so called
statistical quantities. Thus, special simulation techniques are required (see Sect. 7.4)
to obtain acceptable estimates for the entropy related properties.

2.3 Molecular Partition Function of the Ideal Gas

The partition function contains all the thermodynamic information of the system, and
its knowledge allows for the calculation of all thermodynamic functions. However,
the same problems that exist for setting up a physical based fundamental equation of
state for a real compound also arise for formulating its partition function. The physics
of real systems are too complex and are still not completely understood so that it is
impossible to find a physical and mathematical consistent description of all the energy
levels of a compound that is necessary to formulate its partition function. Thus, the
exact formulation of a partition function is limited to simple and idealized systems
such as the ideal gas, for which the energy levels are known accurately and for which
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it can be assumed that the system’s energy is the sum of energies of its particles
[2]. As the total energy of an ideal gas can be divided into independent contributions
from translational, rotational, vibrational motions and from the electronic and nuclear
energy levels, the total molecular partition functions can be expressed as

q= qtrans . qmt . qvib . qelec . qnucl‘ (276)
Thus, the following subsections will provide an overview over the different contri-
butions to the partition function for an ideal gas.

2.3.1 Partition Function of Translational Motion

The translational partition function can be derived by considering N monoatomic
molecules of an ideal gas. Each atom is treated as mass point of mass m and the gas
is enclosed in a cubic container of volume V and side length L. The energy level
e’ of an atom is its kinetic energy associated with its translational motion in the
three directions in space

PP +pl

2m

trans
i

(2.77)

In quantum mechanics, the so called de Broglie relation states that the wavelength A
of an atom is Planck’s constant / divided by the atom’s momentum

A= —. (2.78)
p

The wavelength in turn is related to the container’s side length L, as a multiplier of
half the wavelength has to fit into the box [2]. Thus,

A= 2 (2.79)

n

with the quantum number n. Therefore, according to the de Broglie relation, the
momentum for each dimensional coordinate can be expressed as

hn, hn, hn.

- =2 = — 2.80
2va py ZLy’ pZ ’ ( )

P = 2L,

and hence the kinetic energy level as

w2 n: 2
s _ (M Ty B ) 281
€ 8m (L2 toton (2.81)

X y 2
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The molecular partition function of the translational motion then becomes

mm 5

g = Ze T (2.82)

n\ ° W (n)?
e kaBT o z e xmkﬂr L‘ . z e Smk,,r(f)
i=1

trans trans trans

=4, 49 -4

As the energy levels /" are in general very close together, the sums can be approx-

imated by integrals. Thus, the molecular partition function for the x-dimension for
instance can be written as

o] 5 2
__h (nx
qtmns — E e kaBT(LX) ~
X
i=1

%] 2
st () g

8mmkgT
~./ e (2.83)

The product of the three side lengths L, L, L. gives the container volume V. Therefore,
the total translational partition function as product of the partition functions for the
three dimensions becomes

3
s 27mksT 14

where A is the de Broglie wavelength

NlP 0\8

h2

e (2.85)
2mmkgT

According to Eq.2.28, the canonical partition function of translational motion for a
system of N indistinguishable particles then becomes

. N
frans __ (qtlllm) _ VN
NVE™ N1 T ANNY

(2.86)

As we will see that the canonical partition function of translational motion is the
only volume dependent contribution to the partition function of the ideal gas, we can
derive from Eq.2.86 an expression for the pressure of the ideal gas, by employing
the relation given by Eq.2.62. With the Sterling equation In(x!) = xInx — x, we can
express
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InQyYs =NInV —3NInA — (NInN — N) (2.87)
Thus, Eq.2.62 yields

. dln Qtranx N
p = kgT (—aVNVT) = kT, (2.88)
T.N

i.e. the well known ideal gas law. Accordingly, the chemical potential of the
monoatomic ideal gas can be derived from Eq.2.63

. 811,1 Qtrans V
id NVT
= —kpT | —2+~ = —kgT1
s B ( ON )T,v g2 (NA3

) (2.89)

2.3.2 Partition Function of Rotational Motion

The energy level €/ of a polyatomic molecule associated with its rotational motion

can be subdivided into motions around the three axes x, y, z with the three moments
of inertia Iy, Iy, I,
2 i2 2
J
eor=Je B e (2.90)
2l 2L, 21,
where jy, jy, j; are the three angular momenta.

In case of a linear diatomic molecule for which z is the axis of symmetry, the
moment of inertia I, is too small so that it only has two rotational degrees of freedom.
When the diatomic molecule is regarded as rigid and symmetric rotor (dumbball)
with I, = I,, = I and j, = j, = j, the classical kinetic energy of rotation becomes

et = (2.91)

In the quantum mechanical formulation that quantized the angular momentum j in
units of % [2], the rotational kinetic energy levels of the rigid rotor are given by

o _ G+ DR

2.92
J &m2I 2:92)
where j is the quantum number j = 0, 1, 2, ..... Each energy level has a degeneracy
of 2j 4 1 [7], so that the molecular partition function becomes
) ad _iG+nr?
¢ =D 2+ De T (2.93)

J=0
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By defining a characteristic rotational temperature " as abbreviation for

h2
ol = Sl (2.94)
the rotation partition function is
o0
g = Z(zj + l)e_w. (2.95)

j=0

At the high temperature limit with 7 >> ©™, ®™' /T becomes very small, so that
the rotational energy levels are close together, and the sum can be approximated by
an integral

o.¢]
ot . _iG+nert
g% = [ Qj+De " T dJ (2.96)
j=0
that gives
w T 8TllkgT
=am =@ (2.97)

which represents the classical limit of g’ for fully excited rotation [4]. For diatomic
molecules of pure compounds, i.e. symmetric molecules such as O, N, etc., the
rotation around 360° only gives distinguishable states for rotations up to 180°. Thus,
a symmetry number o is introduced that gives the number of undistinguishable states
for a rotation around 360° [10]

_ T
- ot g :

rot

q

(2.98)

with o = 2 for symmetric diatomic molecules. At temperatures below the character-
istic temperature for rotation, i.e. " > 0.7 T [7], the rotational partition function
can be directly determined from the summation in Eq. 2.95, consideringj = 0, 1, 2, 3.
For intermediate temperatures, approximations for the partition function of the rigid
rotor are required, as discussed in the textbook by McQuarrie [7]. However, char-
acteristic temperatures ©" are generally quite low, as exemplary shown for some
selected molecules in Table 2.2. Therefore, the rotational motion can be regarded as
fully excited at ordinary temperatures.

For polyatomic molecules with three relevant moments of inertia /; with i =
X, y, Z, three characteristic rotational temperatures can be defined by [10]

er = i (2.99)
P 8772](3[,‘," ’
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Thus, the total rotational partition function becomes [10]

rot 1 T’
¢ = (2.100)
o @;ot . @;at . ®§0t

2.3.3 Partition Function of Vibrational Motion

In the classical approach, the partition function of vibrational motions is derived
from the uncoupled contributions of its different vibrational degrees of freedom
within the molecules, i.e. the vibrational normal modes. Assuming that the vibrational
motion along a bond within a molecule is harmonic, the energy states of this (one-
dimensional) harmonic oscillator i are

: 1
e = hy; (n+§), n=0,12,.. (2.101)

where v; is the frequency of the vibration that depends on the force constant &, of
the bond. When m; and m, are the masses of the bonded atoms, a reduced mass can
be defined [2]
nmy - ny
mt= ———— (2.102)
my + my

and the frequency of harmonic vibration is given by

1 kri
V= — —. (2.103)
2wV m*

It should be mentioned that the approximation of an harmonic vibration is only valid
for low frequencies v, i.e. moderate temperatures. For increasing v, the potential
energy curve becomes more anharmonic [2] and is better described by the Morse
potential [5] (see Chap. 6). Introducing a characteristic temperature of vibration [10]

. hy;
ot = —, (2.104)
kg
the partition function for this vibrational mode can be expressed as
> _((‘),‘Uih‘"+‘/2)) b wevib
g’ = Ze T ) = Ze* . (2.105)
n=0 n=0

Therein the factor before the sum represents the ground state energy [2] that depends
on the chosen ground state along the potential energy well. The sum can be evaluated
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Table 2.2 Character.istic Molecule ot (K) @Uib (K)
temperatures of rotation and
vibration for some selected ) 85.2 6140
molecules with data from 0> 2.09 2260
[7-9]. For polyatomic Ny 2.88 3374
molecule.& t'he range of co 277 3120
characteristic temperatures
for the different modes is CO, 0.561 954-3360
provided S0, 0.495-2.92 750-1960

CHy 7.54 1870-4320

H,O 13.4-40.1 2290-5360
and gives

- 1

D= —. (2.106)

1—e>
n=0

Thus, the vibrational partition function of an ideal harmonic oscillator becomes

e~ (©17/2T)

vib __
e (2.107)

The total vibrational partition function from the contributions of all vibrational nor-
mal modes is then

q"" = g™, (2.108)

As exemplary shown for some molecules in Table2.2, characteristic temperatures
©v" are in general very high, so that only the lowest vibrational energy level needs
to be considered at ordinary temperatures [8].

2.3.4 Electronic and Nuclear Partition Function

Both the electronic and the nuclear partition function can be written as sum over the
different electronic and nuclear energy levels ; [7]. When a specific energy level has
a degeneracy of g; (see Eq.2.17), the partition function can be expressed as

. _elec/nucl
qelec/nucl — z g;flec/nucle—(g' kgT ) (2109)
1

The first energy level is the ground state, i.e. 5?’86/ mel — .
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In general the separations between electronic or nuclear energy levels are large
compared to kzT. Thus, for the electronic partition function, only the ground state
and possibly the first excited state need to be considered at ordinary temperature.
With As¢%¢ being the energy difference between the ground state and the first excited
state, the electronic partition function becomes [7]

Acelec
qelec — gflec 4 gglece_(kﬂil;). (2110)

For the nuclear partition function no excited state needs to be included at terrestrial
temperatures so that it is only given by the degeneracy of the ground state energy [7]

qnucl — gqmcl_ (2.111)

2.4 Maxwell-Boltzmann Distribution of Velocities

The Maxwell-Boltzmann relation provides a probability distribution of the velocities
of particles within a system as a function of the temperature. Equation (2.15) gives
the probability that a particle has a specific energy ¢;. When the different energy
states have degeneracies of g;, the probability N;/N of the energy state ¢; becomes

N; gie /BT
N = ST 2.112)
J

When the energy of a particle is its kinetic energy associated with the translational
motion with the velocity v, g; is given by
)

&= EU . (2.113)

(see Sect.2.3.1). Thus, the probability that any one particle has an energy between ¢
and € + de is

% = Cgle)e /BT = Cg(v)e™™ /T = f(v) dv, (2.114)

where f(v) is the distribution function of the velocity v, and C is a proportionality
factor.

For the velocity distribution, the translational motions in all three dimensions have
to be taken into account with

v = o) + 0l (2.115)
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Thus, all particles with the same velocity lie on the surface of a sphere with the
radius v. Therefore, the number of particles having an energy between € and € 4 de
corresponds to the number of particles whose velocity vector ends in a spherical shell
in velocity space with radius v and thickness dv [8]. With this, the degeneracy g(v)
is given by the volume of the spherical velocity shell

g(v) = 4mvidv, (2.116)
and the velocity distribution function then becomes
F)dv = 4n Cv2e ™ 12T gy, 2.117)

The proportionality factor C can be derived from the postulation that the integration
of the velocity distribution function over all possible velocities has to yield = 1

o0 o0 3

/f(v) dv =477C/v2 e Mgy — 1 C= m . (2.118)
27TkBT

0 0

This finally gives the Maxwell-Boltzmann velocity distribution

3
fv)dv = 477( /2733 - ) vPem ATy, (2.119)
B

from which three characteristic velocities can be derived. The most probable velocity
v at a given temperature T results from the maximum of the distribution function

T _o L oy [l (2.120)
dv m

The mean velocity (v) is given by the integral over all possible velocities, weighted
by the probability distribution f(v)

oo
8kgT
W = [ofwav= /22 @.121)
mm
0
In the same way, the root mean square velocity (v>) can be determined
i 3kgT
0 = [ fwdv= 225, 2.122)
m

0



30 2 Introduction to Statistical Mechanics

which relates the kinetic energy of a system to the temperature 7. For a system of N
particles, the total kinetic energy is

N
m m 3
Eiin = (D SV =N (%) = S NksT. (2.123)
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Chapter 3
Monte Carlo Simulations

This chapter will provide an introduction into the basic ideas of Monte Carlo simu-
lations, i.e. the importance sampling technique and its application to simulations in
various ensembles. Furthermore, biased sampling techniques for complex molecules
and reweighting methods are discussed. Section3.6 then focuses on special simu-
lation techniques for phase equilibria, i.e. the Gibbs Ensemble and Gibbs Duhem
method as well as Histogram reweighting. A more detailed introduction to the con-
cepts of Monte Carlo simulation are given in the standard textbooks by Allen and
Tildesley [1], or Frenkel and Smit [13]. References [47, 48] provide a more compre-
hensive discussion on the advanced histogram simulation techniques.

3.1 Introduction to Monte Carlo Simulations

In Monte Carlo simulations, different microstates corresponding to the macroscopic
system of interest are generated by stochastic changes to the previous configuration.
Therefore, it is also referred to as sampling experiment [ 1], and the stochastic changes
are usually called ‘moves’. The moves are generated by employing random numbers,
which also coined the naming of the simulation method as it resembles to gambling.

Depending on the simulation ensemble and the types of molecules involved—
atoms, rigid small molecules, macromolecules etc.—a multiplicity of different moves
are possible and/or required to adequately sample the phase space. Figure 3.1 only
provides an overview of basic moves as various variations or combinations of these
basic moves are imaginable, such as anisotropic volume, pivot or different kinds of
biased moves [23].

A trial transition from a state n to a new state m is generated by employing a
random number R4, [0, 1]. A trial particle displacement for instance involves the
generation of random numbers for each direction x, y, z, and a new x-coordinate
ry(m) is then derived from the preceding position r,(n) by

© Springer Nature Singapore Pte Ltd. 2017 31
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‘classical’ Monte Carlo Moves
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Fig. 3.1 Basic Monte Carlo moves for molecular systems in different ensembles

rx(m) = rx(n) + (2Rand0m - l)(srmax (31)

to realize a displacement in the x—coordinate in the span of [—07,4¢; +07max]. The
parameter 07,4, is the maximum displacement, which is adjusted during the simula-
tion to yield reasonable acceptance rates for the trial moves (see Sect. 3.2). Accord-
ingly, new y— and z—coordinates are determined.

Attempted volume changes V (n) — V (m) in the NpT —ensemble are generated
in a similar way by

V(m) = V(n) + CRandom — 1)0 Vi, (3.2)

and again, this formulation is used to ensure that both attempts to increase and to
decrease the volume are made in equal measure. As before, the maximum volume
change dV,,,, is an adjustable parameter during the simulation.

In the uVT ensemble, a particle of a component i to be destroyed in a trial move
is randomly selected by

Random * Ni + 17 (33)
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where N; is the total number of particles of this component in the system. For an
attempted insertion of a molecule into a system, its position within the simulation
volume is selected randomly. A trial position in the simulation box centered in the
origin is generated by

ry(m) = (Random - 05) - L. (34)

Therein L, is the length of the simulation box in the x-coordinate. Accordingly trial
positions in the y— and z—coordinates are determined.

Before going into the details of the simulation technique, it is necessary to become
aware, what kind of information can be obtained from Monte Carlo simulations. This
is exemplarily discussed for the NVT-ensemble. In Chap.2, we derived the classical
formulation of the canonical partition function

1 1 ]
Ownvr = ﬁm—N//e_E‘/kBTdedpw, (3.5)

where the total energy E; consists of the kinetic energy Ey;,(p*") as function of the
particles momenta, and the configurational energy U, (r*") that arises from inter-
actions between the particles, and which only depends on their positions. Therefore,
the integrals can be separated, and the canonical partition function is written as

1 1
- —(Exin(p)/kpT) 7,,3N (=Ucony (r)/kgT) 7,.3N
Owvr = N1 /e dp /e dar. (3.6)
Therein the kinetic energy from the translational motion of a particle is given by
Eyinj = zp—’f;, so that the integral of momenta can be solved analytically, as outlined

in Sect.2.3.1. It follows

1 02 /(2m 1 3N 1
[ @nkaT) g 3N _ = ( /gﬂkaT) = =5 (3.7)
With this, the canonical partition function becomes
0 _ i 1 e~ (’onj(r)/kBTdrSN (3 8)
VT = Ay . .

A comparison with the canonical partition function of translational motion for an
ideal gas in Eq. 2.86 yields

. 1
Owr = Qivr v / oD N (3.9)

= Ovr - Qv (3.10)
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Thus, the partition function can be divided into a kinetic ideal gas contribution
and a residual contribution that describes the deviation from an ideal gas due to
interatomic interactions. As a result of the stochastic motions of the particles, Monte
Carlo simulations do not offer information on the kinetics of the system. Therefore,
Monte Carlo simulations can only provide residual contributions to thermophysical
properties, whereas the ideal gas contribution has to be added after the simulation.
Furthermore, Monte Carlo methods are in general not suitable to determine transport
properties or any information of the dynamics of the system, which is the domain of
molecular dynamics simulations.

The integral that covers the residual contribution of interatomic interactions is
often referred to as configurational integral Z. For the NVT-ensemble it is [1]

Znvr = / e(* Uun1f(r)/kBT)dr3N. (3.11)

This separation of kinetic and configurational properties, i.e. of ideal gas and resid-
ual contribution can also easily be accomplished for the NpT-ensemble. According
to Eq.2.51, the classical formulation of the partition function of the NpT-ensemble
is given by

1 1 1 v _E
Onpr = M}TN%/E Pvf/k"TdV//e Ei/ksT 3N gpN | (3.12)
wherein the total energy E; of the microstate again consists of Ekin(pw ) and
Uconf (r3N)~

Thus, the configurational integral Zy,r of the NpT-Ensemble is given by [1]

1
Znpr = 7/e(_pvj/kgr)dv/e(_U‘””f(r)/kBT)dr3N. (3.13)
0

Problems in formulating a configurational integral for the grand canonical ensem-
ble arise from the fact that now the number of particles is also a (discontinuous)
variable.

To return to the example of Monte Carlo simulations in the NVT-ensemble, the
ensemble average of any residual thermodynamic function (A™*)yyr is defined as
(see Eq.2.2)

(A wyr = / A (r) powyr(r) dr*N (3.14)

f A" (r) e Ueons (N /ksT) 1;-3N
T e U /BTN

(3.15)

The fundamental idea of Monte Carlo simulations is to estimate the integral by
sampling the configurational phase space by stochastic trial moves. With this, the
ensemble average is derived from
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Nuviais
B A7 (1) e Ueons (1) /ksT)
Ay = 22 A0 , (3.16)

Nivials
S U (0)/kaT)

However, the phase space of possible combinations of 3N positions is immense so
that the accurate estimate of the integrals also requires an enormous number of trials
moves. Thus, it is not possible by naive random moves to adequately sample all acces-
sible configurations in phase what is required to achieve an ergodic trajectory. In the
course of the sampling though, usually many configurations are generated that have a
very small contribution to the ensemble average. These are trial moves that generate
overlaps or other configurations with high energies, for which the exponential term
becomes small. Thus, in order to obtain accurate estimates of ensemble averages with
a practicable number of trial moves, it is essential to use special sampling techniques
that concentrate the sampling on states that make substantial contributions to the
ensemble averages. These techniques are referred to as importance sampling and are
introduced in the following section.

3.2 Importance Sampling

The basic idea of importance sampling is to bias trial moves in such a way that the
sample of configurations in phase is representative for the equilibrium state. This is
realized by introducing acceptance rules for the trial moves to yield configurations
that are distributed according to the probability distribution of the respective ensem-
ble. That means that states with a high probability g that contribute significantly to
the ensemble average are sampled more frequently than states with a low probability.
Metropolis et al. [28] introduced the first importance sampling scheme, which has
become widely adopted. Thus, the discussion of importance sampling in this section
will concentrate on the Metropolis method. In the Metropolis method, a transition
matrix 7(n — m) is introduced that defines the transition probability to move from
a configuration n to a configuration m. The choice of the transition probability is
somehow arbitrary, provided that the condition of detailed balance or ‘microscopic
reversibility’ is satisfied. This condition of detailed balance postulates that at equi-
librium, the net flux between the two states (n) and (m) is zero, i.e. the probability
g (n) of being in state (n) times the probability of moving to state (i) has to be equal
the probability g (m) of being in state () and moving to state (n)

pm) - -m(n—> m) =p@m)- - m(m— n). 3.17)
The key point of the Metropolis scheme is the separation of the transition proba-

bility m(n — m) into the probability of proposing the transition a(n — m), and the
probability acc(n — m) of accepting it
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m(n — m) = an — m) -acc(n — m). (3.18)

The matrix ae(n — m) is in general chosen to be symmetric
an — m) = a(m — n). (3.19)

With this, inserting Eq. 3.18 into the detailed balance yields

o (1) - acc(n — m) = p (m) - acc(m — n) acc(n > m) _ g (m)

= . (3.20)
acc(m — n) o (n)

There are many acceptance probabilities acc thinkable that obey this condition.
The original choice of Metropolis et al. for their acceptance criterion is

acc(n = m) =1 for p (m) > p (n)
g (m)
e (n)

acc(n — m) =

for o (m) < o (n),
or summarized in a single expression

p(m)} . (3.21)

acc(n — m) = min [1, —_—
e (n)

Thus, the transition from state (n) to state (m) is accepted with certainty when the
new state (m2) has a higher probability distribution g (m) than the state (n). However,
if the new state (m) has a lower probability distribution than the state (n), the move
(n — m) is not generally rejected, but accepted with a probability of g (m) /g (n).
Whether the transition is accepted or not is then decided by comparing the ratio of
the probability distribution of the two states (m) and (n) to a uniformly distributed
random number R, 4m [0, 1]. Thus, the Metropolis can be summarized in

m(n —> m) = a(n — m) for g (m) > g (n) = accept move
m(n — m) = a(n - m)go((m)) for o (m) < g (n) = generate R0, [0, 1]
o
Random < M = accept move
3B
Random > LA reject move.
& (n)

The Metropolis method creates a so called Markov change of states, as the transi-
tion probability w(n — m) only depends on the states (i) and its directly preceding
state (n), but not upon any previous transitions.
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As the states are already generated according to the correct probability distribution
of the respective ensemble, the ensemble averages can now be calculated by counting
all sampled microstates equally

sample

! Z A (PN, (3.22)

res
( >ensemhle =
sample

3.3 Monte Carlo Simulation in Various Ensembles

Due to limited applications for microcanonical Monte Carlo simulations in stud-
ies on thermophysical properties of molecular systems, this section focuses on the
introduction of basic simulation schemes for the NVT, NpT and pVT ensembles. It
is convenient to use reduced coordinates s, which are scaled by the length L of the
simulation box. -

s = I = drN =1V = vVdgN,

With this, and by using the reciprocal temperature 3 = 1/(kgT), the partition
functions of the different ensemble can be expressed as

N
Ownvr = m/efﬂuwnf(m)dsw (3.23)
11
Onr = 5w o7 / VNe Y gy / ¢ Weons (L) 3N (3.24)
: 0
VN [
Ouwr = Z NI e / e BUeonr (L) g 3N (3.25)

3.3.1 Canonical Ensemble

In then NVT-ensemble the term VV/(N!A3) in Eq.3.23 is constant, so that the
probability distribution gpyyr is only determined by

ONvT X exp(_ﬁuconf)- (326)

The displacement of a single particle j is the simplest Monte Carlo move, for which
the basic idea of the Metropolis importance sampling scheme is best illustrated. Thus,

first the interaction energy UC(_("H)Iﬂ ; of the particle j in its old position is determined.
Then a new position for the particle j is generated according to Eq.3.1, and its
interaction energy ngzl)f ;iscalculated in the new state (). The ratio of the probability
densities of the new and the old state is given by
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nvr(m) ) ) )
—— ) =exp(—BWU.; = Ueor )
( onvr(n) Ary P nf .j onf j
= exp(—BAUL"™). (3.27)

Thus, the move to the state (m) is certainly accepted when its configurational
energy is lower than in state (n). If the transition to state (m) would result in a
higher configurational energy, the move is accepted with a probability given by
o (m)/o(n) = exp (~BAU™) ;) as described in Sect.3.2. Thus, for a new
configuration (m) with a much more unfavorable configurational energy than state
(n), its probability g (m) < g (n) and with this g (m) /g (n) < 1, so that it is most
likely that the ratio is smaller than the generated random number R,40,[0, 1], and
that the transition will be rejected. An effective simulation depends crucially on a
suitable choice of the maximum possible displacement d7,,,, (see Eq.3.1). A small
value of dr,,,, means, that the two states (n) and (m) are located in nearby regions
in phase space. Thus, the move involves only small energy changes, and is therefore
likely to be accepted. However, to obtain meaningful simulation results, it is required
to explore a wide range of configurations, and this is not efficiently achieved by small
displacements. Large values for dr,,,, though usually result in low acceptance rates
as it becomes more likely to generate a unfavorable configuration with overlapping
particles etc. Therefore, the dr,,,, is adjusted during the simulation to yield an accep-
tance rate of round about 50 %.

3.3.2 NpT-Ensemble

The NpT-ensemble is widely used in simulation studies on thermophysical prop-
erties, as its constraints match conditions of corresponding experimental studies.
The NpT-ensemble is the only ensemble that allows for volume transitions. Thus,
moves to sample the configurational space consist of single particle displacements
and volume changes. According to Eq.3.24, with N!A3N = const., the probability
distribution gp,7 is determined by

onpr < VN exp(=BpV) exp(—BUconr) (3.28)
= exp (N InV — GpV — BUCO,,f) . (3.29)

Single particle moves Ar; at constant volume (V (m) = V (n) = V) are performed
as described in the previous section. The ratio of the probability distributions of the
states (m) and (n) is now given by

(@Mm)) _exp(~NInV — BpV — U )
o1 (1) ), exp(=N1InV — BpV — 5Uc(2,f,j)
= exp(— AUy, (3.30)

conf.j
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Though as before in the NVT-ensemble, it only depends on the difference of the
configurational energies of the particle j in the states (m) and (n).

For a volume transition move, the system volume is changed randomly according
to Eq.3.2. Simultaneously, all center-of-mass positions of the molecules are consis-
tently linearly scaled. Therefore, a trial move from V(n) = VtoV(m) =V + AV is
associated with a change of the positions of the particles, and with this with a change
in the configurational energy of the entire system. Thus, the ratio of the probability
distributions of the states () and (n), used in the Metropolis acceptance criterion,
is determined by

(prr(m)) _ SXp(=NIn(V + AV) = fp(V + AV) - BUI)
o1 / av exp(—NInV — BpV — BUD )

CO

V4+AV
— exp |:N In (+T) e (pAV + Augg,;"’))} 3.31)

whereas in single particle moves only the interactions of the selected particle in the
two different positions is computed, the volume move requires the full recalculation
of all interactions to yield the difference in the configurational energy AU f{;}’” of
the total system of N particles. Thus, volume transitions are computationally more
expensive then single particle displacements, and therefore are less frequently per-
formed. This is also justified by the fact that volume translations perturb the system
more dramatically than single particle moves. The ratio of attempted single particle
moves and volume moves is in the order of magnitude of N : 1. As described in the
previous section for §r,,,y, a large maximum possible volume change § V., in Eq. 3.2
generally results in low acceptance rates, whereas a small §V,,,, is inefficient. Thus,
the value d V., is also adjusted during the simulation to yield an adequate acceptance
rate.

3.3.3 Grand Canonical Ensemble

The Grand canonical ensemble is the only ensemble in which the total number of
particles N is notimposed. Itis therefore the ensemble of choice for simulation studies
on adsorption processes to determine the amount of adsorbed particles as function
of the chosen external conditions [13]. Attempted moves in the V T-ensemble are
single particle displacement, particle insertion, particle destruction, and in mixtures
also anidentity swap. Itis assumed that the system exchanges particles with an infinite
large reservoir (Vieservoir —> 00, Nyeservoir —> 00) s0 that changes in the reservoir do
not need to be taken into account in the partition function. According to Eq. 3.25 the
probability distribution is then determined by [13]
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VN
Puvr X N exp(BuN) exp(—BUconf) (3.32)
=exp(NInV —InN! =3NIn A + BuN — BUcopy) . (3.33)

For a single particle move at a constant total number of particles (N = const.),
the ratio g (m)/g (n) is again given by the change in the configurational energy of
the particle j involved with the transition n — m from one position (n) to another

(m)

(BO/J.VT(m)

) = exp(—BAUL™). (3.34)
puVT(n) Ar o

For a particle insertion, a random position within the simulation volume is gener-
ated according to Eq. 3.4. Then its interaction energy in the new position is computed

to determine the change in the configurational energy of the system AU C(Zr; ™ due to

the insertion of the additional particle. The ratio of the probability distributions of
the statesm (N(m) =N + 1) and n (N(n) = N) is

(KJWT(””))
©uvr(n) J 4y
exp(N + )InV —In(N + D! = 3(N + D In A + BuN + 1) — BUSY)
exp(VInV —InN! — 3N In A + SuN — BUL,)

_ L _ (n—m)

- (m ((N - 1)A3) = B8V )

_ Vexp(Bw)
T (N + A3

exp(—=BAU™). (3.35)

conf

Thus, the probability to accept a trial particle insertion increases with the system
volume V, and decreases with the number of particles N.

For a destruction trial, a particle is randomly selected following Eq.3.3, and its
interaction energy is determined to account for the change in the configurational
energy of the system AU ("7m) that comes along with its deletion. With N(n) = N

cony

and N(m) = N — 1, the destruction of the particle is then accepted with a probability

of
(SOWT(W))
Puvr(n) N—1
exp(N — DInV —In(N — )! = 3(N — ) In A + BuN — 1) — BUSL)
- exp(VInV —InN! = 3NIn A + BuN — SUL )

= exXp (_IHV +InN+3InA _ﬂﬂ_ﬁAU(n_)m)))

conf
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NA3 B —m
- M exp(—BAULT™), (3.36)

Thus, a large number of particles in the system favors particle destruction tri-
als. With increasing size and complexity of the molecules and elevated densities, it
becomes more and more difficult to successfully insert or remove a particle, as both
trial moves entail large energy changes. In case of particle insertion, this is due to the
high risk to generate configurations in which atoms of the inserted molecule overlap
with atoms of the other N molecules. For the destruction trial though the removal of
the molecule causes a loss of its attractive interaction energy. Thus, special sampling
techniques are required for complex molecules and high densities in order to increase
the acceptance ratio of the trials, and with this to improve the performance of the
simulation. These techniques will be discussed in the following section.

3.4 Biased Sampling

As discussed in the previous section, the rate of successful trial moves significantly
decreases with increasing complexity of the molecular structure due to the high
risk of generating overlaps with the present configuration. The problem does not
only arise for particle insertion moves, but also for simple particle displacements.
Thus, so called biased sampling schemes are used that guide the choice of possible
positions of the molecule towards those with favorable configurational energies.
For instance, the center-of-mass of a molecule is moved to a new position, and
then different orientations of the molecule are generated with the aim to find a
preferential orientation that fits into the existing structure. However, to ensure that
the configurations are generated according to the correct Boltzmann distribution,
the biasing sampling scheme has to satisfy the condition of detailed balance (see
Eq.3.17)

o) - am— m)-acc(n - m) = p@m) - a(m — n) -acc(m — n). (3.37)

In the original Metropolis method, the probability matrix « of proposing a trial
position is chosen to be symmetric, i.e. a(n — m) = a(m — n). This is no longer
true when the trial move is biased towards an acceptable configuration. In this case,
the probability a(n — m) of proposing a transition to state () depends on its con-
figurational energy

an—m) =f (U“”)f) (3.38)
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and accordingly

atm—n =f (&) (3.39)

Inserting this condition into the detailed balance in Eq.3.37 yields a modified
acceptance rule

acc(n — m) . f (Uf:i)lf) & (m)

— , (3.40)
(m)
acc(m — n) f (anf) o (n)
or more generally
acc(n — m) _ a(m — n) p (m) (341)

acc(m — n)  an — m) pn)’

This means, when an arbitrary biasing function f (Uconf) is introduced to guide
the trial move towards configurations with enhanced acceptance probabilities, the
acceptance rule has to be modified accordingly to remove the bias in order to satisfy
the detailed balance.

The basic approach of biasing sampling techniques is best illustrated for the
orientational-bias technique. Thus, the following Sect.3.4.1 will provide a short
introduction to this method before we will discuss the widely used configurational-
bias method in Sect.3.4.2.

Apart from these methods, there are also other biasing schemes available such
as the force or the torque bias. In this approach, the displacement of the particle is
biased in the direction of the force or rather the torque acting on it to mimic the
trend of the particle movement in a molecular dynamics simulation. More details
on this method are provided in the original work by Pangali et al. [38, 42], or for
instance in the work of Van’t Hof et al. [57], who applied these biasing methods in
their molecular simulation studies on phase equilibria.

3.4.1 Orientational-Bias

In the orientational-bias method, the basic trial move, for one a particle displacement,
is applied to the center-of-mass of the molecule, and then different orientations are
generated to bias the molecule towards an acceptable orientation. This technique is
used to enhance the acceptance rate for trial moves of polar or hydrogen-bonding
molecules etc., whose intermolecular interactions strongly depend on their orienta-
tion [13]. The configurational energy of the particle is divided into a part that only

depends on its (center-of-mass) position (U”, ;’,:f ;) and into an orientational depending
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part (U

conf ;). Thus, in the new state (m), a number of trial orientations (denoted by

RE'")) of the molecule are generated, and for each trial position, the interaction energy

Uf{;’l}m) (R"™) is determined. Then a statistical weight W is derived as sum over

the Boltzmann factors of the configurational energies of all trial orientations.
N,
WO =3 exp (—Buzm ®™)) . (3.42)

From these trial orientations, a preferred orientation R,(n’") with high Boltzmann
weight is chosen with a probability of

exp (—BUL" R())
Wwor. (m)

To evaluate the acceptance rule, a corresponding statistical weight W™ has to
be derived for the old position of the molecule. This requires that also N,, different
orientations of the molecule are considered in the state (n). In addition to the real
existing orientation of the molecule (denoted by Rfl”)), then (N, — 1) additional

orientations are generated and their associated interaction energies U;Zn}") (R™) are

computed. The statistical weight W™ is then given by

W = Zexp (-ouis ®™)

Nor
= exp (-BURD)) + D exp (—BULIR™)), (344)

i=2

and the probability of the reverse move is defined by

exp (— 3 Uf:;u(c") R™ ))
Wur,(n)

(3.45)

am — n) =

This yields an acceptance criterion for the particle displacement of

or,(n)
acc(n — m) _ exXp <_6Uconf ) wor-(m)

acc(m — n) exp (_ ﬁU:;;l;m)) Wor.(m)

-exp ( ﬂ((Upm (m) or (m)) (Upm (n) or (n)))) (346)

conf conf conf conf
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and summarized in a modified acceptance rule

or,(m)

acc(n — m) = min |:1, orr P (—B(Ufoojf’(m) — Uf;,ff’(") ):| . (347

3.4.2 Configurational-Bias

The configurational-bias Monte Carlo (CBMC) method is based on a scheme pro-
posed by Rosenbluth and Rosenbluth [43] to sample configurations of a chain mole-
cule on a lattice. In this approach, the molecule is grown segment by segment, and
in each step, the segment is biased towards a lower energy position in a similar way
as described in the previous Sect.3.4.1 and illustrated in Fig.3.2.

With this, the growth of the whole chain is preferentially directed to improve the
chance of a successful insertion. The method was extended and applied by several
authors [12, 20, 29, 51, 52] for simulations on flexible chain molecules in off-lattice
systems. For a chain molecule consisting of / segments, with k trial orientations
generated for each segment, the general proceeding of the CBMC method is as
follows:

e The first segment is inserted at random position, and its configurational energy
Uc(zln)m is determined. The statistical weight of the first segment is computed by

w(" =kexp (~BUG.,)- (3.48)
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Fig. 3.2 Illustration of the configurational-bias method for a chain molecule on a lattice
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e For each appending segment j, k different trial positions are generated, (denoted
by R") and for each trial position i, the configurational energy UL(,ZL)f_j(Rgm)) is
computed. The statistical weight of each segment j is derived from

k
w" = > exp (—AUL R™)). (3.49)
i=1

One of the lower energy positions, say (an’”)), is chosen with a probability of

exp (—ﬁUC(ZQf,j(REnm))) _exp (—ﬁUc(?n)f,j(RE”m))) (3.50)
- (m) ’ '
w,

Tk
D exp <—5 UEZQMRE’”))) J
i=1

m _
@

e When the entire chain is grown, the so called Rosenbluth factor for the state (m) is
determined from the statistical weights of the trial positions of the single segments
by

1
wo =T Tw™. (3.51)
j=1

e The probability a(n — m) of proposing the transition of the complete chain to
the state (m) is given by the product of the probabilities to choose a position for a
single segment

I exp (—5 Uézgf’j(RﬁnM)))

1
an — m) = Ha;m) = H
=1

)
j=1 Wi
L m)
eXp Z (_IBUC()nf'_j)
j=1
N ! (m)
I1 w;

j=1

. €xp (_ﬂUL('Zl_)f,chain) 350
- W (m) : (3:52)

When evaluating the acceptance rule, it is always necessary to relate the probability
for the transition to state () to the probability of the reverse transition to the original
state (n). Thus, the same procedure is used to grow the chain molecule at the original
position:

e The statistical weight of the first segment at its original position is determined
from
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[ = kexp (—BU) 353

w, =kexp(—f conf.1) - (3.53)

e For each other segment j, k — 1 different trial positions in addition to its real

position (denoted by R'™) are generated. The statistical weight of each segment j
is then given by

k
w;") = exp (—ﬂUﬁZ,)lf,j(Rf,M)) + Z exXp (_5U0(231f’j(Rf."))) : (3.54)
i=2

The probability of choosing the position Rfi'”) can be described by

e )
ol = = . (3.55)
Wi

e The Rosenbluth factor of the chain in state (n) is given by
I
n) _ (n)
w® =[Tw". (3.56)
j=1

e With this, the probability a(m — n) of proposing the reverse transition to state
(n) becomes

(m)
exp (_/BUcan,chain)
W

!
a(m — n) = Ha}") = (3.57)
=1

For an unbiased displacement of the chain within the same box, the acceptance
criterion is
acc(n — m) = min [1, exp (—ﬁ(UC(ng’Chm — Uég;lf’cham))] ) (3.58)

In order to remove the effect of the bias by growing the chain in the way described
above, the acceptance rule has to be modified according to Eq.3.41. This yields

a(m — n)

acc(n - m) = min |:1 exp (_ﬁ(Uc(':;)f,chain - Uc('ZI)lf,chain))]

" a(n — m)
) (m)

The acceptance rule for an insertion of the chain in the uVT ensemble (see
Eq.3.36) is modified accordingly by incorporating the ratio of the Rosenbluth



3.4 Biased Sampling 47

weights

3 _ (m)
NA”exp(=fw) W } (3.60)

acc(n — m) = min |:1, v W

Though it should be noted that the configurational energy of each segment consists
of contributions from both intramolecular, bonded interactions, i.e. bond stretching,
angle bending, torsion (see Chap.6), and intermolecular, non-bonded interactions.
Thus, trial positions for the segments are generated according to the intramolecular
potential, whereas the probability of selecting a trial position in Eq.3.59 is only
determined by the intermolecular, ‘external’ interaction energy, denoted by the index
‘ext’.

The CBMC method has become extensively used for simulation studies of long
chain molecules, and has been modified and refined to improve its efficiency and to
deal with complex molecular structures. Vlugt et al. [59] developed the computational
cost-saving Dual-cutoff CBMC method in which a reduced cutoff for non-bonded
interactions is used during the growth of the molecule. The full cutoff is only used
for the computation of the configurational energy of the final grown structure. How-
ever, this results in a difference § Uf(f;f between the configuration energy of the final
structures Uy - and the energy calculated during its growth l_]fjﬁlf. It is therefore
necessary to account for this energy difference in the acceptance rule. The modified
acceptance rule is then given by [59]

. Wext(m) ext(m) ext(n)
acc(n — m) = min |:1, Ty exp (—b’ (5Uw;f - 5Um;f ))j| , (3.61)

therein the Rosenbluth weights W were calculated with the reduced cutoff during
the growth of the molecules.

Martin and Siepmann [25] and Martin and Thompson [26] refined the CBMC
method for simulations of branched molecules. In their “Coupled-Decoupled” for-
mulation, they have decoupled the bond and angle generation from the dihedral
and non-bonded terms, which corresponds to a separation between ‘hard’” and ‘soft’
degrees of freedom [44]. In their approach (in [26]), bond angles and flexible bonds
are generated by a biasing procedure based only on the intramolecular energy terms
for the angle bending and bond stretching, respectively. “Fixed Endpoint” methods
such as the “Self-Adapting SAFE-CBMC” by Wick and Siepmann [62] were devel-
oped for cyclic molecules to bias the growth of the molecule in such a way that it
will result in an acceptable ring closure. In [24], Martin and Frischknecht proposed
a new sampling scheme for the intramolecular terms by using an arbitrary distribu-
tion to generate trial bond length, bond angles and dihedrals. They also modified the
Coupled-Decoupled CBMC method by combining the trial generation for the bond
length, bond angles and dihedral to a selection step prior to the selection based on the
intermolecular, ‘external’ interactions. The coupling of the selection of the bonded
terms in this “Coupled to pre-nonbond” formulation allows to account for the mutual
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influence of the intramolecular interactions. Reference [24] provides an overview and
a more detailed description of the different CBMC formulations. Several of these
modifications of the CBMC method are implemented in the MC simulation program
Towhee [23].

Another alternative approach to the Coupled-Decoupled formulation that also
makes use of the separation of soft and hard degrees of freedom was proposed by Shah
and Maginn [44]. They represent complex molecules as a collection of fragments,
and first sample hard degrees of freedom such as angle bending in presimulations on
the fragments. From these presimulations, they generate a library of fragments with
known probability distribution, so that conventional CBMC techniques for the soft
degrees of freedom (dihedral) can be employed to reassemble the fragments in order
to reconstitute the molecule. Their approach can be employed to molecules with
arbitrary complexity such as branched and cyclic compounds, and it is implemented
in the Monte Carlo package Cassandra [22] developed in the Maginn group.

3.5 Reweighting Methods

Reweighting techniques represent a framework for analyzing simulation results in
order to extract as much information from each simulation as possible. They can
be used to combine simulation results from different state points to improve the
statistics of the derived thermodynamic properties, or to allow for estimating proper-
ties at state points at which no simulations were performed [50]. Thus, reweighting
methods can be applied for various purposes and in different ensembles. The appli-
cation of reweighting methods in phase equilibria studies for instance is discussed in
Sect.3.6.3. These techniques are also often employed in estimating free energy dif-
ferences as described in Sect. 7.4. Although the reweighting techniques are discussed
in this chapter on Monte Carlo simulations for didactical or historical reasons, they
can also be employed for analyzing trajectories from molecular dynamics.

The basic idea of reweighting methods is that information on the equilibrium
probability distribution obtained from a simulation at one state point is used to
determine the equilibrium probability distribution at another (nearby) state point.
When a simulation is performed, for instance, in the canonical ensemble at some
temperature T (or inverse temperature (), the probability distribution is

vt (Bo) o< exp(—BoUcons)- (3.62)

The canonical probability distribution at a different temperature 7' (3;) can be
related to the distribution at 3y by

onvr(B1)

- - conf ) - 3.63
@er(ﬁo)ocexp( By = Bo) Ucony) (3.63)
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With this, the probability distribution at 3; can be estimated from the known distri-
bution pvr(5o) by

onvr(B1) = Cexp (—(B1 = o) Ucons) - onvr(B0). (3.64)

provided that both distributions overlap sufficiently.

In the histogram reweighting method that will be introduced in the following
sections, estimates for the probability distributions at some state points are derived
from histograms that are then reweighted to a different state point. Estimator tech-
niques such as Bennetts acceptance ratio [4] or its variants are aimed at estimating
the difference between the state points 0 and 1, and at minimizing the variance in the
calculated difference. These techniques will be discussed in Sect.3.5.3.

3.5.1 Introduction to Histogram Reweighting Techniques

For a basic introduction to the histogram reweighting technique, we first restrict
the discussion to the canonical ensemble and to the use of a single histogram. As
deduced in Sect.2.1.2, the probability of a microstate in the canonical ensemble at
some inverse temperature Jy is given by

eXp ( _ﬁO Uconf)

3.65
Owvr (5.65)

onvr(Bo) =

The probability of the canonical ensemble to have a specified energy Uco,y at 3o
is described by

eXp (_BO Uconf)

, 3.66
Owvr(Bo) (3.66)

T (Ucons s B0) = Onve(Ucony) -

with the microcanonical partition function Qnvg(Ucy) giving the number of microstates
that have the energy U, (see Sect.2.1.1). The partition function of the canonical
ensemble can therefore be derived from (see Eq.2.27)

QNVT = /QNVE(Uc'orgf) : eXP(—ﬁo Uconf)dUc'onf‘ (367)

The microcanonical partition function Qnvg(Uconr) though does not depend on the
temperature. Thus, when we relate the canonical probability of some energy U,y
(given by Eq. 3.66) at another (nearby) temperature T (i.e. 8) to that at 5y, the Qyve
term simply cancels, and the relation is given by

v (Ucons s B1) _ exp(—=S1Ucon)  Qnvr(Bo)
&)NVT(Uconfs ﬁO) eXp(—ﬁo Uconf) QNVT(ﬁl) .

(3.68)
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With this, the probability distribution at 3, can be derived from

Qwvr(Bo)

onvrUeons» B1) = v (Ueont» B0) exp (—(B1 — 50) Ucony) Owvr(B1)’

(3.69)

Now we can integrate both sides of Eq.3.69 over all energies, whereby the ratio
of partition functions is independent of U, and can be factored out of the integrand
of the right side. Due to the probability normalization condition, the integration of
the left side of Eq.3.69 yields

/@NVT(anf, B1)AUconr =1 (3.70)

Thus, by integrating Eq.3.69 over all energies, we can deduce an expression for
the ratio of the partition function that is given by

Owvr () _ I A
QNVT(ﬁl) f KJNVT(Uconfv 60) eXp (_(ﬁl - ﬁO) Uconf) dUconf . .
With this, Eq.3.69 becomes
Ucon ) - - Ucon
T (Ucons» B1) = v Ueons o) exp (=1 = o) Ueon) , (3.72)

f BONVT(Umnfv BO) exXp (_(51 - 5()) Umnf) dUconf

which means that the probability distribution at 3; can be estimated from the distrib-
ution ©nxvr(Ucons, Bo) at Bo. Then, the ensemble average of any property A at 3; can
be determined by

(A(ﬂI» = /A ' /S/')NVT(Uconfv ﬁl) dUconf

_ fA : BONVT(Uconfa ﬁO) exp (_(ﬂl - ﬂO) Uconf) dUmnf
[ onvr(Ueont, B0) exp (—(B1 — Bo)Ucons) dUcons

(3.73)

In the histogram methods, the histograms H (Umnf) are used to estimate the proba-
bility onvr(Ucons, Bo). Thereby H (Uc,mf) counts how many times the configurational
energy U.,ns is observed during the simulation at y. With K being the total number
of configurations generated during the simulation, the probability distribution can be
evaluated from

H (Ucory)

< , K= ZH (Ueony) - (3.74)

Bo Uconf

oNvr(Ucons Bo) =
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With this, an estimate of the ensemble average (A(3;)) can be obtained from

Z A H(Uconf) eXp (_(ﬁl - ﬁO) Uconf)

Ucons

> H(Ueconp) exp (—(B1 — Bo) Ucon)

Ucont

(A(B1)) (3.75)

When histogram reweighting techniques are employed in studies on phase equi-
libria (see Sect. 3.6.3), the simulations are generally performed in the grand canonical
ensemble. An excellent introduction to the histogram reweighting techniques in the
wV T ensemble is provided by de Pablo et al. in [7], which is shortly summarized
here. For simulations in the grand canonical ensemble, the chemical potential
and the temperature T (or [3) are imposed, whereas the number of particles and the
configurational energy of the system fluctuate. Thus, two-dimensional histograms
H(N, Ucyys) are employed in which the number of times is stored that a certain
number of particles N and a certain energy U, is observed during the simula-
tion. When the simulation is performed at conditions of T (or (3p) and 9, and the
total number of configurations generated in the course of the simulation is denoted
byK=>y ZU“,,,/ H(N, Uconf), the probability o (N, U, To, jo) that the system is
observed with a certain combination of N and U,y is

H(Na Uconf)

X (3.76)

& (N, Uconf’ Ho, ﬁO) =

Then again, the probability distribution for the 11V T-ensemble to have a specified
energy Uy and a specific number of particles N at the conditions of Gy, jo is in
general given by

QNVE(Nv Uconf) exp (_50 Uconf + NﬁOMO)
Ouvr (1o, Bo) )

© (N, Uconf 1o, Bo) = (3.77)

Thereby, the grand canonical partition function can be estimated by

Quvr (10, o) = D D" Owve(N, Ucons) exp (—BoUcons + NfBopto) . (3.78)

N Uconf
Combining the Eqgs.3.76 and 3.77 then yields

§ (N, Uconf s 110, Bo) Quvr (o5 Bo)
exp (—BoUcons + NBoko)
_ Quvr(po, Bo) H(N, Uconf)
B K exp (—BoUcons + NBotto)

QNVE(N» Ucnnf) = (379)




52 3 Monte Carlo Simulations

which represents an estimate for the microcanonical partition function Qyvg
(N, Uecons). Therein the factor Q,,v7 (1o, 3o)/K is a proportionality constant that is
often abbreviated by w;. As Qnve(N, Uconr) is not a function of the temperature and
the chemical potential, the estimate from Eq. 3.79 can be used to determine the prob-
ability g (N, U, i, B) to observe the system with N particles and an energy Uc,y at
another state point of 1 and T (i.e. (). Inserting Eq. 3.79 in the general definition of
& N, Ucorgfa s ﬂ) given by

OWEWN, Ucons) €xp (—BUcons + NS 11)
Ouvr (i, B)

50(N, Uconf’ i, ﬁ) =

’

then yields

Q,;VT(MO, Bo)
N, Ucon'a s = Na Ucon s ) T o
# ( s s B) = g ( f > 1os o) 011, B)

-exp (= Ucons (B — Bo) + N(Bp — Popro)) . (3.80)

This means that o (N, Ucony, 1, 3) can be estimated by simply ‘reweighting’ the
probability g (N, Ucopy, o, Bo) obtained from the simulation at 3y, p10. With this esti-
mated probability o (N, Ucons, pt, 3), the ensemble average of any property A(u, 3)
can be derived from

(A) =D D" AN, Ueon))p (N, Ucon, 11, B), (3.81)

N Ucons

without the need for additional simulations at ;s and 3—provided that the probability
distributions of the two states g, By and u, § sufficiently overlap, i.e. the states are
not too different. Although the grand canonical partition functions Q,,v (10, To) and
Ouvr(u, T) in Eq.3.80 are unknown, they are constant for the specified states, so
they can be replaced by constant factors C; according to

LT
In Qv (1o, To)

=Cy—C; = AC. (3.82)
Qur(w,T) 7!

3.5.2 Multiple-Histogram Methods

The basic idea of multiple histogram reweighting methods is to combine data (i.e.
histograms) from multiple simulations to derive an optimized estimate for the proba-
bility distribution. For the introduction to the multiple histogram technique, we start
again with the canonical ensemble where we intend to combine R simulations at
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different (inverse) temperatures J;, in which we sample K; independent configura-
tions, respectively. At each temperature, the probability of a specific energy Uy is
estimated by histograms

i Hi(Ucon )
ot Ueans Bi) = =2 (3.83)
Ki g
The true probability distribution is given by
0] QNVE(U con) - €XP (=BiUcony)
& (Ucon s ﬁl) - s (384)
e Owvr(B)
wherein the numerator represents the un-normalized probability distribution
PaviUeons ) = Qv Ueons) - €xp (=i Ucony ) - (3.85)

With the introduction of the dimensionless free energy f; at 3;, which is directly
related to the canonical partition function (see Sect.2.2)

fi = BiFi = —1In Owvr(B) (3.86)

we can rewrite Eq.3.84 as

@NVT(Ucnnf ﬂl) - QNVE(Uconf) - eXp (_ﬂi Uconf +ﬁ) . (387)

Thus, from each of the R simulations, an estimate for the microcanonical partition
function QNVT can be derived by storing into histograms H; ( anf) how many times
the configurational energy U,y is observed during the simulation at 3;

Qv (Ueons) = ©vrUeons B1) - ex (BiUcns 1) (3.88)
Hi Ucon
- o) 7 ) exp (BiUcons —£7) - (3.89)

Ferrenberg and Swendsen [11] derived a method to improve the statistics in esti-
mating Qyvg by linearly combining the estimates Q]%E(Umnf) from all R simulations,

and introducing weighting factors W; to the QI(\’,LE

R R
OWEWUeont) = D Wi O\e(Ueon),  with D" Wi = 1. (3.90)
i=1 i=1

The set of weights W; that result in the best estimate of Qyyg is then derived by
minimizing the statistical error 32Qpve. The error in determining Quyg arises from
errors in the single QI(\’,)VE, which in turn are related to the errors in the histograms
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52H,( U.onf), which are due to the fluctuations in the ratio H;/K; during the course of
the simulation.
The expectation value of the histogram H;(Uc,ns) can be estimated by [18]

Hi(Ucorgf) = Ki : QNVE(Uconf) : eXP(_ﬂianf +ﬁ) (391)

Following Ferrenberg and Swendsen [10, 11], the errors in the single histograms
are given by

8 Hi(Ueont) = &iHiUeons), (3.92)

wherein g; = 1 + 27; accounts for the autocorrelation in the simulations, with 7 being
the correlation time (see Sect. 7.2.1). When all configurations are independent, the g;
can be set to g; = 1. The optimal estimate of the microcanonical partition function
is then derived from [11, 18]

R
> g ' HiUcons)
i=1

QNVE(Uconf) = R
> Kig; ' exp (=BiUcons +1)
j=1

(3.93)

Substitution into Eq.3.85 yields the optimized estimate of the un-normalized
probability distribution

M=

g;lHi(Uconf) exXp (_ﬁchsz)

L

PNVE(Uconf) = (394)

Kig; " exp (=BiUcons +1;)

[
M=~

J

The dimensionless free energies exp(f;) are determined from Eq.3.86, wherein
the canonical partition function can be estimated by

QNVT(ﬁi) = Z QNVE(Uconf) eXP(_ﬁi Uconf) = Z PNVE(Uconf)a (395)

Ucons Ucons

which then gives

exp(—£) = Onvr(B3) = D, PrveUeonp)- (3.96)

U(‘lmf

Starting from an initial guess for the f;, they are self-consistently derived by
iterating the Eqs. 3.94 and 3.96 until convergence. Assuming independent samples,
i.e. g; = 1, the free energy at 3; can then be determined by


http://dx.doi.org/10.1007/978-981-10-3545-6_7

3.5 Reweighting Methods 55

R
Z Hi(Uconf) exXp (_ﬁiUmnf)
BiFi=—mmY = , (3.97)

Ueons K;exp (—ﬂchonf + ﬂij)
j=1

up to an additive constant.

When simulations are performed in the grand canonical ensemble for phase equi-
libria studies, histograms H;(N, Ucnr) sampledini = 1, ...., R simulations at differ-
ent values for 3; and ; are combined to derive optimal estimates of Qnve(N, Ucony)
and the un-normalized probability P,y7 (N, Ucons). Following the self-consistent
method by Ferrenberg and Swendsen [10, 11] and assuming g; = 1, the optimized
un-normalized probability is given by [47]

R
Z Hi (Nv Uconf) exXp (_ﬂUconf + 5N/4L)

i=1
P/IVT(Nv Umnf) = R

> Kiexp (—BiUcons + BiNpi — Ci)

i=1

(3.98)

The constants C; are the dimensionless Hill potentials and related to the grand
canonical partition function (see Sect.2.2)

Ci=BipiV = Quyr(Bi p)s Quvr = D, D Puvr (N, Ueony).  (3.99)

N Uconf

Thus, the C; can be derived from

exp(C) = D D PN, Ueony, 1o T). (3.100)

N Ucanf

Again the C; are self-consistently determined by iterating the Eqgs. 3.98 and 3.100
until convergence.

When the histogram reweighting method in the grand canonical ensemble is
applied to mixtures, the chemical potentials y; of all N¢ compounds and the tempera-
ture T (or 3) are imposed, and the number of particles N; of the different species, and
the energy U, of the system are periodically recorded. Whereas for pure fluids, the
values for N and U,,,s can be directly stored into the two-dimensional histograms
H(N, Ucons), for mixtures only the values N;, Uy are listed, and the un-normalized
probability defined by

Puvr Wi, .., Nng, Uconf)

Nc
= OnweWN1, ..., Nnes Ucons) €Xp (—ﬁanf + ZﬁNiui) (3.101)

i=1
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is computed from the data when the simulation is completed. The “Weighted His-
togram Analysis Method” (WHAM) by Kumar et al. [18] represents an extension
and generalization of the multiple histogram method by Ferrenberg and Swendsen.
WHAM is often used to analyze umbrella sampling simulations. Umbrella sam-
pling is aimed at determining the free energy change along a reaction path, which
is described by the reaction coordinate £. In order to sample different regions of
the reaction path more efficiently, biasing potentials are introduced that restrain the
sampling to the small regions (windows) of £. For each region, the configurational
energy (or more general, the Hamiltonian ) is then replaced by a modified potential
Hy [18]

L
GREDIN (3.102)
=1

wherein {\} denotes a set of coupling parameters Aj, Ay, ...; Ay [18].

For studies in the NVT ensemble, i = 1, ..., R independent simulations are per-
formed at different (inverse) temperatures 3; and sets of the coupling constants {\},.
Each simulation samples K; independent configurations, and the histograms store the
occurrence of a certain set of biased potentials {V'} and a certain reaction coordinate
&. Adjusting Eq. 3.94 accordingly yields the un-normalized probability

i g 'Hy({V}), &) exp (_5 -L1 )\iVi)
Pyvepns({V}, € = k:; _ =

Z‘i ngjil exXp (_ﬁl Z‘i AijVi +ﬁ)
j= P

(3.103)

This expression is known as WHAM equation. The use of WHAM in umbrella
sampling simulations or to derive potential of mean force (PMF) profiles is, for
instance, described by Kumar et al. [18, 19] or Souaille and Roux [54].

3.5.3 Estimator Methods BAR and MBAR

The Bennett acceptance ratio method (BAR, [4]) was originally derived as Monte
Carlo method to estimate free energy differences. As the free energy difference
between two states O and 1 is related to the ratio of partition functions Qz(\?‘)/r’ ](\}‘),T
Bennett [4] introduced his method by firstly describing how the ratio of partition
functions can be estimated from standard MC simulation employing the Metropolis
acceptance criterion. This introduction to the BAR method is summarized here.

In Sect.3.2, we deduced the Metropolis acceptance criterion for the transition

from state O to state 1 in the canonical ensemble
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acc(0 — 1) = min [1, exp (—ﬁAU(O_H))] )

conf
The acceptance criterion can be expressed as ‘“Metropolis function’
M(x) = min[1, exp(—x)],
which has the property

M(x)
M(—x)

= exp(—x).
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(3.104)

(3.105)

(3.106)

Now we consider a trial move in which the configuration remains unchanged, but

the potential function is switched from Ug(()),)lf to U c({];:lf’ ie.

()] 0
x=—p (UC()nf' - Ucr)nf') :
Inserting in Eq.3.106 yields
(e)) 0
M (5 Wy = Ulnp)

M (5, = Up)

M ©)
= exp (—ﬁ(Uw = Upnr
nf onf exp(—ﬁU(O)

conf

or transformed

) exp(—f Ugif

(3.107)

)
. (3.108)

)

M (B, = US)) - exp(=BUS) = M (BUS, = Unp) - exp(=BU,).

When the left side is multiplied with Qz(\?\)/r / Qz(\?\)/r and the right side with

and both sides are integrated over all configurations, this yields

QI(\(')\)/Tf M (ﬁ(Uc(if.f - Uc(gf,ﬂ) -exp(=f3 UC((O)I)‘lf)dr n

(©)
NVT

O [ M (WS, = US)) - exp(=BUL, ™

= )
NVT

0 (v (3, - U)), = o (B0, — UL,

Thus, the ratio of partition functions can be determined by

(1) (1)
Onvr/ Onvrs

)
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© <M (ﬁ(Ugg;f - Uc(j,;f))>
NVT 1 .
or <M (ﬁ(Uj_j,;f - U%)))

_ ),

(3.109)

When both the numerator and denominator of the ratio of partition functions
is multiplied by an integral over configurations involving an arbitrary weighting
function W

Or 0% [ Wexp(=BUL,) exp(=BU ) drY

Wwr O J Wexp(=BU,) exp(—BUS )drY

the ratio of partition functions can also be determined by

0)
0 %% —
QI(V\)/T < exp( ﬂUC"”f )>1

[
NVT <W eXp(—ﬂUi(]):lf)>

. (3.110)
0

In the NVT ensemble, the ratio Qz(\(f)\)/r/ Qz(\}\)/r determines the free energy difference
between the two states (see Eq.7.895), i.e.

