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“Building modelsis very different from proclaiming truths. It’s a never-ending process of discovery
and refinement, not a war to win or destination to reach. Uncertainty is intrinsic to the process
of finding out what you don'’t know, not a weakness to avoid. Bugs are features — violations of
expectations are opportunities to refine them. And decisions are made by evaluating what works
better, not by invoking received wisdom.”

Neil Gershenfeld in "Truth is a Model" (2011)






Abstract

Time and cost efficient optimization of existing and design of novel materials is achieved by
prediction of the materials structure and properties by employing computational - in silico -
methods. For this purpose, pragmatic approaches for the targeted materials design are pre-
sented providing good compromise of prediction accuracy and computational efforts by the
exploitation of synergy between atomistic simulations and experiments. This is exemplarily
shown for three distinct types of materials.

The first example concerns predictions of the phase stability and thermomechanical prop-
erties for optimization of the microstructure of zero thermal expansion glass ceramics consist-
ing of Ba;_,,Sr,,Zn,_»,Mg>,,Si»O7 (BZS) solid solutions. First, the tunable temperature of the
martensitic phase transition T; from the low to the desired high temperature (HT) phase of
BZS solid solutions showing negative thermal expansion is predicted. This is achieved by cal-
culations of the vibrational density of states at the density functional theory (DFT) level using
the harmonic approximation (HA). Since calculations using the HA fail to predict 7; even qual-
itatively, model functions for the vibrational free energy are derived from DFT simulations in
combination with an empirical correction using experimentally observed T; for consideration
of anharmonic effects avoiding computationally demanding ab initio simulations. Predic-
tions of T; for chemical compositions not included in the model derivation show good agree-
ment with experimental observations. In addition, those chemical compositions at which the
HT phase emerges from glass crystallization can be rapidly predicted by using the proposed
computational approach. Among these compositions are Ba;_,,Sr,,Zn,Si,O7 solid solutions
with m > 0.1. The thermomechanical properties of the HT phase of Ba;_,,Sr,,Zn,Si»O7 as a
function of the chemical composition m are elucidated, namely, the elastic constants, ther-
mal expansion and macroscopic Griineisen parameters by combining DFT simulations with
experimentally determined lattice parameters. Moreover, the origin of the negative thermal
expansion at the atomic level is revealed for Bag 5Sr¢5Zn,Si»O7 by calculation of the micro-
scopic Griineisen parameters using DFT simulations along with the quasi-harmonic approx-
imation.

The second case study is the elucidation of atomic structure and crystallization of nanopar-
ticulate Fe, O3 starting from its smallest Fe,O3 building block up to nanometer-sized Fe;O3
particles. Structure predictions of small (Fe»O3), (n = 1-10) gas phase clusters used global
structure optimizations along with a two stage procedure that combines tailored, ab initio
derived interatomic potential functions (IP) with refinements at the DFT level. Computations
for the crystallization of larger nanoparticles up to a diameter of 5 nm used molecular dynam-
ics simulations along with the tailored IP. Most of the (Fe,O3),, clusters show compact, almost
amorphous structures with little or no symmetry, except for the tetrahedral, adamantane-like
(Fe»03), structure. Larger gas phase clusters with n > 5 increasingly assume tetrahedral shape
with the adamantane-like (Fe;O3), entity as the main building unit. Such tetrahedral mor-
phology persists for Fe,O3 nanoparticles with diameters up to 3 nm. In contrast, single crystals
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with hexagonal morphology were obtained by simulated crystallization oflarger nanoparticles
with diameters of about 5 nm leading to formation of e-Fe,O3. The hexagonal morphology is
in excellent agreement with the results obtained for fabricated Fe,Os nanopowders confirm-
ing the reliability of the computational procedure employed and providing the first direct in-
dication that e-Fe,O3 may be thermodynamically the most stable phase for nanoparticles of
this size. In addition, the atomistic structure models predicted can serve as a starting point for
future simulations to shed a light on the thermodynamic and magnetic properties of nanopar-
ticulate Fe,Os.

Finally, the third example case focusses on the optimization of polymeric nanocarriers for
the efficient encapsulation of biologically active substances such as drugs. The thermody-
namic compatibility of polymers with low molecular weight compounds is evaluated using
thermodynamic models parameterized by atomistic simulations. Here, a computationally ef-
ficient procedure based on the concept of inherent structures is proposed for the profound
statistical sampling of polymer conformations. Comprehensive test simulations confirm the
accuracy of the employed simulation procedure for calculation of the physico-chemical prop-
erties such as cohesive energy densities (CED). Calculation of the CED along with their en-
ergetic contributions allow the determination of (Hansen) solubility parameters that facili-
tate rapid, qualitative solubility predictions in combination with the Flory-Huggins (FH) the-
ory. However, the FH theory fails to model specific interactions such as hydrogen bonding,
even though atomistic simulations of polymer mixtures explicitly consider such interactions.
Therefore, the more accurate perturbed hard sphere chain (PHSC) equation of state (EOS) was
parameterized by using not only calculated CED but also pressures as a function of the tem-
perature. As test case, aqueous polyethylene glycol (PEG) solutions have been chosen, which
are known to show strong hydrogen bonding. The physico-chemical properties including the
phase diagram of PEG-water calculated by the PHSC EOS show good agreement with exper-
imental observations. Consequently, a two stage procedure is proposed for the efficient in
silico guided design of polymeric drug nanocarriers. It combines qualitative solubility predic-
tions using the FH theory for rapid prescreening of promising polymers that efficiently solubi-
lize active substances with computationally more demanding simulations for consideration
of specific interactions and an accurate modeling of the physico-chemical properties by pa-
rameterization of the PHSC EOS.



Zusammenfassung

Die zeit- und kosteneffiziente Optimierung existierender sowie das Designs neuer Materialien
wird durch die Vorhersage der Materialstruktur und -eigenschaften mithilfe rechengestiitzter
- in silico - Methoden erzielt. Zu diesem Zweck werden pragmatische Ansitze fiir das gezielte
Materialdesign vorgestellt, die einen guten Kompromiss zwischen Vorhersagegenauigkeit und
Rechenaufwand darstellen, indem Synergien zwischen atomistischen Simulationen und Ex-
perimenten genutzt werden. Dies wird beispielhaft fiir drei verschiedene Arten von Materi-
alien gezeigt.

Das erste Beispiel betrifft Vorhersagen der Phasenstabilitdt und der thermomechanischen
Eigenschaften zur Optimierung der Mikrostruktur von Glaskeramiken mit null Warmeaus-
dehnung, bestehend aus Ba; _,,Sr,,,Zny_»,Mg>»,SioO7 (BZS) Mischkristallen. Zundchst wird die
anpassbare Temperatur des martensitischen Phaseniibergangs 7; von der Tief- zur gewliin-
schten Hochtemperatur-Phase (HT) der BZS-Mischkristalle vorhergesagt, die eine negative
thermische Ausdehnung aufweist. Dies wird durch Berechnungen der Schwingungszustands-
dichte auf dem Niveau der Dichtefunktionaltheorie (DFT) und mithilfe der harmonischen
Ndherung (HN) erreicht. Da Berechnungen unter Verwendung der HN die 7; nicht einmal
qualitativ vorhersagen konnen, werden Modellfunktionen fiir die freie Schwingungsenergie
aus DFT-Simulationen zusammen mit einer empirischen Korrektur mithilfe experimentell
bestimmter T; abgeleitet zur Beriicksichtigung anharmonischer Effekte, um somit rechenin-
tensive ab initio-Simulationen zu vermeiden. Vorhersagen von T; fiir jene chemische Zusam-
mensetzungen, die nicht in der Modellableitung enthalten sind, zeigen gute Ubereinstim-
mung mit experimentellen Beobachtungen. Aullerdem konnen die chemischen Zusam-
mensetzungen, bei denen ausschliellich die HT-Phase aus der Glaskristallisation hervorgeht,
unter Verwendung des vorgeschlagenen, computergestiitzten Ansatzes schnell vorhergesagt
werden. Zu diesen Zusammensetzungen gehoren Ba;_,,Sr,,,Zn,Si,O7; Mischkristalle mit m
> 0.1. Die thermomechanischen Eigenschaften der HT-Phase von Ba;_,,Sr,,Zn,Si,O; Mis-
chkristallen in Abhéngigkeit der chemischen Zusammensetzung m werden ermittelt und
zwar die elastischen Konstanten, Warmeausdehnung sowie die makroskopischen Griineisen-
Parameter durch die Kombination von DFT-Simulationen mit experimentell bestimmten Git-
terparametern. Aullerdem wird der Ursprung der negativen thermischen Ausdehnung auf
atomaren Niveau fiir Bag 5Srp 5Zn,SioO; durch Berechnung der mikroskopischen Griineisen-
Parameter mithilfe von DFT Simulationen zusammen mit der quasi-harmonischen Ndherung
aufgeklart.

Die zweite Fallstudie ist die Aufklairung der atomaren Struktur und Kristallisation von
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nanopartikuldrem Fe,O3, beginnend mit dem kleinsten Fe,O3-Baustein bis zu nanometer-
groBen Fe,Os-Partikeln. Strukturvorhersagen von kleinen (Fe;O3), (n = 1-10) Gasphasen-
clustern verwendeten globale Strukturoptimierungen zusammen mit einem zweistufigen Ver-
fahren, welches maligeschneiderte, ab initio parametrisierte, interatomare Potentialunktio-
nen (IP) mit Verfeinerungen auf DFT Niveau kombiniert. Berechnungen fiir die Kristallisa-
tion von grolleren Nanopartikeln bis zu einem Durchmesser von 5 nm verwendeten Molekiil-
dynamiksimulationen zusammen mit den maligeschneiderten IP. Die meisten der (Fe,Os3),,-
Cluster zeigen kompakte, fast amorphe Strukturen mit geringer oder keiner Symmetrie, mit
Ausnahme der tetraedrischen, Adamantan-dhnlichen (Fe,O3), Struktur. Gré3ere Gasphasen-
Cluster mit n> 5 nehmen zunehmend tetraedrische Form an, wobei die Adamantan-artige
(Fe»03)2-Einheit das Hauptstrukturmerkmal darstellt. Eine solche tetraedrische Morpholo-
gie bleibt fiir Fe,O3-Nanopartikel mit Durchmessern bis zu 3 nm bestehen. Im Gegen-
satz dazu wurden Einkristalle mit hexagonaler Morphologie durch die simulierte Kristalli-
sation grolerer Nanopartikel mit Durchmessern von etwa 5 nm erhalten, was zur Bildung
von e-Fe; 03 fithrte. Die hexagonale Morphologie stimmt hervorragend mit den Ergebnis-
sen Uiberein, die fiir hergestellte Fe,O3-Nanopulver experimentell bestimmt wurden, was die
Zuverldssigkeit des verwendeten Rechenverfahrens bestétigt und den ersten direkten Hin-
weis daraufliefert, dass e-Fe; O3 die thermodynamisch stabilste Phase fiir Nanopartikel dieser
GroRe sein kann. Dartiber hinaus kénnen die vorhergesagten atomistischen Strukturmodelle
als Ausgangspunkt fiir zukiinftige Simulationen dienen, um einen tieferen Einblick in die ther-
modynamischen und magnetischen Eigenschaften von nanopartikuldrem Fe,O3 zu erhalten.

