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Abstract

Simulations provides the possibility to study large molecular systems. In order to increase
the accuracy of results from such simulations, it is important to improve the physical
description of the molecular interactions. In this study a force field for flexible water
molecules is constructed. To describe the electrostatic properties of the water molecules in
this force fields, atomic charges and dipole moments are used. These charges and dipole
moments are formulated as functions of the molecular geometry. The intramolecular energy
of the water molecules are formulated using Simon-Parr-Finlan terms for the bond stretches
and the angle bending is described by a Urey-Bradley and cosine term. In addition to
these a cross term between the two bond lengths is included. Polarization is also included
in the model in the form of induced point dipoles. To describe this polarization, atomic
polarizability tensors are used. The atomic polarizability tenors are described as a function
of the molecular geometry, in a manner similar to that of the electrostatic properties. The
Van der Waals interactions between the molecules are modeled using a repulsion energy
term similar to the one used in the NEMO potential, and the dispersion energy is modeled
using a London expression with a dampening term. In addition to these energy terms, the
zero-point vibrational energy is included in the force field.

The force field is parameterized using data from ab inito calculations. The electrostatic
properties, the polarizability tenors and the intramolecular energy are modeled from water
monomer calculations at the CASSCEF level of theory, using the aug-cc-pVTZ basis set.
To describe the atomic properties the LoProp method is used. The parameters in the
expression for the repulsion energy is parameterized from a series of water dimer calcula-
tions at the HFSCF level of theory using the same basis set. The dampening term in the
dispersion energy is modeled from dimer calculations at the MP2 level of theory, using the
aug-cc-pV'TZ basis set. To correct for BSSE, counter poise correction are used in all dimer
calculations.

The force field is implemented in the Protomol framework, and Metropolis Monte Carlo
simulations are used to study its performance. These simulations are performed on a sys-
tem containing 216 water molecules, using periodic boundary conditions. Simulations are
done for rigid molecules, and flexible molecules with and without the zero-point vibra-
tional energy. The vibrational spectra, distributions of the internal degrees of freedom and
radial distribution functions are computed. From these simulations it is found that the
zero-point vibrational energy has the effect of increasing the bond lengths and angle. The
water geometry found are in agreement with other theoretical and experimental values.
Furthermore it is found that the force field gives a shift in the bond length comparable to
that of experimentally measured, with a slightly better value when the zero-point vibra-
tional energy is included. The vibrational spectra calculated were in the same area as the
experimental values, however the results were not fully satisfactory. The radial distribution
functions computed shows an agreement with the experimental values, however it is found
that further improvements of the repulsion energy are necessary.
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Chapter 1

Introduction

According to Allen and Tildesley [2] the early theoretical studies of liquids where done
studying the packing of large numbers of gelatin balls. This method of studying liquids
was of course quite crude, but managed to give a relatively good picture of the structure
of a simple liquid. As the development of electronics gave increasingly more powerful
computers, it became feasible to solve complex mathematical models of liquids through
the use of simulations. The first simulation of a liquid was done in the early fifties by
Metropolis et al. [3]. The first systems to be studied with computer simulations where
atomic systems, which where modeled using hard spheres or Lennard-Jones potentials. In
the beginning of the seventies one started to simulate molecular systems, and since then the
rapid increase in computational power has enabled studies of larger systems and molecules,
using more and more advanced mathematical models.

In the earliest simulations, the forces acting between the different particles in the lig-
uids where adjusted to functional forms using empirical data. However, the increase in
computational power also gave rise to the possibility of performing quantum mechanical
computations on increasingly larger systems. This made it possible to use data from such
calculations to model the interacting forces between atoms and molecules. From this the
mathematical models may be branched into three categories; empirical-, semi-empirical-
and ab inito models®.

One of the liquids which attracted attention early on, and which still is one of the most
interesting liquids to study, is water. The importance of water cannot be overestimated.
It is one of the basics organisms need to survive, and a good illustration of its importance
is the resent Mars expeditions by ESA (Beagle and Mars Express) and NASA (Spirit and
Opportunity) searching for water on the planet 2. Water is not a simple liquid to study
due to the strong interactions between the molecules. In addition water has some unusual
properties, such as the larger volume of the solid phase compared to liquid phase [4]. Several

'by ab inito models, it is not meant Car-Parrinello models, but models based on results from ab inito
calculations
Zfor those able to read Norwegian see; http://www.forskning.no/Temaer /1074176593.12



2 Chapter 1 Introduction

different water models has been proposed, and these can be divided into three categories;
rigid models, flexible models and models which includes many-body effects [1].

One such many-body effect is polarization. Polarization is electrostatic interactions which
arises from changes in the charge distribution around a molecule [1]. Several different
models which includes polarization have been reported in the literature, and it is found
that such models provide a far better physical model when compared to non-polarizable
models [5].

Even at 0 K there exists atomic motion, in terms of vibrations, as a consequence of the
Heisenberg uncertainty relation. This gives rise to an energy contribution which can be
quite substantial [1]. This is usually not included in in simulation models. Inclusion of this
would thus refine the models.

The aim of this study will be to construct a flexible, polarizable model for water which
includes fluctuations of the atomic charges, dipoles, and polarizabilities and zero point
vibrational corrections. The model will be an ab initio model, and will be verified using
simulations.

The report has the following structure: Chapter 2 contains a description of the theoretical
background for the method, of the methods used to construct the model and of the various
terms in the model and the theoretical background for the simulations. In chapter 3 the
results from the model constructions are reported. Chapter 4 contains a description of the
computational details of the simulation procedure. The results from the simulations study
is presented in chapter 5. A discussion of these results are given in chapter 6. Conclusive
remarks is given in chapter 7.



Chapter 2

Theoretical background

The fundamental equation describing the properties of a chemical system is the Schodinger
equation, which for a given system can be written as [6];

a¢(x7 y’ Z? t)

i
! ot

= Ho(x,y,2,1) (2.1)
where H is the Hamiltonian operator and ¢ is the wave function (postulated to contain

all information about the system). One can separate the time dependent and the time
independent part of the Schodinger equation, and write the time independent part as;

Ho(z,y,2) = E¢(z,y, 2) (2.2)

where F is the energy eigenvalue. This equation is called the time independent Schodinger
equation. The Hamiltonian operator for a molecular system can generally be written as;

ﬁ:_ih—QW——ZVMV (2.3)

J
, 2myg 4
7j=1

here V' is the potential between the particles in the system, given by;
2 2 2
Z (& Z ZiZae AT
V = _|__ 77 _ J . 2‘4
— Ameoriy <= Amegr;y Z ATTEQT 5 (2.4)
(4 3.3’ JJ 5 J

Where the first part and second part is the coulombic repulsion between the electrons and
nuclei respectively, and the last part is the coulombic attraction between the nuclei and
electrons. To simplify things further the Born-Oppenheimer approximation! is invoked.
The Born-Oppenheimer approximation simply states that due to the significantly smaller
mass of the electrons compared to the nuclei, the electrons will instantly adjust themself

Lthis approximation is also called the adiabatic approximation [7]
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to the motions of the nuclei?. The time independent Schédinger equation can therefore be
divided into two parts; the electronic Schodinger equation dealing with the electrons for
given nuclei coordinates, and the nuclear Schédinger equation where the solutions of the
electronic Schodinger equations enters as the potential in which the nuclei move.

The Born-Oppenheimer approximation thus introduces us to one of the most central topics
of theoretical chemistry, namely the potential energy surfaces. A potential energy surface
is the energy from the electronic Schoédinger equation given as a function of the internal
coordinates of the nuclei. An illustration of such a potential energy surface is given in
figure 2.1.

Energy \ o

Distance between atoms

Figure 2.1: Illustration of a potential energy surface for a diatomic molecule

For small molecules (and collections of small molecules) it is possible to solve the equation
above in an approximative manner. However when we turn to larger systems such as
proteins or liquids such a scheme is no longer possible due to the incredibly large number
of degrees of freedom in the system. The solution to this problem is to turn to classical
mechanics, as classical mechanics is a special case of quantum mechanics. The concept of
using classical mechanics on molecular system is often referred to as molecular mechanics
and the potential energy surface is often called a molecular force field (or simply force
field). This definition will be used further on in this report.

2this was shown by Max Born and J. Robert Oppenheimer in 1927 through the use of perturbation
theory [8]



2.1 About force fields 5

2.1 About force fields

Force fields are as described in the introduction of this report, often divided into three
different categories depending on the data used in the parameterization. These three
categories are theoretical (or ab inito) force field, semi-empirical force field and empirical
force field. Another point which must be made about force fields in general is that they are
often parameterized for a specific group of molecules (e.g. CHARMM [9] and AMBER]10]
which both are modeled for proteins), and does therefore not necessarily perform well for
other kinds of molecules.

In molecular force fields the energy is divided into various contribution. These contributions
can be intramolecular interactions between bonded atoms and atoms defining an angle or
dihedral angle. It can also be long-range non-bonded interactions such as the electrostatic
(coulomb) interaction and Van der Waals interactions. There are several different ways of
describing these interactions, all based on different physical approximation. The partition
used in this study is described in section 2.2.4, together with other methods usually used.
The various ways to partition the energy has given rise to a classification of force fields
which depends on the incorporation of cross terms between the degrees of freedom in the
system [1]. In this classification a force field with no cross terms and harmonic terms is a
class I force field, a force field with explicit cross terms and anharmonic terms is a class
IT force field. Some further classification has also been done, defining a class III force field
as a model which incorporates chemical and other effects. In this respect the force field
constructed in this study is a class III force field as it incorporates polarizability and a
coupling between the intra- and intermolecular degrees of freedom.

In the resent years there has been an increasing amount of attention directed construction
of force fields which incorporates polarization. Incorporation of polarizability in force fields
is not a new idea, but have been done for at least 20 years [5]. In general there are two
ways to incorporate polarizability in a force field; the induced point dipole model and the
fluctuating charge model. In the induced point dipole model, a point dipole is induced
on an atom (or another contributing center on the molecule), as a response to the electric
field on the atom [5]. In the fluctuating charge model, the atomic charges in the molecule
changes as the environment of the atom changes. This is done according to the principles
of electronegative equalization. For more information about polarizable force field, see the
review article by Halgren and Damm [5].

As mentioned in chapter 1, water is one of the most studied and modeled liquids. The
simplest force fields constructed for water are rigid models with three to five interaction
cites. To these belong the TIP3P model of Jorgensen et al. [11] and the SPC model of
Berendsen et al. [12] and modifications such as TIP4P [11]. In these models the interaction
between the molecules are modeled using a positive charge on the hydrogen atoms, balanced
by a negative charge on the oxygen atom or in its vicinity. Furthermore dispersion and
repulsion energy between the molecules are modeled using a single cite on the molecule
placed on the oxygen atom. Some refinement of these exists, such as the ST2 model of
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Stillinger and Rahman [13], where the negative charges have been divided into two and
placed on the “lone pairs” cites of the oxygen atom. The advantage with these simple
models is the fact that they are computationally inexpensive.

The models described above has also been extended into flexible water models. This was
for instance done by Wallqvist and Teleman [14], who used the SPC as basis for their
flexible model. This model was then used to calculate the vibrational frequencies of water,
however they did not manage to reproduce the experimental values (this might be due to
the fact that they, at least for their harmonic model, did not include any cross terms, see
section 2.2.4).

More advanced models have also been developed. These include refinements in both elec-
trostatic and other long range, non-bonded forces. Polarizable water models have been
formulated using both fluctuating charge models and atomic centered polarizabilities. In
a study Wallqvist [15] included a molecular polarizability and atomic charges which de-
pended on the molecular geometry. The conclusion of the study was that the coupling
between the internal and external (intermolecular) degrees of freedom has a “.. large ef-
fect on liquid water properties such as structure and energetics ...” (pp.448). Saint-Martin
et al. [16] formulated a similar model, where they allowed for a fluctuation of the charge
distribution through the use of a mobile negative charge coupled to the oxygen atom. Using
this model they found a good description of the structure, energetics and dipoles in small
water clusters, along with reproducing the second virial coefficient of steam. In a series
of articles, the NEMO potential has been used to simulate water and systems containing
water [17-21]. In the NEMO potential a multicenter multipole expansion of the electric
field is used and atomic charges, dipole moments, quadrupole moments and polarizabilities
are therefore included. These properties can be used to improve both the electrostatic
part of the water potential and the other long range contributions (see section 2.2.4). The
NEMO models show good agreement with both high level ab inito calculations and exper-
imental data, and is one of the force fields which has inspired this study. In an article by
Millot and Soetens [22] atomic charges, dipoles and polarizabilities as described by Stones
Distributed Multipole Analysis (DMA) [23] and Baders Atoms in Molecules [24] (AiM,
see section 2.2.2) were used. The conclusion of this study was that distribution of the
polarizability from a single molecular cite to the atoms has an important influence on the
properties of water, and that the liquid properties were sensible to the values of the vari-
ous charges and dipoles. An extension of the TIP4P model to include fluctuating charges
has been done by Rick et al. [25]. Inclusion of fluctuating charges, along with polarizable
dipole has also been done by Stern et al. [26] who reported a good model performance in
the whole temperature region of liquid water. This model has also been applied to other
molecules [27]. A comparison study between two non-polarizable and three polarizable
models, done by Jedlovszky and Richardi [28], reported that the polarizable models gave
a better reproduction of the experimental structure at high temperature, but were unable
to give correct temperature dependence.
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2.2 Force field construction

The force field used in this study was constructed using quantum chemical data. A short
presentation of the basis of the quantum chemical methods used, and a description of the
various parts entering the force field is given below. A description of the parameterization
scheme used is also presented.

2.2.1 Quantum Chemical methods
Hartree-Fock Self Consistent Field (HFSCF)

The most basic way to solve the electronic Schédinger equation for a molecular system is the
HEFSCF method. In Hartree-Fock theory the electronic Hamiltonian operator is modified
so that each electron moves in a “mean field” set up by all the other electrons in the system.
The wave function is then spanned out in a subspace of the Hilbert space through the use
of so called basis functions, and the expansion coefficients which give the lowest energy
of the system is found through an iterative process (uses the Variational theorem). For
more information the reader is referred to Leach [1], Atkins and Friedman [29] or similar
textbooks.

Complete Active Space Self Consistent Field (CASSCF)

One major drawback with Hartree-Fock level theory is the fact that it does not account
for the so called correlation energy. The correlation energy is the energy which accounts
for the fact that the electron does not move in an average field set up by all the other
electrons, but “feels” the other electrons explicitly [1]. One definition of the correlation
energy is the difference between the exact solution of the Schodinger equation and the sum
of the Hartree-Fock and relativistic contribution [30];

Ecorrelation = Ee:vact - EHartreefFock - Erelativistic (25>

There are several ways to correct this error. Configurational Interaction (CI) is one such
method which utilizes a theorem stating that, within the limits of the Born-Oppenheimer
approximation and classical quantum mechanics, inclusion of all possible excitation in the
wave function will, at the limit of an infinite basis set, yield the exact energy [31]. In CI
this is done by using a wave function which may be written as;

Y = cotho + 1t + cah + . (2.6)

where g is the wave function from HFSCF and 1;-¢ is the wave functions representing
configurations which includes excitations (all ¥s are expressed as Slater determinants).
The coefficients cg,c; etc are then found using the variational principle. In regular CI only
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these coefficients are varied, not the coefficients before the basis functions determinants.
A refinement of CI which includes variation of both the CI coefficients and the coefficients
before the basis functions is the Multi Configurational Self Consistent Field (MCSCF)
techniques [1]. One popular version of MCSCF is the Complete Active Space Self Consistent
Field method of Roos et al. [32]. In CASSCF the spin orbitals of the molecule is partitioned
into three different contributions;

e Inactive orbitals
e Virtual orbitals

e Active orbitals

The inactive orbitals are orbitals which are always doubly occupied. The virtual orbitals
are orbitals for which the energies are so large that their contributions are neglectable.
Active orbitals are orbitals which are between the two others in energy. It is these orbitals
we would like to vary the coefficients of the basis for. The configurations are then given by
all possible arrangements of the electrons in the active space.