(1)
1 0 NVT
B(FY —FO) :—ln( o ) (3.111)

NVT

= ln<W exp(—ﬁUf_fj;f)>1 - ln<W exp(—ﬁUﬁi;f)>o L (3.112)

Bennett then studied which choice of the weighting function W results in a min-
imum error in the free energy estimate. He found the optimal choice is given by

t.
W= cons , (3.113)

(0) 1 (1) 0
&1 exp(—BUL ) + L exp(—BUL))

with K and K; being the total number of statistically independent configurations

sampled in the simulations for UC(SLJ, and US)Z@]" respectively. Inserting the expression

for the weighting function into Eq.3.110 yields

0) (H
Wy _ U (Vi Uy +0)),
@O (N ()
NVT <f (Uconf - Uconf - C) >0

This expression resembles Eq. 3.109, only that the Metropolis function is replaced
by the Fermi function f(x) = 1/(1 4 exp(x)), and that a constant C is introduced to

-exp(BC). (3.114)
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optimize the overlap between the distributions at 0 and 1. Bennett also determined
the best choice for the constant C to be

O K,
BC =1n ﬁ# ) (3.115)

NVT * Ko

As the constant C also depends on the ratio of partition functions, Eq. 3.114 must
be solved in a self-consistent way. The ensemble averages of the Fermi functions can
be estimated by

(1
1
) (1) _ Z © gD
<f (Uconf - Uconf + C)>1 - K] f (anf Uconf + C) (3116)

0)
1
(€] 0) o (1) 0)
<f (Uw”f - UCO"f - C) >0 - Ko z:f (Ucunf - Ucunf - C) . (3.117)

Inserting these expressions into Eq.3.114 yields an estimate for the free energy
difference that is given by

(O]
BAF = In ﬁ?
QNVT

1)
0 1
S (U9, - uh, + )
In + In

& (€3} 0) !
Zf (Ucnnf - Ucnnf - C)

Ko

+ 8C. (3.118)

On the other hand, when deriving the free energy difference from the ratio of
partition functions described by Eq.3.115, this yields

K,
BAF =1n FO + BC. (3.119)
1

Thus, both estimates for the free energy difference only agree, if

(1) 0)
S (U -t +c)=2r (S -US—c). G120

This represents the self-consistency criterion for selecting C, which is treated
as adjustable parameter and is varied until Eq. 3.120 is satisfied. The BAR method
only considers two states O and 1 to estimate free energy differences. Thus, Shirts
and Chodera [50] extended the method to the “multistate Bennett acceptance ratio
estimator” (MBAR) to allow for the optimal use of samples from multiple states.
Again, the method aims to derive a global estimator for some ratio of partition
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functions Q” and Q%. Following Eq.3.110, for simulations in the NVT ensemble,
the ratio can be estimated by

o0, leewpU0,))

(3.121)
O (o exp—U8,)

or
Qz(\?vT<azj exp(— ﬁUconf)> QNVT<al] exp(— 5Uc(onf)> (3.122)

with the weights a;;. When R is again the number of simulations at different thermo-
dynamic states, and K; and K; represent the number of uncorrelated configurations
sampled in state i and j, Eq. 3.122 can be estimated by

R Q(i) K;
Z IAS/TZ auexp( ﬁanf(r ):

R Q(i)
> ozijexp( ﬂUf;nf(r]k)) (3.123)

This represents a set of R estimating equations that are parameterized by the choice
of the weights ;. In statistics, these are known as ‘extended bridge sampling esti-
mators’ [56]. Thus, Chodera and Shirts employed results from the field of statistical
inference to derive a set of ay; that minimizes the variances of free energy differences
between all states simultaneously. The best choice for the estimator is then given by

k.09
oy = i/ Qv (3.124)
R

Z‘i KF/QZ(\;\)/T exp( ﬁUL(onf)

When inserting Eq. 3.124 into Eq. 3.123, the term QNVT/ K; on the left side can be
taken out of the summation, and the order of summation can be switched [32]. The
summations on the left side then simply reduce to Kj, so that an estimate of the Qz%r
can be deduced

a exp(—AUY )

(3.125)

R
wr =2

i :
==l S K, QN exp(—BUS )

r=I1
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The partition function in the denominators can be replaced by

1
5 = exp(6,F,). (3.126)
NVT

With this, an expression for the free energy can be derived

R K exn(—BUY
p( 5Ucon )
BFi=—In) > — /

JSUR=L S Ky exp(=BU gy + B,F))
r=1

(3.127)

that resembles the expression from the multiple-histogram analysis in Eq. 3.97. This
illustrates that MBAR and WHAM are equivalent in the limiting case that the bin
width in WHAM is set to zero. The MBAR equation also reduces to the BAR equa-
tion when only two states are considered. Again, Eq.3.127 must be solved self-
consistently to yield estimates for the set of free energies F;, which though can
only be determined up to an additive constant. The application of MBAR method
is not limited to simulations in the NVT ensemble, but can be extended to any
potential functions. For simulations in the NpT ensemble, the potential term is
represented by

exp (—BUcons +pV))., (3.128)

and the MBAR method then allows for estimating differences in the Gibbs free energy
G, from

R K exp (—BUU) +pV~k)
conf J
BGi =—In E E R

=l k=1 3" K, exp (—ﬁ(UC(;Lf +pVa) + 5,~Gr)

r=1

(3.129)

In [33], Paliwal and Shirts employed MBAR for predicting properties at poorly
or completely unsampled states. In [32], they present an extension of the method for
free energy calculations involving changes in geometry. A Python implementation
of MBAR is available on [49].

3.6 MC Simulation of Phase Equilibria

The thermodynamic criteria for phase coexistence between two phases I and II are
given by

thermal equilibrium T/ =T%

mechanical equilibrium p! = p/!

material equilibrium ,uf = u{l, i=1,..,Nc
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The number of degrees of freedom Ny, i.e. intensive variables that can be inde-
pendently specified, is given by the Gibbs phase rule

Np=N¢ — Np +2 (3.130)

with N¢ being the number of components, and Np being the number of phases in
equilibrium.

In a simple set-up for experimental studies on fluid phase equilibria, a known
amount of the substances is charged into an equilibrium cell that is equipped with
sapphire windows. The system is set to the desired temperature and thermoregulated
by thermostats. Equilibration can be observed by phase separation and the formation
of an interface between the coexistence phases. Often a stirrer is employed to accel-
erate the equilibration, still it might take several hours to reach equilibration. With
this, phase transitions occur at time scales that are not directly accessible by MD
simulations [36]. Monte Carlo methods are therefore more efficient to study phase
equilibria as they do not follow the time evolution of the system. However, the direct
simulation of phase transition following the experimental procedure described above
is also challenging for MC simulations, as the interface represents a high free energy
barrier (surface tension) between the phases, and material equilibration through the
interface is slow. Furthermore, the properties of a significant fraction of the particles
are influenced by the interface, and therefore do not correspond to the saturation
properties of the bulk phases. Thus, very large simulation systems are required to
minimize the effect of the interfacial region on the determination of the saturation
properties. Additional difficulties in the direct simulation of phase transition arise
from hysteresis effects depending on the history of the system. This means that for the
example of a vapor-liquid equilibrium, the liquid phase will be overheated and the gas
phase will be supercooled before the phase transition occurs, so that the temperature
at which the transition is observed is not the equilibrium temperature. Simulation
studies of phase equilibria were greatly enhanced, when Panagiotopoulos [35] pro-
posed his Gibbs Ensemble Monte Carlo (GEMC) method that avoids the simulation
of the interphase by using two simulation regions, each corresponding to one of the
two equilibrium phases. The GEMC technique represents a direct and robust method
for simulating fluid phase equilibria with moderate system sizes. Though the GEMC
method has become widely used for simulations on vapor-liquid equilibria, it is not
suited for studies on phase transition involving solid phases, and it becomes unstable
near critical points [36]. We therefore also discuss the Gibbs-Duhem integration and
the Histogram reweighting technique as alternative simulation methods for phase
equilibria.

3.6.1 Gibbs Ensemble Monte Carlo (GEMC)

The GEMC simulation methodology avoids difficulties associated with the pres-
ence of the interface between two coexistent phases by using two simulation boxes,
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Fig. 3.3 Concept of the Gibbs Ensemble method: avoiding simulations in presence of the interface
by using separate simulation boxes for each phase. Moves in the GEMC method: a single particle
displacement within a box, b volume change, ¢ particle transfer between the boxes

each representing a homogenous region of the phases that are in thermodynamic
equilibrium. As the simulation boxes are in no physical contact, distinct moves are
performed to assure that the two systems satisfy the conditions for phase equilib-
ria. As illustrated by Fig. 3.3, these moves comprise single particle displacements
within each box to attain internal equilibrium for the imposed temperature, volume
fluctuations to obtain mechanical equilibrium, and finally particle transfer between
the boxes to reach material equilibrium. Through the volume change and particle
exchange, the two simulation systems are indirectly coupled. The different moves
are either performed according to a predetermined or random sequence. Each GEMC
simulation provides one point on the phase envelope. In the following sections, we
provide the partition functions for GEMC simulation studies on pure compounds
and mixtures, and deduce the acceptance rules for the moves from the resulting
probability densities.

In general, there is also a molecular dynamics implementation for the Gibbs ensemble
available [34], but this will not be further discussed here.

3.6.1.1 GEMC for Pure Compounds

For the equilibrium between two phases of a pure compound, the Gibbs phase rule
yields Ng = 1, i.e. only one intensive variable, the temperature, can be imposed,
whereas the vapor pressure results as function of the temperature. Thus, GEMC sim-
ulations for pure compounds are performed in the NVT-ensemble. The total number of
molecules N = N; + Ny; and the total volume V = V; 4+ V}; is conserved, but the val-
ues for both boxes will vary due to the particle transfer and volume change. Thus, the
partition function of the total system is the product of the partition functions of both
simulation boxes subject to the restrictions that N; may vary from N; = 0 — N, and
Vi =0 — V, but then Ny is given by Ny = N — Ny and accordingly Vj; =V — V.
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When using scaled coordinates as described above, the partition function is [36]
N

4
1 N!
GEMC __ Niy /Ny
NVT = A3 ZNI!NU! / VitV dvi
N;=0 Vi=0

,/e(—ﬁU(-m;f,l(Nl))ds3Nl '/e(_ﬁUronf,ll(NII))ds3NII' (3.131)

The factor N!/(N;!Ny;!) results from the combinatoric analysis and accounts for
the number of possibilities to realize a specific distribution of molecules over the
two phases. The probability density g of observing a specific state described by
(N;, N, Vi, V, T) is then proportional to [36]

|
pg‘%lflc x N! e[Nl In V;++Ny In Vi —BUconr.1 (ND = BUcons.t (N1 | . (3.132)
N[ !N[[!

To realize internal equilibrium for the given temperature, single particle displace-
ments are performed within the boxes while the number of particles and the volumes
are unchanged. Thus, the ratio of the probability densities g (m)/g (n) again only
depends on the difference in the configuration energy of the displaced particle j in
both positions, and the acceptance rule is given by

ace(n — m)$EMC = min [1, exp (-muj;’;.,’;”)] . (3.133)

In the volume change move to control the equilibrium pressure, the volume
Vi(n) = V; of one phase is changed randomly accordingly to Eq.3.2 to yield a trial
volume in state (m) of V;(m) = V; + AV. As the total volume is conserved, the
volume of the second phase correspondingly decreases to Vi (m) = Vi — AV. With
a conserved number of particles N;, Ny in both boxes, the ratio g (m) /g (n) is

pony  [NII(Vi+ AV) 4+ Ny In(Vig = AV) = BUS (Np = BUSY, | (Nip |

&

0

) [Nt Vi Nyt vig = BUS N = BUS N |

Thus, the resulting acceptance criterium for a coupled trial volume change is

Vi+ AV Vir — AV
acc(n = m)pay = min[l, exp (N, In ! —; + Ny In L
1

i

conf Il

— BAUS Wy = BAUS (i) ] (3.134)

In the particle transfer move, a randomly selected molecule is removed from one
phase, say box I/, and inserted at a random position within the simulation volume
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of the other box /. The volumes of both boxes are conserved during the particle
exchange. Thus, with N;(n) = N;, N;y(m) = N; + 1 and accordingly Ny (n) = Ny,
Ny (m) = Ny — 1, the ratio of the probability densities g (m) /g (n) is

g (m) _ Ni!Nyp!
pm N+ DNy = D!

exp [(NI +DInVi+ Ny — DInVy — ﬁUw,,f [N+ 1) — /J'U“mf u Wi — 1)]

exp [NiInV; + N In Vi = BUSG) (Np = BUS V)|

This yields an acceptance criterion for the particle transfer from I7 to 1

N Vi

_ (n—m) (n—>m)
Tl exp (~paUG Y - 5 )] (3.135)

acc(n — m)AN = min |:1, conf 1 conf Il

Though the Gibbs ensemble does not require the calculation of the chemical
potentials and pressures in both phases to evaluate the criteria of phase equilibria, it
is recommended to derive these properties to independently verify that equilibrium
has been attained. The pressure is determined by the virial equation given by Eq.7.9
in Chap. 7, whereas the chemical potentials can be obtained by the Widom method
(see Sect.7.4.4) within the particle transfer step.

3.6.1.2 GEMC for Mixtures

According to the Gibbs phase rule, the number of degrees of freedom increase with
the number of components. Thus, in GEMC studies on phase equilibria in mix-
tures, the pressure is now also specified, and the simulations are performed in the
NpT —ensemble. From this it follows that the volumes of the two simulation boxes,
i.e. phases, are allowed to change independently. Still the total number of molecules
is conserved so that N; may vary from N; = O to N, but Ny is givenby Ny = N — Nj.
With this, the partition function of the total system when using scaled coordinates is
given by

GEMC __ Ni _—0BpV, N —3 Vi
o ABN' ZN,'N,, /V e VAV - /V Vi d vy
0
_/e(—ﬁUcmxf,l(Nl))dS3N1 ./e(_ﬂanf,ll(Nll))dSSNll, (3.136)

and the probability density g to observe a specific state described by (N;, N, V;,
Vi, p, T) becomes proportional to [36]

! )
pGEMC o N NI ViANy In Vir—(3U cong.1 (ND = BUcons 11 N —Bp(Vi+Vin) ] (3.137)
NPT NN ! ' '
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Asdescribed before for the pure compounds, the internal equilibrium in each phase
is achieved by single particle displacements within the boxes, and also the acceptance
rule for this trial move remains unchanged. The main difference compared to the pure
component simulation is the volume change move, as volume change attempts are
now independently performed for both phases. When for instance the volume of phase
I, Vi(n) = V;,1is changed randomly to V;(m) = V; + AV, accompanied by a change

n—m)

in the configurational energy AU;()nf.. , V1), the acceptance criterium becomes [36]

acc(n = m)ay, = (3.138)

min |:1, exp (N1 In VI+TIAV — BAUC(‘Z,;,’,")(Nﬂ - ﬂPAV)] .

The particle transfer move now has to ensure that the chemical potentials of each
component are equalized in both phases. The acceptance rule for a particle transfer
move of a molecule of the component i from one phase, say /1, to the phase / is similar
to the criterion derived for the pure component in Eq.3.135. The only difference is
that the total number of molecules in both boxes Ny, Ny has to be replaced by the
number of molecules of the species i that is transfers, i.e. N; ;, N; jy [36]. The resulting
acceptance criterion for the particle transfer of a molecule of species i from phase I/
to/is

acc(n = m)an, = (3.139)

. NinVi (n—m) (n—>m)
min| 1, ———ex (—ﬁA U, —BAU.. ) .
|: (Nig +1DVy P /ol f

For both, studies on pure compounds and on mixtures, the Gibbs Ensemble relies
on the particle transfer to ensure that the condition of material equilibrium is satisfied.
As discussed before, the chance of successful particle insertions in a dense liquid
phase significantly decreases with increasing complexity of the molecules. Thus,
CBMC methods (see Sect. 3.4.2) are employed to allow for fluid phase equilibria
studies on multiatom molecules.

3.6.1.3 GEMC for Multiphase Equilibria

Although the GEMC method is most commonly used for studies on vapor-liquid
equilibria, Canongia Lopes and Tildesley [6] have shown that the method can be easily
extended to multiphase equilibria by increasing the number of boxes accordingly.
As example, they have performed studies on the vapor-liquid-liquid equilibrium
(VLLE) of binary mixtures, and on the VLLLE of ternary mixtures of Lennard-
Jones atoms. The volume change and particle transfer moves were only performed
between pairs of boxes, which were selected randomly. By only considering pairs of
boxes for the exchange moves, the procedure and acceptance criteria for the moves
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can directly be adopted from the GEMC simulation methods for 2-phase equilibria
(VLE) discussed in the previous section. Canongia Lopes and Tildesley noted that
the equilibrium between the liquid phases is much easier achieved in presence of the
vapor phase. They justified this with the much higher acceptance rate for the particle
transfer between the vapor and the liquid phase compared to the transfer between two
liquids, so that the particle exchange between the liquid phases effectively occurs
through the vapor phase. Based on these observations, it was concluded that GEMC
studies on liquid-liquid equilibria (LLE) also require the incorporation of a third box
representing a vapor phase as transfer medium. This approach for GEMC simulations
on LLE was for instance also taken by Bai and Siepmann [3] in their studies on
the mixture of dipropylene glycol dimethyl ether and water. In this work, Bai and
Siepmann state that the vapor phase box has to be populated with ghost particles to
ensure that it maintains a suitable volume. The number of ghost particles then has to
be considered in the acceptance rule for the volume move (see Eq. 3.138). Apart from
this, the ghost particles are treated as ideal, this means that they do not interact with
the molecules of the studies mixture, and that they do not move, i.e. they are confined
to the vapor box. It should be noted that the number of required ghost particles varies
with the temperature.

3.6.2 Gibbs-Duhem Integration (GDI)

This method proposed by Kofke [16] makes use of a well known thermodynamic
relation, the Gibbs-Duhem-equation

N,
SwdT — Vyudp + > xidp; = 0, (3.140)

with S, and V,, being the molar entropy and volume of the system. The Gibbs-Duhem
equation states that the intensive variables, p, T, y; cannot change independently. In
phase coexistence, this relation applies to each equilibrium phase. Thus, in phase
equilibrium between two phases / and I/ for a pure compound with N, = 1, x; = 1,
1t says

SnidTy — Vyrdpr +dp =0
Sm1 ATy — Vo dpy + dpa g = 0.

According to the thermodynamic criteria of phase coexistence, d1; = dTy; = dT,
dp; = dpy = dp and dpy ; = dpy . With this, the substraction of the relations for
phase /I and [ yields

(3_17) _ Swu = Smi _ Hpu — Hp (3.141)
or s Vm,II - Vm,I T (Vm,ll - le) . '
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This is the well-known Clapeyron equation that describes the gradient of the
saturation line in the p — T-phase diagram, i.e. for instance the vapor pressure curve
in vapor-liquid equilibrium. When using the reciprocal temperature § = 1/(kgT),
this equation can be expressed as

Op op 0T Hy i — Hy
) = £ = 3.142
(). 614

B ar . % B ﬁ (Vm,ll - Vm,l)

Thus, Kofke [16] suggested to directly evaluate phase coexistence by integrating
this differential equation numerically. Thereby, the right-hand side of the equation
is evaluated by molecular simulations. The thermodynamic integration along the
saturation line ensures that the pressure changes with temperature by maintaining
coexistence so that (at least for pure fluids) no particle exchange is required to satisfy
the conditions for phase equilibrium. With this, the Gibbs-Duhem integration does not
feature the limitation of the GEMC methods that is involved with its reliance on the
particle exchange, and it can therefore also be applied to simulation studies on solid-
liquid-equilibria. In contrast to the GEMC approach that only provides one point
of the phase envelope per simulation, the Gibbs-Duhem integration allows for the
direct determination of the saturation line through a series of simulations. However,
the Gibbs-Duhem method requires the prior knowledge of one coexistence point as
starting point for the numerical integration, and this initial point has to be provided
by another simulation method. In the following section we will present details on the
integration and simulation procedure of the Gibbs-Duhem method using the example
of the vapor-liquid equilibrium of a pure compound. Section 3.6.2.2 will then describe
its application to study phase coexistence in mixtures.

In general, the GDI method can also be performed using molecular dynamics sim-
ulation. References [21, 39] represent examples for studies on solid-liquid equilibria
by MD simulations using Gibbs-Duhem integration. However, GDI-MD simulations
will not further be discussed here.

3.6.2.1 Gibbs-Duhem Integration for the VLE of Pure Compounds

In the Gibbs-Duhem integration for the VLE of pure compounds, the differential
Eq.3.142 is usually expressed in terms of In p

(8lnp) . Hyy—Hpr

=— F(, B). 3.143
8ﬂ ﬁp (Vm,II - le) (p ﬁ) ( )

wherein the function F (p, () is introduced as abbreviation for the preceding equation
to be evaluated. A predictor-corrector scheme is then applied to numerically integrate
this equation. Thus, for a new temperature, the pressure is estimated in a predictor
step, and NpT-simulations are performed in two simulation boxes that represent
homogenous regions of the liquid and vapor phase. In general, a simulation cycle
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consists of attempted displacements of each particle and an attempted volume change
for each box, with acceptance rules according to Eqs.3.133 and 3.138, respectively.
In the course of the simulation, running averages for the energies and volumes in
both boxes are determined in certain intervals (& every 10 cycles) to evaluate the
function F in Eq.3.143. With this instantaneous value of F, the estimate for the
pressure is refined in the corrector step, and the simulation continues with the refined
pressure value. After an equilibration period, the running averages are re-zeroed, and
then instantaneous values for the pressure, the densities and energies of both phases
are collected to determine their ensemble averages and to estimate their statistical
errors [16]. Then the Gibbs-Duhem integration proceeds to the next temperature, i.e.
(-value.

The accuracy and stability of the procedure is determined by the step size in the
reciprocal temperature AJ between the current and preceding simulation, and the
order of the predictor-corrector formula as integrator (see for instance [16] for a
detailed discussion). Higher-order predictor-corrector schemes require data for the
function F from several prior simulations at different 3-values to approximate the
pressure by a polynomial. Thus, to initialize the Gibbs-Duhem integration, a low-
order trapezoid formula is used in the first simulation as it only requires one data
point [po(5o), Fo(Go)] to estimate the pressure pi (51 = By + A[). However, this
initial point [po(Gy), Fo(5o)] has to be provided by another simulation method as
discussed above. In the course of the integration, when more data [p,(53,), F,(5,)]
are available, the order of the predictor-corrector formula is updated to the midpoint
method and finally to the Adams predictor-corrector. The resulting expressions to
estimate the pressure in the predictor (P) and corrector (C) step, depending on the
progress of the integration procedure, are summarized in Table3.1.

Figure 3.4 shows simulation results for the vapor pressure of mercury from [41]
(see also Sect.6.4.1). The vapor pressures in the temperature range T = (945, 27 —
1575,45) K, i.e. T~! = (0.1006 — 6.3474E — 4) K~ were derived by the GEMC
method described in Sect. 3.6.1.1. One of these simulation data derived from GEMC

Table 3.1 Predictor-corrector formulas to estimate the vapor pressure according to Eq.3.143 in
the Gibbs-Duhem integration. The employed order of the predictor-corrector scheme depends on
the progress of the integration; Fy, po are initial conditions derived by another simulation method

Integration Progress | Name Type Predictor-corrector formula

1. Simulation at 8; | Trapez P p1=po exp(ABFy)
Trapez C P1=p0 exP[ATﬁ (F +Fo)]
2. Simulation at 5, | Midpoint P p2=po exp(2ABF})
Midpoint C P2=po exp[AT‘3 (Fr+Fy +F0)]
3. Simulation at 83 | Midpoint P p3=p1 exp(2ABF)
Adams C P3=p2 exp[%—f (9F3+19F; —5F) +F0)]
n. Simulation at 3, | Adams P Pu=Pn1 exp[é—f(ssn,l 759F1172+37F,,,3—9Fn,4)]
n=>4 Adams C Pa=pa-1 exp 7 OFu+19F,-1=5Fu2+F15) |
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were then used as initial point for the Gibbs-Duhem integration to derive the vapor
pressures at temperatures 7 < 898 K (7-! > 0.00111 K™ 1).

When approaching the critical point, the Gibbs-Duhem integration suffers from
similar problems as the GEMC method. Due to the decreasing free energy differ-
ence between the two phases, is becomes difficult to maintain the identity of each
phase [36].

3.6.2.2 Gibbs-Duhem Integration Method for Mixtures

In [27], Metha and Kofke introduced the extension of the Gibbs-Duhem integration to
study phase equilibria in mixtures. We here describe this method by taking the VLE
of a binary mixture as an example. The starting point is the Gibbs-Duhem relation
given in Eq. 3.140, applied for each equilibrium phase. The thermodynamic criteria of
phase coexistence states that d7; = dTy; = dT, dp; = dpy = dp and dy;; = dp g,
so that the substraction of the relations for phase /I and [ yields

Sm,at = Sm.0) AT — (Vigg — Vi) dp + (1,1 — x1,1) dpy + (2, — x2,1) dpp =0

Again the relation can be expressed in terms of Inp by replacing dp = pdInp.
The change in the chemical potential dy; can be described by the change in the
fugacity f; of the component by

dy; = RTd Inf,. (3.144)

In mixtures, we only study isothermal phase equilibria, so that dT = 0. By intro-
ducing the compressibility factor

7 _ PV

3.145
RT ( )



3.6 MC Simulation of Phase Equilibria 71
Equation 3.144 then becomes
— @y —ZpdInp + (epp —x1.) dInfy + (or — x2 1) dInfa = 0. (3.146)

Now a fugacity fraction &; is introduced

__L
A+A

& (3.147)

so that the change in the fugacity d Inf; of component 1 can be replaced by

dé&

dnfi =dlnf2—m. (3.148)
Taking into account the constraint >_ x; = 1, i.e.
xin=1l—xyy, xi1=1-x3, (3.149)
Equation 3.146 can finally be summarized to
Zn — Zndnp + s — xom) e (3.150)

— 22—
&(1—&)

This gives the working equation for the Gibbs-Duhem integration in the so-called
semigrand ensemble formulation [27]

Jdlnp Xo — X2.1
= . . =F(p, &). 3.151
( 3} )T S =) EZy —2Zp) . &) ( )

Again the Gibbs-Duhem method requires the knowledge of one coexistence point
to initialize the integration, and the predictor-corrector technique is chosen as inte-
grator. Hence, the fugacity fraction &, as independent variable is incremented, and
the pressure is estimated in the predictor step by using the formulations given in
Table 3.1 with AS replaced by A&;. MC simulations are performed in two boxes
representing the liquid and vapor phase of the mixture. In the progress of the simu-
lation, running averages for the equilibrium properties in both boxes are determined
to evaluate the function F' and to correct the pressure according to Table 3.1. The
continuous refinement of the pressure in the corrector step with current F values is
repeated until convergence. The simulation continues with the production run for the
given &; value, in which instantaneous values for the pressure, the densities and com-
position of both phases are sampled to derive their ensemble averages and statistical
errors. Then the Gibbs-Duhem integration proceeds to the next &, value.

In studies on mixtures, the fugacity or fugacity fraction is used as independent
variable, hence the simulations cannot be conducted in the standard NpT-ensemble.
To obtain a suitable ensemble, a Legendre transformation is performed in which
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the number of particles of the species 2, N, as independent variable is replaced
by its conjugated coordinate, the chemical potential p, or rather the fugacity f>.
Additionally, the total number of particles N is fixed. Details on the derivation of
the partition function of the resulting semigrand isothermal-isobaric ensemble are
for instance given by Kofke in [17], or in the textbook by Frenkel and Smit [13].
The expression for the partition function for a binary mixture, expressed in terms of
the fugacity fractions &; can be found [2, 30]. When using scaled coordinated s, the
partition function for the binary mixtures becomes

N

(52/51)1\,2 1 N ,—BpV —BUcons 73N
Onpre, = E —T/V e PVAdV | e PPl d?Vs.  (3.152)
o N>INi! A°N

In order to sample different compositions for a fixed total number of particles, trial
moves consist of attempted identity changes of the two species. Thus, the partition
function is often rewritten in such a way that the sum of number of particles of
species 2 is replaced by a sum over the two possible identities of all N particles
[13]. To correct for double counting, the partition function needs to be divided by
N!/(N2!N!) [13], which results in

N> 1
Onre, = %W / VNe Y ay / e Ve N5 (3.153)

identities
In a trial move in which a particle of species 1 changes its identity to become

a particle of species 2, so that Nz('") = Nz(") + 1, the ratio of probability densities is
given by [27]

(m)
& _ _ (m)y 770 52
p(n) - eXp ( ﬂ (Uconf UCOVlf) + ln 1 _ 62) ° (3154)

Note that for & = const, also &, = 1 — & = const. Accordingly, for a trial move
with an identity change of one particle from species 2 to 1, i.e. Nz('") = Nz(") — 1, the
acceptance criterion becomes

acc(n — m)y- = min [1, exp (—g (Ug;gf — Uf_g;f) —In 525 )] . (3.155)
; ‘ . 5

In addition to the identity change moves, again attempted displacements of the
particles and volume changes of both boxes are performed. More details on the
procedure of Gibbs-Duhem integration in mixtures are given in [27]. Therein, Metha
and Kofke also provide an alternative expression for the differential equation to be
integrated, the so-called osmotic form

81np) X1/ — X1/ P20
_ —F(p.f), 3.156
( afz T (p 2) ( )

Xy — X114y
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in terms of the fugacity coefficient ¢, of the component 2. The procedure of Gibbs-
Duhem integration is similar to that described above for the semigrand ensemble, but
now the attempted moves in the MC simulation consist of particle insertion attempts
instead of identity swaps. More details are provided in the original work by Metha
and Kofke [27].

Again, the GDI method can also be applied to studies on the solid-liquid-equilibria
of mixtures. An example for this is the work by Nam et al. [31] where the Gibbs-
Duhem integration in the semigrand ensemble has been used to study metallic alloys.

3.6.3 Histogram Reweighting GCMC Studies on the VLE

When simulations on phase equilibria are performed in the grand canonical ensemble,
the phase coexistence criteria of equal temperature and chemical potential are satis-
fied per definition as these are the imposed variables of the simulation. However, in
the two-phase region of a VLE, the probability distribution g (N, Uc,,s) determined
at given values of 7 and p should in principle exhibit two peaks, corresponding to
the coexistent liquid and vapor phase. According to Eq. 3.99, the integral under the
probability distribution is proportional to the pressure. Therefore, the condition of
pressure equality as third thermodynamic criterion for phase coexistence is satisfied
when the areas of the liquid and vapor peaks are equal. Thus, histogram reweighting
is applied to determine the value of the chemical potential ;(7T) that results in equal
peak areas for both phases.

However, at temperatures below the critical point, a high free energy bar-
rier separates the liquid and vapor phase that cannot be crossed by standard
1V T-simulations. Thus, both the liquid and the vapor peak cannot be sampled within
the same simulation, and therefore, separate simulations are performed in the two
phases. The combination of data from multiple histograms though requires a rea-
sonable overlap between neighboring histograms, so that liquid and vapor regions
are bridged by simulations near the critical point, as illustrated by Fig.3.5. Thus,
histogram reweighting studies on the VLE (see for instance [37, 40]) in general are
started by performing a series of @V T-simulations in the vicinity of the expected
critical point to derive estimates for 7, and .. For this purpose, a series of short
simulations with different p values are performed near the critical temperature to
find the value for p for which the simulation samples both phases. Once this estimate
for u. is found, a longer simulation is performed at these conditions to collect the
bridging histogram. Then additional simulations are conducted at lower temperatures
in both the liquid and the vapor phase to obtain additional histograms on both sides
of the coexistence curve.

As described in the previous section, the histograms from the different simulations
are then combined to derive an optimized estimate for the Qnve(N, Ucony) for the
range of state points of the phase diagram. This allows for the reweighting of the
probability distribution to derive the phase equilibria properties at different tempera-
tures. Thereby for each temperature, the chemical potential is adjusted until the areas
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Fig. 3.5 Histograms derived from pVT simulations for R-32. The black line represent the his-
togram H (N) near the critical point at T = 343K and ;1 = 6196.5 K. The red lines give the H (N)
and HL(N) at T = 340K determined in separate simulations in the liquid and vapor phase at
1" = 6110K and ;& = 6180K. The single phase simulations consisted of 50.000.000 moves, the
simulation near the critical point of 100.000.000 moves. Histograms were evaluate every 250 moves.
The volume was kept constant to V = 27 nm? for all simulations
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under the peaks for the probability distribution for the liquid and vapor phase become
the same. The coexistence densities are then derived from the weighted average of
particles under the peaks and the imposed volume. Figure 3.6 shows exemplarily
saturated densities (as red circles) of the refrigerant R-32 derived from Histogram
Reweighting studies close to its critical temperature. For mixtures, the mole fraction
is obtained when additionally the weighted average of particles of each species is
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calculated. The equilibrium pressure is derived from Eq.3.101. More details on ana-
lyzing simulation results to determine equilibrium properties are given in Sect. 7.6.1.

3.6.4 Flat Histogram Reweighting

As discussed in the previous section, phase coexistence is characterized by a bimodal
density distribution g (g = %) with each peak corresponding to one of the equilib-
rium phases I and /1. The peaks are separated by a trough, which is well illustrated in
Fig. 3.5 for the histograms in the liquid and vapor phase of R-32 at T = 340K (red
lines). The trough between the peaks means that configurations located between the
peaks, i.e. the intermediate states, have a low probability to be visited. Therefore,
transitions between the equilibrium phases are impeded by this probability barrier,
which is associated with a high free energy barrier. Thus, biased sampling methods
have been developed to enable the crossing of the free energy barrier and with this
to sample both equilibrium phases within one simulation. These biased sampling
techniques are referred to as flat histogram methods, as they weight the intermediate
state with higher probability to enhance their occurrence. Thus, the trough is lifted
so that over the entire range of densities enclosed by o; and gy, all densities have
approximately the same probability, and the histogram becomes ‘flat’.

For simulations in the grand canonical ensemble, the probability distribution o,y 1
(see. Eq.3.32) is modified by introducing a weighting factor n(N) to yield a weighted
guvr from [48, 63]

N

- 1%
Puvr(N) NIA P (=BUcons + BUN — n(N))

= exp(=n(N))puvr(N). (3.157)

Simulations in the grand canonical ensemble comprise as usual attempted particle
insertion and deletion steps, however now with a modified acceptance criterion, i.e.
5 r(m
@“V—()i| ) (3.158)

acc(n — m) = min |:1, —
BO;LVT(n)

According to Eq. 3.35, the ratio of modified probability distributions for a particle
insertion becomes

2 14 n—m n—m
(B2 = o0 (900" ). 15
H N+1

For an attempted particle deletion, the modified acceptance rule is given by [48]

3

NA n—-m n—m
o (=AU, = = ) . (3160)

conf

acc(n — m)y—_1 = min [1,
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In the course of the simulation, the weighted probability distribution is measured
by histograms, which means that the simulation does not sample the correct Boltz-
mann distribution. It is therefore necessary to convert the weighted £ back to the
unweighted distribution g to allow for the computation of physically significant
ensemble averages of the grand canonical ensemble. Thus, in the post processing,
the Boltzmann distribution is recovered from [63]

©uvr(N) = exp (n(N)) @y (N). (3.161)

Once an accurate estimate for the probability density has been determined, his-
togram reweighting techniques are employed to find the conditions of phase equilibria
as described in the previous section. Thus, the major task in flat histogram techniques
is to find an optimal weighting factor (V) such that the histogram becomes approx-
imately flat.

When the probability distribution of the 1V T-ensemble given by Eq.3.77 is intro-
duced in Eq.3.157, the modified distribution £,y is expressed as

Onve exp (—BUcons + NB11)
Q/I,VT

Puvr(N) = exp(=n(N)) , (3.162)

For the imposed conditions of the simulation in the grand canonical ensemble,
its partition function Qv is constant. The suitable choice of 1(N) shall result in a
flat histogram, which means that ©,y7(N) = const. for all N (or densities). From
Eq.3.162 then follows

eXp (U(N)) (08 QNVE €xXp (_ﬁUconf + ﬁMN)
NN) o< In Onve — BUconr + BN . (3.163)

The bridge equation Eq.2.54 relates the microcanonical partition function to the
entropy

S = kB In QNVE — In QNVE = ,8TS (3164)
With this, Eq.3.163 becomes

— —GF + BuN. (3.165)

This means that the exact determination of the weighting function would require
the knowledge of the free energy function F'(N). In turn, once a suitable weighting
function is determined, it includes information on the free energy. Several approaches
are available to iteratively optimize the weighting functions in the course of the
simulation so that a flat histogram is obtained. A histogram is thereby defined
as sufficiently flat when the values H (V) are not less than a specified percentage
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(usually > 80%) of the average value (H(N)). The following sections provide an
introduction to the widely used flat histogram techniques, the multicanonical sam-
pling, the Wang-Landau-method and the transition matrix method.

3.6.4.1 Multicanonical Method

In the multicanonical sampling method by Berg and Neuhaus [5], a series of simu-
lations is performed to iteratively optimize the weighting function 7(N). From the
measured histogram H;(N, 7;) in the jth simulation performed with the weighting
factor 7;(V), the weighting factor for the nextj + 1 simulation is obtained from [48]

Ni+1(N) =1n (H(N, nj)) + n; + const. (3.166)

This equation though becomes ill-defined for H(N) = 0, i.e., when there is no
entry in the histogram for a specific number of particles. Thus, Smith and Bruce [53]
suggested a slightly modified expression to avoid this problem

N+1(N) = In[H(N, n)) + 1] + 1;(N) + const. (3.167)

The iteration is repeated until the histogram is sufficiently flat.

3.6.4.2 Wang-Landau Method

The Wang-Landau method [60, 61] was originally developed for lattice systems to
generate the density of state of the canonical distribution in a self-consistent way.
The density of state g(Uc,s) is the number of possible configurations for an energy
level Ue,yy, so it corresponds to the microcanonical partition function Qnve(Ucony)
and is related to the systems entropy. With g(Uconyr), the canonical partition function
given in Eq.3.23 can be rewritten as

VN
Onvr = NIA3N / eiﬁUm"f(s'L)dﬁN
. configurations
VN 3 L
= W / g(Uconf)gﬂ Ueon (s- )dUC()nf'- (3 168)

levels of U,

Thus, once the density of state is generated accurately enough, the canonical parti-
tion function can be obtained. By applying the bridge equation of the NVT-ensemble,
F = —kg T In Qnyr, also the free energy can be derived up to an additive constant
[14]. In the Wang-Landau method, the density of state is successively optimized to
achieve a flat histogram. The basic idea of Wang and Landau is that a flat histogram in
energy is generated when the trial moves are accepted with a probability proportional
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to the reciprocal of the density of state

¢ (V%))
g (uim)

At the beginning of the simulation, the unknown density of state is set uniformly
t0 g(Ucons) = 1 [61]. After each move, the estimate of g(Uc,s) is updated by a
modification factor f

accln > m) =min | 1,

(3.169)

8 (Uconf) =8 (Uconf) 'f7 (3.170)

and additionally, the histogram H (U,,,s) is updated. When the histogram is suffi-
ciently flat, all histogram entries are reset to zero, and the simulation is continued
in its next stage with a reduced modification factor, for instance fj;1 = \/ﬁ with
fo = e' [61]. When again a flat histogram is obtained, the modification factor is once
more reduced, the histogram reset, and the simulation continued. This procedure is
repeated until the modification factor goes below a predefined value, and the den-
sity of state is converged. It should be noted that the Wang-Landau method does not
exactly satisfy the condition of detailed balance as the probability distribution is con-
tinuously modified in the course of the simulation. With each stage of the simulation,
the modification factor decreases, so that the probability distribution converges to its
true value and the detailed balance is asymptotically satisfied.

The Wang-Landau method has been adopted by several authors (for instance [ 14,
45, 64]) for flat histogram techniques to simulate phase equilibria. For simulations
in the ©V T-ensemble, a two-dimensional density of state g (Umnf, N ) needs to be
determined, and also a two-dimensional histogram H (Umnf, N ) is constructed in the
simulation. Again, trial moves consist of attempted particle insertions and destruc-
tions, with modified acceptance rules given by [64]

(n — m) M ERL A () (3.171)
acc(n — m)N41 = min , .
NA3 & (Uc(Zif N)
acc(n — m)y_; = min | 1, (3.172)
|4 (m)
g (U N =1)

in order to achieve a flat histogram. The simulations could also be performed in the
NpT —ensemble, in which the histogram H (Umnf, V) is then constructed, and the
density of state g (Uw,,f, V) is successively obtained (see for instance [14]).
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3.6.4.3 Transition Matrix Method

In [9] Errington and Shen present a transition matrix Monte Carlo simulation for
phase equilibria in multicomponent systems. It employs a macrostate transition prob-
ability TT(/ — J) for the transition of the system between two different macrostates,
in accordance to the microstate transition probability w(n — m) introduced in
Sect. 3.2. The total probability o (/) of finding the system in a macrostate / is then
given by the sum over all microstates i that were assigned to this macrostate

o= 9. (3.173)

iel

When the detailed balance formulated for the microstate transition (see Sect. 3.2)
is summed up over all possible microstate

DD pimi—N=> p(iri— i), (3.174)

iel jeJ iel jeJ

it can be shown [48] that the detailed balance is also satisfied for the macrostate
transition

pIA — J) = p(NHIIJ — I). (3.175)

Thus, once the macrostate transition probabilities I1(/ — J) are determined,
Eq.3.175 yields the macrostate probabilities g (I), which are related to the parti-
tion function of the system.

The transition probabilities are estimated from the so-called collection matrix
C( — J) that counts the number of transitions from state / to any state K.

cd —J)
nd —-J)=—==——-. (3.176)
> CUI—K)
The collection matrix is continuously updated in the simulation by
C—J)y=CU—J)+acci —j), (3.177)

irrespectively whether the moves (i — j) are accepted or not [9].

In the transition matrix method to determine phase equilibria, the algorithm is
employed to derive the probability g (V) (or g (o)) in the entire range of densities
enclosed by p; and gj;. Thus, the macrostate transition probabilities IT describe
the transition between neighboring pairs of particle numbers, [I(N — N + 1) and
IT(N 4+ 1 — N), and the collection matrix C charts the statistics of particle insertion
and deletion moves. In order to obtain a flat histogram, the weighting function n(N)
is set proportionally to the reciprocal macrostate probability g (N) [9]
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n(N) = —In(p (N)). (3.178)

Inserting Eq.3.178 into Eq. 3.175 then yields [47]

_ (N - N+1)
n(N+1)=n(N) —In m (3.179)

Again, estimates for the transition probabilities IT are derived from the collection

matrix C(N, N + 1), which are then used to periodically update the weighting factors
[47]. Applications and modification of the transition matrix method for the evaluation
of phase equilibria are for instance given by Errington et al. [8] or Scott et al. [46].
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Chapter 4
Molecular Dynamics Simulations

This chapter provides an introduction to the basics of molecular dynamics simula-
tions. Using the simple example of the translational motion of a spherical particle,
the fundamental equations that describe the dynamics of the system, and various
finite-difference methods for the numerical integration of the equations of motion,
will be discussed. Then different approaches to allow for simulations at constant
temperatures and pressures, i.e. so-called thermostats and barostats are presented.
Molecules, however, do not only perform translational motions, but may also rotate.
Furthermore, forces acting on the atoms of a molecule do not only result from inter-
molecular interactions but also from bonding forces within the molecules. Thus, in
Sect. 4.5, we discuss how molecules are ‘handled’ in MD simulations. A more com-
prehensive introduction to MD simulations is provided in the textbooks by Haile [14]
and Rapaport [25], or the standard textbooks on molecular simulation techniques by
Allen and Tildesley [1], or Frenkel and Smit [10].

4.1 Fundamentals

Molecular dynamics (MD) simulations are aimed to generate the system’s trajectory
in phase space, i.e. the time evaluation of the positions and momenta of the particles.
Thereby, the thermophysical properties of the system are determined at regular time
intervals, so that their time averages can be estimated according to Eq.2.3. As New-
tons’s laws naturally conserve the total energy E of the system, standard equilibrium
MD simulations are performed in the NVE-ensemble, i.e. in an isolated system with
a constant number of particles N in a fixed volume V. The total energy E of the sys-
tem is given by the sum of the kinetic energies of the particles and the total potential
energy. The trajectory of the system is obtained by integrating the Newton'’s equation
of motion for all particles. This equation, also known as Newton’s second law, states
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that the force f; acting on a spherical particle i results in its acceleration a;, which is
proportional to the force

fi(t) = m; -a;(r), with a;(r) =¥;(¢). “4.1)

The acceleration is the second time derivative of the particle’s position r;, and m;
is the mass of the particle i. The bold letters indicate vectors, the double dots the
second derivative. The force acting on the particle is caused by its interaction with the
N — 1 other particles, and is derived from the gradient of the potential (configuration)
energy of the system

8(Jcrmf (rN (t))

fi(t) = — or;

. 4.2)

The force f;(#) equates to the time derivative of the particle’s momentum given
by p;

fit) =p,(t) =miv; = f£i(t) =0 — v,(t) = const. 4.3)

Thus, when there is no (net) force experienced by a particle, it continues to move

with its velocity v;(¢) according to Newton’s first law, also known as law of inertia.
Newton'’s third law states that the force exerted by particle j on particle i must be

equal to the force exerted by particle i on particle j (“Actio aequat reactionem”)

f; = —f; (4.4)

The force fj; is aligned to the distance vector r;; that joins the centers of the particles
i and j, as illustrated by Fig.4.1.

The Newtonian dynamics described above require the solution of 3N second
order differential equations to determine the position vectors r; of the N particles. An
alternative description of the system’s dynamic is given by the so called Hamiltonian
Dynamics. The Hamilton H is the total energy of the isolated system as sum of the
kinetic and potential energy. It is therefore given as function of the momenta and
positions of the particles by [14]

Fig. 4.1 Illustration of the
Newton’s third law “Actio
aequat reactionem”
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- P!
22— Ucons (r) . (4.5)

As the total energy of the isolated system is constant, the Hamilton has no time
dependence, and the total time derivative of H = f(p", r") is given by

N

aH oM oM.,
_s 9, 0. 4,
ar gapip’+za =0 (4.6)

The time derivative of Eq.4.5 on the other hand yields

dH p; - P dUw,,f
= + 4.7
; m; 121: dr;

The comparison of the Eqs.4.6 and 4.7 then provides the Hamilton’s equations of
motion

CLIN TR 4.8)
op; mi

8H dUconf .

9L _ el o — 49
or, ar, p; 4.9)

which represent 6N first order differential equations to determine the position vectors
r; and momenta p; of the N particles.

A more general and fundamental description of the system dynamics is given
by the Lagrangian mechanics, as it allows for easier transformation it into different
coordinate systems. The so-called Lagrangian £ is a function of the generalized
coordinates q;, their derivatives (;, and time, i.e. £(q;, q;, t). The time integral of the
Lagrangian £(q;, q;, t) from a starting point ¢, to an end-point 7, defines the ‘action’
of the mechanical system. According to Hamilton’s variational principle, the system
will follow a path (trajectory) between 7, and ¢, that minimizes the action. Thus, it
can be shown that the Lagrangian £(q;, q;, t) satisfies the equation

d (0L oL
—l—)-—=0, 4.10
dt (6"11') dq; ( )

which represent the Lagrangian equation of motion (see [25]). For a classical system
that obeys the Newton’s law, the Lagrangian is given by

N

L= Ekin - Uconf = Z %qlz - Uconf (Q,) . (411)

i=1
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This yields
8_[, _ _aUconf _ fi (412)
oq; dq;
oL d (0L
— = m;q; — == ) =mq, =1, 4.13
og, ~ "4 ;‘dr(aq,-) "4 19

which illustrates that Eq.4.10 is satisfied.

The advantage of Lagrangian mechanics is that it allows to include restrictions
(constraints) into the equation of motion. With g; being the constraint force acting
on the particle i, its Lagrangian equation of motion becomes

d (0L oL
i) 4.14
dt (aqi) dq; & ( )

When the Lagrangian of the system is given, the Hamiltonian can be derived from

H=> dap,; — L. (4.15)

wherein p,, ; is the momentum conjugated with the generalized coordinate g;.

4.2 Finite-Difference Methods

In simulation studies with ‘realistic’ molecular models as described in Chap. 6, the
potential energy and with this the force between two particles varies continuously
with their distance. However, as each particle interacts simultaneously with all others
in the system, the motions of all particles are coupled. Thus, the analytical integration
of the 3N second order differential equations of this many-body problem is impossi-
ble. The standard approach for the numerical integration of the Newton’s equations
of motion is then the use of finite-difference methods, in which the integration over
the time ¢ is broken into a series of short time steps dz. At each time step, the forces
f; () experienced by the particles in their current positions r;(z) are computed. It is
then assumed that the f;(z) remain constant during the small time step ¢ so that they
can be combined with known dynamic information (position, velocities etc.) at ¢ (or
preceding timesteps) to predict new positions etc. at the next time step ¢ + d¢. For
this purpose, the finite-difference methods generally make use of truncated Taylor
expansions for the position r(¢) and its derivatives, i.e. the velocity v(z) = 1(¢) as first
derivative, the acceleration a(¢) = ¥(¢) as second derivative, b(#) = T (¢) terming the
third derivative etc.
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r;(t + 01) = r;(¢) + vi(1)0t + %ai(t)étz + ébi(z)aﬁ + 06t (4.16)

vi(t + 61) = vi(r) + a;(1)0t + %bi(t)étz + OGP (4.17)
a;(1 + 1) = a;(¢) + bi(1)dt + O(61%) (4.18)
b;(t + 0t) = b;(t) + O(1). (4.19)

Therein, O(6¢V) defines the order of the truncation error of the Taylor expansion, and
itis measured by the first term that has been omitted. Many different finite-difference
methods are available for MD studies, and there are several aspects that need to be
considered for choosing a suitable one. These are

e Computational expense: The evaluation of the forces is in general the most time-
consuming part of a MD simulation. Thus, the algorithm should not require the
calculation of the forces more than once per timestep.

e Accuracy: The finite-difference methods should reproduce the systems trajectory
as accurately as possible. The accuracy of the algorithm is related to the truncation
error of the Taylor expansion, but also depends on the time step d7 used.

e Stability: The algorithmic stability is related to the time step dz. Thus, a desirable
quantity of a finite-difference method is that it enables the use of preferably long
timesteps.

e Energy conservation: As described before, standard equilibrium MD simulations
are performed in the NVE-ensemble, and the algorithm should satisfy the conser-
vation law for energy. When there is no external force acting on the system, its total
momentum also has to be conserved according to the law of inertia (see Eq.4.3).

Other issues are time reversibility, simplicity, memory requirement etc. The following
sections provide an introduction to the most widely used finite-difference methods
in MD simulations.

4.2.1 Verlet

The Verlet algorithm is based on a Taylor series expansion for the position r(¢) with
O(01*). Tt thereby combines the expansion for forwarding the current position 7(z)
to (¢ + dr) with the expansion for the backward step to (¢ — d7)

ri(t + 61) = ri(r) + v;(1)0t + %ai(t)étz + éb,(t)éﬁ + 061" (4.20)
r;(t — 01) = r;(t) — vi(1)0t + %ai(t)ét2 — ébi(t)5t3 + 06, 421

The addition of the two expansions yields

ri(f + 01) = 2r;(t) — r;(t — 6t) + a;(1)61> + O1%), (4.22)
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t-ot t t +6t t-ot t  t+5t t-ot t t+6t

a v v

Fig. 4.2 Tllustration of the Verlet method (after Allen and Tildesley [1]): accelerations a;(r) are
derived in the current positions r;(7); the current positions r;(#) and accelerations a; (t), as well as
the previous positions r;(r — J¢) are used to determine the new positions r;(f + 1)

which represents a quite simple estimate of the new positions, which is, however,
accurate to order O (67*). The accelerations a;(¢) are obtained from the forces expe-
rienced by the particles in their current positions r;(¢) according to Newton’s second
law. Then the current acceleration a;(¢), the current position r;(¢) and the previous
position r;(t — 6t) are used to estimate the new position r;(¢ + d7), as illustrated in
Fig.4.2.

The use of information from the current and previous time step makes the Verlet
algorithm a two-step method, which also means that it is not a self-starting algorithm,
as it requires an estimated position r;(—d¢) at t = 0. The main shortcoming of the
Verlet method is that it does not include any velocity equation. As the velocities of the
particles are required to determine the kinetic energy of the system (see Eq.2.123),
they can be estimated from [1]

r;(t + 6t) — r;(t — 1)

vi(t) = 51

(4.23)
This, however, means that the kinetic energy of the system Ey;,(¢) can only be calcu-
lated after the positions are forwarded to r;(z + J1), i.e. delayed by dt to the determi-
nation of the configuration energy Ucons (r" (). A numerical problem of the Verlet
method may arise from the fact that the new positions are derived by first calculating
the difference between the two large quantities r;(¢) and r;(t — A¢) and then adding
the smaller quantity a;(f). Thus, modifications of the Verlet method have been pro-
posed to overcome these shortcomings, i.e. the Leap Frog or the Velocity Verlet that
will be introduced in the next sections.

4.2.2 Leap Frog

A simple algorithm with explicit velocity function is provided in the Leap Frog
method [16]. It only employs Taylor expansions accurately to (O(6¢?) for both
the positions and velocities. However, it determines the velocities at a mid-step to
increase the accuracy and stability of the algorithm


http://dx.doi.org/10.1007/978-981-10-3545-6_2

4.2 Finite-Difference Methods 89

t-6t t  t+5t t-ot t t+ot t-ot t  t+5t

a v

Fig. 4.3 Illustration of the Leap Frog algorithm (after [1]): accelerations a;(¢) are derived in the
current positions r; (#); those then yield together with the v; (1 — %&) the new velocities v; (f + %&).

The new velocities v; (t + %&) and the current positions r; (¢) are used to determine the new positions
r;(t + Ot)

ri(f + 61) = ri(t) + v; (r + %&) + O61%) (4.24)
\7, (t + %&) =v; (t - %&) +a;(1)dt + O(1%). (4.25)

The current positions r;(f) are used to calculate the forces acting on the particles to
yield their accelerations a;(f). These accelerations are then used together with the
velocities v; (t - %61) at the previous mid-step to derive estimates for the velocities
v; (t + %&) at the next mid-step. The velocities thereby ‘leap’ over the positions
r;(¢), which gives the algorithm its name. Then the positions r;(z + At) are obtained
from the previous positions r;(#) and the velocities v; (t + %5t), i.e. the positions
now leap over the velocities. This scheme is illustrated in Fig.4.3.

Though the algorithm involves a velocity function, the velocity calculation has an
offset of %& to the determination of the positions, which also means that the kinetic
energy and configurational energy of the system cannot be derived at the same time.
To obtain the velocity at the time step at which the positions are known, v(¢) can be
estimated from

\Z (t + %(st) —v;(t — %A[)

5 (4.26)

vi(t) =

4.2.3 Velocity Verlet

The Velocity Verlet algorithm by Swope et al. [28] is probably the most widely
used finite-difference method today, as it offers simplicity, numerical stability and
an adequate handling of the velocities [1]. The positions are derived from a Taylor
expansion accurate to O(6¢%), whereas the velocity function only involves a Taylor
expansion with O(¢%). Though the velocities are forwarded in two stages that again
involve a mid-step (t + %6!)
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t-ot t  t+ot t-ot t  t+6t t-6t t t+ot  t-ot ot t+6t

Fig. 4.4 Illustration of the Velocity Verlet algorithm (after [1]): current positions r;(¢), velocities
v;(¢) and accelerations a;(¢) are used to estimate the new positions r;(¢ + 07) the v;(r) and a;(z)
values are then also used to forward the velocities to v (t + %&). Accelerations a; (¢t + 0¢) are derived
in the new positions r;(¢ + dz), which then together with the v (t + %(51) give the new velocities
v (t + o1)

ri(t + 0t) = ri(t) + vi(1)0t + %ai(t)étz + 06 (4.27)
\ (t + %&) =v;(t) + %ai(t)ét + O61%) (4.28)
Vi (t+ 1) =v; (r + %&) + %ai(t + 806t + O(61%) (4.29)

First the positions r;(¢ + dt) are estimated from the current positions r;(¢), velocities
v;(t) and accelerations a;(f). The current values v;(¢) and a;(¢) then also yield the
velocities at the mid-step v (t + %(5[) , as illustrated in Fig. 4.4. For the new positions
r;(t + d1), the forces, i.e. accelerations a;(f + J¢) are evaluated, which are then used
together with the velocity at the mid-step v (t + %&) to calculate the velocity v;(z +
dt). Then, both positions and velocities are available at (¢ + d7), so that also the
configurational energy and kinetic energy can be derived at the same timestep.

4.2.4 Gear Predictor-Corrector

The predictor-corrector method by Gear [11, 12] represents a general family of
numerical integration algorithms for ordinary differential equations of various orders.
Applied to the integration of the Newton’s equation of motion, the three basics steps
of the algorithm are given by

1. Predict the positions r;, and its derivatives v;, a;, b; etc. at the time step (¢ + d0t)
from the Taylor expansion given in Eq.4.16

2. Evaluate the forces f; for the predicted positions r! (f + ¢) to derive the acceler-
ations a;(t + dt)

3. Correct the predictions from step 1 according to the deviation Aa between the
predicted accelerations af (t + 0t) from step 1 and the evaluated a;(¢ + dt) from
step 2

‘When we rewrite the terms of the Taylor expansion by ro; = r;, r1; = V;(£)dt, 12, =
lay(t)or* and rs; = ébi(t)éﬁ, Eq.4.16 can be expressed in matrix form by [1]
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r(+on \" /1111 r()
r(t+on | (0123 (1)
i+ | 10013 |0 |- (4.30)
r3,;(t + 01) 0001 r3.:(1)

The inclusion of the third derivative r3; defines the algorithm as 4th-order predic-
tor. Then the forces acting on the particles in the predicted positions rﬁﬁﬂt + 1)
are calculated to derive their accelerations r; ;(f + &t). The deviations between the
calculated and predicted accelerations yield an estimate of the error of the predictor
step

Aa; =1t + 01) — 15 (1 + 61), “4.3D)

which is then used to derive corrected positions, velocities etc. according to

c

r;(t + 1) r(t+00) \7” Co

r(t+00) | | ri+00) C ‘

i+ | T | mia+on | T o | A% (4.32)
r3,i(t + 6t) 1'3,1'(1 + 51) Cs

Gear suggested best values for the corrector coefficients C; that result in optimal
accuracy and numerical stability of the numerical integration. In general, the optimal
coefficients depend on the order of the differential equation and the order of the
Taylor expansion, i.e. of the predictor. For the second order differential equations
of the Newton’s dynamics and the 4th-order predictor scheme discussed above, the
optimal values are Cy = %, C = %, C=1,C = % [1, 14].

Theoretically, the predictor-corrector scheme should be iterated for each time step
until the deviation Aa goes below a predefined value. However, this would require
the recalculation of the forces each time the prediction of the positions is refined.
Due to the computational expense of the force evaluation, there is usually only one
corrector step applied per timestep [1].

4.3 Thermostats—Simulations in NVT-Ensemble

As described in the introduction of this chapter, solving the Newton’s equation of
motion results in simulations in the NVE-ensemble. However, this does not corre-
spond to the conditions at which experimental studies are generally conducted. To
derive thermophysical properties from MD simulations that can be compared with
experimental data, it is therefore necessary to perform simulations at constant tem-
perature and/or constant pressure, i.e. experimentally relevant conditions. In this
section, approaches to perform simulations at constant temperature, so-called ‘ther-
mostats’, are discussed. An overview and discussion on different thermostats in MD
simulations is, for instance, given by Hiinenberger [15], whereas Basconi and Shirt
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[4] provide additional studies on the damping effect of different thermostats on the
systems dynamics and their impact on the determination of transport properties.

In Sect. 2.4 we have introduced the Maxwell-Boltzmann relation, which provides
the probability distribution of the velocities of particles within a system as a function
of the temperature. Equation2.123 directly relates the kinetic energy of a system to
its temperature. Solving the equation for the instantaneous temperature 7 gives

N m 2
i1 2 Vi)

T@) =
0] Nk

(4.33)

wherein N, represents the degrees of freedom of the system. This comprises the
translational motion of the N particles in the three directions. Thus, for a system
with zero total momentum, i.e. p,,,,; = 0, this results in Ny = 3N — 3. Thus, the
obvious way to control the temperature is to scale the velocities by a factor A in such
a way that the resulting kinetic energy of the system corresponds to the imposed
temperature 7, i.e.

S AOVi(0)?

T = (4.34)
Nrkp
Hence, the required scaling factor is given by
T

At =, | — (4.35)

T

Although the velocity scaling is the simplest way to adjust the system’s temperature,
it does not generate a canonical distribution. Thus, it should at the most be used in
the equilibrium stage of a simulation.

The Berendsen thermostat [5] does not involve a ‘full’ velocity scaling at each
time step, but employs a time scale 77, so that the scaling factor A for updating the

velocity is given by
ot (T
N=1+—(=——1). 4.36
T (T(r) ) (430

However, the Berendsen thermostat also does not generate a canonical distribution
of configurations [15].

In order to realize MD simulations in a real NVT-ensemble, one has to recall how
the canonical ensemble was introduced in Sect. 2.1.2: as a large number of microstates
that are all placed in a large isothermal heat bath at the imposed temperature 7. Thus,
more sophisticated approaches to control the temperature involve interactions of the
system’s particles with a heat bath: either in a stochastic way such as in the Andersen
thermostat, or in a deterministic and dynamic approach as in the case of the Nosé-
Hoover or the Gauss thermostat that will be discussed in the following sections.
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4.3.1 Andersen Thermostat

In the Andersen thermostat [2], the coupling of the system with a heat reservoir is
realized by stochastic collisions of its particles with imaginary heat bath particles.
In practice, this means that at certain intervals a particle is selected randomly, and
it is assigned a new velocity according to the Maxwell-Boltzmann distribution of
velocities (see Sect.2.4) for the imposed temperature. As a result of the collision
with the heat bath particle, the system is advanced from one energy level to the next,
at which it proceeds with its Hamiltonian motion [1] in the NVE ensemble until the
next collision occurs. The strength of the coupling to the heat reservoir is therefore
determined by the collision rate.