Das dritte Fallbeispiel befasst sich mit der Optimierung von polymeren Nanopartikeln
fir die effiziente Einkapselung biologisch aktiver Substanzen, u.a. von Wirkstoffen. Hi-
erfiir wird die thermodynamische Kompatibilitdt von Polymeren mit niedermolekularen
Verbindungen mithilfe thermodynamischer Modelle errechnet, die durch atomistische Sim-
ulationen parametrisiert werden. Hier wird ein recheneffizientes Verfahren vorgeschla-
gen, das auf dem Konzept der inhdrenten Strukturen (IS) basiert, fiir die fundierte statis-
tische Erfassung von Polymerkonformationen. Umfassende Testsimulationen bestéitigen
die Genauigkeit des verwendeten Simulationsverfahrens zur Berechnung der physikalisch-
chemischen Eigenschaften wie der kohésiven Energiedichte (CED). Die Berechnung der CED
ermoglicht zusammen mit ihren energetischen Beitrdgen die Bestimmung der (Hansen)-
Loslichkeitsparameter, die schnelle qualitative Loslichkeitsvorhersagen in Kombination mit
der Flory-Huggins (FH) Theorie ermdoglichen. Die FH-Theorie erlaubt jedoch nicht die Mod-
ellierung spezifischer Wechselwirkungen, wie z. B. Wasserstoffbriicken, obwohl atomistische
Simulationen der Polymermischungen solche Wechselwirkungen explizit beriicksichtigen.
Daher wurde die genauere PHSC-Zustandsgleichung nicht nur unter Verwendung der berech-
neten CED, sondern auch mithilfe der Temperaturabhingigkeit des Drucks parametrisiert.
Als Testfall wurden wissrige Polyethylenglykol (PEG)-Losungen gewdhlt, von denen bekannt
ist, dass sie starke Wasserstoffbriickenbindungen aufweisen. Die physikalisch-chemischen
Eigenschaften einschlieBlich des PHSC berechneten Phasendiagramms von PEG-Wasser
zeigen gute Ubereinstimmung mit experimentellen Beobachtungen. Daher wird ein zweistu-
figes Verfahren fiir das effiziente Design von polymeren Wirkstoff-Nanotrdgern vorgeschla-
gen. Es kombiniert qualitative Loslichkeitsvorhersagen unter Verwendung der FH-Theorie
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fiir ein schnelles Screening von vielversprechenden Polymeren, die aktive Substanzen ef-
fizient 16sen, mit rechenintensiveren Simulationen zur Beriicksichtigung spezifischer Wech-
selwirkungen und einer genauen Modellierung der physikalisch-chemischen Eigenschaften
durch Parametrisierung der PHSC.
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1 Introduction

Key prerequisite for the targeted design of novel materials showing a tailored property pro-
file is the profound understanding and control of structure-property relationship. However,
in case of, e.g., nanomaterials the experimental elucidation of the atomic structure and prop-
erties is a challenging task. In addition, if a vast number of chemical compounds along with
their structural modifications comes into question for a certain application, the experimen-
tal optimization of the materials properties can be costly and time-consuming. Therefore,
driven by increasing computational performance within the past decades, in silico methods
using computer simulations have considerably gained importance for modeling, prediction
and screening of structure and properties of novel materials complementary to experimen-
tal characterization [1-3]. In particular, atomistic simulations at the density functional theory
(DFT) level as well as simulations using well parameterized interatomic potential functions
proved successful for the targeted materials design in various fields applications. These range
from the design of active substances in pharmacy [4] through materials for energy generation
and storage [5] to materials in optoelectronics [2, 6], chemical catalysis and membrane tech-
nology [7].

Starting point of the materials modeling based on atomistic simulations is the determi-
nation of suitable structure models. While in some cases (e.g., simple ionic solids) sufficiently
accurate structure models can be obtained from experiments, elucidation of the atomic struc-
ture of more complex chemical compounds and nanomaterials is very challenging. Therefore,
predictions of the atomic structure is of vital importance in such cases requiring computation-
ally efficient methods [1, 8] that make no assumptions regarding the materials structure. With
knowledge of the atomic structure, the thermodynamic stability and physico-chemical prop-
erties can be calculated as well by employing atomistic simulations [9, 10]. However, if com-
plex structure models or numerous calculations are required for prediction of the materials
properties at various operating conditions, sufficiently accurate simulations become compu-
tationally too demanding. Hence, lowering the computational costs by approximations is of-
ten unavoidable, yet limit the prediction accuracy making the targeted materials design chal-
lenging.

Therefore, central aim of this thesis is to facilitate an efficient, in silico guided materials
design providing good compromise of accuracy and computational effort. For this purpose,
computationally efficient methods for prediction of the atomic structure and materials prop-
erties are presented. These include multistage procedures employing different approxima-
tions including a combination of rapid prescreening calculations with more accurate simu-
lations for property evaluation. In addition, available experimental data facilitate empirical
corrections of the models derived for pragmatic and time efficient property predictions.

In this thesis, atomistic simulations combined with thermodynamic modeling are used for
elucidation of structure and properties of three distinct types of materials:
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(I) Prediction of the phase stability and modeling of anisotropic thermomechanical prop-
erties of zero thermal expansion glass ceramics made of Ba; _,,Sr,,Zn;_»,Mg>, Sio O7 solid
solutions (BZS)

(IT) Elucidation of the atomic structure and crystallization of Fe,O3 gas phase clusters and
nanoparticles

(ITIT) Solubility predictions of active substances in amorphous polymers for optimization of
polymeric nanocarriers

The results of (II) were previously published in Nanoscale (RSC Publishing) [XI] and parts of
this publication are adapted in this thesis. My contribution to this publication was the conduct
of atomistic simulations, analysis of the results and draft preparation of the manuscript.

1.1 Computer-aided materials design

A Il. Screening [ lll. Developement

and Design / and testing
iy |I —— Modeling and
prediction

|. Requirements

<=

P ==Y
» Cost efficiency Simulations Q\
* Optimal =
property profile \ ‘
« Sustainability o "
> oo Model validation \
and refinement r

Experiments

FIGURE 1.1: Stages of the computer-aided design of materials that fulfill predefined requirements
in the best possible way [2].

The process of the computer aided - in silico - design of novel materials is schematically
shown in Figure 1.1 [2]. Starting point of the materials design process is the definition of the
requirements on the materials properties, e.g., by using figure of merit. In addition, the de-
mands for sustainable materials (green chemistry) and their cost-effective synthesis as alter-
native to existing materials considerably increased in the past two decades [11-13]. While pre-
vious knowledge and experience such as chemical intuition provides a certain preselection
of materials that might fulfill the desired property profile, unexpected chemical compounds
and materials structures potentially showing unprecedented properties can only be obtained
by trial-and-error approaches. Since such approaches become costly and time consuming
by using experiments, the modeling and prediction of materials properties even of hypothet-
ical materials by employing computer simulations provide a promising route for the design
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of novel materials. In addition, if numerous materials are already known as potential candi-
dates for a certain application, yet their structure and properties are difficult to characterize,
simulations are capable screen the most promising ones.

However, as mentioned above, in case of materials that require complex structure models
and predictions for various operating conditions, simulations become computationally very
demanding, in particular at the atomic level. Therefore, approximations are indispensable to
ensure time efficient design process. However, this limits the accuracy of the predictions ren-
dering the targeted materials design difficult. Thus, the synthesis of at least some prescreened
materials and experimental characterization of the properties is essential for validation and
refinement of the employed model predictions. Establishing such feedback loop based on
synergy between theory and experiments is expected to provide an efficient in silico guided
design of novel materials. The computational methods presented in this work aim to facilitate
such a design process.

1.2 Zero thermal expansion glass ceramics

Zero thermal expansion (ZTE) materials have various applications ranging from common-
place ceramic hobs through telescope mirrors to micromechanical devices [14-16]. Among
these materials are glass ceramics containing crystal phases with highly anisotroic thermo-
mechanical properties along with negative thermal expansion (NTE) in at least one crys-
tallographic direction [17]. This applies also to the high temperature (HT) crystal phase of
Ba;_,,Sr,,Zn;_2,Mg>,Siz_,Ge,07 solid solutions (BZS) [18, 19]. Figure 1.2 summarizes the
change of the phase stability and thermal expansion for wide variety of possible chemical
compositions of BZS solid solutions. The pronounced dependence of the coefficient of ther-
mal expansion of the HT BZS phase on the chemical composition allows straightforward tai-
loring of the thermomechanical properties of the corresponding glass ceramics. However, ex-
ploitation of the tunable NTE of the HT BZS phase for technical applications is hampered due
to the martensitic phase transition from the low temperature (LT) to the HT phase. This phase
transition is connected with a volume change of about 3 vol.% [20]. Thus, such large volume
change makes the use of the bulk glass ceramics as ZTE material at operating temperatures
close to the phase transition impossible.

Therefore, knowledge of the phase transition temperature T; is indispensable for the tar-
geted design of BZS glass ceramics. It was shown, that the incorporation of Mg?* and Sr?* into
the crystal lattice of BaZn,Si, O shows strongly opposite effects on T; [21, 22]. While the sub-
stitution of Zn?* with Mg?* in BaZn;_»,Mg>,Si» O~ increases T; from about 550 K (n = 0) to 1210
K (n = 1), [21] the incorporation of Sr?* in Ba;_,,Sr,,Zn,Si,O7 solid solutions T; considerably
decreases down to 473 K even at low Sr?* concentrations of m = 0.06 [22]. In addition, the crys-
tallization of glasses with (m = 0.06, n = 0) yields mixtures of the HT and LT phase. If the Sr?*
concentration is further increased (m > 0.1), only the HT phase emerges during glass crystal-
lization and, consequently, T; cannot be determined experimentally. This indicates that the
substitution of Ba?* with Sr?* leads to thermodynamic stabilization of the HT phase. There-
fore, the incorporation of both, Mg?* and Sr?* into the crystal structure of BaZn,Si»O-, is ex-
pected to provide a simple way to tune the phase stability of the HT phase as well as T; over a
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FIGURE 1.2: Change of structure and phase stability of the low (LT) and high temperature (HT)
phase of BaZn,Si» 07 (black curve) caused by variation of the chemical composition [18, 19].

large temperature range from (theoretical) 0 up to 1200 K. However, the experimental charac-
terization for a high number of possible chemical compositions of Ba; _,,Sr,,,Zn,_2,Mg»,Si2 O7
is a time-consuming task.

For this reason, the prediction of T; by using atomistic simulations would facilitate the tar-
geted design of these BZS based ZTE glass ceramics. In particular, simulations at the density
functional theory (DFT) level proved successful for prediction of polymorphic phase transi-
tions [23, 24]. Predictions of the phase stability of crystalline polymorphs require the cal-
culation of the free energy as a function of temperature. For this, the vibrational density of
states (VDOS) and the corresponding vibrational free energy is calculated, e.g., by using the
harmonic approximation (HA) [24]. That is, the vibrational frequencies are assumed to be
independent of volume and temperature. However, predictions using the HA are limited in
accuracy, in particular at elevated temperatures and for materials showing strongly anhar-
monic lattice vibrations [25]. More accurate, but still qualitative predictions of the phase sta-
bility can be achieved by combining DFT simulations with the quasiharmonic approximation
(QHA), which takes the volume dependence of the VDOS into account (e.g., Ref. [26]). Quanti-
tative predictions of phase stabilities require the explicit consideration of anharmonicity at a
particular temperature by employing ab initio molecular dynamics simulations (MD) [27-29].
However, applying ab initio MD or phonon calculations using the QHA to a large number of
chemical compositions (cf. Fig. 1.2) is computationally very demanding.