Many-body Perturbation theory (MP)

Many-body Perturbation theory provides another way to incorporate the correlation energy
into the wave function. This approach was first formulated by Mgller and Plesset [33]
uses Rayleigh-Schodinger perturbation theory (RSPT). In RSPT the Hamiltonian, wave
function and eigenvalues of the Hamiltonian are expanded in series, such that;

H = Y \'H™, (2.7)
n=0

o=y oA, (2.8)
n=0

E = Y xE", (2.9)
n=0

where n denotes the correction order, ¢ the vibrational state and A is an expansion parame-
ter. The wave function is spanned out by the eigenfunctions of the zero order contribution;

v = " e, (2.10)
r=0,r#1

for which the exact solution is known (thus giving a complete set of basis functions).
This gives the following recursive expressions for the energy corrections and the expansion
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coefficients [34];

EM = HM +Z Z HMmm), (2.11)

m=1r= Or;éz

™) o0 (m) (n—m)
D (B - T )
(n) i D, r=0,r#i *°P T8 .
Api = P 7é L, (212)
D, Ej()O) . El(O)

where the the short-hand notation < p|H™|i >= HIS?) has been introduced. In MP the
zero order contribution used is the HFSCF solution, and the following expression for the
higher order terms of the Hamiltonian operator [1];

N N N 1 N
V:ZA”’H(”):ZZT_ ST+ K) (2.13)
n=1 i=1 j=i+1 Y j=1

where J; is the Coulomb operator and K; is the exchange operator. The length of the
expansion does then give name to the method, such that MP2 is an expansion to the
second order and so on.

2.2.2 Atomic properties

A common way to represent the physical description of a molecule is through localized
atomic properties. Such atomic properties are charges, dipoles etc. One problem with
using atomic properties is that they are not observables, and thus they cannot be measured
experimentally. Another problem arising from this is that there is no correct® mathematical
way of expressing an operator in quantum mechanics. The reason for using such properties
is to reproduce the electronic field of the molecule, and give a more correct description of
the intramolecular interactions.

There are several different ways to derive these properties, all depending on the way in
which the rest of the force field is constructed. For empirical force field the atomic charges
are often adjusted in such a way that they reproduce the molecular dipole moments,
quadrupole moments etc. One significant drawback with this method is that one often
encounters unphysical solutions such as a negative and positive charge close to each other,
mimicking a point dipole [35]. The classic quantum mechanical method to produce atomic
charges is the Mulliken scheme [1, 36]. One significant drawback of the Mulliken scheme is
the fact that it has very poor basis set convergence. Another method to calculate atomic
multipoles is Baders Atoms in Molecules (AiM) [22, 24, 36]. This method uses the topology
of the one-electron density to give a unique definition of the molecular atom which enables
calculation of various atomic property. Two drawbacks of this method are its computa-
tional expense and that it may give charges which are not localized to any atoms [35].

3correct in the sense that its the only right way
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The Generalized Atomic Polar Tenor (GAPT) [36, 37] and Dinur-Hagler method (DH) [38]
provides yet another way to define localized charges and higher order moments. Here the
cartesian derivatives of the molecular dipole moments is used to define the atomic charges.
The Atomic Polar Tensor (APT) [39] uses the mean of the sum of the cartesian derivatives,
while DH uses the off plane component. In a recent article Solheim et al. [40] extended the
GAPT and DH scheme to include atomic dipoles. In their analysis they found that the
GAPT did not reproduce the molecular quadrupole moments, while DH methods (though
restricted to plane molecules) did this. The method used in this study is the LoProp
method. A description of this method is given below.

Localized Properties method (LoProp) The LoProp method [41] is newly developed
method which partitions the molecular properties (such as multipoles) into local (atomic
and inter-atomic) contribution through the use of a series of orthogonalizations of the basis
set. These orthogonalization steps are;

1. Gram-Schmidt orthonormalization of the atomic basis functions

2. Two Lowdin orthonormalizations, one in the occupied space and one in the virtual
space

3. Gram-Schmidt orthonormalization projecting out any components of the occupied
subspace out of the virtual space

4. Loéwdin orthonormalization in the virtual space

This gives an orthonormal atomic basis set from which the atomic properties can be cal-
culated. In general the expectation value of a property is;

<0 >=T(DO) =Y D,, < ulOlv >, (2.14)

pv

where D is the 1-electron density matrix (and D, is an element of this matrix) and
O is the integrands of O which is the operator of the property. The localized property
can then be calculated by transforming the integrals of the property and the 1-electron
density matrix into the new basis and taking the trace over the subspace partitioned to
a single center. This is used to calculate the atomic charges and dipole moments. The
atomic polarizabilities are then calculated by using a second order central differentiation,
and introducing a penalty function to avoid charge transfer over larger distances (as the
method only assumes charge transfer through the bonds).

The LoProp method is origo independent, shows a good basis set convergence, is transfer-
able and computationally inexpensive [41].



2.2 Force field construction 11

2.2.3 Regressional methods

There exists several methods to find the parameters used in a force field. Among the
methods used are both manual methods and automated procedures [42, 43]. To attain
the parameters needed in this force field two methods were used; linear regression and
parameter optimization. The basis of the two methods are described below.

Partial Least Squares regression (PLS)

In Ordinary Least Squares (OLS) regression the dependent variables Y are connected to
the independent variables X though a coefficient matrix B such that;

Y = XB. (2.15)

Furthermore B is given as;
B = (X'X)'X"Y, (2.16)

by minimizing the sum of difference between the measured values Y and the modeled
values Y squared. The OLS method is commonly used and well documented in literature,
however it has some serious drawbacks. It does not handle collinearity in the independent
variables, does not handle interference between the independent variables and it is unable
to handle cases where there are more variables than samples. Even though one in general
should try to avoid these problems, there is still a need for more robust methods to handle
such cases. One such method is the Partial Least Squares (PLS) regression, in which
one finds the latent variables in X which have relevance for prediction of the dependent
variable. These latent variables are chosen to maximize the covariance between the two
matrices X and Y. For more information about regressional methods the reader is referred
to Esbensen [44] and Walpole et al. [45].

Parameter optimization

It is not possible to linearize all equations so a linear regression method might be used. In
such cases minimization techniques can be utilized to give the optimal choice of parameters.

Two such methods, both inspired by nature, are Simulated Annealing (SA) and Genetic
Algorithms (GA). The SA algorithm is inspired by the process of crystallization [46]. Given
ample time and a slow cooling, nature always builds completely ordered and pure crystal,
representing the minimum energy conformation of the atoms. In SA one attempts to
reproduce this process, by allowing some random, “uphill” walks on the hyper surface of
the function one attempts to minimize. The probability of such a “uphill” walk is governed
by a “temperature”, which is gradually reduced making the algorithm more and more like a
regular minimization algorithm. By carefully regulating the “temperature”, the algorithm
hopefully ends up in an equilibrium. SA has several analogies to statistical mechanics
which might be utilized to increase the efficiency of the algorithm [47]. The inspiration of
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GA is Darwin’s theory of evolution, and is a part of a larger group of algorithms called
Evolutionary Algorithms [1]. In a GA one starts with a set of possible solution to the
optimization problem (a “population”), called “parents”. Each member of the population
has a certain “fitness” determined by a fitness function. The properties of the various
members are stored in bits (0s and 1s). These are used to generate a new population
called “children” through crossover (interchanging some bits between a pair of parents)
or mutation (small random bit change on individuals). The pair of parents are chosen
random, however the choice is biased towards the most “fit” in the population. In this way
the most optimal choice is hopefully encountered *. Both SA and GA has previously been
used to derive force field parameters [48-50]. There has also been used other optimization
schemes to parameterize force fields, such as the one by Norrby and Liljefors [51] and the
neural network of Cho et al. [52], however it is not the object of this study to compare
such methods nor does the complexities of the problems demand more methods, and these
have therefore not been studied.

In order to use the techniques described above to find the best fit to a set of data, one must
define a function to minimize. One such function is the root-mean-square error (RMSE)

defined as;

All data points

€ = N Z (Vemact<§i> - Vappr,(cji; 5)2) (217)

i

and then search for the smallest value of e. A problem one might encounter using the
expression above is large errors between the exact values and the approximated solutions
in regions where the exact solution has very large values (compared to the rest of the data).
When fitting energy data to a function, one way to prevent these regions from having too
large influence is by weighting their contribution to the error using a Boltzmann distribu-
tion. In figure 2.2 the effect of the temperature on the Boltzmann weight is illustrated.
Here we see that using a temperature of 1000 K the influence on points with a energy
higher than 10 kcal/mol is almost zero, weighting with 6000 K gives a reduction of the
error of about 40% for a point with 10 kcal/mol. It is obvious that such weighting must
be used with care and adjusted to the given problem, however it does provide a good way
of enhancing the influence on the most important regions.

2.2.4 The energy contributions

Intramolecular energy

The intramolecular energy is the part of the energy arising from interactions between atoms
in the same molecule. These interactions are partitioned into contributions from bonds,
angles and for larger molecules dihedral angle and improper rotation. As the force field

4For more information about genetic algorithms see; http://cs.felk.cvut.cz/ xobitko/ga/



2.2 Force field construction 13

1 T T T T T
1000 K ——
0.9 =\-. 3000 K 7
6000 K ——
0.8 . 10000 K « -~ - b
0.7 .
0.6 ﬁ\ E -
Weight 0.5 |- g N . i
0.4 [~ . \\\\\\ “".“ —
0.3 |- “\\ _
0.2 ' T i
0.1 - . \
0 Lo~ \ R D R
0 5 10 15 20 25 30 35 40

Energy [kcal/mol]

Figure 2.2: Effect of Boltzmann weighting as function of temperature

constructed here is for water, there are no dihedrals or improper rotation in the molecule,
and hence the intramolecular energy is partitioned into bond stretches and angle bending.

There exists several ways to fit the intramolecular energy to an expression. One such way
proposed by Lifson and Warshel [53] is to fit the potential to a Taylor-expansion (the so-
called consistent force field). The advantage with this is that a Taylor-expansion is the
most correct way to represent a potential around an equilibrium structure. Another way
to fit the potential to a theoretically based expression of the potential energy surface. This
can be done using multiple linear regression, and this is the approach chosen in this study.

Bond stretching The bond stretching term describes the forces between two neighboring
atoms in a molecule. There are several ways to describe these forces. One of the most used
ways to do this is using a harmonic potential, in which the atoms are connected with a
ideal spring (such as described by Hooks law). Although such a model is simple and correct
for energies near the equilibrium energy, it does not account for larger deviations from the
equilibrium positions. Two potentials that does this is the well known Morse potential [54]
and the Simon-Parr-Finlan (SPF) potential [55]. The model used in this force field is the
latter one.

The SPF potential is a potential based on a perturbation approach, and was originally
introduced by Fougere and Nesbet [56]. The SPF potential is given by;

V(r) =B, [T;”r (1+§bn [T;Tr) (2.18)
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and is thus a power series in *="=, and a special case of the Thakkard potential [57]. One of
the attractive features with this potential is the fact that it dissolves correctly as r — oo,
another that the potential is well behaved.

Angle bending Angle bending is the contribution to the intramolecular energy which
occurs when a angle is perturbed from it equilibrium position. There are several ways to
describe the angle bending, such as the use of harmonical terms, polynomial expansion
and Urey-Bradley terms® [1]. The model for the angle bending chosen in this study is a
combination of a modificated Urey-Bradley expression and cosine term;

2
Vangle = kup (M> + kg (cos 0 — cos «96)2 (2.19)

1,3

Such a choice for the angle bending will also act as a cross term®. The expression used

in eq. 2.19 has two advantages; it goes to infinity as the distance between the atoms goes
towards zero, and it provides a barrier at 180° which makes it possible, but not probable
that the molecule will “flip” (pass through a linear state). It will therefore (within a certain
range of ry3) give a physically correct description of the energy as the angle changes.

Cross terms To be able to predict molecular vibrations, on must include so called cross
terms in the force field [1, 30]. As the choice for describing the angle bending term in
eq. 2.19 already includes a bond-angle cross term, the cross term which left to be included
in the model is the bond-bond cross term. This term can be formulated as;

2 2
‘/'CTOSS - Cl |:r1 Te:| |:T2 Te:| (22())
1

T2

The choice of using the same expression for the bonds in eq. 2.20, as in the SPF potential
arises from the fact that it would be preferable to keep the correct dissociation of the bonds.

Swrites the angle bending in terms of distances between the 1,3 atoms, rather than as angles
Sas we for a general triangle have the following expression; a? = b2 + ¢ — 2bccos . For water b and ¢
here is the bond lengths and 6 the angle
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Total The total energy contribution from the intramolecular energy of one water molecule
then becomes;

Vjintra(rlu T, TI,S) = VSPF(Tl) + VSPF(T2) + Vangle + ‘/cross (221)
2 00 n
™ —Te " — Te
= B 1 b,
’ { &} } ( i ; { B} } )
2 00 n
To — Te o — Te
B 1 bn,
e { 2 } ( i ; { 2 } )
+kg (cosf — cos b,)
2
kg (7’1,3 TUB)
1,3

r —r 2 To — T 2
+C1 |: 1 e:| |: 2 e}
1 T2

+constant

Electrostatic energy

Different atoms in a molecule have different electronegative potential. As the atoms with a
high electronegativity have a larger affinity for electrons than those with smaller electroneg-
ativity, the molecules will be surrounded by a permanent electric charge distribution. The
interaction between two such charge distribution (A and B) may be written as a multipole
expansion, which gives the following expression [58];

aB _ oy qajip - R n (fia- R)qB n (fia- R)(jig - R)

elec — | = = = =

| Bl |RJ? |RJ? | RJ°

(2.22)

here truncated at the dipole. The first term in the expression above is the charge-charge
interaction (often called Coulombs law), the second and third term is the dipole-charge
interactions and the last term is the dipole-dipole interaction. This is a general expression
of the interaction energy of two charge distributions. In the force field used in this study
a multicenter multipole expansion has been done in which the charge distributions of the
molecule has been divided into atomic charges and dipole moments. The expression in
eq. 2.22 is then the electrostatic interaction between two atoms on different molecules.

Induction energy

Induction energy is the energy arising from changes in the charge distribution caused by an
external field. Such change in charge distribution are called polarization, and the physical
property governing this process is called the polarizability.
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The energy of a system contain N atoms” the induction energy can be written as [59];

—_

N
mduced = _5 Z ndTIJ THe + Z Vr ,self — Z :ufmd EI, (223)
1,J

where ﬁ}"d is an induced dipole, E; the external electric field and T;; the second order

interaction tensor given by;

T;; = V? <;> (2.24)

Rijy
3 o5 o 1
= ——R[ Ry —1——, (2.25)
|Rps]° Y |Rps?

T = 0

here ﬁl J is the vector between atom I and atom J. The first term in eq. 2.23 is the
dipole-dipole interaction between two induced atomic dipoles, the second term is the work
required to create the induced dipole moments and the last term is the interaction between
the induced dipole and the external electric field. Each atom in the system will at any
given moment have an induced dipole moment such that the induction energy is minimized,
giving the following expression for the induced dipole;

(B + Z T 70, (2.26)

where Ef is the electric field arising from the permanent charges and dipoles [58];

N

., permR R R —perm
B = Z I, IJ( iy ") (2.27)
I |Rry)3 |Rry)?
J=1,J#I
Using these equations the expression for the induction energy can be rewritten as;
znduced - Z _nndEI (228)

Repulsion- and dispersion energy

Besides electrostatic and induced electrostatic interactions, there are also Van der Waals in-
teractions between non-bonded atoms. The Van der Waals interactions can be divided into
two individual contributions; the dispersive and the repulsive interaction. The traditional

Tusing atomic polarizabilities
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way to model the repulsion- and dispersion energy is through the famous Lennard-Jones

potential [1]: . 6
Vaisprep = 4€ [(%) - (g) } (2.29)

However, there are other ways to model these interactions. The dispersive- and repulsive
interactions used in the force field in this study is a simplification of the ones used in the
NEMO potential [58].