The stochastic energy changes allow the system to visit all accessible energy
levels according to their Boltzmann weight [10], so that the Andersen thermostat
generates effectively a canonical probability distribution. Though it should be noted
that the system dynamics induced by the Andersen thermostat is unphysical [10].
This method should therefore not be used in MD studies aimed to determine transport
coefficients, time correlation functions, etc.(see Sect.7.2).

4.3.2 Extended Ensemble—Noseé-Hoover Thermostat

Nosé [22] proposed a deterministic approach to generate a canonical distribution by
introducing an extra degree of freedom s, which represents a thermal heat reservoir
in contact with the system. This variable s has a conjugated momentum pg and an
effective mass Q7. The Lagrangian of the N-particle system from Eq.4.11 is then
extended by a potential energy term Uy and a kinetic energy term Ey;, s associated
with the dynamic variable s

£ = Ekin + Ekin,s - Uconf (rN) - Us~ (437)

Therefore, this approach represents an example of an ‘extended ensemble’ method
of thermostatting, as the heat bath becomes an integral part of the system. The
parameter s scales the momentum of the particles to adjust the temperature of the
system to the required value 7. The scaling of the momentum can be interpreted as
rescaling of the timestep d¢. The scaled momentum p; = p}/s is referred to as real
momentum, whereas p* is interpreted as virtual momentum [10]. The real variables
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r;, p;, 0t are related to the virtual variables r}, p¥, 6% of the extended Lagrangian
formulation by [10]

r,=r; (4.38)

p =2 (4.39)
s
or*

5t = — (4.40)
s

The Hamiltonian of the extended ensemble in virtual variables is given by

N *2 *2

D Uiy () + £

H* — S
1 2m;s? 207

i=

+ ksTNs In's. 4.41)

From the Hamiltonian, the equations of motion of the virtual variables can be derived
according to Eqgs.4.8 and 4.9

drs  OH*  pt

—L - 4.42
dre 0pf  m;s? (442)
dp* OH* OU,onr (TN
doj _ _OH" __ OUeoy () (4.43)
dr* or? or?
ds OH* p*
ds _OH" _ps (4.44)
dr* 817: 0
dp: _ p;’ kaBT

4.45
2= Z (4.45)

=1

With s being a dynamic variable, the timestep ¢ in real time fluctuates according
to Eq.4.40. This is inconvenient and results in difficulties when calculating dynamic
and transport properties, such as autocorrelation function or diffusion coefficients
(see Sect. 7.2). Hoover [17] further developed the method by Nosé by simplifying the
transformation from virtual variables back to real variables. Therefore, he introduced
a friction parameter (, defined by

lds ds  pg

—_— = — = . 4.46
s dt dr* Or ( )

(=

With this, the equations of motion of the real variables r; and p; in real time are
given by
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*

dr; drt drt dr * : .
dri _dxp drtode_ pp o P _ P 447)
dt dre dr drf  m;s? mis  m;
dp; d(p; ar* 1 dp? " d
dp; _ dp;i/s) di" _Tldp; p;ds| (4.48)
dt dr* dt sdrt  s?dr
8anf (I'*N) ds
= _p= 4.49
art Pig (449)
8(]con rN
= —% — (p (4.50)
r;
The friction parameter ¢ evolves in time according to
d¢  Udpt  Udptdr s [« p? NksT 451)
dt ~ Qr dt  Qrdrt dt  Or — 2m;s? s '
N
1 p?
= — L — NykgT | . 4.52
o -] s

The first term in the bracket is related to the instantaneous kinetic temperature of the
system 7

N 2
S P Nk, (4.53)
i1 ‘
so that the time evolution of the friction parameter is described by the difference
between the actual kinetic temperature of the system 7 (¢) and the imposed temper-
ature 7'
d Nrk
a _ LB T @) — T). (4.54)
dt Or

In Hoover’s formulation, Ny = 3N according to the translational degrees of freedom
of the N particles of the system. The coupling of the system to the heat bath is
determined by the effective mass Qr, which is therefore an adjustable parameter in
the simulation. A large value of Qr thereby corresponds to a slow energy exchange
between the system and the heat reservoir.

The Nose-Hoover thermostat can be implemented in standard Finite-Difference
methods with explicit velocity functions. Thereby, the function to evolve the friction
parameter ( is formulated according to the velocity function of the algorithm. The
implementation of the Nosé-Hoover thermostat into the Velocity-Verlet or Leap-Frog
algorithm is, for instance, described in the manual of the DL_POLY_2 (classical)
MD simulation package [27].



96 4 Molecular Dynamics Simulations

4.3.3 Constraint Methods—Gauss Thermostat

The Gauss thermostat [7, 19] is also referred to as Gauss Constraint [27] as it repre-
sents a constraint method, meaning that the system is forced to satisfy an imposed
constraint by solving the equation of motion. In this case, a constraint friction force
is introduced into the Newton’s equation of motion to generate constant kinetic tem-
perature dynamics [1]. The resulting equation of motion is given by

m; - a;(t) =£;() —Cm;-vi(1). (4.55)

Newtonian friction force

In terms of the momentum, Eq.4.55 is expressed as
pi (1) =1£;(t) — C(p (). (4.56)

The unknown constraint force is introduced by a Lagrange multiplier ¢ that can be
interpreted as friction coefficient. It is determined to constrain the system’s temper-
ature to a constant value, i.e. to results in 7 = 0. From Eq.4.33 then follows

N
T=0 — Zm,-v,-ai = 0. (4.57)

i=1

When inserting the equation of motion from Eq.4.55 into Eq.4.57, a conditional
equation for the friction coefficient can be deduced.

SV - vilt)

RS eTe

(4.58)

According to the Gauss principle of least constraint, the constraint force is determined
to perturb the Newtonian trajectory as little as possible.

Again the Gauss thermostat can be implemented in all standard Finite-Difference
methods with explicit velocity functions, Brown and Clarke [6] for instance proposed
its implementation in the Leap Frog algorithm. The Gauss thermostat is often used
with the Gear Predictor-Corrector method introduced in Sect. 4.2.4. Then, the veloc-
ities of the predictor step and the forces determined for the predicted positions are
used to determine the friction parameter (. The friction parameter is then employed
to correct the estimate of the error of the predictor step Aaj, i.e. in Eq.4.31 the first
term is replaced by Eq.4.55 to yield

o _ B+ —¢pl@)

l ml

Aa a’ (1 + 61). (4.59)
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4.4 Barostats—Simulations in NpT-Ensemble

Experimental studies are often performed under condition of constant pressure, for
instance at atmospheric pressure. Thus, MD studies at conditions relevant for exper-
iments require simulations not only to be performed at an imposed temperature, but
often also at constant pressure. A macroscopic system reacts on an imposed pressure p
by changing its volume. Accordingly, pressure control in simulation studies involves
volume fluctuations of the simulation box. Therefore, the simplest approach to con-
trol the pressure is to scale the simulation volume. The counterpart to the Berendsen
thermostat (see Sect.4.3) is the Berendsen barostat, which employs a scaling factor
x for the volume given by

)
X =1- Hr—t »— ), (4.60)
P

7p is the time scale of the volume scaling, g is the instantaneous pressure of the
system, and k7 is the isothermal compressibility. The volume of the simulation box
is then scaled by y, whereas the center-of-mass coordinates of the particles and the
cell factors are scaled by x'/3.

For a dynamic coupling of the system to a barostat, analogous methods were
developed as for the thermostatting, i.e. extended ensemble and Gauss constraint
methods. The following section first provides an introduction to the general idea
of both barostats before combining the barostat with the thermostat to allow for
simulations in the NpT-ensemble.

4.4.1 Extended Ensemble Barostat

The extended ensemble barostat approach is attributed to Andersen [2], who intro-
duced an equation of motion for the volume V to allow for a dynamic volume
exchange of the system with the surrounding. The coupling of the system to the
external volume is realized by a piston that acts on the system to effect an isotropic
(uniform) expansion or compression. The Lagrangian of the system is extended by a
potential energy term Uy and a kinetic energy term Ey;,, v associated with this piston

Uy =pV, Euny = %W. (4.61)

Therein Q, is the mass of the piston. The coordinates r; are replaced by scaled
coordinates s;

(4.62)
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With this, the kinetic energy of the system can be expressed in terms of the scaled
coordinates [1] by

N p2 1 N 1 N
- I N2 _y2/3 &2
Eyin = 2m; ) Zmzvi =5 Vv ;mlsi (4.63)

i=1 i=1

The Lagrangian of the extended system is then given by [2]
2/3 1/3N 1 52
L(si,8:,V, V) V st Uecons (V'3s )+§QPV —pV. (4.64)

From the Lagrangian, the momenta conjugated with the scaled coordinates and the
volume, p, ; and py, can be derived

oL

Poi = 5 =miV (4.65)
oL
Py =7 = =QpV. (4.66)

Thus, the Lagrangian can also be expressed as

1
—pl —pV. (4.67)

pSl
E(s,,ps,, v, pv V2/3 Z - conf V1/3sN) + 20,

According to Eq.4.15, the Hamiltonian can be derived from the Lagrangian by

H=> §p,+Vpy—L (4.68)
i=1

Pu 1/3 N I 5
V2/3 Z Ueory (V'7s") + AL (4.69)

The conserved quantity, which is represented by the Hamiltonian, is the enthalpy H
of the system. From the Hamiltonian, now the equations of motion can be obtained

_ 85,‘ _ oOH _ Py
Si= 5 = op,,  miV3
6ps,i _ 67’( Ucons _ Ucons or;
or — 0s;  O0s;  Or; Os;

(4.70)

=fv'3 4.71)

ps,i =
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. oV 0
LA

-2 " _ 4.72
ot 8pv Qp ( )
. 817 14 OH 11 al p% i 0 Uconf
== = — —- — — 4.
Pv= "5 oV~ 3 V33 ; m; OV (4.73)

When the momentum p,; conjugated with the scaled coordinated s; in Eq.4.73 is
replaced by the momentum p;, it can be seen that the first two terms in Eq. 4.73 rep-
resent the ideal gas (kinetic) and residual contribution to the instantaneous pressure
g of the system (see Eqs. 7.9 and 7.4, and Sect. 7.1 for more details on the derivation
of the virial expression of the pressure). Thus,

dpv
By = — = g — p. 4.74
bv=—"2 =8P (4.74)
In most textbooks, the equations of motion of the Andersen barostat are expressed
in terms of the second derivatives of the scaled coordinate and the volume, §; and V,
which can be readily obtained from the Eqs. 4.70 and 4.72

N 2 pi oo 2.V 475

ST VB 3mvB T omvins 3%y 4.75)

. 18 -

v Pv_&—p (4.76)
Q, ot Oy

It was shown that the Andersen barostat correctly samples the isobaric-isenthalpic
NpH-ensemble [1]. Nosé [21] combined the Andersen barostat with his approach of
thermostatting (see Sect. 4.3.2) to enable simulations in the NpT-ensemble. Thus, the
real variables of the system are derived from the virtual parameters by both scaling
of the coordinates by V!/3 and scaling of the timestep 6z by the parameter s, which
represents the thermal heat bath.

Hoover [18] proposed an alternative approach to decribe the uniform dilation of
the system with time by using the strain rate €

F 4.77)

as dynamic variable instead of the volume. The equation of motion of the strain rate
is given by [18]

.. 1
€= kaTgV(t)(so —p) (4.78)

wherein 7, is the relaxation time of the pressure fluctuation with sz = O, /NrkgT.

In the modification of the Hoover barostat by Melchionna et al. [20], which is for
instance implemented in the DL_POLY _2 MD simulation package [27], a friction or
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scaling factor y is used as dynamic variable instead of the strain rate. When coupled
with the Nosé-Hoover thermostat discussed in Sect.4.3.2, the equations of motions
are given by [27]

dri(1)

0 = Vi x (0 — Reow) (4.79)
DO _ L e+ xorvio (4.80)
dt m;
2 - Ngf (T —T1+ é (@1 (0)? — ksT) (4.81)
% - Qipvu)[so () — pl = (1) (4582)
d‘;t(t) = 3OV @), (483)

Therein Re,y is the center of mass of the system. The conserved quantity is the
Gibbs free energy of the system G.

Parinello and Rahmen [23] extended the approach by Andersen to enable control
of both pressure and stress. With this, the simulation box is allowed to also change
its shape, which might be helpful in simulation studies of solids [1]. The shape of the
simulation cell is described by three cell vectors hy, h,, h3 that define the cell matrix
H. The potential energy term Uy and the kinetic energy term Ey;, y associated with
the change of the box size or shape are given by [1]

O )
Uy =pV =pi-hyxhs), Ey=="> > H, (4.84)

« I3

The equations of motion for the scaled variable s; and the cell matrix H then become

ms; = H't, — m;G~'Gs; (4.85)
QH=@—1p) vy H") (4.86)
with G =H'H. (4.87)

4.4.2 Gauss Barostat

In a similar way as in the Gauss thermostat, a constraint friction force can be intro-
duced into the equation of motion to generate constant instantaneous pressure .
The barostatting method proposed by Evans and Morris [8] is based on the Doll’s
tensor Hamiltonian
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N 2 N
P;
- ; o + Ueons (PV) + erip[. (4.88)

Therein the last term is the potential energy of the piston that acts on the system to
impose the pressure. The constraint represented by the piston is introduced using a
Lagrange multiplier y, so that applying the Gauss principle of least constraint, the
deviation between the Newtonian and the constraint trajectory is minimized. The
Lagrange multiplier y can thereby be interpreted as dilation rate. The equations
of motion for the coordinates and momenta can then readily be obtained from the
Hamiltonian

or; OH p;
r, = T 6_P, ;l + x(@r; (4.89)
) op;, OH _
Pi= "= “or, = x(®)p;. (4.90)

These need to be supplemented by an equation of motion for the volume, which is
again given by

40!
T dr

= 3v(V (). 4.91)

The multiplier  is determined to constrain the pressure to the imposed value p, i.e.
to results in ¢ = 0. To derive the condition equation for the parameter y, we assume
for convenience that all particles have the same mass m. The instantaneous pressure
of the system is determined by the virial equation (see Sect.7.1)

P,
3pV = Z + ZZrU - (4.92)
i=1 j>i
Thus, the time derivative is given by

2p.p N N
3OV 4 3pV = Z ’+ZZrl, + D . (4.93)

i=1 j>i i=1 j>i

Inserting the equations of motion from Eqgs. 4.89 to 4.91 yields

2
3V +3p(BxV) = ZM ZZ(p’ +x(r)rl,) i

i=1 i=1 j>i

N N
+°> . (4.94)

i=1 j>i
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The time derivative of the force f;; can be obtained from

. ({‘)2 anf P — P 82 Uconf
fo= o 2= )= _ J . 4,
v Fi ( ﬁrizj ) ( m +xOr l]) 8r?j (4.95)

‘We then introduce the abbreviations

aUmnf 82 Uconf
/ = — = —fl“’ ” = — o= . — ., 496
ory i P o P; =P — P (4.96)

With this, the time derivative of the instantaneous pressure can be expressed as

o= oy + 320 22"’ >3 TS

i=1 i=1 j>i i=1 j>i

N N r;ip; N N

i=1 j>i i=1 j>i

Solving this equation for y yields the conditional equation for the dilation rate

N
p I'l/plj /
RN (2 +)
= - =L . (4.98)

z% er,]( ) L opv

i=1 j>i

For simulations in the NpT-ensemble, both constraint forces—to generate constant
kinetic temperature dynamics and a constant instantaneous pressure—are introduced
into the Newton’s equation of motion simultaneously. This yields

i=2 o (4.99)
m;
p;, =fi — (@) + x(®)p; (4.100)

As before, the friction parameter ¢ as Lagrange multiplier of the constraint ther-
mostatting force is determined to ensure 7 = 0. This now results in a slightly mod-
ified conditional equation compared to the pure thermostat application in Eq.4.58

4.101
S mivi() 100

C:
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The multiplier x of the barostat is derived to yield g = 0. According to the deriva-
tions from Eqs.4.94—4.96, the time derivative of the instantaneous pressure can be
expressed as

39V +3p By V) = Z p‘p' Z Z (p” + x(z)r,,)

i=1 j>i

—ZZrW ( +Xr,J) (4.102)

i=1 j>i

However, in this case, the first term on the right side is canceled to comply with the
constraint of constant kinetic temperature. This yields a simplified equation for the
parameter x

rp; (¢
_zz U ](r +SD/)
ij

i=lj>i M

_ , (4.103)
ZZrU (r /’)+9pV
i

i=1j>i

4.5 Simulation of Molecules

In Sects.4.1 and 4.2 we have discussed the fundamental equations of motion and
finite-difference methods for their numerical integration for the simplified case of
spherical particles that only perform translational motions. When we now consider
molecules composed of several atoms, we also have to take into account that mole-
cules rotate, that we will observe torsions within the molecule, or in general, changes
in the molecular structure due to inter- and intramolecular interactions. The forces
acting on the single atoms of the molecules then not only arise from intermolecular
interactions but also from bonding forces within the molecules. Chapter 6 provides
an overview on analytical potential energy functions to account for bond stretching,
angle bending and internal rotations (torsions) around dihedral angles. Analytical
expressions to derive the forces acting on the atoms from different intramolecular
interactions can be found, for instance, in the manual of the DL_POLY _2 MD simu-
lation package [27]. Thus, when we consider molecules as fully flexible, we treat their
atoms as free bodies that experience different forces from inter- and intramolecular
interactions as shown in Fig.4.5. The problem is then again reduced to formulate the
equations of motion for the translational motion of the atoms. Solving the equations
of motion for the different atoms will generate the system’s trajectory that allows
for following how the position of the molecules (center of mass) and the molecular
structure evolve in time. The time step used in the integration of the equation of
motion should be shorter by a factor of 10 than the period of the highest frequency
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® g

Fig. 4.5 Cutting molecules into atoms moving as free bodies under the influence of intermolecular
forces (red) and intramolecular force (green) due to bonding interactions, i.e. bond stretching, angle
bending and torsion

motion [10]. Intramolecular motions, especially bond stretching, are high frequent
vibrations, and the highest frequency is observed in vibrations of bonds to hydrogen
atoms: the wavenumber of O — H stretching is approximately 3600 cm™!, that of
C — H is ca. 3000 cm~! [29], which yields periods of (9.3-11)fs. This then sets an
upper limit to the time step to round about 1 fs. Thus, especially bonds to hydrogen
atoms are often treated as rigid to allow for longer time steps in the integration. The
following section will provide an introduction to constraint dynamics that are used
to ‘freeze’ intramolecular degrees of freedom. However, small molecules such as
N,, CO», etc. are often treated as single rigid units, and their motion is divided into
a translational motion of the molecular center of mass (CoM) and a rotation about
the CoM. Thus, Sect.4.5.2 deals with the formulation and solution of the rotational
equation of motion of rigid bodies.

4.5.1 Constraint Dynamics

In Sect.4.3.3 we have already introduced the concept of constraint dynamics that
force the system to satisfy an imposed constraint by solving the equation of motion.
In this case, the equations of motion of the atoms are solved under the constraint of
maintaining constant bond lengths, bond angles etc. As an example, we consider the
bond between two atoms i and j that should be fixed to the equilibrium bond length
ro. Thus, the system is subject to the constraint

o (ri, 1) = (5 — (1)) — 2 = 0. (4.104)

Thus, a constraint force along the bond vector r;;(t) = r;j(¢) — r;(¢) is introduced into
the equations of motion of the two atoms by means of a Lagrange multiplier A
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ma; = f; + )\I‘,‘j (4.105)
m;a; = f] — )\rij- (4106)

When the Verlet algorithm (see Sect. 4.2) is employed, the positions of the two atoms
are forwarded by

r;(t + 01) = 2r;(t) — r;(t — 61) + (f'(—t) + %r,j(t)) e (4.107)

i i

ff(_f) _ %r@xr)) 5. (4.108)

t J

rj(t 4 0t) = 2r;(t) — r;(t — 01) + (

The first three terms on the right side represent the equation for the positions without
accounting for the constraint force, and we denote the predicted position without
constraint force r*(¢ 4 0t). Equation4.107 can then be expressed as

ri(t + 0t) = ri(t + 6t) + %rly(t)&z (4.109)
r;(t + 01) =1} (t + 61) — &rg(z)(sﬁ. (4.110)
.

7

Constraining the distance between the two atoms to the equilibrium bond length r
then yields

It + 60 — 1t + 60| = 13 (4.111)
2
= I+ o —xj+ a0 - xomo (o + ) o
! ' mj - m

This represents a quadratic equation for the Lagrange multiplier that needs to be
solved in order to obtain the value for A. This value is then used to correct the positions
r;,;(t + 61) to the r;;(t + d7) that yield the correct bond length. This approach is
accordingly applied to every constrained bond length in the system. Bond angles can
be fixed by constraining the distances between all pairs of the three atoms involved.
When more than one bond to an atom i is frozen, several constraints have to be
satisfied simultaneously. When, for example, the C—H bonds in a methane molecule
are treated as rigid, four constraints have to be implemented in the equation of motion
of the carbon atom. The constraint force g; acting on the atom i due to / constraints
o is expressed as [26]

1
g =-> M)Vior. (4.112)
k=1

The calculation of all A; multipliers then requires solving a system of / coupled
quadratic constraint equations, which becomes computationally expensive.



106 4 Molecular Dynamics Simulations

Ryckaert et al. [26] have proposed an iterative scheme to satisfy the constraints
in succession, wherein one A is computed while all other multipliers are fixed. As
atoms are often involved in more that one constraint, the different \; are coupled
so that their successive calculation has to be repeated until convergence. Ryckaert
et al. used their procedure with the Verlet integration, which is known as SKAKE
algorithm. The RATTLE algorithm by Andersen [3] is the formulation of the iterative
solution for the Lagrange multiplier with the Velocity Verlet integrator.

4.5.2 Equation of Motion of Rigid Bodies

As stated before in the introduction of Sect. 4.5, the motion of a rigid body in space
can be decomposed into a translational motion of its center of mass (CoM) and a
rotation about the CoM. The translational dynamics is governed by the total force
acting on the molecule, and can be described by the Newton’s equation of motion
as discussed before in Sect.4.1. Thus, this section focuses on the formulation of the
rotational equation of motion, which is determined by the total torque applied to the
molecule. When a molecule i is divided into its atoms a (or more general, interaction
sites), and each experiences a total force f; ,, the resulting torque M; of the molecule
is given by,

M; =" (ria — Ticom) X fia = D _dig x i, (4.113)

with d; , being the distance vector between the atom a and the molecule’s center of
mass. It is more convenient to express the rotation of the molecule not by space-fixed
(index s), but by body-fixed coordinates (index b). Thereby, the origin of the body-
fixed system is located in the center of mass of the molecule, and the principal axes
are orientated in such a way that the inertia tensor I becomes diagonal

L=[01,0], 4.114)

with I, I,, and I, being the three principal moments of inertia of the molecule. The
orientation of the molecule in space is specified by the relation of the body-fixed to
the space-fixed coordinate system, which can be defined by the Euler angles ®, ®
and W as depicted in Fig.4.6.

The rotation about the original z-axis is described by the Euler angle ®, and the
corresponding elementary rotation matrix A¢ is given by

cos® —sind 0
Ap = sin® cos® 0 ]. 4.115)
0 0 1
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Fig. 4.6 Illustration of Euler angles to present the orientation and rotation on an object in three-
dimensional space (after [1, 13])

The Euler angle ® then describes the rotation about the ‘new’ x-axis, with

1 0 0
Apg = 0cos® —sin® |, 4.116)
0sin® cos®

and the Euler angle W finally the rotation about the then newly orientated z-axis

cosWV —sinW 0
Ay = | sin¥V cosW¥ O |. 4.117)
0 0 1

Thus, a rotation in space can be expressed by executing these three elementary
rotations in series. The multiplication of the three elementary rotation matrices yields

cosdcosW —sindcos®sin¥W  —cos dsin W — sin d cos O cos ¥ sin ® sin ©®
sin®cosW +cos®PcosOsin¥  —sindsinW +cosPcos®cosW  —cos dsin ®@
sin ® sin W sin ® cos W cos ®

=A"1=AT
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This is the inverse matrix or transpose of the rotation matrix A that relates the
body-fixed to the space-fixed vectors. Thus, the transition of the coordinates, the
angular velocity w and the torque between the body-fixed and the space-fixed axis
system is given by

=Ar1,->r,=A"1=AT.v (4.118)
wf’:A~wf—>wf=A_1~wf’=AT-w? 4.119)
M/ =AM, >M=A"M=A"-M (4.120)

with the rotation matrix
A=

cos @ cos W — sin ® cos O sin W sin @ cos W + cos @ cos O sin ¥ sin W sin ®

—cosPsin¥ —sin®Pcos®@cos¥  —sindsin¥ +cosPcos®cosW  cosWsin® |.
|: sin ® sin © —sin © cos ¢ cos ® j|
whereas the forces on the single atoms and the resulting torque on the molecule (see
Eq.4.113) are easily determined in the space-fixed coordinate system, the rotational
equation of motion is more easily expressed in the body-fixed principle axis system
due to its diagonal inertia tensor I [1]. The rotational equation of motion in the
body-fixed frame is given by

i+ whxj=M, (4.121)

with the angular momentum j

. b b . b . b
Jx Lty 5 [ Ly
jb = jy = Iyywy —> j = J) = Iyywy . (4 122)
Jz I w, Jz I w,

This yields the first order differential equations for the components of the angular
velocity w in the body-fixed axis system [1]

M? -
b __ X yy 2z b, b
W= T + (1—) wiw! (4.123)
Mt -1
o= 4 (—~Z “) whw? (4.124)
’ Iyy va
MP I, —1
Wb = 2 4 (2 ) Wbl (4.125)
IZZ IZZ Y

Additionally, equations of motion of the molecular orientation itself, i.e. the Euler
angles are required. In the body-fixed frame, the angular velocity is related to the
Euler rotational velocity by
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Wy b sin®sin¥  cos¥ 0 &
wy = | sin®cos¥ —sinV 0| -|O]. (4.126)
wy, cos® 0 1 N7

Inversion of the matrix then yields the first order differential equations for the Euler
angles

sin¥ ;. cos¥

= — Wy - wy 4.127)
sin ® sin®
© =cosWw! —sinWuw) (4.128)
. sinWcos® , cosWcos® b
¥ =— - w, — - w, +w.. (4.129)
sin ® ] sin ® Y :

This means that the rotational dynamics have to be evaluated step-by-step:

1. At timestep ¢, the Euler angles are known, and the rotation matrix A and its
inverse matrix A~! are given;

2. From the known positions of the atoms in the space-fixed frame, the force f; ,
acting on all atoms can be determined;

3. Equation4.113 then yields the torque acting on the molecule in the space-fixed
axis system;

4. The torque is transformed into the body-fixed frame by Eq.4.120 and enters the
equations of motion of the angular velocities in Eq.4.123;

5. The equations of motion of the angular velocities are solved using suitable Finite-
Difference methods (Gear Predictor-Corrector, see Sect. 4.2.4) to yield the angu-
lar velocities at the next time step ¢ + dt;

6. With the then known angular velocities in the body-fixed frame, the differential
equations for the Euler angles (Eq.4.127) are solved to give the Euler angles at
t + 61, from which the new rotation matrices A and A~" are determined.

4.5.2.1 Quaternions

The formulation of the rotational equations of motion in terms of Euler angles
becomes problematic when the Euler angle ® approaches O or 7. Then the sin ®
term approaches 0, and divergence occurs in the differential equations for the Euler
angles (Eq.4.127), and the matrix in Eq.4.126 becomes singular. A more convenient
and stable notation for presenting the orientation and rotation of the rigid molecules
is provided by the mathematical concept of quaternions that extend the complex
numbers. For describing and calculating three-dimensional rotations, a set of four
quaternions is used

0= (q1,92, 93> 94) (4.130)

that satisfies the constraint [1]
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G+E+E+q=1. (4.131)

The quaternions can thereby be expressed in different ways. Following the definition
of the quaternions by Rapaport [25]

e (§)n(5)

om(Z) (")

613=cos( )(q’”’)
|

D4+ v
g4 = COS ( sin ( ) , (4.132)

the sin and cos terms of the Euler angles in the rotational matrix can be expressed in
terms of quaternions by [25]

sin® = /2(3 + ¢ (1 — ¢ — g)

cos® =1—2(¢ +q3)

sin ® = 2(q193 + q2q4)/ sin ©

cos ® = 2(q19s — g2q3)/ sin ©

sin W = 2(q193 — q2q4)/ sin ©

cos W = 2(q1q4 + g2q3)/ sin ©. (4.133)

This then yields the rotational matrix A in quaternion notation

C+aE-r anpt+aa 919 — o
A=2|qp— @398 B+aG—35 D+ Q44 | - (4.134)
49193 + 4294 9293 — 4194 q§+q3— 3

The angular velocity in the body-fixed frame is expressed in terms of quaternion
velocities by [25]

b

Wy q1 94 93 —q2 —q1
Wy —OW {12 W= —q3 44 41 —q2 ) (4.135)
Wz q3 9@ —q1 94 —q3
0 qa q1 92 q3 g4

Rapaport [25] also derived equations of motion for the quaternions
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7 X ;

ol - oy . (4.136)
q3 2 w,

a 241+ 4+ a3+ 4

Therein, the derivatives of the components of angular velocity can be replaced by
Eq.4.123. The components of w, which then appear in Eq. 4.136, are in turn replaced
by Eq.4.135. By doing so, a set of second-order differential equations of motion for
the quaternions is derived that do not involve the angular velocity w. This has the
advantage that both the rotational and the translation equations of motion can be
solved using the same Finite-Difference method (see Sect.4.2) [24].

4.5.2.2 Linear Molecules

Linear molecules allow for a simplified representation of the rotational equations of
motion as the moment of inertia for the axis of symmetry vanishes. Furthermore, the
orientation of the molecule in space can be solely specified by the vector along the
molecular axis. When €] is the unit vector along the molecular axis in the space-fixed
coordinate system, Eq.4.113 for calculating the torque can be rewritten as [9]

Mi = ej X Zdi’a . fi,a = ef X fl-r(”, (4'137)
a

wherein /" is the resulting ‘turning’ force from intermolecular interactions. Only the
component of £ perpendicular to the molecular axis has to be taken into account
as the parallel components have no effect on the rotation. The parallel components
of f/" are subtracted out by [9]

’L ¢ 9
e (fi"” . ej) . (4.138)
When the linear molecule can be regarded as symmetric rotor, the remaining two

principle moments of inertia become equal, denoted as /. The rotational equations
of motion are then given by [9]

Ji = 1w; (4.139)
dwéf M,‘
—r= (4.140)
% =w x e =u. (4.141)

It is often more convenient to express the rotation dynamics in terms of the velocity
u; of the unit axis vector instead of the angular velocity w?}. The equation of motion
of uj can be derived from [9]
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S dwi ) - de}
%:%xe;w;x% (4.142)
fr()t,L
= lI —u’el. (4.143)

The second term in Eq. 4.143 can be regarded as a centripetal acceleration to constrain
the length of € to unity [9]. Thus, u* is often replaced by a Lagrange multiplier A
that is determined to normalize €;.
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Chapter 5
Running Molecular Simulations

The preceding chapters have provided an introduction into the theoretical background
of molecular simulations given by the statistical thermodynamics, and into the gen-
eral principles of the Monte Carlo and molecular dynamics simulation techniques.
This chapter now will discuss strategies for performing molecular simulations, i.e.
setting up the simulation, treatment of boundaries, techniques to speed up the simu-
lation, handling of long-range electrostatic interactions etc. A more comprehensive
discussion of these practical aspects of molecular simulation studies is, for instance,
given by the standard textbooks by Allen and Tildesley [1], or Frenkel and Smit [10].

5.1 Setting-Up of the Simulation

Setting up a Monte Carlo or molecular dynamics simulation first of all requires
selecting reasonable initial positions of the molecules within the simulation box.
When performing MD simulations, we additionally have to assign initial velocities
to the molecules. Thus, the following sections provide an introduction to initialization
strategies for both the configuration and the velocity distribution.

5.1.1 Initial Configuration

For an ergodic system, simulation results for the thermophysical properties at equilib-
rium should be insensitive to the initial conditions [10]. Thus, an initial configuration
only has to be reasonable—meaning that it should not contain non-physical overlaps
between molecules that result in high-energy interactions, and that it should allow
the system to relax to the equilibrium structure of the state point aimed to simu-
late. Thus, when simulating solids, the initial configuration is prepared according
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to the experimentally determined crystal structure of the component, for instance
using information on the structure from X-ray experiments. For liquids or gases, the
molecules could be placed at random positions within the simulation box, though in
doing so energy ‘hot spots’ [16] have to be avoided: if molecules are positioned too
close to each other, large short range repulsive interactions arise that may cause a
disruption of the simulation. Thus, an algorithm to randomly position molecules in
the box needs to be combined with an optimization algorithm that ensures that the
minimum distance between particles is greater or equal to a predefined tolerance.
This approach of an automated generation of initial configurations with a packing
optimization is for instance realized in the package ‘Packmol’ [18, 19].

A common approach to set up an initial configuration for a liquid while avoiding
overlaps is to place the particles on sites of a regular lattice, which then usually
melts rapidly into a fluid structure. Convenient lattice structures are thereby ‘simple
cubic’ or ‘face-centered cubic’ (fcc) as shown in Fig.5.1. The lattice size is chosen
to give an appropriate density. For a molecular system though, its atoms have to be
positioned in such a way that all bond length, bond angles and dihedrals agree with
their equilibrium or reference values. Thus, a coordinate file or connectivity map for
each type of molecule has to be provided that defines the relative positions of the
atoms within the molecule. Additionally, an orientation has to be assigned to each
molecule on the lattice. In general, all molecules may be positioned with the same
orientation as shown in Fig.5.2.

1:(-a,-a,a) 5:(-a, a
2:(a,-a,a) 6:(a, a, a)
7:(
8:(

3:(-a, -a,-a)

4:(a, -a,-a)

(b) _ 9: (-a,0, 0
@ 10:(a, 0, O

- 11:(0, -a, 0
0

a

| s o 12:(0, a,
13:(0, 0,

__.T_/:. -}-- 14( 0, 0, -a

Fig. 5.1 Unit Cell of a a simple cubic, and b face-centered cubic (fcc) lattice
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Fig. 5.2 Positioning of cis133mzz molecules on a simple cubic lattice with same orientation for
all molecules (initial configuration generated by TOWHEE [17], visualized with Ovito [25])

Fig. 5.3 Orientation of molecules along the diagonals of the unit cells

Though, for long chain molecules there is the risk of overlaps between tails of
neighboring molecules. Thus, a random orientation may be assigned to each mole-
cule, or the molecules may be orientated along the diagonals of the unit cells [16] as
illustrated by Fig.5.3. However, for large molecules it becomes necessary to check
for overlap between molecules on neighboring lattice sites, or the lattice size has to
be increased accordingly.

When not starting simulations for a component from the scratch, it is common
practice to use an equilibrated configuration of an earlier simulation as starting con-
figuration for the subsequent simulation.
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5.1.2 Initial Velocities

In molecular dynamics studies, the set up of the simulation also comprises the assign-
ment of initial velocities to all particles. Thereby the resulting kinetic energy of
the system should yield an instantaneous temperature that agrees with the desired
value according to Eq.4.33. Thus, the velocities may be chosen from the Maxwell-
Boltzmann distribution for the desired temperature (see Sect.2.4), with the direction
of the velocity being selected randomly. Alternatively, each velocity component of
every particle may be assigned a randomly chosen value from a uniform distribution
in the interval [—0.5; 0.5] [10]. Then, however the velocities need to be scaled to
adjust the temperature. The required scaling factor )\ is determined by the square root
of the relation of the desired temperature to the instantaneous temperature resulting
from the unscaled velocities (see Eq. 4.35). A simple approach to assign initial veloc-
ities is to attribute the same value to each velocity component of every particle, the
required value then results from Eq.2.123, i.e.

kgT
[Vix| = iyl = Vil =/ — (5.1)
m

with randomly assigned algebraic sign 4+/—. Though the initial velocities not only
need to be selected subject to the desired temperature, but also to ensure that there
is no resulting total (linear) momentum of the system

N N
P = P = D mivi =0. (5.2)
i=1 i=1

Therefore,the velocities again have to be scaled to yield p,,,,; = 0, i.e. to eliminate an
overall flow [23]. The scaling is performed for each velocity component according
to

1 N
new old old new
Vix =Vix — N E Vixs Viy = oo (3:3)
i=1

5.2 Periodic Boundary Conditions

In the previous section we have discussed strategies to position the molecules into
the simulation box. If our simulation cell was bounded by real physical walls, we
would have to consider interactions of the particles with the walls, which may extend
up 10 molecular diameters into the fluid [16]. In typical simulation systems that
contain some 1000 particles, this means that a considerable fraction of particles
would experience different interactions from particles in the bulk. Consequently,
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of the periodic boundary
condition (PBC) (after Allen
and Tildesley [1])

Fig. 5.4 2-D visualization [

o
> N

the properties of the molecules subject of these boundary effects differ from the
thermophysical properties in the bulk that we intend to determine. In order to enable
simulations in small systems of some 1000 particles without distorting the result by
boundary or surface effects, the system has to be bounded without physical walls.
This is realized by employing periodic boundary conditions (PBC) that mimic the
presence of a bulk by surrounding the simulation box imaginarily by an infinite
number of identical copies as illustrated in Fig.5.4.

In the course of the simulation, the image particles in the periodic copies move
exactly the same way as the particles in the central box. When a molecule then leaves
the central simulation box, one of its images enters the box from the opposite side,
so that the number of particles in the central box is conserved. This ‘wraparound
effect’ [23] for the molecular movement has to be included when determining new
positions either by displacements in MC or by integrating the equation of motion
in MD studies. For a cubic box with a boxlength L and the origin of coordinates
located in the center of the box, the PBC is applied to the components of the position
vector by

if rix>L/2 1" =rix—L

ifri, <—LJ2 rl”f(w =rix+L,

accordingly for the 7; , and r; ; coordinates. It should be noted that molecular sim-
ulation packages handle the application of PBC to molecules differently. Whereas
some simulation codes apply the PBC to each atom that leaves the central box, other
simulation packages only apply it to the molecule as a whole when its center of mass
crosses the cell boundary.

The cubic box is the simplest periodic system and therefore the most widely
used cell shape for a simulation box. Though, also other cell shapes may be
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() (b) (c)
(d) (e) )

Fig. 5.5 Possible cell shapes for periodic systems: a cubic, b orthorhombic, ¢ parallelepiped,
triclinic, d hexagonal prism, e rhombic dodecahedron, and f truncated octahedron

employed—provided that its replication results in a space filling array. Possible
periodic cell shapes are shown in Fig.5.5.

The orthorhombic, parallelpiped or triclinic cell are used for simulations of crys-
talline materials with corresponding shapes and dimensions of their unit cells. The
hexagonal prism represents an appropriate shape for simulation studies on elongated
structures such as strand, fibres, tubes or polymer chains. The rhombic dodecahe-
dron and truncated octahedron are the shapes that best approximate a spherical cell.
They might therefore be suitable for simulations on spherical structures or large
molecules in solution. Compared with a cubic cell of the same number density,
distances between image particles are larger for the rhombic dodecahedron and trun-
cated octahedron. This is advantageous for calculating distribution functions [1]
(see Sect.7.8.1), or allows for simulations with fewer particles (solvent molecules)
[16, 24]. Finally it should be mentioned that the use of PBC may lead to falsi-
fied effects for long range interactions, correlations and fluctuations. For long-range
interactions that outreach the dimensionality of the simulation box, accounting for
interactions between particles and its own images imposes a symmetry on the system
and leads to spurious correlations that do not exist in reality [1]. On the other hand,
despite using PBC, finite size effect on the simulation results can still be observed
when correlation lengths exceed the system size. Furthermore, the application of
PBC suppresses density fluctuations with wavelengths A outranging the box length.
Density fluctuations close to the gas-liquid critical point have long wave length of
some 100 nm, clearly illustrated by the phenomenon of critical opalescence, which
results from the fact that the size of density fluctuations become comparable to the
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wavelength of visible light, so that the light is scattered. The correct representation
of these long wavelength fluctuations would require box length L > A, which is gen-
eral beyond the accessible system size in molecular simulations. It is therefore not
possible to perform simulations in the vicinity of the gas-liquid critical point [1].

5.2.1 Minimum Image Convention and Cut-Off Radius

The heart of molecular simulations is the calculation of intermolecular interactions
between the particles in the system to derive the configurational energy, and addi-
tionally for MD studies, the resulting forces on the particles. Applying PBC, i.e.
surrounding the simulation box by an infinite number of identical periodic copies
theoretically entail calculations of interactions between all periodic images. In many
classical potential energy functions (force fields), the Pauli repulsion at short ranges
and the attractive dispersive van-der Waals interactions at larger distances between
two particles i and j are modeled by the (12-6)-Lennard-Jones (LJ) potential (see

Sect.6.1)
uy = 4e; (—f) - (—f) : (5.4)
r,-j r,-j

Therein, ¢;; is the depth of the potential well, and o;; is the distance at which the
intermolecular potential is zero, as shown in Fig.5.6.

The depiction of the interaction energy between two argon atoms in Fig. 5.6 illus-
trates that dispersive interactions drop quite rapidly with the intermolecular distance.
Thus, for the LJ potential—or for short-range pair potential energy functions in

Fig. 5.6 Interaction between 7
two argon atoms, described
by the 12-6-Lennard-Jones
potential with parameters 5
from White [31]
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Fig. 5.7 2-D visualization
of the minimum image
convention (MIC)

general—the largest contribution to the configurational energy and to the forces on
a tagged molecule i arise from its nearest neighbors, so that interactions with distant
periodic image particles can be neglected. Consequently, the Minimum Image Con-
vention (MIC) can be applied, which states that only interactions with the nearest
periodic image of a particle needs to be considered. From this follows that we only
consider interactions with (image) particles that are located within a spherical radius
of reurmic = L/2 around our particle i of interest when we intend to calculate its
configurational energy or the force acting on it. Setting the so called cut-off radius
to reu.mic = L/2 secures not only that a particle interacts at most with one image
of the other particles, but also that it never interacts with one of its own periodic
images. The application of the MIC is illustrated by Fig.5.7 for the calculation of
the interactions of particle #2. The particles #1 and #8 in the central box are located
outside 7., pmic, whereas their periodic images in the right and upper periodic cell
are within. Thus, only the interactions with the images of particles #1 and #8 are
considered when determining the energy of particle #2.

The MIC is realized by employing a wraparound effect to the calculation of
the pair separations r; similar to that discussed for the positions in Eq.5.2. The
implementation of the MIC for a cubic simulation cell with boxlength L is given by

: new __
if rjx>1L/2 Ty = Tijx —L

if rijx < —L/2 1 =rij«+ L,
and is accordingly applied to the 7;;, and r;;; components of the distance vector
r;=r; —I;.
For large simulation systems and short-range energy functions, particles located
within r., pc = L/2 may still be so distant from the particle i that their contribution
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to the configurational energy or force on i is negligible. Then, the calculation of
interaction energies is restricted to the nearest neighbors by applying a spherical
cut-off of 7.y < rewr e = L/2. In the following, we assume that the contribution
of intermolecular interactions to the configurational energy of the system Uc,ys is
determined by the sum of all interaction energies between molecular pairs, which is
described by a pair potential u;;(7;;). The implementation of a spherical cut-off in the
simulation is then realized by ignoring pair interactions u;; between two particles i
and j for which the length of their distance vector r;; exceeds 7,

_ i (ry) 1 = rew
i () = {0 Fij > Tew

(5.5)
For each single pair interaction energy, the contribution for r;; > r.,, might be neg-
ligible small, though the number of neighboring particles increases rapidly with
the pair separation r; [10]. Thus, the sum of all neglected interaction energies for
7ij > T might result in a significant error in the calculation of the configurational
energy of the system or of its particles. The error increases with decreasing value of
Teur, @and can be minimized by choosing an adequate cut-off radius. Additionally, the
error arising from ignored interaction energies at larger distances may be corrected
by applying so called long-range corrections (LRC). This is based on the relation
that for a given pair potential u;; (), the total interaction energy of a system with N
particles can be determined from

o0
ZE A7rl g (ridus (ri ) dri; 5.6
) ii8ij\Tij wij(ri)dri;. (5.6)

r;j=0

Utoml _

Therein, p is the system density, and g;;(r;;) is the pair distribution function, which
gives the probability of finding the molecule j at distance r;; apart from molecule i,
relative to the expected probability for a uniform distribution (see Sect.7.8.1). For
large distances, i.e. rj; > 1y, it can be assumed that the distribution of particles is
only weakly correlated so that g;;(r;;) = 1. With this, the long range (tail) correction
to the pair interaction energy can be estimated from

)
N
ULRC — 7&)/47rr5u,-j(rij)dr,j. (5.7

Teur

For simulations in the N V T-ensemble with a fixed value for r,,, UXRC is a constant

value, which only has to be determined once in the course of the simulation. For
simulations in the NpT-ensemble, though, the long range correction needs to be
recalculated every time the density changes. Tail corrections are not only added
to the interaction energy but also to the resulting thermophysical properties of the
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system such as its pressure, or the chemical potential of the fluid. The expressions
for the LRC of these properties are provided in Chap. 7.

The Minimum Image Convention or even shorter cut-off radii can only be applied
when the resulting systematic error in the calculation of the interaction energy stays
small. This requires that the tail correction to the interaction energy U-RC takes a finite
value, which demands in turn that the pair potential u;;(r;;) in Eq.5.7 decays more
rapidly than r; 3 [10]. This condition is satisfied for dispersive, van-der Waals inter-
actions (see Eq. 5.4 or Sect. 6.1), but not for electrostatic interactions (see Eq.5.11 or
Sect. 6.1). Thus, in the calculation of long-range electrostatic interactions, all periodic
images have to be considered explicitly, and the proper handling of these interactions
requires special methods such as the Ewald sum that is discussed in Sect. 5.4.

5.3 Neighbor Lists

The heart and most time consuming part of each molecular simulation is the calcu-
lation of the configurational energy and of the resulting forces on the particles of the
system. Assuming pairwise additivity of interaction energies, the evaluation of the
contribution of intermolecular interactions to the configurational energy of a system
of N interaction sites (e.g. atoms), requires the consideration of %N (N — 1) pairs.
For each pair of particles i and j, the evaluation of their interaction consists of two
steps

oo 2 2 2 .

1. Compute their distance ”; = (riw — 154) "+ (riy — rjy)" + (riz — r;2) ", subject
to Periodic Boundary Conditions (see Sect.5.2).

2. For rj < rey, evaluate the pair potential to derive the contribution to the config-

urational energies of i and j, and to the resulting forces acting on them.

The introduction of a spherical cut-off reduces the number of interaction pairs for
which the pair potential has to be evaluated in step 2. Though it still requires the
computation of the distances between every interaction pair to decide whether their
interaction may be ignored or not. The computation time that is wasted for the calcu-
lation of all distances r;; > r., could be saved by employing book-keeping schemes
of ‘relevant’ neighbors. Verlet [29] first proposed a book-keeping technique referred
to as Verlet list or Verlet neighbor list. This scheme is discussed in the following
Sect.5.3.1. Section5.3.2 than provides an introduction to the cell list technique.
Though it should be noted that any neighbor list technique involves additional com-
putational overhead for generating and updating the lists. For small systems, the
additional computational effort of maintaining the lists might outweigh any effi-
ciency gains in the calculation of pair interactions. Thus, there is always a minimum
system size below which the implementation of the list technique doesn’t pay off.
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5.3.1 Verlet Neighbor List

The Verlet list method [29] generates and updates a list of all particles j that lie within
a distance

FrList = Teur + Ar

of an atom i, as illustrated by Fig.5.8.

The list is then used to directly identify the nearest neighbors within r.,, of each
tagged atom i. The “skin” Ar as reservoir ensures that no atomj initially outside ry;s,
i.e. not listed as neighbor of i, approaches the atoms i closer than r,,,, before the Verlet
listisupdated. The use of the Verlet list can noticeable reduce the computational effort
for the evaluation of the intermolecular interactions when the number of particles
stored in the list, Ny;, is significantly less than the total number of particles in the
system N, i.e.

Niist = gﬂgrzm <N, (5.8)
with o being the systems density. This would suggest to choose the value for Ar as
small as possible. Though, the Verlet list has to be updated each time the sum of
distances covered by any two atoms exceeds Ar [16]. Therefore, a small Ar results
in a high update frequency, and the method might become inefficient due to the
computing time taken to update the Verlet list. Thus, the efficiency of the Verlet list
scheme clearly depends on an appropriate value for Ar, and it is commonly chosen
in such a way that the list only has to be updated every 10 to 20 steps [10]. Sutmann
and Stegailov [26] proposed a model to determine the optimal skin radius for the
most efficient performance on the Verlet list.

Fig. 5.8 Illustration of the
Verlet list: it stores all
particles within ry;s of atoms
i although only interaction
with neighbors within 7,
are calculated
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ipair iparticle | jparticle Pointer array Verlet list array
1 1 2 ipoint()| 1 F——> ipair(l) 2
2 1 5 ipoint2)| 51 ipair(2) 5
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L 1 | 1oo ipair(50) | 100
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Fig. 5.9 Verlet list book-keeping scheme using list and pointer array

As mechanism to identify neighbors of a specific particle i, two arrays are used:
one array is the Verlet list that stores all neighbors, starting with listing all neighbors
of particle #1, then those of particle #2 etc. The second array then is a pointer
array ipoint (i) that indicates the first particle in the list of neighbors of particle i as
demonstrated in Fig.5.9.

In general, the Verlet list method can be applied to both Monte Carlo and molecular
dynamics simulations. Though, in MC simulations, it limits the maximal possible
displacement r,,,, (see Sect.3.1), so that it might only be efficient in simulations
at large enough densities [10], for which the §r,,,, value is generally small anyway.
Therefore, the Verlet list scheme is more commonly used in molecular dynamics.

When using the Verlet list, the computing time scales roughly o N, instead of
o N?>—though not taking into account the additional computational overhead for
generating and updating the list [1]. For large systems with many particles, the updat-
ing procedure for the Verlet list becomes computationally costly. Thus, approaches
were suggested that use the linked-cell methods described in the next section to
construct and update the Verlet list more efficiently (see for instance [2, 10]).
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Fig. 5.10 Illustration of the
cell list

5.3.2 Cell List and Linked-Cell Methods

In the Cell list scheme [15, 22], the simulation box is subdivided into a regular lattice
of cells with side length L¢.; > 7y as illustrated in Fig. 5.10.

The particles are then sorted in these cells according to their positions. Thereby,
a linked-list array is created that links together particles belonging to the same cell.
For computing the intermolecular interactions of particle i, only molecules in the
same and the nearest neighbor cells are considered. In a 3-dimensional cubic box,
this means, that 27 cell lists are evaluated, and the number of particles for which the
distance to particle i has to be determined is

Ncen = 2791%‘@11- (5.9)

Setting Leey = 7oy and rpi = 1.1 - 1, gives a ratio of particles considered in the
Verlet List (see Eq.5.8) and the Cell list of

List — 3 0 . cut A~ -, (510)
Nceu 270r2, 5

This suggests that the Verlet list scheme is much more efficient than the Cell list, as
considerably less distances r;; need to be evaluated. However, for systems with a large
number of particles, the Verlet list is also large, and the updating procedure becomes
computationally costly as it requires the recalculation of all distances between pairs of
particles [16]. The number of particles listed for each single cell is then significantly
lower than the number of particles stored in a Verlet list. Therefore, the updating
procedure, but also the searching for relevant neighbors can become more efficient
for the Cell list scheme than the Verlet scheme. Additionally, the Cell list method
can also be used in MC simulations with random displacements of the particles [10].
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Fig. 5.11 2D-illustration of the linked-cell method with cell sizes L < rg,

However, when relevant interaction partners of a tagged particle i are found within
an interaction sphere of radius r.,, checking all particles lying in the 27 cells with
L > r., for their relative distances to i represents an immense overhead of unnec-
essary distance calculations. Sutmann and Stegailov [26] determined that even in
the best-case of L = r,,, only 15% of the calculated particle distances are relevant.
Thus, different approaches were suggested to improve the efficiency of the linked-
cell method. One idea that goes back to Allen and Tildesley [1] is to reduce the cell
size L, which then means, that not only next neighboring cells are considered in the
check for interaction partners, but all cells within r,,, of particle i, as illustrated by
Fig.5.11.

In the extreme example, the cell size is so far reduced that no more than one particle
occupies a cell [20]. This results in a better approximation of the volume of the
interaction sphere and reduces significantly the number of unnecessary interparticle
distance calculations. However, this gain in efficiency might be offset by the increase
in computational effort and memory to maintain the list of neighboring cells [20]
and for the inspection of the large number of cells [12].

An alternative approach to increase the efficiency of cell-linked lists was proposed
by Gonnet [12]. In his algorithm, the particles are first sorted along their projection
onto the axis that connects the centers of neighboring cells. Then only interactions
are considered when the interparticle distance along the axis is <r,. In [32], Willing
and Germano have investigated the efficiency of different linked-cell algorithms for
a wide range of simulation set-ups.

5.4 Treatment of Electrostatic Interaction

In classical analytical potential energy functions (force fields), electrostatic interac-
tions between molecules are in general modeled by locating static fractional charges,
point charges g;, at their atomic nuclei (see Sect. 6.1). The interaction between two
point charges g; and g; is then described by the Coulomb term


http://dx.doi.org/10.1007/978-981-10-3545-6_6

5.4 Treatment of Electrostatic Interaction 129

w99 — 49 (5.11)

wherein £y = 8.854 - 10712 C>°N~"'m2 is the permittivity or dielectric constant in
vacuo. This means that interactions between two charges decay with ! and with
this, their range exceeds L/2. Thus, it is not valid to employ spherical cut-off radii of
rew < L/2 for the long-range electrostatic interaction. In fact the proper handling of
the long-range electrostatic interaction requires not only to consider interactions with
all other particles in the (central) simulation box, but also with the infinite number
of their periodic images. With this, the total electrostatic interaction due to all pairs
of charges is given by

qi4;j _ B
Z:Z"Z"4ﬂ'€0 rU+nL) n=\ny |,n,.=01.. (.12

n i=1 j=1 n;

when assuming a simple cubic cell shape with boxlength L. For the central simulation
box (n = 0) the interaction between ¢; and g; for i = j has to be omitted, which is
indicated by the prime symbol " in Eq.5.12 [1].

The sum in Eq.5.12 is ‘conditionally convergent’, meaning that it does not con-
verge absolutely but that the result depends on the order of the summation. The most
accurate but also computationally most expensive approach to handle the summation
in Eq.5.12 is the Ewald summation [7] that is discussed in the following Sect.5.4.1.
The Smooth Particle Mesh method introduced in Sect. 5.4.2 then represents a modifi-
cation to the original Ewald sum to reduce the computational costs for the evaluation
of electrostatic interactions for large system sizes. A simple though quite accurate
truncation method to evaluate Eq.5.12 was proposed by Wolf et al. [33]. The Wolf
damped Coulomb potential and its modifications are discussed in Sect. 5.4.3. A
review on non-Ewald methods to calculate electrostatic interactions is for instance
provided by Fukuda and Nakamura [11].

5.4.1 Ewald Summation

The trick of the Ewald method to transform the conditionally convergent sum over
all pairs of charges in Eq.5.12 into a rapidly and absolutely converging summation
is to convert it into two series. In the first step, each charge ¢; is surrounded by a
neutralizing diffuse charge cloud—i.e. the total charge of the cloud has the same
magnitude as ¢g; but is of opposite sign, and it dispreads symmetrically from the
charge as illustrated by Fig.5.12.

Usually, a Gaussian charge distribution is used to represent the diffuse cloud sur-
rounding the charge g;. The charge density 9; Gauss of the Gaussian charge distribution
is given by [10]
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Fig. 5.12 Charge distribution in the Ewald summation [1]

0.6as") = i (&) exp (—ar?), (5.13)

™
with the parameter « (or rather 4/2/«) defining the width of the distribution. The
electrostatic potential field ¢; ¢4uss generated by the charge distribution can be derived
from the Poisson’s equation. In SI units the relation is given by

Qi,Gausx(r)

- V2¢i,Gams(r) =
€0

(5.14)
Though, in electrostatics, Gaussian (CGS) units are more commonly used, so that

the Ewald summation is also usually derived in Gaussian notation. With this, the
Poisson’s equation of electrostatics becomes

10 0
— V2 0i Gauss (1) = 4701 Gauss (1), V=5 — "= ). (.15
' ' r2 or or
Taking into account the spherical symmetry of the Gaussian charge distribution, the
Poisson’s equation can be expressed by

_ 1 azr(j)i,Gaum(r)

7 8,.2 = 47TQi,Gauss(r)- (516)
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Two successive partial integrations then yield

¢i,Gauss(r) = %erf (\/ar) (517)

with

erf (Var) = Zé/exp (—ar?) dr (5.18)
0

(see for instance the Appendix B of [10] for more details).
The total electrostatic potential of the point charge ¢; and its screening Gaussian
charge cloud with opposite net charge —g; is given by

¢i,slwrt7mnge(r) = % + d)i,Gauss(r) = % - %erf (\/ar)
%e,fc (Var). (5.19)

The electrostatic potential of the screened charge now rapidly decays with the inter-
charge distance r. When the value for « is chosen large enough, the interactions are
limited to a short range so that it does not require summation beyond the central
simulation box. The contribution to the configurational energy from the so called
short-range interactions between all screened charges in the central box (n = 0) is
given by

Ushortfrange = ld)j short—range

| =

erfc \/_r,j) (5.20)

l\JI>—‘

N N
Z Z
> ﬁ
Due to the error function in Eq. 5.20, the summation now rapidly converges.

To correct for the induced screening charge distribution, a second compensating
charge distribution with the same shape as g; auss but opposite sign has to be added
that counteract the first distribution (see Fig.5.12). Then however, also interactions
of the second compensating charge distribution have to be taken into account. The
electrostatic potential of this second compensating charge distribution is long-ranged
so that also interactions with its periodic images have to be considered. The summa-
tion of the compensating charge distribution is therefore performed in the reciprocal

space where it rapidly converges. The charge distribution at a point r; as sum of all
periodic Gaussian (see Eq.5.13) is given by [10]
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2
Qlong—range(ri) = Z ZICI] (;) exp |:—Oé |ri - (rj + IIL)’ ] . (521)
nj=

The Fourier transformation of the charge distribution 9jo,g—range(7i) is given by (see
for instance [10] for more details)

Qlong—range (k) = / exXp (_lk ' I‘) Qlangfrange(r)dr
1%

N
= > giexp (—ik - 1;) exp (—k*/4a) (5.22)
Jj=1

with the reciprocal vectork = 27n/L? [1]. In the Fourier form, the Poisson’s equation
of electrostatics in Gaussian notation is given by

kz(bi,Gau&v(k) = 47TQi,GauSs(k)- (523)

Thus, by multiplying Eq. 5.22 by 47 /k?, we obtain the electrostatic potential due to
the sum of periodic Gaussians in the Fourier form

4 N
¢long7mnge(k) = k_;r ZQJ exp (_lk : rj) exp (_k2/4a) . (524)

Applying Inverse Fourier transformation gives

1
¢long—range (ri) = V z ¢lnng—range (k) exXp (_lk . I') (525)
k#0
E— z Z el exp [—ik - (r; — ;)] exp (—k*/4a) .
k;EO j=1

With this, the so called long-range (or reciprocal sum) contribution to the configu-
rational energy due to interactions of the compensating charge distribution can be
derived as

N N
1
Ulongfrange = 5 Z Z qi@blongfmnge(ri) (526)

i=1 j=1

2 Z Z Z V22 exp [—ik - (r; — ;)] exp (=K% /4a) .

k;EOtl/l
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Though, the long-range contribution to the configurational energy in Eq. 5.26 includes
a spurious interaction of each Gaussian with itself. To correct for it, we have to sub-
tract the configurational energy at the origin of each Gaussian charge distribution.
The electrostatic potential ¢; Gauss(r = 0) can be derived from Eq.5.17

d)xelf(ri) = ¢i.Gau.vs(r =0) = 26]1\/% (527)

With this the contribution to the configurational energy from the self interaction can
be expressed by

N N
1 I}
s = 5 S an) = [2 32 529

It should be noted that the contribution Uy,r does not depend on the particle positions
and with this is a constant term in the course of the simulation.

For molecular systems with partial charges located on atomics sites, an additional
correction term is required to subtract contributions from intramolecular interactions
of a charge on atom a, ¢, 4, and the distributed charges centered at the other atoms
within the same molecule i [1]. The correction term is given by

l N N[,mams N[,mams
Ucorr = 5 E E E Qi,a(bib,Gams
i=1 a=1 b=1
N Niaoms Ni.atoms

1 Gi.aqip erf (Q Figp)
=5 diadih €1 (O Tiab) (5.29)

.
i1 a=1 b=I h,ab

therein N; 40ms 1s the number of atoms within the molecule i, and r; 4, is the intramole-
cular distance between the two atoms a and b in i.