In order to provide rapid predictions of T; as a function of chemical composition, simula-
tions at the DFT level for calculation of the VDOS of Ba; _,,Sr,,,Zn,_»,Mg>,,Si» O7 solid solutions
are combined with parameterization of composition dependent model functions for the har-
monic free energy (cf. Chapter 2.2.2). For consideration of anharmonic effects on the temper-
ature dependence of the free energy, an empirical correction is derived using experimentally
determined T; of the solid solution series Ba;_,,Sr,,Zn,Si»O; (n = 0) and BaZn,_»,Mg>,Si> O
(m = 0). This empirically corrected model is then used for predictions of the phase transition
temperatures of Ba;_,,Sr,,Zn,_»,Mg»,Si» 07 (m, n > 0) solid solutions (Chapter 3.1).

For chemical compositions which lead to a sufficient thermodynamic stabilization of the
HT BZS phase, that is, lowering T; far below operating or even room temperature, the charac-
terization of the anisotropic thermomechanical properties is of fundamental importance. In
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particular, the anisotopic thermal expansion is the key factor for the design of the microstruc-
ture of such glass ceramics in order to facilitate zero volume expansion of the bulk material.
In addition, together with the (anisotropic) elastic properties (stiffness tensor C), the thermal
expansion has major influence on the residual stresses introduced in the microstructure dur-
ing fabrication of glass ceramics, which are of vital importance for crack formation in such
materials [30].

Therefore, a deeper understanding of both, the anisotropic elastic properties and thermal
expansion, is crucial for the targeted design of ZTE glass ceramics. In this context, DFT sim-
ulations proved to accurately predict the thermal expansion as well as elastic properties for
a variety of materials [10, 31, 32]. In addition, calculations of the VDOS using the QHA and
simulations at the DFT level provide insight into the microscopic mechanisms of NTE at the
atomic level [33]. Key quantity for characterization of thermal expansion is the Griineisen pa-
rameter that provides the relation between the thermal and mechanical properties of solids
[34]. Furthermore, the microscopic Griineisen parameter describes the volume dependency
of the phonon frequencies and its calculation using the QHA allows the elucidation of those
vibrational modes that contribute to the NTE. Chapter 3.2 describes the calculation of the
anisotropic thermomechanial properties and the Griineisen parameters at the DFT level for
Ba;_,,Sr,,Zn,Si, 07 solid solutions with m = 0, 0.25, 0.5, 0.75.

1.3 Magnetic nanopowders: nanoparticulate Fe, 03

Tuning of the thermodynamic stability and properties of crystalline materials cannot only be
achieved by variation of the chemical composition as in the case of the glass ceramics intro-
duced in the previous section. For example, nanoparticulate materials show a pronounced
size dependence of their atomic structure and properties [35, 36]. Hence, the elucidation how
structure and properties change with increasing aggregation state, starting from small clus-
ters through nanoparticles to the bulk material is of fundamental importance for the design
of nanomaterials. This issue is addressed for nanoparticulate Fe;O3 in Ref. [XI], previously
published in Nanoscale (RSC Publishing), and parts of this section are adapted from [XI].

Fe, O3 nanoparticles (NP) find a number of applications due to their unique magnetic, bio-
chemical and catalytic properties [37]. They are used in catalysis, biomedicine for hyperther-
mia based anticancer therapy and targeted drug delivery, magnetic resonance imaging and
immunoassays as well as for magnetic data storage [37-39]. Fe,O3 shows pronounced size de-
pendence of its structural and magnetic properties [40, 41]. As bulk material it exists either as
the thermodynamically most stable hematite (@-Fe,O3) or metastable maghemite (y-Fe,03),
both naturally occurring as minerals. In addition, two Fe,O3 polymorphs are known, g-Fe,O3
and e-Fe; O3 that can only be obtained in nanoparticulate form [40]. e-Fe, O3 has attracted par-
ticular attention since the discovery of its unique magnetic and dielectric properties [41] such
as the giant coercive field due of the large magneto-crystalline anisotropy and a relatively small
saturation magnetization [42]. This makes e-Fe, O3 a promising candidate for advanced mate-
rials. Its crystal structure can be described as intermediate between «- and y-Fe,0O3, contain-
ing one-quarter of Fe atoms in tetrahedral interstices and three-quarters in octahedral sites. A
unique feature e-Fe, O3 is the presence of five-fold coordinated O atoms. It has been suggested
[43] that below certain particle size e-Fe, O3 may be thermodynamically the most stable phase.
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However, this assumption has not yet been explicitly verified [41]. It addition to the crystalline
forms it is also possible to obtain amorphous Fe, O3 [40].

Apart from determination of the thermodynamically most stable crystal phase of Fe,O3 NP,
the elucidation of the atomic structure is one of the key prerequisites for determination and
control of, e.g., their magnetic properties. In particular, small iron oxide clusters and Fe;O3
NP with diameters between 1-5 nm show strongly size dependent magnetic properties [44].
Furthermore, small nanoclusters can display chemical and physical properties distinct from
both small molecules and the corresponding bulk materials orlarger NP [45]. However, atomic
level characterization of iron oxide nanoclusters is a very challenging task due to its compli-
cated electronic structure. In addition, computational studies of larger clusters are generally
hampered by a steeply increasing number of local minima with increasing cluster size [8, 46].
This makes the search for low energy structures by manual construction of all possible iso-
mers followed by local structure optimizations very challenging. Therefore, several global en-
ergy minimization techniques for automatic determination of the most stable cluster struc-
ture have been proposed [47, 48]. Among them, genetic algorithm (GA) finds the global min-
imum structure by an evolutionary process [46, 48, 49] and has been applied successfully for
structure predictions of various metal oxide nanoclusters (see, e.g., Ref. [8]).

Due to these difficulties computational studies of iron oxide clusters have so far been lim-
ited to small non-stoichiometric ionic [50-56] and neutral species [57, 58]. Stoichiometric,
neutral (Fe;O3), clusters were investigated up to n = 2 [59-61] as well as for n = 2-6 and 10
[62] using only manually constructed and locally optimized structures. A previous study [XII]
reported the first global structure optimization of (Fe,O3), clusters with n = 1-5 employing
density functional theory (DFT) and including precise determination of their magnetic (spin)
states. It was demonstrated that the geometric structure of larger (Fe,O3), clusters is virtually
independent of their magnetic configurations. In addition, starting from » = 4 the precise spin
state has only a minor influence on relative energies of different cluster isomers.

The steep increase of computational cost of global structure optimization algorithms makes
search for global energy minima oflarger clusters and nanoparticles virtually impossible. Even
if the global minimum of a large system could eventually be located the large number of very
close-lying local minima renders the result meaningless. Instead, low-energy structures can
be located employing molecular dynamics (MD) simulations along with carefully parameter-
ized interatomic potential functions (IP) [46, 63]. As an example, the simulated annealing
procedure was employed to investigate the crystallization process and structure of metal ox-
ide NP with several nm in diameter [64-66]. However, similar studies of Fe,O3 NP with di-
ameters in the range of 2-5 nm lead only to amorphous structures,[67] most probably due to
short simulation times and shortcomings of the potential functions employed. Despite the
unique properties, technological relevance and complex polymorphous transformations of
crystalline (Fe,O3),, NP no computational investigations of their structure and crystallization
processes have been reported before.

The first systematic, comprehensive study of nanoparticulate Fe, O3 starting from its small-
est Fe;O3 building unit and (Fe,0s), clusters of increasing size through to nanometer-sized
Fe, O3 particles is presented in Chapter 4. This is achieved by employing tailored, ab initio
parameterized interatomic potential functions [68] (IP-Fe,O3) combined with a refinement at
the DFT level (cf. Chapter 2.2.3) to locate global energy minima of (Fe,Os3),, clusters with n =
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1-10. Finally, the IP-Fe,O3 are used for simulated crystallization of Fe;O3 NP with diameters
up to 5 nm.

1.4 Solubility optimization of actives in polymeric nanocarriers

Solubility of low molecular weight compounds, such as solvents, dyes or other active sub-
stances in polymers is of fundamental importance for numerous industrial applications rang-
ing from membrane separations through solvent extraction to thin film coating [69]. In partic-
ular, the optimization of polymeric nanocarriers for the efficient encapsulation of biologically
active substances plays a crucial role in nanomedicine, e.g., for targeted delivery of anticancer
therapeutics [70] or tumor imaging agents [71]. However, experimental optimization of the
encapsulation efficiency (EE) by adjustment of the polymer structure and chemical compo-
sition using trial-and-error approaches is costly and time-consuming. Therefore, solubility
predictions by employing thermodynamic modeling of polymer mixtures are a powerful tool
in the process of discovery and optimization of new drug delivery systems [72].

For this purpose, atomistic simulations
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i o Pyrene : thermodynamic drug-polymer compatibil-

60 o J\O . |ndomethacin§ ity and beyond that provide also a detailed
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40 ‘y" : actions between polymers and active sub-
0‘ .. stances (e.g., refs. [X] and [73-75]). Key quan-

20 1 Ss el tity for determination of the intermolecu-

0 . . . T~ -~ -&l lar interactions is the Hildebrand solubility
450  -350 -250  -150 50 50 parameter (SP) of polymer and active, re-
AGpix [J/(mol segment)] spectively, defined as the square root of the

cohesive energy density (CED) [76, 77]. In
Frure 1.3: Encapsulation efficiency (EE) of most theoretical studies, the CED are used
actives in PEG-PLA copolymer nanoparticles for parameterization of the Flory-Huggins
as a function of predicted free energies of mix- (FH) theory [78, 79] yielding the free energy
ing AGmix [X]. of mixing as measure for the thermodynamic
compatibility between polymer and active
substances. Figure 1.3 depicts the successful correlation of predicted free energies of mixing
and experimentally observed EE of different actives in copolymer nanoparticles comprising
different ratios of polyethylene glycol (PEG) and polylactic acid (PLA) [X]. In addition, an ex-
tension of the SP approach was proposed by Hansen [80] that uses a separation of the CED
into different energetic contributions such as dispersion and hydrogen bonding interactions.
This facilitates a more detailed characterization of the intermolecular interactions, which can
be potentially used for rapid screening of the thermodynamic polymer-active compatibility.
For example, a machine learning approach was recently proposed for calculation of Hansen
SP in order to provide a versatile tool for polymer solubility predictions [81].
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Although atomistic simulations combined with the FH theory provided solubility predic-
tions in agreement with experimental observations in several cases [73-75], the general appli-
cability of this approach was under debate recently [82-84]. Employing the FH theory param-
eterized from atomistic simulations contradicting results were obtained in comparison with
experimental data for several polymer-active mixtures [83] clearly indicating the limited ac-
curacy of such solubility predictions. This is connected with two major factors that determine
accuracy and reliability of the the thermodynamic modeling.