In ab inito force fields the dispersion and repulsion energy can be found calculating the
interaction energy between various dimer configurations. Due to the incompleteness of
the basis functions the so called Basis Set Superposition Error (BSSE) must be adjusted
for. The problem of BSSE arises as the basis functions of one molecule starts to improve
the description of the electrons on the other molecule, and hence lowers the energy of the
system [1]. A correction to this is the so called counterpoise (cp) method of Boys and
Bernardi [60]. In this method the interaction energy between two molecules are calculated
as the difference in energy between the complex and the monomers given the orbitals of
the other monomer.

Repulsion energy The repulsion energy is understood as a consequence of the Pauli
principle [1], and can be obtain from ab initio calculations using the following energy
balance;

V;::pB = AVvHFSC’F — Vetee = Vinducea (230)
where AVyrscor is the difference between the energy of the dimer and the two BSSE
corrected monomers at Hartree-Fock level.

In the NEMO potential this energy difference is fitted to the following expression [17];

N4 Ng

VAl =30 el (2.31)
T ]

here ;5 is given by 7;; = ¢iq;k:k; where ¢; and g; are the atomic charges of atom i and j,
and k; and k; atomic parameters fitted to calculations. The parameter o;; is given by;

1

— 2.32
| M ]Y2 (s 4 o) (2:32)

Uij

where |M;;|'/? gives a measure of the extension of the electron density (see Hermida-Ramén
et al. [17]) and «; and «a; are atom type parameters. In this study the eq. 2.31 was simplified
by using atom pair parameters, thus giving the following equation;

Nas Np

VAr =Y et (2.33)
J

7

where «; ; must be negative.
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Dispersion The dispersion energy is an energy contribution from interactions between
immediately induced dipole moments, arising from fluctuations in the electron distribu-
tions. Using an energy balance the dispersion energy can be approximated to be;

‘/disp = A‘/MPQ - ‘/elec - ‘/ind - ‘/rep (234)
where AV}, po is the difference between the energy of the dimer and the two BSSE corrected

monomers at the MP2 level.

The starting point for the dispersion energy in the NEMO potential is the London expres-
sion for the dispersion energy [58];

atoms

on CEIQ
dlzjsp = Z fmn Z O{” Oéklirzk: (235)

4,5,k

where T is the second order interaction tensor and FE5 is the average molecular excitation

energy;
E\Ey

=_= 2.36
T B+ B, (2:36)
and C a constant. The term f,,, is a dampening term which is given by;
6 k
_ —bmnTmn (bmnrmn>
=1 — ¢ bornn 3 Ll (2.37)
k=0
where 7,,, is the distance between the atoms and b,,, is given by;
1
by = ————. 2.38
(T + 1) ( )

where ¢ is a constant. The r,, terms are given by the trace of the second moment (Q,,)
and the valence charge ¢,,;

o = | LQm). (2.39)

m

In the model used in this study a slight modification of the London expression for the
dispersion energy is used. In this modification the % term is changed to an atom pair
constant B,,, and only the first term in the sum in eq. 2.37 is used. The value of b,,,, is no
longer found by eq. 2.38, but is determined along with B,,, from a set of dimer calculation.
The expression of the dispersion energy then becomes;

atoms
Viisp = 3 B(1 — 7P Z iy T Th. (2.40)
m,n 1,7,k,l
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Zero-point vibrational corrections (zpv correction)

The zero-point vibrational correction is found through calculations of the vibrational fre-
quencies of the molecule. This can be done using the FG-matrix approach of Wilson et
al. [61]. A short description of this method is given below, following the description of
Cotton [62].

In the FG-matrix approach the vibrational frequencies are found solving the following
equation;
IFG —EX =0 (2.41)

where F, G and E are matrices and X\ eigenvalues of the product from the multiplication
of the F and G matrices. The F-matrix are constructed using the Hessian of the potential
energy, and accounting for the symmetry of the molecule such that;

F=UV/ U’ (2.42)

pot

where V7, is the Hessian and U for the special case of a water molecule is;

0 0o 1
U=|1/vV2 1/¥v2 0
1/vV2 —1/v2 0

The G-matrix introduces the masses of the atoms into the equation, and is found using the
following equation;

G = UgU” (2.43)

where the various components of g can be found tabulated in books such as Cotton [62]
and Wilson et al. [61]. Using atomic units the ZPV energy becomes;

2 2

=1

N, N,
- )\Z — 7
T U (2.44)
=1

where v; is the vibrational frequencies.

2.3 Statistical Mechanics and Simulation Methods

Statistical mechanics® is the theory linking the microscopic theory of quantum mechanics to
the macroscopic theory of thermodynamics. The postulatory basis for statistical mechanics
is the postulate of equal a prior probability;

”All available states for an isolated system occur equally likely”,
Kjellander [63], pp. 7

8in this report the name statistical mechanics equals equilibrium statistical mechanics
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and the ergodic hypothesis, which states that;

"The (long) time average of any mechanical variable is equal to the ensemble
average of the same variable in the limit of infinite number of member systems
in the ensemble”,

Kjellander [63], pp. 20

The last postulate demands a definition of an ensemble;

"a set of sampled configurations of a system, in contact with a thermal bath,
where each individual sample may have different state while sharing three com-
mon macroscopic properties”,

Seddon and Gale [64], pp. 69

These postulates and definitions gives us the basis for of how to interpret the experimental
results in the light of statistical mechanics, and how to set up computer simulations to
solve the equations of statistical mechanics. There exists several methods to use simula-
tions to solve the equations of statistical mechanics. Among the most popular methods
are Molecular Dynamics (MD) and Monte Carlo (MC) simulations. These two methods
are fundamentally very different, as MD calculates a time average solving Newton’s equa-
tions of motion for a molecular system, while MC calculates an ensemble average through
the generation of random configurations. The two methods are therefore linked together
through the ergodic hypothesis. This point is of importance as simulations must be ergodic
(able to, in theory, to investigate the whole of the phase space). The simulation method
used in this study is MC.

This section will try to outline the properties of statical mechanics which will be studied
in this report, and give a description of simulation method used. No detailed derivation of
the basis for statistical mechanics will be presented in this chapter as this can readily be
found in textbook in physical chemistry such as Atkins [65] and Chang [66], or introduction
book on the subject such as Seddon and Gale [64] and Hill [67].

2.3.1 The radial distribution function

In studies of liquids, the structure of the liquid is of special interest, as it is related to the
properties of the liquid, such as for instance the excess part of thermodynamical properties.
A description of the structure of the liquid is given by the radial distribution function. In the
following section the concept of the radial distribution function is derived. The derivation
follows the one given in Kjellander [63].

In classical statistical mechanics the energy of a system can be expressed in a Hamiltonian
which depends on all dimensions in phase space (I');

HZH(ﬁla”'aﬁﬂ;‘ﬁa"ﬂ@%) (245)
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and hence the probability for the system to be in a certain volume in phase space (dI') is;

o—HD)/KT g1

P(F)drzfreiH(F)/k‘TdFIJ FZﬁl?"'?ﬁn’il”“?q_’n

(2.46)

where k is Boltzmanns constant and 7' is the temperature of the system. Integrating over
all the momentums we get;

o~ Voot (@1,...@n) /KT

N P T T

PG, -+ Gn (2.47)

This is the probability of a certain point in phase space, independent of the velocities of
the particles. Introducing the configurational partition function;

7 = / e Voot Q@) KT gt g (2.48)
q1

..qn
eq. 2.47 may then be written as;

¢ Vot (@1,.-0) /KT

PGy qn) = = : (2.49)

The equation above implies that the particles in the system are distinguishable, which is
not the case. To account for the fact that the particles in the system are indistinguishable,
the N-particle distribution function is introduced;

n™(q, ..., 8) = N'P(q, ..., d,) (2.50)
and more specifically the 2-particle distribution function;

I e~ Voot @, AN KT g g

n(q, @) = N(N = 1) 7

(2.51)

The 2-particle distribution function gives the probability of finding particle 1 in volume dg;
and particle 2 in volume dg,. This may be written in terms of the conditional probability
of finding particle 1 in dg; given particle 2 in dgs;

n®(d1, ¢) = n(G|a@)n(d) (2.52)
where n(g) is the probability of finding particle 2 in d@ and n(qi|¢) the conditional

probability described above. Using this it is possible to introduce a pair distribution
9(q1, ¢2) such that;

|
) (@2)9(q1, G2)- (2.53)
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Due to the symmetry? in bulk fluids one may introduce the radial distribution function
g(r), which only depends on the distance r between the particles. The radial distribution
function is often defined as;

g@y:%%<:§:§:5@:4@)> (2.54)

i i#g

where the sum is over all atom pairs, N the total numbers of atoms and V the volume. In
a simulation this is realized by sampling the numbers of atoms in a spherical shell between
r and r + dr into bins, and then normalize each bin giving the following;

sz'n
9(7’) = 3 ’ (2'55)
4/37T ((7’ + (57’) — 7“3) pNatomSTMC-steps
where
4/37 ((r + 6r)* — %) (2.56)

is the volume of the shell, p is the particle density, N ™ the numbers of atoms and
Tamc-steps the numbers of sampled MC steps.

2.3.2 Monte Carlo (MC)

Monte Carlo (MC) technique provides a method to solve the equations of statistical me-
chanics, through the ergodic hypothesis. The description below follows the one given in a
previous report [68].

As described earlier a MC simulations works by generating random configurations and
taking the ensemble average over these. The use of regular MC simulations of statistical
mechanics ensembles is, unfortunately, impossible. The reason for this is that the regions
in phase space such a simulation would sample are primary regions of low probability, and
hence of little importance for the properties of a given system as the average value of a
property is defined as;

<A>:/MVW@WW (2.57)

Due to this one must use a modification of the MC method which avoids these areas of
phase space, and instead focus on the “important” regions. Doing so in a way that gives an
unbiased estimate of the given property is called an “importance sampling MC” [69]. The
type of importance sampling usually used in MC simulations of molecular systems are the
Metropolis algorithm!® first described by Metropolis et al. [3].

9no direction is preferred more than the others
10the Metropolis algorithm is also called the M(TR)? method [70]
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Metropolis MC

The Metropolis algorithm provides a Markov chain. A Markov chain is a set of events
(or in the case these of simulation, the configurations of the system), which fulfills two
conditions [1];

1. Each generation of a new configuration depends only on the preceding configuration,
and not the history of the simulation

2. Each configuration belongs to a finite step of possible outcomes

From this one can formulate the probability of a new configuration n as;

Pn = TmnPm, (258)

where p,, is the probability of the old configuration and m,,, is the probability of going
from configuration m to n. The Metropolis algorithm utilizes this and furthermore imposes
the condition of microreversiblility, which mathematically gives us;

Tn,mPn = TmnPm, Vn, m (259)
which in the end gives us the criteria used in the Metropolis algorithm;

P Tmn o~ (Va—Vin) KT (2.60)
Pm Tn,m

A pseudocode of the Metropolis algorithm is given in figure 2.3. The first step in the
algorithm is a perturbation of one or more variables in the system (usually some or all
coordinates). The perturbation is random, but limited by introduction of a maximum
displacement parameter, d_;“max. This parameter controls the acceptance ratio (fraction of
steps which is accepted) of the simulation, and should be regulated during the simulation
so that one has an acceptance around a certain value (most usually 50%, however some
has suggested a value of as low as 10% [2]).

1 Perturb the system randomly;
Gnew = Qoid + AT maq * random(—1,1)
=V

Calculate the new energy; V,c.,

if —‘;"*l’;“ = e(Vnew=Vora) /KT - 1.
Accept move. Count new point

else if e = eWnew=Vord) /KT > random(0, 1):
Accept move. Count new point

else:
Reject move. Old point is counted once more

(Gnew)

0O ULk W

Figure 2.3: Pseudocode for the Metropolis algorithm
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The energy of the new configuration is then calculated. If this energy is lower than the
that of the old configuration, or if e(Vrew=Vola)/kT ig Jarger than a random number between 0
and 1 (chosen from a uniform distribution), the new configuration is accepted. Otherwise
the configuration is rejected, and the system returned to the old configuration, which is
sampled once more.
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The Force Field Parameters

To model the intramolecular energy and the atomic charges, dipoles and polarizability, 142
calculations (giving a total of 282 data points) were performed at various configurations of
the water monomer. The software used was Molcas 6 [71]. The computations where per-
formed at the CASSCEF level of theory using one inactive orbital and eight active orbitals.
The basis set used was the correlation consistent aug-cc-pVTZ basis set of Dunning [72].
The calculations were done at the CASSCF level of theory to get results consistent with
experimental values [15].

The parameters for the repulsive energy and the dampening term in the dispersion energy
were fitted to a series of 50 HFSCF and MP2 calculations on the water dimer. These
calculations w ere performed in Molcas 5.4 [71] using the aug-cc-pVTZ basis set.

The parameter fitting to the linearized equations were done using the Minitab 14 soft-
ware [73]. For the repulsion energy three different algorithms were used; the simulated
annealing in Numerical Recipes [46] (SA-NR), a simulated annealing algorithm based on

the metropolis algorithm (SA-M) and a genetic algorithm (GA) [74]. The SA-NR algorithm
was used to parameterize the dampening term in the dispersion energy.

For the intramolecular energy and the atomic properties the reference structure was found
by geometry optimizing the water monomer at the same level of theory and with the
same basis set as the other monomer calculations. The optimized geometry is presented in
table 3.1.

Table 3.1: Equilibrium geometry of water at the CASSCF level using aug-cc-pV'TZ basis

set
‘ Symbol  Value Units

Angle 0. 104.583  Degrees
Bond length | 7, 0.963039 A

The position of the water molecule is illustrated in figure 3.1, and in the following section
bond length with index 1 will refer to the hydrogen atom which lies along the x-axis (the

25
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position relative to the axis are of importance when modeling the components of the dipole
moment and the polarizability).

A Y

Figure 3.1: Illustration of the position of the atoms in the water molecule, with respect to
the axis

3.1 Intramolecular energy

To find the parameters in the expression for the intramolecular energy in eq. 2.22, PLS
regression was used. To be able to perform a linear regression on this equation one must
transform the expression into a linear form.

Lets first of consider the SPF potential. The SPF potential is (as written in eq. 2.18) given

by;
-z (o En )

describing the energy between two bonded atoms. To adjust this potential to a series of
data points, one must first of all truncate the sum (here truncated at 4) and then do the
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following changes;

2 4 n
r—Te r—Te
s = w2 (£ [5)
n=1
4
= By (1 +) bnq”>
n=1

= Bog® + b1¢°Boq + b2¢* Bog® + b3¢* Bog® + baq* Bog?
B()q2 + C’lqg + ng4 + 03(]5 + C'4q6 (31)

= axy+ bxy + cr3 + dxy + exs

giving a linear expression. The angle bending part must also be transformed;
Vngle = kg (cos 8 — cos 96)2 = koxyp. (3.2)
The cross terms are transformed in a similar manner, and thus the total potential becomes;

Vmol = ai1Ti1; + b1I2,1 + 1231 + d1$471 + €1T5,1 (33)
+a2x172 + b2x2,2 + Ca3 2 + d2$472 + €275 2
+hkoxg
+Clxr1,r2

+kypryup + constant

which is a linear expression.