The total contribution of electrostatic interactions to the configurational energy
of the system is then described by

1
U = Ushort—runge + Ulong—range - Uself - Ucorr~ (530)
In order to determine the electrostatic interactions in SI units, the terms in the

Eqgs.5.20, 5.26, 5.28 and 5.29 have to be multiplied by (47e)~!. With this the
Ewald sum becomes
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ZZ 414y erfc J_ru)

4meory

+ = ZZZEVqu,q,eXp[ ik - (r; — ;)] exp (—k*/4a?)

k#0 i=1 j=1

N
a4
T~ 47eg

i=1
N Niaoms N laloqu qi be’f Qr; b)

i,a4i, L,a
Lo Z z Z . (5.31)

PR 471'607‘, ab

The accuracy of the Ewald sum to reproduce the exact coulombic energy and its
convergence behavior depends on the parameter «, the real space cut-off r.,, and the
largest reciprocal space vector k,,,, that determines the number of cells included in
the reciprocal sum. Several studies in literature have addressed the proper choice of
the Ewald parameters with regard to both accuracy and efficiency (see for instance
[28, 30]). A large value for « yields a narrow Gaussian distribution and results in a
fast converging real-space sum in Ugor;—range (EQ. 5.20). Though the number of terms
that have to be included in the Fourier sum in Ujy,g—runge (Eq. 5.26) increases with
so that the summation in reciprocal sum faster converges for small « values. Thus,
real space and reciprocal summation need to be balanced. Recommended value for
« and k., are for instance [24, 28]

32 35 3.0L

, max =
Feur  Teut Feut

(5.32)

Though, some simulation programs such as DL_POLY classic [24] provide estimates
for v and k4, for a user defined required accuracy of the Ewald sum.

Although the Ewald summation represent the most accurate method to handle
long-range electrostatic interactions, it induces an artificial periodicity in the system
which might have an impact on simulation results for inherent non-periodic systems.
Hiinenberg and McCamman [14] for instance have studied the influence of this
effect in simulations of biomolecules with explicit solvent. The large system size of
biomolecular simulations have also motivated modifications to the classical Ewald
summation such as the Smooth Particle Mesh Ewald (SPME) [6] method that is
discussed in the next section.

5.4.2 Smooth Particle Mesh Ewald (SPME)

The Particle Mesh method represents an approach to improve the efficiency for the
computation of the reciprocal part of the Ewald sum. It is based on the fact that the
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Poisson equation (Eq.5.23) can be solved more efficiently when the charge distribu-
tion is approximated by a gridded distribution with charges attributed to mesh points
of a three dimensional rectangular grid. This yields a discretized Poisson equation
that can then be solved by Fast Fourier Transform (3DFFT). This approach was first
introduced by Hockney and Eastwood [15] in their particle-particle particle-mesh
(PPPM) algorithm. Several modifications of this method have been published until
then, and the interested reader is referred to reviews on the topic, for instance by
Deserno and Holm [5]. This section only covers the Smooth Particle Mesh Ewald
method (SPME) by Essmann et al. [6], which is nowadays widely used, and imple-
mented in popular MD simulation packages such as NAMD [21], DL_POLY_4 [27],
or AMBER [3].

In the SPME method, complex B-spline functions are used as basis functions to
interpolate the structure factor S(k) of the reciprocal space onto aregular grid. The use
of continuous B-spline functions allows to obtain forces by analytical differentiation
of the electrostatic energies. The forces themselves are then also smooth continuous
functions of the particle positions.

The SPME method is based on an approximation to the reciprocal space sum by
approximating its structure factor S(k), which is defined by [6]

N
S(k) = > g;exp (2mikr;) . (5.33)
j=1

With this, the long-range or reciprocal term of the Ewald sum in Eq.5.26 can be
rewritten

1 exp (—m°k?/a?
Ulong—range = oV Z ( B )S(k)S(_k) (534)
T o k

When K, K5, K3 are the total number of grid points in each direction, the coordinates
r can be replaced by scaled coordinates u so that the exponential term in Eq.5.33
can be expressed by

kyu; ko it
exp (2mikr;) = exp (27ri 111(411) - exp (27Ti 211{4.1,2)

k .
_exp (2m' %) . (5.35)

3

Therein, the &, k,, k3 are the integer indices of the reciprocal vector k for the three
principal directions [24]. Cardinal B-splines M,,(«) are then applied for the interpo-
lation of the complex exponential terms in Eq.5.35. The interpolation term for one
dimension is given by
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kiu; - kil
exp (2m' 1121) ~b(k) D My — 1) exp (2m'K—'1), (5.36)

I=—00

and for the other two directions accordingly. The coefficients M,, (1) are B-splines of
order n, and the constant b(k) is defined by [24]

exp (Zm'@)

bk) = — . (5.37)

E)Mn(l + 1) exp (2mi &)

With this, the structure factor in Eq.5.33 is approximated by
S(K) = by (ki)by(k2)b3(k3)F(Q) (ki k2, k3), (5.38)
wherein F(Q) is the discrete Fourier transform of the charge array Q, defined as
N
Oh, b, 3) = qu Z My, (w1 — I —mKy) - My (w2 — I — n2K>)

j=1 nimns

M, (uj3 — I3 — n3K3). (5.39)
The sum over n;, ny, n3 accounts for contributions from relevant periodic cells. With

the approximated structure factor defined in Eq.5.38, the approximated long-range
(reciprocal space) contribution to the electrostatic energy can be evaluated

1 exp (—7°k*/a?)
2

Ulangfrange = B B(kl s k27 k3)
27V 120 k
F(Q)(k1, ko, k3)F(Q)(—ki1, —ka, —k3), (5.40)
with
B(ki, ka, k3) = by (ki) |* - |ba(ka)|* - |b3(ks) | (5.41)

For MD simulations, the force is determined as exact derivative of the approximated
energy. More detailed derivations of the equations, background information on the
discrete Fourier transform and B-spline interpolation, as well as a discussion on the
accuracy and efficiency of the method is provided in the original paper by Essmann et
al. [6]. They also state that the SPME method is more efficient than the conventional
Ewald summation for systems containing more than 10.000 atoms.
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5.4.3 The Wolf Damped Coulomb Potential

Wolf et al. [33] have observed that the effective Coulomb interactions in condensed
ionic systems are actually short ranged. From this, they have concluded that the
error in calculating the electrostatic interaction of an ion i from the direct pairwise
evaluation

N
=3 A (5.42)
— 4megry;

Tij=rcut

is due to the fact that the spherical truncation of the Coulomb pair potential at r,;
always results in a net charge Ag;(roy) = g(NT — N7) in the spherical volume
around the ion i. They also stated that the error in calculating the correct coulombic
interaction energy of ion i when truncating the interaction at r,,, is proportional to
the resulting net charge Ag;(r.,). With this, the correct coulombic energy of ion i
can be estimated by charge neutralization, i.e. by simply subtracting the interactions
due to the net charge from the energy calculated by Eq.5.42

N
ull = 4Z;qu _ u?eutral(rcm). (5.43)
JF 0%y

Tij =reut

For determining the charge-neutralization potential ul’.‘e’”’“l (reur), Wolf et al. grouped
ions A" and counterions B~ to dipolar molecules, with their maximum ion distance
being b. Then all dipoles separated by the cutoff sphere can be found in a distance
Tewr — b < rjj < ey + b from ion i. Assuming that b is small compared to r,, the
net charge can be located at the surface of the spherical volume at ., instead of
considering the charge distribution in the spherical shell. u;’e””“l(rm,) is then given
by the Coulombic interaction of ion i with the net charge on the surface at r,,

iA i\Fcu
) = B0 e) (5.44)
4megT e

As the net charge Ag; in the spherical truncated volume is simply the sum of all
included charges

N
Agi(reu) = D, 4> (5.45)

j=1
rij=reut

the charge-neutralization potential can also be expressed by
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N
neutra qiq;j
W (roy) = D ——. (5.46)

Tij=reut

When separating the self term (j = i) in Eq. 5.46, the total electrostatic energy of the
system can finally be determined by

Udzlii ag (L _ 1y__1 iq_? (5.47)
2 dreg \rij  Few 2 S Ay ’

i=1 J#

rij=reut

The first term is interpreted as shifted pair potential, in which charge neutralization
is achieved by placing for every charge g; at distance r;; an image charge of oppo-
site sign on the surface of the truncated spherical volume at r.,, [33]. Though the
calculated energy of the charge neutralized system as function of r,, approaches
the correct electrostatic energy of the system in an oscillatory manner and exhibits
slow convergence [11]. In order to faster flatten out the oscillations, Wolf et al. intro-
duced a damping function to the Coulombic potential, and opted for damping via the
complementary error function with the damping parameter «.. The total electrostatic
energy of the system is then given by [11, 34]

N N
U = %Z Z ( 414y erfc (ary) — ﬂerfc (OH’cur))

o dmeory 4meot cur
N 2
1 « q:
— | —erfe(arpy) + — L., 5.48
(zrcm‘ r:f ( t) ﬁ) i1 47('50 ( )

The accuracy of the method depends on a suitable choice of the parameters o and .
Zahn et al. [34] proposed a two-step strategy to determine the parameters. Demontis
et al. [4] proposed

as reasonable choice.

In [33] Wolf et al. derived the forces directly from the damped Coulomb potential.
Though Zahn et al. [34] argue that when deriving forces from a shifted potential that
converges to zero at r,, it does not cause the force to be zero at r.,, as well. This
results in an inconsistency in the calculation of energies and forces, and in a poor
energy conservation. Thus, they proposed an alternative approach by first deriving
an expression for the shifted force and then deducing a shifted-force potential by
integration. Their expression for the electrostatic pair potential is given by [34]
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i
Me (rlj) =

qiq; erfc (ar,-j)
4eg Tij
erfc (arcut) 2a exp (_azrgut)
-t = i — Feutr) | - 5.49
( rczm * ﬁ Feut (rj Fou) ( )

Though Zahn et al. admit that their approach to derive a force-shifted potential leads
to the loss of the intuitive physical meaning of charge neutralization.

Alternative expressions for pairwise electrostatic interaction potentials extended
from the Wolf method are for instance discussed by Fennell and Gezelter [8]. They
also compare the results of the Wolf variants regarding the reproduction of energies
and dynamics to that of the Smooth Particle Mesh method. A brief review on variants
of the Wolf method is also provided by Fukuda and Nakamura [11].

5.5 Stages of a Simulation

A molecular simulation consists of four stages as illustrated by Fig.5.13
1. initialization
2. equilibration
3. production
4. analysis

The first stage, the initialization of molecular simulations is discussed in Sect. 5.1.
The setting up of the simulation thereby comprises the selection of initial positions
of the molecules within the simulation box, and additionally the assignment of initial
velocities to the molecules in case of MD studies. However, these initial positions
and velocities are not representative for the conditions of the state we intend to study
in the simulation, and the system has first of all to be equilibrated. Therefore, the
simulation runs for a period in which the system evolves to configurations that are rep-
resentative for the state condition of interest. The equilibration can be monitored by
recording instantaneous values of various properties such as configurational energy,
density (in NpT), pressure (N VT in gas phase) etc. Figure 5.14 shows exemplarily
the equilibration period of a GEMC simulation in the mixture R-32 + CO,. Initially,

——
n cycles/steps per block

Ng blocks

Fig. 5.13 Stages of a molecular simulation, and illustration of block averaging technique
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Fig. 5.14 Equilibration period of a GEMC simulation in the mixture R-32 and CO; at T = 273 K
and p = 2 MPa with N = 400 molecules. Each cycle consists of N = 400 attempted moves. Due to
the smaller number of molecules in the gas phase, its composition is subject of larger fluctuations

the molecules were placed on sites of a cubic lattice, with equal densities and compo-
sitions for both boxes (phases). During the equilibration period, one box evolves to
the liquid phase (blue) and the other to the vapor phase (red) with the corresponding
densities and compositions. The equilibration period has to be extended until the
monitored quantities no longer exhibit a systematic drift but start to oscillate about
a steady mean value [1].

When equilibration is guaranteed, the production period of the simulation starts,
in which the output data are produced to derive ensemble or time averages for the
properties of interest. Various properties can be evaluated during the production run
as discussed in Chap.7. Averages are either accumulated during the simulation, or
configurations and instantaneous values of the properties of interest are frequently
stored during the production run to allow for an analysis of the data after the sim-
ulation is completed. In both cases, it is recommended to store configurations and
data during the production period and at the end of the simulation to provide suffi-
cient information to reanalyse the simulation results and to restart the simulation. An
important aspect of the accumulation of averages is the evaluation of their statistical
uncertainties. The next section therefore deals with the widely used block averaging
technique to estimated standard errors of ensemble or time averages.

5.5.1 Quantifying Uncertainties by Block Averaging

Molecular simulation results may be subject to both systematic and statistical errors.
Whereas systematic errors should be eliminated by using the appropriate simulation
technique and by correctly performing the simulation, statistical errors are unavoid-
able and have to be properly quantified. The widely used block averaging technique
was first reported by Flyvbjerg and Petersen [9]. Thereby, the production run consist-
ing of Ny cycles (MC) or timesteps (MD) is divided into Np blocks, each covering
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n cycles or steps. Then the average of any property of interest A is calculated for
each block

B 1 n
A=~ > A (5.50)
i=1

giving Ny block averages A;. These block averages are then used to determine the
ensemble average (A)

L
(A) = — > A, (5.51)
The standard deviation among the block averages, a(f_\), can be estimated from [1]
L 2
203 2 2 1
A) = (A°) — (A)" ~ — A, — (A . 5.52
o*(A) = (A7) — (A) NB;[;,H] (5.52)

This is then used to calculate a running estimate of the overall standard errors
BSE [13]
a(A)
BSE = —. 5.53
N1 (5.53)

In the original approach by Flyvbjerg and Petersen, the size n of the blocks is sys-
tematically increased until consecutive block averages are uncorrelated, and the BSE
cease to vary with n. Then the running estimate of the overall standard error BSE
asymptotes the true variance of the ensemble average o ((A)).

In practice, the block averaging technique is generally applied in a much simpler
way, i.e. by dividing the production run into Np blocks of n cycles or time steps
without variation of the block size (see. Fig.5.13). The ensemble average of any
property (A) is derived from the block averages A, as described by the Eqs.5.51 and
5.50. The standard deviation of the ensemble average is determined by Eq.5.53 by
setting o ((A)) = BSE, i.e.

a(A)
JNg—1

This simplified procedure though requires that the block size n is chosen large enough
to yield independent consecutive block averages. For studying dynamic properties
in MD studies, this means that the block length has to be significantly larger than the
correlation time (see Sect.7.2.1).

o ((A) = (5.54)
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Chapter 6
Molecular Models (Force Fields)

Molecular simulation studies require the accurate calculation of the potential energy
of the system as function of its configuration and the structures of the molecules. The-
oretically, ab initio quantum mechanical calculations can be employed to determine
these properties. However, ab initio simulations are still restricted to systems of some
100 atoms and cannot be used to calculate properties in the condensed phase. Thus,
molecular simulations are primarily performed using simplified analytical potential
energy functions, so called force fields, that relate the chemical structure of the system
to its conformational energy. In this chapter, we will mainly focus on classical force
fields for fluid phases and their parametrization. The classical molecular models (first
and second generation) use fixed partial charges to describe the charge distribution
within the molecules. However, in Sect. 6.2 we will also discuss approaches to intro-
duce polarization into the force field (third generation). Section 6.3 provides a short
overview on other force field types such as potentials for metals or reactive force
fields. In Sect. 6.4, we will finally discuss specific aspects on molecular modeling,
i.e. approaches to account for many-body effects and the influence of intermolecular
flexibility on the description of thermophysical properties of water in Sect. 6.4.

The discussion on force fields in this chapter concentrates on so called all-atoms
models that consider all atoms including hydrogen. Though most conclusion also
apply for united-atom models in which hydrogens bonded to carbons are combined
with them to single interaction sides. However, coarse graining models in which
larger groups of atoms are presented by pseudo atoms are not within the scope of
this discussion.

6.1 Classical Force Fields for Condensed Phases

For most force fields used in condensed phase simulations, the configurational energy
ULons 1s described by the following standard functional form [77]

© Springer Nature Singapore Pte Ltd. 2017 145
G. Raabe, Molecular Simulation Studies on Thermophysical Properties,
Molecular Modeling and Simulation, DOI 10.1007/978-981-10-3545-6_6



146 6 Molecular Models (Force Fields)

Ueont = D ke(r —10)> + D kg(0 — 6)° 6.1)
bonds angles
+ D ksl +cos(ng — 6)]
dihedrals

+ D kolw —wp)

improper

12 6
qiqj Rmin,ij) (Rmin,ij )
+ +> ey —oFmmi) |
Z (47750r,-j) % / [( Tij rij

electrostatics

It accounts for additive interactions between the atoms (or sites) of the system’s
molecules, with the atoms treated as point masses centered on their nuclei. Mole-
cular models following this simple functional form are referred to as class I force
fields. This class includes the AMBER [22], OPLS [60-62], CHARMM [35, 78] or
the GROMOS [113] force fields that are widely used in studies on biological and
organic molecules such as proteins or nucleic acids. Beyond that, many force fields
to compute thermophysical properties in chemical engineering, amongst others for
components such as hydrocarbons [18, 83, 86], refrigerants [93, 95, 98] or ionic
liquids [10, 14, 80] were developed in the framework of the functional form given
by Eq.6.1. A common feature shared by class I (first generation) force fields is that
they only employ a simple harmonic representation by the Hooke’s law for the bond
stretching and angle bending (given by the first line in Eq. 6.1). There, ry and 6, are
the equilibrium bond length and bond angle, &, and ky the corresponding force con-
stants. The energies arising from internal rotations (torsions) around dihedral angles
are generally expressed as Fourier cosine series expression, with n representing the
multiplicity, 6 the phase of the dihedral term and k4 the force constant. To enhance the
flexibility of the dihedral term and with this the accuracy in reproducing the torsion
profile, each dihedral angle in a molecule can be treated by a sum of dihedral terms.
The improper term describes the so called out-of-plane bending of trigonal groups,
and is used e.g. for aromatic rings to help maintain their planarity. The terms for the
bond stretching, angle bending, torsion and out-of-plane bending are referred to as
internal or intramolecular terms. The non bonded or intermolecular terms generally
comprise van der Waals, dispersive interactions as well as electrostatic interactions,
given by the last line of Eq. 6.1. In most current force fields, the repulsive interactions
at short distances and attractive dispersive interactions are treated with Lennard-Jones
(LJ) 12-6 site-site terms and interaction centers on the atomic sites. The potential
parameters are the depth of the potential well, €, and the distance at the minimum
of the potential R,,;,. In alternative formulations of the 12-6 Lennard-Jones term, the
distance o at which the intermolecular potential is zero is used instead of R,,;,, with
R,in = 0 - 2'/%. The Lennard-Jones parameters are typically obtained not for single
atoms but rather for atom types that are defined by their element type and their chem-
ical environment, i.e. hybridization, aromaticity etc. [53, 135]. The Lennard-Jones
parameters for the heteroatomic interaction between two unlike atom types i and j
are often determined by the Lorentz-Berthelot combining rule
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In some force fields, such as OPLS, the o;; are also obtained via the geometric
mean. The 12-6 Lennard Jones potential combines the attractive dispersive London
force at long ranges, described by the »~° to account for interactions between induced
dipoles, with a repulsive »~!? part at short ranges.

A more general description of the van der Waals interactions u;;(r;;) is given by
the Mie-potential [84]

(Y ey T (Y ("
wen=(25) G () -G e

Therein, the exponents n and m can be varied for a more flexible modeling of
the steepness of the repulsive part of the potential and of the attractive parameter,
respectively. Settingn = 12 and m = 6 then yields the 12-6-Lennard-Jones potential.

The use of the »~'2 in the LJ potential arise from its computational efficiency
although it lacks theoretical justification and yields a too steep rise of repulsion.
Thus, it is sometimes replaced with an r~2 or r~1° term. In some force fields [31],
the vdW interactions are described by the Buckingham exponential-6 instead of the
Lennard-Jones potential, as it employs a softer repulsive exponential term that is in
better accordance with theory, but is computational more expensive

Eij 6 rij Rmin,ij 6
Uyaw (ry) = m anp all— = 1) . (6.5)
min, ij ij

for rj > Tiax.

The electrostatic interactions are often included by using the Coulombic term, as
shown in Eq. 6.1, with static partial (point) charges ¢; located at the atomic nuclei.
The majority of force fields excludes dispersive vdW and electrostatic interactions
between atoms separated by only one or two covalent bonds, whereas external interac-
tions between atoms separated by three covalent bonds, the so called 14 interactions,
are often considered. However, they are generally scaled to decrease the magnitude
of the interactions. Typical scaling factors are 0.5 for the dispersive and 0.5 (OPLS)
or 0.8333 (AMBER) for the electrostatic interactions. For smaller molecules, molec-
ular models have been proposed (i.e. [119]) that account for electrostatic interactions
by point dipole or point quadrupolar pair potentials. Though these approaches will
not be further discussed here.
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Despite their simplified functional form, class I force fields have shown to yield
accurate predictions for thermodynamic and transport properties in bulk phases.
However, extended potential energy functions, termed class II or second generation
force fields, are required to accurately determine subtleties of molecular geometries
or vibrational frequencies. To provide a better reproduction of vibrational data and
a more realistic description of the bond stretching energy at higher stretching (see
Fig.6.1), some class II force fields replace the Hooke’s law representation by the
anharmonic Morse potential [53]

Upona = Do {1 — exp[—B(r — ro)1}?, (6.6)

wherein D, is the well-depth, and (3 an adjustable parameter.

Another approach to improve the representation of the bond stretching energy is
to include higher order polynomial terms. This is then also applied to the description
of the angle bending energy. Additionally, class II force fields include cross terms
to account for the coupling between internal coordinates, as exemplarily shown by
Eq.6.7. The class II force fields include for instance the Merck Molecular Force Field
(MMFF94, [44]) that was developed for simulations on conformational energies,
structures and vibrational frequencies of small organic molecules to enable screening
of functional groups and compounds in pharmaceutical drug design. Other class II
force fields are the Mechanical Mechanics force fields (MM,,) by Allinger [3], the
Universal Force Field, UFF [106] or the COMPASS force field [138]. As class Il force
fields are rarely used for molecular simulations studies on thermophysical properties
of bulk phases, which are the main focus of this work, we will in the following limit
our discussion to class I force fields.
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6.1.1 Parametrization of Force Fields

A force field is not only defined by its functional form, but also by its parameters.
In fact, the success and usefulness of a force field model is considerably determined
by its parametrization. Details on the parametrization of force fields, i.e. the opti-
mization of their parameters, have already been presented by a number of authors,
for instance, in the reviews by A. D. MacKerrell Jr. [77, 79], or in the review on the
parametrization strategies for the AMBER force field [36, 134, 135]. In this section,
an overview is provided over the strategies used to determine the parameters of the
intramolecular terms for bond stretching, angle bending and the dihedral potential,
and for the external non-bonded interactions described by the Lennard-Jones para-
meters and the partial charges. However, it should be noted that the Lennard-Jones
parameters and partial atomic charges are highly correlated, and the same goes for
the different intramolecular degrees of freedom. Furthermore, if 1-4 interactions are
considered, the internal parameters of the torsion potential will also depend on the
non bonded parameters. Thus, the parametrization of a force field is generally an
iterative procedure and a laborious task that requires a gradually refinement of the
parameters.
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6.1.1.1 Parameters for Bond Stretching and Angle Bending

The nominal bond lengths ry and bond angles 6 are usually obtained from quantum
mechanical calculations in which the energy minimized structure of an isolated mole-
cule is determined. However, in a bulk phase, the internal geometry of a molecule
might differ from its structure as isolated molecule that is determined in the ab initio
calculations. Thus, experimental information on equilibrium bond lengths and angles
e.g. from X-ray and neutron diffraction studies on crystal structures are also used
as target data to obtain geometry parameters that include condensed phase effects
[135]. There exist several well-known databases for molecular structures such as
the Cambridge Structural Database (CSD) [40] for crystal structures data of organic
and metal-organic compounds, or the Brookhaven Protein Data Bank (PDB) for
biological macromolecular structural data [53]. The corresponding harmonic force
constants k, and ky are also often derived from quantum mechanics QM simulations
via a normal-mode analysis. Thus, the Hessian matrix holding the second partial
derivatives of the potential energy with respect to the displacement of the atoms is
calculated from both ab initio and molecular mechanics (MM) simulations using the
force field. The force constants of the force field are then usually optimized such that
the MM vibrational spectra, represented by the eigenvalues of the Hessian, reproduce
best the ab initio data. However, it is often tedious to identify all normal modes and
to relate them to the vibration of a specific degree of freedom. Alternatively, the force
constants can be derived by comparing all matrix elements of the MM Hessian to the
corresponding QM Hessian [63]. It is important to note that a normal-mode analysis
is only valid for an optimized structure. That means that in the QM simulations, the
structure of the molecule of interest not only has to be optimized at first, but also that
the frequency calculation has to be performed for the optimized structure on the same
level of theory and with the same basis sets. This is required as the Hessian matrix
only yields meaningful results when the first derivatives of the potential energy with
respect to the displacement of the atoms are zero.

Moreover, the target data from ab initio simulations are also often obtained on
the HF/6-31G* level of theory that tends to overestimate the frequencies. Thus, the
HF/6-31G* frequencies need to be scaled by the factor 0.89 [36]. Scaling factors
for ab initio frequencies calculated on other levels of theory and other basis sets
are available from the NIST Computational Chemistry Comparison and Benchmark
Database [87]. Alternatively, the force constants, k, and ky can be determined to
reproduce experimental vibrational spectra. By this, it is also possible to account for
bulk phase effects by comparing the MM vibrational spectra to those from experi-
mental condensed phase vibrational studies.

Instead of using a normal mode analysis, the force constants for the bond stretch-
ing and angle bending can also be derived from ab initio simulations by perturbating
the bond length or angle around their equilibrium value [121]. Thus, QM geome-
try optimizations are performed for the perturbed geometry in which the degree of
freedom of interest is scanned in small intervals while all other internal coordinates
are allowed to relax. The &, and ky are then derived from the fitting of the harmonic
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Fig. 6.2 This figure illustrates the procedure of deriving force constants from measuring the related
change in the ab initio energy when perturbating the degree of freedom. Here, the bond rcy—cm
between the atoms 1 and 2 is changed by 0.005 A. Now the structure is optimized to allow all other
degrees of freedom to relax. When using the ab initio simulation package GAUSSIAN [37], this
is realized by using the ‘opt=modredundant’ keyword. The difference between the energy of this
configuration Econfig and the energy Ey of the unperturbed, optimized structure can then be assigned
to the change in the bond rcy—cp- Repeating this procedure for different perturbations yields the
potential energy curve AE versus the change of the bond rcy—cps from which the force constant
kr.cm—cym can be derived

potential (or another appropriate expression) to the resulting energy change versus
the degree of perturbation, as shown in Fig.6.2.

For large and complex compounds such as biological or organic molecules, para-
meters for the bond stretching and angle bending are often established by study-
ing simple, small-sized model molecules containing the bond or angle of interest
[36, 77]. In the AMBER force field, parameters for functional groups are deter-
mined by selecting a set of model compounds that represent this functional group.
The parameters are then optimized to reproduce the target data of the model com-
pounds. This approach shall also ensure and enable the transferability of the force
field parameters to other molecules [36]. Thus, in the force field development for
new compounds such as ionic liquids, the authors often transfer AMBER parame-
ters for chemical similar bond stretchings or angle bendings to the new compounds.
However, the transferability of parameters from literature is only valid as long as
the equilibrium value of the bond length or angle of interest not differs significantly
from the force field parameter [14], and should in any case be checked.

Force constants for the bond stretching &, and the angle bending ky may also be
estimated by empirical rules from tabulated reference data. In the MMFF94, Halgren
[43] applied an inverse sixth-power dependence to derive the desired force constants
for the stretching of a bond ry ; between two atoms types i and j from tabulated

o and r™

reference values for this bond type, i.e. k, 3; 0.
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The MMFF94 also uses an empirical rule to estimate the force constant kg, ; for
the bending of an angle between atoms types i, j and k
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where Z and C are tabulated parameters depending on the atom types. A similar
approach for estimating force constants is used in the the General AMBER Force
Field (GAFF, [135]). There, the force constant for bond stretching is determined
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The empirical rule to estimate the force constant for an angle bending was adopted
from Halgren with newly fitted reference data for the Z, C and the r(;e{] and the
parameter 3 set to 143.9. The reference data for different atom types are given in the

literature [135].

6.1.1.2 Parameters for Electrostatic Interactions

A large number of studies have addressed the development of reliable methods to
determine the partial atomic charges. Today, the most widely used method is the
electrostatic potential (ESP) approach. In the ESP approach, QM simulations are
used to calculate the molecular electrostatic potential (MEP) on a large number
of points around the geometry-optimized molecule of interest. There exist different
ESP-charge fitting schemes, that mainly differ on the choice of gridpoints for the MEP
calculation. In the CHELP [21] scheme, these points are chosen to be on concentric
spherical shells around each atom of the molecule. In the mostly used CHELPG
scheme [11], the points are placed on a regularly spaced cubic grid surrounding the
molecule, whereas in the MK scheme [117], the gridpoints are located on multiple
layers around the molecule. All schemes then employ a least-square fit to derive par-
tial charges that reproduce the molecular electrostatic potential (MEP) as closely as
possible. ESP charges can easily be determined using an ab initio simulation package
such as GAUSSIAN [37], as shown in Fig. 6.3. However, the fitting procedure gen-
erally yields an ambiguous solution. i.e. there might exist significantly different sets
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Fig. 6.3 ESP charges for 3,3,3-trifluoro-1-propene (HFO-1243zf) calculated with the a CHELP, b
CHELPG and ¢ MK scheme by the ab initio simulation package GAUSSIAN [37]. Shown are only
the relevant details of the Gaussian output (*.log) file. The geometry of the molecules was afore
optimized on the B3LYP/DGDZVP level of theory. All ESP charges were then determined on the
HF/6-31G* level of theory

of charges that all equally well reproduce the electrostatic potential of the molecule.
Thus, in order to obtain a well-defined set of charges, additional conditions i.e. con-
straints have to be applied in the fitting procedure. This approach is called a restrained
electrostatic potential fit (RESP) and is used for instance in the parametrization of the
traditional AMBER force field [23] and in its more recent version GAFF (General
Amber Force Field, [135]). In the two-stage RESP fit, the magnitudes of the partial
charges are restrained, and the point charges of equivalent atoms in the molecule
are constrained to have the same value to impose necessary molecular symmetries.
With this, RESP charges shall enable an improved representation of conformational
properties. However, one problem linked with any electrostatic potential fit is, that it
is not well-suited for large complex molecules, where innermost atoms are located
too far from the gridpoints of the MEP calculation.

Another problem that arises from this approach is that partial charges determined
from ab initio simulations on isolated molecules do not reproduce the averaged
polarization of the molecules in bulk phases. Thus, the partial charges need to be
increased to include an averaged induced dipole moment in order to account for
polarizability effects in the condensed phase. Therefore, in many force fields the
partial charges are calculated on the HF/6-31G* level of theory (HF/6-31+G* for
anions) that tends to overestimate the dipole moment to yield a dipole moment that
is typically by 15-20% above the gas phase value.
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Early force fields proposed for ionic liquids have also employed this standard
approach to derive the partial charges. The static partial charges were determined for
the single ions, setting the total ion charges to +/ — 1 e, respectively. However, these
molecular models fail to describe the dynamic properties of the ionic liquids correctly,
as they result in a reduced mobility of the ions (see for instance [27, 64]). It was then
realized that the correct description of the ion dynamics requires to account for charge
transfer and polarization effect, which result in reduced ion net charges [27, 139].
Some force fields for ionic liquids then simply applied a uniform scaling factor for the
atomic charges to approximate the effect of mean polarization—without changing
the charge distribution within the ions. In general, these scaling factors range from
0.7 (e.g. [139]) t0 0.9 (e.g. [85, 114]). Also advanced approaches were proposed that
derive the partial charges of ionic liquids for instance by the CHELPG method for
different conformers of ion pairs [74], from periodic ab initio MD (AIMD) simula-
tions on the crystal phase of two or four ion pairs [142], or from quantum chemical
calculations on snapshots from MD simulations comprising clusters of a number
of ion pairs (for instance in [27, 64]). In the CHARMM force field, partial charges
are established by a so-called supramolecular approach [79]. Thus, ab initio simu-
lations are performed for water molecules interacting with different groups of the
molecule of interest or with model compounds. Corresponding MM simulations are
made for the molecule or the model compound interacting with TIP3P [59] water
molecules. The partial charges are then optimized to reproduce the minimum interac-
tion energies and distances from the QM simulations. With this, polarization effects
are included in the optimization, as the interaction with the water molecules induces
charges on the molecules studied. The resulting charges shall therefore be well suited
for the study of condensed phase properties. Instead of studying interactions with
water molecules, model compound dimers may also be considered to determine the
partial charges. Again, the ab initio target data are typically generated on the HF/6-
31G* level of theory due to its tendency to overestimate dipole moments. Another
approach to determine partial charges is by bond-increment. Thus, the polarity of a
bond between two atoms i and j is represented by a dipole or bond charge increment
wjj. The net partial charge ¢g; of the atom i is then calculated from the summation of
the charge increments of all covalent bonds to this atom [43]

gi= Y wi+4qo with wy = —wj;. (6.11)
J

The formal charge g of the molecule is usually zero. Thus, in the bond-increment
method the charge of an atom is allowed to change in response to the electronegativity
of the atoms it is bonded to. This approach is used the Merck Molecular Force Field
MMFF94 [43] where the bond charge increment wj; is determined by partial bond
charge increments

Wij = (5,‘ — (Sj (612)
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that represent the relative electronegativities of the atom types i and j. These partial
bond charge increments were optimized by performing ab initio simulations for a
set of molecules to derive their CHELPG dipole moments on the HF/6-31G* level
of theory. The §; were then optimized to reproduce the ab initio dipole moments,
enhanced by 10%. Thus, predetermined partial bond charge increments for different
atom types are available from the cited reference. However, the applicability of the
bond increment method is usually limited to small molecules.

The partial charges may also be considered as empirical parameters that are optimized
to reproduce experimental target data. This approach is for instance used in the
OPLS force field, where the partial charges are optimized through Monte Carlo
simulations computing densities, heats of vaporization and other thermodynamic as
well as structural properties [60].

6.1.1.3 Determination of van der Waals Interaction Parameters

The assignment of the non bonded parameters is one of the most difficult but also
most important tasks in the force field development, as the proper treatment of the
dispersive interactions is essential to accurately reproduce bulk phase properties.
Thus, Lennard-Jones parameters for condensed phase simulations cannot be derived
easily from ab initio calculations, as they need to incorporate many-body effects
in an averaged sense. Thus, once the atomic charges have been assigned and the
intramolecular parameters of the force field are determined, molecular dynamics
(MD) or Monte Carlo (MC) simulations on pure components are performed to adjust
the Lennard-Jones parameters. Usually, first estimates for the Lennard-Jones para-
meters are adopted from parameters for similar compounds from literature. Then,
the parameters are adjusted to fine-tune agreement of the simulated properties with
experimental data. Experimental target data usually comprise liquid densities and
heats of vaporization, alternatively also heat capacities, free energy of hydration etc.

This procedure to determine the non-bonded interaction parameters in conjunc-
tion with Monte Carlo simulations in the liquid phase was first employed in the
parametrization of the OPLS force field [60] and then adopted by other authors.

In most cases, Lennard-Jones parameters for several atom types in a molecule need
to be established, whereas only a few experimental data are available for the opti-
mization. Thus, Lennard-Jones parameters are often underdetermined, and additional
difficulties in the optimization arise from the fact that the Lennard-Jones parame-
ters of different atom types are correlated and often compensate for each other. A
general methodology for most force field is, to derive Lennard-Jones parameters for
complex molecules from simple model compounds containing the same atom types.
Parameters for additional functional groups are then gradually added. This helps
to overcome the parameter correlation problem and also provides a greater trans-
ferability of the interaction parameters. In addition, some attempts were made to
combine the empirical optimization with ab initio simulations. Chen et al. [19] used
an approach to derive parameters for the CHARMM force field by determining the
relative magnitude of the LJ parameters from minimum ab initio interaction energies
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and geometries of model compounds interacting with neon or helium. The absolute
values of the interaction parameters were then optimized to reproduce experimen-
tal heats of vaporization and molar volumes. A similar approach was used by Sum
et al. [121] in their force field for triglyceride. Initial values for the Lennard-Jones
parameters for their model compound methylacetate were derived from a non linear
least square fit to ab initio interaction energies calculated for several hundred con-
figuration of a molecular pair. The interaction parameters were then again fine tuned
by condensed phase simulations to improve agreement with experimental data.

6.1.1.4 Fitting of Torsion Parameters

Besides the optimization of the non-bonded interaction parameters, the proper treat-
ment of the rotation around dihedrals is regarded to affect the performance of a
force field the most, as it represent the largest structural change in a molecule. The
dihedral terms are usually parameterized last, and therefore often cover approxima-
tions and simplifications that where made in the optimization of the other force field
parameters.

The parameters for the torsion potentials are derived from torsion scanning cal-
culations. Thus, the potential energy surface for the rotation around a given dihedral
is determined from ab initio calculations by perturbating the dihedral in intervals
of 10—20°. There, the scanned dihedral is constrained at the desired angle, while
all other internal coordinates are allowed to relax. This avoids straining of the other
intramolecular terms, as otherwise particularly the bond stretching would contribute
with a large part to the potential energy. Corresponding molecular mechanics sim-
ulations are then performed in which the parameters of the dihedral term which
shall be adjusted are set to zero. The dihedral term is then fitted to reproduce the
rotational profile, i.e. the energy difference between the QM and MM simulations
for different conformations as shown in Fig. 6.4 for the rotation around the dihe-
dral F — CM — CT — FCT in 2,3,3,3-tetra-fluoro-1-propene (HFO-1234yf). The
optimization requires the initial assignment of appropriate values for the multiplic-
ity n and the phase § of the dihedral term (see Eq.6.1). For a rotation around a
Csp3 — Csp3 single bond, n = 3 and 6 = 0° are usually assigned. For a dihedral
associated with a C = C double bond (sp2 — sp2), n = 2 and 6 = 180° is used, or
n = land d = 0°/180° to distinguish between cis and trans configurational isomers.
Again, the different dihedral terms in a molecule are determined step by step in such
a way that in each torsion scanning, only one torsion term with unknown parameters
is involved. Thus, complex molecules are conceptually broken up into a series of
smaller compounds, and a ‘building-up’ procedure is used to gradually optimize all
dihedral terms within a molecule.

It is important to mention that the rotational profile for a given dihedral is affected
by all force field terms. Especially the 1—4 interactions, i.e. the non bonded interac-
tions between atoms or sites separated by three bonds, will contribute largely to the
torsion energy. Thus, the parametrization of the dihedral parameters is iterative and
needs to be repeated every time the Lennard-Jones parameters are modified during
the fine-tuning of the force field.
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Fig. 6.4 Fit to reproduce the torsion profile for the rotation around the ¥ — CM — CT — FCT
dihedral in HFO-1234yf: (a) shows the resulting change in the ab initio energy that occurs during
the rotation in comparison to the MM results, when the dihedral term is set to zero. The energy
difference, shown in (b), yields the rotational profile to which the torsion term is fitted

6.1.1.5 Example: Transferable Force Field for Hydrofluoroolefines

Different hydrofluoroolefine (HFO) compounds such as 2,3,3,3-tetrafluoro-1-
propene (HFO-1234yf) or trans-1,3,3,3- tetrafluoro-1-propene (HFO-1234ze(E))
have been proposed as working fluids for different technical applications (see
Chap. 8) as they exhibit a much lower Global warming potentials (GWP) than
the hydrofluorocarbons (HFC) refrigerants that are now conventionally employed.
Information on the thermophysical properties of HFOs and their mixtures from
experiment are still generally rare. Thus, we have introduced a transferable force
field for these compounds [95, 98, 99] that enables reliable predictions for their
thermophysical and transport properties by molecular simulation studies to com-
plement experimental data. The functional form of the all-atoms force field is
based on Eq.6.1. Figure6.5 provides an overview over the fluoropropene com-
pounds that were initially covered by the force field, i.e. 3,3,3-trifluoro-1-propene
(HFO-12437zf), 2,3,3,3-tetrafluoro-1-propene (HFO-1234yf), hexafluoro-1-propene
(HFO-1216) trans- and cis-1,3,3,3- tetrafluoro-1-propene (HFO-1234z¢(E), HFO-
1234ze(Z)) and cis-1,2,3,3,3-pentafluoro-1-propene (HFO-1225ye(Z)). Also shown
is the nomenclature for the different LJ atom types that were used in the molecular
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Fig. 6.5 Structure of the fluoropropenes covered by the force field, and nomenclature for the
different LJ atoms types

modeling. Following the AMBER methodology, the atom types CM and CT denote
double and single bonded carbons. The hydrogens are of the HC or H1 type. We
additionally introduced the atom types FCM and FCT for the fluorines bonded to the
CM or CT carbon, respectively

The molecular model is transferable with regard to both the intramolecular terms
and the Lennard-Jones parameters, i.e. it employs, for example, the same LJ para-
meters for the double-bonded carbon CM in all compounds, or the same force con-
stant for the CM — FCM bond. The nominal bond lengths 7y and bond angles 6
were obtained from ab initio simulations (B3LYP/DGDZVP, using Gaussian [37]) to
determine the energy minimized structures of the isolated molecules. These quantum
chemical simulations were performed for all compounds independently, but then the
different ry and 6 values were averaged in order to get a transferable force field with
areduced number of different parameters. The force constants &, and kg were derived
from B3LYP/DGDZVP ab initio geometry optimizations for the perturbed geome-
tries in which the degree of freedom of interest was scanned in small intervals, while
all other internal coordinates were allowed to relax, as described in Sect.6.1.1.1. The
different force constants have been determined by stages, i.e. that in every perturba-
tion only one degree of freedom with unknown force constant was involved. Thus,
most force constants have been derived by studying smaller model compounds, i.e.
tetrafluoromethane (CFj), ethene (C,H,) and tetrafluoroethene (C,Fy), and only the
remaining force constants not present in these compounds were then derived from
the fluoropropenes. In a similar approach, i.e. by torsion scanning calculations (see
Sect.6.1.1.4), we have determined the parameters for the torsion potentials associ-
ated with the CM — CT bond, while we used the AMBER parameters [22] for the
torsion associated with the CM = CM double bond. It should be noted that the phase
angles § and multiplies n in the torsion potential (see Eq.6.1) need to be assigned
attentively to distinguish between cis- and trans-isomers, and to account for different
equilibrium geometries regarding the rotation of the -CF3 end group (see Fig.6.5).
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The partial charges were derived for all compounds individually from ab initio
simulations by the ESP approach with the CHELPG fitting scheme [11], as described
in Sect.6.1.1.2. Thus, the geometries of the isolated molecules were initially opti-
mized on the B3ALYP/DGDZVP level of theory, before their electrostatic potentials
have been determined on the HF/6-31G* level.

Once the intramolecular parameters and the atomic charges were assigned, mole-

cular simulations on the pure components were performed to establish the Lennard-
Jones parameters for the different atom types CM, CT, FCT, FCM, HC, HC1
and FCM". The parameters for the CM and FCM atom types were optimized by
fine-tuning agreement with experimental data [71] for the model compound C,Fy,
whereas the hydrogen parameters HC and H1 were taken from the AMBER force
field. Following the AMBER methodology, we use the HC parameters for hydrogens
bonded to CM atoms with no electron-withdrawing substituents, and the H1 atom
type when the hydrogen atom is bonded to the same CM atom as the FCM fluorine
(or the chlorine atom). Only the remaining LJ parameters were then optimized to
reproduce experimental data for the saturated liquid densities and vapor pressures of
HFO-1234yf [55, 124], HFO-1243zf [24, 116, 141] and HFO-1225ye(Z) [116]. As
no LJ parameters have been adjusted for trans- and cis-1,3,3,3-tetrafluoro-1-propene
(HFO-1234ze(E), HFO-1234ze(Z)), the simulations for these compounds are purely
predictive.
However, we found that the Lennard-Jones parameters we used to model the fluo-
ropropenes with up to four fluorine atoms describe HFO-1225ye(Z) and HFO-1216
with five and six fluorines as too high boiling compounds [95]. Thus, we derived
the slightly modified FCM" parameters for these ‘heavier’ fluoropropenes that were
then established to reproduce experimental data [116] for the vapor pressures and
saturated densities of HFO-1225ye(Z). These LJ parameters were then also applied
for predictive simulation studies on hexafluoro-1-propene (HFO-1216).

In the next stage of development [97], the molecular model was extended
to hydrochlorofluoroolefines (HCFO), i.e. cis- and trans-1-chloro-3,3,3-trifluoro-
propene HCFO-1233zd (see Fig. 6.6). The extension of the molecular model requires
the adjustment of LJ-parameters for the chlorine atom and the determination of para-
meters for the CI — CM bond stretching and the bending of the C/ — CM — CM and
Cl — CM — H1 angles. The parameters for the intramolecular terms as well as the
partial charges of both compounds were derived from ab initio simulations, following
the same strategy of parametrization as described above. The LJ parameters for the CI
atom type were then adjusted to finetune agreement between simulation results for the
vapor pressure and saturated densities of HCFO-1233zd(E) and experimental data
[56, 123]. The force field for fluoropropenes was then also employed for simulation
studies on the fluorinated butenes cis- and trans-1,1,1,4,4,4-hexa-fluoro-2-butene,
HFO-1336mzz [97]. Therefore, all force fields for the LJ parameters and intramolec-
ular terms were transferred from the original model for fluoropropenes, and only the
partial charges were derived from ab initio simulations. Though due to our findings
from our earlier work [95] that the modeling of HFO compounds with more than four
fluorine atoms requires slightly modified LJ parameters for the fluorine atoms types,
we reduced the epcr parameter (now denoted as F CT") to 0.21784 kJ/mol, i.e. to
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Fig. 6.6 Structure of the HCFO and fluorobutenes compounds covered by the extension of the
force field, and nomenclature for the different LJ atoms types. Also shown are the LJ atoms types
of the new R-32 model

the same value we used for the egcy for the heavier fluoropropenes (see. Fig. 6.6).
For simulation studies on potential refrigerant blends, we have also derived a new
fully-flexible all-atoms force field for difluoromethane R-32, which is compatible
with our molecular model for HFO and HCFO compounds [96]. The strategy of
parametrization was the same as described before for the HFO/HCFO-model. For
the force constants of the C — F bond and the F — C — F angle, the same para-
meters were used as for the CT — FCT bond and FCT — CT — FCT angle in the
HFO/HCFO-model, but the equilibrium bond length and bond angle were derived
from ab initio geometry optimizations on R-32. Parameters for the bond stretching
and angle bending involving the hydrogen atoms were newly determined from ab
initio optimizations on perturbed geometries of R-32. The AMBER H?2 parameters
are used for the hydrogens, whereas the LJ parameters for the carbon and fluorine
atoms were established to optimize agreement with REFPROP calculations for the
VLE properties of R-32.

A complete list of all force field parameters for the HFO and HCFO compounds,
as well as for R-32 is given in the Appendix A. More details on the parametrization
are provided in the original papers [94-99].

6.2 Polarizable Force Fields

Regarding current class I force fields, the use of fixed partial charges is consid-
ered as a major simplification, as it does not take into account that the electronic
distribution of a molecule changes in response to its environment, i.e. the surround-
ing electrostatic field. Therefore, it is generally believed that the next significant
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development in force fields (class III) is the explicit inclusion of electronic polar-
ization in molecular modeling in order to obtain molecular models that accurately
describe both gas phase and bulk properties. Polarization means the redistribution of
charges due to an electrostatic field, and there are different ways to explicitly account
for polarization in molecular simulation studies. The most common approach to
include electronic polarization into a molecular model is by introducing inducible
dipoles, whereas higher order multipole moments are rarely used due to their again
higher complexity and computational expense. Widely used methods to generate
polarizable force fields are the Drude Oscillators, the fluctuating charge model
(charge equilibration) or the induced dipole model. These methods will therefore
be discussed briefly in the following subsections, however without considering the
presence of external electrostatic potentials. An educational review on the explicit
introduction of polarizability into force fields is provided by Yu and van Gunsteren
[140]. Applications of polarizable force fields with focus on biological systems are,
for instance, reviewed by Halgren and Damm [45] or Ponder and Case [91].

Beyond the high computational expense for the molecular simulations, the explicit
introduction of polarization into a force field makes its more complex and therefore
the optimization of the parameters more expensive. It has also been shown that the
performance of the polarizable force field becomes very sensitive to an inappropriate
parametrization [88].

6.2.1 Drude Oscillator

The Drude Oscillator, which is also referred to as shell model or Charge-on-Spring
method (COS), is probably the simplest method to explicitly account for polarization.
It is for instance used in the polarizable CHARMM force field, which is described in
arecent review by Vanommeslaeghe and MacKerrel [132]. In the COS approach, the
inducible dipole moment of a molecule is described by a Drude particle that is added
to the atom’s nucleus by a harmonic spring as shown in Fig. 6.7. A Drude particle is
in this context a massless, virtual site that carries a partial charge.

The total charge g; of an atom in a molecule is given by the sum of the partial
charge of the nucleus ¢; ¢ and the partial charge of the associated Drude particle g; p.
The polarizability «; of the atom i is then described by

2
_4ip

) 6.13
kb (6.13)

Q;

Fig. 6.7 Schematic Drude particle, 7 p, ¢;.p
depiction of a Drude particle
added to an atomic nucleus
to account for polarizability

kip

nucleus, 75, g;,0
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where k; p is the force constant of the harmonic spring between the nucleus and its
Drude particle. The force constant of the harmonic spring k; p and the partial charge
of the Drude particle g; p are treated as adjustable parameters to describe the Drude
particle’s response to the electrostatic environment. This electrostatic field caused
by the partial charges of the atomic nuclei and other Drude particles gives rise to a
displacement of the Drude particle, which results in an induced dipole moment given
by [38]
p = g; p(rip — 17). (6.14)
If the displacement is small enough, the induced dipole is nearly ideal. The position
of the Drude particle is allowed to relax in the surrounding electrostatic field in such
a way that the sum of forces acting on it is zero

fip =157+ =0. (6.15)

The force £3°" is the restoring force of the harmonic spring
£:5" = —kip(rip — 1), (6.16)
whereas £ is the force due to the electrostatic field E; acting on the Drude particle
£0! = gi pE;. 6.17)

As aresult of the mutual dependence of the induced dipoles and the electrostatic
field, an iterative self consistent field (SCF) method is necessary to minimize the
electric energy of the system with respect to the positions of the Drude particles.
Alternatively, a fictitious mass can be assigned to the Drude particle so that the
electronic degree of freedom can be treated as dynamic variable in an extended
Lagrangian approach. For more details on the Drude Oscillator (Charge-on-the-
Spring) method and the resulting expressions for the atomic forces in the simulation,
we’d like to refer to the article by Geerke and van Gunsteren [38].

6.2.2 Fluctuating Charge Model or Charge Equilibration

In this approach, electronic polarization is modeled by allowing charges to move from
an atom or site 7 to its bonded neighbor j as response to the surrounding electrostatic
field. For an isolated atom, the energy required to create an amount of charge g, is
given by [109]
1

U(ge) = Xada + 5904 (6.18)
where Y, is the electronegativity of the isolated atom, and J,, (twice) the hardness of
the atom, i.e. its resistance to the charge movement. These factors are dependent on
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the atom type and are generally treated as adjustable parameters. The charges on the
sites fluctuate according to the principle of electronegativity, which postulates that
in a molecule all atoms should have the same electronegativity. Thus, charges flow
between the sites until the instantaneous electronegativities of all sites are equal [45].
However, the charges are not independent due to the charge neutrality constraints,
i.e. for a system of neutral molecules, the total sum of charges qf”"’“ in each molecule
has to be zero. Therefore, the Lagrangian approach is usually employed in which the
charges on the atoms are treated as dynamic variables, and Lagrange multipliers \;
are used to include the charge neutrality constraints on each molecule. With this, the
contribution of electrostatic interactions U¢ to the total potential energy for a system
of N molecules and N, ; atoms in each molecule i is given by [76]
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The last term of Eq.6.19 accounts for standard Coulomb interaction between
atoms not involved in bonded interactions. The fluctuating charge model has for
instance been used in an approach by Patel and Brooks [89] to include polarizabil-
ity in the CHARMM force field. In [76] Lucas et al. provide a review on charge
equilibration force fields.

6.2.3 Induced Point Dipole Model

In the induced point dipole model, each atom i carries not only a partial charge ¢; but
also an induced point-dipole uf”d in response to the surrounding electrostatic field
E;. The induced dipole as vector is given by [53]

u = oE;, (6.20)

where ; is the dipole polarizability. For a molecule or a site of the molecule con-
sisting of several bonded atoms, the polarization is in general anisotropic, and the
dipole polarizability is a second-rank tensor. The polarization on an atom however
is isotropic and «; therefore becomes a scalar [53, 140]. The induced dipole itself
induces other dipoles. Thus, the electric field affecting the atom is represented by
the electrostatic field E? due to the static, permanent point charges g;, and by the
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contributions from induced dipoles on the other sites in the system [69]
N
0 ind
E,=E+ > T;u" (6.21)
j=Lj#i

Thus, E" = T,-juj’:”d is the dipolar field component and T; is the dipole tensor,
whose elements are given by [140]

1= L L{3rem ] (6.22)
T dqe 13 2

r

In the induced dipole model the total electrostatic energy of the system U¢ is
made up of the coulombic interactions between the permanent charges U%¢ and the
electrostatic energy due to the induced dipoles U™¢, which in turn represents different
types of interactions [140]

Uind — Ustat + Ut + Uself (623)
N 1 XX N Mz
= S R — - Ty, LA 6.24

The terms U and U** represent the energies of the induced dipoles due to the
field of the permanent charges and the field of the other induced dipoles respec-
tively, whereas U*/ is the self energy that is required to create the induced dipole.
It should be noted that at short distances the interactions between the sites may
mutually increase their induced dipole moments to infinite size. To avoid this so-
called polarization catastrophe, the induced dipoles are smeared according to the
Thole’s screening method [126]. The induced dipole model is for instance used in the
APPLE& P (Atomistic Polarizable Potential for Liquids, Electrolytes & Polymers)
force field [7]. Another example of polarizable potentials following this approach
is the AMOEBA force field [92]. Though the AMOEBA force field also accounts
for polarizable atomic multipoles, i.e. each atomic site carries not only a perma-
nent charge g; (monopole) but also a permanent dipole and quadrupole moment. In
[108], the authors also provide an Ewald summation formulation for the multipole
polarization.

6.3 Other Force Field Types

6.3.1 Metal Potentials

Metal force fields are in general based on the concept to describe the bonding of metal
atoms in terms of the local electronic density. Examples of density dependent metal
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potentials are the embedded-atom model (EAM) [34] and its modifications MEAM
[5] or 2NN-MEAN [6], but also the Finnes-Sinclair [33] or the Sutton-Chen [122]
model. The dependence of the atomic energy on the local environment is included in
the potential by an embedding function F' that describes the energy associated with
placing the atom i in the background electron density g; from contributions of the
neighboring atoms. With this, the metal potentials implicitly account for many-body
effects. Their general form is given by

C 1
U=2 [F (pi) + 5%(@‘)} , (6.25)
i=1

wherein the potential ¢;; describes the short range two-body interaction of the atom
i with its neighbor j. The aforementioned metal potentials now differ in their formu-
lations of the embedding function F(p;), the background electron density p; and the
pair-potential ¢;(r;;), and with this also in the way they are extended to alloys. We
will here only exemplarily describe the widely used EAM model and its modifica-
tions MEAM and 2NN-MEAM.

In the EAM model the pair-potential ¢;;(r;;) only accounts for the electrostatic inter-
actions between the atom cores with their effective charges Q; and Q;

by = 209 (6.26)

)

The background electron density p; at the position of the atom i is approximated
by the sum of spherically symmetric (s-orbital) contributions from the neighbor-
ing atoms. The embedding function F and the effective charges Q are determined
empirically, i.e. by fitting to experimental data for physical constants such as the
sublimation energy, the vacancy formation energy, the lattice constant or the elastic
constant. The EAM potential though not uses explicit mathematical expressions for
these functions but tabulated values.

In the modified embedded-atom model (MEAM, [5]) the embedding function is
described by

F(i)=A-ELmn (L) . (6.27)
Pi0 Pi0

Therein p; ¢ is the background electron density in the reference lattice structure
at equilibrium, A is an adjustable parameter, and E, is the sublimation energy. In
the MEAM approach, the background electron density p; is not only composed of
spherically symmetric (s-orbital) contributions from the neighboring atoms, pfo), but
also includes p-, d- and f-orbital symmetries in the terms pfh), h =1, 2, 3. With this,
an angle dependence of the partial electron densities p; is introduced into the model
which enables the description of different crystal structures by one single formalism,
and also the modeling of covalently bonded systems. The partial electron densities
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pi are combined to the total background electron density p; by [6]
pi=p® - Gy, (6.28)

with

3 o® 2
_ (h) i
ri_Zz [W} . (6.29)

h=1 i

The weighting functions ™ are adjustable parameters, and different functional
forms for G (I';) have been proposed. The partial densities pl@ ,h =0, .., 3ofthe atom

i are described as functions of the atomic electronic densities pj‘,‘(h) (rj),h=0,..,30f

the neighboring atoms j at distance r;;. The equations to derive the pl@, h=0,.,3
are for instance given in [6]. The atomic electron densities are expressed by

p*® = exp [_gm) (ﬂ - 1)i| (6.30)
To

with the adjustable parameters 3 and the nearest-neighbor distance in the reference
structure, rg. In general, there is no functional form given in MEAM for the pair-
potential ¢;;(r;;), but it is determined by the difference of the energy per atom E" in
the reference structure, given by

E'(rj) = —E. (1 —a* +da?)e™, a*=a (r—’ - 1) (6.31)
o

and the embedding energy F(p; o) at the background electron density in the reference
lattice structure. Thus, ¢;(r;) is derived from

2
@i (ry) = Z [E"(ry) — F(pi0)] - (6.32)

In Eq.6.31, o and d are adjustable parameters, Z; in Eq.6.32 is the number of
nearest-neighbor atoms. This illustrates a major feature of the MEAM model, i.e. that
it only accounts for nearest-neighbor interactions. The neglect of interactions with
second-nearest neighbors is realized by employing many-body screening functions
Siik (C, Crnax,ijk» Cin,ijk)- The parameter C defines the length of the minor semi-axis
of the ellipse that encloses the position of the atoms i, j and k, and whose length
of the major semi-axis is r;/2 (see Fig.6.8). Thus, if C > C,,,, the atom k has
no effect on the interaction between the atoms i and j. The value of the screening
functions is then set to S; = 1. For C < C,;,, the atom k is completely screening the
i — j interaction, and S;x = 0. The default values for C,, and C;, are 2.8 and 2.0
respectively, but in general they can be defined for each triplet i — j — k separately.
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Fig. 6.8 Screening of the y
i — j interaction by atom k, G
described by the semi-axis B
Coin,ijk < C < Ciax,ijk of
the ellipse enclosing i, j and

k

The resulting screening function Sj; for the i — j interaction is then defined as product
of the screening factors Sj; from all other neighboring atoms k.

The restriction to only nearest-neighbor interactions in MEAM though results
in some stability problems [6]. This motivated the modification of the model to
2NN-MEAM [6], which partially includes second nearest-neighbor interactions by
adjusting the screening function, i.e. reducing the C,,;, ;i value. However, this also
requires to extend the computation of pair-interactions to second-nearest neighbors.
The pair-potential is now calculated from

NV
Z

o(ryj) = dann (ryj) + Z(—l)n ( ) Gonn (@ ryj). (6.33)
n=1

Therein, Z, is the number of second nearest-neighbors, and a the ratio between
second and first nearest-neighbor distances. The modified pair potential ¢,y is again
determined from the difference between the energy per atom and the embedding
energy in the reference lattice structure, £“(r;;) and F(p; o), but now by accounting
also for second-nearest neighbors.

6.3.1.1 Example: Description of 3-Sn

Tin is a widely used material in many commercial applications, most notably its
use in soft solders in electronic systems or in corrosion-resistant platings for food-
packaging. The molecular modeling of tin though is scientifically interesting as it is
borderline between covalent and metallic bonding [107]. Below 286.3 K, a-Sn (grey
tin) is the stable phase, in which the atoms are covalently bonded in a diamond cubic
structure. Above 286.3 K, tin exist in its metallic form 3-Sn (white tin).

In [107], Ravelo and Baskes studied the thermodynamic properties of tin in the
«- and (3- phase and in the liquid as well as the phase transition temperatures from
o — (and 3 — liquid by the MEAM potentials. The MEAM parameters they used
for the modeling of tin are summarized in Table 6.1.

In [129], Valadez-Huerta optimized parameters for a 2NN-MEAM modeling of
B-tin. The optimized values for the parameters A, ry, 39, C,, and C,,., he derived
are also given in Table6.1. Table 6.2 provides simulation results at 300K for the
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Table 6.1 Parameters for 3-Sn for the MEAM and 2NN-MEAM modeling. The parameters & = 6.2
and 3V = @ = 6.0 are identical in both models

E.(eV) |A ro(A) | O g™ D2 @ Ciin | Crax
[107] 3.08 1.0 3.44 6.2 6.0 4.5 6.5 —0.183 0.8 2.8
[129] 3.08 0.744 3.2 5.16 5.7 4.5 6.5 —0.183 |0.06 0.5

Table 6.2 Comparison of experimental data and MEAM and 2NN-MEAM results for the linear
expansion «y, the lattice constants a and c, and the specific heat capacity ¢ 3-Sn

ay aux a; a(A) c(A) ¢p (J/gK)
(107%/K) | (107%/K) |(107%/K)
Experiment 235 16.2 32.0 5.83 3.18 0.228
MEAM [107] 18.7 13.7 20.9 5.92 3.23 0.249
2NN-MEAM [129] | 20.1 18.7 25.7 5.83 3.12 0.213

coefficient of linear expansion oy, the lattice constants a and ¢, and the specific heat
capacity ¢ from both MEAM and 2NN-MEAM in comparison with experimental
data [20, 25, 70].