The first challenge is the atomistic modeling of bulk amorphous materials using structure
models with periodic boundary conditions which inherently assume long-range order. Thus,
generation and sampling of a sufficiently large number of polymer conformations is indis-
pensable for an accurate atomistic modeling of amorphous polymers. Some theoretical stud-
ies employed molecular dynamics (MD) simulations with long equilibration times up to mi-
croseconds for relaxation of the polymer conformations [84, 85]. On the other hand, configu-
rational biased Monte-Carlo (MC) algorithms [86, 87] were applied for generation of polymer
conformations, which were subsequently used for the sampling of the CED (cf. refs. [73] and
[X]) by employing comparatively short MD simulations in the ns scale. However, the accuracy
and reproducibility of the latter sampling approach for calculation of the CED has not yet been
critically evaluated.

Another computational method for calculation of the atomic structure and thermodynamic
quantities of amorphous materials employs the concept of so called inherent structures (IS)
initially proposed by Stillinger and Weber [88-90]. It is based on the separation of the 3N-
dimensional potential energy surface (PES) and the corresponding partition function into non-
overlapping basins for a system containing N atoms [89]. The IS represent these basins, which
can be calculated by applying geometry optimizations to MD trajectories of the equilibrated
liquid state at temperatures above the glass transition temperature T. The resulting distribu-
tion of the IS potential energy minima corresponds to the probability distribution that a struc-
ture extracted from theliquid state is associated with the IS and their corresponding properties
[91, 92]. Consequently, not only atomic structures but also thermodynamic quantities of glass
forming liquids at temperatures close to Ty can be calculated [92]. Simulations employing the
concept of IS were used for elucidation of the structure and properties of various amorphous
materials including polymers and biomolecules [90, 93-95]. However, to the best of the au-
thor’s knowledge this methodology has not yet applied to polymer solubility predictions.

The second key factor for accurate thermodynamic description of polymer solutions is the
model parameterized from the simulation results. While atomistic simulations are capable
to describe the intermolecular interactions including specific interactions such as hydrogen
bonding, mean-field lattice theories such as the FH theory fail to model such interactions [82,
83]. For example, the FH theory is based on the regular solution theory assuming positive en-
tropy of mixing of the ideal lattice. However, several strongly hydrogen bonding solutions such
as alcohol water mixtures [96] are known to show negative entropy of mixing due to the for-
mation clusters in solution [97]. This applies also to aqueous solutions of polyethylene glycol
(PEG) [98] and PEG drug mixtures [99] showing pronounced hydrogen bonding. Therefore, it
was pointed out in ref. [82] that more sophisticated equation of state (EOS) theories are re-
quired for reliable predictions of polymer-drug compatibility. Among the numerous EOS the-
ories for polymers [100] are the statistical associating fluid theory (SAFT) [101, 102] and the
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perturbed hard sphere chain (PHSC) EOS [103-105]. Most frequently the parameters of these
EOS were obtained by using experimentally determined pressure temperature dependencies
and phase diagrams. Despite also few examples for the derivation of EOS parameters for poly-
mers by employing atomistic simulations were reported [106, 107] the critical evaluation of the
accuracy of the solubility predictions using such a parameterization, in particular for mixtures
showing pronounced hydrogen bonding is still lacking.

Chapter 5 focusses on both of the named factors, the accuracy of atomistic simulations
for the statistical sampling of the polymer conformations as well as the thermodynamic mod-
eling. First, a simulation procedure is proposed combining MC simulations for generation
of polymer structure models with relatively short MD simulations for the sampling of inher-
ent structures. Comprehensive test simulations of the simulation procedure are performed
in order to facilitate accurate and reproducible statistical sampling of polymer conformations
and the related physico-chemical properties such as CED and pressures. Subsequently, the
simulation results are used for parameterization of the FH theory including a correction that
considers the change of the intermolecular structure as a function of the composition. In ad-
dition, the concept of Hansen solubility parameters is applied for rapid qualitative solubility
predictions. Finally, the parameters of the PHSC EOS are derived from atomistic simulations
for calculation of the physico-chemical properties of aqueous PEG solutions as test case for
strongly hydrogen bonding polymer mixtures.
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2 Theory and computational methods

2.1 Modeling of materials properties

2.1.1 Statistical thermodynamics

Predictions of the thermodynamic stability and physico-chemical properties of materials em-
ploying atomistic simulations requires the link of calculated microscopic, atomistic states and
the macroscopic, observable states and properties. The methods used in this work are based
on classical statistical thermodynamics with basic concepts introduced in this section.

Central quantity linking microscopic states and macroscopic, thermodynamic quantities
is the canonical partition function Q. For a particular atomic configuration «, the canonical
partition function Q, reads [108, 109]:

Qe = ), exp(-BEy), (2.

with the energy E; of microstate i and 8 = (kT)~!, where k is the Boltzmann constant and
T the temperature. In general, the probability P; of finding a microstate in the macroscopic
system which is in thermal equilibrium with its surrounding (e.g., a heat bath) is given by the
Boltzmann distribution [109]:

pP; = Qi exp (-BE;). (2.2)

The partition function can be separated into sums of states of, e.g., i electronic and j
vibrational states. This allows (in case of solids) the factorization of Q, such that Q, =
d«.elq«vib With the electronic g, ) = 2, exp(—BE;. 1) and vibrational partition function g, vi, =
2.; €xp(—BEj,vip) [110]. For molecular systems also the translational and rotational partition
functions have to be considered. Since only non-metallic materials are considered in this
work, the thermal excitation of higher lying electronic states above the ground state with
Eox = Epel, Which is relevant for the modeling of, e.g., metallic materials (electron gas), is ne-
glected. In other words, the probability of finding configuration « in an electronic state with
E;el > Eo« is negligibly small and, consequently, g, ¢ ~ exp(—BEo,). The vibrational partition
function g, vi, considers atomic displacements around configuration « by calculating the force
constants and vibrational frequencies, e.g., by using phonon calculations along with the har-
monic approximation (cf. Section 2.2). With knowledge of Q, or a reasonable approximation
of it, respectively, the Helmholtz free energy A, is given as [108]:

A = —kT In(Qy). 2.3)
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The factorization of Q, implies that A, can be separated into additive contributions and writ-
ten as [10, 111]:

A(T) = Eoy + Ezpg + Aqvib(T), (2.4)

with the zero-point vibrational energy E, 7pr and the temperature dependent vibrational free
energy A, vib (T) = Eqvib (T) — TSivib (T). Up to now, only the partition function Q, and free
energy A, for one particular atomic configuration «, that is one point on the potential energy
surface (cf. Section 2.2.1) was considered. However, in case of disordered solids, for exam-
ple substitutional solid solutions or amorphous materials, accurate thermodynamic model-
ingrequires consideration of numerous atomic configurations « for calculation of the partition
function Q = Y}, Q. [111, 112]. The corresponding Helmholtz free energy A (T') as a function of
temperature T is (equivalent to eq 2.3):

A(T) = —kTIn (Z exp(—/SAK)) . (2.5)

Assuming that the vibrational free energy is independent of the atomic configuration «, that is
Avib = Avib, €q 2.5 reads:

A(T) = —kTIn (Z exp (- BEOK)) + Ezpg + Avip(T). (2.6)

Similar to eq 2.2, the probability of the presence of an atomic configuration in the macroscopic
system, which is in thermal equilibrium with its surrounding, is given by the Boltzmann dis-
tribution [112]:

1
P, = Q exp (—BEo) - (2.7

With knowledge of the energies Ey, of all possible configurations « (or a representative set
of configurations) allows the calculation of (an approximated) Q and the average properties
Y = Y, P.Y, using the quantities Y, of each configuration. For example, for the average energy
Ey of the electronic ground state applies [112]:

Eo = ) PEo. (2.8)
K
In addition, the configurational entropy S.qn can be calculated using:
Sconf = —k Z P InP,. 2.9)
K

Employing eqgs 2.7-2.9 one can rewrite eq 2.6 to yield the expression for A (T), which is used as
starting point for modeling phase stability of bulk polymorphs in Chapter 3:
A (T) = E_O — T'Sconf + Ezpg + Avib(T)- (2.10)

This work mainly focusses on the thermodynamic modeling of incompressible phases,
that is only small volume changes dV have to be considered. Therefore, the volume work pdv
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is negligibly small at moderate pressures p (< 10 MPa) such that the Helmholtz free energy A
provides reasonable approximation to the Gibbs energy G = A + pV.

Using standard thermodynamic relations one directly obtains the pressure p from the
Helmholtz free energy A by using [34, 108]:

A
p——(W)T. (2.11)
This relation is of particular importance, since it provides the relation of the observable pres-
sure and the free energy. Obviously, the latter can be calculated by integration of p(V) with
respect to the volume at a particular temperature. Therefore, knowledge of the pressure as a
function of volume and temperature - obtained either by experiments or simulations - facili-
tates derivation of thermodynamic models by parameterization of pressure explicit equation
of states (EOS) p = p(T,V). Such EOS are frequently expressed by using the dimensionless
compressibility factor Z:

p

=P 2.12
T (2.12)

along with the number density p = NV~! (N - number of particles). In case of the ideal gas the
compressibility factor is simply Z;g = 1. Many EOS use corrections to Z;4 for modeling of real
gases and liquids in form of the Virial EOS [108]:

7 =1+ pBy(T), (2.13)

where By(T) is the second Virial coefficient considering particle pair correlations and interac-
tions. For example, one of the simplest expressions for Z and B»(T), respectively, is the van der
Waals (vdw) EOS for which B,(T) reads:

Avdw
kT -~

The vdw EOS considers the excluded volume of two gas particles in contact using the co-
volume b as well as attractive (non-bonding) particle pair interactions by the van der Waals
perturbation parameter a,4,,- More sophisticated approximations for B,(T) will be introduced
in Section 2.1.4 for the thermodynamic modeling of amorphous polymers. In contrast to the
EOS for modeling of gases and liquids, EOS for (crystalline) solids such as the Vinet [113, 114]
or Birch-Murnaghan EOS [115, 116] are not based on the Virial EOS. They rather describe the
volume dependence of p for isotropic solids by using the bulk modulus K as well as its pressure
and in some cases also its temperature dependence [25].

Apart from modeling of the free energy, knowledge of the p — V — T relation, e.g, provided
by an EOS, allows in principle the calculation of all thermodynamic quantities. In this work,
the isochoric thermal pressure coefficient - a measure for the thermally induced pressure at
constant volume - is of particular relevance [34, 117, 118]:

P G ,
IP) gk =y = Pttt P (2.15)
ar ), v T

Bo(T)=b - (2.14)
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It provides the link between the thermomechanical properties, namely the thermal expansion
« and bulk modulus K, and the ratio of heat capacity Cy to the volume along with the dimen-
sionless (macroscopic) Griineisen parameter y. The latter is connected with the vibrational
states of solids by the microscopic Griineisen parameters that quantify the volume depen-
dence of vibrational frequencies. Since Cy, V and K are positive, negative thermal expansion
« is related to negative y and, therefore, the Griineisen parameter is of central importance for
modeling zero thermal expansion materials (cf. Section 2.1.3). In addition, the isochoric ther-
mal pressure coefficient is related to the internal pressure pj, that equals the partial derivative
of the internal (potential) energy with respect to volume at constant temperature [118-120].
This relation allows the calculation of the (residual) energy from pressure explicit EOS used for
the thermodynamic modeling of polymers in Section 2.1.4.