The partial least squares fit was done expanding the SPF potential only to the first part (b
part), as it was found that the model was not improved further by increasing the numbers
of terms. The intramolecular energy was thus fitted to the following expression;

2
%ntra(T1>r27(9) = BO |:T1 T8‘| (1+blrl re) (34)

(&1 (&1

2
+B, [” ”} (1+61T2 Te)

T2 T2
+kg (cos 0 — cos 6,)”

2
ri3—T
+/<?UB( 1,3 UB)

r1,3

)

r —7T 2 To —T 2
+Cl |: 1 e:| |: 2 e:|
1 )

+constant

The results from the regression are given in figures 3.2(a) to (f) and table 3.2. The loadings
plot in figure 3.2(a) tells us that the most important contributions to the intramolecular
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Figure 3.2: Results from PLS regression on the intramolecular energy
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energy arises from the bond length terms, as they span out the first PLS component, and
that these terms are correlated. The main contributer to the second PLS component is
the angle term, with the Urey-Bradley term somewhere between the pure angle and the
bond terms. This is not surprising, as the distances and angle are related through following
equation a? = b* + ¢? — 2bccos f. In the score plot (figure 3.2(b)) we observe that the data
points with the largest importance for the first PLS component are points where the bond
length are particularly large, while the second PLS component is dominated by a point with
a small angle (denoted 2). It therefore seems that for the first two PLS components the
extreme points are the ones given importance when adjusting the dataset to the functional
form. The standardized coefficients plot in figure 3.2(c) tells us that the most important
coefficient is By. This is not surprising as it is the equivalent of the spring constant of
harmonic oscillators. The two angle terms seem to be equally important. The reason
for this might be that the Urey-Bradley term describes the molecule better for smaller
angles, whereas the harmonic cosines term describes the equilibrium geometry better. The
anharmonic terms of the bond energy and the cross term between these seem to give small
corrections to the model. There seems to be hetroscedatic noise, when looking at the
residual vs. fit plot in figure 3.2(d). This hetroscedasticity arises from the cosines term
in the bond energy, as this one does not go towards zero at infinite separation between
the hydrogen atoms. The residuals seems to follow a normal distribution, as they in the
residual normal probability plot in figure 3.2(e) lies more or less along a straight line. The
response plot in figure 3.2(f) shows a good fit between the actual values and the model,
with a R? of 0.9925.

The numerical results from the regression are presented in table 3.2 and a plot of the energy
as a function of the bond lengths is presented in figure 3.3. As we can see from this figure
there exists a distinct minima around the equilibrium energy, and as the one or both of
the bond lengths approach zero the energy goes towards infinity. We also observe that for
infinite separation, the energy converges towards a constant value which can be chosen as
a reference value.

Table 3.2: Parameters determining the intramolecular potential

Parameter | Value Units
By 8.737(-1) E4
by -2.568(-1) Ej
ko 6.86(-2) E;,
kus 2.84(-2) by
Cy -2.6220 E,
Constant -76.1907  Ej

The energy as a function of the angle is presented in figure 3.4, and as we can see from this
figure there is a local maxima at 180°, and the energy goes towards infinity as the angle
goes towards 0 or 360°.
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3.2 Atomic charge

The atomic charge of the hydrogen atom was fitted to the following;

qp = ai(r—7e) (3.5)
+ by(re —1e)
+ 01(9 — 9@) + 02(9 — 9@)2
+ di(r1 —re)(ro —1e) +do(ry —re)(0 — 0,) + d3(re — re) (0 — 0.)

+ constant

where 7; is the distance between the hydrogen in question and the oxygen, ro the distance
between the other hydrogen and the oxygen and 6 the angle between the two hydrogens.
This was done using PLS regression. The quadric bond terms were excluded as it was
found that they did not give a significant contribution to model.

The results of the regression are presented in figures 3.5(a) to (e) and table 3.3. In fig-
ure 3.5(a) the loadings plot from the regression is presented. Here both the first and the
second PLS component are span out by the bond terms, and that the main contribution
of the angle terms (but not the quadric angle term) are along the first component. This is
of course reflected in the score plot in figure 3.5(b). Here the data points with high bond
lengths are spread widely to the left of the plot, however there seem to be a large group of
data points in the second quadrant of the plot which is the area where the angle is most im-
portant. This is further reflected in the plot of the standardized coefficients (figure 3.5(c)),
which describe the “importance” of the various coefficients in the model. There the bond
to the oxygen atom is by far the most important part of the model (and indeed using the
following model: gy = a1(r; — r.) + const, gives a good fit), followed by the angle. The
role of the angle seems thus to be to distinguish between the points mentioned in the score
plot. The other variables seem to give small corrections to the model. The standardized
residuals are plotted against the fitted value in figure 3.5(d), and seem to be evenly spread,
thus indicating that there is no hetroscedastic noise in the residuals. The response plot in
figure 3.5(e) tells us that the model reproduces the LoProp charges very well.

Table 3.3: Parameters determining the atomic charge of hydrogen

Parameter | Value Unit

a -2.66349(-1) e/A

by -1.2049(-2)  e/A

c 4.58(-5) e/Deg
o 1.3(-5) e/Deg?
dy 9.9230(-2)  e¢/A?

dy 1.161(-3)  e/A Deg
ds -7.19(-4) ¢/A Deg
constant 3.43976(-1) e
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Figure 3.5: Results from PLS regression on the atomic charge of hydrogen
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The parameters of eq. 3.5, are presented in table 3.3.

To obey the law of charge conservation, the atomic charge on the oxygen atom is chosen
to be;

do = _<qH1 + qHQ) (36)
as was done by Stern et al. [26] and Wallqvist [15].
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3.3 Atomic dipole moments

To be able to fit the dipole moment to a function (or more correctly a set of functions), we
need to transform the components of the dipole moment obtained in the ab inito calculation
onto a common basis which is only dependent on the molecular geometry, and not on an
arbitrarily chosen origin. According to Edward and Penny [75] such a change of basis can

be written as;
MBQTB - MBlﬁB/ (37)

where Mp and Mp: are matrices with the basis vectors of basis B and B’ respectively
as columns, and vp and Up are the coordinate vectors in the two different basis. The
coordinate vector in the new basis can then be written as;

5 = M3z'Mp /g (3.8)

Details on this change of basis can be found in appendix A.2.1, where the mathematical
details are described. Such a change of basis may also be seen as a rotation of the coordinate
system.

Using this equations one get a well defined atomic dipole moment using a unique basis
which is only dependent on the molecular geometry. During a simulation this basis must
be calculated. Together with the dipole moment in this basis (found through the use
of the regressional model), it must be used to calculate the dipole moment in the basis
of the system, before the forces are calculated. The molecular basis used in this study
was the following; x-axis was defined to be the unity vector between the oxygen and the
hydrogen atom, the y-axis was defined to be the cross product between the x-axis and the
(unity) normal vector of the molecular plane and the z-axis was defined to be the (unity)
normal vector of the molecular plane. A rotation with an angle equal to the angle of the
molecule must of course be done on one of the hydrogen atoms before the rotation, so that
the geometry in figure 3.1 is attained. This also corresponds to the axis used in the ab
inito calculations. The calculation of a common molecular basis is therefore not necessary
for the adjusting of the dipole components, but utilizing this gives a reduced number of
calculations.

The components of the dipole moment was fitted to a polynome in the same manner as
the atomic charges;

ai(r1 — re) + as(ry — re)? (3.9)
b1 (7‘2 — Te) + bQ(TQ — 7‘8)2

01(9 — 66) + 02<0 — 96)2

dy(ry —71e)(r2 —7e) + da(ry — 1) (0 — 0e) + d3(ra — 1) (0 — 0e)

const

+ o+ 4

where A is H or O, and q is x, y or z. This was done using PLS regression
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The parameters for the various components in eq. 3.9 are presented in table 3.4 and 3.5
for hydrogen and oxygen respectively. Due to the shear number of plots involved, the
discussion of the various models for the components have been moved to appendix B.1.1.
Summing up the discussions one can conclude that the model in eq. 3.9 is somewhat too
complicated for hydrogen, and a simpler model might be used for this element. For oxygen,
having a more complex electron configuration, the model used seems to be of the correct
size. Furthermore it is found that the regressional model for both elements gave results
which where very much in agreement with the results from the LoProp calculations.

Table 3.4: Parameters determining the atomic dipole moment for hydrogen

Parameter | z-component y-component Unit

ay 2.06850(-1)  6.69797(-2)  eap/A

as ~4.4398(-2)  -4.65204(-2)  eay/A?

by 1.12113(-2)  9.0968(-3)  eag/A

by 8.919(-3)  5.8527(-3)  eay/A?

¢ 3.43(-4) 8.618(-4) eap/Deg
o -1(-6) -1.35(-5) eay/Deg?
dy 8.9868(-2)  -4.05265(-2) eag/A2

dy 4.27(-4) 8.5(-6) eao/ADeg
ds -5.73(-4) -3.096(-4)  eag/ADeg
const -1.42383(-1)  -4.093(-3) eay

Table 3.5: Parameters

determining the atomic dipole moment for oxygen

Parameter | z-component y-component Unit

a 1.25630(-1)  1.31550(-1)  eao/A

s ~4.99838(-1)  -1.22641(-1)  eay/A?

by 1.25630(-1)  1.31550(-1)  eao/A

b -4.99838(-1)  -1.22641(-1)  eay/A2

¢ -1.864(-3) 2.361(-3) eap/Deg
Ca -2.7(-5) -2.6(-5) eay/Deg?
dy 6.17129(-1)  -4.21063(-1)  eag/A2

dy -2.33(-4) 1.610(-3) eay/ADeg
ds -2.33(-4) 1.610(-3) eao/ADeg
const 1.97459(-1)  2.66008(-1)  eaq
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3.4 Atomic polarizabilities

The components of the atomic polarizabilities were fitted to eq. 3.10 for both hydrogen and
oxygen. The geometry used (relative position along the axis) was the one illustrated in
figure 3.1, and during the simulations a rotation or change of basis must be performed on the
polarization tensor. The mathematical background for this is presented in appendix A.2.2.
The same molecular basis was used for the atomic polarizabilities as was used for the
atomic dipoles.

The non-zero components of the atomic polarizabilities were fitted to the following equa-
tion;

any = a(rs —re) +az(ry —re)? (3.10)
+ by(ry —1e) + ba(rg — 1.)?
+ (0 —0,) + co(0 — 6,)?
+ di(r1 —re)(ra —71e) +do(ry — 1) (0 — 0,) + d3(re — 1) (0 — 0.)

+ const

where A is H or O, and 7, j € [x,y, z]. The method used was PLS regression. A comprehen-
sive discussion of the results obtained can be found in appendix B.1.2, and the parameters
obtained in the regression can be found in table 3.6 and 3.7 for hydrogen and oxygen
respectively.

Table 3.6: Coeflicients for the various components of the polarizability of the hydrogen
atom

Oy Qlzy Qlyy Q. Unait
Constant | 9.4205(-1) 6.2803(-2)  5.2569(-1)  7.0104(-1) ag
a 1.83685  1.74330(-1) 1.30864 1.61670 ao/A
as 1.36811  1.37767(-1) 1.43846 1.37683 ag/ A2
by 2.7644(-1) 2.8225(-2)  2.952(-2)  2.0363(-1) ag/A
by 2.1886(-1) -1.8569(-2) -3.3506(-1) -1.1457(-1) ag/A2
¢ -1.92(-3)  2.931(-3)  1.73(-3)  -6.4(-4) ao/Deg
2 -2(-5) -3.9(-5) 2(-5) -3(-5) ag/Deg?
dy 1.01786  -9.4229(-2) 1.314(-2)  3.5857(-1)  ao/A?
dy 1.87(-3)  6.101(-3)  1.66(-3)  -3.18(-3)  ao/DegA
ds 9.66(-3)  1.545(-3)  2.68(-3) 3.26(-3) ao/DegA

To sum up the discussion in appendix B.1.2,; the models constructed using eq. 3.10 were
found to be in good agreement with the LoProp results. Furthermore it was found that
quite a lot of the terms in eq. 3.10 were without any significant influence for the atomic
polarizability of hydrogen. For the oxygen atom it was found that no simplification of
eq. 3.10 should be made. It was also found that the atomic polarizability of oxygen was
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Table 3.7: Coefficients for the various components of the polarizability of the oxygen atom

s Qlzy Qlyy Qs Unit
Constant | 2.34104  4.8152(-1) 2.54533  3.46130 ao
a 6.2608(-1)  6.9109(-1) 1.04195  1.92799  ao/A
as 6.8014(-1) 4.5372(-1) -2.85748  -1.70663 ag/A?
by 6.2608(-1)  6.9109(-1) 1.04195  1.92799  ag/A
b -6.8014(-1) 4.5372(-1) -2.85748  -1.70663 ag/A2
¢ “1.231(-2)  1.100(-2)  8.04(-3)  3.21(-3)  ag/Deg
Co -2.3(-4) -9(-5) 2.1(-4)  4(-4) ao/Deg?
dy -3.63068  -1.60016  1.73289  1.32501  ao/A2
dy 4.204(-2)  8.78(-3)  -1.123(-2) -1.31(-3) ag/DegA
ds -4.204(-2)  8.78(-3)  -1.123(-2) -1.31(-3) ao/DegA

significantly more difficult to describe than that of oxygen, the reason for this is two
folded; 1) the electronic structure of oxygen is more complex than that of hydrogen and
introduces more degrees of freedom. 2) LoProp defines the change of charges imposed due
to an external electric field to go into the bonds. As the oxygen atom has two bonds
compared to the single bond of the hydrogen, this increases the degrees of freedom in the
system.
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3.5 Repulsion- and dispersion energy parameters

3.5.1 The repulsion energy

A Boltzmann weighting on the error with a temperature of 6000 K was used in the calcula-
tions. In the SA-NR routine an initial temperature! of 1 where used and the temperature

scheme was the following;
T=T, (1— . ) (3.11)

Niot

where T was the initial temperature, n the step number and n;,; the total number of steps.
A total of 50000 MC steps were taken at each temperature, and 50 different temperatures
were used. In the SA-M routine the initial temperature was set to 10000 K, the number
of steps at each temperature was the same as in the SA-NR routine and the following

temperature scheme was used;
2
T=T, (1 S ) (3.12)

Niot

The maximum displacement was updated for each 500th step, and only one degree of free-
dom (randomly selected) was perturbed at each MC step. When using the GA algorithm
rounds of 1200 seconds were used, each generating around 2000 generations. The number
of rounds where set to 114.

The results from the various optimization routines are presented in table 3.8. As might
be seen from this table, both the SA algorithms ended in the same minima, whereas the
GA did not find this minima. The best fit was found using the SA-M algorithm, which
performed slightly better (but slower) than the SA-NR algorithm. The unweighted RMSE
value is slightly lower for the SA-NR search, but this value cannot be used to compare the
two methods, as it was not the objective of the methods to optimize this value. The values
found by the SA-M algorithm were used in the force field.

The differences between the weighted RMSE values and the unweighted values in table 3.8
are not very large. This indicates that the chosen temperature of 6000 K used for the
boltzmanns weighting of the error lies at an appropriate level.

There might be several reasons that prevented the GA algorithm to perform as good as
the SA algorithms, but it most probably arises from the relative short time-interval used
and an increase in this time should improve the performance. One indication of this is
that one can get quite low RMSE values from the GA algorithm after only 96 generation,
starting from a random set of points. No similar ability to find a minima that good in so
short time interval was found for any of the SA algorithms, thus indicating that the GA
algorithm seems to be more robust than the SA algorithms. The time used on one GA run
(1200 s) was also considerably lower than the time used on the SA algorithms (12 h), and
an increase in the run time of the GA algorithm might increase its performance. One last

lin the SA-NR algorithm, temperature is unitless
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point to note is the fact that the GA algorithm originally was designed for studies of the
inflow in oil wells, and therefore not especially designed for the task of finding force field
parameters.