For most properties shown in Table6.2, the 2NN-MEAM extension yields an
improved description compared to the MEAM results. However, the linear expan-
sions «y, oy, and ay ; still significantly deviate from the experimental values. These
results illustrate well that the optimization of the 2NN-MEAM extension is very
challenging due to the complex crystal structure (tetragonal) of white tin [129].

6.3.2 ReaxFF Reactive Force Field

The classical force fields discussed in Sect.6.1 are not suited to study chemical
reactivity as they are not able to describe bond breaking or formation. Quantum
chemical simulation studies on chemical reactions on the other side are limited to
system sizes of a few hundred atoms. Thus, so called reactive force fields have been
developed to bridge between the system size and time scale of ab initio and classical
molecular simulations for studies on chemical reactions. The parameters for the
reactive force field are derived from ab initio simulations, for instance for reactions
of small molecules, bond dissociation, heats of formation and molecular structures.
We will here provide a short introduction to the reactive force field ReaxFF by van
Duinetal. [130]. The fundamental assumption of ReaxFF is that there exists a general
relationship between the interatomic distance r;; of two atoms i and j and their bond
order. The (uncorrected) bond order BOQj is obtained from the bond lengths by
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rii PBo.2 Tii PBo.4
BOj; = exp [pso,l (—;) }L exp [pso,s (—,ﬁ) } (6.34)
VO I‘O

PBo.6
Tij
+exp [pBO,S (?) ] ’
To

The three exponential terms represent the single (o), double (7) and triple (77)
bonds with the parameters pgp ;, i = 1, .., 6. The bond order is then corrected for
overcoordination due to residual bonding with second-nearest neighbors in a valence
angle (1 — 3—interaction).

In the ReaxFF model the total system energy is divided into different contributions

Esystem = Ebond + Eual + Etorsian + Eunder + Eover + Ecanj + Elp (635)
+EvdW + ECauI-

Asinthe classical force fields, the terms Epy4, Eyvar and Ey,,0, account for energies
associated with deviations in the bond length, valence angle and dihedral angle from
their reference values. A main feature of ReaxFF is that these connectivity dependent
interactions are also described as function of the bond order BO;;, and in such a way
that their energy contributions smoothly go to zero upon bond dissociation. Taking
the E,; valence angle formed by the three atoms i, j, k as an example, this is realized
by the following expression [110]

Evar = [1 = exp(=puasBOJ™) | [ 1 = exp(=puaraBOS™ )]
- [Poat.t = Poat1 €Xp(—poar2 (G — d0)D)] (6.36)

with the parameters p,, ;. The bonding term is described by a distance corrected
Morse-potential (see Eq.6.6), i.e. the well-depth D, is also multiplied by the bond
order BOj; so that the bonding energy also weakens smoothly when the bond between
i and j breaks.

The energies E,,., and E,,, are multibody terms that present overcoordination
penalties to avoid unrealistic high amounts of bond orders on atoms, and under-
coordination stabilization, respectively. The term E,,; describes contributions of
conjugation effects, for instance in aromatics, whereas Ej, accounts for energy con-
tributions from lone pairs.

Non-bonded interactions include van der Waals dispersion E,; and a coulombic
term Ec,,;. In contrast to classical force fields that exclude non-bonded interactions
between atoms sharing bonds or valence angles with one another (1-2-, and 1-3-
interactions), ReaxFF calculates van der Waals and coulombic interactions between
all atoms. However, the interactions are shielded at short distances to avoid exces-
sively high interaction energies. For this purpose, ReaxFF employs a shielding term
~ so that the coulombic energies, for instance, are then determined by [110]
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The partial charges in ReaxFF are thereby calculated by accounting for polariza-
tion within the molecule. The Electron Equilibrium Model (EEM) in ReaxFF is based
on the electronegativity of the elements x and their hardness J. The polarization of
an element # is then calculated by [110]

OE - ;
5 = X0+ 20+ C 3 9
& = [+ 1/’

75 2,4i=0. (638

This EEM approach is similar to the CHEQ discussed in Sect. 6.2.2. Further details

on the terms to describe the different energy contributions of the ReaxFF model, and
on their parametrization are, for instance, provided in [130].
The parametrization of ReaxFF is based on ab initio simulations on the DFT/B3LYP/
G-316** level of theory, which does not account adequately for dispersive van der
Waals interactions. To improve the description of long-range dispersive interactions,
Liu et al. [73] proposed the modified ReaxFF-lg model, in which an additional
interaction term £, is introduced

EReaxFF—lg = EReaxrr + Elg- (639)

The dispersive interaction term Ej, is based on a low gradient (Ig) model, and is
given by [73]

Clg ij
Ej = Z T dRE T (6.40)
ij,i<j min, ij

Therein, R, ;; is the equilibrium vdW distance between i and j, Cjg ;; is their
dispersion energy correction parameter, and d is a scaling factor, which was though
settod = 1 by Liu et al.

6.3.2.1 Example: ReaxFF Simulation Studies on Gaseous By-Products
in the Silica Reduction

Typically, metallurgical-grade silicon (mg-Si) is industrially produced in an electric-
arc furnace above 2.000 °C by the carbothermal reduction of silica according to the

simplified (overall) reaction equation

Si0, +2C — Si+2CO0. (6.41)
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However, the underlying reaction mechanism is still subject of discussion as it
involves a complex system of reactions between solid, liquid and gaseous com-
ponents with various by-products. Silicon monoxide SiO is stated to be one of the
most important intermediates in silicon production [111], thus we have tested the
ability of ReaxFF to reproduce the formation of gaseous SiO [100]. We therefore
employed the Silicon parameter for ReaxFF published by van Duin et al. [131] and
performed MD simulations with LAMMPS [90].

Figure 6.9 illustrates the structural changes from SiO upon heating, starting from a
dense, solid-like phase. At round about 1000 K, the dense SiO phase decomposes into
clusters, whereas free diatomic SiO-molecules occur at approx. 1500K. This is in
good agreement with experiment [12]. In [100], we have also studied the reproduction
of the densities of the gaseous product CO by ReaxFF. Figure 6.10 shows simulation
results using the original ReaxFF and the modified ReaxFF-lg models. The ReaxFF
model significantly overestimates the CO densities over the entire temperature range,
whereas the ReaxFF-lg model yields an improved description. This illustrates well
the need to adequately account for dispersive van der Waals interactions for this
component.

T=500 K T=1000 K T=1500 K T=2000 K

Fig. 6.9 ReaxFF studies on the SiO structure upon heating from the dense to the gaseous phase

[100]

Fig. 6.10 ReaxFF (blue 22

crossed circles) and ?g 3

ReaxFF-1g (red crossed 16 4 ®

circles) simulation results for s~ 141

the density of gaseous CO at E) 13 ]

p = latm in comparison < 0384 ®

with calculations based an < 82 3 @ €
REFPROP and the ideal gas 8(2) ]

law at higher temperatures

. 200 400 600 800 1000 1200 1400 1600 1800 2000
(black line)

T (K)



172 6 Molecular Models (Force Fields)

6.4 Discussion on Specific Aspects of Force Fields

In this section, we discuss specific aspects of the molecular modeling. That includes
to the one options to account for multi-body (dispersive) interactions, when the pair
interactions are described by purely two-body potentials that were derived from ab
initio simulations. To the other, we will discuss for the case study of water the effect
of bond flexibility (bond stretching, angle bending) on the reproduction of different
thermophysical properties over a wide range of state points.

6.4.1 Accounting for Multi-Body Dispersion

Considerable progress has been made over the past years to develop very accurate ab
initio pair potentials for small and medium-sized atoms and molecules such as inert
gases [42, 48, 50, 57], nitrogen [46, 68], carbon dioxide [47], methane [49], hydrogen
sulfide [51] or mercury [112]. As these pair potentials have been derived from ab
initio studies of the potential energy curve of dimers, they represent pure two-body
potentials. Thus, they are suitable for simulations in the low density region, but are
not able to represent bulk phase properties or phase equilibria, as shown exemplarily
in Fig.6.11 for the VLE of mercury.

This is due to the fact that high density properties can only be described accurately
by accounting for the multi-body interactions that occur in bulk phases. Although the
Lennard-Jones potential in classical force fields (see Eq. 6.1) also comprehends only
pairwise non-bonded interactions, the effect of multi-body interactions is included
implicitly by adjusting the Lennard-Jones parameters to represent experimental data
of bulk phases (see Sect. 6.1.1.3). Therefore, additional multi-body potentials are
required when ab initio two-body potentials shall be applied in simulations on
bulk phase properties. For some small compounds such as neon or argon, ab initio

Fig. 6.11 Simulated 1800 e
vapor-liquid coexistence | g T
curve of mercury (red dots, 1600 ._/ \'s
[101]) by employing an ab 1400 1 & Y
initio two-body potential (by !"' .."‘x
Schwerdtfeger et al. [112]) in 1200 4 f S’g
comparison with < 1000 -
experimental data [41, 120, : .o

800 - o,
133] (black dots) F 4 (S

(] [ ]
600 %
)
[J
400 o
200 T T T T T T T T

0 2000 4000 6000 8000 10000 12000 14000 16000
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three-body potential have also been developed [13, 30]. Recently, Jiger et al. [58]
have proposed a new ab initio non-additive three body potential for argon. This was
based on an approach by Cencek et al. [15] to derive an analytical expression for the
three-body short range and dispersive long-range contribution to the helium inter-
action potential based on highly accurate ab initio (Couple-Cluster) simulations.
However, the development of ab initio three-body potential demands highest lev-
els of theory to accurately calculate the weak dispersive interactions. Furthermore,
a large number of single-point calculations are required to establish the three-body
potential energy surface. Both aspects make the determination of ab initio three-body
potentials computational very expensive [68].

For noble gases [81] and nitrogen [68], vapor-liquid phase equilibria have been
successfully predicted in molecular simulation studies by ab initio two-body poten-
tials in connection with the isotropic triple-dipole potential by Axilrod and Teller

4
) Yy (Gk) (1 + 3 cos 6 cos §; cos 6;)
U3 upp = e
ijrik? jk

(6.42)

to account for three-body non-additive dispersion energies as the leading contribution
to multi-body interactions. The v, in Eq. 6.42 is the non additive coefficient that is
related to the polarizability « of the compound and its ionization energy I, v,,,,, ~ a’l
[68]. The angles and intermolecular separations refer to a triangular configuration of
the atoms or sites as shown in Fig. 6.12. The total potential energy is then determined
by the contribution of two-body interactions U, summed up over for all pairs and of
the three-body interactions Us from all triples

N N N N N
U=Uy+Us= > > unEr)+ > > > us(ri, ). (6.43)

i=1 j>i i=1 j>i k>j>i

Due to the additional summation over all triples of atoms or sites, the inclusion
of three-body interactions typically requires at least one order of magnitude more
computing time than calculations that are only considering pair interactions [82].
Thus, several attempts have been made to incorporate multi-body interactions in a
computationally more feasible way. Marcelli and Sadus [82] observed that for noble

Fig. 6.12 Triangular
configurations of three atoms
in the Axilrod-Teller
triple-dipole potential
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gases such as argon, krypton or xenon, the ratio of the two-body and three-body
energy is a linear function of the density p. Based on this fact, they developed a
method to estimate the energy contribution of three-body interactions Us; from the
two-body interaction energy U,

_2Vu#u9 %)

U, =
3 3eob

(6.44)
where ¢ is again the well-depth of the two-body potential, and o the distance at which
it is zero. Eskandari Nasrabad [32] has used a semi-empirical approach in which the
ab initio two-body interaction potential is scaled by a constant factor to obtain a
quantitative agreement for liquid phase properties and the VLE of argon and krypton
over a wide range of state points.

For noble gases, the use of a two-body potential alone generates a phase envelope
thatis always larger than the experimental curve, i.e., the predicted liquid densities are
greater than observed experimentally. The inclusion of three-body interactions either
by the Axilrod-Teller potential or by the approaches discussed above results in lower
predicted liquid densities and therefore in better agreement with experiment. For
mercury however, the ab initio pair potential predicts a phase envelope that is inside
of the experimental envelope as shown by Fig. 6.11. That indicates that the effect of
multi-body interactions in bulk mercury can not be ascribed to non additive dispersion
energies as leading contributions. Thus, the Axilrod-Teller potential alone would be
insufficient to account for the multi-body interactions, and higher-body potentials for
mercury are not available. Following the approach by Silvera and Goldman [118] for
a computationally tractable alternative to multi-body calculations, we have proposed
a non-additive contributions of multi-body effects by introducing an effective Co/r°
term into the ab initio pair potential [101]

Cy

off L
u off — uablmrw + =,
2 2 79

(6.45)

resulting in a semi-empirical effective potential. The Co/r° term was then adjusted
to fine-tune agreement with experimental saturated liquid densities. We were able to
reliably predict values of the coexistence properties of mercury (Fig. 6.13) by using
for Cy a simple linear function of temperature

kgT
Cy = —161020.46 — 282342 — ). (6.46)
€

Therein, ¢ is the minimum depth of the Schwerdtfeger ab initio potential, i.e.
e/kp = 525.15K. Figure6.13 also shows our molecular simulation results for the
vapor pressure p, of mercury. It should be noted that these simulation results are
purely predictive, as no experimental data for p; were involved in the optimization
of the Cy term. Thus, the good agreement between simulation and experiment [41,
120, 133] is encouraging.
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Fig. 6.13 Molecular simulation results (blue squares) for the saturation densities (left) and the
vapor pressure (right) of mercury using a semi-empirical effective potential [101] that combines
an accurate ab initio two-body potential with an effective Cg/r° multi-body term. Also shown as
black dots are experimental data [41, 120, 133]

In [105], we have investigated the ability of the empirical effective potential to
reproduce the transport properties of mercury along its vapor-liquid coexistence
curve. We have thereby compared MD simulation results for the viscosity and self-
diffusion coefficient with theoretical predictions by an approach by Tippelskirch et
al. [127, 128] to describe the transport coefficients of mercury by a modified Enskog
theory. Prior to discussing the simulation results, we provide a short introduction
to the theoretical background of the Enskog theory. A detailed description is, for
instance, given in the textbook by Hirschfelder, Curtiss and Bird [54].

The kinetic theory of gases is expressed by the Boltzmann’s equation that rep-
resents integro-differential equations for the distribution function f(r, v, t) of the
particles in phase space. It describes the change of the distribution with time due to
the act of external forces, diffusion of the particles and their collision. It is thereby
assumed that only two-particle collisions occur, and that the collisions are not cor-
related, referred to as principle of molecular chaos. For a system at thermodynamic
equilibrium, the distribution is independent of the particles positions r and time ¢,
and therefore reduces to the Maxwell-Boltzmann velocity distribution that we have
introduced in Sect.2.4. For small deviations from equilibrium, i.e. small gradients,
Enskog and Chapmann obtained approximate solutions of the Boltzmann equation
from perturbation theory. This yields expressions for the transport coefficients in
terms of so-called collision integrals, which in turn depend upon the modeling of
the intermolecular interactions (see Chapmann and Cawling [16]). For a dilute gas
(index 0), in which the effective molecular diameter o, is small compared to the
average distance between the particles, the Chapmann-Enskog solution of the Boltz-
mann equation yields the following expression for the shear viscosity of hard-sphere
particles [127]

5 /mmkgT

T 7r062ﬂ. ’

o (6.47)
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with the mass of a molecule m. The self-diffusion Dy is given by [28]

0.425V,, |N,kgTM
Dy = B (6.48)
2
Nuaeﬁ T

Therein, V), is the molar volume and M the molar mass of the compound.

Enskog advanced the kinetic theory for dense gases of hard-sphere particles by
assuming that the deviation from the dilute gas solution can be attributed to a higher
collision frequency. He thereby stated that the higher rate of collision in the dense
fluids is due to the fact that the average distance that particles travel between collision
is decreased by their effective diameter o.;. With this, the collision frequency is by
a factor y higher than in gases consisting of point particles [28, 54]. The correction
factor  is proportional to the hard-sphere radial distribution function at o, and can
be related to the equation of state. The resulting expressions for the viscosity ng and
self-diffusion coefficient Dg of the Enskog theory are given by [28]

- (B XB)_1+OSOO+O761 XB) (6.49)
E=\y, ) [\, ‘ AN A A ‘

DY = Dy/x. (6.50)

The quantity B in Eq.6.49 is the second virial coefficient of a hardsphere fluid

27
B=— O (6.51)
The Enskog theory though still assumes that the particle collisions are not corre-
lated. For the modeling of transport coefficients in the liquid phase, correction factors
F are employed to account for the correlated molecular motion

n* =ng-F, D"=Dg-Fp. (6.52)

These correction factors were derived by Alder et al. [2] from MD studies by com-

paring their simulation results for the autocorrelation functions of different transport
coefficients with the predictions by the Enskog theory.
For the theoretical description of the transport coefficients of mercury along the
vapor-liquid coexistence curve, we employed correlations for the temperature depend
hard sphere diameter o5 by Tippelskirch et al. [128], whereas the correction factors
X, Fp, F;, were taken from [2, 28].

Figure 6.14 shows the description of viscosity and self-diffusion coefficient by
the modified Enskog theory in comparison with our MD simulation results derived
by employing the two-body ab initio potential by Schwerdtfeger et al. [112] in com-
bination with our empirical temperature-dependent multi-body contribution. It illus-
trates that our simulation results for the self-diffusion coefficient describe the slope
of the saturation line in reasonable agreement and consistency with the theoretical
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Fig. 6.14 Molecular simulation results for the viscosity and self diffusion coefficient of mercury
(blue squares) [105] along the vapor-liquid coexistence curve using the semi-empirical effective
potential. Shown as line are calculations based on the modified Enskog theory. The black dots
represent experimental viscosities by Tippelskirch et al. [128]

predictions by the modified Enskog theory. Our effective potential also yields reason-
able predictions for the shear viscosity of mercury at low and moderate densities, but
results in significant deviations at high densities. So at liquid densities between 9.000
and 11.000kg/m? metal-nonmetal transitions occur, which significantly influence the
properties of mercury [52]. This can not be described by our simple temperature-
dependent effective term, as it would require a density-dependent modeling of the
multi-body contributions [52, 128].

6.4.2 The Influence of Intramolecular Degrees of Freedom,
SPC Water Potentials as Case Study

Both the bond stretching and the angle bending are high frequency modes, and
therefore it is commonly believed that these molecular vibrations have a minor effect
on thermodynamic properties. Thus, the bond and angle terms in the force field are
often omitted, i.e. these modes are frozen to enable larger time steps in the integration
of the equation of motion in MD simulations. It therefore allows either saving of
computer time or simulations on larger time scales.

This approach is surely appropriate for large and complex compounds for which
the structural change in the molecule is dominated by the rotations around the dihe-
drals. However, we have shown [102-104] that for small-sized polar compounds
(such as water) that are often treated as rigid molecules, introducing bond stretching
and angle bending terms has an observable effect on both equilibrium properties and
dynamic properties. Thus, this section covers our simulation results for a flexible
water model as case study to illustrate the effect of introducing flexibility into a fixed
point charge water potential. Thereby, simulation results of the widely used rigid SPC
model [9] are compared with those of the flexible SPC/Fw model by Wu et al. [137].
In the rigid SPC model [9], the oxygen atom is represented as a partially charged
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Lennard Jones bead, whereas the hydrogen atoms are simply represented by partial
charges without any Lennard-Jones interactions. The intermolecular interactions are
calculated from

12 6
ajj T iq;
Uinier = ZZ [46,']' |:(—rl) — (—rj) :| + _qr?/] . (653)
; i Y y

i j>i

In the SPC/Fw model molecular flexibility is added to the SPC model by account-
ing for bond stretching and angle bending terms via harmonic potentials

Uinra = D kr.on(ron = r0.01)> + D ko.tor Oron — 0o.non)’. (6.54)

The Lennard Jones parameters and partial charges in the flexible models remain
identical to those used in the SPC model. By comparing simulation results from
the flexible SPC/Fw potential and the corresponding rigid SPC model, we were
able to investigate the effect of incorporating intramolecular degrees of freedom
on the prediction of the vapor-liquid equilibrium, dielectric constants and transport
properties of water (Fig.6.15).

We also performed simulations for the rigid SPC/E potential [8] that uses the
same geometry and LJ parameters as the SPC potential, with the addition of a self-
polarization energy correction that slightly increases the partial charges. The force
field parameters used in this study are summarized in Table 6.3. Our GEMC simu-
lation studies on the VLE properties of water in [102] show that the introduction of
intramolecular degrees of freedom in the SPC/Fw model has a similar effect as the
increasing of the partial charges sites in the rigid SPC/E model, i.e. to yield higher
liquid densities and lower vapor pressures, as illustrated in Fig. 6.15. We attributed
this to the fact that the bond flexibility allows the geometry, and with this the effective
dipole moment to vary along the coexistence curve. For all state points studied here,
the radius of gyration of the flexible model is higher that the constant value of the
SPC model, resulting in a higher effective dipole model. Similar observation were
made by Engin et al. [29] in their studies on flexible and rigid models for ammonia.

The enhanced dipole moment of the SPC/Fw model in comparison with the rigid
SPC model gives reason for its liquid densities being quite similar to those of the
SPC/E model. However, the results of the SPC/Fw and SPC/E models differ with
respect to the prediction of the vapor pressure, and at elevated temperatures the

Table 6.3 Force field parameters of the SPC, SPC/Fw and SPC/E model

Model |20 (&) |00 (A) |q0 (@) |qu (o) k}',(}){l}[ r0,0H ke,ngH 6o, HoH
(%) |(A) (o) | (rad)
SPC 0.65 3.166 —0.82 0.41 Rigid 1.0 Rigid 109.47
SPC/Fw | 0.65 3.166 —0.82 0.41 2217.25 |1.012 158.89 113.24
SPC/E 0.65 3.166 —0.8476 | 0.4238 | Rigid 1.0 Rigid 109.47
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Fig. 6.15 GEMC simulation results [102] for the vapor pressure and vapor liquid coexistence curve
of water for the SPC/Fw (red dots), SPC/E (grey triangle) and the SPC (crossed squares) model in
comparison with calculations by REFPROP [67] (colour online)

flexible model yields better vapor pressures. This suggests that the introduction of
intramolecular degrees of freedom has an additional effect.

This is well illustrated by our MD simulation studies [103] on the ability of
SPC/Fw to accurately represent the high dielectric constant ¢, of water over a wide
range of state points (for calculation of €, see Sect. 7.7). The simulation results of
the SPC, SPC/E and SPC/Fw model for the dielectric constant of water at 298.15 and
673.15K and elevated pressures are given in Fig. 6.16 in comparisons with experi-
mental data [26]. We have analyzed our simulation results for ¢, in terms of equilib-
rium bond lengths and bond angles, and resulting dipole moments and quadrupole
moments. Therein, we determined the quadrupole moment Q7 of SPC/Fw from the
simulation results for the dipole moment p, the equilibrium bond lengths roy and
angles Oyog by [17]

_ 3(romsin 6*)?

QT = 20% = 91-10[-1. (655)

4rogcosfr T

The values for i, rog, Ogon and the resulting Qr at the different state points are
given in Table 6.4, together with the corresponding (constant) values of the SPC and
SPC/E model.

The SPC/Fw model shows elongated equilibrium bond lengths rpp compared to
both the model parameter (ry oz = 1.012 A) and therigid SPC and SPC/E model with
ron = 1 A. However, the O — H-bond of SPC/Fw slightly contracts with decreasing
densities, i.e. at higher temperatures (state points II to IV) or lower pressures (I to I)
The equilibrium H — O — H bond angles of SPC/Fw however are remarkably smaller
than the bond angle of the rigid models. With decreasing density, the equilibrium
H — O — H bond angle increases and approaches the value of the SPC and SPC/E
model. These changes in the molecular geometry of the SPC/Fw model allow both the
dipole and the quadrupole moment to vary despite fixed charges on the atomic sites.
The elongated bond lengths in general result in both higher dipole and quadrupole
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Table 6.4 Equilibrium bond lengths rog, bond angles 6yop, dipole moment y, and resulting
quadrupole moments Q7 of the SPC/Fw model at different state points in comparison with values
from the SPC/E and the SPC model

Model State point | 7' (K) pMPa) | rog (A) | Opon (°) | Or (DA) | (D)
SPC/Fw |1 298.15 0.1 1.0310 107.70 2.046 2.394
Il 298.15 50 1.0312 107.68 2.046 2.395
11 473.15 50 1.0271 108.21 2.043 2.336
v 673.15 50 1.0228 109.30 2.062 2327
SPC/E All All All 1.0 109.47 2.037 2.352
SPC All All All 1.0 109.47 1.969 2274

moments, whereas the reduced bond angle though also yields higher dipole moments
but lower quadrupole moments. The dielectric constant in turn increases with increas-
ing dipole moments but decreases with increasing quadrupole moments. Thus, the
overall effect of changing roy in SPC/Fw on ¢, is moderate, as higher bond lengths
increase both the dipole moment and the quadrupolar moment which have opposed
effect on the dielectric constant. Though the dielectric constant of the flexible water
model becomes strongly sensitive to bond angle changes, as stated by Wu et al. [137].
This is due to the fact that a decrease in the equilibrium bond angle gives higher dipole
moments and lower quadrupole moments, with both resulting in higher dielectric con-
stants. These effects of bond flexibility on the dielectric constant is well reflected in
our simulations. Increasing temperatures yield contracted equilibrium bond lengths
and expanded bond angles, both decreasing the molecular dipole moment of the
SPC/Fw model. However, these changes in the molecular geometry have opposing
effects on the quadrupole moment, and nearly balance out in the liquid phase (states
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I, IT and III), so that there is little change to the quadrupole moments of the SPC/Fw
potential. The lower dielectric constants from the SPC/Fw potential with increasing
temperatures are then mainly caused by its decreasing molecular dipole moments.
In the supercritical phase at 673 K however, the increase of the quadrupole moment
due to the expansion of the bond angle is more pronounced than its decrease with
the contracted bond length rpg. Thus, now the dielectric constant is lowered by the
superposition of both effects, the smaller dipole and the higher quadrupole moment.
Therefore the dielectric constants of SPC/Fw, which are remarkably above the predic-
tions of the SPC/E model at 298 K, now approximate the results of the rigid model at
673K, as illustrated in Fig. 6.16. The interplay of changes in the molecular geometry
and the dipole moment also affects the dynamics of the systems as illustrated by our
studies on the viscosity and diffusion coefficient of SPC/Fw [104]. Figure 6.17 shows
the MD simulation results for the viscosity ) (from Eq.7.27) of water in the liquid
phase at 298 K, and in the supercritical state at 673 K for the SPC/Fw in comparison
with the SPC/E and the SPC model and experimental data [66, 125, 136]. The rigid
SPC model considerably underestimates the shear viscosity, whereas the introduc-
tion of bond flexibility in the SPC/Fw model yields significantly higher viscosities,
and with this a good reproduction of the experimental data at 298 K. The effect of
bond flexibility is more pronounced than the effect of increased partial charges in the
SPC/E model. With increasing temperatures, the bond length of the SPC/Fw model
contracts and the dipole moment decreases as discussed above, which both should
result in reduced viscosities. The fact that the SPC/Fw model largely overestimates
the experimental data at 673 K indicates that the prediction of the viscosity is very
sensitive to the expansion of the bond angles with increasing temperatures.

In the Fig.6.18 the corresponding MD simulation results [104] for the diffusion
coefficients D of the different water models are depicted (For the calculation of D
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7 of water in the liquid phase > 08
at 298 K in the supercritical & o7
state at 673 K for the E o6
SPC/Fw (red circle), SPC/E < 05 ®
(grey triangle) and the SPC oalm 3] 298.15 K
model (crossed squares) in
comparison with 20 40 60 80 100 120 140 160 180 200
experimental data (rhomb
[66], circle [136], square 028 °
[125]). The line through the o .
experimental points is only @ 020 °
for guidance o 016
£ o .
= 0.08 o ’_‘AQD’,D—D’;AQ’-‘D a—0—08 o &
0.04 - 673.15K

0 20 40 60 80 100 120 140 160 180 200
p (MPa)
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Fig. 6.18 MD simulation 4.0
results [104] for the diffusion 3.8{H B
coefficient D of water in the « gi ®
liquid phase at 298 K in the g 32 298.15K
supercritical state at 673 K o 3.0
for the SPC/Fw (red circle), 2 28
SPC/E (grey triangle) and [a] g'i \
the SPC model (crossed 29 $o—o 0 — o —— 1
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o 60 S
o 50 T
40 o
30 -

0 20 40 60 80 100 120 140 160 180 200
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see Eq.7.42). At 298K, the increased dipole moments for both the SPC/Fw and the
SPC/E model compared with SPC result in their significant lower diffusion coef-
ficients, which are in good agreement with the experimental data. The elongated
bond length in the SPC/Fw model is expected to further slow down its dynamics
compared to the SPC/E model, though this effect seems to be partially compen-
sated by its smaller bond angle. Thus, both models yield quite similar results for the
diffusion coefficient at 298 K. With increasing temperature, the roy bond length in
SPC/Fw contracts slightly, which results in decreasing dipole moments and a higher
diffusivity. Again, the opposing effect of the expanded bond angle with increasing
temperature compensates the effect of the reduced bond length, so that also at 673K
the SPC/Fw simulation results for the diffusion coefficient remain similar to those
of the SPC/E model.

The results for the phase equilibria properties, the dielectric constant and the
transport properties of water discussed above well illustrate that the introduction of
bond flexibility allows the geometry to change in response to the thermodynamic state
point, which in turn enables both the molecular dipole moment and the quadrupole
moment to vary. These changes of the dipole and quadrupole moment with the
thermodynamic state point mimics the change of the intermolecular interactions in
response to the local environment, and can therefore be regarded as computationally
less expensive way to incorporate polarizability effects in water simulations. This
agrees with Yu and van Gunsteren [140] who have identified geometric polarization,
caused by the change in the molecular geometry, as one of three possible mechanisms
of polarization. It is also supported by other studies [72, 75] that have concluded that
introducing flexibility transforms a rigid water potential into a polarizable potential.
Our studies also demonstrate that the reproduction of the various thermophysical
properties are affected in a very complex way and also quite differently by the changes
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of the equilibrium bond length and bond angle. Recent studies [39, 115] on a flexible
version of the widely used TIP4P/2005 water model also suggest that the effect of
bond flexibility also depends on the underlying molecular model and the way, the
flexibility is introduced into it. The original TIP4P/2005 water model by Abascal
and Vega [1] is a four site model with an additional dummy atom M, on which
the negative charges is placed that compensates the positive charges located on the
hydrogen atoms. In the flexible TIP4P/2005f model [39], flexibility is introduced
to the O — H bonds and the H — O — H angle, whereas the O — M distance is not
fully flexible but defined by the positions of the hydrogen atoms, i.e. the O — H bond
length. For this model no substantial improvement could be observed compared to
the performance of the rigid model [39, 115].
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Chapter 7
Thermophysical and Structural Properties
from Molecular Simulation

This chapter shall provide an overview how several thermophysical and structural
properties of pure compounds and mixtures can be determined from analysis of the
system’s trajectory derived from molecular simulation studies. Once a reliable force
field for the system of interest has been established, molecular simulation studies
provide a way to predict all its relevant thermodynamic and structural properties
within the framework of statistical mechanics. Molecular simulation techniques are
therefore increasingly used in chemical engineering as complement to experimental
studies, as they

e allow studies at extreme conditions such as very low or high temperatures, high
pressures

e enable exploration on substances difficult to handle in experiments (i.e. toxic,
hazardous, corrosive compounds)

e provide valuable fundamental insights into the behavior of the compounds on the
molecular level, i.e. in which way thermophysical properties are related to the
molecular structure.

Compared to the usually employed engineering models on thermophysical prop-
erties, molecular simulations offer several advantages [83] as they

e are able to provide predictions on poorly known systems

e enable prediction of mixture properties with no or only minor calibration on binary
mixtures

e are capable of predicting differences in isomer properties

e allow to extrapolate predictions

Our molecular simulation study on the vapor-liquid equilibrium of mercury at
temperatures up to 1575K, discussed in the Sect.6.4.1, demonstrates the valuable
role that molecular simulation has in supplementing experimental data for situations
in which laboratory measurements are either difficult to perform due to extreme
conditions in temperature or pressure, or involve dangerous/toxic substances.

© Springer Nature Singapore Pte Ltd. 2017 191
G. Raabe, Molecular Simulation Studies on Thermophysical Properties,
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The exploration of ionic liquids is a recent example that has proven the value of
molecular simulation studies to provide predictions on poorly known compounds.
Based on force fields that were optimized to reproduce the few available experimental
data, molecular simulation studies have provided predictions of many fundamental
properties of ionic liquids and their mixtures (reviews amongst others from [8, 18,
40, 45]). Simulation studies on ionic liquids have also helped to gain a molecular
level understanding of their properties [89] and in which way the microstructural
characteristics are related to the solubility of the ionic liquids for different solutes
[11]. Our own studies on microstructural characteristics of ionic liquid [67] and how
they change upon mixing, [66] will serve as an example in this chapter to illustrate
how local structures can be analyzed by radial and spherical distribution functions,
and how the structural analysis can provide a molecular interpretation of solvation
process.

Another example of the use of molecular simulations to complement rare experi-
mental data on newly developed compounds is our study on alternative working fluids
based on hydrofluoroolefines. In Sect. 6.1.1.5 we have introduced a transferable force
field for hydrofluoroolefines (HFO) and hydrochlorofluoroolefines (HCFO) [63, 65,
68, 69] that enables molecular simulation studies on thermodynamic and transport
properties of these compounds and their mixtures. Applications of the molecular
modeling for this new class of working fluids will be discussed in detail in Chap. 8. In
this chapter, some of our simulation results for ionic liquid, HFO or other compounds
will exemplify for the analysis of molecular simulations to derive thermophysical
and structural properties.

7.1 PVT Properties in a Single Phase

When performing Monte Carlo or MD simulations in the NVT ensemble, the resulting
pressure in the system for the given temperature and density can be derived according
to Eq.2.62

p =kgT ( (7.1)

Oln Qnyr
ov v

By introducing the reduced variable s = r/L (see Sect3.3, Eq. 3.23), the partition
function of the NVT ensemble can be written by

VN B ‘
QNVT = W / e conf (8 L)/kBTdS3N (72)
—_—
id res

= YN NVT*
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Accordingly, the pressure can be divided into an ideal gas and a residual part,
with

dln Q N
d—k T( NVT) =kyT —. 7.3
B £ . 8T (7.3)

The residual pressure due to the interactions in a real fluid is then defined by

Oln Q¥or
" = kgT 7.4
p B ( 5V Y (7.4
f O(Uc((;n‘f;/kBT) ~Ucons / k5T 3N
= ksT [e Ui GDRTgg3N (7.5)
_a(Uconf/kBT)
— kT | o/ (DB
i < ov

as the fraction term in Eq. 7.5 represent the definition of the ensemble average of the
term Ucopnr/kpT

The partial derivative of the configurational energy with respect to the volume
though is given by

6Uconf _ 8Uconf or . a(]conf r

= = . 7.6
ov or av or 3V (7.6)
With this, the residual pressure can in general be determined from
1 [ OUcons
TS = —— . 7.7
P £1% <r or > 7

In a system in which the total configurational energy is given by the sum of
pairwise interactions energies u;;, the partial derivative of Uc,,s with respect to the
interparticle distances r;; becomes

BUCO,, N N o y N N
P X g =X 18)
i Jj>i i=1 j>i

The product r;; - f;; is the atomic virial W;;, the sum over all virial contributions
then gives the total (residual) virial W. With this, the calculation of the pressure can
be expressed by

p=p'+pe =ksT o+ 50 (7.9)

In MD simulations, the ideal gas part of the pressure can be related to the kinetic
energy of the system Ey;,
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i=1
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L (7.10)

i

=
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Thus, the instantaneous ideal gas pressure can be determined during the simulation
from the velocities v; or momenta p; of the particles. f;;, r;;, v; and p; though are
vector quantities, and the pressure is a tensor

Pxx Pxy Pxz
P = | Pyx Pyy Pyz | - (7.11)
Pzx Pzy Pzz

The pressure tensor is also referred to as stress tensor o, with the diagonal element
representing the tensile stress, and the off-diagonal elements the shear stress. An
element p,s of the pressure tensor (or 0,3 of the stress tensor) is calculated from

pa5’=<% Zplﬂplj‘i‘zzruafu@ > (7.12)

i=1 i=1 j>i

The total system pressure is then given by the trace of the pressure tensor

P =5 (Pxx + Pyy + pzz) . (7.13)

3 (
The long-range correction (LRC) (see Sect.5.2.1) for contributions beyond the
cut-off radius r.,; can be derived from [4]

o0

2
pLRC = —gﬂNg/rl.sz(ri_,-)dri_,-. (714)

Feut

In the NpT ensemble, the pressure is imposed, and the volume of the system will
fluctuate during the course of the simulation. Thus, the molar density of the system at
given pressure and temperature is derived from the ensemble average of the volume
and the included number of particles N by

N

Densities are though often given as mass specific property, for instance in the unit
(kg m~3), which requires the conversion of the molecular simulation result with the
molar mass M of the compound. When the volume of the simulation box is given in
(m?), and the molar mass in (g mol '), the mass density can be computed from
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Fig. 7.1 MD simulation results for the liquid density of the ionic liquid [emim][ B F4] (red circles)
in comparison with experimental data [31] (grey circles) (colour online)

N> M (7.16)

kgm™) ={—=) ——.
o (kgm ) <V 1000.0 - N,

Figure 7.1 shows exemplarily the simulation results for the density of the ionic
liquid [emim][ B F4] with the molar mass (M = 197.97 %) in the temperature range
from 7' = (298 — 363) K in comparison with experimental data.

7.2 Dynamic and Transport Properties

Monte Carlo simulations sample states according to the ensemble probability distrib-
ution. They are not deterministic and therefore do not allow studies on the dynamics
behavior. The trajectories from MD simulation though follow the time evolution
of the systems, i.e. they provide the positions and velocities of the molecules at
different time steps. Thus, the analysis of these trajectories gain insight into the
dynamic behavior of the systems and enables the computation of transport coeffi-
cients. In the following subsections, we will present common approaches to study the
dynamic behavior by equilibrium MD simulations (EMD). We will thereby discuss
correlation functions, and the Einstein and Green-Kubo formulas to derive transport
coefficients, such as the diffusion coefficient, shear viscosity and thermal conductiv-
ity. Non-equilibrium molecular dynamics (NEMD) approaches to compute transport
properties are not covered in this section.

7.2.1 Autocorrelation Functions

The dynamic behavior of a molecular system is often studied by autocorrelation
functions. A correlation function in general measures the correlation between any
two quantities A and B
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(A - B)
Cag = —n 2t (7.17)
(A2)(B?)

In this reduced form, the correlation coefficient c4p adopts values between 0 and
1, with cap & 1 indicating a high degree of correlation. Usually, the quantities A and
B fluctuate around their ensemble averages (A) and (B), and the correlation function
measures the correlation of these fluctuations or noises. The correlation coefficient
than becomes [4]

e (A=A (B—(B)) _ (5A-3B) 7.18)
VA =(A)2) (B - (B))?) 0o(A)a(B) ‘

where o is the variance of the quantity. In a time (cross-) correlation function, the
correlation between the quantities A and B at two different times is measured. If the
correlation between two values of the same quantity A is evaluated at two different
times, c44 () becomes an autocorrelation function

(6A@) - 0A(0))

Ty (7.19)

caa(t) =

For many quantities, c(¢) decays to zero at long times, and the time integral

o0

T=/c(t)dt (7.20)

0

defines the correlation or relaxation time, which can often be related to transport
coefficients. The fourier transforms of correlation functions may relate to experi-
mental determined spectra [94]. The dynamics in a fluid are often studied by the
velocity autocorrelation function (VACF), defined by

_ v@ -v(0)

The VACF can be derived for each molecule in the system individually. However,
it is usually averaged over all molecules to improve the statistical precision. For a
molecular system, the center-of-mass (COM) velocity is commonly regarded in the
VACE. Figure 7.2 shows exemplarily the (reduced) autocorrelation functions for the
COM-velocities of the anion and cation of the 1-hexyl-3-methyl-imidazolium chlo-
ride [hmim][C!] ionic liquid. VACFs do not necessarily have monotonic behavior
but often exhibit zero-crossings, as shown in Fig. 7.2. The zero-crossing at finite time
represent a measure of the mean collision time. The following negative VACFs indi-
cate ‘cage’ effects [32]. At longer times, the VACF approaches zero, which means
that the velocities become uncorrelated.
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The COM-velocity autocorrelation function though only gives a picture of the
translational motions in the system. Thus, rotational correlation functions are con-
sidered to gain insight into reorientational motions of the molecules. To characterize
the rotation along a particular axis, a rotational correlation function can be defined
by

C™'(t) = (ri(1) - 1;:(0)), (7.22)

where the vector r; describes the orientation of the molecule [7]. The rotational
correlation function can also be formulated in terms of

(1) = <% [3cos? 0, (1) — 1]>, (7.23)

where 6;(¢) represents the orientational angle of a characteristic axis within the
molecule as a function of time [10].

7.2.2 Transport Coefficients from EMD Simulations

In phenomenological transport equations, transport coefficients such as the shear
viscosity, the diffusion coefficient or the thermal conductivity define the response
of a system to an external perturbation that imposes a gradient V¢ as driving force.
This gradient initializes an equalizing flux A that is proportional to the driving force
with the transport coefficient k as material property being the proportionality factor

A =—kVe. (7.24)
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Table 7.1 Principles and analogies among mass, heat and momentum transfer, describing transport

laws
Diffusion Heat transport Momentum transport
A Mass flow J 2 Heat flux J4 Momentum flux p
© Density o Temperature T Velocity v
k Diffusion coefficient D | Thermal conductivity A Viscosity 7
Law Fick Fourier Newton

In Table7.1 we have summarized the application of Eq.7.24 to the mass, heat
and momentum transfer, and the laws that describe the mechanism of these transport
processes.

Transport processes due to gradients in density, temperature or velocity imply a
non-equilibrium system, and Eq.7.24 represents the macroscopic law of its relax-
ation. However, also in an equilibrium system, microscopic thermal fluctuations
occur so that the instantaneous value of a property A differs from its equilibrium
ensemble average (A). The Onsager regression hypothesis [53, 54] then states that
the regression of the property A to its equilibrium is governed by the same trans-
port laws and transport coefficients as the macroscopic relaxation due to an exter-
nal perturbation. With this, the Onsager theory allows the computation of transport
coefficients from molecular dynamics studies of equilibrium systems. Though, the
Onsager hypothesis is only valid for states in the neighborhood of equilibrium for
which it can’t be distinguished whether the systems is there due to thermal fluctua-
tion or on its final stage of a relaxation towards equilibrium [19]. In the following
section we introduce the Green-Kubo and the Einstein formulas to derive transport
properties from EMD simulations. In general, both formulas are equivalent and yield
theoretically identical results for the transport coefficients. However, due to finite-
time simulations in finite-size systems, the different methods are subject to different
uncertainties and statistical errors.

7.2.2.1 Green-Kubo Formulas

The Green-Kubo formulas relate the transport coefficients to the integral over the
time correlation function of the flux [4]

kcx/ A)A(0))d (7.25)
0

This can be illustrated by the fact that the decay of correlation between instanta-
neous fluctuations represents the regression of the microscopic fluctuation according
to the Onsager theory. More details on the derivation of the Green-Kubo formulas
are for instance provided by [19, 25, 98]. The shear viscosity is then given by
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[e¢]

Vv

:kB—T
0

(Pap®) pap0))dt, o #p (7.26)

where p,s is an off-diagonal element of the pressure tensor that is determined by
Eq.7.12. To improve the statistics, the autocorrelation function can be averaged over
all independent off-diagonal tensor elements, resulting in

V oo
= 3% T/ (Pay (D) Py (0)) + (P (D) P (0) + (py (1) Py (0)) ] di. (7.27)
B
0

According to Daivis and Evans [16], a modified Green-Kubo correlation can
be derived for the shear viscosity, which uses all elements of the pressure tensor,
including the diagonal elements

V o0
"= ok / <Z pae(r)paﬁ<0>> (7.28)

af

with

2

dop=1 for a=p
0ap =0 for a#p

(Oap + Jﬂnn) 1
Pap = —2 P22 50,55 Z Tors (7.29)

Therein, the o, represent the elements of the pressure or rather stress tensor (see
Eq.7.11). The factor 10 (instead of 9 for the nine tensor elements considered) is used
in the denominator of Eq.7.28 to compensate that the diagonal elements yield a too
high viscosities with [16]

4
. (7.30)

Nxx = Nyy = Nzz = 3

As the shear viscosity is a collective dynamic property, it is subject to relative
high statistical uncertainties. This is especially true for systems with slowly decay-
ing autocorrelations functions such as ionic liquids or polar systems, for which the
autocorrelation functions also tend to fluctuate around zero even at long time scales.
‘When the molecules are modeled by force fields that account for bond stretching and
angle bending, the stress autocorrelation function additionally exhibits rapid oscilla-
tions due to the high-frequency intramolecular vibration modes [7]. Thus, frequent
sampling of the pressure tensor is required to cover the course of the stress relaxation
correctly.
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In the Green-Kubo formula, the diffusion coefficient is computed from the integral
of the velocity autocorrelation (VACF) function

L&JI'—‘

/ (vi()vi(0)d (7.31)
0

As described above, the VACF and with this the diffusion coefficient are single
molecule properties, which are however usually averaged over all molecules in the
systems to improve the statistics.

The Green-Kubo expression for the thermal conductivity becomes

o]

Vv
e / (03" 0)d (732)

0

wherein the energy flux or heat current vector is given by [22, 59]

. 1d
J = Vd_t(zl: 161) szez + = ZZ(f,]vl)r” . (7.33)

The quantity e; is the total energy of the atom or site and consists of both its
kinetic and potential energy. The potential energy due to interactions between two
atoms is thereby equally divided between them [4]. Thus, the first term represents
the diffusive contribution to the heat flux due to the atomic motion. The second term
then yields the contribution of intermolecular interactions to the heat transfer.

In a similar way, the electrical conductivity can be derived from the electrical
current autocorrelation function [23]

o0

elec __ elec -elec
o = 3kBTV/ ®J (0))dt, (7.34)
0

where the total electric current is given by

Jw = viog. (735)

.. selec .
For an ionic system J ““(1) is often expressed by

J0 =20 = 3 v o, (7.36)
i J
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Fig.7.3 aEnsemble average of the pressure correlation functions according to Eq. 7.27 (black line)
and Eq.7.28 (red line). The ensemble average of the pressure correlation functions are multiplied
with the corresponding prefactors. b Resulting instantaneous values of the viscosity as function of
the correlation time

Example: Viscosity of SPC/Fw Water

In this example, we illustrate the calculation of the viscosity of the flexible water
model SPC/Fw [95] (see discussion in Sect. 6.4.2) by the Green-Kubo formula. We
first performed MD simulations in the NpT-ensemble to determine the systems aver-
age densities for given values for temperature and pressure. To derive the viscosity,
we performed additional simulations in the NVT-ensemble at the averaged densities
from the NpT-simulations (see [70] for more details). We here present simulation
results at 7 = 277.15K and p = 0.1 MPa for which we performed production runs
of 15 ns in the NVT- ensemble with r = 0.001 ps. The pressure tensors were saved
every 0.01 ps for further analysis by Eqs. 7.27 and 7.28. Figure 7.3a shows the ensem-
ble average of the pressure correlation functions, employing the three independent
off-diagonal tensor elements (pxy, Py, Pxz) according to Eq.7.27, and using all ele-
ments following Eq. 7.28 (The ensemble average of the pressure correlation functions
are multiplied by the corresponding prefactors). As discussed above, the autocorre-
lation functions exhibit rapid oscillations due to the intramolecular vibration modes
from bond stretching and angle bending in the flexible water model SPC/Fw. The
enlarged detail illustrates the still present albeit slight fluctuation of the autocorrela-
tion functions around zero at longer correlation times. Figure 7.3b shows the resulting
instantaneous values of the viscosity from integrating both functions shown in (a).
As expected, both Green-Kubo formulae converge to the same value of the viscosity
within their statistical errors.

7.2.2.2 Einstein Formulas

Whereas the Green-Kubo formulas describe transport coefficients k in terms of time
correlation function of the flux A, the Einstein formulas relate k to the mean square
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displacement (msd) of the quantity A(¢) from its value A(0) at a selected initial
time [4]

2tk = ([A(t) — A(0)]?). (7.37)

The Einstein relation for the shear viscosity is given by
v 2
2”7 = ([Laﬁ(t) - LQS(O)] > (738)
kT
with
L ! E (7.39)
af = 1, Yia Pig- .
1] % ,~ Pip
The corresponding Einstein relation for the thermal conductivity is

Vv
2Ny = ﬁ([éui(z‘) — Su; (0)]%), (7.40)

wherein du; is derived from
s =+ > iy — () (7.41)
u = — ri\u; — \Uuj;)). .
4 i

The most familiar Einstein relation though is the expression for the diffusion
coefficient

2tD = %([r(t) —rO)) = %ﬂ. (7.42)
Normal diffusive behavior is associated with a linear increase of the msd with time,
from which the diffusion coefficient is derived from the gradient. This is exemplarily
shown in Fig. 7.4 for simulation results from MD studies on the refrigerant R-1234yf.
It has to be pointed out that the true displacements of the molecules, i.e. without the
application of periodic boundary conditions, need to be accumulated in the Einstein
formula.
Tonic liquids or glass formers in the supercooled region though exhibit subdiffusive
dynamics with

(lorP)y ~1", g <1 (7.43)
and the diffusive regime is only reached at longer time scales [17]. These subdif-

fusive dynamics are ascribed to the formation of domains of enhanced or reduced
mobility of the molecules due to caging effects, formation of cluster and the like.
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These heterogeneous dynamics can be characterized by the selfpart of the van Hove
correlation function [17, 84]

N
Gy(r,1) = % > 6i(t) —ri(0) — 1) ). (7.44)

i=l1

It represents a correlation between the positions of a molecule at different times,
and gives the probability of finding the molecule at the time ¢ at position r(#) when it
was at r(0) at t = 0 [17]. For freely moving particles, the van Hove self-correlation
function G,(r, t) shows a Gaussian form, whereas heterogeneous dynamic behavior
results in deviations from it. The degree of heterogeneity of the molecular motions
can therefore be measured by a non-Gaussian parameter [71]

_3(arml)

that becomes zero if the system exhibits diffusive behavior with a Gaussian distrib-
ution of positions r;.

7.3 Second-Derivative Properties

Thermophysical properties such as heat capacities, the isothermal compressibility,
or the volumic expansivity can be derived as second derivative of the corresponding
partition function of the systems [35]. It will be shown that these properties are
related to fluctuations of first order derivatives, thus they are also referred to as
thermophysical properties from fluctuation.
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7.3.1 Heat Capacity at Constant Volume Cy

The molar heat capacity at constant volume Cy is defined as change in the internal
molar energy due to changing temperatures at constant volume

Cy = (8U’”) (7.46)
\4

oT

and is usually computed in the NVT-ensemble. As discussed in Sect. 2.2, the internal
energy is obtained from the partition function Qyyr of the ensemble by

Oln Onvr _aln Onvr

= kpT?
U B oT 03

(7.47)

Thus, the derivation of the expression for Cy is in the easiest way illustrated by
the example of a monoatomic gas for which the partition function is given by (see
Sect.2.3.1, Eq.2.86)

11 o
Owr(B) = 5w e W O gy 3N (7.48)

[ h2
AB) = ﬁ (7.49)

Thus, In Qyyr can be written as

In Qpyr = In ( / e—ﬂU<~vwdr3N) —InN!—3NInA (7.50)

The internal energy as negative first derivation of In Qyyr with respect to the
reciprocal temperature [ is

_ O0In Qnyr

op
_ (f (Ueonp)e™odr™ 19N )
N [ e Ve dr3N A 0p
[ UegeMerrdr®™ 3N

feitrgrv * 35

U, =

(7.51)

3
= (Uconf>NVT + ENkBT (7.52)

as the fraction term in Eq.7.51 represent the definition of an ensemble average in
the NVT—ensemble. Thus, the internal energy is given by the sum of the ensemble
average of the configurational energy (U.,, ) and the kinetic energy of the monatomic
gas %N kpT according to the equipartition relation. The heat capacity at constant
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volume Cy can now be derived as second derivative of the partition function

(90U, _ (0U, AR 0% 1In Qnvr
o= (), = (55) (o7) = nm () o

By using Zyyr as abbreviation for the configurational integral [ exp (—8Ucons) dr’",
the second derivative of the In Qyyr (see Eq.7.51) becomes

9 In Qnvr
0B

[f UCZ(mfe—g’ian/de] - Znyr — [f(_Uc()nf)e_ﬂUCU”/drSN)]2
. Zhr

+ 3N

232
_ Sy dr™ (f (—anf)e—ﬂvfwfdﬁN)2 3N
B Zyvr Znvr 232
2 3N

= (Ut vy = Ucons Jyr + o (7.54)

Thus, the heat capacity at constant volume of the monatomic gas in the NVT—
ensemble is

1 5 5 3
Cv = — (UL, )wr — Ueonf)avr) + SksN . (7.55)
kgT k 2
——
C;"/es + Ci/d

The term C {," represents the molar isochoric heat capacity of a monatomic gas
that only has three degrees of freedom, Ny = 3, for the translational motion in the
three directions in space. For polyatomic ideal gas, C {,d is given by

. N
cid = 7f/q_u,zv. (7.56)

according to the theorem of equipartition of energy. The difference (Ufonf) -

(Ucony )2 defines the root mean square (RMS) deviation of the configurational energy
0% (Uon ) = (0U, Czon f). In Monte Carlo simulations, the kinetic, ideal part of the
energy cannot be addressed. Therefore, only the residual part of the heat capacity
is determined in the simulation by analyzing the fluctuation of the configurational
energy. The ideal gas contribution of the component is then obtained from experi-
ment, group contribution methods [73] or ab initio calculations [52]. In general, MD

simulations can yield both, the ideal, kinetic and the residual part of the heat capacity.
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7.3.2 Isothermal Compressibility k1

The isothermal compressibility 7 quantifies the change in the molar volume with
the pressure at a given temperature

1
Kp = —— (_avm) , (7.57)
Va \ Op )1

and is commonly computed in the NpT-ensemble, for which the partition function
Onpr 1s given by (see Eq.3.24)

1 1 1

ONpT = 3 W v e Vv / e Ueonr O g3V (7.58)
AN 0

The molar volume is then derived from the partition function Qy,r by

1 In QNpT)
Vn=—|—— 7.59
g ( dp (759

1 ([(=BV)e VAV [ e Ve gpN
= ﬁ feiﬁpvdee_ﬂUumfdyﬁN
= (V)npr.

Thus, the isothermal compressibility £ can be calculated from the second deriv-
ative of the partition function Qy,7 with respect to the pressure

__ 1 o /1 I“QNPT)) 7.60
& <V>NpTap( 5( dp T (7:60)

1 o) ( [VerVay | e—f’Umnfer)

Va0 \ TV aV [ e

By using Zy,r as abbreviation for the configurational integral [ e PVdv
[ e=PYerrdr3N the derivative yields

R = —

1 (f (=BV?)ePVaV [ e e dr?N

mNPT Znpr
Ié; [f Ve PPVdy feﬂ3Umnfdr3N]2
+ -
NpT

A = Whyr) 1 (e = W) 7.61)
<V)NpT kBT <V)NPT



http://dx.doi.org/10.1007/978-981-10-3545-6_3

7.3 Second-Derivative Properties 207

Thus, the isothermal compressibility x7 is related to the RMS deviation of the
volume ¢%(V) = (§V?) = ((Vz) - (V)z), and can be derived from monitoring
the fluctuation of the volume during an NpT—simulation. However, isothermal com-
pressibility x7 computed by this fluctuation formula are in general subject to large
statistical uncertainties [10]. Thus, x7 can alternatively be estimated from a series
of isothermal simulations in which the molar densities or volumes are computed for
varying pressures [87]

_ L foVm\ _ L (Oom\ _ (Olmom\ _ (In(om2/0m,1)
pp=—— (2m) = (o) = ~ ((Rem2/em 1)) (7 62y
Vm \Op )7 om \Op )t ap Jr P2 — Pl T

7.3.3 Thermal Expansivity o p

The thermal expansivity o p, also referred to as cubic expansion coefficient, quantifies
the change in the molar volume with the temperature at a given pressure

ap = L (%) . (7.63)
v\er /),

This property is again computed from simulations in the NpT—ensemble, for which
the molar volume is derived as derivative of the partition function Q y,r with respect
to the pressure as given by Eq.7.59. Thus, the thermal expansivity ap can be deter-
mined from the second partial derivative of Qn,r

_1 (o _l_aln_QNPT) %) 7.64
or ( >Npr(3ﬂ( B op r 0T .69

! ( a (f VeSpvdvfeﬁUmufdrSN))

kgT>(V) yyr \OB \ [erVav [ e=VemsdriV
_ : (_ J Ve PVaAV [(Ueons + pV)e VerrdriV
kgT*(V) npr Znpr
f Ve PrVqay fe—ﬂUm,,fd,,SN
+
ZnpT
e VAV [Ueons + pV)e Werrdr3N
f
Znpt ’

The expression U,y + pV is the configurational enthalpy H,,,s of the system.
Thus, the first fraction represent the ensemble average (V Heonr) npr, Whereas the
second term is the product of the ensemble averages (V) ypr (Heons ) np7 - The thermal
expansivity ap can therefore be computed from
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(V Hconf)NpT - (V>NpT<Hconf>NpT

7.65
ksT?*(V)npr (7.65)

ap =

Again the computation of ap from the fluctuation formula might result in large
statistical uncertainties. Thus, it can alternatively be derived from a series of isobaric
simulations in which the molar densities or volumes are now computed for varying
temperature

1
o= () oL () o (M) g
Vm orT p Om or p Tz - T1 p

7.3.4 Heat Capacity at Constant Pressure Cp

The molar heat capacity at constant pressure Cp is defined as change in the molar
enthalpy with temperature at constant pressure

Cp= (aﬂ) , (7.67)
ar /,

As described in Sect.7.3.1 on the computation of Cy, the expression for heat
capacities has to be separated in a residual and an ideal part, as the ideal, kinetic
contribution can not be considered in Monte Carlo simulations. In their derivation

res

of the expression for the C;**, Lagache et al. [35] divided the system’s enthalpy into
an ideal and residual contribution according to

H, = H)! + H}* (7.68)
HY = ymre 4 ykn 4 NkpT (7.69)
Hnrfs — Uinter + PV _ NkBT (770)

The ideal gas enthalpy comprises the kinetic energy and the contributions from
intramolecular degrees of freedom. Both are independent of the system’s density and
only a function of the temperature. The residual enthalpy includes the contribution
from intermolecular interactions. The residual part of the heat capacity C”* is then
computed from

cres aH,ff“) _(8U"”f”) N (av vk an
r=\or ),"\ar ), "P\ar), ~ " '

The terms for the internal energy U™ and the volume V are again derived as first
derivative of the partition function Qy,r. The derivation of the fluctuation formula
for the thermal expansivity in Eqs. 7.64 and 7.65 has shown that the derivative of an
ensemble average (X)y,r with respect to 3 yields
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INX)npr

85 = ((XHCG”f)NPT - (X)NpT<Hconf>NpT) . (7.72)

Thus, the derivative of U"¢" with respect to the temperature becomes

8Uinzer 8<Uinter>NpT %

oT op oT

= k_BT2 ((UmmrHconf)NpT - <Uimer>NpT<Hconf>NpT) . (7.73)

The expression for the derivative of the volume with respect to (3 can be taken
from Eq. 7.65. Thus, the residual heat capacity at constant pressure can be computed
from

1

Cp = kpT? (U™ Heong)npr — (U™ ) Np1 (Heons ) NpT) (7.74)
+ X PT2 ((VH(‘onf>NpT - <V>NPT<HL'0".}">NPT) — Nks.
B

7.3.5 Related Properties

Once the heat capacities, the thermal expansivity ap and the isothermal compress-
ibility x7 of the system are known, it is also possible to derive other related thermo-
dynamic quantities, such as the Joule-Thomson coefficient or the speed of sound. The
Joule-Thomson coefficient i ;7 describes the rate of temperature change with respect
to the pressure at constant values of the enthalpy, i.e. during adiabatic throttling. It
is thermodynamically defined by [90]

oT 1 (0H, 1 oV,
== = —— =—— | Vy—T\|— . (175
o (817)11 Cp ( ap )T Cp |: (6T )p:| ( .

Thus, it can be derived from the simulation results for the heat capacity at constant
pressure Cp and the thermal expansivity ap by

Vin
pir = (T -ap—1). (7.76)
Cp

The isentropic speed od sound vy is defined by

_(or\ _., |_(2r
vs_\/(a—g)s_vm\/ (8Vm)s. 7.77)

For a real fluid Eq.7.77 becomes [5]
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op Cp,
=Vu.|—| — —_— 7.78
o (avm)T CV ( )

Thus it can be derived from molecular simulation results for the isobaric and
isochoric heat capacities and the isothermal compressibility x7 by

[V, C
vg = | 2= (7.79)
kr Cy

7.3.6 Example: Thermal Expansivity op of HFO-1234y f

In [68] we determined second-derivative properties such as the thermal expansivity
ap for the refrigerant HFO-1234y f. We performed MD simulation studies in the NpT
ensemble to determine the system densities at different pressures and temperatures.
The systems were equilibrated for 2.5ns. Then a production run of 5ns followed,
which we divided into ten blocks to derive ensemble averages for the liquid densities
and their standard deviations. The simulation results at p = 2MPa and different
temperatures are summarized in Table 7.2. Within a limited temperature range, the
change of In o(T') is approximately linear. Thus, we determined ap from Eq.7.66
by fitting a straight line to the simulated /np at three successive temperatures. For
each of these temperature intervals, ap was assumed to be constant and the fitting
result was assigned to the middle temperatures. That is, the ap value at 283.15K
and 2 MPa for instance has been calculated from a linear fit of the simulation results
for [np at 273.15, 283.15 and 298.15 K.