2.1.2 Phase stability of bulk polymorphs

Starting point for modeling the phase stability and the phase transition temperature T; of
Ba;_,,Sr,,,Zn,Si», 07 (BZS) solid solutions is the Helmholtz free energy A(T) as a function of tem-
perature T given in eq 2.10. In this section, model functions for A(T) as a function of the chemi-
cal composition (m, n) are derived for prediction of T; by combining simulations at the density
functional theory (DFT) level and experimentally observed T;.

Fundamental condition for the transition from the low (LT) to the high temperature (HT)
phase at temperature T; is AA(Ty) = At (Tt) — Arr (T;) = 0. Accordingly, relevant quantities
for modeling of the phase stability are the changes of configuration entropy AS¢qn¢ (cf: €q 2.9),
average lattice energy AE, at 0 K (cf. eq 2.8), zero-point vibrational energy AE;pg as well as
the temperature dependent vibrational free energy AA,;,(T). Since the accurate calculation of
AEg and AS,¢ requires a large set of DFT calculations of all possible atomic configurations for
substitution of Ba?* with Sr?* and Zn?* with Mg?*, it is assumed in the following that AE is
well approximated by AEj of the lowest energy structures obtained (cf. Section 2.2.2). Further-
more, it is assumed that the free energy contributions —T AS;ynf to AA(T) are negligibly small
(cf. Section 3.1).

Figure 2.1a shows the Helmholtz free energy A(T) as a function of temperature for
BaZn,Si,O; (BaZn) and BaMg,Si,O7 (BaMg). If the vibrational free energy AAy;,(T) depends
only slightly on the chemical composition, the relative energy at 0 K of the of the HT phase
with respect to the LT phase AEgx = AEp + AEzpg is the most determining factor for predic-
tion T; as a function of the chemical composition. Therefore, it is expected that the relative
lattice energies Eok correlate with T;. For this purpose, the relative lattice energies AE, calcu-
lated using DFT simulations at several compositions (m, n) (cf. Section 2.2.2) were fitted to a
quartic polynomial, in order to obtain a continuous functional dependence for AEy on (m, n).
Similarly, a composition dependent model for the vibrational free energy Ay;,(T) is derived by
using DFT simulations for different (m, n) along with the harmonic approximation (HA) that
frequently provides reasonable results at low temperatures [25]. However, at elevated temper-
atures the inclusion of anharmonic effects is indispensable for accurate thermodynamic mod-
eling [27] of phase transitions (Figure 2.1b), yet requires computationally demanding simu-
lations making predictions for numerous chemical compositions tremendously challenging.
Therefore, an empirical correction is applied to the vibrational free energy Ay, y(T') of the
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FIGURE 2.1: Helmholtz free energy A as a function of temperature for prediction of phase transi-
tion temperature T;. a) Free energies for BaZn,Si,O7 (BaZn) and BaMg,Si»O7 (BaMg) along with
their relative energies of the high (HT) with respect to the low temperature (LT) phase at 0 K, AEg.
b) Empirical correction of the harmonic (HA) free energy of the HT phase (yielding T; 11a) using
experimentally observed transition temperatures T; exp for consideration of anharmonic (ANH)
effects.

HT phase using available, experimentally determined T; for Ba;_,,Sr,,Zn,Si,07 (n = 0) and
BaZny.»,Mg»,Si» 07 solid solutions (m = 0) as depicted in 2.1b.
In general, Ay, (T) can be calculated from the vibrational entropy Sy, using [25, 121]:

Ayt (T) = — /0 ' Svib (T’)dT'. (2.16)

Together with the vibrational density of states (VDOS) g(v), Syip of a solid can be calculated
using the vibrational entropy of a single harmonic oscillator (Einstein model) and the [25, 121,
122]:

Sy (T) = k /0 o (exp(# —In(1-exp (—u))) g (V)dv, 2.17)

with u = Bhv, the vibrational frequencies v and the Planck constant k. First, the harmonic
Debye model for anisotropic solids is applied to find an approximation for g(v) using three
different Debye temperatures 6; [123]:

3 h 3 )
=9N _— . 2.18
g Z; (keio) y (2.18)

Next, a linear dependence of the Debye temperatures 6;o(m, n) on the chemical composition
(m, n) is assumed for both, the LT and the HT phase:
Oio(m, n) = Opazn,; + O1m + O2n. (2.19)

The parameters Ogazy i, ©1, O, are fitted to the harmonic vibrational free energies and zero-
point vibrational energies calculated for different (m, n) by using phonon calculations at the
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DFT level described more detailed in Section 2.2.2. In the HA 0,9 and, consequently, the VDOS
is independent of T and V. A correction of Sy;, for consideration of anharmonic effects can
be obtained introducing temperature dependent vibrational frequencies, that is, defining a
temperature dependent 0;(T) [25, 117, 121, 122] using 0;0(m, n) of the harmonic VDOS:

0:(T) = 0;0(m, n) exp (tannT) - (2.20)

Similar to 6;0(m, n), the quantity 7,1, is assumed to be linearly dependent on the chemical
composition. As mentioned above, this correction is applied to the vibrational free energy of
the HT phase by fitting AA(T;) = 0 to experimentally observed phase transition temperature T;
of Ba; -, Sr,,Zn,Si» O7 (n = 0) and BaZny_»,Mg»,Si,O7 (m = 0) solid solution series (cf. Fig. 2.1):

Tanh (M, 1) = TBazn + TIM + T21, 2.21)

where 18475, 71 and 7, are adjustable parameters. Assuming that the vibrational free energy
continuously changes with varying chemical composition, the composition dependent model
VDOS in eqs 2.18-2.20 can be used for predictions of T; for the complete composition range of
Ba;_,,Sr,,,Zn,_»,Mg,,Si»O7 solid solutions.

2.1.3 Anisotropic thermomechanical properties

For BZS glass ceramics with chemical composition that show T; suitable for application of as
zero thermal expansion materials, characterization of the thermomechanical properties, in
particular of the thermal expansion « as well as the elastic properties is of fundamental im-
portance. In general, for an isotropic solid « is related to the bulk modulus K, heat capacity
Cv, volume V and macroscopic Griineisen parameter y as given in eq 2.15. Since the HT phase
of BZS solid solutions shows an orthorhombic crystal structure, anisotropic thermal expan-
sion @ = (a4, ap, a.)" for each crystallographic axis a, b, ¢ is considered here. Together with the
three corresponding Griineisen parameters y = (y4, v, v¢)! and the (3x3) compliance tensor
S = C!, which is inverse of the stiffness tensor C, and neglecting shearing of the unit cell, eq
2.15reads [117]:

Vv
= —S~. 2.22
«a o Sy ( )

Here, Cy and S are calculated by employing DFT simulations (cf. Section 2.2.2) and vy is ob-
tained by fitting « to experimentally observed as well as DFT calculated cell parameters of
the HT phase for Ba; -, Sr,,Zn,Si, O solid solutions with m =0, 0.25, 0.5 and 0.75. For this pur-
pose, the three adjustable parameters y,, v, y. and the compliance tensor S are assumed to be
independent of temperature. In addition, by using the DFT calculated C and S, elastic prop-
erties such as bulk modulus K and the linear Young’s modulus ¥; along every crystallographic
direction i = a, b, c can be obtained [124]. Similarly, the linear compressibilities for each crys-
tallographic direction [25, 125] are calculated with:

b= Si. (2.23)
J
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The average (volumetric) Griineisen parametery, which is also assumed to be independent of
temperature, provides the relation between the volumetric thermal expansion «, K and Cy (cf.
eqn. 2.15) and reads [125]

ba')/a + bbyb + bz')/c
by+b,+b,
On the other hand, for elucidation of the microscopic origin of the (negative) thermal ex-
pansion at the atomic level, the microscopic Griineisen parameters vy); for phonon branch i
and reciprocal lattice vector k can be calculated using phonon calculations (cf. Section 2.2.2)
along with the quasi-harmonic approximation (QHA). They quantify the volume dependence
of the vibrational frequencies vy; defined as [25, 117, 125, 126]:

(2.24)

Yy =

V kai
S 2.25
Vi =70 oV (2.25)

In addition, the DFT calculated yy; allow the determination of the temperature dependent,
macroscopic Griineisen parameter yppr by using [126]:

CiiYki
YOFT = )| , (2.26)
w v

along with the contribution Cy; of each vibrational mode ki at k-point k for phonon branch i
to the heat capacity Cy = ¥, Cy;:

Cii = ku? exp (u) (exp (u) — 1)72, (2.27)

with u = Bhvy;.

2.1.4 Thermodynamic modeling of polymer solubility

The calculation of the thermodynamic driving force for formation of polymer-active mixtures
is of vital importance for prediction of the solubility of a low molecular weight compounds
(here: solvents) in polymeric nanocarriers. For this purpose, the molar Gibbs energy of mixing
Agmix is the central quantity for determination of the thermodynamic compatibility between
the two compounds and, thus, provides a measure how the encapsulation efficiency changes
with varying hydrophobicity of the polymer (cf. Section 1.4). Here, thermodynamic models
are derived from atomistic simulations (cf. Section 2.2.4), whereby the cohesive energy den-
sity (CED) ¢; of component i as well as the pressure as a function of temperature is of central
importance. Moreover, the CED is connected with the frequently used Hildebrand solubility
parameter §; through the relation ¢; = 62 [76, 77]. Please note that every quantity with the in-
dices i = j = 1refers to a polymer (PEG and PLA) whereas for solvents i = j = 2 is used in the
following.

The CED or the Hildebrand solubility parameter (SP), respectively, which quantify the in-
termolecular interactions, are connected with the potential energy per particle (segment or
molecular unit) e; through the molar volume v; = VN; ! (Ns number of segments) by the rela-
tione; = —1/,-6? = —v;c; for pure polymers or solvents. In case of mixtures showing the average
molar volume v,, = }; x;v; and cohesive energy density c,,, the potential energy per segment
is e, = —Umcm (OT ey, = —v,,62). In general, the intermolecular structure and interactions of
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liquids or amorphous solids are characterized by the radial distribution function (RDF) g;;(R)
and the segment pair potential ¢;;(R). The potential or residual energy with respect to the pure
ideal gases e reads [127]:

1 l Ry
- % Z Z xixj [ ¢i(R) 4nR?g;;(R)dR, (2.28)
i=1 j= 0
for a system containing ! different components with mole fractions x;, the segment density
ps (inverse of v;) and the center-to-center distance R of two segments with cutoff distance R;.

With knowledge of e; and ey, the molar energy of mixing per segment can be calculated with:

Aemix = em — X181 — X2€2. (2.29)

Since the volume change of mixing is small the molar enthalpy of mixing Ay is well ap-
proximated by Aenix at moderate pressures considered here. The method for parameteriza-
tion of the intermolecular pair potential ¢;; (R) by employing atomistic simulations is shown in
Figure 2.2. Stating from atomistic model of polymers, active substances and the correspond-
ing mixtures, a coarse graining procedure is applied (implemented in the Materials Studio pro-
gram suite, Version 17.1, Dassault Systemes BIOVIA) for definition of molecular units. Please
note that in case of atomistic and coarse grained models obtained from simulations the term
unitisused, which refers to a polymer repeating unit or a single solvent/active molecule, while
segment is used for an arbitrarily defined molecular fragment of the thermodynamic models
described below. Nonetheless, the relations described in this section apply to both, molecular
units and segments. Next, the intermolecular RDFs of the coarse grained models are calcu-
lated. Together with the CED obtained from atomistic simulations, ¢;; (R) can be calculated
by assuming a square-well potential (SW) since it contains only one adjustable parameter, the
intermolecular interaction energy w;; (Fig. 2.2b). The SW potential reads:

0, R < R()
¢ij(R) ={wij, Ro<R<R (2.30)
0, R > Ry,

along with the the parameters Ry defined as the onset of the RDF and R; chosen as diameter
of a sphere with volume v; (center-to-center distance of two particles). Such a pair potential
can be used for thermodynamic modeling of polymer mixtures using the Flory-Huggins (FH)
theory described in the next section. In addition, a composition dependent correction of the
FH theory (FH,) is applied for consideration of unequal sized segments (Fig. 2.2c).