Table 3.8: Repulsion energy parameters

Result SA-NR SA-M GA (1935 generations)  Unit
RMSE 1.8645(-1) 1.865(-1) 1.2212 kcal /mol
RMSE Weighted | 1.865(-1)  1.506(-1)  3.5508(-1) keal /mol
@00 -3.6079 -3.6048  -3.0200 A1
aHo -5.3304 -5.3051 -5.0000 At
ann 34131 -3.4038  -3.7100 A
Koo 3.8172(4)  3.7923(4) 1.0486(4) kcal /mol
Ko 1.5754(4)  1.5188(4) 9.1750(3) keal /mol
KHH 8.5791(2) 8.4353(2) 1.2865(3) kcal /mol

3.5.2 Dispersion energy

A combination of the SA-NR algorithm and simplex search was used to model the vari-
ous parameters in the dampening term of the dispersion energy (eq. 2.40). The SA-NR
algorithm was used with 5000 MC steps at each temperature and with 10 different temper-
atures. The initial temperature was chosen to be 8, and the temperature scheme in eq. 3.11
was used. After the SA-NR algorithm was finished, a simplex search was performed with
the results from the SA-NR as the initial value.

Table 3.9: Dampening parameters for the dispersion energy, the RMSE was 1.886(-1)
keal /mol

-1

Bij [kealA3/a2mol]

Atom pair ‘ ij [A

]
00 6.41164(-6) -2.5344(5)
OH 4.50922(-4) -2.0895(3)
HH 1.28677(-6) -4.81654(5)

The result from the combined SA-NR and simplex search is presented in table 3.9, and
judging by the RMSE value, the fit seems to be satisfying?.

2In these results B;; also contains conversion to Protomols internal units






Chapter 4

Computational detalils

The force field described in the two previous chapters was implemented in the Protomol [76]
framework. This is an object-oriented framework written in C++, primarily for MD simu-
lations. The force field originally implemented in Protomol is the CHARMM force field [9].
Because of the difference between CHARMM and the force field constructed here, several
algorithms had to be implemented. Pseudo-code of these implementations can be found in
appendix C.

Protomol is an open source framework, and can be downloaded from;
http://protomol.sourceforge.net /

4.1 Simulation procedure

The simulation procedure used is presented in figure 4.1. After it has been verified that
the total number of MC steps has not been reached, the system is perturbed according to
the scheme described in section 4.2. This is followed by a calculation of the various atomic
properties (for pseudo-code see appendix C), as described by the models in chapter 3. The
various energy contributions are then computed (see description in chapter 2 and 3), and
the Metropolis test is performed. If the result from the Metropolis test is true, then the
new configuration is accepted, if not it is discarded and the system returned to the old
configuration. It is then tested if the point should be sampled or not (as described in
section 4.5).

The simulation were also divided into macrosteps, one macrosteps consisting of 10000 MC
steps. Macrosteps were used to give an increased flexibility in the simulations.

41



Chapter 4 Computational details

t

Iz the total number of MO
™ steps taken?

Tes

L

Exit simulation

Mo

Perturb the system

L 4

Compute the atomic properties
(atomic charges etc)

L 4

Compute the energy

F

‘ Do the Metropolis test

|

False

Eeturn to old configuration

True

Accept new configuration

Figure 4.1: Flowsheet for the simulation
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4.2 Perturbation scheme

It was chosen not to perturb the cartesian coordinates of the various atoms in the system, as
often done in regular Metropolis MC simulation, but rather to perturb the various degrees
of freedom in the system. A pseudo code of the used perturbation scheme is presented
in figure 4.2. The reason for choosing to perturb the was that we; 1) wants to study
the distribution of the bond lengths and angles and 2) it makes it possible to study rigid
system easy, so as to make a comparison between rigid and flexible systems. Figure 4.2
also describes how the perturbation is performed, except for the perturbation of the angle,

which is described in appendix A.3.

[\

[SAEN"N

©

10
11
12
13

14

Chose the degree of freedom to perturb randomly
(bonds, angles, rotation or translation)
1f bonds:
Perturb all bonds according to the following equation;
rrew = pold 4 drmatrandom(—1,1)
Compute the unity vectors, i; between the H and O atom
Compute the new position of the hydrogen atom as;
j'q = Ro + Zirﬁew, where Rp is the oxygen on the molecule
if angle:
Perturb all angles according to the following equation;
grew = 09 + dom T random(—1,1)
Compute the new positions of the hydrogen atom according to the
procedure described in appendix A.3
if rotation:
Chose an euler angle randomly
Perturb that euler angle for all molecules according to the
following equation;
Anew = Aol 4 A, .random(—1,1),
where A is 9, ¢ or cosf (see Leach [1], page 421)
Construct the rotation matrix for the molecule
Rotate the molecule with the oxygen atom as the origo
1f translation:
Perturb the cartesian coordinates of the oxygen according to
the following equation;
g = ¢ + drimsrandom(—1,1),
where ¢ € [z,y, 2]
Move the oxygen to the new position, and the positions of
the hydrogen atoms as;

i __ pnew pold
n =R + ROy

Figure 4.2: Pseudo code for the perturbation scheme used
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Which degree of freedom to perturb was chosen from a uniform distribution with 80%
probability of choosing either bonds or angles, and 20% probability of choosing one of
the external degrees of freedom. This set of probabilities was deduced from an article on
multiple time-step methods by Watanabe and Karplus [77], and reflects the short time-step
they use for the internal degrees of freedom.

4.3 About the system

The simulations where done on a system containing 216 water molecules in a cubic box
of length 18.6 A (this is the same setting as in Astrand et al. [20]). Periodic boundary
conditions were used, and the coulombic interactions had a cut-off radius of 8.5 A. The
temperature during the simulations was 298.15 K.

4.4 Relaxation

The initial system contained 216 randomly rotated water molecules with equal spacing
between the oxygen atoms. This system was then relaxed through a series MD simula-
tions. These MD simulations where done using the CHARMM?22 force field and a leapfrog
integrator. The number of MD steps taken where 10000, and a time step of 1 fs where
used. The seed used was 1234, otherwise the general settings were those described in sec-
tion 4.3. After these MD steps a series of MC 8000 steps using the force field constructed
in this study were performed. The structure of the system before relaxation is presented
in figure 4.3(a), and after relaxation in figure 4.3(b).

In figure 4.4 the kinetic-, potential- and total energy are plotted as a function of the number
of MD steps for the first 1000 steps. From this figure we can clearly see that the system
has melted well before the first 1000 steps have been taken.

A similar procedure was done for the rigid molecules, were a long MD simulation using
the Leapfrog integrator was done with small time-steps (0.05 fs) and very large (1000
times larger than CHARMMSs default values) force constants. For the rigid molecules, the
equilibrium geometry presented in table 3.1 were used.
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4.5 Sampling procedure

The sampling of the radial distribution, bond lengths and angles where done for every
10th steps, as recommended by Allan and Tildesley [2]. The reason for not sampling all
points encountered despite the fact that they are a part of phase space, arises from high
correlation between the consecutive steps in a simulation.

4.5.1 FError estimation

According to Allan and Tildesley [2] the errors in structural properties, such as the radial
distribution function, can be calculated by the standard deviation of the bins in the simula-
tion. The reason that gaussian statistics can be used comes from the central limit theorem.
In this report the standard deviation for each bin for the macrosteps were calculated, and
the mean of these standard deviations (over all bins) reported for the properties.

4.5.2 Gas phase

For comparison gas phase results were calculated. These results were computed by running
simulations on a single water molecule, given the same conditions as the liquid phase
simulations, thus giving an ensemble average for the single molecule.



Chapter 5

Results from simulations

This chapter contains the results from the MC simulations described in chapter 4. The
results reported are the vibrational spectra of water, the water geometry and the liquid
structure. The results presented here will be discussed in chapter 6.

5.1 Vibrational spectra

The vibrational spectra obtained for water are presented in figure 5.1, for liquid and gas
phase. The liquid phase spectrum was obtained using 150000 MC steps, while the gas phase
spectrum was obtained taking 200000 MC steps on an isolated molecule, as described in
the previous chapter. In figure 5.2 the vibrational spectra calculated, when the ZPV energy
is not included in the Metropolis test, is presented. This spectrum was obtained taking
30000 MC steps for the liquid phase. In the corresponding gas phase spectrum 200000 MC

steps were taken. The frequencies were sampled in bins of 10 em ™.

47
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Figure 5.1: Vibrational spectra of water with ZPV energy
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Figure 5.2: Vibrational spectra of water, when ZPV energy is excluded from Metropolis
test
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5.2 The water geometry

The distribution of the angle and bond lengths are presented in figure 5.3 and 5.4 respec-
tively. The bond and angle distribution were sampled for simulations with and without
inclusion of the zero-point vibrational energy. The mean bond length and angle are pre-
sented in table 5.1. Figure 5.5(a) and 5.5(b) report the probability of a combination of
the two bond lengths. Figure 5.5(c) and 5.5(d) report the probability of a combination of
a bond and an angle. The variance of the two properties are also presented in this table.
The dipole moment at the expectation values of the geometry for the various simulations
are presented in table 5.3. Calculations were done with and without inclusion of the ZPV
energy in order to study the effect of this term on the internal coordinates of the molecule.

The distributions were found using 260000 MC steps for the simulations with ZPV energy
and 240000 MC steps for the simulations without the ZPV energy.
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0
0
Figure 5.3: Distribution of bond lengths

Table 5.1: Mean and variance of the geometrical properties in liquid phase

With ZPV Without ZPV
Expectation value ‘ Variance | Expectation value ‘ Variance
Angle [Deg] | 107.6 44.2 106.9 37.6
Bond [A] 1.0101 0.0007 0.9751 0.0006
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Figure 5.4: Distribution of the angle

Table 5.2: Mean and variance of the geometrical properties in gas phase

With ZPV Without ZPV
Expectation value ‘ Variance | Expectation value ‘ Variance
Angle [Deg] | 112.1 25.3 110.4 21.2
Bond [A] 1.0040 0.0006 0.9700 0.0005

Table 5.3: Norm of the dipole at the mean geometry
Dipole moment [D]

Gas Liquid

With ZPV energy 2.4057 2.4629
Without ZPV energy | 2.3590 2.4032
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5.3 Liquid structure

The radial distribution function for simulations of rigid molecules and flexible molecules
with and without the ZPV energy term are presented in figures 5.6 to 5.8. The results were
sampled using 270000, 260000 and 240000 MC steps respectively for the rigid molecules, the
molecules with ZPV energy and the molecules without. The rigid molecules were simulated
having the equilibrium geometry. The experimental results are taken from Soper et al. [79].
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1 B = ’ = N
0.8
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0 N 1 | | | | |
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Figure 5.6: HH Radial distribution function for rigid molecules and flexible molecules with
and without the ZPV energy
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Figure 5.8: OO Radial distribution function for rigid molecules and flexible molecules with
and without the ZPV energy
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5.4 Error estimates

In table 5.4 and 5.5 the mean standard deviation for the bins, as described in chapter 4, are
reported for the simulations. For the gas phase simulations all standard deviations were in

the range between 1076-107%.

Table 5.4: Mean standard deviation for the vibrational specta, bond and angle distribution
Simulation ‘ Spectra  Bond  Angle
Liquid, ZPV included 0.0083  0.0835 0.1904
Liquid, ZPV not included | 0.0134  0.1288 0.1539

Table 5.5: Mean standard deviation for the radial distribution functions
Sitmulation ‘ HH OH 010,

Rigid molecules 0.0297 0.0323 0.0637
Flexible with ZPV energy 0.0308 0.0369 0.0580
Flexible without ZPV energy | 0.0319 0.0364 0.0557




Chapter 6

Discussion of simulation results

This chapter contains a discussion of the results from the simulation presented in chapter 5.
The discussion will focus on the behavior of the force field compared to experimental and
other theoretical results.

6.1 Vibrational spectra

6.1.1 Gas phase spectra

The gas phase spectra of water presented in figure 5.1 and 5.2 we are unable to separate
the two high frequency peaks in the ensemble average, and instead there is broad peak
consisting of the two merged peaks [80]. If we compare the obtained spectra with the
literature values presented in table 6.1, the peaks in the spectrum from the simulations
incorporating the ZPV energy in the Metropolis test are located at lower values than both
the theoretical and the experimental values. In contrast to the quantum mechanical meth-
ods this simulation gives systematically lower values of frequencies than the experimental
values. If we regard the spectrum obtained in the simulation where the ZPV energy was not
included in the Metropolis test, the peaks have been shifted to the right of the spectrum.
The shift for the angle bending (the first peak) are about 100 cm ™' and 400 em ™! for the
bond stretches. This leads to values closer to the experimental values, and results within
the same range of accuracy as the quantum mechanical results in table 6.1. This indicates
that inclusion of the ZPV energy in the Metropolis test, in the manner done in this study,
leads to a molecule which is more easy to perturb. The melting of the two peaks observed
in the two gas phase spectra might come from the resolution chosen in the bins, as we can
see from table 6.1 these peaks are only 100 cm ™! apart. In experimental measurements the
problem of two overlapping peaks is solved by deconvolution [80], however this is beyond
the scope of this study.
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Table 6.1: ZPV frequencies from the literature, all values are in em ™. The CASSCF values
are calculated at the equilibrium geometry

Vibrational mode | QM ([81]) QM [82] CASSCF  Eaperimental ([1))
Angel bend 1667.80 1657.44  1671.00 1595
Symmetric stretch 3854.35 3848.89  3809.51 3652

Anti-symmetric stretch | 3972.02 3965.33  3926.11 3756

6.1.2 Solvent effects

Comparing the difference between the peaks for gas and liquid phase water in figure 5.1,
we are able to study the effect of the solvent on the vibrational frequencies. For figure 5.1
the shift of the angle bending is about 70 cm ™!, which is somewhat higher than the results
from QM and experimental values presented in table 6.2, but still of the same magnitude
and with the same sign. The shift in the bond stretch terms are more difficult to determine
a choice of reference for the gas phase are almost impossible to get exact. It is therefore
more appropriate to express this shift to be within a range of -35 to -180 em~!. This is of
course very crude, however the change has the same sign as the values in table 6.2, even if
only the upper part has the same magnitude.

If one compares the spectrum of the liquid in figure 5.1 with the spectra obtained by
Wallqvist and Teleman [14], that the peaks in figure 5.1 are much broader than the peaks
of Wallgvist and Teleman. For the angle bending peak in figure 5.1 there is a peak in the
same area as the peaks of Wallqvist and Teleman, and they have also, for their anharmonic
potential, a melting of the two bond stretch peaks. The bond stretch peaks of Wallqvist
and Teleman are located at higher frequencies than those in figure 5.1.

Table 6.2: Shift in ZPV frequencies from the literature, all values are in cm ™!

Vibrational mode | QM ([81]) Experimental ([83])
Angel bend 40 50

Symmetric stretch -401 -265
Anti-symmetric stretch | -387 -275

6.1.3 The effect of including V,,, in the Metropolis test

If the vibrational spectrum is calculated, but the ZPV energy not included into Metropolis
test we get the result presented in figure 5.2. If we first of all compare this results with the
results in figure 5.1 for the liquid phase, it is clear that the major difference between the
results is manifested in the bond stretch vibrations. This peak has been shifted to the right,
with about 500 em~!. This is the same effect as we saw for the gas phase. The results
from these simulations therefore seem to be closer in agreement with the experimental
and theoretical values. The effect on the angle bending vibration is small, giving a peak
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at a slightly higher frequency. This suggests that the effect of the ZPV energy on the
intramolecular degrees of freedom mostly affects the bond stretch part, giving a more
flexible molecular model. The shift from gas to liquid phase for the spectra when the ZPV
energy is excluded from the Metropolis test is very similar to those found when this energy
has been included. For the angle bending mode the shift is about 70 cm ™! and for the bond
stretch modes approximately -50 cm ™!, which is quite small compared to the experimental
and theoretical results in table 6.2.