The comparison of these simulation results with REFPROP [38] calculations is
shown in Fig.7.5.

The stated uncertainties for the ap results mainly account for the uncertainties
of the MD simulations for computing the liquid density, i.e. the relation of the stan-
dard deviation to the simulation result for the density. It also includes the error

Table 7.2 Simulation results [68] for the liquid density o(T") of HFO-1234yf at 2MPa and T =
(273.15 — 310) K, and derived results for the thermal expansivity ap(T") from Eq.7.66

T (K) o(kgm™) ap(1073K™h
273.15 1187.6 £23.2

283.15 1156.8 £25.3 2.88 £0.14
298.15 1105.4 £28.4 3.23+0.29
303.15 1083.1 +29.1 3.38+£0.28
308.15 1062.1 £32.5 3.89 £0.38
310.00 1054.7 &+ 30.9
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Fig. 7.5 MD Simulation results for the density o(7T) of HFO-1234y f at 2MPa and derived thermal
expansivity ap from Eq.7.66. Comparison with REFPROP calculations

range of the linear fit. However, the stated uncertainties for ap do not account for
the fact that the change of the o(7") in the regarded temperature interval is in the
same order of magnitude as the uncertainty of the simulated density. With this, the
ap results are in fact subject of higher uncertainties. This is also true for other
second-derivative properties: The simulation result for the density of HFO-1234y f
at 273.15K, 1 MPa for instance is o = (1184.7 £ 23.6) kg m~3 [68]; at 273.15K,
2MPa it is o = (1187.6 £ 23.2) kgm™>. Thus, when we intend to calculate the
isothermal compressibility x7 from Eq.7.62, we have to face the problem that the
change of the density with pressure is even one order of magnitude smaller than the
stated uncertainties for the simulated densities.

7.3.7 Second Derivative Properties from Phase Space
Functions

An alternative approach to derive second derivative properties, and also other ther-
modynamic properties, is the method proposed by Lustig [41], which is shortly
introduced in this section. The basic idea is that all thermodynamic properties of the
NVEP ensemble of a molecular dynamics simulation, and also derivatives to arbitrary
order, can be derived from basic phase space functions €2,,,. Thereby, Lustig intro-
duced the phase space functions €2, as abbreviation for the derivatives of the phase
space volume 2. All thermodynamic properties can be expressed in terms of these
phase space functions, which in turn can be related to ensemble averages of volume
derivatives of the configurational energy U,y and of some power of the kinetic
energy Ey;,. These ensemble averages can be sampled in the course of the simu-
lation so that no post-simulation analysis is required to derive the thermodynamic
properties.

It was later realized that in classical MD simulations, not only NV E and the total
momentum p are conserved (see Sect.4.1), but also the quantity G
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N N
G=> pt— D mr, (7.80)
i=1 i=1

which is determined by the initial position of the center of mass of the system [48].
Using the formalism developed by Lustig, Meier and Kabelac [48] derived a general
expression for the phase space functions of the NVEPG ensemble, given by

9 _N"l(l)m 2 3N -3 1y
" \v)] Nn 3N -3 2 /],

(=N = 1D (Bl )+ (1 + 60 Y (’l’) (=1
i=1

i

~ B ‘ ﬁ n—i 1 ) 2 _1\m+ _3N_3
(=[N 1])n—z(v) Nn—i 3N—3Z( 1) ( 2 )m+l

kmax (i,0)
‘<E1;f,m+l_l)( Z CilkWilk)>« (7.81)
k=1

Therein, d;; is the Kronecker delta that is 6;; = 1 if i = j and §;; = 0 if not. The
subscripts at the brackets stands for (x), = x(x + D(x +2) - - - (x + n — 1), the
Wi terms represent products of volume derivatives of the configurational energy,
and the c; are their combinatorial number. A detailed derivation and description is
provided by Lustig [41] or Meier and Kabelac [48].

The isochoric heat capacity Cy, for instance, can be expressed in terms of phase
space functions by

ks

Cy = ———.
T = Qa0

(7.82)

The phase space functions ¢ and €2, of the NVEPG ensemble with p = 0 are
given by

2
Qoo = kgT = ——— (Ein 7.83
00 B 3N—3<k> (7.83)

3N -3
Qo = — [1 - } (E;;hy. (7.84)

Expressions for other second order derivative such as the isothermal compress-
ibility k7, or speed of sound vg as well as for the required phase space functions are
also provided by Lustig [41] or Meier and Kabelac [48].



7.4 Free Energy, Chemical Potential and Related Properties 213

7.4 Free Energy, Chemical Potential and Related Properties

In Sect. 2.2 we have discussed thermodynamic potentials whose minimum defines the
equilibrium condition in the respective ensemble. For systems at constant volume and
temperature, the Helmholtz free energy F represents the thermodynamic potential, at
conditions of constant pressure and temperature, it is the Gibbs free energy G. Thus,
the free energies functions F' and G are important quantities to define equilibrium and
stability at conditions relevant for experiments and processes. The bridge equations
relate the free energy functions directly to the partition functions of the respective
ensembles

F = —kgTIn Qmr,
G = —kB T In QNpT-

This also illustrates the difficulties in determining these functions in standard
molecular simulation techniques: The partition function Q is the sum of all available
microstates for the given constrained properties of the ensemble. Thus, a summation
over all possible state of the system is required to obtain accurate estimates for the
free energy function. Standard MC or MD simulations however sample according to
the equilibrium distribution i.e. preferentially in the lower energy region. Whereas
it is not feasible to sample the full configurational space to obtain accurate absolute
values for the free energy, it is often possible to determine the difference in the free
energy between a reference state 0 and the system of interest / by evaluating the
ratio of its partition functions,

(1)
AF = F, — Fy = —kg Tln( %{T), (7.85)
QNVT
Q(I)
AG = G; — Gy = —kg Tln( g’)’T). (7.86)
NpT

Calculation of free energy differences also play an important role in drug discov-
ery, for instance to rank drugs by their binding affinity to target proteins or by their
dissolution ability. Thus, there has been a surge in research on the methodological
improvement in free energy computation in recent years. A comprehensive review
on the recent literature in free energy calculation is out of the scope of this chapter,
and the interested reader is referred to the textbook ‘Free Energy Calculations’ by
the editors Chipot and Pohorille [14], or reviews, for instance by Shirts et al. [78] or
Klimovich et al. [30]. Thus, the following subsections will provide a brief introduc-
tion to the equilibrium methods for free energy computation, i.e. the Thermodynamic
Integration (TI, [28]) and the Exponential Averaging (EXP, [97])—nonequilibrium
methods are also not covered by this chapter. The introduction to the TI and EXP
method mainly focus on formalisms to calculate the Helmholtz free energy differ-


http://dx.doi.org/10.1007/978-981-10-3545-6_2

214 7 Thermophysical and Structural Properties from Molecular Simulation

ences in the NVT ensemble, though corresponding expressions can be derived to
calculate Gibbs free energy differences in the NpT ensemble.

Free energies can also be obtained from the chemical potential p. The chemical
potential is defined as the change of the thermodynamic potential of the respective
ensemble with the number of particles, i.e.

F

w= (—) in the NV T-ensemble (7.87)
NJvr
G .

= (—) in the NpT-ensemble. (7.88)
NJ,r

Thus, for a pure compound, the chemical potential is identical with the molar
free energy. For a mixture, the chemical potential of a component y; corresponds
to its partial molar free energy. In Sects.7.4.4 and 7.4.5 we will discuss the Widom
approach of test particle insertion [91] and the Expanded Ensemble method [44]
to evaluate the chemical potential. Section7.4.6 then provides a general relation
between the chemical potential and the Gibbs free energy change calculated by Free
Energy methods. In classical thermodynamic calculations, the chemical potential is
expressed by means of corrective coefficients, i.e. the fugacity coefficient ¢ or the
activity coefficient ;. The fugacity coefficient describes the deviation of chemical
potential of a real fluid from that of an ideal gas—both in the pure fluid or in the
mixture. The activity coefficient though only exists in mixtures and yields the devia-
tion of the chemical potential of a component in a real mixture from its values in an
ideal mixture with no excess properties. The activity coefficient is therefore related
to the excess chemical potential. Thus, Sects.7.4.7 and 7.4.8 describe approaches
to derive fugacity and activity coefficients from molecular simulations. Though, the
chemical potentials, and accordingly the fugacity and activity coefficients, of the dif-
ferent compounds in a mixture are not independent, but related by the Gibbs-Duhem
equation. We will therefore finally also discuss, how we can take advantage of this
relation.

7.4.1 Thermodynamic Integration

In the Thermodynamic Integration (TT) method, originally proposed by Kirkwood
[28], a coupling parameter 0 < A < 1 is introduced that connects the reference and
the target state, i.e. a value of A = O represents the references state 0, and A = 1
the new state of interest /. Thus, the Helmholtz free energy difference between the
states 0 and 7 can be calculated by

A=1
oF

F(A:l)—F(A:O):/(—) d. (7.89)
1 0 . a)\ T
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With the relation between Helmholtz free energy and the partition function Qnyr
given by Eq.7.48, the partial derivative of F with respect to the coupling parameter
A can be expressed by

oF d1n Qnyr(N)
— =—kpT | ——— 7.90
(5) =7 (5 720
1 (00nvr(N)
= —kpT 7.91
" 0w ( oA 79D
[ (DU(-glAf(A)) o~ BUeons 33N
= T M grn (7.92)
aUcon (A)
- <a—Af> (7.93)
With this, the Helmholtz free energy can be obtained from
1 0Ueons 0
FiA=1)—FOM\=0)= / <%()>d)\ (7.94)
A=0

For discrete values of \, standard molecular simulations, either MC or MD, are per-
formed to derive the ensemble average of the derivative of O(Uppns (A))/OA. Therein
Ucong (M) is often determined by a linear coupling of the configurational energies in

(©) ()
the reference state U,.,,,, and the final state, U,

Ueons V) = (1 =) - U

con

(N

conf

(7.95)

Though it is also possible to use other coupling functions f (), so that Uy, s (\)
is generally determined by

UeonfN) = (1= fFN)) - Ulph e + ) - Ubgh - (7.96)

In the MD simulation program DL._POLY [80] for instance, different options for
f () are available, such as trigonometric or polynomic coupling functions etc.

The reference state of known free energy could be the ideal gas to derive free
energies of fluids, or the Einstein crystal for real solids [20]. It is important that the
path defined by ) is reversible, i.e. does not exhibit a hysteresis. As hysteresis are
common in first-order phase transitions, the two-phase region needs to be avoided on
the path from the ideal gas O to a target liquid phase. Though it should be noted that the
path described by the change of A\ does not have to be physically/thermodynamically
meaningful [20].
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7.4.2 Exponential Averaging (EXP)

The Exponential Averaging (EXP) by Zwanzig [97] (in older literature called the
Free Energy Perturbation (FEP)) is based on the fact, that the free energy difference
between a reference system 0 and a target system / can be expressed by the ratio of
their partition functions

()
AFy,; = F — Fy = —kg Tln( %{T) (7.97)
QNVT

fe_ﬁUé(';';fdrw
= —kpTinf L") (7.98)

I e~ BUions dp3N
By replacing the configurational energy of the target system U ( by

conf

vl =aul"+ul)

[& conf conf
with
O—=>1) _ 77D (0)
A Uconf - Uconf - Yconf

Equation 7.97 becomes

[ o= BAUGE" o =BUls 473N
AF()_>1 = —kB T In 0
—BUD, 53N
fe conf

U(0~>I)

— —kpTln <efﬂA o >0, (7.99)

The index O indicates that the ensemble average is derived by sampling configu-
rations from the reference system 0. When the EXP method is for instance used to
investigate solvation processes, the transition from state O to state / corresponds to
the creation of a solute molecule in the solvent, the transition from / to state O to its
annihilation, respectively. Thus, in the reference state, the interaction of the solute
with the solvent are turned off, in the target state “I” the solute is fully interacting
with the solvent. Thus, either MC or MD simulations in the equilibrium state of the
reference systems are performed, and the interactions with the solute are switched
on to determine the difference in the configurational energy AU, L(Sn_;l) Though the
energy difference between the two states 0 and / needs to be small enough, which
means that the important regions in the phase spaces of both systems have to overlap
sufficiently. Otherwise the conformation of the reference system 0 will not be rep-
resentative for a conformation of the target system /, and the calculated free energy
difference will not be accurate. When the energy difference is AU O=D > kgT

conf
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[37], the transition from O to [ is divided into a series of intermediate states, again
described by a coupling parameter 0 < A < 1, with A =0in0,and A = 1 in /.

For each transition from an intermediate state \; to \;1, the free energy dif-
ference AFi — i + 1 is obtained from Eq.7.99. The total free energy difference
A Fy_, is then calculated by summing up the free energy changes of all intermediate
transformations [14]

N-—1
AN
AFo;=—kzT > In <e*/3MfAUfnnf’> . (7.100)
Ai

i=1

The concept of Exponential Averaging is widely applicable. The coupling para-
meter A could as well represent changes in internal degrees of freedom to study
free energy differences between conformations, or describe the separation between
a ligand and a protein to calculate free energies of binding. More details on the EXP
method and its applications, practical aspects and techniques to improve its efficiency
are given in the textbook by Chipot and Pohorille [14].

7.4.3 Alchemical Pathway

In both, the Thermal integration (TI) and the Exponential Averaging (EXP), the
transition from O to 7 is divided into a series of intermediate states that normally do not
correspond to real physical states. They are therefore called alchemical intermediates.
The transformation from O to / is described by an alchemical pathway that involves
transitions between two A values. The suitable choice of the intermediate states—
with regard to both, the number of intermediate states and their spacing—essentially
influences the efficiency and accuracy of the free energy calculation. In general, an
uneven spacing is required to allow for a closer spacing when the curvature (dU /d \)
is large [30]. Free energy simulations are usually started with even spaced A values,
and then the spacing is manually adjusted in the X regions where the phase space did
not overlap adequately. For identifying regions with poor overlaps in phase space,
the Python tool within the pymbar package [77] for instance can be used that employs
an analysis technique based on an overlapping distribution method. Based on this
analysis, we have in [47] proposed a simple approach to optimize the A\ spacing
by imposing equal standard deviations of the partial free energies AG ), ),, as
optimization criterion.

For studies on solvation processes, the intermediate states represent the gradually
turning on/off of the solute-solvent interactions by scaling the potential energy by
. However, this may result in inaccuracies, numerical instabilities and slow conver-
gence due to singularities in the coulomb and repulsive part of the Lennard-Jones
interactions [6, 78, 81]. To eliminate the singularities and instabilities, and to ensure

i+1
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a smooth behavior along the alchemical pathway, Beutler et al. [6] proposed a so
called “soft-core potential” by introducing an a/(1 — \)? term to change the potential
function according to

12/s 6/s

uij(rij, ) = N'de ! !
ij\lij, A) = ij NS - NS
(JtLj(l—)\)z-F(i) (XL‘](I—)\)Z"_(#)

aij 9ij

- 7.101
+47r£0[ac(1—)\)2+r5]1/z7' (7.101)

Therein, «, s and p are arbitrary constants. Beutler et al. [6] suggest to chose
a = 0.5 for the most continuous change in the interaction energy, and s = 6, p = 2
to yield the computational most advantageous form of the soft-core potential.

Equation7.101 represents a so called one-step transformation [81], in which the
soft-core potential is used for both, the Lennard Jones and the coulombic interactions.
Though more often, a two-step transformation is applied, in which the changes in
the coulomb and LJ interactions are separated from each other, and the electrostatic
interactions are first turned off, before the LJ interactions are altered [30, 78]. The
electrostatic interactions are scaled linearly to maintain the optimal computational
efficiency, and the soft core approach is only used for the LJ interactions. Pham
and Shirts [60, 61] proposed a more generalized form of the LJ soft-core potential,
represented by

1 12/¢
a(l = AP + (Vij/Uij)")

1 6/c
- (Ol(l - )\)b + (rij/oij)c) :| . (7.102)

Setting the constants a = 1, b = 2, ¢ = 6 (“1-2-6 form”) then yields the original
Beutler soft-core potential. Pham and Shirts [60, 61] and Naden et al. [49] have
evaluated different choices for the constants of the so called “soft-core a-b-c form”
with regard to the efficiency and accuracy of the calculated free energy difference.
Naden et al. [49] state that the “1-1-6” form with o = 0.5 is by 30% more efficient
then the original soft-core formulation, though Pham and Shirts [60, 61] suggest that
an optimized “1-1-48” form with o = 0.0025 results in the most efficient and lowest
variance pathway. Different soft-core potentials are for instance also evaluated by
Steinbrecher et al. [81]. Finally, it should be noted that the MBAR (Sect. 3.5.3) or the
WHAM (Sect.3.5.2) methods can be applied to make use of the information from
all intermediate states in order to optimize the estimate of the free energy difference
AFy .

M,‘j(rij, )\) = )\a4€ij |:(
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7.4.4 Chemical Potential from Widom Method

The Widom Particle Insertion Method [91] is based on the thermodynamic identity
that the chemical potential in the NVT-ensemble is defined by the change of the
Helmholtz free energy with the number of particles. This can be approximated by
the difference in the Helmholtz free energies between a system with N + 1 particle
and an N particle system. This difference in free energies in turn is evaluated by the
ratio of the partition functions

OF ONVT.N+1
= — ~ F —Fy=—kgTh|——). 7.103
Hvr (8N)V’T N N po ( Onvr,n ( .

When expressing the partition functions Qyyr by using the reduced coordinates
s (see Eq.3.23), the chemical potential is derived from

VN+1N!A3N fe_ 1'0"f~N+]/kBTds3(N+l)
(N + DIASNF3YN [ o~Ueonsn/ksT 3N

pivvr = —kp T'In ( ) . (7.104)

The configurational energy in the N 41 system can be separated in the contribution
from interactions of the N particles among themselves, U, s, n, and the contribution
of the interaction of the (N + 1)th particle with the other N particles AUconf,n+1-
With this, Eq.7.104 becomes

f e~ AUconfn+1/ kBT o=Uconpn/ ks T jj ¢3N )

pvvr = —kp T'In ((N T A3 [ e Yeorsn/ksT gg3N

v —AUpony i1/ ks
= —kzTln (m (e AUemrnn/ T)NVT). (7.105)

Thus, the chemical potential can be derived from the ensemble average of the
interaction energy that an N + 1th particle experiences, when it is inserted into an N-
particle system. This ensemble average can be determined from conventional Monte
Carlo simulations in a N -particle system, in which at frequent intervals, a test particle
is inserted at a randomly generated position [20]. In general, the (N + 1)th particle
is not actually inserted, but only represents a ‘ghost’ particle.

In an ideal gas with no interactions between the particles, AUconf,n+1 = 0, and
Eq.7.105 reduces to

. Vv
id
=—kpThh|{——"=]), 7.106

Hyyr B n((N+1)A3) ( )
the expression for the chemical potential of an ideal gas in the NVT-ensemble. Thus,
the expression for pyyr in Eq.7.105 can be separated into the ideal gas contribution
and the residual chemical potential that describes the deviation of a real fluid from
an ideal gas at the same temperature and volume
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\%
(N + 1)A3 NVT

pwnvr = —kg T In ( ) —kp TIn (e AUcmrnn/ksT)

= /«Lxlw + KT (7.107)

The chemical potential of the ideal gas can be evaluated analytically [20], so
that only the residual part is determined in molecular simulations. The long-range
correction (LRC) to the chemical potential due to interactions beyond r,, is given
by

0
MLRC = 47rg/ri2ju,»j(r,~j)dr,~j. (7108)

Teut

In a mixtures composed of Ny, N,, ..., N; particles of the different compounds,
the residual chemical potential y; yy7 of a component i is accordingly derived from
the ensemble averages of the interaction energy AUcouy,n,+1 that one of its molecules
experience when it is inserted into the mixture

vy = —kp TIn(e” AVeonrnin/ksT) (7.109)

NVT

In the NpT-ensemble though, the chemical potential is defined by the change of
the Gibbs free energy with the number of particles, and can therefore be derived from
the ratio of the partition functions Qy,7 n+1 and Q7N

G
Linpr = (—) ~ Gy —Gy=—kg Tl (M) . (7.110)
N p.T QNpT.N

When using the reduced coordinates s, the partition function of the NpT-ensemble
can be expressed by (see Eq.3.24)

1 vy
Onpr(s°Y) = 7/ N,)\we”’v/k”dv/f conf [ ks T g 3N
0 .

With this, the chemical potential is evaluated from

yN+1
J (NTDIASNFD ¢

f V;;IN e*pV/kBTdVfe*Uconf/kBTdSSN
NN

—pV/kgT gy [E’Ucon_/',NJrl/kBTds3(N+1)

). (7.111)

unpT = —kp T'In (

When we again divide the interaction energy of the N + 1 system into the inter-
action in the N particle system U, s,y and the interaction of the inserted N + 1th
particle AUcouf,n+1, We derive a similar expression for the chemical potential in the
NpT-ensemble as before for pyyr
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pnpr = —kp T <ln Aanfv~+l/’<BT> : (7.112)

—— ;€
(N + A3 T

Though, when we now set the interaction energy AUy, z,n+1 = O to deduce the
expression of the chemical potential of an ideal gas in the NpT-ensemble, we have
to take into account, that the volume fluctuates. Thus, Hﬁ,deT is not a constant value
that can be evaluated analytically, rather is has to be determined from the ensemble
average of the volume

(i, = —kp T1n< (7.113)

)
(N+DA3 [y,

When we then separate the expression for the chemical potential from Eq.7.112
into an ideal gas and a residual part, we obtain [76]

\% Ve_AU(‘wtf,NJr]/kBT
Nyt = —kp T ln<—g> —kzTln ( )NpT
(N+DA3 [ y,r %
= Ml}(lipT,V + /’L’;\?;T,V‘ (7.114)

The residual chemical potential though describes the deviation from the chemical
potential of an ideal gas at the same values for temperature and volume, expressed
by the subscript “V”. For simulations in the NpT ensemble it is more common to

determine /iy , as deviation from the chemical potential of the ideal gas at the same

res

temperature and pressure. The expression for /iy, , can be derived by extending
the term in brackets in Eq.7.112 by pkpT /pkpT. By applying the ideal gas law

pV = (N + DkpT, (7.115)
the chemical potential of the ideal gas in the NpT-ensemble can be written as

kgT

id
pid = _kpTn (—) . (7.116)
et pA3 NpT

As both the pressure and the temperature are imposed, no fluctuations have to be
considered, and the ideal gas part can again be determined analytically. Separating
the modified Eq.7.112 then into the ideal gas and residual part yields

kT

14
pnpr = —kg T In (—3) —kpTIn <—p e‘AU“”/‘N+‘/kBT>
NpT

pPA kgT (N + 1) NpT

res

= HNoT.p + NS T - (7.117)
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The Widom Particle Insertion Method is becoming increasingly inefficient with
increasing density of the fluid and/or molecular size of the particles. This is due to
the fact that it then becomes more and more difficult to find an appropriate void in
the system to insert the particle [37]. In consequence of frequent overlaps with other
particles, the simulation samples preferentially in the high energy region, but not in
the full configurational space as it would be required to obtain accurate estimates for
the chemical potential. Thus, alternative approaches to derive the chemical potential
have been developed, such as the Expanded Ensemble Method [44] that will be
discussed in the next section.

7.4.5 Chemical Potential from Expanded Ensemble Method

The difficulties encountered by the Widom Method in dense fluids could be reduced
or avoided by a gradual insertion of the particle. This could be realized by Thermal
Integration (see Sect. 7.4.1) when the coupling parameter A represents the progressive
turning-on of the interaction of the N 4 1th particle with the other N molecules, i.e.
for A = 0, the particle is in the ideal gas state, for A = 1 itis fully interacting with the
N particle system. This approach would require a number of independent simulations
for different values of the coupling parameter A. Though the Expanded Ensemble
(EE) approach by Lyubartsev et al. [44] allows for the evaluation of the chemical
potential in one single simulation by using a sum M of subensembles from which each
corresponds to a different value of the coupling parameter. During the simulation, a
Metropolis MC random walk over the subensembles is performed [43], i.e. attempts
are made to change the coupling or insertion parameter to another (neighboring)
value. Additionally, a bias potential or balancing factor 7 is introduced to ensure
sufficient large transition probabilities between the subensembles, and with this an
almost uniform sampling among different A values (see Sect. 3.6.4 on flat histogram
methods).

For an arbitrary insertion step, described by the index m with m = 0 for A = 0
and m = M for A = 1, the partition function of the NVT-ensemble is given by

YN+
(N + A ATV

ONVIm = /e*(anf,N+)\mAUmnf.N+l)/kBTdSS(NJF)\m)' (7.118)

For m = 0, we obtain the partition function of the N-particle system, form = M
that of the N + 1 system

vy _
Qwvro = wow / e~ Vol N (7.119)
VN+1
Onvrm = (N 4+ DIA3WN+D /e_ Bt dg? Y, (7.120)
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The chemical potential is derived from the ratio of the Q vy 7 » and Qnvyr o, and
using Zyyr as abbreviation for the configurational integral yields

Onvr M) ( Vv Znvr M)
= —kgTIh|{———)=—kzTIn . . (7.121
pv B ( NVT,0 ? (N+1DA3 Zyvro ( )

With the balancing factor taking into account, the Metropolis acceptance criterion
for a transition between two subensembles \,, and A1 is given by [1]

acc\y = Ap+1) (7.122)

. _(Uconf,N-‘rl ()\m-H) - anf,N-‘rl ()\m))
=min|1,exp i T = M1 — M) | | -

With this, the ratio of the probabilities g of the two extreme states m = 0 and
m = M becomes [43]

VA
@_M — ZNVT.M M=) (7.123)

£0 ZNvT0

When we now solve Eq.7.123 for the ratio of the configuration integral and insert
this expression in Eq.7.121, we obtain

unyr = —kpg T In ( —kpTIn ii)—M +kpg T (ny — o). (7.124)
20

W)
(N +1A3

The first term in Eq.7.124 again represents the chemical potential of the ideal
gas in the NVT-ensemble. Thus, in the Expanded Ensemble method, the residual
chemical potential is derived from

res

EWVT — 10 22 4 g — o) (7.125)
kg T §0

The efficiency of the Expanded Ensemble method depends on an appropriate
choice of the number M of subensembles, on the distribution of the \,, values in
the range [0, 1], and particularly on the optimal choice of the balancing factor 7,,.
Thus, the inclusion of an automated optimization procedure for 7, can significantly
improve the efficiency of the EE method [96]. In the MD simulation program M.
DynaMix by Lyubartsev and Laaksonen [42], an optimization procedure based on
the approach proposed by Wang and Landau [86] (see Sect. 3.6.4.2) is implemented.
In the different subensembles, the interaction between the inserted particle and the
N —particle systems needs to be scaled according to the coupling parameter . A
linear scaling with A has turned out to be disadvantageous, as the repulsive term of
the Lennard-Jones potential only decrease slowly with decreasing A [26]. Thus, the
Lennard-Jones and electrostatic interactions as function of A can, for instance, be
determined by [26]
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Ucunf,N-H ()\m) = )\fn ULJ + A}%f[ Uelec . (7 126)

In [57], Palusch et al. have used the ‘soft-core’ scaling of the Lennard-Jones inter-
actions (see Sect. 7.4.3) to avoid instabilities in the simulation when )\,, approaches
Zero.

7.4.6 Chemical Potential from Free Energy Methods

In [79], Shirts et al. derived a general relation between the chemical potential of a
compound in a liquid mixture, and the Gibbs free energy change calculated by free
energy methods in the coupling process from A = 0 to A = 1 (see Sects.7.4.1,7.4.2,
7.4.3). The chemical potential of a component i in a binary mixture with component
J can be derived from

‘Ui(Ni,Nj, P, T) = G(Niv N]s D T) - G(Nl - erja p, T)

N, N, p. T
=—kBTln( Qnpr (Ni, Ny, p. T) ) (7.127)
QNpT(Ni_lijvpaT)

Shirts et al. state that the introduction of the molecule of type i from N; — 1 to N;
by free energy simulation techniques can be separated into sub-processes according
to

ln( Onpr(N;i, Nj, p, T) ) :ln( Onpr(Ni, Nj, p,T) )
Onpr(Ni — 1,N;, p, T) Onpr(Ni, Nj, p, T, A= 1)

In (QNpT(Niv N, p, T, A= 1))

Onpt(Ni, Nj, p, T, A =0)

In (QNpT(Niv Nj,p,T,A=0)

Onpr(Ni = 1,N;, p, T)

which are all associated with a change in free energy. The first term describes the
free energy difference resulting from the selection of a single molecule of i for
the coupling process. Due to the selection, only N; — 1 molecules of component i
remain undistinguishable in the system. This changes the combinatorial term from
N% in Qnpr(Ni, Nj, p, T) to ﬁ in Qnpr(Ni, Nj, p, T, A = 1), and with this

) , (7.128)

Ni,N;, p, T 1
Qupr N, Ny p, 1) _ 1 (7.129)
Onpr(Ni, Nj, p, T,A=1) N;

The second term covers the free energy difference between the uncoupled system
at A = 0 and the coupled system at A = 1, in which the introduced particle of i is
fully interacting with all other particles. This is the free energy change calculated by
the free energy simulation techniques, when the interaction of the introduced particle
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is coupled with the other particles in the system. Following the derivation by Shirts
et al. [79], it will be denoted AGy;, ;

QNpT(Ni’va P, T,)\Z 1)
QNPT(Ni7Nj’ pﬂ T’>\ 20)

— kBT -In ( ) = AG”'myl'. (7130)

The thirds term in Eq.7.128 though covers the free energy change in the decou-
pling process at A = 0, in which the system is separated into two independent
subsystems: the (N; — 1, N;) system, and the system of the isolated molecule of i
in the ideal gas phase. Both systems have the same volume V*, which is the mean
volume of the (N; —1, N;) system, i.e. V*(N; —1, N;, p, T). The canonical partition
function at A = 0 can therefore be separated into

Owr(N;, Nj, VT, A=0) = Onvr(N; — 1, N;, vV T)
-Owr(N; =1,N; =0,V*, T). (7.131)

Thereby, the canonical partition function of the single molecule of i in the ideal
gas phase is given by

) V*
Omvr(N; =1,N; =0, V5, T) = Qi (N; = 1) = X2 (7.132)

l

Based onEq.7.131 and the relation between the Qyyrand Q y,7 givenby Eq.2.51,
the partition function Qy,r(N;, Nj, p, T, A = 0) can be expressed by

OnpT(Ni, Nj, p, T, A =0)
1
= V—O/e*PV/kBTQNw(N,- — LN, V¥.T) - Qnyr(N; = 1, N; = 0, V¥, T)dV
1 1
= v V¥ e PYIRBT Qpur(N; — 1, Nj, V¥, THdV. (7.133)
i

Extending Eq.7.133 by Qn,r(N; — 1, Nj, p, T) yields

1
Onpr(Ni, Nj, p, T,A=0) = FQNpT(Ni —1,Nj,p, T)

1 f % e_pv/kBTQNVT(Ni — 1, Nj, V*, T)dV
Vo Onpr(Ni —1,N;, p, T) '
Therein the term in the second line defines the ensemble average (V*). Thus, the
ratio of partition function of the (N;, Nj, A = 0) and the (N; — 1, N;) system is
given by
Onpr(Ni, Nj, p, T, A=0) (V*(N; —1,N;, p,T))
Onpr(Ni = 1,N;, p, T) A}

. (7.134)
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With this, the chemical potential of the component i, defined by Eqs.7.127 and
7.128, can be derived from

<V*(Nl - la va P T))

1
wi(Ni, Nj, p,T) = —kpT In (ﬁ) + AGgim,i — kT In

i A3
V*(N; —1,N;, p, T
— AGiimi — kTl L MY Ay (7.135)
' NiA
Adding and subtracting a k,T In (V(N;, N;, p, T)) term yields
V(N;,N;j, p,T)
pi(Ni, Nj, p, T) = AGgipm,; — kgT In T
V*(N; —1,N;, p, T
kg7 2D 7136
V(N;,N;,p,T

The last term on the right side represents a correction to account for the change
in volume due to the insertion of a particle of i. Although it could be calculated
in free energy simulations, it is in general neglected, as the resulting correction to
ui (Ni, Nj, p, T) is most often in the same magnitude of order than the uncertainties
of the simulation results for the free energy differences AGy;, ;. Therefore, this term
is also omitted in the following discussions and derivations. The second term on
the right side represent the chemical potential of the pure compound i in the ideal
gas state at the same mean volume V (N;, N;, p, T) as the N; + N; system at full
coupling. With this, the AGy;,,, ; corresponds to the residual chemical potential with
regard to an ideal gas at the same volume. As before in Sect.7.4.4, it is indicated by
a subscript “V”.

M;,e\i(Ni’ Nj? p.T)= AGsim,i- (7.137)

res

The residual chemical potential ;;¢; related to the ideal gas of component i at the
same temperature and pressure can be determined by (see Sect. 7.4.4)

S (Ni, N, p, T) = i (Ni, Ny, p, T) + iy — il
V(Ni1 N]’ p7 T)p
N;ikgT

= AGS,'m’,' —k3T1n< > (7138)

For a pure fluid, the chemical potential can accordingly be derived from

(7.139)

Voi (Noi, p. T
MOi(NOi’ P, T) = AGsim,Oi —kBT1n<M>’

Noi A3

wherein the AGy;,.0; again corresponds to the residual chemical potential
Loi,v (Noi, p, T) related to the chemical potential of the ideal gas at the same mean
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res

volume Vy; (No;, p, T). The residual chemical potential o p

the ideal gas at the same pressure is then given by

(Noi, p, T) referring to

(7.140)

Voi(Noi, p, T
toip(Nois s T) = AGsim0i — kBT1n<M>-

NoikpT

The index 0i in the expressions for the pure compound is now used to denote a
property of the pure fluid i, whereas the simple index i refers to the properties of the
component i in the mixture. The index 0i is introduced here to clearly distinguish
between the property of the pure fluid and the component in the mixture, which is
required for the discussion on fugacity and activity coefficients in the next sections.

7.4.7 Fugacity Coefficients

The concept of fugacity (coefficient) is used to describe the deviation of the chem-
ical potential of a real component from its value in the ideal gas state at the same
temperature. Based on the so called standard potential uf)‘f (T, p*) of the ideal gas at
T and the standard pressure p*, the chemical potential of a real pure fluid at T, p
can be derived from

i p
10i (T, p) = pi (T, p™) + kT In (p—+<po,-(p, T)) , (7.141)

with ¢g; (p, T') being the fugacity coefficient of the pure compound i at p, T'. The
product p- o (p, T) = fo; yields the fugacity fy;, which corresponds to a’corrected
pressure’ of the real gas. The term kgT In(p/p™) describes the pressure difference
of the ideal gas chemical potential between the system pressure p and the standard
pressure p*. Thus Eq.7.141 can be rewritten as

poi(T, p) = pgi (T, p) + kT In (oi (p, T)) , (7.142)

which defines the fugacity coefficient by the difference between the chemical poten-
tial of the real fluid and its ideal gas chemical potential at the same pressure and
temperature. With this, it is directly related to the residual chemical potential /1",

When the chemical potential is computed by the Widom Method (see Sect.7.4.4),
the fugacity coefficient can be derived from the residual chemical potential 1"y 7

defined by Eq.7.117

kgT In (poi(p, T)) = Hoi npr

= —kg Tln<—p Yo e—Amef~Nm+l/’<BT>(7.143)
kBT(N()i + 1) NpT
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This then yields

1

Vo e—AUmf‘NO,H/kRT)

(7.144)

woi(p, T) =
<kBT(N0i+1)

NpT

As the pressure and temperature are imposed constant values, they can be factored
out of the ensemble averaging. This then results in the following expression for ¢y,
which was for instance used by Wierzchowski and Kofke in [92]

1
woi(p, T) = ) AU T . (7.145)
o l+1 <V e conf,No; +1/ KB )NpT

In order to deduce an expression for the fugacity coefficient when the chemical
potential is determined by any free energy method (See Sect. 7.4.6), we only need
to relate it to residual chemical potential 1", (No;, p, T) derived in Eq.7.140

kgT In (oi(p, T)) = poy, ,(Nois p. T) (7.146)

VO[(NOiv P, T)p> (7 147)

— AGyy 0 — ksT1
08— KB n< NoksT

wherein AGy;, o; represents the residual chemical potential 15", (No;, p, T') related

to the ideal gas at the same volume, as discussed in Sect. 7.4.6. When Eq.7.146 is
solved for the fugacity coefficient of the pure compound, it yields

woi (p, T) = exp (Bug;, (Noi, p, T)) (7149
res N is D, T ;
_exp (Bugsy (Noi, p, T)) < Noi > (7.149)
Bp Voi (Noi, p, T)

Based on the standard potential ﬂo: 4(T, p*), the chemical potential of a real com-
pound in a mixture p; (T, p, x;) can be derived by additive correction: the pressure
term kg T In(p/p™) to yield the system pressure, the mixing term kg T In(x;), and
finally the fugacity coefficient term to account for the deviation from an ideal gas

/’LI(T Pyxz) —,U/ (T p+)+kBT]n(p )+kBT]n(x1)+kBT((P1(p»T xl))

= pg (T, p*) + kT In (;{xm(p, T, x,-)) (7.150)
= (T, p™) + kT In ( /i ) (7.151)
pt

The fugacity f; of the component in the mixture is therefore defined as product
fi=p-xi-pi(p,T,x;). The addition of the pressure term to the standard potential
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%‘f (T, p™*) gives the chemical potential in the ideal gas state at p. Adding the mixing
term yields the chemical potential in the ideal gas mixture at 7, p, x;. Thus, the
chemical potential of the real compound in the mixture can also be expressed by

pi(T, p,xi) = pg (T, p) + kg T In (xipi(p, T, x:)) (7.152)
=W (T, p,x)) +ksT In (pi(p. T, x;)). (7.153)

Thus, the fugacity coefficient ¢; (p, T, x;) describes the deviation of the chemical
potential of the real compound in a mixture from its value in an ideal gas mixture at
the same values of temperature, pressure and composition. To derive the expression
for the fugacity coefficient when the chemical potential is determined by free energy
methods (Sect. 7.4.6), we only need to equate the second term on the right side
of Eq.7.152 with the expression for the residual chemical potential in the mixtures
ul""[j (N;i, Nj, p, T), we have derived in Eq.7.138. This yields

kT In (x;0i(p, T, xi)) = ;5 Ni, Nj, p, T) (7.154)
= AGyin, — kpT In (YN DI00) - (7.155)

Again it should be noted that AGy;,,, ; corresponds to the residual chemical poten-
tial p; % (N;, Nj, p, T) related to an ideal gas at the same volume. Solved for the
fugacity coefficient and inserting x; = N;/(N; + N;), the fugacity coefficient is

given by

exp (B[ (Ni. Nj, p. T)) < Ni + N;

, 7.156

Soi(pa T,X,') =

wherein the expression in the ensemble average bracket represents the mean molar
density o, of the mixture.

7.4.8 Activity Coefficients

In the concept of activity (coefficients), the reference system is not the ideal gas (as
for ;) but the ideal mixture, whose components are real compounds. The chemical
potential y; (T, p, x;) of a real component in an ideal mixture can be derived from
the chemical potential of the pure real compound p; (T, p) at the same pressure
and temperature by adding the mixing term kz 7 In(x;). When the components do
not form an ideal mixture, which is indicated by the occurrence of excess properties,
i (T, p, x;)is corrected by the term involving the activity coefficient ~;, according to

1 (T, p,xi) = poi(T, p) + ks T In(x;) + kT In (i (p, T, x1)) . (7.157)



230 7 Thermophysical and Structural Properties from Molecular Simulation

The product of mol fraction and activity coefficient defines the so called activity
a; = x; -7, which corresponds to a ‘corrected mol fraction’ of the component in the
real mixture. In contrast to the fugacity, the activity coefficient is a corrective term
that only occurs in the mixture, i.e. 7; = 1 for x; = 1.

In the previous Sect.7.4.7, the relations were introduced to express both, the
wi(T, p,x;) and pg; (T, p) in terms of the fugacity coefficients ¢;(p, T, x;) and
woi (p, T), respectively. When introducing Eqs.7.152 and 7.142 into Eq.7.157, we
can therefore deduce the relation between the activity coefficients and the fugacity
coefficients that is given by

Ini (T, p) = In (2 (p, T. x)) — In (00i (p. T)) . (7.158)
wi(p, T, x;)

(T, = — 7.159

WP = o) (7.159)

When we use any energy method to determine the chemical potential or the
fugacity coefficients, the corresponding expression for the activity coefficient can be
derived by introducing the Eqgs.7.154 and 7.146 into Eq.7.158

kpTIni(T, p) = kT In (pi(p, T, x;)) — kT In (poi (p, T))
= u;’if(N,-, Nj,p,T)—kgT Inx; — uf)ffp(NO;, p,T). (7.160)

When expressing the residual chemical potential referring to an ideal gas at the
same pressure in terms of the AGy;,,, ;, which corresponds to the residual chemical
potential at the same volume (see Sect. 7.4.6), it yields

Invi(T, p) = B (9 (Ni, Nj, p, T) — pugs’y (Noi, p. T)) (7.161)
N; + N; No;
+1n<#>_ln<—0>,
V(NithP’ T) VOi(NOin’ T)

The terms in the ensemble average brackets on the right side represent the mean
values for the molar density of the mixture g,, and the molar density g, o; of the
pure compound i at p, T. With this, Eq.7.161 can be rewritten to derive the activity
coefficient from

(T, p) = exp [B (15 (Ni Nj. p, T) = iy (N, p. T))] - 22— (7.162)

'm,0i

Palusch and Maginn [56] also derived a relation for the activity coefficient in terms
of the residual chemical potential at the same volume as the ideal gas. Though they
expressed the contribution from the pure fluid in terms of the fugacity fo; = p - o;.
Their expression for the activity coefficient can be deduced by using Eq.7.156 to
express the fugacity coefficient in the mixture In (¢;(p, T, x;)) and extracting the
pressure



7.4 Free Energy, Chemical Potential and Related Properties 231

kT (N; + N;)
lnm-(ﬂp)=ﬂu[,V(Ni,Nj,p,T>+1n< B j >

V(Niij’ p, T)

_1np —In ((,00[([)» T))
kBT(Ni +Nj)

_ res Ni’N.’ T In{ ———
Buiy (Nis Njs p, T) + n<V(N,~,Nj,p, T)

—In(foi(p, T)). (7.163)

The activity coefficient at infinite dilution «° provides valuable information for
mixtures for which only limited data are available, and it is an important property
to derive binary parameters for mixtures that are only partially miscible [73]. From
molecular simulations, 7 can be computed when AGy;,; = ,uff‘i(N,-, Nj,p,T)
is determined for the case that only one single molecule of component i (N; = 1)
is introduced in pure fluid j with N; > N;. Modifying Eq.7.163 accordingly then
yields [56]

kgT (14 N;)
V(N;, p,T)

sim

Iny>(T, p) = BAGS, (N; = 1, N;) +ln< >— In fo;. (7.164)

When approximating (1 + N;) ~ N;, the term N;/V (N;, p, T) gives the molar
density of the pure compound j, 0,,,0;(T, p). With this, the relation between the
activity at infinite dilution and the simulated free energy difference AGS;,, can be
further combined to

AGZ,(N; =1,Nj) =In (%) at p,T. (7.165)
m,Uj

This corresponds to the expression employed by Chang in [13].

7.4.8.1 Example: Activity Coefficients of R-32 in the R-32 + R-1234y f
Mixture

In order to determine activity coefficients in the mixture R-32 + R-1234y f, we have
performed free energy simulations in the NpT ensemble, using the molecular dynam-
ics package GROMACS 5.0.4. [2], and employing our all-atoms force fields for R-32
[64] and R-1234yf [69]. The simulations on the free energy change for the coupling
of an R-32 molecule in R-32 + R-1234yf mixtures were performed for different
compositions (xg_3; = 0.2,0.4, 0.5, 0.6, 0.8) and for the pure compound R-32, all
at T = 273K and p = 1MPa. The systems consisted of N = 400 molecules for
studies on the mixture, and N = 600 molecules for the pure compound R-32. 21
intermediate states were used to determined the free energy change for the transition
from full coupled (A = 1) to decoupled (A = 0). For each composition studied,
we first performed a short trial simulations (0.5ns) with a equidistant A spacing.
Based on the analysis of these trial simulations, we optimized the A spacings for
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each composition by imposing equal standard deviations of the partial free energies
AG), -, as optimization criterion [47]. The systems with the optimized A distrib-
utions were then equilibrated for 0.5 ns, followed by a production run of 2.5ns. We
then employed the pymbar package [77] to derive the change in the Gibbs free ener-
gies due to the insertion of an R-32 molecule by the MBAR method (see Sect.3.5.3).
From these free energies changes, we determined the activity coefficients of R-32
from Eq.7.160.

Figure 7.6 shows the simulation results for the activity coefficients of R-32 in
comparison with calculations by REFPROP. The REFPROP calculations are based
on the equation of state (EOS) by Akasaka [3] for this mixture, and the activity
coefficients were obtained from calculated fugacity coefficients using Eq.7.158. For
medium and higher R-32 concentrations, the predicted activity coefficients derived
from the free energy simulations are in good agreement with the REFPROP calcu-
lations. Though at xg_3, = 0.2, the activity coefficient from molecular simulation
considerably overestimates the EOS result. The same observations, i.e. increasing
deviations in the predicted activity coefficients at low concentrations, were also made
by Hempel et al. [24], for instance in water + methanol mixtures. They attributed
this to inaccuracies in the force field models, and to the simple mixing rule used to
determine unlike Lennard-Jones interactions. In their studies on activity coefficients
in dilute aqueous solutions, Lazaridis and Paulaitis [36] stated that the prediction of
~7° by free energy simulations is sensitive to small variations in the partial charges.
The large impact of the partial charges, i.e. the charge computing methods, on free
energies of solvation was, for instance, also discussed by Jambeck et al. [26] or
Oostenbrink et al. [55]. Oostenbrink et al. observed that it is impossible to reproduce
experimental bulk liquid properties and free energies of hydration in cyclohexane
systems with the same set of partial charges. This is comprehensible as the fixed
partial charges are usually determined to reflect the averaged polarization of the
molecules in the bulk phase of the pure compound (see Sect.6.1.1.2). The polar-
ization of a solute molecule in a low concentrated solution, i.e. when it is mainly
surrounded by solvent molecules, will in most cases be quite different due to the

T ———T— 7
00 01 02 03 04 05 06 07 08 09 10

X mol mol™)

R-32 (
Fig. 7.6 Simulation results for the activity coefficient of R-32 in mixtures with R-1234yf at 273K
and 1MPa (red squares) in comparison with calculations by REFPROP (black line) based on the
EOS by Akasaka [3]
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polarization effect of the solvent. Therefore, accurate predictions of free energies of
solvation, i.e. activity coefficients at low concentrations, require different approaches
to derive partial charges than simulation studies in bulk phases. The simultaneous
reproduction of bulk properties and free energies at low concentrations might demand
polarizable force fields (see Sect. 6.2). The simple approach to incorporate geometric
polarization effects by using fully flexible molecular models (see Sect. 6.4.2) seems
to be insufficient for the high sensitive free energy simulations at low concentrations.
This will be subject of our future work.

7.4.9 Gibbs Duhem Equation

A phase at internal equilibrium consisting of N, components is characterized by the
N.+2 intensive variables, i.e. the y;, p and 7. The Gibbs Duhem equation represents
an important relation in Thermodynamics as it states that the intensive variables are
related. In its molar form (index m), the Gibbs Duhem equation is given by

N(
SwdT = Vyudp + D xidp; = 0. (7.166)

i=1

This means, that from the N, 4 2 intensive variables, only N, + 1 are independent,
and the last variable is fixed to obey the Gibbs Duhem relation. With this, the number
of degrees of freedom of the system is reduced by one.

In the case of constant pressure (dp = 0) and constant temperature (d7T = 0), the
Gibbs Duhem equation reduces to a relation between the chemical potentials of the
components in the mixture

N,
ind#i =0 p,T = const. (7.167)
i=1

As the chemical potential can be expressed in terms of activity coefficients (see
Sect. 7.4.8) or fugacity coefficients (see Sect. 7.4.7), the Gibbs Duhem equation also
provides relations for these properties given by

N.
indln pi=0 p, T = const.
i=1

N.
indln'yi =0 p, T = const. (7.168)
i=1
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When simulation results for the chemical potentials, fugacity or activity coeffi-
cients are derived for all components of the mixture, these relations can be employed
to check the thermodynamic consistency of the simulated properties.

In binary mixtures though, we can take advantage of the Gibbs Duhem relation to
derive the chemical potential, activity or fugacity coefficient of one component from
the known course of the values of the counter-compound. For a binary mixture with
xy = 1 — x;, the Gibbs Duhem equation for the activity coefficient becomes

xidIny; 4+ (1 —x1)dIn~, = 0. (7.169)

The activity coefficients in binary mixtures are in general functions of the tem-
perature, the pressure and the composition given by x;. Thus, for T, p = const.,
their total differential is given by

ol ol
dln~ = (,;;% dxy, dln~vy, = I;%
1 1

dx;. (7.170)

These expressions are introduced into Eq. 7.169, and the the resulting equation is
integrated from x; = 0 (i.e. x, = 1 and In, = 0) up to an arbitrary composition
x7. This yields

*
Xl

1n72(x;‘)=_/ il (am‘)dxl. (7.171)

1—x1 8)(?1

X]:O

Hempel et al. [24] for instance derived activity coefficients in aqueous solutions
of alcohols and polymers by only determining the water activity coefficient directly
from molecular simulations, whereas the counter-component activity coefficients
were calculated by Gibbs Duhem integration.

7.5 Excess and Partial Molar Properties

Excess properties AZ are defined as difference of a property A in a real mixture and
the property of an ideal mixture at the same pressure and temperature. For properties
that are not related to the entropy, the ideal mixture property is derived as sum of the
properties of the pure compounds

N,
AP = A= Aqg. (7.172)

For the entropy and the Gibbs and Helmholtz free energy, an additional mixing
term has to be considered to account for the irreversibility of the mixing process. In
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the molar form, Eq.7.172 yields
N,
Ab=Ay =D XiAno for A=U H.V,C, C,etc. (7.173)

Thus, excess properties can be determined by molecular simulation studies on
both the mixture and the pure compounds, and evaluating Eq.7.173. Though, as
stated in Sect.7.4.8, excess properties are related to the activity coefficient. This is
due to the relation of the activity coefficient and the excess molar Gibbs free energy
given by

N,
Gh(T. p.x)) = RT D xiln%(T, p. xi). (7.174)

l

As GE(T, p, x;) represents a thermodynamic potential (see Sect.2.2), all excess
properties can be derived from GE(T, p, x;) through algebraic transformations and
derivations. Based on Eq.7.174, all excess properties can be deduced from a known
gradients of the activity coefficients, for instance

N.
< (9w
VET, px) = RT S x; ( sl ) (7.175)
i ap x,T
N dln~;
E _ 2 _ i
HE(T, p,x;) = —RT Zx( o7 ),, (7.176)

Wierzchowski and Kofke [92] for instance made use of the relation between the
activity coefficients and excess enthalpies to assess the thermodynamic consistency
of their simulation results. An alternative approach to describe properties of real
mixtures is through the concept of partial molar properties (index pm) that reflect
the molar qualities of the components in a real mixture. Instead of accounting for
real mixing effects by adding an excess property to the mixture property A,,, the
correction is allocated to the single components within the mixture to account for
the fact that their properties within a real mixture deviate from its value as pure
compound. A partial molar property of a component in a mixture is defined by

0A,,
Apmi =\ —7— , (7.177)
8x,~ T,p,x_,-

whereby the molar property of the mixture A,, can be determined from

N,
Am = Z-xiApm,i- (7178)
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Partial molar properties can not be determined directly by experiments, as they
only represent a quality within a mixture. They can only be derived by investigating
the change of the mixture property A with composition at p, T = const. For a binary
mixture, the partial molar properties of the components “1” and “2” are given by

A
Apm,2 = Am — X1 (a ) (7179)
8x1 T.p
0A,
Apm.1 =Am+(1—x1)( ) . (7.180)
6‘x1 T,p

Thus, partial molar properties can also be derived from molecular simulations by
performing studies on the mixture property A,, at varying compositions to enable
the evaluation of Eq.7.179.

7.6 Fluid Phase Equilibria Properties

This section covers the determination of properties in fluid phase equilibria. This com-
prise mainly the analysis of Gibbs Ensemble, Gibbs Duhem or Histogram reweight-
ing simulation studies for the vapor-liquid equilibria (VLE) properties of pure com-
pounds and mixtures—including the estimation of critical properties of pure com-
pounds. The Sect. 7.6.3 then addresses the description of gas solubilities in liquid by
Henry’s Law. Phase equilibria involving solid phases though are outside the scope
of this section.

7.6.1 VLE of Pure Components

Fluid phase equilibria properties are usually determined by Monte Carlo simulations,
for instance by Gibbs Ensemble (GEMC) simulations, the Gibbs-Duhem-integration
or the Histogram Reweighting method as described in Sect. 3.6.

GEMC simulations of vapor-liquid phase equilibria (VLE) of pure components
(See Sect.3.6.1.1) are conducted in the NVT-ensemble, in which the global volume
of both phases (subsystems), the total number of particles and the temperature is
imposed. The volumes of the simulation boxes representing both phases, V'’ and V",
and the number of particles in the boxes, N’ and N” however will fluctuate. Thus,
the molar saturated densities of the coexisting phases can be evaluated from the
ensemble average of the instantaneous molar densities, sampled at regular intervals

N/ N//
9§n=<7>, g’,;=<W>. (7.181)
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The Gibbs Duhem-integration (GDI, see Sect.3.6.2) does not require particle
transfer, so the number of particles in both boxes are constant, whereas their volumes
fluctuate. In the Histogram Reweighting techniques (Sect. 3.6.3) though, the volume
is imposed and the number of particles will fluctuate. Thus, the ensemble averages for
the saturated densities for these two simulation techniques are derived from similar
expressions.

Although the Gibbs Ensemble method does not require the calculation of the
pressures in both phases to evaluate the criteria of phase equilibria, comparing the
results for the vapor pressure from both phases can prove if the equilibrium condition
is fulfilled. The vapor pressure can be calculated from the virial expression Eq.7.9 as
described in Sect. 7.1, for both phases independently, though the pressure in the liquid
phase is generally subject to large fluctuations. In the Gibbs-Duhem integration, the
vapor pressure is computed as results of the numerical integration of the Clausius-
Clapyeron differential equation. In the Histogram Reweighting technique, the vapor
pressure is calculated using its relation to the grand canonical partition function

BpV =In Q,vr(u, B) + C. (7.182)

The additive constant C is derived from simulations in the ideal gas state i.e. at
low densities, where BpV = N. Thus, the constant C is determined as intercept of
the plot of In Q7 versus N.

Finally, the thermodynamic criteria for phase coexistence demand for the equal-
ity of the chemical potential in both phases. As described in Sect. 7.4.4, the residual
chemical potentials can be derived by inserting a test particle and determining the
energy that is experienced by this particle due to its interactions with the mole-
cules of the systems according to Eq.7.107. Thus, in Gibbs Ensemble simulations,
the chemical potentials are in general calculated within the particle transfer step.
This allows for an independent verification that equilibrium has been attained. In
the Gibbs-Duhem method, the thermodynamic integration along the saturation line
ensures that the pressure changes with temperature in such a way that the conditions
for phase equilibrium is satisfied. Thus, there is no particle exchange between the
two phases so that the chemical potentials are usually not determined. In the His-
togram Reweighting technique, the equality of the chemical potential in both phases
is fulfilled by definition, as w is an imposed variable in the simulations in the grand
canonical ensemble.

Another property of interest in simulation studies on the VLE of pure compounds
is the heat of vaporization that is the difference between the enthalpies of the vapor
and the liquid phase at a given temperature

AHy vep = H) — H, =U) — U, + ps(V, = V). (7.183)

The internal energy U comprise both, the potential and the kinetic energy. How-
ever, MC simulations only provide the residual, configurational part of energies,
whereas the kinetic, ideal gas energy can not be computed. Due to the thermal equi-
librium between the phase, it can be assumed that the kinetic contribution is the
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same in both phases. Thus, the difference between the internal energies of both
phases AU, qp = U,, — U,, can be calculated from the ensemble averages of their

configuration energies, and the heat of vaporization can be derived from

(AHp 0ap) = (Ultp) = (Ulons) + (P (V) = (V) (7.184)
1 1

= (U’ .)— (U s -——). 7.185

Weons? = ‘”"-f>+<p>(<g;;,> <g;n>) (159

Assuming that the molar volume of the vapor phase is much larger than the volume
of the liquid phase, and that the vapor phase obeys the ideal gas law, Eq.7.184
becomes

(AHp vap) = (Ulpp) = (Ugys) + RT. (7.186)

This expression can also be used in MD studies to estimate the heat of vaporiza-
tion. There, the ensemble average of the configurational energy (U qunf) is determined
during the course of a liquid phase simulation. The ensemble average of the con-
figurational energy in the gas phase is simulated in the NVT ensemble in terms of a
single molecule at the same temperature in a large enough simulation box.

7.6.1.1 Determination of the Critical Point

As discussed in Sect.7.6.1, approaching the critical point by GEMC or GDI simu-
lations is in general not possible due to the decreasing free energy barrier between
the two phases, With this, it becomes difficult to maintain the identity of the sim-
ulation boxes, which shall each represent one of the two equilibrium phases. The
critical temperature is therefore usually estimated by fitting the simulation results at
sub-critical conditions to the scaling law

o —0'=AT-T)". (7.187)
The critical density is then derived by a fit to the law of rectilinear diameters

od+o
2

=0.+B(T-T,). (7.188)

The parameters A and B determined by the fit are dependent of the compound,
and /[ is the critical exponent, for which a value of 5 = 0.325 (Ising exponent) is
often used. The critical pressure can be estimated by extrapolating the vapor pressure
curve using the Clausius-Clapeyron equation.

The Histogram Reweighting technique though is suitable for simulations in the
near critical region, but here finite-size effects become relevant. At the critical point,
the correlation length that measures the extent of density fluctuations diverges, and
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exceeds the size of the simulation box L. With this, the finite-size of the simulation
systems suppresses the long-range fluctuation, and the critical properties derived
from simulation 7. (L), o.(L) will deviate from the properties obtained for a system
of infinite size T,(00), o.(00). Finite-size scaling analysis can then be applied to
correct for the size dependency of the thermodynamic properties. The analysis of
collected histograms to obtain estimates for the critical parameters is in general
based on the mixed-field size-scaling method by Wilding and Bruce [93]. Therein
the ordering parameter M of the scaling field is a linear combination of number of
particles N in the system and its configurational energy Uc,,s [58]

M x N — s1Uconf (7.189)

with s; being the field mixing parameter. At the critical point, the normalized prob-
ability distribution of M has a universal form p; (x). The principle of critical point
universality states that the critical behavior of fluids is in the same universality class
as the Ising model. Therefore, the critical point can be found by adjusting x4 and s,
such that the probability P(N, Uconr, T, 1) (see Sect.3.6.3) matches the universal
fixed-point ordering operator distribution p’ (x) of the 3D-Ising model. The devia-
tion between the simulated critical properties 7.(L), o.(L) are expected to deviate
from the values 7,.(c0), o.(0c0) of the infinite-system by

T.(L) — T.(c0) oc L=TD/¥ (7.190)
0c(L) — 0.(00) oc L™=/, (7.191)

Therein, 6, « and v are the exponents of the correction-to-scaling, heat capacity
divergence, and correlation length, respectively. Approximate values of theses expo-
nents for the 3D Ising universality class are § = 0.54, « = 0.11 and v = 0.629
[58].

7.6.1.2 Example: VLE Properties of HFO-1216

The hexafluoropropene HFO-1216, also known as HFP, is an important intermediate
in the fluorochemical industry. It is for instance oxidated to yield 2,2,3-trifluoro-
3-(trifluoromethyl)oxirane, HFPO, an important perfluorinated epoxide [50]. We
have employed our force field for hydrofluoroolefines (see Sect.6.1.1.5) to study
the VLE properties of HFO-1216 via GEMC simulations using the simulation code
Towhee [46]. The system consisted of 256 molecules, and for each temperature
it was equilibrated for 100.000-200.0000 cycles, before we performed production
runs of 200.000-400.000 cycles. More simulation details are given in [63]. Figure 7.7
shows the GEMC simulation results for the vapor pressure and saturated densities in
comparison with experimental data from Coquelet et al. [15] and calculations based
on REFPROP [38]. It should be noted that no LJ parameters of our force field for
hydrofluoroolefines have been adjusted to optimize agreement with experimental data
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Fig. 7.7 GEMC simulation results (blue rhombi) for the vapor pressure p; and the saturated densi-
ties ¢/, o” of HFO-1216 in comparison with experimental data (grey triangles, [15] and calculations
by REFPROP (line)

Table 7.3 Estimated crit.ical Experiment Simulation

properties of HFO-1216 in

comparison with T. (K) 358.93 3643 £13.2

experimental values [15] oc (kg m~) 579.03 590 + 49
pc(MPa) 3.136 324 +1.13

for HFO-1216. Thus, our simulation studies for this compound are purely predictive.
In spite of this, the agreement between simulation and experiment is quite satisfying.