A more accurate modeling of the intermolecular pair potential can be achieved using the
Lennard-Jones (LJ) potential with potential well depth ¢ that is used for parameterization of
the perturbed hard sphere chain (PHSC) equation of state (EOS) [103-105]:

¢ij(r) = &ij ((2’)12 -2 (%)6) 2.31)

Due to the additional parameter o quantifying the equilibrium (center-to-center) distance
of two units, a second relation is required for parameterization of the LJ potential. For this
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FIGURE 2.2: Thermodynamic models derived from atomistic simulations: a) coarse graining of
atomistic models for definition of molecular units along with b) their intermolecular radial dis-
tribution functions (RDF) as well as the square-well (SW) and Lennard-Jones (L]) pair potentials
$ij(R). c) Representation of the employed thermodynamic models: Flory-Huggins theory (FH)
and its correction considering unequally sized segments (FH,) and the perturbed hard sphere
chain (PHSC) equation of state.

purpose, the pressure p as a function of temperature T’ (evaluated at constant volume V) cal-
culated using atomistic simulations (cf. Section 2.2.4) is used for calculation of the compress-
ibility factor defined in eq 2.12 [127]:

0 2 1 R1
S ’ 2
Z=1+-—= E E )C,')C]"/0 R¢ijgij(R)R dr, (2.32)

where ¢/ ; is the first derivative of the effective L] potential with respect to the distance R. For
parameterization of the LJ potential by employing the CED and pressure as a function of tem-
perature calculated from atomistic simulations, the cutoff distance R; in eqs 2.28 and 2.32 was
setto 15 A.

Solubility predictions using the Flory-Huggins (FH) theory

Solubility predictions using the Flory-Huggins (FH) theory [78, 79, 128] are based on the reg-
ular solution theory of non-electrolytes [76] by employing a mean-field lattice approach that
defines the mixed state by equally sized (arbitrary defined) segments. Here, the average molar
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volume of the mixture vy, was chosen as size of one segment. Each of these segments repre-
sent molecular fragments of a polymer or solvent molecule, respectively, interacting with an
average energy per segment pair w;;. Therefore, the FH parameter yry that determines the
energy of mixing per segment Aenix i1 is defined as [129]:

Z
XFH = % (0_)12 -0.5 ((UH + wZZ)) » (233)

where zppy the segment coordination number of the mean-field lattice. Please note thatsincein
FH theory every segment has the same size, the segment mole fractions x; equal the commonly
used volume fractions of the components. For a binary mixture containing segment fractions
x1 and x, of polymer and solvent segments, respectively, Aenix rir reads:

AemixpH = RTX1X2 XFH. (2.34)

Since FH assumes an incompressible lattice, the molar enthalpy of mixing Ahmix i = Aemix,Fu
as well as Agmixrr = Aamixri- Therefore, segment molar Gibbs energy of mixing Agmixra =
Aenmixra — TASmixru for polymer and solvent molecules consisting of r; and r, segments, re-
spectively, is calculated with [129]:

X X
AgmiX,FH = RT (x1X2 XFH + L lnx1 + 22 lan . (2.35)
n r2

In order to consider changes of the intermolecular structure depending on the mixture
composition, a composition dependent FH parameter y, based on the segment coordination
numbers is derived in the following. This approach is similar to experimental studies that de-
rived composition dependent FH parameters by fitting polynomial functions to experimental
data [130]. Assuming the square well potential (eq 2.30), the general definition of the potential
energy per segment given in eq 2.28 can be written as:

l

l Ry
Zx,w,-j Ds,j / AnR*g;i(R)dR. (2.36)
i=1 j=1 Ro

N =~

e =

Together with definition of the coordination number z;;, which is the average number of seg-
ments j surrounding segments i in a spherical shell ranging from Ry to R (cf. Fig. 2.2):

R
Zij = Ps,j / 4nR*g;;(R)dR, (2.37)
Ry

0

eq 2.36 simplifies for a pure (p) amorphous polymer or solvent, respectively, only containing
segments i to:
Zii,p

Similarly, the average coordination number z12 = x;z15 + x2221 between unlike segments i-j
in a binary mixture (m), eq 2.36 reads:

e =

em =3 (X1211,mW11 + X2222,mW22 + Z12W12) . (2.39)
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Together with the CED (e; = —v;¢;) and the RDF obtained from atomistic simulations, eqs 2.38
and 2.39 can be used for calculation of w;; and, thus, yru (eq 2.33). Furthermore, inserting
eqs 2.38 and 2.39 into the general definition of the segment molar energy of mixing Aenix (eq
2.29), yields the energy of mixing Aenix , as a function of the coordination number changes
Az;i = Zjjm — Ziip"

1 _
Aemix,z = z (xlAzla)n + xZAZZa)zz + Z]za)lz) . (2.40)

For the composition dependence of Az; and z;, quadratic polynomials are assumed:

Azi=Ji(1-x;)° + Li (1 - xy), (2.41)

as well as:

Z12 = 2J12X1X2. (2.42)

Figure 2.3 shows the dependence of z;; i
and z;2 on the composition calculated for
the mixture containing polyethylene glycol
. (PEG) and H,O (solid lines). The parameters
I, Ji and L; in eqgs 2.41 and 2.42 are obtained

using three known values of z;;, and z, at
) x; = 0, x; = 1 as well as the composition used
_ for the atomistic simulations (squares in Fig.
e * = 2.3). Obviously, z12 = 0 for compositions
) ) . close to the pure states. In addition, the to-
1 - tal coordination number z for which applies
0 i : : i i Z = X1Z211,m + X2222,m +2Z12 is shown in Flg 2.3.
0 0.2 04 0.6 0.8 1 In contrast to the FH theory (eq 2.33-
PEG segment fraction 2.35) that uses a composition independent
lattice coordination number zgy, the model
FiGure 2.3: Coordination numbers z;; and z functions eqs :2'41 and 2.42 .aHO\./v to include
as a function of the composition for PEG-H,0  the effect of different coordination states of
mixture. Solid lines: model FH, using eqs unequal sized segments in the mixture as a
2.38-2.42, dotted lines: FH theory, squares:  fynction of the composition. Here, zgy is de-
values calculated from atomistic simulations. fined as the total coordination number z of
the mixture calculated from atomistic simu-
lations. Due to the random FH mean-field lattice, the coordination numbers of the mixture are
approximated as z12 & 2x1x2zpy and z;; m ~ X;zpp, respectively. Since the coordination num-
bers of the pure states are also z;;, = zry, in the FH theory the coordination number change
Az; is approximated as linear function of the composition Az; = zpu(x; — 1) = —zpux;. Insert-
ing these relations into eq 2.40 results in the known FH expression for the energy of mixing
Aenmixry given in eq 2.34 [129].

Similar to the FH theory, the model FH, also assumes equally sized segments for the mixed

state showing the average molar volume of the mixture vy,. However, the effects of unequal

Lattice coordination number
N w ESN [6)] (o] ~
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sized particles on the lattice coordination number as a function the composition are consid-
ered by employing the composition dependent y,. For this purpose, eq 2.40 is rewritten for
calculation y, such that Aenix, = RTx1x2 x5, yielding:

1
X2 = RT

z A A
( ‘12 510 +05 (ﬁwu + ﬁwzz)) . (2.43)
2Xx1Xx2 X2 X1

Finally, inserting eqs 2.41 and 2.42 into 2.43, using x; + x = 1 and defining the functions F;(x;):

Az;
Fi(x) = 1= = Ji(L=x) + Ly (2.44)

1

aswell as Fi»:

_Z12
2x1x2

12 = J12, (2.45)

results in a linear dependence of the FH parameter y, on the composition:

1
Xz = pr (Frzwi2 + 0.5 (F1 (x1) w11 + F2 (x2) w22)) . (2.46)

In this way, a composition dependent correction of the FH theory can be directly obtained
from atomistic simulations. However, it has to be examined if model FH;, using the simple
functions, F; (x;) and Fy2, provides a reasonable modeling of the polymer solubility. This is
addressed in Chapter 5.

So far, the atomic structure and CED of polymer, solvent as well as the corresponding mix-
ture was considered. For this purpose, simulations of the pure components as well as the cor-
responding mixtures are required. However, a simplification of the FH interaction parameter
in eq 2.33 provides a potential way for rapid estimation of the thermodynamic compatibility of
polymer-active combinations by employing the so called mixing rule. That is approximating
the CED of the mixture and, thus, also the intermolecular interaction between unlike lattice
segments i — j, by the geometric average cm = (c;¢;)*° or accordingly for the SP 62, = 6,6 [77].
In this way, atomistic simulations of the mixture are not required and the effects of specific in-
teractions such as hydrogen bonding are neglected. By using eqs 2.38 and 2.39 along with the
definitions e; = —v_sél? as well as e, = —7562, [76] and assuming an average reference volume
for the segments vs, the FH parameter in eq 2.34 simplifies to the Hildebrand-Scatchard (HSC)
equation by employing yry ~ xusc:

Us 2
XHSC = ﬁ (6; —6;).

The concept of Hansen [80] separates the CED and SP, respectively, into different energy
contributions yielding the so called Hansen solubility parameters. Applying this concept to
the interatomic potential functions (IP) used in this work [131], the SP calculated by atomistic
simulations (cf. Section 2.2.4) can be separated into electrostatic contributions (el) 6; ¢ and
van der Waals (vdw) §; ,q, contributions. For this purpose, the intermolecular energy is de-
composed into the Coulomb (for §; ) and Lennard-Jones (for 6; qy) contributions of the IP
such that the (total) Hildebrand SP reads:

(2.47)

2 _ g2 2
6i - 5i,e1 + 6i,de'

(2.48)
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Following the concepts of Hansen to separate the SP and applying the mixing rules for both
52 o = Oie1dje and 62 vdw = OivdwSjvaw, the FH parameter ynsc for a polymer (i, j = 1) and
solvent (i, j = 2) reads:

Vs
XHSC = ﬁ ((52,vdw - 51,vdw)2 + (62,01 — 51,e1)2) . (2.49)

Here, v; is the molar average volume for the considered set of solvents or active molecules,
respectively. In accordance with the theory of Hansen [80], each compound i, j can be as-
signed to a point in the Cartesian coordinate system using ;] and 6; vqw as coordinates. As
can be seen from eq 2.49, the FH interaction parameter and, consequently, the energy of mix-
ing increases with increasing differences of the electrostatic and vdw SP of the two compounds
i, j, that is the mixture gets more endothermic. Therefore, if the distance between two points
(61,vdw»> 01,e1) and (82vaw, O2,¢1) €xceeds a critical value, the two components become immis-
cible. In FH theory, the maximum interaction parameter for which two components are still
miscible over the whole composition range is given by the critical FH parameter y [129]:

11 1
Xe=3 (\/_r_l + \/_r_z) (2.50)

Since the segment volume was defined as average molar volume of the considered set of
solvents, the number of segments per solvent molecule is r» = 1. Next, by using the equation of
the circle with center defined by the SP of the polymer (6; yqw, 61 ¢1) One can determine the area
around this pointin which the polymer and a particular solvent with (6, y4w, 62,¢1) are complete
soluble over the whole composition range, that is, defining the critical distance R.:

Rg = (62,de - 61,vdw)2 + (62,el - 61,el)2 ’ (2-51)

for which applies y. = yusc = 75(RT)~! R2. Rearranging this relation yields for R.:

|RT 1

This concept denoted as solubility maps in Chapter 5 potentially provides rapid estimates
of the polymer solubility. Central question is whether the SP 6; gy and §; ¢ calculated using
the employed IP provide a suitable separation of the intermolecular interactions for their ap-
plication to the Hansen solubility concept. In this work, the solubility of polyethylene glycol
(PEG) in different solvents is used as test case.