6.2 The water geometry

The distributions of bond lengths for simulations with and without the ZPV energy is
presented in figure 5.3, and it is clear from this figure that introducing the ZPV energy shifts
the distribution towards longer bond lengths. This confirms the results from the vibrational
spectra. Inclusion of ZPV energy also gives a broader distribution. The distributions in
figure 5.3 are almost gaussian, and are comparable in both size and location to the ones
obtained by Hess et al. [84].

If we compare the expectation value of the bond length presented in table 5.1 with literature
values in table 6.3, the value obtained when including the ZPV energy is around 0.01-
0.05 A larger than most of the literature values, and more specifically 0.04 A larger than
the experimental value. The results obtained without the ZPV energy are in a closer
agreement with both theoretical and experimental values, and the discrepancy between
the expectation value for this simulation and the experimental results are only 0.005 A (or
a half percent of the total, experimental value).

Compared with the bond length, the angle distributions in figure 5.4 are very wide, some-
thing which is also reflected in the large variance of the angle in table 5.1. The distribution
of the angle also have the typical bell shape of a gaussian distribution. The effect of in-
troducing the ZPV energy on the angle is relatively small. We have already seen that
the frequency of the angle bending vibration only shows a small shift when including the
ZPV energy. In figure 5.4 we also observe a quite small change in the angle distribution
towards larger angles, when including the ZPV energy. This suggests that the ZPV energy
plays little role when regarding the angle. The discrepancy between the angle and the
bond lengths, when it comes to the sensibility of the vibrations, comes from two effects.
First of all the frequencies involved in the angle bending are much lower than those for the
bond stretch vibrations. The energy involved in this vibration is therefore smaller than
the bond stretch vibrations. Furthermore there are two terms involved in stretching the
bonds. These two effects leads to a larger amount of energy involved in the stretching of
the bonds, and hence a larger effect of the ZPV energy. The expectation values of the angle
are in good agreement with the experimental results deviating only with around 1°. The
theoretical values presented in the literature are spread, and in light of the broad distribu-
tions in figure 5.4, this is not very strange. However, the expectation values calculated for
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the angle in the simulations done in this study are within the same order of magnitude as
the theoretical results in table 6.3.

Table 6.3: Overview of theoretically predicted and experimental measured water geometry

Angle [deg] Bond [A]
QM ([82]) 106.72 0.9884
QM /MM ([85)) 110.20 0.951
MD ([84]) 102.7 0.982
MC ([86]) 102.7 0.982
Experimental ([87]) | 106.06 0.970

The expectation values for bond length and angle in gas phase presented in table 5.2
deviates somewhat from the equilibrium geometry values. The reason for this is the an-
harmonicity in the model, and the gradient in direction of the local maxima in the angle
term. The anharmonicity gives a steeper gradient when going in the direction of a value
which is lower than the equilibrium value (this can clearly be seen in figure 3.3), and hence
it is more likely to have a bond length that is larger than the equilibrium value compared
to a value thats smaller. The anharmonicity leads to a change from the equilibrium value
to the expectation value of 0.007 A for the simulation not including the ZPV energy, which
interestingly is half the numerical difference between the equilibrium and the “effective”
geometry used by Astrand et al. [81]. For the simulation including the ZPV energy the
difference are even larger, due to the additional effect of the inclusion of the ZPV energy.
A similar effect as the anharmonicity can be attributed to the cosine term of the angle.
It is clear from figure 3.4 that the gradient in direction of the local maxima included to
give a more physically sound model is lower than the gradient in the opposite direction.
The effect of this on the angle is much more dramatic than for the bond, giving an angle
several degrees larger than the equilibrium value. The values are even larger than the val-
ues in the liquid phase. This is again an indication (along with the low value of the angle
bend vibration) that the angle bending term in the potential are too “sloppy”, and should
be parameterized with more data points having a larger value than those in the current
parameterization.

In figures 5.5(a) to 5.5(d) the probability of a combination of two bond lengths or a certain
bond length and an angle (from here on called the bond-bond distribution and bond-angle
distribution) are presented. If we first of all compare the two bond-bond distributions
in figure 5.5(a) and 5.5(b), the whole distribution are shifted towards larger values when
including the ZPV energy. Furthermore the distribution from the simulation where the
ZPV energy has been included (figure 5.5(a)) is broader than the one where its excluded,
therefore increasing the total number of attainable configurations. One interesting conclu-
sion we might draw from the bond-bond distribution is that configurations having a large
or small bond length on one bond are only possible when the other bond have a length
corresponding to the expectation value. The same trend described above is also valid for
the bond-angle distribution, where the ZPV energy shifts the distribution towards larger



6.2 The water geometry 59

values and gives a wider distribution (see figures 5.5(c) and 5.5(d)). From the bond-angle
distributions we also see that extreme values of the angle are only attainable when the bond
length is around the expectation value, this is especially the case when the ZPV energy is
included. The opposite effect does not seem to be present.

According to Leach [1] the dipole moment of water in liquid state is approximately 2.6
D. If we compare this value with the values in table 5.3, the norm of the dipole moment
at the expectation values of the angle and the bond length shows a good agreement with
the experimental value. However if one compares the gas phase values to the experimental
value which is around 1.85 D the results are not satisfactory. This discrepancy probably
arises by virtue of construction as the equilibrium distance attained from the CASSCF
geometry optimization deviates from the experimentally measured geometry with regard
to the bond length (0.963039 A vs 0.9572 A [88]). The trend of increasing the dipole
moment going from a gas to a liquid state is still present, although the change is not
numerically comparable to that of real life. The change of the geometry which occur as a
consequence of the introduction of the ZPV energy gives rise to an increased dipole moment
as could be expected. On a final note it must be pointed out that dipole values computed
at the expectation value of the bond length and angle are not per definition the correct
expectation value of the dipole, which is given by;

ﬂexp:///ﬁ(?”l,Tg,@)P<T1,T2,e)drldngQ (61)

however as the distributions are quite symmetric, the values should be correct to a good
approximation.

In the discussion above the focus have been on the constructed force fields ability to repro-
duce the experimentally measured values for the geometry. It is shown that the resulting
geometry and dipole moment for the liquid state both are in good agreement with the
experimental results. It is also shown that some of this good agreement must be ascribed
to the expansion point chosen. A better test of the methods ability to describe the liquid
state is the shift from gas to liquid phase. If we compare the experimentally measured
bond length in gas and liquid phase, there is a difference of approximately 0.0128 A. The
difference in expectation values obtained from the simulations, is 0.0061 A when the ZPV
energy as been included and 0.0051 A when it is excluded. Numerically this is half the
value of the experimentally measured shift, however taking into account the uncertainty
in the experimentally measures for the liquid phase which is 0.005 A, the results for the
bond length must be said to be within a good agreement with the experimentally measured
values with a slightly better result when the ZPV energy is included. For the angle the
situation is somewhat different. Comparing the experimentally measured values where the
shift from gas to liquid phase gives an angle change of 1.54 4+ 1.8°, a value different from
the -4.5° and -3.5° is obtained when including and excluding the ZPV energy respectively.
This again suggest a too “shallow well” for the angle bending term in the intramolecular
potential.
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6.2.1 Rigid empirical models in light of the obtained distribu-
tions

In light of the distributions obtained from the simulations it is interesting to discuss the
approximation of rigidity in empirical models. The geometry of the most common empirical
water models are presented in table 6.4, and if we first of all look at the choice of bond
length in these models they all lie within the distributions in figure 5.3. However the
concept of rigidity must be seen in light of the variance and width of the distribution. The
variance for the bond length distributions are quite low and the difference between the
maximum and minimum bond length is only 0.15 A. This indicates that having a constant
bond length is not a very large approximation, as long as the choice of bond length is
within a reasonable size.

The variance of the angle is on the contrary to the bond length quite large, and the
molecule therefore seems to be much more flexible in the angle than in the bonds. From
table 6.4 most of the common water models have an angle with a value in the vicinity of
the expectation values in table 5.1, however given the large variance of the distributions in
figure 5.4, the approximation of a constant angle cannot be said to be a good approximation.

Table 6.4: Water geometries for various rigid water models [1]

Model ‘ Angle  Bond [A]
TIP3P, TIP3P 104.52  0.9572
SPC, SPC/E, ST2 | 109.47 1.0

BF 105.7  0.96

6.3 The liquid structure

The liquid structure in the form of radial distribution functions tells us about the potentials
ability to describe the intermolecular interactions correctly. As the distribution function
is normalized to an ideal gas, it will go towards one as the interaction energy between the
molecules goes towards zero .

In the HH radial distribution function (from now on called RDF) in figure 5.6 there is a
slight peak, and quit broad, around 2.5-4 A for all the three simulations, followed by values
around 1. If we compare the simulation results with the experimental RDF, the curves from
the simulations starts to increase before the experimental curve. Furthermore, whereas the
simulations results have one broad peak, the experimental curve has two distinct maxima’s,
both larger in magnitude.

Lan ideal gas is characterized by having not interaction between the particles and neglectable particle
volume [89]
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The lack of structure in the HH RDF might be an effect of the volume or size of the atom
being too small or large, insufficient modeling of the interactions between the hydrogen
atoms or a combination of both these effects. As mentioned the HH RDF from the simula-
tions starts to rise somewhat earlier than the experimental RDF (at around 1.3 A compared
to 1.9 A) This indicates that the size of the hydrogen atom might be too small, and that
this might be one of the reasons for the lack of structure. The size of an atom, given the
functional form of the repulsion energy used this study (eq. 2.33), is decided by the size
of the prefactor x;;. Reducing this atom pair property would reduce the size of the atom
(with respect to the other atom) and increasing it would increase the size. This factor
seems thus to be the culprit when it comes to the lack of structure in the HH RDF. This
would also have the effect of reducing the intermolecular interactions between the atoms,
which would consist of electrostatic, induction and dispersion forces in a range were the re-
pulsion should be dominating. Two factors influence the size of x;;; the sample points and
the Boltzmanns weight. Insufficient sampling of high hydrogen-hydrogen repulsion parts
of phase space would lead to a set of parameters describing the low energy states well, but
neglecting the higher energy states. Boltzmanns weighting of the error has the same effect,
as described in chapter 2. In this study a Boltzmanns weighting at a temperature of 6000
K was used, reducing the error of the fit for a point having an energy of 20 kcal/mol to
20% of the original value. This is not a very harsh weighting, and as discussed in chapter 3
the difference between the weighted RMSE and the actual RMSE is quite low, indicating
that the temperature has been chosen at an appropriate level, however a short study of
the effect of this weighting would be preferable for future work. This leaves the points in
phase space chosen to parameterized the repulsion energy. For the HH repulsion the high
energy points are found for dimer calculations where the hydrogen atoms points towards
each other. Of the 50 HFSCF calculations performed to model the repulsion energy, 16 of
these had the orientation described above. This number should be sufficient, however the
majority of these points are positioned at low energy areas, and an increased number of
configurations (with focus on the high energy conformations) should be used in a future
parameterization.

The broadness of the peak in the HH RDF suggest that the «;; parameter in eq. 2.33 is
numerically too small. Another sign of this is the slope of the HH RDF which is not as
steep as the experimental HH RDF in the region from 1-2.4 A A numerically too small o;
would give a sphere which is too soft compared to the real world, and this lead to a potential
allowing for moves in a region where the repulsion energy would not be dominating, but
rather act as a dampening of the attractive forces (the dispersion and induction energy).
This is an effect similar to the one studied by Nymand et al. [90], where they modified
the size of the dipole interactions resulting from the induction energy. When the induced
dipole was removed completely they also lost most of the structure in the HH RDF. This
is again an indication of the need for a new parameterization as described above. To sum
up the structure in the HH RDF have disappeared as a consequence of a combination of a
too soft potential and too small hydrogen atoms.

From the OH RDF in figure 5.7 it is clear that both of the flexible simulations have a
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larger and more obvious first peak than the rigid simulations. This peak is located around
2-2.5 A. The second peak in this distribution, and indeed the rest of the distribution, are
sheared by the three simulations and is located at approximately 3.2 A. The first peak
in the OH RDF occurs because of the hydrogen bond between the oxygen and hydrogen
atom. The height of this peak has sometimes been used as a measure of the amount of
hydrogen bonding in a force field, but there are some controversy around this [79], and this
has therefore not been calculated in this study. The main contribution to the hydrogen
bonding comes from the electrostatic energy [91], and the fact this peak is located at the
same position, for the flexible molecules, does indeed give credit to the flexible charges and
dipoles from LoProp. This might also be the reason for the failure of the rigid molecules
to give a clear peak at this point. As the geometry chosen for the rigid molecules was the
equilibrium geometry, the molecule might have an incorrect geometry with regards to the
electrostatic interactions. The height of the first peak in the OH RDF are far from the
height of the experimental value. Again this form of RDF is similar to the one found by
Nymand et al. [90] when they removed the induced dipole moment completely. This suggest
that there is too much dampening due to the repulsion energy. Another hint for this is
that the OH RDF from the simulations starts to go upwards later than the experimental
curve. This suggest that the repulsion between the oxygen and hydrogen atoms rises too
early, giving too large atoms, killing of attractive interactions.

The OO RDF presented in figure 5.8 has a clear, high first peak located at 2.9 A followed
by a steep decent into a local minima at around 4 A. This trend is sheared by all the
three simulations. There seem to be another local maxima around 6 A, however this peak
is very broad and low. The first peak in the OO RDF is positioned almost at the same
place as the experimental value and has approximately the same value for the flexible
molecules, and somewhat lower value for the rigid. The second peak in OO RDF has,
however, disappeared. In a study of the dependence of the OO RDF, Brdarski et al.[91]
found that by modifying the potential slightly by making the size of the oxygen became
larger, they where able to make the second peak in the OO RDF vanish completely. This
also seem to be the effect we encounters, and this also account for the slower descend of
the simulation curves compared to the experimental results. Again this is a question of
parameterization.

If we compare the results from the simulation were the ZPV energy is included with the
results from the simulation where it is excluded, the difference between the to scenarios
are small. It can therefore be concluded that inclusion of the ZPV energy has little effect
on the liquid structure.

When discussing the force fields ability to predict the water geometry it was found that
the shift from gas to liquid phase gave a shift in the bond length which was about half of
that measured from the experiments. It is clear that a modification of the repulsion energy
as described above would increase the shift, as there attractive forces in the system would
have a larger influence. This would of course also influence the vibrational spectra.

Simulations were done to confirm the trends described above. This was done by modifying
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the model of the repulsion energy. Such simulations would be inconsistent as they would
not have correct dispersive interactions (as the parameterization of the dampening term
depends on the repulsion energy), but they should be able to capture trends. Unfortunately
these simulations failed due to polarization catastrophy.

6.4 Error analysis

The mean standard deviation of the bins for the various properties is presented in table 5.4
and 5.5. The mean standard deviation for the vibrational spectra, bond lengths and angle
distributions in table 5.4 are low, indicating that a sufficient number of MC steps have been
taken to calculate these properties accurately. The exception from this is the vibrational
spectrum of the liquid when the ZPV energy is excluded from the Metropolis test. Here
the error is still a good deal lower than the values in figure 5.2, but it would be preferable
to lower this value even more by increasing the total number of MC steps calculating this

property.