By using the Towhee routine fitcoex [46], our simulation results for the saturation
densities in the temperature range 7 = (263 — 333) K were than fitted to the scaling
law Eq.7.187 and law of rectilinear diameters Eq.7.188 to yield estimates for the
critical temperature 7, and density o, of HFO-1216. The extrapolation of the fitted
vapor pressure curve up to T, gives the critical pressure p.. In Table 7.3 we provide a
comparison of the estimated critical properties of HFO-1216 with experimental data
[15].

Due to the limited number of data points used in the fitting procedure, the estimated
critical properties though are subject to large uncertainties. This is specially true for
the critical pressure. The stated errors account for both uncertainties of the simulation
results as input in the fitting procedure, and uncertainties of the fitting itself. Accord-
ing to the Eq. 7.184 we have also determined the heats of vaporization of HFO-1216,
for which no experimental information exist. As illustrated by Fig. 7.8, our simulated
AH,, vap(T) tend to overestimate the predictions by REFPROP. Though the simu-
lation results deviate by less than 1 kJ mol~! from the calculations, which is still a
good agreement for this property.
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7.6.2 Phase Equilibria of Mixtures

As described in Sects. 3.6.1.2 and 3.6.1.3, the Gibbs Ensemble simulation technique
can be employed for simulation studies on multiphase equilibria of mixtures, whereby
itis most commonly used for simulations on vapor-liquid equilibria, but it can also be
applied for studies on liquid-liquid equilibria or VLLE. GEMC simulations on phase
equilibria in mixtures are performed in the NpT-Ensemble in which the total number
of particles, the equilibrium pressure and temperature are imposed. The total system
volume now can fluctuate, and this also means that the volumes of the subsystems
are allowed to change independently. The molar saturation densities of the coexisting
phases can again be derived from the ensemble average of the instantaneous densities,
calculated from the number of particles in the box divided by the volume as given by
Eq.7.181. Additionally, the partial molar density of a component i can be determined
from its number of particles N; in the box, divided by the volume of the phase. In
case of studies on the VLE of mixtures, the partial molar densities of the different
components i in the liquid and vapor phase are therefore given by

/ _ Ni, "o Nl'” (7 192)
mel‘ —_— V/ ’ mei - v” k) .

The molar compositions of the phases are derived from

N/ N
’r_ i " o__ i . ’r_ ’ " o__ ”
x"_<N’>’ ti _<N”>’ with N’ = §i N/, N"=>"N/. (7.193)

L

The (partial) molar densities and compositions of the equilibrium phases of an
LLE or VLLE are derived accordingly.
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The residual chemical potentials of different components can be evaluated during
the course of the simulation from the experienced interaction energy of an inserted
particle of this compound. Though now, the fluctuation of the volume has to be taken
into account (see Sect.7.4.4, Eq.7.114)

Vexp (—BAUcont N,
u;ﬁ;,ﬂz—kgrlnc p(=f f’N'“))). (7.194)

(V)

7.6.2.1 Example: VLE in the Mixture CO, + R-32

In [64] we have proposed a new fully flexible all atoms force field model for R-32
difluoromethane to allow for studies on its mixtures with 2,3,3,3-tetrafluoropropenes
R-1234yf and trans-1,3,3,3-tetrafluoropropenes R-1234ze(E) (see Sect. 8.4.2). Here
we present GEMC simulation results for the mixture of R-32 with carbon dioxide
(C O3, R-744), which represents a subsystem of some refrigerant blends that are
currently proposed (see Sect. 8.5). For studies on this mixture, we have employed the
TraPPE model by Potoff and Siepmann [62] for C O,. No LJ parameters for the unlike
interactions were adjusted, so the molecular simulation studies are purely predictive.
The system consisted in the sum of N = 400 molecules, but the number of molecules
of each component varied with the state point studied. For each state point, defined
by the given temperature and pressure, the systems were equilibrated for 200.000
cycles, and production runs covered 300.000—400.000 cycles. The predictions from
GEMC simulations for the compositions of the vapor and liquid phase and for the
saturated densities of the 273 K and 293 K isotherms are presented in Fig.7.9. Also
shown are calculations using REFPROP and experimental data by Rivollet et al. [74].
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Fig. 7.9 GEMC simulation results (red rhomb) for the compositions and densities of the liquid and
vapor phase of the VLE in the mixture C O, + R-32 at 273 and 293 K in comparison with REFPROP
calculations (/ine). Also shown as black dots are experimental VLE data by Rivollet et al. [74]
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The good agreement of our simulation results with both, REFPROP calculations and
experimental data well illustrates the predictive capability of the molecular simulation
studies.

7.6.3 Gas Solubilities

Gases in general only exhibit low solubility in liquids. In the limit of infinite solution,
the Henry’s law states that the molar fraction of the gas i in the liquid phase (of
component j) is proportional to its partial pressure p; in the gas phase

x; - Hi(jy = pi- (7.195)

The proportionality factor is the Henry coefficient with the index marking the
Henry coefficient of component i solved in component j. Following Henry’s law,
the gas solubility increases with its increasing partial pressure in the gas phase and
decreasing Henry coefficient. The temperature dependence of the gas solubility is
solely covered by the temperature dependence of the Henry coefficient, which is
strong and nonlinear [21]. The Henry coefficient is defined by

H,'(j) = lim il, (7196)
x—0 X;
With the fugacity being defined by f;i = p - x; - ¢; (see Sect. 7.4.7), the Henry
coefficient is determined by the limit of the fugacity coefficient at infinite solubility,
denoted by ¢7°. As described for the activity atinfinite dilution in Sect. 7.4.8, the limit
of infinite solution can be represented in molecular simulations by only introducing
one single molecule of component i in the pure fluid j with N; > N;. When the
Eq.7.154 is modified accordingly by setting N; = 1, an expression for ¢?° can be
deduced

V(N;,p.T) Bp
1+Nj

In (¢°(p, T, x; — 0)) = BAGE,,(N; = 1, Nj) 71n< > (7.197)

Again, the term (1 + N;)/V(N;, p, T) can be approximated by the molar density
of the liquid j, o, j(p, T). This yields
e (p, T, x| — 0) = exp (BAGS,) 0m, jksT/p. (7.198)

sim

With this, the Henry coefficient can be derived from

Hi(j) =p- (p;)o(p, T, x{ —> 0) = exp (ﬁAG?m) Qm,jkBT' (7199)
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This illustrates that the Henry coefficient is directly related to the free energy of
solvation.

7.7 Dielectric Properties

Dielectric properties are important in studies on polar or ionic compounds and allow
conclusions regarding their solvent behavior, i.e. solubility for solvents and solva-
tion dynamics. Dielectric properties of interest are for instance the static dielectric
constant of a compound, its dipole moment, and the Debye relaxation for dipole
fluctuations. The dipole moment of a molecule is derived from the positions and
partial charges of its N, atoms relative to the center of mass (COM) of the molecule
by

N,
pn= ZCIi(l'i —Tcom), H=|pl (7.200)

i=1

In a liquid sample as collective of N molecular dipoles, a system’s total dipole
moment M can be computed from

N
M=>"p, (7.201)
j=1

An important quantity to characterize polar liquids is its dielectric or Debye relax-
ation for fluctuations of the dipoles. A normalized autocorrelation function can be
formulated to describe the relaxation of the system’s total dipole moment [95]

_(MO)M @) — (M)?
Pyu(t) = M20)) — (M2 (7.202)

Assuming that @, (¢) decays exponentially (Debye dielectric), a relaxation time
Tp can be determined from the time integral of the autocorrelation function

D = / ~ Oy dt,  Duu(t) = Aexp(—t/7p). (7.203)
0

This dielectric relaxation time 7 might differ from the relaxation time 7, of a
single particle

(1)) = (1)*

(1*(0) = (1)? (7209

o]
TSZ/ ®,,®dt, with &,,0) =
0



7.7 Dielectric Properties 245

This deviation is due to collective effects, i.e. the correlation of neighboring
dipoles [85] in a liquid sample. Kirkwood [29] introduced a correction factor to
account for the orientational correlation between neighboring dipolar molecules.
For a finite system of N molecules, the Kirkwood factor G is given by [95]

Gx = W) — (M)? 7.205
S TR (7209

It is related to the infinite system Kirkwood factor gx by [95]

_ 2e, + 1
8Kk = 3e,

Gg. (7.206)
with the static dielectric constant ¢,. The Kirkwood factor relates the dielectric relax-
ation time of a liquid sample to that of a single molecule [51, 85]

ex = 2. (7.207)

Ts

It is close to unity for weakly polar liquids, but deviates significantly from unity
for hydrogen-bonding compounds such as water. Therefore, gx > 1 indicates a
strong orientational correlation between the molecular dipoles in the system. The
static dielectric constant €, in Eq.7.206 can be derived from the fluctuation of the
systems’s total dipole system by
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However, this quantity converges slowly, and simulation runs of several nanosec-
onds might be necessary until it reaches a stable value. This is exemplarily shown
by the depiction of the running ensemble averages of the dielectric constant of water
from different models in Fig.7.10.

7.8 Structural Analysis

Apart from the ability to predict thermophysical properties, molecular simulation
studies also provide insights into the behavior of the compounds on the molecular
level, and allow for the direct analysis of the relationship between the microscopic
structure and macroscopic properties. This section provides an introduction to analy-
sis techniques for microstructural properties.

7.8.1 Distribution Functions

The structure of a fluid can basically be characterized by a set of radial pair distri-
bution functions g;;(r) for two particles i and j in the fluid. The radial distribution
function (RDF)

v
OEEDIPILILEEN (7.209)
i

yields the probability of finding the site j at distance r apart from the site 7, relative
to the expected probability for a uniform distribution at the same density [4]. In
molecular simulation studies, g;; (r) is determined by using a histogram of discretized
pair separation, in which the number of particles N (b) within an interval b = [r, r +
or] is related to the number of particles for a uniform distribution N*(b)

N ®) > (7.210)

( 5_’)_<
8+ ) =\ )

The volume of the corresponding spherical shell of thickness dr at a distance r is
given by

4
Vb) = 37 [+ or)? — r3] ~ 47rér. (7.211)
Thus, the average number of particles N*(b) in this spherical shell is

N*(b) = oV (b), (7.212)

where o is the number density in the bulk phase.
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In a system with polyatomic molecules, the RDFs may either be determined
for the center-of-masses of the molecules, or for characteristic sites. In this case,
information on the orientational structure and intermolecular bonding with respect
to specific domains of the molecules can be inferred from the combination of different
RDFs.

In an ideal gas, the distribution of particles is random and g;;(r) = 1. For real
fluids g;;(r) tends towards 1 for larger distances, but at shorter distances, g;; () will
differ from unity due to attractive (g;;(r) > 1) or repulsive (g;;(r) < 1) interactions.
Thus, the analysis of RDFs might evidence preferred interactions between particles
or sites, such as hydrogen bonding interactions (see Sect.7.8.3)

The first peak of the RDF represents the first coordination shell and gives the most
likely distance of the two sites i and j. Hence, the organization of the liquid can also
be characterized by determining the coordination number for this first solvation shell.
The coordination number N;; of a site j around the site i is calculated by integrating
&ij (r) from zero to the location of the first minimum

N;; (Fmin) = 470, / gij(r)yridr. (7.213)
0

N;; gives the average number of sites j within the sphere of radius 7,,;, around a
central site i. It can be used for instance to determine the ratio of solvent molecules
around a solute molecule, or around one of its characteristic sites. However, it should
be noted that the coordination number is sensitive to the choice of the integration
limit 7.

In fluids showing structural organization, another property may be used to quan-
titatively assess the characteristic length scale of this organization. This is the static
structure factor S(k) that is derived from the corresponding radial distribution func-
tion g(r) by Fourier transformation [72]

* sin(kr)

r

g(ryridr. (7.214)

Stk) =1 +47T,Q/
0

The static structure factor may also be determined experimentally by neutron or X-
ray scattering, allowing for a direct comparison of simulation results for the fluid
microstructure with experiment.

Radial distribution functions in general only provide time averaged information
on the local organization around a given site. For time dependent RDFs, an addi-
tional time dimension can be introduced to yield van Hove correlation functions (see
Sect.7.2.2.2).

In order to obtain an immediate image of three-dimensional density distributions,
spatial distribution functions (SDF) are increasingly used in molecular simulation
studies on local structures. These SDFs avoid the RDF’s spherically averaging, and
span both the radial and the angular coordinate. Spatial distribution functions are
therefore able to provide details of anisotropies in spatial structures and insight into
packing patterns. More details on the computation of SDFs can be found for instance
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in the contribution ‘Spacial Structure in Molecular Liquids’ by Kusalik et al. in [33].
SDFs are four-dimensional functions (probability, x, y, z) [9], consequently they are
in general visualized by iso-surfaces (see Sect.7.8.3 for examples).

7.8.2 Internal Structure

When investigating the structural features of systems comprising complex molecules
such as polymers, not only the relative distribution of different molecules is of interest,
but also the internal structure of the macromolecules. The configuration of a linear
chain of N monomers can be measured by the internal mean square end-to-end
distance R(N)

(R*(N)) = ((r; —rn)%). (7.215)

For a branched molecule, an end-to-end distance between characteristic sites may
be assessed. The size of the molecules consisting of N atoms or monomers can be
characterized by the radius of gyration Rg

N

Z m;(t; — rcom)? N
<Ré> = <l_l >7 Miotal = Zmi (7.216)
i=1

Myotal

where rcoy is the position of the center-of-mass of the molecules

N
Z m;x;
i=1

Myotal

Ycou = (7.217)

7.8.3 Example: Structural Properties of Ionic Liquids

Is this section we exemplify the ability of molecular simulations to provide insight
into structural features by our MD studies on the 1-alkyl-3-methyl-imidazolium-
based ionic liquids (IL) [amim][C!] and [amim][B F4]. In [67] we have analyzed
the structural properties of the different ILs by SDFs and RDFs between specific
sites [67] to investigate how they are influenced by the anion type, the cation size and
temperature. Therefore we have employed an united atoms model from Liu et al. [39]
for the 1-ethyl-3-methyl- [emim™] imidazolium cations, which we have extended
for simulations in 1-hexyl-3-methyl-imidazolium [Amim]-ILs and combined with
parameters of Canongia Lopes et al. [12] for the [C]™] anion.

Figure 7.11 shows the spatial distribution of the [C!™] and the [ B F; ] anion around
the [emim™*] and [hmim™] cation at a temperature of 363.15 K. The iso-surfaces of
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(a) [emim™][CI] (b) [emim*][BF /]

Fig. 7.11 Spatial distribution functions (SDFs) of the anion around the cation at 363.15K as a
function of the anion type and the size of the cation from molecular simulation [67]. The iso-surfaces
are drawn at 14 (green, red) and 8 (yellow, orange) times of the average density, respectively. Also
given is the notation for the atoms and sites for the united atoms model of Liu et al. CN2, CN3,
CT?2 and CT 3 represent different C H> and C H3 united atoms

the SDFs are visualized by the software package gOpenMol [34]. The figure also
gives the notation for the different atoms and sites according to Liu et al.

For all four ILs three regions with a high probability of finding the anions exist:
around the CR — H5 group, and between the CW — H4 group and the alkyl side
chains, though the preferred distribution depends on both the anion type and cation
size. The comparison of the SDFs for both [emim™]-ILs at this temperatures shows
that the very high density area (14 times the average) exists in all three regions for
[CI™] anion, but only in the region around C R for [ B F,;” ] anion. This can be ascribed
to stronger coulombic interactions in the [amim][CI] ILs, whereas the charge is more
dispersed in the [amim][B F4] ILs that weakens the electrostatic forces. The more
dispersed charge and the special hindrances for the larger [ B F, | anion also explains
the difference in the shape of the high density regions around the CR — HS5 group
between both anions.

Increasing the alkyl side chain from [emim™] to [hmim™] has two different effects
on the distribution of the anions. At first it can be observed that the high density region
around the CR — H'S group is more extended towards the methyl side. Second, the
highest density areas (14 times the average) now exist in all three regions. This
indicates an enriched concentration of the anions in the vicinity of the imidazolium
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Fig. 7.12 Radial distribution functions (RDFs) for the anion around the end group CT3 of
the alkyl side chain of the cation for the [amim][C!] and [amim][B F4] ILs (amim = emim and
hmin) at 363.15 K. For the [amim][B F4] ILs, the corresponding RDFs were also determined at
298.15 K, depicted by dash lines, respectively

ring, whereas the extremity of the alkyl side chain becomes a much less favorable
location for the anions the longer it gets. This is due to the ability of the alkyl
side chain to freely rotate in space, which then generates an excluded volume. This
excluded volume increases with the length of the alkyl side chain, and pushes the
anions to distribute around the imidazolium ring.

Figure7.12 gives the RDFs of the anion of both the [amim][CL] and the
[amim][B F4] IL around the CT 3 end group of the alkyl chain at 363.15 K. The pro-
nounced reduction of the first peak also well illustrates the decreasing concentration
of the anions at the extremity of the alkyl side chain with their increasing lengths. For
[amim][B F4], we additionally provide the corresponding RDFs at 298.15 K (dash
lines). They show that the distribution of anions at the extremity of the alkyl side
chain also decreases with increasing temperature, which can again be attributed to
an increasing excluded volume.

We have further studied the structures of the [hmim][C L] and [hmim][B F4] ILs
in the vicinity of the alkyl side chain by determining the RDFs between its end
groups CT3 and characteristic sites of the cation, i.e. the H4 and H5 hydrogens of
the imidazolium ring, and the C N3 methyl side chain.

The depiction of the RDFs in Fig.7.13 shows that only the CT3 — CT3 RDFs
of both ionic liquids exhibit pronounced first maxima. This indicates a tendency of
longer alkyl side chains to accumulate in the vicinity of the alkyl side chains of other
cations. This phenomenon of alkyl side chains (tails) forming spatially heterogeneous
domains is known as tail aggregation, and was first shown in molecular dynamics
studies on [amim][N O] ILs by Wang and Voth [88, 89], whereas the studies by
Triolo [82] provided first experimental evidence for [amin] based ionic liquids. A
Special Issue of the Journal of Molecular Liquids summarizes studies on structural
organizations in ionic liquids in the recent years [75].

In [66] we have studied mixtures of 1-alkyl-3-methylimidazolium chlorides
[amim][C!] with ethanol and 1-propanol [66] to investigate how the structure of
the ionic liquids changes upon mixing. In these simulation studies on the mixtures,
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Fig. 7.13 Radial distribution functions (RDFs) for characteristic sites and atoms of the [Amim™]
cation around the end group CT3 of the alkyl side chain of the cation for [Amim][CI] and
[Amim][B F4] at 363.15 K. For [hmim][B F4], the corresponding RDFs were also determined at
298.15 K, depicted by grey lines, respectively
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Fig.7.14 RDFs of the H,o g hydrogen (hydroxyl) of 1-propanol around the [C!™ ] anion of the IL
and around the O,y oxygen (hydroxyl) of other 1-propanol molecules in the mixture 1-propanol
+ [hmim][C!] at different mixture compositions. The H, oz — [CI”] RDFs are determined at
298.15K and the H, og — O4,05 RDFs at 363.15K

we have employed the NERD force field [27] for the alcohols, in which the C H, and
C H; groups are represented as united atoms analogously to the molecular model for
the ILs.

Figure 7.14 shows the RDFs of the hydrogen of the alcohol hydroxyl group H, o
around the chloride anion [CI™] of the IL (left), and around the oxygen atom of
alcohol (right) in the mixture 1-propanol + [Amim][CI] at various compositions.
The very high and sharp first peaks in the H, oy — [CI~] RDF at about 2 A clearly
evidence the occurrence of hydrogen bonding interactions between the propanol
and the anion. Increasing mole fractions of 1-propanol results in increasing peak
heights and the establishment of a second solvation shell of alcohol molecules around
the chloride anion, shown by the appearance of a second peak at about 4.2 A for
X1—propanol = 0.875. The peak heights of the H, oy — O4,0n RDFs though clearly
decrease with increasing mole fraction of the IL. This demonstrates that the propanol
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molecules prefer to hydrogen-bond to the chloride anion rather than to other alcohol
molecules.

As discussed before for the pure ILs, the increasing length of the alkyl side chain
causes the anion to increasingly concentrate around the imidazolium ring. This is
also observed in their mixtures with alcohols. Due to the strong hydrogen bonding of
the alcohol’s hydroxyl and the anion, the O H, group of the alcohol now accumulates
in the same regions as the anions. This results in an enhanced concentration of polar
groups around the polar domain of the cation. As also the alkyl chains (tails) of the
cations and the alcohols tend to aggregate, an enhanced microphase separation into
polar and nonpolar domains can be observed in mixtures of alcohol + [amim][CI]-
ILs with longer alkyl chains of the cation. This is visualized in Fig.7.15 by the
SDFs of the different sites around the [Amim™] cation in the mixture 1-propanol +
[Amim][CI].

Increasing temperature even forward this separation, as the enlarged excluded
volume at higher temperatures due to the intensified rotation of the alkyl side chain
pushes the anions once more towards the imidazolium ring. Thus, the properties of
alcohol + [amim][Cl] mixtures are determined by a significant local ordering due to
strong coulombic interactions between both the hydroxyls of the alcohols and the
chloride, and the polar domain of cation and the anion, and an aggregation of the non-
polar groups with increasing cation size on the other side. The high solubility of the

Fig. 7.15 SDFs of the [CI™] anion (orange), the 1-propanol hydroxyl group (red), 1-propanol
C H3a group (black) and of the cation CT 3 group (grey) around the [2mim™] cation in the mixture
I-propanol + [Amim][Cl], x1—propanot = 0.625 at 298.15 K. Orange and red surfaces (polar)
represent 10 times the average density, black and grey ones (nonpolar) 3 times the average density
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alcohol can be attributed to its strong hydrogen bonding with the [C/~] anion, but also
to the interactions between its alkyl group and the nonpolar side chains of the ionic
liquid’s cation. These findings illustrate how structural analysis of the system can
provide amolecular interpretation and a better understanding of the solvation process.
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Chapter 8
Applications of Molecular Simulations
to Studies on Working Fluids

In the Great Soviet Encyclopedia [59] a working fluid is defined as “a gaseous or
liquid substance by means of which an energy conversion is accomplished to obtain
mechanical work (engine), cold (in refrigerating machines) or heat (heat pump)”.
Thus, this chapter covers molecular simulation studies on fluids that operate ther-
modynamic cycles to convert heat into work (Organic Rankine cycle), or serve as
heat carrier in heating, ventilation, air-conditioning and refrigeration (HVAC&R)
applications, whereby working fluids of HVAC&R cycles are generally referred to
as refrigerants. The introduction of this chapter first provides a short overview of
the historical development as well as of current regulations and trends that affect the
progression of working fluids today. Air-conditioning and refrigeration have become
essential in our society and economy, not least due to the need to refrigerate food or
pharmaceuticals. Most thermodynamic cycles in HVAC&R applications are based
on a vapor compression cycle that was introduced in mid 19th century. Since then
there have been changing selection criteria for suitable refrigerants as working fluids
in these cycles, so that the progression of refrigerants has now arrived in the 4th
generation. The first generation of refrigerants in the ‘whatever worked’ period [10]
comprised air, water, ammonia, carbon and sulphur dioxide, hydrocarbons (HC) and
ethers. The increasing commercialization of refrigeration then entailed the demand
for safer, more durable and efficient working fluids, resulting in the introduction of
synthetic chlorofluorocarbons (CFC) and hydrochlorofluorocarbons (HCFC) as sec-
ond generation of working fluids. From the 1930s onwards, vapor-compression sys-
tems using this second generation of refrigerants became the dominant refrigeration
technology. The most widely used refrigerants then were dichlorodifluoromethane
R-12 with its main application in automotive air-conditioning systems, and chlorod-
ifluoromethane R-22 for residential air-conditioning and industrial refrigeration and
process chillers. When it was found out that the chlorine of CFC and HCFC refriger-
ants reacts with the atmospheric ozone, these fluids got under phase-out schedules,
following the Montreal Protocol from 1987 [82].
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Due to their zero ozone depletion potential (ODP), hydrofluorocarbons (HFC)
were then introduced as alternative refrigerants, representing the third generation of
working fluids. First and foremost, tetrafluoroethane R-134a as replacement for R-12
in mobile air-conditioning systems (MAC) and also for medium to high-temperature
refrigeration became the dominant refrigerant. With its lower chlorine content result-
ing in a smaller ODP value, R-22 has as longer phase-out period than R-12, and was
therefore also regarded as interim alternative for it. However, countries of the Euro-
pean Union accelerated the phase out of R-22 with early regulations [5]. Thus, HFC
refrigerant blends such as R-410A and R-407C are today used as replacement for
R-22; R-410A is a binary, near azeotropic mixture of difluoromethane R-32 and
pentafluoroethane R-125, while R-407C is a ternary zeotropic mixture of R-32,
R-125 and R-134a. More details on the phase out-regulations and alternative refrig-
erants are, for instance, provided in the Bitzer Refrigerant Report [5], in the review
by Calm [10], or in [80]. The hydrofluorocarbon refrigerants where later recognized
as potent green house gases (GHQG), i.e., they exhibit a significant global warming
potential (GWP) due to their long atmospheric lifetimes. The atmospheric lifetime
of the widely used R-134a, for instance, is 14 years. Its GWP(100-yr) value is 1300,
which means that integrated over the specific time interval of 100 years, the radia-
tive forcing from the release of 1kg R-134a is by a factor of 1300 higher than that
of 1kg C O, as reference gas (GWP¢p, = 1). The GWP(100-yr) value is the most
commonly used metric for the climate impact of green house gas emission, and its
definition is attributed to the Intergovernmental Panel on Climate Change (IPCC) that
also provides accepted values of GWPs for different compounds [30]. Due to climate
change concerns, the Kyoto Protocol sets binding targets for developed countries to
limit their emission of greenhouse gas (GHG), which are based on these GWP values.
Thus, phase-out regulations for high-GWP working fluids became effective, such as
the F-gas regulation (No 517/2014, repealing No 842/2006) of the European Union
that aims to reduce the EU’s emission of fluorinated gases (HFCs, perfluorocarbons
(PFCs) and sulphur hexafluoride (SF6)) by 2030 to 2/3 compared with levels from
2014. This results, for example, in a phase-out of HFC refrigerants with GWP > 150
in domestic refrigerators and freezers by 2015, or in commercial refrigeration by
2022. The EU has recently submitted an amendment proposal for the global phase-
down of HFCs under the Montreal Protocol [81]. The phase-out of HFC refrigerants
necessitates the adoption of alternative refrigerants with low GWP values as the forth
generation of working fluids. This has also redirected attention to natural refrigerants
of the first generation, such as ammonia (R-717), carbon dioxide (R-744) or hydro-
carbons like propane (R-290). Ammonia, for example, is a common refrigerant in
industrial refrigerant applications, whereas carbon dioxide is used in commercial
refrigeration (supermarket) and water heating heat pumps, and is being tested in
transport refrigeration. Moreover, carbon dioxide is proposed as alternative refriger-
ant in MAC systems. An overview of technical options for the use of these natural
refrigerants is given in the UNEP ‘2014 Report of the Refrigeration, air-conditioning
and Heat Pumps Technical Options Committee’ [80].

Refrigerant manufacturers have responded to the projected ban of HFC com-
pounds with the introduction of unsaturated, fluorinated compounds as



8 Applications of Molecular Simulations to Studies on Working Fluids 259

alternative refrigerants, such as 2,3,3,3-tetrafluoropropene R-1234yf or trans-1,3,3,
3-tetrafluoropropene R-1234ze(E). In the literature,these compounds are mostly
named hydrofluoroolefines (HFO) to distinguish them from the saturated hydrofluo-
rocarbons (HFC). This terminology is also used here. However, in the UNEP report
[80], for instance, the prefix ‘unsaturated HFC’ is used for these compounds, as they
are still composed of hydrogen, fluorine and carbons atoms as the saturated mole-
cules. HFO compounds are chemicals that have at least one double bond between two
carbon atoms. Due to the high reactivity of the carbon double bond, these compounds
exhibit a short atmospheric lifetime resulting in a low GWP value. However, this in
turn comes along with flammability, as the quick breakup in atmosphere also means
that the substance breaks down just as easy when exposed to an ignition source [80].
Thus, blends of HFOs and non-flammable HFC compounds are proposed to yield
refrigerants with reduced flammability compared to the pure HFOs, and lower GWPs
than the pure HFCs.

Concerns on climate change and raising energy prices have also resulted in a
growing interest in Organic Rankine Cycle (ORC) systems, which therefore represent
another application for working fluids apart from the ‘common’ use in the vapor-
compression cycles of HVAC&R systems. ORC systems are installed to generate
electricity from low-temperature heat sources such as geothermic or solar energy
and industrial waste heat. ORC power systems require working fluids with higher
critical temperatures (up to 500 K) than those used in refrigeration applications (7, =
(300-400) K [46]). The thermophysical properties of working fluids required to
match low-grade ORC applications are thereby similar to those for high-temperature
heat pumps, which have also experienced growing interest for industrial waste heat
recovery. Depending on the specific application, the selection of a suitable refrigerant
or working fluid has to meet manifold criteria that also often represent tradeoffs and
need to be balanced out [80]. Factors that have to be considered are:

GWP and ODP values complying with legal requirements;
safety (flammability, toxicity, operating pressure)
performance (energy efficiency and capacity);

costs (working fluid, equipment production and maintenance);
stability (chemical degradation);

compatibility (materials, lubricants);

easy handling in service;

recyclability, end-of-life issues.

Understanding, optimizing and controlling the performance of new working flu-
ids in different applications requires a detailed knowledge of their thermodynamic
and transport properties. Thereby molecular simulations are more and more applied
as complement to experiment. A number of simulation studies and force fields are
available in the literature for HFC refrigerants, for either fluoromethanes [19, 22,
58, 74] or fluoroethanes [19, 34, 43, 53, 74]. Stoll et al. [74], for instance, published
force fields to study the vapor-liquid equilibria of low molecular weight hydrofluo-
rocarbons that comprise several fluorinated derivatives of methane, ethane, but also
ethene [11]. Kelkar and Maginn [34] have developed a transferable force field for
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C1 and saturated C2 hydrofluorocarbons to quantitatively reproduce their vapor-
liquid coexistence curves, vapor pressures and enthalpies of vaporization. Recently,
Yang et al. [86] introduced a molecular model for 1,1-difluoroethane R-152a, which
represents a low GWP, albeit flammable HFC refrigerant. In Sect. 6.1.1.5, we pre-
sented a transferable force field for HFO and HCFO compounds that enables reliable
predictions for the thermophysical properties of this new class of working fluids.

In this chapter, we will present our molecular simulation results for different HFO
and HCFO compounds, and also for refrigerant blends in the context of their potential
technical applications, such as mobile air-conditioning, refrigeration, ORC and heat
pump applications. This exemplifies the value of molecular simulations to provide
predictions for poorly known compounds to allow for their evaluation in technical
applications. When possible, the simulation results are compared with calculation or
predictions from REFPROP, the REFerence fluid PROPerties program, developed by
the National Institute of Standards and Technology (NIST) [41]. REFPROP is widely
used in the refrigeration industry as it enables the calculation of thermophysical and
transport properties for a large number of working fluids and mixtures [41]. In some
cases, our molecular simulation results have already found their way into system
simulation studies on the thermodynamic cycles, which are then mentioned in the
respective text passage. However, a detailed description of the system simulations
using the Modelica library TIL [69] is out of the scope of this book. More information
on this subject is provided in the cited references.

8.1 Alternative Refrigerants for Mobile Air-Conditioning
(MAC) Systems

Figure 8.1 shows a basic refrigerant cycle of an air-conditioning system based on
the principals of a vapor-compression cycle. The refrigerant is evaporated on a low
temperature and pressure level Ty, p,(Tp) and thereby absorbs heat from the vehicle
interior. The (saturated) vapor is then compressed, and with the increase in pressure
to the so called high-pressure, its temperature also increases to 7. The hot vapor then
flows through the condenser where it is condensed by rejecting heat to the ambient.
Afterwards, the refrigerant passes the expansion device (valve) where its pressure is
reduced to p,(Tp). It then flows to the evaporator to complete the cycle.

According to studies of the World Resources Institute, the transport section is
responsible for about 22 % of the world wide (energy related) GHG emission—with
increasing rate [40]. Again 10 % of this emission can be attributed to the use of mobile
air-conditioning (MAC). The indirect GHG emission of MAC systems results from
the additional fuel consumption to operate the system. The direct GHG emission is
due to refrigerant leakage.

For the mitigation of GHG emissions, the European Union (EU) adopted in 2006
the Directive 2006/40/EC [52] that bans the use of refrigerants with GWP values
higher than 150 from MAC systems. Thus, the phase-out of the presently used
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tetrafluoroethane R-134a (GWP = 1430 [30]) has necessitated the introduction of
alternative refrigerants that comply with the legal requirements of the EU and regu-
lations placed by other countries. Possible candidates as MAC refrigerants, and the
current status in the development of their systems are for, instance, summarized in
the UNEP report [80].

German car manufacturers have decided to develop alternative MAC systems
using C O, as refrigerant (R-744). It was shown that providing an appropriate sys-
tem design and control, R-744 gives comparable cooling performance to R-134a
systems [80]. Additionally, the process can be reversed so that the R-744 MAC sys-
tem has good heat pump capabilities. Furthermore, the thermophysical properties of
C O, are well-known [71], although they are quite different from those of R-134a.
The low critical temperature of C O, (T, = 304.2K) means that at most conditions,
the heat transfer to the ambient has to pass the supercritical region, yielding a so-
called transcritical cycle. As the heat rejection occurs above the critical pressure,
the high-pressure is no longer defined by the saturation pressure p;(7") but by the
C O, charge [45]. In addition, the pressure level of the C O,-transcritical cycle is
significantly higher than that of the R-134a cycle. These special features of the C O,
cycle entail the need for an appropriate redesign of the system with optimized heat
exchangers, compressors with compatible lubricants, sealing, high-pressure control-
ling etc. Therefore, refrigerant suppliers have proposed alternative refrigerants that
allow a near drop-in replacement of R-134a, i.e., without the need to change major
components of the MAC system. Currently, 2,3,3,3-tetrafluoropropene R-1234yf
[72] seems to be the “front runner of the race” [84] of potential MAC refriger-
ant candidates, and some car manufacturers have started to launch new car models
with R-1234yf MAC systems. However, also blends are discussed as alternative
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MAC refrigerants, and one blend that has attracted some attention is R-445A, which
is a ternary zeotropic blend of C O,, R-134a and trans-1,3,3,3-tetrafluoropropene
(R-1234ze(E)) [54]. In the following subsections we will present and discuss our
molecular simulation results for the thermophysical properties of both R-1234yf
and R-445A.

8.1.1 R-1234yf

The HFO-1234yf (R-1234yf) was first introduced as component in an azeotropic
blend with iodotrifluoromethane—referred to as “Fluid H” [73] that was proposed
by the refrigerant suppliers Honeywell and DuPont in a joint collaboration as alter-
native low GWP MAC refrigerant. Later, R-1234yf alone was considered as suit-
able low GWP refrigerant (GWP = 4) for air-conditioning systems [72]. At this
time, only limited information was available on its thermophysical properties. This
originally motivated the development of the transferable force field for fluorinated
propenes ([66, 67], see Sect. 6.1.1.5), in order to allow for predictions of these prop-
erties from molecular simulations to complement experimental data. As described in
Sect.6.1.1.5, the parameters for the intramolecular terms and the partial charges of
the molecular model were derived from ab initio simulations, whereas the LJ parame-
ters were adjusted to fine-tune agreement with the then available experimental data
for the phase equilibria properties of different fluorinated compounds (see Appendix
A).

Over the years, more experimental studies on the thermophysical properties of R-
1234y f were published, and in 2011, Richter et al. presented an equation of state for
this compound, which is now available in REFPROP [68]. Figure 8.2 shows results
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Fig. 8.2 GEMC simulation results (red crossed circles) for the vapor pressure and saturated densi-
ties of R-1234y f in comparison with experimental data by Tanaka et al. (black circle [75]), Fedele et
al. (black dot [16]), Hulse et al. (halffilled black circle [27]) and calculations by the REFPROP equa-
tion of state [41, 68] (black line). Also shown as grey chain lines are the vapor pressure curve and
vapor-liquid coexistence curve of R-134a, calculated by its reference equation [79] in REFPROP
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Table 8.1 Predicted critical properties and normal boiling point for HFO-1234y f in comparison

with experimental data

sim exp ref
T, (K) 366.4+9.5 367.85 £ 0.01 [75]
pe (M Pa) 3.376 £0.73 3.382 £ 0.003 [75]
0c (kgm™=3) 469.8 + 26 478 £3 [75]
T, (K) 2433435 243.7 [41, 68]

from our GEMC simulation studies on the vapor pressure and saturated densities
of R-1234yf in comparison with experimental data [16, 27, 75] and calculations
based on this EOS. Also shown as dot-dash line are REFPROP calculations for the
vapor pressure curve and vapor-liquid coexistence curve (VLCC) of R-134a for
comparison. Figure 8.2 illustrates that over the entire coexistence range, our GEMC
simulation results for the vapor pressures and saturated densities of R-1234y f agree
with the experimental data and EOS calculations within the error bars of the simu-
lations. The good reproduction of both the vapor pressure curve and the VLCC also
results in an excellent estimate of the critical point and the normal boiling point of
R-1234yf as shown in Table8.1.

We also performed MD simulation studies to derive liquid phase properties of
R-1234yf in the temperature range from (263-313) K and at pressure up to 3.5 MPa
[64, 66]. In Sect.7.3.6 we already presented MD results for thermal expansivity ap
of R-1234yf. Now we will discuss its liquid densities and viscosities. The densities
were determined from MD simulations in the NpT-ensemble, and we then performed
additional simulations in the NVT-ensemble at these averaged densities to derive the
viscosities from the Green-Kubo formula as described in Sect.7.2.2.1 and in [64,
66]. Figure 8.3 shows exemplarily our MD simulation results for the liquid density
of R-1234yf at different temperatures and p = 2 MPa, and for liquid viscosities at
p = 1 MPa in comparison with experimental data [17, 35, 48] and calculations [41]
for both R-1234yf and also R-134a.

Again, the simulated liquid densities are in very good agreement with both exper-
iment and calculations by the REFPROP EOS for R-1234yf. Our simulation results
using the Green Kubo formula for the viscosities of R-1234yf are predictive as
no data for transport properties have been used to optimize the parameters of the
force field. However, the simulated viscosities are also well confirmed by the exper-
imental data by Meng et al. [48]. In REFPROP, the viscosities of R-1234yf are
presently only described by an ‘Extended Corresponding State (ECS)’ approach
with limited accuracy. Thus, the equation is increasingly overestimating the liquid
viscosities of R-1234yf with decreasing temperatures. This is consistent with the
findings by Cousins and Laesecke [13] who state that the ECS model describes a sys-
tematically different temperature dependence. The authors presented very accurate
viscosity measurements for both the R-1234y f and R-1234ze(E), but these data are
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Fig. 8.3 MD simulation results (red crossed circles) for the liquid densities of R-1234y f at 2 MPa
in comparison with experimental data by Komflar et al. (black crossed circle [35]) and Fedele et al.
(black dot [17]) (left), and for the liquid viscosities at 1 MPa in comparison with experimental data
by Meng et al. (black squares [48]) (right). Also shown are the calculated courses by REFPROP
[41] for R-1234y f (black line) in comparison with the corresponding curves of R-134a (grey chain
line)

not included in Fig. 8.3, as they were derived at saturation, i.e. at different pressures
as shown in this figure.

The comparison of the vapor pressure curves of R-1234yf and R-134a in Fig. 8.2
demonstrates that both compounds have very similar vapor pressures. This suggests
that R-1234yf can be used as drop-in replacement for R-134a as the cycles can
operate at similar evaporating and condensing pressures. However, the critical tem-
perature of R-1234yfis about 6.4 K below that of R-134a (T, g—1344 = 374.21K) and
its critical pressure 0.68 MPa below the value for R-134a (p, r—134¢ = 4.0593 MPa
[41]). Beyond that, there are also other key parameters that need to be considered to
evaluate the performance of R-1234yf in MAC cycles [80, 84]. The Figs.8.2 and
8.3 illustrate well that at the same temperature, the liquid density of R-1234yf is
remarkably lower than for R-134a. When R-1234yf is used as drop-in replacement
in R-134a cycles, i.e., the inner volume of the cycles is kept constant, this results in
a different optimum refrigerant charge amount. It is thereby expected that the charge
amount for R-1234yf is smaller than for R-134a. However, the refrigerant charge
amount is not only determined by the density, but also by operation conditions, i.e.,
the criterion to hold an appropriate subcooling at the condenser output [84].

Figure 8.3 demonstrates that the liquid viscosities of R-1234yf are also smaller
than those of R-134a. In general, this should positively affect the heat transfer during
condensation. According to the Nusselt theory for the heat transfer of a (laminar)
film condensation in a horizontal tube (diameter d), the heat transfer coefficient « is
also determined by the density of the refrigerant, its heat of vaporization A#h,,,, and
its thermal conductivity Ay

Lok — 0")g Ay 17
0" (0" — 0")gAhygp T_} _ @1

=0.728
“ |: 77L (Ts - Tw) d
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The superscripts L and V identify the properties of the liquid and gaseous refrigerant,
respectively, T, is the temperature at the wall. As discussed before, the liquid den-
sities of R-1234yf are significantly smaller than those of R-134a. Additionally, its
heats of vaporization and thermal conductivities were also found to be lower [26, 75].
This results altogether in an inferior heat transfer performance in the condenser com-
pared to R-134a [84]. In his recent review, Wang [84] provides an overview of studies
addressing the evaluation of the system performance when R-134a is replaced by
R-1234yf. He concludes that the capacities and coefficients of performance (COP)
of current R-1234yf cycles are in general lower than those of R-134a systems. It
should be noted that a lower COP, i.e. lower energy efficiency, in turn results in an
increased indirect emission of green house gases due to higher energy consumption
to operate the cycle.

8.1.2 R-1234ze(E) and Blend R-445A

As another possible replacement for R-134a in MAC systems, a zeotropic refrigerant
blend composed of 85 % R-1234ze(E), 9% R-134a, and 6% C O, was proposed
[54]. It was first named AC6 and is now designated R-445A by ASHRAE [4]. The
GWP of R-445A is about 135, i.e. below the limit set by the EU regulation, and it is
considered to be non-flammable under transport and handling conditions, non-toxic,
affordable, and available [54, 55].

In [61] we have presented the extension of the force field model to the trans-
tetrafluoro-1-propene HFO-1234z¢(E) (R-1234ze(E)). Therefore, we derived its
partial charges from ab initio simulations as described in Sect.6.1.1.5. All LJ-
parameters used in the modeling of R-1234ze(E) are the same as for HFO-1234y f
with the exception of the introduction of the AMBER H'1 parameter [12], as the
hydrogen in R-1234ze¢(E) is bonded to the same CM atom as the electron with-
drawing FCM fluorine (see Sect.6.1.1.5). As no LJ parameters were adjusted to
experimental data of R-1234ze(E), the simulations for this compound are purely
predictive.

Figure 8.4 shows our GEMC simulation results for the vapor pressure and vapor-
liquid coexistence curve of R-1234ze(E) in comparison with experimental data [25,
47, 77], and calculations by the REFPROP EOS [47]. The agreement of the simula-
tions with the experimental data is quite satisfying, although the simulations tend to
overestimate the vapor pressures for 7 > 300K, and the saturated liquid densities
for T < 320K. Figure 8.4 also illustrates that at the same temperatures, the vapor
pressures of R-1234z¢(E) are lower than those of R-134a and R-1234yf, whereas
its critical temperature (7 g—1234;¢(£) = 382.51 K [25]) is higher than those of both
other refrigerants. The saturated liquid densities of R-1234ze(E) are higher than
those of R-1234yf and with this closer to the R-134a values. The higher saturated
liquid densities of R-1234ze(E) compared to R-1234y f might be surprising as both
compounds are composed of the same atoms. However, the different positions of
the fluorine atoms change the charge distribution within the molecules and result in
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Fig. 8.4 GEMC simulation results (blue crossed squares) for the vapor pressure and saturated
densities of R-1234ze(E) in comparison with experimental data by McLinden et al. (white squares
[47]) and Tanaka et al. (black squares [25, 77]), and calculations by the REFPROP equation of state
[41, 47] (black line). Also shown as grey chain lines and grey solid lines are the vapor pressure
curves and vapor-liquid coexistence curves of R-134a and R-1234yf, calculated by their reference
equations in REFPROP

different dipole moments for both compounds. Thereby, R-1234y f exhibits a higher
dipole moment (= 2.57 D [64]) than R-1234ze(E) (= 1.31 D [64]), and it is
expected that the liquid densities then scale with the dipole moments—but this is
not the case here. In [64] we analyzed the contributions of LJ and electrostatic inter-
actions to the interaction potential of different fluoropropenes, and found that the
highest contribution from electrostatic interactions occurs in R-1234ze(E). We then
employed an empirical equation [15] for estimating effective molecular quadrupole
moments of nonsymmetric molecules from the diagonal elements of their traceless
quadrupole tensor obtained from ab initio simulations

W o

Qepp = 5 (0% + 03, + 02). (8.2)

Based on this equation, we derived estimates of the effective molecular quadru-
pole moments of different fluoropropenes, and found that R-1234ze(E) with Q.;r =
3.43DA exhibits a significantly higher quadrupole moment compared to the other
compounds (Q.f,r—1234yf = 2.10DA, for instance). From this, we concluded that
the relatively high densities of the R-1234z¢(E) result from strong coulombic inter-
actions that are due to its high quadrupole moment. For simulation studies on the
ternary blend R-445A in [62], we employed our force field model for R-1234ze(E)
together with common models from the literature for C O, [57] and R-134a [53]. Prior
to studies on the ternary blend, we performed GEMC simulations on the VLE of the
binary subsystems C O, + R-134a, C O, + R-1234ze(E) and R-134a + R-1234z¢(E).
Thereby, all L] parameters for interactions between unlike atoms were obtained
from the Lorentz-Berthelot combining rule without adjustable interaction parame-
ters. With this, simulation studies on all mixtures are purely predictive. Figure 8.5
shows our simulation result for the two binary subsystems with C O,. For the system
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Fig. 8.5 GEMC simulation results for the VLE in the binary mixture C O, + R-134a (red crossed
triangle) and C O + R-1234ze(E) (blue crossed circles) at 273,293 and 313 K, in comparison with
REFPROP calculations. Also shown are experimental data for the C O, + R-134a mixture (grey
dots, [14])

C 0, + R-134a, there are some experimental VLE data available [14], which allow
for a validation of our predictive simulation results. EOS calculations for mixtures
in REFPROP on the other hand require the derivation of binary interaction para-
meters. For the subsystem C O, + R-134a, these REFPROP interaction parameters
were adjusted to the experimental data. The good agreement between the simulation
results and both the experimental data by Duran-Valencia et al. [14] and REFPROP
calculations illustrates that the two force fields from literature for C O, and R-134a
are well suited to describe this mixture.

The right graph in Fig. 8.5 shows our predictions for the VLE in the binary sub-
system C O, + R-1234ze(E) [62, 63]. Due to the lack of experimental VLE data for
this mixture, the binary interaction parameters for the REFPROP calculations were
fitted to these molecular simulation results. Figure 8.5 also demonstrates that the
p — x-diagrams of the VLE in the systems C O, + R-134a and C O, + R-1234z¢(E)
resemble each other, which could be expected. From this we conclude that our sim-
ulation studies also yield reliable predictions for the VLE in the mixture C O, +
R-1234ze(E).

Figure 8.6 shows our predictive simulation results for the VLE in the mixture
R-134a + R-1234z¢(E) for which—to our best knowledge—no experimental data
are available in the literature. For this mixture, the binary interaction parameters
for the REFPROP calculations were derived from an estimation scheme [41]. The
calculations by REFPROP (shown as lines) indicate that this mixture is azeotropic
with narrow phase envelopes. The depiction of our GEMC simulation results in
Fig. 8.6 shows good agreement with the predictions by REFPROP.

We also performed MD simulations at 7 = (270-315)K and pressures up to
1.6 MPa to provide predictions for the densities and viscosities of the ternary blend
R-445A in the liquid phase. Thereby, the viscosities were derived by the Green-
Kubo formula (Eq.7.27) from MD simulations in the NVT-ensemble at the densi-
ties o* (p, T), which we determined in preceding simulations in the NpT-ensemble.
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Figure 8.7 shows our MD simulation results for the liquid density and liquid viscosity
of R-445A in comparison with REFPROP predictions for the mixtures, and also with
calculated densities and viscosities of the pure compounds R-134a and R-1234yf.

The predictions for the liquid densities and viscosities of R-445A are generally in
good agreement with the REFPROP calculations, and yield o” and 7 values for R-
445 A that are higher than the corresponding values of R-1234y f. With this, they are
closer to the properties of R-134a, albeit still below them. The higher liquid densities
and viscosities of R-445A compared to R-1234yf not only result from its R-134a
content, but are mainly caused by the fact that the pure compound R-1234ze(E)
offers already higher liquid densities and viscosities than R-1234yf, due to its high
quadrupole moment as discussed before [64].

The liquid densities and viscosities of R-445A determine the optimum refriger-
ant charge amount in the cycle and the heat transfer condition in the condenser as
discussed in Sect. 8.1.1. However, the feasibility of using R-445A as replacement
for R-134a is significantly determined by its phase behavior. The depiction of the
p — x-diagrams of the VLE in the binary subsystems in Fig. 8.5 illustrates that C O,
has significantly different boiling points from R-134a and R-1234ze(E), i.e. at the
same temperature, the vapor pressures of the pure compounds differ considerably.
This means in turn that at evaporating and condensing pressure, the saturation tem-
peratures differ accordingly. With this, the refrigerant blend exhibits a remarkable
temperature glide in the two-phase region, which affects the temperature distribution
in the heat exchangers. Due to this, the use of refrigerant blends with temperature
glide generally requires the modification/optimization of the heat exchangers [80].

The use of R-445A in MAC systems additionally raises the question of the selec-
tive leakage of C O,. For this reason, we also studied the C O, composition in the
equilibrium phases during vaporization and condensation. Figure 8.8 shows GEMC
simulation results for the C O, composition in the coexisting phases at isobaric
conditions of vaporization (p = 0.3MPa) and condensation (p = 1.6 MPa). The
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Fig. 8.7 MD simulation results for the liquid density and liquid viscosity of R —445A (blue
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simulation results agree well with the REFPROP calculations (black line) in describ-
ing a decreasing C O, composition in both the liquid and vapor phase for increasing
temperatures. Figure 8.8 also illustrates that the highest C O, compositions in the
vapor phase are observed at conditions of evaporation at low temperatures and pres-
sures. Therefore, leakage of refrigerant vapor in the evaporator results in highest
possible C O; loss in the system.

In [70], we performed system simulation studies to evaluate R-445A as drop-
in replacement for R-134a in a MAC system of a city bus. Figure 8.9 shows the
p — h-diagrams of both refrigerants derived from REFPROP calculations. For the
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Fig. 8.9 p — h-diagrams with typical states of the R-134a and R-445A MAC systems at the
condition of same cooling capacities

blend R-445A, the REFPROP calculations employ interaction parameters for the
C O, +R-1234z¢(E) derived from our molecular simulation results. Also depicted in
Fig. 8.9 are typical states of the R-134a and R-445 A systems, assuming same cooling
capacities of both cycles. The comparison of the two cycles well illustrates the effect
of the drop-in of R-445A: it results in increased high pressures, and also in higher
compressor outlet temperatures, which influences the compressor lifetime. Due to
the temperature glide of R-445A during evaporation, the evaporator inlet temperature
is below 0°C = 273.15K, which may cause ice formation. For the conditions we
studied in [70], we found reduced maximum cooling capacities and lower COPs for
the R-445A system.

8.2 Working Fluids for Organic-Rankine Cycles and High
Temperature Heat Pumps

Figure 8.10 shows a basic Organic-Rankine cycle in which a waste heat is used
directly to evaporate the working fluid. It is then expanded—in most systems in
turbines—to generate shaft-work. Often, the turbine is directly connected to a gen-
erator to yield electrical power. After expansion, the superheated working fluid is
cooled and liquefied in the condenser. The saturated liquid working fluid is then
pressurized in the pump and enters the evaporator, where it is again heated and
evaporated.

Thus, ORC processes can be used to convert low-grade waste heat, or more gen-
erally heat from any low temperature heat sources—into work or electric power.
Another option to make use of low-grade heat is the application of high tempera-
ture heat pumps (HTHP) that convert the low grade heat into higher grade heat by
employing vapor-compression cycles corresponding to the system shown in Fig. 8.1.
The working fluid of an ORC process or HTHP application needs to be selected
to match the specific application, i.e. it has to allow for evaporation at heat source
temperatures, and it has to be chemically stable in the temperature range covered
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by the application. Therefore, both applications require working fluids with higher
critical temperatures than those used in typical refrigeration applications. A number
of possible working fluids have been proposed in the literature for low-grade ORC
processes, and possible candidates have been reviewed, for example, by Chen et
al. [11], Tchanche et al. [78] or Quoilin et al. [60]. Assessments of different work-
ing fluids for HTHP applications are amongst others provided by Pan et al. [51]
or Kondou and Koyama [36]. This section though covers only HFO and HCFO
compounds that were recently proposed as working fluids for low-grade ORC or
HTHP applications: cis-1,3,3,3-trifluoropropene HFO-1234z¢(Z), cis-1,1,1,4,4,4-
hexafluoro-2-butene, HFO-1336mzz(Z) and trans-1-chloro-3,3,3-trifluoropropene
HCFO-1233zd(E). Although HCFO-1233zd(E) is chlorine containing, its ozone-
depletion potential (ODP) is expected to be negligible due to its short atmospheric
lifetime [29]. The performance of both HCFO-1233zd (E) and HFO-1336mzz(Z) as
working fluids in low-grade ORC processes was studied by Molés et al. [49], how-
ever, the evaluation of HFO-1336mzz(Z) was based on data from DuPont, which are
not available in the open literature. Studies by Fukuda et al. [21], Longo et al. [44] or
Brown et al. [9] focused on the evaluation of R-1234ze(Z) as HTHP working fluid,
whereas we have studied its performance in low-grade ORC processes [56].

In the following, we will discuss our molecular simulation results for the
vapor-liquid phase equilibria properties of HFO-1234ze(Z), HFO-1336mzz(Z) and
HCFO-1233zd (E). We will thereby compare their thermophysical properties with
those of 1,1,1,3,3-pentafluoropropane R-245 fa, which is a widely used ORC-
working fluid [56], but is also considered for HTHP applications [51]. However,
in this evaluation, we will mainly focus on the ORC application.

When we performed simulation studies on the trans-isomere R-1234ze(E) in
[61], we also provided predictions for the cis-isomere HFO-1234ze(Z). As described
above in Sect. 8.1.2 for the trans-compound, we only derived its partial charges from
ab initio simulations, whereas all LJ-parameters were transferred from the HFO-
1234y f modeling with the additional introduction of the AMBER H'1 parameter
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Fig. 8.11 GEMC simulation results for the vapor pressure and saturated densities of HFO-
1234ze(Z) (green crossed triangle), HCFO-1233zd(E) (blue crossed square) and HFO-
1336mzz(Z) (red crossed circle) in comparison with experimental data by Higashi et al. (white
triangle [24]) and Tanaka et al. (grey triangle [76]) for 1234ze(Z), Tanaka et al. (grey squares)
and Hulse et al. (black squares, [29]) for 1233zd(E), and Moles et al. (grey dot, [49]) for HFO-
1336mzz(Z). Also shown are correspondingly colored lines representing calculations with REF-
PROP with the new EOS for 1234ze(Z) [2] and 1223zd (E) [50]. The black line shows the calculated
vapor pressure curve and VLCC of R-245 fa [42]

[12]. Only recently, experimental data for the cis-isomere became available [18, 24,
33, 76], which confirm our predictions from molecular simulations, as illustrated
by the depiction of the vapor pressure curve and the VLCC of R-1234ze(Z) in
Fig.8.11. In 2014, Akasaka et al. [2] published a fundamental equation of states for
R-1234ze(Z), which is now available in REFPROP.

To enable simulation studies on the chlorinated compound HCFO-1233zd (E),
we extended the force field model for HFOs by deriving Lennard-Jones parameters
for the CI atom type and parameters for the stretching of the C1-CM bond and bend-
ing of the CI-CM-CM and CI-CM-H1 angles as described in [65] and Sect. 6.1.1.5.
Figure 8.11 also shows our GEMC simulation results in comparison with experimen-
tal data [29] and with calculations using the new EOS by Mondejar et al. [50].

For simulation studies on the butene compounds HFO-1336mzz(Z), we have
transferred all force field parameters for LJ interactions and the intramolecular terms
from our model for fluoropropenes. Thereby we also employed the slightly modified
LJ parameters for the fluorine atoms in compounds with five or more fluorine atoms.
This is described in more detail in [65], and in Sect.6.1.1.5. As no LJ parameters
were adjusted for HFO-1336mzz(Z), our simulation studies on its phase behavior
are purely predictive. The simulation results for HFO-1336mzz(Z) are also shown
in Fig. 8.11 in comparison with experimental data, which are still very limited.

From our molecular simulation results for the vapor pressure and VLCC of the
different compounds we also derived estimates of their critical properties and nor-
mal boiling points, which are summarized and compared with experimental data in
Table 8.2.

As illustrated in Fig. 8.11, the HFO-1234z¢(Z) compound provides a vapor pres-
sure curve that is most similar to that of R-245 fa, which means that the ORC or
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Table 8.2 Predicted critical properties and normal boiling point for HFO-1234ze(Z), HCFO-
1233zd(E) and HFO-1336mzz(Z) in comparison with experimental data

HFO-1234z¢(Z) | HCFO- HFO-
1233zd(E) 1336mzz(Z)

T, (K) sim. 417.94+9.2 440.8+ 1.9 438.0 £ 6.7
exp. 423.3 [24] 439.6 [50] 444.45 [37]

pe (M Pa) sim 3.3440.66 3.90 +0.43 270 +0.56
exp 3.533 [24] 3.624 [50] 2.9 [37]

0c (kgm=3) sim 457 £23 475.6 4.0 492.3 4+20.0
exp 470 £ 5 [24] 480.2 [50]

T, (K) sim 283.6+3.5 2909 £3.5 305.5+£5.7
exp 282.9 [2] 293.41 [50] 306.5 [37]

HTHP process can operate at similar evaporating and condensing pressures. Fur-
thermore, the critical temperature HFO-1234ze(Z) is closest to that of R-245 fa
with T r—24s7a = 427.16K [42]. Both HCFO-1233zd(E) and HFO-1336mzz(Z)
show lower vapor pressures than R-245 fa. The predicted critical pressure of HFO-
1336mzz(Z) of (p. = (2.7-2.9) MPa) is significantly lower than the corresponding
value of R-245 fa with p. g_2457, = 3.651 MPa [42]. The lower vapor pressures of
both HCFO-1233zd (E) and HFO-1336mzz(Z) allow for higher operation tempera-
tures, or result in lower pump power consumption when their ORC cycles operate at
the same temperature as the R-245 fa process [37, 49]. The saturated liquid densities
of HFO-1336mzz(Z) are very similar to that of R-245 fa, whereas HFO-1234ze(Z)
and HCFO-1233zd(E) exhibit lower densities.

Figure 8.12 shows molecular simulation results for the heats of vaporization of
HFO-1234z¢(Z), HCFO-1233zd (E) and HFO-1336mzz(Z) in comparison with cal-
culations by their EOS in REFPROP, when available, and the corresponding curve
AH,, ,qp(T) of R-245 fa. To the best of our knowledge, at present there is no exper-
imental information available for the heats of vaporization of the HFO and HCFO
compounds studied here.

Although the molecular simulation results overestimate the heats of vaporization
calculated by the REFPROP equations, they agree with the calculations in yield-
ing values for the AH,, ,,, of HCFO-1233zd(E), which are closest to the values
of R-245 fa, whereas HFO-1234ze(Z) exhibits the smallest heats of vaporization.
Our molecular simulations predict heats of vaporization of cis-1336mzz(E) that are
significantly higher than those of R-245 fa, which should result in higher turbine
output in ORC applications [11].

In [6, 7] Brown et al. proposed a methodology for evaluating ‘not-so-well-
described’ working fluids for ORC processes, i.e. for fluids with limited experimental
data available. This method is based on the knowledge of the working fluid’s molar
mass M, its critical properties T, p., the acentric factor w and its molar isobaric
ideal gas heat capacity C ",'fm (T). As characteristic value for C ",;‘fm, they employed its
value at the critical point, Ci¢  and presented a simple correlation

p,m,c?
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Fig.8.12 GEMC simulation results for the heats of vaporization of HFO-1234ze(Z) (green crossed
triangle), HCFO-1233zd (E) (blue crossed square) and HFO-1336mzz(Z) (red crossed circle). Also
shown are correspondingly colored lines representing calculations with REFPROP with the new
EOS for 1234ze(Z) [2] and 1223zd(E) [50], and as black line the calculated heats of vaporization
for R-245 fa [42]

Table 8.3 Comparison of M, w and Cp m,c values of HFO-1234ze(Z), HCFO-1233zd (E), HFO-
1336mzz(Z) and R-245 fa

1234ze(Z) 1233zd(E) 1336mzz(Z) 245 fa
M (gmol™") 114.04 130.5 164.06 134.05
w (=) 0.3274 0.3035 0.4065 0.3776
cy  (Jkmol'K~1) | 119.88 127.92 176.42 142.85

i —0.834
0 _ypggy(—Cpme 83)
mol dm=3 ' kJ kmol='K ! ’

. from the critical density of the working fluid. Table8.3 sum-
marizes the values for M, w and C ;)dm . of the working fluids HFO-1234ze(Z),
HCFO-1233zd(E), HFO-1336mzz(Z) in comparison with the R-245 fa values. For
HFO-1336mzz(Z) we derived an estimate for the acentric factor from our molecu-
lar simulation results for the vapor pressures, whereas Ci¢ om,c Was calculated using
Eq. 8.3 from our estimate for g.. All other properties listed in Table 8.3 were derived
from REFPROP.