Perturbed hard sphere chain equation of state (PHSC EOS)

The parameterization of the FH lattice models described above employs only the CED com-
bined with analytical expression for the ideal entropy of mixing assuming random occupa-
tion of an incompressible mean-field lattice. However, the known shortcomings of the FH
theory due to assumption of random regular solutions, in particular the inaccurate modeling
of mixtures showing pronounced specific interactions makes reliable solubility predictions
using this approach difficult. In contrast, equation of state (EOS) theories proved to provide
more accurate modeling of polymer solutions [100]. In addition, EOS theories allow to include
the effects of hydrogen bonding on the physico-chemical properties of polymer mixtures [101,
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102, 132]. Their parameterization most frequently used experimentally determined pressures
as afunction of the temperature p(T). Here, the perturbed hard sphere chain (PHSC) EOS [103—
105] is parameterized by employing temperature dependent CED ¢;(T) and pressures p(T) cal-
culated using atomistic simulations.

The starting point for most EOS is the Virial EOS given in eq 2.13, that is correcting the
compressibility factor of the ideal gas Z; = 1, yet employing more accurate expressions for
the second Virial coefficient B(T) considering pairwise particle correlations and interactions.
In case of the PHSC EOS, the total compressibility factor Z (cf. eq 2.12) reads [103-105]:

Z=1+4+7Zys+ Zcg + Zpert- (2.53)

. . U/)/)/) r(/)( e/()(
. L X o D o D

. é
. /))/) /)/)
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FiGURE 2.4: Simplified representation of the perturbed hard sphere chain equation of state for
correction of the compressibility factor Z of the ideal gas (id) using a hard-sphere (HS) with the
segment diameter o, chain bonding (CB) with chain length r as well as a perturbation term (pert)
with interaction energy .

Figure 2.4 shows a simplified representation of the contributions to Z for the PHSC EOS. It
contains the compressibility factor for hard-sphere (HS) in contact, for chain bonding (CB) as
well as a perturbation term (pert) considering (non-bonding) interaction energy. For a sys-
tem with the molecular density p containing mole fractions x; of molecule i showing r; hard
spheres per molecule, the compressibility factor Zyg reads:

!
Zys = pr,-xjrirjbvdwyijgij (T), f,‘j). (2.54)

i,j
Similar to the van der Waals (vdw) EOS given in eq 2.14, Zys takes the excluded volume of
hard sphere particles in contact into account by using the vdw covolume byq4y,;;. The major
difference to the vdw EOS is the contact number g;; (n, &;) representing the radial distribu-
tion function (RDF) of HS in a dense liquid. In case of the PHSC EOS the Boublik-Mansoori-
Carnahan-Starling (BMCS) equation is used as approximation of g;; (n, &;;) for hard-sphere

mixtures [133, 134]:

1 +3 &ij &ij

1
= = . 2.55
1-n 2(1—n)2+2(1—n) (2:55)

gij (n, &ij) =



2.1. Modeling of materials properties 25

The packing fraction n, that is the ratio of the excluded volume for contacts of identical parti-
cles to the total volume, is defined as:

!
e}
n=7 Z XiTibydw,i- (2.56)

In addition, the effective packing fraction ¢;; for mixtures of unequally sized hard spheres
reads:

3 1

1/
_p bvdw,ibvdw,j 2/3
S =7y ( bydw,ij ) Zl: P =0
In order to model aspherical, chain like molecules such as polymers, a chain bonding com-
pressibility factor Z¢cg is added:

1
Zep = - ) xi(ri = 1)[gii (0, &) = 1], (2.58)
1

Together with Z;4 = 1, the HS and CB compressibility factors define the reference EOS Z,¢¢ =
1+ Zys + Zcp, that is the statistical ensemble of non-interacting hard sphere chains sometimes
denoted as the athermal part of the EOS. It includes only the pairwise particle repulsion of
the liquid [104] defining the 'structure’ of the HS chain liquid. In order to add intermolecular
(non-bonding) interactions that do not affect the intermolecular structure, that is the RDE
the vdw perturbation term is added with ayqy,;; (€q 2.14) taking all attractive intermolecular

interactions into account:

!
)
Zpert = _k_T lzjl XiXjTiTjydw,ij- (2.59)
For the PHSC EOS a temperature dependent vdw perturbation parameter ayq.,;; was derived
[104]:

2n
Aydw,ij = (?) O-?jgijFu (2). (2.60)

Similarly, for the excluded volume (covolume) per particle contact byqy,;; applies:

3

The empirically derived functions F, (t) and F, () depending on the reduced temperature ¢ =
kTe~! are given as [135]:

2n
Dydw,ij = (—) o3 Fp (). (2.61)

Fu (1) = 1.8681 exp (~0.0619 ) + 0.6715 exp (—1.7317 t3/2) , (2.62)

for the perturbation parameter and for the covolumina F;, (r) reads:

Fp (t) = 0.7303 exp (—0.1649 t1/2) + 0.2697 exp (-2.3973 r3/?) . (2.63)
p
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For parameterization of the PHSC EQOS, three adjustable parameters determine the p—V -T
relation given by the compressibility factor Z in eqs 2.53-2.61. First, the diameter of a hard
sphere segment o-;; that corresponds to equilibrium (center-to-center) distance of, e.g,, the L]
potential (cf. Fig. 2.2). Second, the number of HS r;; per molecular unit (polymer repeating
unit or solvent/active molecule) that considers together with o;; the asphericity of the unit.
Since the chain length depends on the degree of polymerization, that is the number of repeat-
ing units per polymer molecule Nyp, the value r* = r;;Ng,! is used as characteristic quantity for
apolymer in Chapter 5. And finally the parameter ¢;; quantifies the intermolecular interaction
energy at the equilibrium HS distance o-;; that corresponds, e.g., to the minimum value of the
L] potential (cf. Fig. 2.2). If the CED and pressures for the mixture is available an additional
parameter A;; can be used correcting the average particle (center-to-center) distance between
unlike HS segments:

1
Tij =5 (i +05) - (1= 235). (2.64)

Similar expression can be used for ¢;; of unlike segments, however, in this work ¢;; of unlike
i — j contacts was an additional adjustable parameter.

The PHSC EOS fails to describe strongly hydrogen bonding systems, that is it does not con-
sider specific, directional interactions between the HS segments. As a consequence, lower
critical solutions temperatures (LCST) or closed-loop phase diagrams as for aqueous PEG so-
lutions [136] can not be described by this approach. A straightforward way to include the ef-
fects of specific interactions on the physico-chemical properties in EOS as well as lattice fluid
(e.g., FH) theories is to define temperature dependent interaction parameters. A simple model
for the temperature dependence of ¢;; is to define two potentials for the intersegment inter-
action, one considering specific (directional) &5 ;; and one for non-specific €y ;; interactions
[105, 136-138]. The actual interaction energy of the segments at temperature T is given by the
average interaction parameter g;; (T):

£ij (T) = ens,ij + fij0€ij, (2.65)

along with the fraction of specific interactions f;;. This fraction is calculated by using the ratio
of the probabilities that the segments interact in a non-specific manner (f;;) to that for specific
interactions (1-f;;) assuming the Boltzmann distribution (cf. eq 2.2 with E; = —¢) yielding [105,
136]:

—58,']'

-1
fij = (1 +q;j exp (k—T)) , (2.66)

along with the difference d¢;; = &5ij — €ns,;j > 0 and the ratio g;; of degeneracy of non-specific
to that of specific interactions. This leads to a modification of the temperature dependence
of ayqw,;; in eq 2.60. At low temperatures the segments interact only via specific, directional
interactions, while at elevated temperatures the probability of specific interactions decreases
due to thermal excitation of, e.g., rotational degrees of freedom leading to less pronounced
directional interactions [137]. Such an approach has been successfully applied to the model-
ing of closed-loop phase diagrams as in case of PEG-H,0O mixtures by employing lattice fluid
models [136]. Here, this model is also applied to the calculation of the FH parameter y and y,
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(egs 2.33 and 2.46), which is similar to the definition of a temperature dependent FH param-
eter frequently used for modeling of LCST [129]. Please note that due to the definition of the
interaction parameter of the square well potential w;;, €q 2.65 uses opposite sign (cf. Fig. 2.2).

With knowledge of the required parameters of the PHSC EOS, one obtains from the com-
pressibility factor Z the pressure as function of temperature and number density p(T, p), which
allows calculation of all thermodynamic quantities. The (residual) internal energy egos (here
per molecule) with respect to the pure ideal gases of aliquid at temperature 7, number density
po and containing mole fractions x; of molecules of type i calculated from a pressure explicit
EOS is given as [108]:

PO o d
€EO0S (T) PO xi) = / (P—T (a_Jp_,) ) _iz) (267)
0 o] P

Similar to the potential energy calculated from the effective L] potential derived from the atom-
istic simulations (cf. eq 2.28), the potential energy egos is connected with the CED ¢; = —pegos
(pistheinverse of v; used above) [76]. Similarly, the (residual) Helmholtz free energy agos with
respect to the pure ideal gases can be calculated using [108]:

!
agos (T, po, x;) = kT / " (L - 1) Bkt Y xin (x"p 0”). (2.68)
o \pkT P - Po

In this work, egos and agps are numerically calculated for the corresponding 7', pp and x;. In
addition, the enthalpy hros = egos+pV as well as the Gibbs energies gros = agos+ pV are deter-
mined. Finally, this allows calculation of the chemical potential x; of component i, defined as
partial derivative of the free energy with respect to the particle number N;. In order to test the
accuracy of the PHSC EOS derived from simulations, the physico-chemical properties of PEG
and water as well as the corresponding phase diagram are calculated (cf. Chapter 5). Please
note that as mentioned above the considered volume change of mixing and, thus, the volume
work pdV at moderate pressures (below 200 bar) is negligibly small in case of the phase dia-
gram calculations of PEG-H,O. In addition, since the volume of incompressible phases such
as solids and liquids changes only slightly with pressure, the vapor pressure of pure water was
taken for calculation of the phase PEG-H,O phase diagrams at all mixture compositions. All
phase equilibrium calculations used the conditions of the mechanical p’(T, p) = p”(T, p) and
the chemical equilibrium u! = p!” of the phases " and ”'.