For the RDFs the errors are low for all the simulations, again indicating that an appropriate
number of MC steps been taken. Despite this there is some parts of RDF which does not
show a smoothness (see figures 5.6 to 5.8). This could probably be changed using curve
smoothening as suggested by Allen and Tildesley [2].

Using mean standard deviation over all bins only gives a crude measurement of the general
uncertainty of a simulation. In future work it might therefore be preferable to have a
more detailed and thorough study of the uncertainty. This could include a study of the
uncertainty as a function of the free variable and the behavior of the standard deviation
as a function of the total number of MC steps.

6.5 Further work

In the discussion above we have seen that the well of the angle was not parameterized strong
enough, and that a new parameterization of the intramolecular energy with inclusion of
more data points with a larger angle would be preferable. To remove the hetroscedastisity
described in chapter 3, writing the angle term as;

(cosf — cos6,)?

7‘1+7’2

k (6.2)

or
(cos @ — cosb,)?

3

k (6.3)

which would provide a potential for the angle going towards zero for large separations
between the hydrogen atoms.
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As discussed above the repulsive part of the intermolecular potential are not satisfactory,
and hence should be reparameterized. When doing this it would, as mentioned, be best to
both include more points at the high repulsion parts of phase space and to study the effect
of the Boltzmanns weight in more details.

In future work implementation of a dampening factor for the induction energy would be
preferable. Such a dampening would prevent polarization catastrophy, and would thus
enable the simulation and the parameterization (as the induction energy enters as a term
when deciding the repulsion energy and dampening term of the dispersion energy) to avoid
this. Such a dampening term might for instance be the Thole modified interaction tensor
used by Brdarski et al. [92].

The basis set used in the quantum mechanical computations were chosen on the background
of the basis set saturation of the atomic charges, and the diffuse function were used to give
an improved description of the polarizability. This way of choosing a basis set might not
be the most appropriate for a study of this nature, and it might be preferable to study the
choice of basis set and as well as the choice of active space with regard to other properties.

The speed of a simulation is alway an interesting thing, and work should be done to improve
the speed of the simulation. Here the most important point would probably be to improve
the convergence of the iterative procedure used in the calculation of the induction energy.
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Conclusion

In this study a polarizable model for flexible water molecules was constructed based on
quantum chemical computations. Atomic charges, dipole moments and polarizability ten-
sors as described by the LoProp method were used to describe the electrostatic, induction
and dispersion energy of the system. The charges, dipole moments and polarizability were
all modeled as function of the internal coordinates of the water molecule. An intramolecu-
lar potential for the water molecule was also constructed using Simon-Parr-Finland, cosine,
Urey-Bradley and cross terms. Both the atomic properties and the intramolecular energy
were fitted to data from CASSCEF level of theory using PLS regression.

Using data from dimer computation at the HFSCF and MP2 level of theory, the repulsion
energy and a dampening term for the dispersion energy were fitted to functional forms.
This was done using two simulated annealing algorithms and one genetic algorithm. In
a short comparison of these, it was found that the best fit were found using a simulated
annealing algorithm based on the Metropolis algorithm, however the genetic algorithm was
found to be more robust than the other algorithms.

The force field constructed where implemented in the Protomol framework, and a Metropo-
lis Monte Carlo simulation were run using rigid molecules and flexible molecules both with
and without the ZPV energy. In these simulations it was found that the effect of the
ZPV energy on the molecular geometry was to give larger bond lengths and and a larger
angle. Inclusion of the ZPV energy also shifted the spectra towards lower frequencies. It
was found that the angle bending term used in the intramolecular potential was too softly
parameterized, and should be reparameterized. The shift of the bond length was found
to be in agreement with experimental values, with the best agreement for the simulation
where the ZPV energy was included. This agreement is expected to be even better with
improvement of the intermolecular energy. The results found for the liquid structure were
in reasonable agreement with the experimental results, however it was found that repul-
sion energy term should be improved. Improvement of this energy term can be done by
including a dampening term in the induction energy and through an increased number of
dimer calculations.
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Appendix A

Further details to theory

A.1 Second derivatives of the intramolecular poten-
tial

The second derivatives of the intramolecular energy (eq. 2.22) is;
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A.2 Change of basis

A.2.1 Vector

The derivation below follows the one given in Edwards and Penny [75].
Any vector v may be expressed as a sum of basis vectors such that;

U= 27151 + $2€2 + -4 l‘né;.L (A5)

in the vector space V™. Here 1, x5 etc is called the coordinates of the vector ¥, and

—

Ve = (X1, T2y ..., Ty) (A.6)

is called the coordinates vector. Given v, in a Euclidean vector space e, the transformation
of 7, into a new Euclidean vector space €™ is given by;

Uy = M_ "M, 7, (A.7)

where v, is the coordinate vector in the new basis. Here M, and M,,, are matrices with the
basis vectors as columns. Given a orthonormal basis the expression above can be written
as;

— T — —
Uy, = M M, 0. = QU (A.8)
where;
My € My-€ My - E3
Q= | my-€, Mmo-€ my-es (A.9)
M3+ €1 M3 €y M3 €3

for the three dimensional case.

A.2.2 Tensor

The change from a cartesian basis {€7, €3, €3} to a new cartesian basis {miy, ms, M3}, for a
tensor S is given by the following equation;

stm — QseQT (A.10)
where Q is;
Wy - € - E T - s
Q: ﬁig-é’l T?Lg'gg mg'gg (All)
Mg - €1 Mg € 13- C

Proof; let 4 and v be vectors satisfying;
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denote the components of @ and ¥ in the two basis as @(©, @™, (¢ and 7. We know
that these are related through the following equations;

7 = Qu® @ = Qg™

Fm — Qe 0 — QT (A.13)
the tensor-vector product now becomes;
gm = gmgm) (A.14)
79 = sEge (A.15)
substituting for @(¢ and #® in A.15 from A.13, we get;
Qo™ = sIQT g™ (A.16)
right multiplying the equation above with Q and comparing with eq. A.14 we get;
stm = Qs9QT (A.17)

A.3 A geometrical approach to the perturbation of an
angle

To perturb the angle in a water molecule, some geometrical considerations must be made.
In general one has, given a vector of length |/|, an infinite number of possible solutions
lying on the surface of a sphere as illustrated in figure A.1(a). For water one might impose
such change of the angle to the molecular plane. This is done by demanding the following
equation to be fulfilled;

—

N-T=0 (A.18)

where N is the normal vector to the plane. This narrows our choice to all possible choices
on a circle with radius |/|. When perturbing an angle we know that the difference between
the new angle and the old one is given by;

a = 0new — eold (A19>
giving us the following equation;
[ P = || 2] cos a (A.20)

and the two possible solutions illustrated in figure A.1(b).

It is obvious that only one of these two solutions is correct (the other having the opposite
effect on the total angle), and hence to solve this problem we need to know another vector
in the plane such that one solution can be found (as illustrated in figure A.1(c)). This
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PR
(a) All possible (b) The two possible solutions knowing (c) The one possible solutions knowing
solutions known the length, plane and angle a the length, plane, angle a and another
only the length vector q

Figure A.1: Illustrations of the possible choices of a vector of given length

might be done if one introduce a vector ¢ such as illustrated in figure A.2. This gives us
the following equation (¢ might be found from the previous values);

77 77 enew
e g = (17| cos = (A.21)

.- Half of the old angle

H
H

e Half of the new angle

Figure A.2: A possible choice of a vector in the plane

As the scalar product is in general;
T+ M = MMy + NyMy + Nym, (A.22)

equation A.18, A.20 and A.21 gives us a linear set of equation for the new vector;
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Ngly + nyly, + nid, = 0
9, + 1, + 10 = 1[I cos a
qxlm + ley + q,zlz = ‘lnew’ ’Cﬂ COos GTL%

and we can get the new vector [ through the following matrix equation;

[=A"'y (A.23)
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Further details to results

B.1 Results from modeling the atomic dipole and po-
larizabilities

In this section the regressional results from the modeling of the atomic dipole moment
and the atomic polarizability will be presented. As this corresponds to 12 different curve
fittings, only a some of the results are presented here, as presenting them all would be too
space consuming. The following results have therefore been chosen for this discussion;

e Score and Loadings plot
e Standardized coefficients plot
e Residual normal probability plot

e Response plot

The reason for this choice is as follows; we want to see which variables and samples that
influence the given property most (hence the score and loadings plot), we want to find
out which variable that is the most influential on the model (therefore the standardized
coefficients plot), the distribution of the residuals must be tested to verify the validity of
the model (therefore the residual normal probability plot) and we want to see how good
the fit to the model is (which is shown in the response plot).

B.1.1 Atomic dipole moments

The atomic dipole moments were fitted to eq. 3.9 for both the oxygen and hydrogen atom.

A-T
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Hydrogen atom

The loadings and score plot from the PLS regression on the x- and y-components of the
atomic dipole moment of hydrogen are presented in figures B.1, the regressional results are
presented in figures B.2 and B.3 for the x and y component respectively. These results are
discussed below.

PLS Loading Plot PLS Score Plot

bibz b12 by

it 2

=]

o
nent 2
.

.

00 01 02 03 04 05 06 2
Component 1 Component 1

(a) Loadings plot (b) Score plot, high number indicates
long bond length

Figure B.1: Score and Loadings plot for the PLS regression on the atomic dipole moment
of hydrogen

The score and loadings plot are presented in figure B.1, and from the loadings plot (fig-
ure B.1(a)) it is interesting to see that both the bond lengths and the angle are spanning
out both the first and the second PLS component. With this said, it is clear that the bond
lengths are more influential on the first component, whereas the angle (and cross terms
between the angle and the bond lengths) is most influential on the second component. Let
us also note that there is a pattern in the score plot (figure B.1(b)) which to a large degree
divides the data into the various data series, but that the major amount of points are
gathered to the left of the plot. This is also the area where even the square of the angle
has some influence.

In figure B.2 and B.3 the results of the model for the x- and y-component of the dipole
moment (please remember that this model of the dipole of a hydrogen in the xy-plane
with lies along the x-axis) are presented. The results for these to models will be discussed
separately, however they are both connected to the loadings and score plot above.
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PLS Std Coefficient Plot PLS Residual Normal Plot
(response is L) Normal - 95% CI
9 companents (response is mu)
9 companents

Standardized Coefficients
Percent

01
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(a) Standardized coefficients plot, 1: (b) Residual normal probability plot
ay, 2: ag, 3: by, 4: bo, 5: ¢y, 6: co
7: dy, 8: dy and 9: d3

PLS Response Plot
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(c) Response plot, R?=0.9986

Figure B.2: Results from PLS regression on the x-component of the dipole of hydrogen

The standardized coefficience plot for the model of the x-component of the dipole moment
of hydrogen in figure B.2(a) shows that the most important variable for determining the
size of this is the bond length, ;. This is also directly the position of the atom along
the x-axis, so it is not surprising that this should be the most influential contribution,
but note that it shows a linear dependence along this axis, as the quadric contribution
is almost neglectable. This is followed by the angle of the molecule, which also shows a
linear dependence. The other contributions seems to be neglectable or to give very small
corrections to the model. The residual normal probability plot in figure B.2(b) shows a
small tail at the lower end of the plot, suggesting that most, but not all, residuals follow
a normal distribution. According to the manual of Minitab [73], such deviation indicated
some skewness (deviation from a symmetrical distribution around the mean), and moderate
departures from normality can usually be ignored given a sufficiently large data set. The
response plot shows that the model gives a very good fit to the data set (a very large R?
value), although there seems to be some deviation for the largest values of the x-component.
The properties described above indicate that a simpler model of the dipole moment (at
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least the x-component) might be more suitable. However a model selection study showed
that the optimum number of components corresponds to 9, which also is the number of
variables introduced in this study, and it was therefore decided to use the model described
above.

PLS Std Coefficient Plot PLS Residual Normal Plot
(response is muy) hormal - 95% CI

9 companents (response is muy)
9 components

o
@
e

el -

o
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o
ES
Percent

Standardized Coefficients
o
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o
=]
—

1 2 3 4 5 ] 7 a8 9 -4 -3 -2 -1 0 1 2 3 4
Predictors Standardized Residual

(a) Standardized coefficients plot, 1: (b) Residual normal probability plot
a, 2: ag, 3: by, 4: ba, 5: ¢y, 6: co
7: dyi, 8: do and 9: d3

PLS Response Plot
(response is ruy)
9 components

Calculated Response

o0z{

0,02 -0,01 0,00 0,01 0,02 0,03
Actual Response

(c) Response plot, R?=0.9992
Figure B.3: Results from PLS regression on the y-component of the dipole of hydrogen

For the y-component we see in figure B.3(a) that the most important coefficient is the
linear angle term. This is followed by the linear term of the bond length. As opposed
to the results for the x-component, the quadric term of the angle is of some importance,
suggesting some curvature in the y-component with respect to this variable. The residual
normal probability plot in figure B.3(b) suggest that the residuals are following a normal
distribution and the response plot in figure B.3(c) shows that the model does give a very
good fit to the data set.



B.1 Results from modeling the atomic dipole and polarizabilities A-11

Oxygen atom

The results from the regressional model of the dipole of oxygen are presented and discussed
below. In figure B.4 the score and loadings plot are presented, and in figure B.5 and B.6
the results x and y component are presented.

PLS Loading Plot PLS Score Plot

Component 2

07 06 O5 -04 -03 42 01 00 01 02
Component 1 Component 1

(a) Loadings plot (b) Score plot, high number indicates
long bond length

Figure B.4: Score and Loadings plot for the PLS regression on the atomic dipole moment
of oxygen

The importance of the angle in describing the variance in the data set when modeling the
dipole for the oxygen atoms seems to be very large when looking at the loadings plot in
figure B.4(a). The angle is (together with the cross terms involving the angle) spanning
out the first PLS component, and in the score plot in figure B.4(b) shows the five different
angles used in the ab initio calculations appears in a very obvious pattern. The various
bond terms (please remember that there is no difference in importance between the two
bonds in the water molecule when regarding the whole dipole moment of oxygen) spans
out the second PLS component giving the large number of points in the bottom of the
score plot.

The results for the models of the x- and y-component of the dipole moment of oxygen
are presented in figures B.5 and B.6. As for the hydrogen atom, these will be discussed
separately.



A-12 Appendix B Further details to results

PLS Std Coefficient Plot PLS Residual Normal Plot
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(a) Standardized coefficients plot, 1: (b) Residual normal probability plot
ay, 2: ag, 3: by, 4: bo, 5: ¢y, 6: co
7: dy, 8: dy and 9: d3

PLS Response Plot
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(c) Response plot, R?=0.9731

Figure B.5: Results from PLS regression on the x-component of the dipole of oxygen

The standardized coefficients plot in figure B.5(a) tells us that the x-component of the
dipole moment for oxygen is more difficult to describe by the use of geometry than that
of hydrogen. This is not surprising as the electron distribution around the oxygen atom
is significantly more complex than that of the hydrogen, thus introducing several more
degrees of freedom for the local property. The most important contribution seems to come
from the linear terms of the bonds and the angle, however there also seems to be significant
contributions from the quadric terms in the model, and from the cross term between the
bonds. The only terms which seems to be insignificant in the model is the cross terms
between the angle and the bond lengths. Turning the attention back to the loadings plot,
these two lies along the position of the angle, and this might explain their redundancy, as
the angle is the variable describing the variance in this direction. Turning the attention to
the residual normal probability plot (figure B.5(b)) all the residuals follows a straight line,
and is therefore normal distributed. In the response plot presented in figure B.5(c) the
plot lies along the straight line, however there seems to be some hetroscedastic noise in the
system, manifesting itself by giving systematically larger deviation for small values of the
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component. This noise starts for values somewhat distant from the equilibrium geometry,
and might arise from the models inability to describe such situations. The trend is not
very large, and as the R? value is relatively large, the model was used.