The comparison of the molar masses and C; id values in Table 8.3 illustrates well
that an increasing molecular complexity, reﬂected by the molar masses, generally
involves increasing C'¢ .m,¢ values. This in turn affects the shape of the saturation dome
on the T-S-diagram as illustrated in Fig. 8.13 that shows the REFPROP calculations
for the saturation curves of HFO-1234ze(Z), HCFO-1233zd (E) and R-245 fa. With

to estimate Cid
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increasing molar masses and C;,‘{nl’c values, the slope of the dew line in the 7-S-
diagram is possessing a more and more positive slope (i.e. dS,,/dT > 0). HFO-
1234ze(Z) represents an isentropic fluid with nearly zero slope of the dew line,
whereas HCFO-1233zd (E) and R-245 f a exhibit positive slopes, which characterize
them as dry working fluids. Both, dry and isentropic fluids are considered suitable
working fluids for ORC processes as they do not require superheating to prevent
condensation in the turbine during the isentropic expansion. From the fluids compared
here, HFO-1336mzz(Z) exhibits the highest molar mass and C ;‘fm’c value, and with
this, it can be expected that it also represents a dry working fluid. In [6] Brignoli
and Brown have parametrically varied the critical properties, w and C ;,‘fm,c_ values to
investigate their influence on the ORC cycle efficiency and volumetric work output.
Thereby they found that both parameters decrease with increasing C ;,‘fm, . values.
With regard to this, the high C;‘fm,c value of HFO-1336mzz(Z) is less favorable.
The afore discussed properties only enable a first evaluation and screening of the
performance potentials of the working fluids. A detailed evaluation of a working
fluid for a specific ORC application though has to account for several operational
conditions, such as heat source and heat sink temperature, chosen operating point

and pinch point, heat transfer effects, pressure drops etc.

8.3 Alternative Refrigerants for Chillers

A chiller is a plant that absorbs heat from a fluid—most commonly via a vapor-
compression cycle, as shown in Fig.8.1. The chilled fluid (often water) is then dis-
tributed to heat exchangers, either to cool air in air-conditioning applications, or
to control the cooling of machines or products in industrial processes. The chiller
represents a so-called indirect system, as the cooling is not directly provided by
the refrigerant in the chiller cycle, but by the chilled fluid (water). Chillers employ
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different compressor types in the vapor-compression cycle, depending on the required
cooling capacity. The choice of compressor in turn limits the options for suitable
refrigerants in the cycle. An overview of chiller types and typical refrigerants is, for
instance, provided in the UNEP Report [80]. Air-conditioning in large commercial
building complexes represents a typical application for chillers with large cooling
capacities, and these chillers generally employ centrifugal compressors. In a centrifu-
gal compressor, the kinetic energy of the refrigerant is increased through an impeller,
and afterwards the refrigerant flow is slowed down in the diffuser section so that the
kinetic energy is converted into pressure. Thus, the impeller and diffusor geometry
need to be designed specifically for a chosen refrigerant. The HCFC refrigerant R-
123,i.e.2,2-dichloro-1,1,1-trifluoroethane, was found to be highly energy-efficient in
these chiller applications, but it is destined for phase-out by 2020 under the Montreal
Protocol. Trans-1-chloro-3,3,3-trifluoropropene HCFO-1233zd (E) was identified as
suitable alternative to R-123 as it provides high cooling capacities in chillers [28,
83]. As stated in Sect. 8.2, HCFO-1233zd(E) is also chlorine containing, but due to
its short atmospheric lifetime of 26 days [29], its ozone-depletion potential (ODP)
is negligible, hence it is not affected by the phase-out regulations for HCFC com-
pounds. In [83] Horn et al. also examined mixtures of cis- and trans-1233zd for
chiller application. Thus, this section deals with a comparison of the properties of
cis- and trans-1233zd to exemplarily illustrate the effect of conformational isometry
in HFO/HCFO compounds. The different positions of the chlorine atom in cis- and
trans-1233zd result in quite different charge distributions in both compounds, and
with this in different dipole moments. This is well illustrated by Fig. 8.14 that shows
the charges on the atomic sites and the resulting dipole moments derived from ab
initio simulations for isolated molecules of both compounds [65]. The cis-isomer
of HCFO-1233zd exhibits a remarkably higher dipole than the trans-isomer, though
the difference in the dipole moments A ji;50,1233;¢ = 1.91D is smaller than for the
cis- and trans-HFO-1234ze (A pis0,1234ze = 2.23D), [66], where the chlorine atom
is replaced by a fluorine atom. This is comprehensible in consideration of the higher
electronegativity of the fluorine compared to the chlorine (see for instance CRC
Handbook of Chemistry [85]).

In [65] we provided GEMC simulation results for the VLE properties of the
cis-1233zd. These are based on the same LJ parameters as for the trans-isomer,
but on individually derived partial charges according to Fig. 8.14. In the molecular
simulation studies, we predicted a difference in the normal boiling point between
cis- and trans-HCFO-1233zd of AT}, ;50,1233 & 21 K. This difference in the normal
boiling points is again smaller as for the cis- and trans-HFO-1234ze (AT is0,1234z¢ =
28 K), which can be attributed to the smaller difference in the dipole moments for
the HCFO-1233zd compounds.

While an accurate equation of state for HCFO-1223zd(E) [50] is available in
REFPROP, no such model exists for the cis-isomer until now. To allow for cal-
culations of vapor-liquid phase equilibria properties of both pure compounds, and
also of their mixture, we employed the PC-SAFT equation of state (EOS) [23]. The
PC-SAFT EOS uses a hard-sphere chain (hc) fluid as reference fluid, in which the
chains are formed by equal spherical segments. The dispersive attractive interactions
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cis-1233zd trans-1233zd
n=3.045D
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Fig. 8.14 Partial charges and resulting dipole moments of cis- and trans-1233zd from ab initio
simulations by the ESP approach with the CHELPG fitting scheme at the HF/6-31G* level of
theory, using the Gaussian 03 package

Table 8.4 PC—S.AFT Component | m(—) o (A) & kg (K)

parameters for cis- and trans-

1223zd trans-HCFO- | 3.1368 3.3909 202.51
1233zd
cis-HCFO- | 3.4853 3.2749 205.36
1233zd

between molecules are then treated as a perturbation to the reference fluid, so that
the residual free energy F"* is given by

Fres ic Frert.
NksT — NkgT | NkgT~

(8.4)

Each pure component is modeled by three parameters: the number of segments
m, the segment diameter ¢* and the attraction parameter ¢*. Please note that the
EOS parameters ¢* and * are here marked with an asterisk to distinguish them
from the LJ parameters used in the molecular simulations. The parameters m, o*
and £* need to be adjusted for each compound. For the trans-isomer R-1233zd(E),
the PC-SAFT parameters were determined by fitting calculated vapor pressures and
saturated densities to experimental data [29, 50]. For the cis-isomer, the parameters
were fitted to the GEMC simulation results [65]. The PC-SAFT parameters for both
compounds are listed in Table 8.4.

Figure 8.15 shows the calculated vapor-liquid coexistence curves and vapor pres-
sure curves for cis- and trans-1233zd using the PC-SAFT EOS in comparison with
the experimental data and GEMC simulation results.

Apart from the fact that the PC-SAFT equation overestimates the critical points,
it yields a good reproduction of the VLCCs and vapor pressure curves of both com-
pounds. Also shown as grey chain lines are REFPROP calculations for R-123 for
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Fig. 8.15 Calculated vapor-liquid coexistence curves and vapor pressure curves for cis- and trans-
1233zd using the PC-SAFT EOS (black line) together with GEMC simulation results for the cis-
(red squares) and trans-isomer (blue squares), and experimental data for R — 1233zd(E) (grey
squares, [50]). Also shown as grey chain line are REFPROP calculations for R-123

the sake of comparison. This illustrates that the vapor pressure curve of R-123 lies
between those of the cis- and trans-1233zd, which might give reason to use a mixture
of the cis- and trans-isomer as R-123 replacement. The densities of R-123 are remark-
ably higher than those of both cis- and trans-1233zd. This is due to the higher molar
mass of R-123 (Mg_123 = 152.93 gmol~!) compared to the 1233zd compounds
(My33,4 = 1305 ¢ mol™!). Whereas the molar densities of R-123 and trans-1233zd
are quite similar, the cis-isomer exhibits higher densities. This is exemplified by com-
paring the saturated liquid densities of the compounds at 7 = 313 K: the saturated
liquid densities of R-123 and HCFO-1233zd (E) are g), z_,3 = 9, 32kmol m~ and
Q;n,R71233zd(E) =9,39kmolm73, i.e. they differ by 0.75 %, whereas the molar den-
sity of the cis-isomer with 0], 1533.4(7) = 9, 67 kmol m~ is about 3.8 % higher than
the R-123 value. The use of mixtures of cis- and trans-1233zd as refrigerant blend in
chiller applications also requires knowledge of their phase behavior. Thus, we also
performed GEMC simulation studies on mixtures of both compounds. Figure 8.16
shows our molecular simulation results together with calculations by the PC-SAFT
EOS. For PC-SAFT-calculations on mixtures, the parameters m, c* and £* are cal-
culated from

ok + o*.
_ * ok . o u JJ _ .
e = Jenet(l— ki), o= —— W= me (8.5)

with using an adjustable interaction parameter k;; for the attraction parameter €7;.
For predictive calculations of the VLE in the mixtures of the cis- and trans-isomer,
ki; was set to 0. Figure 8.16 illustrates that both, the PC-SAFT calculations and the
GEMC simulation results agree in predicting that the cis- and trans-1233zd form
a zeotropic mixture. This observation that the mixtures of cis- and trans-1233zd
fractionate zeotropically is thereby in accordance with the experimental results by
Horn et al. [83].
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8.4 Refrigerant Blends

Regulations to phase-out HFC refrigerants with high GWP values also initialized
the development of alternative refrigerants for stationary refrigeration applications.
Table 8.5 lists some possible candidates to replace R-410A, R-404A/ R-507A, R-
22/R-407C and R-134a in commercial refrigeration, stationary air-conditioning sys-
tems, water heating heat pumps, supermarket refrigeration etc. In order to reduce the
GWP, HFO compounds such as the R-1234y f or R-1234z¢(E) have been introduced
as blend components. The HFOs though offer lower volumetric refrigerant capacities
than the conventional refrigerants, so that HFC compounds are added to improve the
cooling capacities [5]. Moreover, R-1234yf and R-1234ze(E) are flammable (A2L
safety class) so that HFC compounds with high fluoric content such as R-134a or
the pentafluoroethane R-125 are often added to suppress the flammability. These
compounds, however, in turn exhibit high GWP values (1300/2800, [30]), and this
results in a trade-off between low GWP and low flammability when formulating the
blend composition.

The evaluation of the performance of the proposed novel blends by detailed system
simulations requires the calculation of their thermophysical and transport properties
at the different state points of the refrigeration cycle. This information can be pro-
vided, for instance, by the REFPROP program. The modeling of thermophysical
properties of the mixtures in REFPROP is thereby based on highly accurate EOS
for the pure compounds, and the application of mixing rules to the Helmholtz free
energy of the mixture. These mixing rules contain (binary) mixing parameters that
have to be fitted to experimental data for the binary subsystems. Experimental data
for mixtures of the conventional HFC compounds are generally available in liter-
ature, but the number of experimental studies on mixtures with HFO compounds
is still limited. In this context, we can take advantage of the predictive capability
of molecular simulations to determine relevant properties of refrigerant blends to
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Table8.5 Proposedblendsof H F O /H F C compounds as alternatives for HFC refrigerants accord-
ing to [5, 8]. The GWP values of the blends are also taken from [5, 8] unless otherwise noted

ASHRAE # ‘ Trade name ‘ Composed of ‘ GWP
Replacement for R-410A (GWP = 1725 [30])

R-447A Solstice L-41 R-32/125/1234ze(E) 582
Opteon® XL.41 | R-32/1234yf 466
HPR1D R-32/1234ze(E)/C O, 407
L-41b R-32/1234ze(E) 494
ARM-70a R-32/1234yf/134a 482
Replacement for R-404A/R-507A (GWP = 3260/3300 [30])

R-448A Solstice N-40 R-32/125/1234yf/1234ze(E)/134a 1386

R-449A Opteon® XP40 | R-32/125/1234yf/134a 1397

R-452A Opteon® XP44 | R-32/125/1234yf 2140
L-40 R-32/1234ze(E)/1234yf/152a 623
ARM-31a R-1234yf/32/134a 492

Replacement for R-22/R-407C (GWP = 1500/1525 [30])

R-444B Solstice L-20 R-32/152a/1234ze(E) 294

LTR4X R-1234ze(E)/32/125/134a 1295
Replacement for R-134a (GWP = 1300) [30]

R-450A Solstice N-13 R-1234ze(E)/134a 601

R-513A Opteon® XP10 | R-1234yf/134a 631
AC5X R-1234ze(E)/134a /32 622
ARM-42a R-1234yf/152a/134a 117

complement experimental data. Thus, the following sections cover simulation stud-
ies on binary mixtures containing R-1234yf or R-1234ze(E).

It should be noted that we are not claiming that the list in Table 8.5 is complete.
Actually, different blends that are composed of the same compounds, but at different
compositions, often exist. Therefore, we only listed one example, because the infor-
mation needed from the binary subsystems in order to model the blend is always the
same.

8.4.1 Binary Mixtures of C O, and HF Os

The molecular simulation results for the VLE properties of the mixtures C O, + R-
1234ze(E) are shown and discussed in Sect. 8.1.2. Therefore, we here only present
simulation results for the VLE of the binary mixture C O, + R-1234yf [63]. For
simulation studies on this mixture we also employed a C O, molecular model from
literature [57] as described in Sect. 8.1.2. Again, all LJ parameters for unlike inter-
action were derived from the common Lorenz-Berthelot combining rule (Eq.6.2)
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Fig. 8.17 GEMC simulation results for the VLE in the mixture C Oy + R-1234y (violet square) at
273 and 311 K: compositions (left) and densities (right) of the liquid and vapor phase. Also shown
are experimental data at 293K [31] and REFPROP calculations (solid line) based on interaction
parameters fitted to our simulation results

without any adjustable parameters. With this, the molecular simulation studies for
this mixture are purely predictive. Figure 8.17 shows our predictions for the p — x-
diagrams and saturation densities of the VLE in the binary system C O, + R-1234yf
together with calculations by REFPROP. As discussed before, EOS calculations in
REFPROP require the fitting of binary interaction parameters in the mixing rule.
Due to the lack of experimental data back then, the binary interaction parameters
for the REFPROP calculations were fitted to our molecular simulation results. In
2014, experimental pT x-data for the VLE of this binary mixture were published
by Juntarachat et al. [31]. Figure 8.17 also shows experimental data for the VLE at
293K in comparison with REFPROP calculations based on interaction parameters
derived from our molecular simulation results. It is apparent that the saturated liquid
line is well described, whereas the calculated saturated vapor line deviates from the
experimental data at high C O, mole fractions. However, the same can be observed
when comparing the REFPROP calculation for the saturated vapor line at 311K
and our molecular simulation results. The alikeness of the simulated and measured
pT x-relations of the VLE illustrates that the molecular simulations provide reliable
predictions for this mixture. At the same time, the GEMC simulation studies also
yield information for the saturated densities of the system, for which no experimental
data are available until now.

We did not limit our simulation studies to the VLE in the mixtures of CO, +
R-1234yf and CO;, + R-1234ze(E), but we also performed MD simulations to
provide predictions for their liquid densities and viscosities [64]. Thereby, the vis-
cosities were derived from the Green-Kubo formula, as discussed before. Figure 8.18
shows exemplarily our simulation results for o (xco,) and 1(xco,) at 273.15K and
3.5MPa. The MD results for the liquid densities in the C O, + R-1234y f agree very
well with the REFPROP calculations, whereas the simulations overestimate the den-
sities in the C O, + R-1234z¢(E) mixture for high R-1234z¢(E) contents. This is
due to the fact that the molecular modeling for the pure R-1234z¢(E) tends to yield
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Fig. 8.18 MD simulation results for the liquid densities and viscosities in the mixture C Oy + R-
1234y (violet square) and C O» + R-1234ze(E) (blue circle) at 273.15K and 3.5 MPa. Also shown
are REFPROP calculations (solid and chain line, respectively) based on interaction parameters fitted
to our simulation results

too high liquid densities at lower temperatures as described in Sect. 8.1.2. Though
for the liquid viscosities in the mixture C O, + R-1234ze(E) both the MD simula-
tions and REFPROP predictions are in good agreement. In REFPROP, the calculation
of the viscosities of the pure HFO compounds is at the moment still limited to an
Extended Corresponding State (ECS) approach. As discussed in Sect. 8.1.1, the ECS
model for R-1234yf is overestimating its liquid viscosities at lower temperatures.
This explains the increasing deviations between our MD results and the REFPROP
calculations in the mixture C O, + R-1234yf with increasing R-1234yf content.

To gain insight into how the different locations and also numbers of fluorine atoms
in the HFO compounds influence their interactions with the C O, molecule, we have
also analyzed the local ordering in the mixtures [64]. We therefore performed MD
simulations in which we determined the radial distribution functions of the center
of mass (CoM) of C O, molecules around the CoM of different HFO molecules
and also other C O, molecules in binary C O,+ HFO mixtures with xco, = 0.4 at
T =273K and p = 3.5MPa, as shown in Fig.8.19. The highest first peak in the
C 0,—HFO RDFs is found in the mixture of C O, with the hexafluoropropene R-
1216, whereas the interaction of C O, with R-1234ze(Z) seems to be less favorable.
The C O, — C O, RDFs in mixtures with different fluoropropenes show very similar
peak heights that are notably higher than in the pure C O, liquid, and also higher
than the peaks in the C O,—HFO RDFs. This is in agreement with studies by Zhang
and Siepmann [87] on mixtures of C O, with n-alkanes and perfluoroalkanes. For
these mixtures they also found the highest peak for the like C O, — C O, pairs, and
concluded that the C O, molecules tend to form clusters. This also seems to apply for
mixtures of C O, with fluoropropenes. The relatively small first peaks in all C O,-
HFO RDFs further indicate that there are no hydrogen-bonding interactions between
the HFO hydrogens and oxygen atoms of C O;.
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Fig. 8.19 CoM-RDF for CO; in mixtures with different HFO molecules at xcg, =04, T =
273K, p = 3.5MPa: HFO-1234ze(Z) (green line), HFO-1234ze(E) (blue line), HFO-1234yf
(violet line) and HFO-1216 (red line). Left CoM-RDF of C O, around the HFO molecules, right
CoM-RDF of C O, — C 05 pairs in mixtures with HFOs, and in the pure fluid (black dashed line)

8.4.2 Binary Mixtures of R-32 and HF Os

As illustrated by the compilation in Table 8.5, difluoromethane R-32 is a popular
component in novel refrigerant blends, but it is also a component in the currently
used blends R-407A and R-410A. Its popularity is based on its good volumetric
cooling capacities [5] and its comparatively low GWP value of 650 [30]. However,
R-32 exhibits low flammability and is classified as A2L, i.e. it is assigned the same
safety class as R-1234ze(E) and R-1234yf. Despite their flammability, mixtures of
R-32 with R-1234ze(E) or R-1234yf have been proposed as candidates to replace
R-410A in domestic heat pump or air-conditioning systems [20, 39]. In order to allow
for simulation studies on these mixtures, we have developed a new all-atoms force
field for R-32, which is compatible with our HFO molecular model (see Sect.6.1.1.5
or [63]). For simulation studies on the mixtures, all LJ parameters for interactions
are obtained from the Lorentz-Berthelot combining rule (Eq. 6.2) without using any
adjustable interaction parameters. Therefore, all our simulations present pure predic-
tions. Figure 8.20 shows our GEMC simulation results for the VLE in the mixtures
R-32 + R-1234yf and R-32 + R-1234ze(E) in comparison with experimental data
[32, 38] and calculations by the EOS model for these mixtures by Akasaka [1].
The simulation results generally agree well with both the EOS calculations and
the experimental data. This attests the predictive ability of the molecular models
and simulation studies. The depiction of the experimental data [38] for R-32 + R-
1234ze(E) reveals some scattering. Therefore, the molecular simulation results for
this mixture were also incorporated in the fitting procedure of the EOS development
by Akasaka. Furthermore, the GEMC simulations not only provide pT x-relations of
the mixture VLE, but also data for the saturated densities that are shown in Fig. 8.21.
Experimental information on saturated densities of these mixtures in literature are
limited to data near the critical point for mixtures of R-1234yf + R-32 with fixed
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Fig. 8.20 GEMC simulation results for the VLE in the mixtures R-32 + R-1234yf (left, blue
squares) and R-32 + R-1234ze(E) (right, cyan circles) in comparison with calculations based on
the EOS model by Akasaka [1] and experimental data (grey squares Kamiaka et al. [32], grey dots
Koyama et al. [38]
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Fig. 8.21 GEMC simulation results for the saturated densities in the mixtures R-32 + R-1234yf
(left, blue squares) and R-32 + R-1234ze(E) (right, cyan circles) in comparison with calculations
based on the EOS model by Akasaka [1]. The 293 K data for the R-32 + R-1234z¢(E) were omitted
for the sake of clarity

compositions [3]. The predicted saturated densities for the R-32 + R-1234y f mix-
ture are in excellent agreement with the EOS calculations although they were not
used in the EOS fitting. The GEMC simulation results for the saturated liquid den-
sities of the R-32 + R-1234z¢(E) mixture, however, slightly deviate from the EOS
calculations due to the fact that the molecular modeling for the pure R-1234ze(E)
tends to overestimate its liquid densities. The deviation between simulation and EOS
calculation at 313.15 K, 2 MPa for example is only 1.4 %, and this still represents a
good agreement.

As described before in Sect. 8.4.1 for the C O, mixtures, we also performed
MD simulations to analyze the local structure of different binary R-32 + HFO mix-
tures by radial distribution functions in order to gain insight into preferred interac-
tions. The left depiction in Fig. 8.22 shows exemplarily the CoM-RDFs of the R-32
around different fluoropropenes with xg_3, = 0.4 at 273K and p = 3.5MPa. The
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Fig.8.22 CoM-RDF for R-32 in mixtures with different HFO molecules atxg_32, T = 273K, p =
3.5MPa: HFO-1234ze(Z) (purple line), HFO-1234ze(E) (dark cyan line) and HFO-1234y f (blue
line). Left CoM-RDF of R-32 around the HFO molecules, right CoM-RDF of R-32—R-32 pairs in
mixtures with HFOs, and in the pure fluid (black dashed line)
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right depiction provides the R-32-R-32 RDF in the same mixtures as well as in
the pure compound. The first peaks in the R-32—HFO RDFs are neither high nor
sharp, indicating that hydrogen bonding interactions do not play an important role
in these mixtures. The R-32—R-32 RDFs in mixtures with different fluoropropenes
are notably higher than in the pure R-32 liquid. This suggests that R-32 molecules
prefer to form clusters in mixtures with HFOs, similarly to C O, in mixtures with
HFOs as discussed before.

The highest peak in the R-32—HFO RDF is observed for the mixture with R-
1234ze(Z), and for this mixture also the clustering of R-32 is less pronounced.
This hints at stronger interactions of R-32 with HFO-1234ze(Z) compared to the
other fluoropropenes. This is also supported by the fact that R-32 exhibits the lowest
diffusivity in mixtures with this compound, which is well illustrated in Fig.8.23
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showing MD simulation results for the diffusivity of R-32 in mixtures with different
HFO compounds at T = 273 K, p = 3.5 MPa and different compositions.

References

1. Akasaka R (2013) Thermodynamic property models for the difluoromethane (R-32) + trans-
1,3,3,3-tetrafluoropropene (R-1234ze(E)) and difluoromethane + 2,3,3,3-tetrafluoropropene
(R-1234yf) mixtures. Fluid Phase Equil 358:98-104

2. Akasaka R, Higashi Y, Miyara A, Koyama S (2014) A fundamental equation of state for cis-
1,3,3,3-tetrafluoropropene (R-1234ze(Z)). Int J Refrig 44:168-176

3. Akasaka R, Tanaka K, Higashi Y (2013) Measurements of saturated densities and critical
parameters for the binary mixture of 2,3,3,3-tetrafluoropropene (R-1234yf) + difluoromethane
(R-32). Int J Refrig 36(4):1341-1346

4. Ashrae S (2013) Designation and safety classification of refrigerants. American Society of
Heating, Refrigeration and Air-Conditioning Engineers Inc

5. Bitzer KG (2014) Bitzer refrigerant report 18. Bitzer Kiihlmaschinenbau GmbH

6. Brignoli R, Brown JS (2015) Organic Rankine cycle model for well-described and not-so-well-
described working fluids. Energy 86:93-104

7. Brown JS, Brignoli R, Quine T (2015) Parametric investigation of working fluids for organic
Rankine cycle applications. Appl Therm Eng 90(5):64-74

8. Brown JS, Zilio C, Brignoli R, Cavallini A (2014) Thermophysical properties and heat transfer
and pressure drop performance potentials of hydrofluoroolefines, hydrochlorofluoroolefines
and their blends. HVAC&R Res 20:203-230

9. BrownJS, Zilio C, Cavallini A (2009) The fluorinated olefin R-1234ze(Z) as a high-temperature
heat pumping refrigerant. Int J Refrig 32:1412-1422

10. Calm JM (2008) The next generation of refrigerants: historical review, considerations, and
outlook. Int J Refrig 31:1123-1133

11. Chen H, Goswami Y, Stefanakow EK (2010) A review of thermodynamic cycles and working
fluids for the conversation of low-garde heat. Renew Sustain Energy Rev 14:3059-3067

12. Cornell WD, Cieplak P, Bayly CI, Gould IR, Merz KM Jr, Ferguson DM, Spellmeyer DC, Fox
T, Caldwell JW, Kollmann PA (1995) A second generation force field for the simulation of
proteins, nucleic acids, and organic molecules. ] Am Chem Soc 117:5179-5197

13. Cousins DS, Laesecke A (2012) Sealed gravitaional capillary viscometry of dimethyl ether and
two next-generation alternative refrigerants. J Res Natl Inst Stand Technol 117

14. Duran-Valencia C, Pointurier G, Valtz A, Guilbot P, Richon D (2002) Vapor-liquid-equilibrium
(VLE) data for the carbon dioxide (CO2) + 1,1,1,2-Tetrafluoroethane (R134a) system at tem-
peratures from 252.95 K to 292.95 K and pressures up to 2 MPa. J] Chem Eng Data 47:59-61

15. Eubank P (1972) Estimation of effective molecular quadrupole moments. AIChE J 18:454-456

16. Fedele L, Bobbo S, Groppo F, Brown JS, Zilio C (2011) Saturated pressure measurements of
2,3,3,3-tetrafluoroprop-1-ene (R1234yf) for reduced temperatures ranging from 0.67 to 0.93.
J Chem Eng Data 56:2608-2612

17. Fedele L, Brown JS, Colla L, Ferron A, Bobbo S, Zilio C (2012) Compressed liquid density
measurements for 2,3,3,3-tetrafluoroprop-1-ene (R1234yf). ] Chem Eng Data 57:482—489

18. Fedele L, DiNicola G, Brown JS, Bobbo S, Zilio C (2014) Measurement and correlations of
cis-1,3,3,3-tetrafluoroprop-1-ene (R1234ze(Z)) saturation pressure. Int J Thermophys 1:1-12

19. Fermeglia M, Ferrone M, Pricl S (2003) Development of an all-atoms force field from ab initio
calculations for alternative refrigerants. Fluid Phase Equil 210:105-116

20. Fujitaka A, Tsutomu S, Shigehiro S, Kawabe Y (2010) Application of low global warming
Potential refrigerants for room air conditioner. In: International symposium on next-generation
air conditioning and refrigeration technology, Tokyo, Japan



References 287

21.

22.

23.

24.

25.

26.

217.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

Fukuda S, Kondou C, Takata N, Koyama S (2014) Low GWP refrigerants R1234ze(E) and
R1234ze(Z) for high temperature heat pumps. Int J Refrig 40:161-173

Gough CA, Debolt SE, Kollmann P (1992) Derivation of fluorine and hydrogen atom parameters
using liquid simulations. J Comp Chem 13:963-970

Gross J, Sadowski G (2001) Perturbed-chain-SAFT: an equation of state based on a prturbation
theory for chain molecules. Ind Eng Chem Res 40:1244-1260

Higashi Y, Hayasaka S, Shirai C, Akasaka R (2015) Measurement of poT properties, vapor
pressures, saturated densities, and critical parameters R-1234ze(Z) and R-245fa. Int J Refrig
52:100-108

Higashi Y, Tanaka K, Ichikawa T (2010) Critical parameters and saturated densities in the crit-
igal region for trans-1,3,3,3-tetrafluoropropene (HFO-1234ze(E)). ] Chem End Data 55:1594—
1597

Huber ML, Perkins RA (2011) Measurement and correlation of the thermal conductivity of
2,3,3,3-tetrafluoroprop-1-ene (R1234yf) and trans-1,3,3,3-tetrafluoropropene (R1234ze(E)). J
Chem Eng Data 56:4868-4874

Hulse R, Singh RR, Pham H (2009) Physical properties of HFO-1234yf. In: 3rd IIR conference
on thermophysical properties and transfer processes of refrigerants, Boulder, USA

Hulse R, Singh RR, Spatz MW (2013) Trans-chloro-3,3,3-trifluoropropene for use in chiller
application. US Patent No US 8.574,451,B2

Hulse RJ, Rajat SB, Singh RR, Thomas RHP (2012) Physical properties of HCFO-1233zd(E).
J Chem Eng Data 57:3581-3586

IPCC Working Group I TSB (2001) 3rd assessment report: climate change 2001 (TAR). IPCC
Juntarachat N, Valtz A, Coquelet C, Privat R, Jaubert JN (2014) Experimental measurements
and correlation of vapor-liquid equilibrium and critical data for the C O, + R1234yf and C O»
+ R1234z¢(E) binary mixtures. Int J Refrig 47:141-152

Kamiaka T, Dang C, Hihara E (2013) Vapor-liquid equilibria measurements for binary mixtures
of R1234yf with R32, R125, and R134a. Int J Refrig 36:965-971

Kayukawa Y, Tanaka K, Kano Y, Fujita Y, Akasaka R, Higashi Y (2012) Experimental eval-
uation of the fundamental properties of low-GWP refrigerant R-1234ze(Z). In: International
symposium on new refrigerants and environmental technology, Kobe, Japan

Kelkar MS, Shiflett MB, Yokozeki A, Maginn EJ (2008) Development of force fields for
hydrofluorocarbons. AIChE Annu, Meeting, Philadelphia, USA

Klomfar J, Souckova M, Patek J (2012) Liquid-phase p — o — T data for 2,3,3,3-
tetrafluoroprop-1-ene (R-1234yf) and 1,1,2,3,3,3-hexa-fluoroprop-1-ene (R-1216) at tempera-
tures from (208 to 353) K under pressures up to 40 MPa. J Chem Eng Data 57:3283-3289
Kondou C, Koyama S (2015) Thermodynamic assessment of high-temperature heat pumps
using Low-GWP HFO refrigerants for heat recovery. Int J Refrig 53:126-141

Kontomaris K (2014) HFO-1336mzz-Z: high temperature chemical stability and use as s work-
ing fluid in organic rankine cycles. In: 15th international refrigeration and air conditioning
conference, Purdue, USA

Koyama S, Matsuo Y, Fukuda S, Akasaka R (2010) Measurement of vapor-liquid equilibrium
of HFO-1234ze(E)/HFC-32. In: Proceedings of JSRAE annual conference, Kanazawa, Japan
Koyama S, Takada N, Matsuo Y, Yoshitake D, Fukuda S (2010) Possibility to introduce HFO-
1234ze(E) and its mixtures with HFC-32 as low-GWP alternative for heat pump/refrigeration
systems. In: International symposium on next-generation air conditioning and refrigeration
technology, Tokyo, Japan

Lefevre B, Enrique A (2014) transport sector key to closing the world’s emission gap. http://
WWW.Wr1.0rg

Lemmon EW, Huber ML, McLinden MO (2013) NIST standard reference database 23: refer-
ence fluid thermodynamic and transport properties—REFPROP, Version 9.1, standard reference
data program. National Institute of Standards and Technology, Gaithersburg, MD

Lemmon E, Span R (2006) Short fundamental equations of state for 20 industrial fluids. ] Chem
Eng Data 51:785-850


http://www.wri.org
http://www.wri.org

288 8 Applications of Molecular Simulations to Studies on Working Fluids

43. Lisal M, Vacek V (1996) Molecular dynamic simulations of fluorinated ethanes. Mol Phys
87:167-187

44. Longo GA, Zilio C, Righetti G, Brown JS (2014) Experimental assessment of the low GWP
refrigerant HFO-1234ze(Z) for high temperature heat pumps. Exp Thermal Fluid Sci 57:293—
300

45. Malvicino C, Seccardini R, Markowitz M, Schuermann K, Bergami A, Arnaud C, Haller R,
Petitjean C, Strupp C, Lemke N, Clodic D, Post C, Hafner A (2009) B-COOL project—Ford
ka and Fiat Panda R-744 MAC systems. SAE Technical Papers 2009-01-0967

46. McLinden MO, Kazakov AF, Brown JS, Domanski PA (2014) A thermodynamic analysis of
refrigerants: possibility and tradeoffs for low-GWP refrigerants. Int J Refrig 38:80-92

47. McLinden MO, Thol M, Lemmon EW (2010) Thermodynamic properties of trans-1,3,3,3-
tetrafluoropropene [R1234ze(E)]: measurements of density and vapor pressure and a com-
prehensive equation of state. In: International refrigeration and air conditioning conference,
Purdue, USA

48. Meng X, Qju G, J W, Abdulagatov IM (63) Viscosity measurement for 2,3,3,3-tetrafluoroprop-
1-ene (R1234yf) and trans-1,3,3,3-tetrafluoropropene (R1234ze(E). J Chem Thermodyn
2013:24-30

49. Molés F, Navarro-Esbri J, Peris B, Mota-Babiloni A, Baragan-Cervera A, Kontomaris K (2014)
Low GWP alternatives to HFC-245fa in organic rankine cycles for low temperature heat recov-
ery: HCFO-1233zd-E and HFO-1336mzz-Z. Appl Therm Eng 71:2014-2212

50. Mondejar M, McLinden M, Lemmon E (2015) Thermodynamic properties of trans-1-chloro-
3,3,3-trifluoropropene (R1233zd(E)): vapor pressure, p-o-T data, speed of sound measurements
and equation of state. ] Chem Eng Data 60(8):2477-2489

51. Pan L, Wang H, Chen Q, Chen C (2011) Theoretical annd experimental study on several
refrigerants of moderately high temperature heat pump. Appl Therm Eng 31:1886-1893

52. Parliament E, Council (2006) Directive 2006/40/EC of the European parliament and of the
council of 17 May 2006 relating to emissions from air-conditioning systems in motor vehicles
and amending Council Directive 70/156/EEC. Official Journal of the European Union. L161/12

53. Peguin RPS, Kamath G, Potoft JJ, daRocha SRP (2008) All-atom force field for the prediction
of vapor-liquid equilibria and interfacial properties of HFA 134a. J Phys Chem 113:178-187

54. Peral-Antunez E (2012) MAC refrigerant blend cooperative research program update. In: SAE
thermal management systems symposium, Scottsdale, USA

55. Peral-Antunez E, L’Huillier J (2011) Renault experiences with zeotropic blend for MAC. In:
SAE alternative refrigerant and system efficiency symposium, Scottsdale, USA

56. Petr P, Raabe G (2015) Evaluation of R-1234ze(Z) as drop-in replacement for R-245fa in organic
rankine cycles—from thermophysical properties to cycle performance. Energy 93:266-274

57. Potoff JJ, Siepmann JI (2001) Vapor-liquid equilibria of mixtures containing alkanes, carbon
dioxide, and nitrogen. AIChE J 47:1676-1682

58. Potter SC, Tildesley DJ, Burgess AN, Rogers SC (1997) A transferable potential model for the
liquid-vapor equilibria of fluoromethanes. Mol Phys 92(5):825-833

59. Prokhorov A (1969-1978) Great soviet encyclopedia, 3rd edn. Soviet State, Moscow

60. Quoilin S, Van Den Broek M, Declaye S, Dewallef P, Lemort V (2013) Techno-economic
survey of organic rankine cycle (ORC) systems. Renew Sustain Energy Rev 22:168-186

61. Raabe G (2012) Molecular modeling of fluoropropene refrigerants. J Phys Chem B 116:5744—
5751

62. Raabe G (2013) Molecular simulation studies on the thermophysical properties of the refrig-
erant blend R-445A. J Chem End Data 58:3470-3476

63. Raabe G (2013) Molecular simulation studies on the vapor-liquid-equilibria of binary mixtures
of R-1234yf and R-1234ze(E) with R-32 and C O,. J Chem Eng Data 58:1867-1873

64. Raabe G (2014) Molecular dynamics studies on liquid-phase dynamics and structures of
four different fluoropropenes and their binary mixtures with R-32 and C O;. J Phys Chem
B 118:240-254

65. Raabe G (2015) Molecular simulation studies on the vapor-liquid-equilibria of the cis- and
trans-HCFO-1233zd and the cis- and trans-HFO-1336mzz. ] Chem Eng Data 60:2412-2419



References 289

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

7.

78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

Raabe G, Maginn EJ (2010) A force field for 3,3,3-fluoro-1-propenes, including HFO-1234yf.
J Phys Chem B 114:10133-10142

Raabe G, Maginn EJ (2010) Molecular modeling of the vapor-liquid equilibrium properties
of the alternative refrigerant 2,3,3,3-tetrafluoro-1-propene (HFO-1234yf). J Phys Chem Lett
1:93-96

Richter M, McLinden MO, Lemmon EW (2011) Thermodynamic properties of 2,3,3-
tetrafluoroprop-1-ene (R1234yf): p-o-t-measurements and an equation of state. ] Chem Eng
Data 56:3254-3264

Schulze C, Griber M, Huhn M, Gritz U (2011) Real-time simulation of vapour compression
cycles. In: Proceeding of the 8th international modelica conference, Dresden, Germany
Schulze C, Raabe G, Tegethoff WJ, Kohler J (2015) Transient evaluation of a city bus air
conditioning system with R-445A as drop in—from the molecules to the system. Int J Therm
Sci 96:355-361

Span R, Wagner W (1996) A new equation of state for carbon dioxide covering the fluid region
from the triple-point temperature to 1100 K at pressures up to 800 MPa. J Phys Chem Ref Data
25(6):1509-1596

Spatz M, Minor B (2008) HFO-1234yf. A low GWP refrigerant for MAC. Honeywell/DuPont
Joint Collaboration. In: VDA alternative refrigerant winter meeting, Saalfelden, Austria
Spatz MW (2007) Update on a low GWP refrigerant: fluid H. In: SAE alternative refrigerant
system symposium, Phoenix, USA

Stoll J, Vrabec J, Hasse H (2003) A set of molecular models for carbon monoxide and halo-
genated hydrocarbons. J Chem Phys 119:11396-11407

Tanaka K, Higashi Y (2010) Thermodynamic properties of HFO-1234yf (2,3,3,3-
tetrafluoropropene). Int J Refrig 33:474-479

Tanaka K, Maruko K, Fujimoto Y, Tanaka M (2013) PVT properties of R1234ze(Z). In: 4th
conference on thermophysical properties and transfer processes of refrigerants, paper TP-072,
Delft, The Netherlands

Tanaka K, Takahashi G, Higashi Y (2010) Measurements of the vapor pressure and poT
properties for trans-1,3,3,3-tetrafluoropropene (HFO-1234ze(E)). J Chem End Data 55:2169—
2172

Tchanche BF, Lambrinos G, Frangoudakis A, Papadakis G (2011) Low-garde heat conversation
into power using organic rankine cycles—a review od various application. Renew Sustain
Energy Rev 15:3963-3979

Tillner-Roth R, Baehr HD (1994) An international standard formulation of the thermodynamic
properties of 1,1,1,2-tetrafluoroethane (HFC-134a) for temperatures from 170 to 455 K at
pressures up to 70 MPa. J Phys Chem Ref Data 23:657-729

UNEP (2014) 2014 report of the refrigeration. Air Conditioning and Heat Pumps Technical
Options Committee

Union E, itsMember States (2015) Proposed amendment to the Montreal Protocol,
UNEP/OzL.Pro.WG.1/36/5. European Union and its Member States

United Nations U (1987) Montreal protocol on substances that deplete the ozone layer. United
Nations (UN), New York, NY, USA

Van Horn BL, Bonnett P, Abbas L (2015) Use of R-1233 in liquid chillers. Patent WO
2015(130589):A1

Wang CC (2014) System performance of R-1234yf refrigerants in air-conditioning and heat
pump systems—an overview of current status. Appl Therm Eng 73:1412-1420

West RC (2005) CRC handbook of chemistry. CRC, Boca Raton

Yang Z, Gong M, Dong X, Li X, Wu J (2015) Molecular modeling and simulation of vapor-
liquid equilibrium of the refrigerant R152a and its mixture R152a + R32. Fluid Phase Equil
294(93-100)

Zhang L, Siepmann 1J (2005) Pressure dependence of the vapor-liquid-liquid phase behavior
in ternary mixtures containing of n-alkanes, n-perfluoroalkanes, and carbon dioxide. J Phys
Chem B 109:2911-3010



Chapter 9
Conclusion and Outlook

The intention of this thesis is to summarize the fundamentals of molecular simulation
and the available know-how for its application to derive information on thermophysi-
cal properties. Simulation studies on hydrofluoroolefines (HFO) and hydrochloroflu-
oroolefins (HCFO) as new class of working fluids exemplify the value of molecular
simulations to provide predictions for the thermodynamic and transport properties
of poorly known compounds to complement experimental data. However, reliable
predictions of thermophysical properties require an adequate intermolecular poten-
tial functions (“force fields”), i.e. analytical models that describe the conformational
energy of the system as sum of contributions from intra- and intermolecular interac-
tions.

Considerable progress has been made over the past years to derive highly accurate
pair potential from ab initio simulations. However, these ab initio potentials represent
pure two-body potentials, and thus they are not able to describe properties of dense
bulk phases or phase equilibria, as these are determined by multi-body interactions.
Therefore, additional multi-body potentials are required when ab initio two-body
potentials shall be applied in simulations on bulk phase properties. First attempts are
found in literature to develop ab initio three-body interactions, but their inclusion in
molecular simulation studies is computationally very expensive. In our studies on
mercury, we proposed an empirical effective term into the ab initio pair potential
to account for non-additive contributions of multi-body effects in a computation-
ally more feasible way. However, ab initio potentials are still limited to small and
medium-sized atoms and molecules such as nitrogen, carbon dioxide, or mercury.
With this, the determination of ab initio pair and multi-body potentials for more
complex components such as the HFOs or HCFOs is still far from reality. Therefore,
intermolecular van der Waals interactions between complex molecules are usually
treated by additive interactions between their atomic sites, which are modeled by
Lennard-Jones potentials. The Lennard-Jones parameters of the different atom (site)
types are then adjusted to represent experimental data for bulk phases to include
implicitly the effect of multi-body interactions.
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In molecules that consists of atoms with unequal electronegativities, a signifi-
cant contribution to the configurational energy arises from electrostatic interactions.
The common approach to account for electrostatic interactions is the calculation of
coulomb interactions between fixed partial charges on the atom sites. The partial
charges are generally derived in such a way that they reproduce the averaged polar-
ization of the molecules in bulk phases. Consequently, the assigned partial charges
can not account accurately for changing polarizability effects in the condensed phase
with varying state points. Polarizable force fields that explicitly account for electronic
polarization by determining the redistribution of charges due to an electrostatic field
are computationally highly expensive. Our studies on the simple SPC/Fw water model
though illustrated that the introduction of bond flexibility allows the geometry—and
with this the distribution of the fixed charges—to change in response to the thermo-
dynamic state point. This can be regarded as ’geometric polarization’ as it mimics the
change of the molecular interactions in response to the local environment. It there-
fore represents a computationally less demanding way to incorporate polarizability
effects. Based on these results, the molecular model for HFO and HCFO compounds
was developed as fully flexible all-atoms force fields.

The commercialization of this new class of working fluid is in its early stage,
and hence, experimental data for most compounds in literature are limited. Thus,
we intended to provide a transferable force field for HFO/HCFO compounds, in
which Lennard-Jones parameters are fine-tuned to reproduce experimental data for
the well known components, in order to enable reliable predictions for components
with limited experimental data available. The molecular model was developed in
the functional form of classical force fields such as AMBER, OPLS etc. to allow
for combination with models from the literature for simulation studies on mixtures.
Currently, the force field covers

e 3,3,3-trifluoro-1-propene HFO-1243zf;

e 2,33 3-tetrafluoro-1-propenes HFO-1234y £, 1,3,3,3-tetrafluoro- 1 -propenes HFO-
1234ze(Z) and HFO-1234ze(E);

e 1,2.3,3,3-pentaflouro-1-propene HFO-1225ye(Z);

e hexafluoro-1-propene HFO-1216

e 1,1,1,4,4,4 hexafluoro-2-butenes HFO-1336mzz(Z) and HFO-1336mzz(E)

e 1-chloro-3,3,3-trifluoro-1-propene HCFO-1233zd (E) and HCFO-1233zd(Z)

The Lennard-Jones parameters were adjusted to experimental data for phase equi-
libria properties (saturated densities and vapor pressure) of the model compound
Cy F4, HFO-1243zf, HFO-1234y f, HFO-1225ye(Z) and HCFO-1233zd(E). The
force field was validated by molecular simulations on the vapor-liquid phase equi-
libria of these compounds, and the simulation results were found to agree well with
available experimental data and correlations. For HFO-1234y f for instance, the sim-
ulated saturated densities and vapor pressures agree with experimental data within
the error bars of the simulations. Studies on liquid phase viscosities prove the pre-
dictive capability of the molecular model to yield reliable predictions for proper-
ties that were not included in the parametrization. The molecular modeling of the
compounds HFO-1234ze(Z) and HFO-1234ze(E), HFO-1216, HFO-1336mzz(Z),
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HFO-1336mzz(E) and HCFO-1233zd(Z) is based on transferred intra- and inter-
molecular parameters, and individually derived partial charges. As no Lennard-Jones
parameters were adjusted for these compounds, the simulation studies for them are
purely predictive. The simulation results for the vapor pressure and vapor-liquid
coexistence curve of these compounds were also generally in good agreement with
experimental data (if available). For the compounds HFO-1234ze(Z) and HFO-
1336mzz(Z), which have recently attracted attention as working fluids for ORC
processes, the predictions from molecular simulations provided first information on
their VLE properties, before experimental data became available. The reliable pre-
dictions for compounds that were not included in the parametrization attests the good
transferability of the force field parameters. However, we found that the transferabil-
ity of the Lennard-Jones parameters depends on the number of fluorine atoms in
the molecule. The parameters used to model compounds with four fluorine atoms
describe compounds with five and six fluorines as too high boiling compounds. For
these compounds, slightly modified fluorine parameters needed to be established.

The detailed modeling of the HFO and HCFO compounds by an all-atoms force
field allows for studies on the effect of conformational isometry, as illustrated exem-
plarily for the cis- and trans-isomers of HCFO-1233zd, but also for the cis- and
trans-isomer of HFO-1234ze. The different positions of the chlorine, or respectively
the fluorine atoms, in cis- and trans-conformation yield different charge distribu-
tions, and with this different dipole moments. The higher dipole moments of the
cis-isomers result in higher normal boiling points compared to the trans-isomers.
The difference in the dipole moment, and consequently the normal boiling points, is
less pronounced for HCFO-1233zd than for HFO-1234ze, which can be attributed
to the higher electronegativity of the fluorine compared to the chlorine.

Simulation studies on mixtures of HFO compounds with “conventional” refriger-
ants such as R-32, CO, or R-134a have proven the predictive capability of molecu-
lar simulations to determine relevant properties of refrigerant blends to complement
experimental data. The prediction of properties of the refrigerant blend R-445A from
molecular simulations has enabled the first independent system simulation study on
the performance of the refrigerant in mobile air-conditioning applications [3]. The
simulation results for the VLE properties of binary blends of HFO compounds with
R-32 and CO, have also found application by other researchers: the binary inter-
action parameters in REFPROP [2] for the mixtures CO; + R-1234yf and CO, +
R-1234ze(E) were derived from the molecular simulation results, and the GEMC
simulation results for R-32 + R-1234ze(E) were incorporated in the fitting of an
EOS for this mixture by Akasaka [1].

Molecular simulations do not only yield information on thermophysical proper-
ties, they also provide insight into the systems on a molecular level to allow for mole-
cular interpretations of these properties. This is well illustrated by the comparative
simulation studies on the tetrafluoro-1-propenes HFO-1234y f and HFO-1234ze(E).
Although HFO-1234yf has the higher dipole moments, HFO-1234ze(E) exhibits
higher densities and viscosities. An analysis of contributions from Lennard-Jones and
electrostatic interactions to the configurational energy of different fluoropropenes



294 9 Conclusion and Outlook

revealed that the highest contribution from electrostatic interactions occurs in HFO-
1234ze(E). We found that this can be attributed to an effective quadrupole moment
of HFO-1234ze(E) that is significantly higher than that of the other HFO compounds
studied. Simulation studies on the local ordering of ionic liquids, but also in mix-
tures of HFO compounds with R-32 and CO, have additionally illustrated the value
of molecular simulations to gain insight into preferred interactions. For the R-32 +
HFO systems, for instance, the stronger interactions of R-32 with HFO-1234ze(Z)
could be related to the comparatively low diffusivity of R-32 in this mixture.

Future molecular simulations on HFO/HCFO based working fluids will cover
studies on further mixtures with “conventional” refrigerants, but also on mixtures
of different HFO or HCFO compounds. Furthermore, the force field model will be
extended to other compounds, for example fluorinated ethenes, that are currently
considered as refrigerants. The motivation for this future work is well reflected in
this citation from the UNEP report [5]: “The perfect refrigerant does not exist, and
is unlikely to come into existence. Choices will therefore include existing very low
GWP refrigerants (e.g. R-717, R-744 or HCs) and the newly applied or developed
chemicals. Many new alternatives are proposed which creates a challenge of finding
the right refrigerant for each application...”. Therefore, our work is aimed at providing
information on the thermophysical properties of new refrigerants and blends to allow
for the evaluation of their performance in potential applications.

To make a statement on future research trends in the wide field of molecular sim-
ulations is difficult, and is surely affected by personal research interests. In recent
years, a surge in simulation studies on free energy calculations could be observed,
which can be ascribed to both methodological improvement in the simulation tech-
niques and enhanced computational power [4]. It can be expected that this research
area will further grow due to the importance of free energies to define equilibrium and
stability in mixtures at conditions relevant for experiments and processes. However,
studies in the literature, and also our simulation studies on the activity coefficient
of R-32 in R-32 + R-1234yf mixtures, reveal a high sensitivity of the computed
free energies on the partial charges, and on the method to derive them. Therefore,
future work to improve the accuracy of free energy calculations will have to include
studies on rigorous methods to assign fixed partial charges, or on the use of polariz-
able force fields. The need for alternative approaches to assign partial charges was
also revealed in simulation studies on ionic liquids. Therefore, studies on different
approaches to account for polarization effects in force field models might represent
a general research trend in the molecular modeling.

Another research field that experiences a growing interest is the application of
reactive force fields such as ReaxFF that allow for a bridging between the system
size and time scale of ab initio and classical molecular simulations. The reaction
system of carbothermal reduction of silica is one application for which the reactive
simulations might yield insight the underlying reaction mechanisms. This will also
be the subject of future work in our research group.
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Appendix A
Force Field Parameters

Parameters of the all-atoms force fields for hydrofluoroolefines (HFO) and hy-
drochlorofluoroolefines with the following functional form (Tables A.1, A.2)

Ueonf = D _ ker —r0)> + D ke(0 —00) + D ksl + cos(ng — )]

bonds angles dihedrals
Oij " Oij ¥ qi4qj

e 35ae| (32) - (5) |+ e
i i ij ij oFij

To distinguish between the conformational (cis- and trans-) isomers and to account
for different equilibrium geometries in the HFOs/HCFOs, the phase angles 6 and
multiplicities n in the torsion terms in Table A.3 need to be assigned attentively as
summarized in the following tables (Tables A.4, A.5). The Tables A.6, A.7 and A.8
give the partial charges of the different HFO/HCFO compounds. Table A.9 provides
the force field parameters for R-32.

Table A.1 LJ Parameters for the force field for HFO and HCFO compounds
KJ

Atom type & (qo1) o (A) Source, ‘fitted’ to exp.
data from

cM 0.41000 3.40 CarFy

CcT 0.31091 3.40 HFO-1243zf/1234yf

FCM 0.23617 2.90 CorFy

FCM" 0.21784 2.92 HFO-1225ye(Z)

FCT 0.23617 2.94 HFO-1243zf/1234y f

FCT" 0.21784 2.94 Transferred from
Epcmh

HC 0.06570 2.65 AMBER [1]

HC1 0.06570 1.85 HFO-1243zf

Hl 0.06570 247 AMBER [1]

Cl 1.09752 3.55 HCFO-1233zd(E)
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Table A.2 Parameters for the bond stretching and angle bending of the force field for HFO and
HCFO compounds, derived from ab initio simulations

Bond ke (—L ) ro (A) Derived from

mol A
CM=CM 2831.69 1.331 Cy F4, HFO-1234y f
CM—-CT 1328.84 1.511 HFO-1243zf/1216
CT — FCT 1554.61 1.353 CF,
CM—-HC,CM —HI1 1627.07 1.086 CrHy
CM - FCM 1864.73 1.330 Cy F4, HFO-1234y£/1216
CM —Cl 953.80 1.734 HCFO-1233zd
Angle kg (——3) | 6y (°)
HC—-CM=CM, 152.09 120.6 CrHy
Hl -CM=CM
FCT —CT — FCT 367.61 107.5 CF,
CM —CT — FCT 313.17 111.3 HFO-1243zf/1216
HC—-CM-CT 135.27 115.1 HFO-1243zf
HC—-CM—-HC 122.63 118.7 CrHy
CM=CM—-FCM 211.38 122.6 CyrFy
FCM —CM — FCM 357.23 112.6 CyrFy
FCM —-CM —-CT 319.57 112.5 HFO-1234yf/1216
CM=CM-CT 209.70 124.1 HFO-1243zf/1216
Hl—CM — FCM 214.36 113.7 HFO-1234ze(E)/1225ye(Z)
Cl-CM=CM 280.80 122.9 HCFO-1233zd
Cl-CM—-HI1 152.60 113.8 HCFO-1233zd

Table A.3 Torsion parameters of the force field for HFO and HCFO compounds, derived from ab

initio simulations

Dihedral kg (L) n §(°) | Derived from
X-CM=CM-X 27.84 1/2¢ | 0/180 | AMBER [1]
HC —CM —CT — FCT | 0.745 3 0/180 | Kelkar et al. [2]
H1—CM —CT — FCT

FCM"™ —CM —CT —FCT | 1.0445 3 0/180 | HFO-1234yf
CM=CM—CT — FCT | 0.5951 3 0/180 | HFO-1243zf

“n =1 for cis- and trans- isomers, n = 2 for all molecules without configurational isomers (HFO-
1234y f, HFO-1243zf, HFO-1216))
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Table A.4 Phase angles § of the dihedrals in different HFO and HCFO compounds

Dihedral 8 (°) In
HC —CM —CT — FCT 0 HFO-1234ze(E)/1336mzz(Z),
HCFO-1233zd(E)/1233zd(Z)
180 HFO-
12437f/1234ze(Z)/1336mzz(E)
FCM™ —CM — CT — FCT 0 HFO-1234yf/1225ye(Z)
180 HFO-1216
CM=CM—CT — FCT 0 HFO-12437f/1216/1234ze(Z),
HCFO-1233zd(E)/1233zd(Z)
180 HFO-1234yf/1234ze(Z)/1225ye(Z)

Table A.5 Phase angles § assignment to distinguish between cis- and trans-isomers of different
HFO and HCFO compounds (n = 1)

Dihedral 5(°) In
Hl—-CM=CM—-HC cis 180  |HFO-1234ze(Z),
HCFO-1233zd(Z)
trans 0 HFO-1234ze(E),
HCFO-1233zd(E)
FCM"—CM =CM — FCM"| cis 180  |HFO-1225ye(Z)
FCM® —CM =CM —CT | cis 180 | HFO-1234(Z)
trans 0 HFO-1234(E)/1225ye(Z)
Hl—-CM=CM—-CT cis 180  |HFO-1225ye(Z)/1234z¢(E),
HCFO-1233zd(E)
trans 0 HFO-1234ze,
HCFO-1233zd(2)
FCM —-CM =CT —HC cis 180 HFO-1234ze(E)
trans 0 HFO-12ze(Z)
Hl—CM =CM — FCM®™ | trans 0 |HFO-1225ye(Z)
Cl-CM=CM - HC cis 180 HCFO-1233zd(E)
trans 0 HCFO-1233zd(Z)
Cl-CM=CM-CT cis 180 HCFO-1233zd(Z)
trans 0 HCFO-1233zd(E)
HC—-CM=CM-HC cis 180 HFO-1336mzz(Z)
trans 0 HFO-1336mzz(E)
CT—-CM=CM-CT cis 180 HFO-1336mzz(Z)
trans 0 HFO-1336mzz(E)
CT—CM=CM—-HC cis 180 | HFO-1336mzz(E)
trans 0 HFO-1336mzz(Z)
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Table A.6 Partial charges g; for fluoropropenes HFO-1234y f, HFO-1243zf and HFO-1216

HFO-1234yf HFO-1243zf HFO-1216

# Atom qi (e) Atom qi (e) Atom qi(e)

1 CM —-041911 |CM —-0.23610 | CM 0.46789
2 CM 0.19743 |CM —0.30512 |CM —0.14276
3 CT 0.63064 | CT 0.84964 | CM 0.87049
4 HC 0.20473 |HC 0.16423 | FCM —0.14577
5 HC 0.20473 |HC 0.16423 | FCM —0.14577
6 FCM —0.18254 |HC 0.17204 |FCM —0.13272
7 FCT —-0.21196 | FCT —0.26964 | FCT —0.25712
8 FCT —-0.21196 | FCT —0.26964 | FCT —0.25712
9 FCT —-0.21196 | FCT —0.26964 | FCT —0.25712

Table A.7 Partial charges ¢; for fluoropropenes HFO-1234ze(E), HFO-1234ze(Z) and HFO-
1225ye(Z)

HFO-1234ze(E) HFO-1234ze(Z) HFO-1225ye(Z)

# Atom qi(e) Atom qi(e) Atom qi(e)

1 cM 0.25325 | CM 0.23034 | CM 0.07582
2 CM —0.48504 | CM —0.52066 | CM 0.05606
3 CT 0.77614 | CT 0.98095 |CT 0.53681
4 FCM —0.19161 H1 0.13221 FCM" —0.14148
5 Hl1 0.13249 | FCM —0.16993 | H1 0.15570
6 HC 0.24464 |HC 0.20221 | FCM™" —0.12905
7 FCT —0.24329 | FCT —0.28504 | FCT —0.18462
8 FCT —0.24329 | FCT —0.28504 | FCT —0.18462
9 FCT —0.24329 | FCT —0.28504 | FCT —0.18462
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Table A.8 Partial charges g; for the cis- and trans-isomers of HCFO-1233zd and HFO-1336mzz

trans-1233zd cis-1233zd cis-1336mzz trans-1336mzz
# | Atom qi (e) Atom qi (e) Atom qi (e) Atom qi (e)
1 |cM —0.00108 | CM —0.00427 | CT 0.83591 | CT 0.81189
2 |cM —0.30674| CM —0.35183 | CM —0.25029 | CM —0.24485
3 |cT 0.78148| CT 0.97116 | CM —0.25029 | CM —0.24485
4 |cI —0.09402 | €1 —0.07583 | CT 0.83591 | CT 0.81189
5 |H1 0.17109 | H1 0.15783 | FCT" | —0.25389 | FCT" | -0.25015
6 |HC 0.19567| HC 0.16832| FCT" | —0.25389 | FCT" | —-0.25015
7 |FCT —0.24880 | FCT —0.28846 | FCT" | —0.25389| FCT" | —-0.25015
8 |FCT —0.24880 | FCT —0.28846 | HC 0.17605 | HC 0.18341
9 |FCT —0.24880 | FCT —0.28846 | HC 0.17605 | HC 0.18341
10 FCT" | —025389| FCT" | —-0.25015
11 FCT" | -025389| FCT" | —-0.25015
12 FCT" | -025380| FCT" | —-0.25015

Table A.9 Force field parameters for the new all-atoms force fields for R-32

LJ parameters and partial charges ¢;

Atom £ (%) o (A) qi (e) Comment
C 0.45400 3.15 0.43960 Adjusted to
VLE data for
R-32
F 0.36600 2.94 —0.26138 Adjusted to
VLE data for
R-32
H2 0.06570 2.2293 0.04158 LJ parameters
from AMBER
[1]
Force constants
Bond ky ( kI ) ro (A) Comment
mol A
C—-F 1544.61 1.369 k, from HFO model (CT — FCT)
C—H 1472.89 1.094 From ab initio simulations on R-32
Angle ko (ﬁ) 6o (°) Comment
H-C-H 146.54 113.6 From ab initio simulations on R-32
F—-C-F 367.61 108.7 ko From HFO model (FCT — CT — FCT)
H-C-F 249.92 108.6 From ab initio simulations on R-32
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