PLS Std Coefficient Plot PLS Residual Normal Plot
{response is muy [aul) Narrmal - 95% CI
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(a) Standardized coefficients plot, 1: (b) Residual normal probability plot
a, 2: ag, 3: by, 4 be, 5: ¢y, 6: co
7 dl, 8: d2 and 9: d3

PLS Response Plot
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S components
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(c) Response plot, R?=0.9909

Figure B.6: Results from PLS regression on the y-component of the dipole of oxygen

The same variables which were important for the x-component of the dipole moment,
namely the linear terms of the two bond lengths and the angle, are also the most impor-
tant for the y-component. The quadric terms however, seems to be much less important
for the y-component, and together with the cross terms they’re only giving minor cor-
rections to the model (see the standardized coefficient plot in figure B.6(a)). A slightly
hetroscedastic tendency is observed in the response plot in figure B.6(c) as it was for the
x-component, however the judging by the R? value the fit is still very good. In the residual
normal probability plot (figure B.6(b)), there is only three points which lies outside the
95% confidence interval line, and the residual must therefore be said to follow a normal
distribution.
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B.1.2 Atomic polarizabilities

The xx-, yy-, xy- and zz-components of atomic polarizabilities were all fitted to eq. 3.10
for both the oxygen and hydrogen atom.

Hydrogen atom

The score and loadings plot from the PLS regression on the atomic polarizability of hydro-
gen are presented in figure B.7, and the results for the various components are presented
in figure B.8 to B.11.

PLS Loading Plot PLS Score Plot
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(a) Loadings plot (b) Score plot, high number indicates
long bond length

Figure B.7: Loadings and score plot for the atomic polarizability of hydrogen

In the loadings plot (figure B.7(a)) the first PLS component is span out by the bond length
between the H-atom and the O-atom. This is not surprising as the charges in the LoProp
scheme are suppose to go to the bonds in the system, when perturbed by an external
field [35, 41]. The second component is span out by the angle, and as we shall see later,
this is due to the off-diagonal components of the polarizability. If we look at the score plot
in figure B.7(b) the major part of the variance come from the parts of the system where
the bond lengths and angles are relatively large, and that the major part of the data points
are gathered to the left part of the plot.
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Figure B.8: Results from PLS regression on the xx-component of the polarizability of
hydrogen

The by far largest contribution to the xx-component can in figure B.8(a) be identified to be
the bond length between the H-atom and the O-atom. This is of course a combination of
the fact that LoProp (as already mentioned) directs the charges into the bond when subject
to an external field and the geometry used in the calculations. The other hydrogens bond
and the angle together with the quadric term of r; have some, but very little influence on
the component, and the other terms are neglectable. The residual normal probability plot
in figure B.8(b) tells us that there is a slight skewness in the data, but nothing serious, and
the response plot in figure B.8(c) reports a good fit to the data, except for some points
with a larger value (or at least they are not as good fitted as the others).
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Figure B.9: Results from PLS regression on the xy-component of the polarizability of
hydrogen

Figure B.9(a) shows that the angle in the water molecule is of importance when determining
the off-diagonal component of the hydrogens polarizability, and hence the reason for it to
span out the second PLS component in figure B.7(a). As can be seen in figure B.9(a) the
coefficient of the angle has the largest influence on the model for this component, followed
by the bond length ;. There is also some curve linearity in the model, furthermore the cross
term between the angle and r; actually has some influence. From this we might conclude
that the distance between the two hydrogens (as described by the angle) is the most
influential factor on the xy-component of the polarizability. From figure B.9(b) and B.9(c)
there is not much to report other than a slight tail in the residual normal probability plot
and a very good fit in the response plot.
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Figure B.10: Results from PLS regression on the yy-component of the polarizability of
hydrogen

The linear term of r; is by far the most influential term for the yy-component also (see
figure B.10(a)), although some curve linearity in this term is also present. These two terms
together with the linear angle term are the only ones of importance when modeling the
yy-component. In the residual normal probability plot in figure B.10(b) there is a quite
long tail, and a lot of the residuals seems to lie slightly outside the 95% confidence interval
line. This is somewhat worrying, as it indicates that there is some deviation from normality
in the residuals. The response plot does, however, tell us that we have a very good fit (see
figure B.10(c)) and the model is therefore used.
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Figure B.11: Results from PLS regression on the zz-component of the polarizability of
hydrogen

Figure B.11(a) tells us that also for the zz-component of the polarizability the r; term is
the most important. The two other contributions with some influence are the quadric r;
term and the bond length of the other H-atom. The other terms seems to be neglectable.
The fit described in the response plot (figure B.11(c)) is very good, eventhough there seems
to be an indication of skewness in figure B.11(b).
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The results discussed above show that quite a lot of the terms included in the model
are without any significant influence. This tells us that a simpler model might be more
appropriate to use. Taking the important contributions into account one should use the
following equation;

ay(r1 — 1) + as(ry —re)? (B.1)
bi(ry —7e)

cr(0 — 0.) + (0 — 0.)?

di(ry —1e)(re — re) + const

Pa,;

+ o+ o+

instead of eq. 3.10 to model the atomic polarizability of hydrogen.



A-20 Appendix B Further details to results

Oxygen atom

Loadings and score plot from the PLS regression on the atomic polarizability of oxygen
are presented in figures B.12, and the results for the four components are presented in
figure B.8 to B.11. These results are discussed below.
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Figure B.12: Loadings and score plot for the polarizability of oxygen

The loadings and score plot for the modeling of the polarizability of oxygen are presented
in figure B.12, and we can see that both the bond terms and the linear angle term expands
the first two PLS components (loadings plot in figure B.12(a)), however the first PLS
component are mainly spanned out by the bond terms which seem to be quite correlated.
The linear angle term is the most influential for the second PLS component. It is also clear
that the quadric angle term does not describe much of the variance in the system. The
score plot in figure B.12(b) demonstrate that it is the more extreme points that gives the
largest contributions to the variance.
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Figure B.13: Results from PLS regression on the xx-component of the polarizability of

oxygen

The results for the model of the xx-component of oxygens polarizability are presented in
figure B.13, and from the standardized coefficients plot in figure B.13(a) the most influential
variable for this component is the linear angle term. Furthermore the linear bond terms
and the three cross terms are important variables. There seems to be a slight curve linear
dependence on the angle, and no curve linear dependence on the bond terms. The residuals
in figure B.13(b) appears to be normal distributed. In figure B.13(c) the data points are
evenly spread, and lies on a straight line, indicating a good fit and homoscedasticity in the

residuals.
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Figure B.14: Results from PLS regression on the xy-component of the polarizability of
oxygen

For the xy-component we see from the results presented in figure B.14(a) shows that the
linear terms are the most influential on the components, with small and almost neglectable
contribution from the other terms. The residuals presented in figure B.14(b) seem to have a
slight but neglectable skewness, and are thus satisfying. The response plot in figure B.14(c)
tells us that we have a model which describes the property good, with only some deviations
for the smallest and largest values.
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Figure B.15: Results from PLS regression on the yy-component of the polarizability of

oxygen

For the yy-compontent in figure B.15(a) there is a curve linear dependence in all terms,
however also for this component the linear terms are the most important. For the yy-
component the linear bond terms are more influential than the angle term, in contrast to the
two previously described components. Disregarding a tail at the lower end of the residual
normal probability plot (figure B.15(b)) indicating some skewness, the residuals follows
a normal distribution. The response plot in figure B.15(c) tells us that some of the data
points with lowest value are overestimated and some with higher value are underestimated.
The fit however is satisfying, as it describes with an R? over 0.94.
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Figure B.16: Results from PLS regression on the zz-component of the polarizability of
oxygen

The results for the zz-component of the atomic polarizability of oxygen are presented in
figure B.16, and we can observe from the standardized coefficients plot in figure B.16(a)
that the by far most influential terms here are the linear bond terms. There are also
contributions from the linear angel term and quadric bond terms, however these are quite
small compared to the linear bond terms. There are two points in the normal residual
probability plot in figure B.16(b) deviating from the others, indicating that they might be
outliers. A Principal Component Analysis (PCA) where done to investigate this, and no
outliers were found. These points were therefore used in the model. The fit described in
figure B.16(c) is very good, and it can be concluded that the model of the zz-component
is very satisfying.
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The model of the atomic polarizability of oxygen seem to be satisfying and should not
be simplified. The polarizability of oxygen is clearly more difficult to describe than that
of hydrogen. The reasons for this is the more complex electronic structure of oxygen
compared to hydrogen, and because the oxygen atom is connected to two atoms, whereas
the hydrogens are only connected to one.
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B.2 Correlation between Dinur-Hagler charges and
LoProp charges

To investigate the performance of the LoProp charges, the Dinur-Halger (DH) charges for
the water monomer was calculated for the same configurations and level of theory as the
LoProp charges. This was done using the Dalton [93] software program. The DH charges
are closely related to the Atomic Polar Tensor (APT) charges of Cioslowski [39], but instead
of the mean value of the derivate of the dipole in cartesian coordinates, the DH charges
uses the derivative of the dipole moment along the axis perpendicular to the plane of the
molecule. Given for instance a water molecule in the xy-plane the DH charges becomes;

0z
To see how the two methods behave compared to each other, the difference between the
atomic charges was taken for both elements, and it was tested if the difference between the

two methods could be related to the internal degrees of freedom in the molecule. To do
this a PLS regression was done, approximating the difference to the following expression;

i (B.2)

4 Dinur-Hagler — 4LoProp = A17T1 + asry + CL30 (Bg)

for both the hydrogen- and oxygen charges. A good regressional fit would thus suggest that
the difference between the two methods arise from their ability to describe the perturbation
from the equilibrium geometry, and not other sources of error.

B.2.1 Results and Conclusion

In table B.1 the correlation between the DH- and LoProp charges is presented. As can
be observed from this table there is a strong correlation between the two methods. This
suggests that there is relatively little difference between the charges produced by the two
methods.

Table B.1: Correlation between Dinur-Hagler and LoProp charges
Atom ‘ Correlation
Hydrogen | 0.94132
Oxygen 0.91630

In table B.2 some statistics on the difference between DH and LoProp are presented. As we
can see the mean deviation between the two methods are relatively low (around 14-15% of
the mean numerical value of the charges). The standard deviation (STD) of the difference
is relatively large compared to the mean, this is furthermore reflected in the max-min
difference, which has a spread around 0.05547 for hydrogen and 0.13338 for oxygen.
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Table B.2: Basic statistics on the difference between Dinur-Hagler and LoProp charges
Atom

Hydrogen Oxygen

Mean | -0.00535  0.01069

STD | 0.01124 0.01543

Max | 0.02877 0.05198

Min | -0.02659  -0.01314
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Figure B.17: Results from PLS regression on the difference in atomic charge of hydrogen
between Dinur-Hagler and LoProp
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The results from the PLS regression are presented in figure B.17 and B.18. In figure B.17(c)
and B.18(c) it can be observed that the regression is able to explain a significant amount
of the difference between the two methods. For hydrogen the R? is 0.93838 and oxygen
0.91462 and hence it is possible to describe much of the variation between the two methods
with a simple linear model. The residual vs. fit plots in figure B.17(b) seems to give an
even spread of the standardized residuals, while the residual vs fit plot in figure B.18(b)
suggests that a linear model might not be the best solution for oxygen. However as the aim
of the regression was not to give a best fit to the data, but to see if some of the discrepancies
between the methods could be described through the internal degrees of freedom, this is
not relevant. The standardized coefficients plotted in figure B.17(a) tells us that for the
hydrogen atoms the major part of the difference can be described by the hydrogens bond
to the oxygen and the angle, while the other hydrogens bond is of less importance. For
oxygen the angle is the most important variable (see figure B.18(a)).

The conclusion of this short comparison of DH charges and LoProp charges is that the
two methods give very similar charges under the same conditions (basis-set etc). The
difference between them for hydrogen mainly arises from how they describe changes in
bonds to the hydrogen and the angle of the molecule, while it for oxygen mainly arises
because of differences in how they handle changes of the angle.






Appendix C

Further details to implementation

In this appendix the various algorithms implemented are presented in the form of pseudo-
codes.

C.1 Atomic properties

1 for i in all molecules:

2 Compute rq, 5 and 0

3 Compute the charges, dipoles and polarizabilities with respect to the
orientation of the reference state.

4 Select one hydrogen as the reference (H;) and rotate the other hydrogen

with 6 degrees around the z-axis.
Compute the rotational matrix for the whole molecule, Q
6 Rotate the whole molecule using matrix Q

(934

Figure C.1: Pseudo code for calculation of atomic properties

C.2 Induction energy

A-31
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1 for i in all molecules:
2 for j in all atoms in molecule i:
3 for k in all molecules, except i:
4 for 1 in all atoms in molecule k:
5 Compute distance between atom [ and j, ﬁjl
6 Compute the electric field on atom [ from j;
- perm 3 B (gt
By =Ymp t (u—%ﬁi :
7 Add Ej; to the total, external electric field on atom j;
E; =FE; + Ly
8 Compute ji§" = ozjﬁj
9 if first simulation step:
10 Use [i$" as initial guess of 7}’
11  else:
12 Use ﬁ;”d from the previous simulation step as initial guess
13  while 1:
14 for i an all molecules:
15 for j in all atoms in molecule ¢:
16 for k in all molecules, except i:
17 for 1 in all atoms in molecule k:
18 Compute distance between atom [ and 7, ﬁjl
19 Compute TJI,
T =1, \5R (g - Iim
20 Compute the contribution to the induced electric field
from the induced dipole on atom [ on atom j;
Bt = Ty
21 Add Emd to the total, induced electric field on atom j;
22 Emd Emd + Emd
23 Compute the new mduced dipole of atom j;
24 forin all atoms:
25 Compute the largest relative difference in length of the induced
dipole between this and the previous iteration
26 if max deviation =< convergence criteria:
27 break
28 else:
29 Set all /i _’(md ") equal to i *(md ntl)
30 foriiin all atoms.
31 Compute the induced energy;
Vind = Vina + Qlu]ndE

Figure C.2: Pseudo code for calculation of the induction energy
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C.3 Repulsion energy

N0 Ok W

for i in all molecules:
for j in all atoms in molecule 7:
for k in all other molecules:

for 1 in all atoms in molecule k:
Identify type of atom for atom j and atom [
Compute distance between atom [ and 7, ﬁjl
Compute contribution to repulsion energy from
current atom pair;
‘/rep = ‘/rep + /{/jlealejl

Figure C.3: Pseudo code for calculation of the repulsion energy

C.4 Dispersion energy

O Ok W=

10
11
12
13
14
15
16
17

for i in all molecules:

for j in all atoms in molecule ¢:
for k in all other molecules:
for 1 in all atoms in molecule &:

Identify type of atom for atom j and atom [
Compute distance between atom [ and 7, ﬁjl
Compute dampening term of the current atom pair;
€ = Bj(1 — e titfi)
Compute Ty;
Ty = @%F’RﬁRﬂ - I‘F#P
8=0
for m in range(0,2):
for n in range(0,2):
for o in range(0,2):
for p in range(0,2):
Compute;

B = B+ a[m][n]o[o] [p] Ty[m] (o] Ty [n][p)

Compute the energy contribution of the current pair;
Vdisp = ‘/disp + 65

Figure C.4: Pseudo code for calculation of the dispersion energy
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C.5 Zero point vibrational corrections

for i in all molecules:
Compute rq, 75 and 0
Compute the second derivatives
Construct Hessian matrix
Compute the F-matrix and the G-matrix
Compute eigenvalues (v;) of FG using Jacobi algorithm of Press et al. [46].
Compute ZPV energy;

o\ =R, VR VR

3 0

Vapvy =) 1 %

Figure C.5: Pseudo code for calculation of the ZPV energy