In contrast to the FH theory, the segmentsize o;; or the number of segments r; per molecule,
respectively, are not arbitrarily defined but rather adjustable parameter for parameterization
of the PHSC EOS to reproduce CED and pressures obtained from simulations. For derivation
of the required parameters o}, 1;, €nsij, 9¢;; and g;j, the L] potential derived from atomistic
simulations is separated using the Weeks Chandler Anderson decomposition [139], which was
also applied for derivation of the PHSC EOS [104], by splitting ¢;; into a repulsive:

) (2.69)

dmep(R) = {¢ij (R)+e&;j R<oyj

R>O’,’j
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as well as an attractive part:

—&jj R <O'ij

) (2.70)
¢ij(R) R >0y

bijart(R) = {
such that ¢;; = ¢ijrep + ¢ijare. As mentioned above, the reference EOS Zp = 1 + Zys + Zcp
is only dependent on the repulsive potential ¢;; rep, While Z,er¢ contains only attractive inter-
molecular interactions ¢;; .« [104]. Consequently, the pressure can be split into repulsive and
attractive parts paee (USING Zpert) and prep (Using Zp). Similarly, the (residual) potential energy
eros (eq 2.67) and, thus, the CED can be split in the same way car and crep. This allows the
targeted parameterization of the reference part of the PHSC EOS Z,¢ for non-interacting hard
sphere chains and the perturbation part Z,e; containing all attractive interactions. Therefore,
the same separation of the CED and pressures is applied by employing the effective LJ po-
tential obtained from simulations along with eqs 2.28 and 2.32. This procedure was used for
derivation of the PHSC EOS parameters for PEG and H,O by least square fitting of pa and prep
as well as cac and crep for temperatures ranging from 300 to 550 K. Since the CED for PEG is
considerably overestimated by the PHSC EOS (cf. Chapter 5), only the pressures p,ic and prep
were used for fitting of the parameters of unlike segments (112, 12, €ns,12, 6€12) in case of the
PEG-H,0 mixture.

2.2 Structure and properties from atomistic simulations

As described in the Section 2.1, prerequisite for modeling the thermodynamic stability and
materials properties under operating conditions by employing atomistic simulations is local-
ization and sampling of appropriate atomistic structure model. In this section, the general
concepts of computational methods employed are described, in particular the representation
and sampling of the potential energy surface (PES). Subsequently, the atomistic simulations
used in this work are described in more detail.

2.2.1 Potential energy surface (PES)

As shown in the Section 2.1.1, the key quantities for modeling of thermodynamic stability and
materials properties from atomistic simulations are the energy of the electronic ground state
Ep, of an atomic configuration « and the canonical partition function Q = };, Q, along with
the probability P, of finding « in the macroscopic state (cf. eq 2.7). First, the determination of
a suitable approximation for Q, is required by calculation of Ey, and the energies of the vibra-
tional states (cf. eq 2.1).

The problems addressed in this work, as for many other materials science related ques-
tions, are connected with the (non-relativistic) electronic ground state and its energy Eo,. How-
ever, for the systems investigated here, the exact quantum mechanical description by solving
the Schrodinger is impossible due to its high dimensionality. Therefore, a number of approxi-
mations are needed, including the Born Oppenheimer approximation [140], which is the start-
ing point for all subsequent considerations. Due to the large mass difference between elec-
trons and nuclei, the electrons show considerably higher velocity compared to the nucleiin the
system. Therefore, the electronic and nuclear motion can be decoupled from each other. This
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allows separation of the molecular wave function into a wave function of the electrons and nu-
clei, respectively. Consequently, the (fixed) nuclear coordinates X of an atomic configuration
k are only parameters in the wave function of the electrons. The solution of the Schrédinger
equation of the electrons for the electronic ground state yields the (potential) energy Ey, rep-
resenting one point of the potential energy surface Ey(X) (PES). In case of molecules or gas
phase clusters containing N atoms, the PES is a function of the 3N dimensional vector X. For
solids the PES is also a function of the unit cell volume V or the lattice parameters.

However, solving the Schrédinger equation of the electrons even by using approximated
wave function based methods is for the questions addressed here still computationally too de-
manding. Therefore, the quantum mechanical simulations used in this work are performed at
the Kohn-Sham (KS) density functional theory (DFT) level [141-143]. Central quantity in DFT
for calculation of Ey, is not the 3N,; dimensional electronic wave function (for N electrons)
but the electron density as a function of the 3 dimensional position vector. The potential en-
ergy is expressed as functional of the electron density. This functional with unknown exact ex-
pression can be separated into functionals of different energy contributions. Among them are
the (classical) Coulomb interactions between electrons among each other as well as between
electrons and nuclei, which can be computed exactly. In addition, the functional for the ki-
netic energy of the electrons is computed for a fictitious reference system of non-interacting
electrons (i.e., no explicit electron-electron interaction) moving in an effective potential and
showing same electron density as the real (interacting) system. Since the KS DFT assumes such
a fictitious reference system of N, non-interacting electrons the functional of the kinetic en-
ergy can be computed exactly aswell. The remaining contributions to the potential energy that
cannot be treated exactly are summarized in the exchange-correlation (XC) functional. This
functional takes everything unknown (not exactly calculable) into account, that is, the non-
classical electron-electron interactions as well as the difference of the kinetic energy between
the reference system of non-interacting electrons and the real interacting system. Different
approximations are available for the XC-functional such as the generalized gradient approxi-
mation (GGA), e.g., the PBEsol [144, 145] XC-functional used in Chapter 3.

Due to the assumption of non-interacting electrons in KS DFT, the many body problem of
Ne electrons is expressed as set of N one-electron Schrodinger equations (Kohn-Sham equa-
tions). Solution of the KS equations provides the orbitals (one-electron wave functions) and
the corresponding energy eigenvalues (orbital energies). The orbitals are represented by a set
ofbasis functions. For molecular systems as in Chapter 4 Gaussian type orbitals (GTO) are em-
ployed, while for solids as in Chapter 3 plane wave basis sets are frequently used. The electron
density is calculated from the square of the absolute value of every occupied orbital. Since the
Hamiltonian of the one-electron Schrodinger equations also depends on the electron density,
the ground state electron density that minimizes the potential energy is calculated by an iter-
ative procedure (self-consistent field method) yielding Ej,.

However, for simulations of structure and properties of materials that require structure
models containing several thousand atoms as well as for simulation times in the ns scale cal-
culations at DFT level are computationally too demanding. Therefore, simplified expressions
for the PES E(X) using interatomic functions (IP) are applied in this work to facilitate simu-
lations at larger time and space scales. Such IP can be derived either by employing quantum
mechanical simulations (e.g., at the DFT level) or experimental data. In Chapter 4 tailored IP
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for accurate and computationally efficient simulations of Fe,O3 are used, which were previ-
ously derived in the author’s master thesis [68] and ref. [XI] by employing DFT simulations.
They assume the functional form of the Born Mayer Huggins pair potential for ionic solids
[146]. In contrast, the IP used for atomistic simulations of polymers in Chapter 5, the IP con-
tain not only pair potentials but also three (bonding angles) and four-body (torsion angles)
terms for an accurate modeling of polymer conformations [131].

local
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(transition states)

Eoe X,V)
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\ forces)

curvature (forcg
constants) global
minimum
atomic structure (X, V)

F1Gure 2.5: Simplified representation of the 3N + 1 dimensional potential energy surface (PES)
as potential energy Ey, (cf. eq 2.4) as a function of the (3N dimensional) nuclear coordinates X
and unit cell volume V (in case of solids).

Figure 2.5 depicts a simplified representation of the PES Ey, as a function of the nuclear co-
ordinates X and, in case of solids of the volume V, which can be calculated with the methods
described above. It contains all information required in this work for modeling the thermo-
dynamic quantities and related materials properties. It shows one global as well as numerous
local minima representing stress and force free atomic structures that are at T = 0 K stable and
metastable, respectively. The first derivative of Ey, with respect to the nuclear coordinates X
correspond to the interatomic forces, while the second derivative (curvature) with respect toX
at the minima provides the force constants, which can be evaluated numerically, e.g., by using
finite differences approach [126]. That is, the forces acting on the atoms are calculated for two
small displacement per atom and direction in space. This allows the calculation of the dynam-
ical matrix from the obtained force constants and by applying the harmonic approximation
the vibrational frequencies and the related thermodynamic quantities [9, 126, 147] required in
the Sections 2.1.2 and 2.1.3 for modeling of the BZS solid solutions. In addition, applying this
approach to different unit cell volumes facilitates the calculation of the volume dependence of
vibrational frequencies (quasi-harmonic approximation) yielding the microscopic Griineisen
parameter (Section 2.1.3). Similarly, the second derivative (curvature) with respect to the unit
cell volume V at the minima obtained from, e.g., numerical differentiation by evaluation of
stress tensor for a set of unit cell deformations (elongation and shearing) yields together with
the stress-strain relation (Hookes law) the elastic constants also required in Section 2.1.3 [148].
Furthermore, the saddle points of the PES correspond to transition structures, e.g., of chemical
reactions or phase transitions. They are not explicitly considered in this work.
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Sampling of the PES

So far, the calculation of the (approximated) partition function Q, of a particular atomic struc-
ture « characterizing the microstate of x was considered. Now, for determination of a suf-
ficiently good approximation of the partition function Q = }, Q. and its related thermody-
namic quantities (cf. eq 2.5), sampling of the PES Ey,(X) of numerous atomic configurations
is required. Central task is the calculation of the ensemble average of atomic configurations
and the corresponding properties for the adequately accurate modeling of the macroscopic
materials properties.

One computational method to achieve this is the Monte-Carlo (MC) algorithm [109] that
facilitates the calculation of the ensemble average by randomly sampling points of the config-
uration space and the PES. However, the exact value for the partition function Q is most fre-
quently not available for high dimensional PES considered in this work. Therefore, Metropolis
et. al. [149] proposed an efficient sampling scheme for generation of a random walk through
configuration space avoiding the direct calculation of Q. Starting from an initial structures «1,
random displacements (trial moves) are applied yielding a new structure «2. If Ep2 < Eo1
this random move is accepted and the next random displacement is applied to «2. In case of
Eow2 > Eo1, the ratio of the Boltzmann probabilities of both structures «1 and «2 is calculated
for a certain sampling temperature T given according to eq 2.7. Therefore, partition function
cancels yielding the transition probability 7 from «1 to «2 that reads = = exp(—B(Eox2 — Eox1))-
The value of 7 is then compared with arandom number in the interval [0, 1] drawn from a uni-
form distribution. If x is larger than the obtained random number, the trial move is accepted
otherwise itis rejected. Every propertyY, of the atomic structures sampled is then used for cal-
culation of the ensemble average Y using the arithmetic average to obtain an approximation
for the corresponding macroscopic properties [109].

Another possibility for sampling of the PES are molecular dynamics (MD) simulations.
Starting from an initial structure along with random initial velocities, the time evolution of
the system is calculated by numerical integration of the Newton equations of motion with re-
spect to the time using predefined (finite) time steps. Among the finite difference methods for
integration of the equations of motion is, e.g., the Verlet algorithm [150]. These approaches
are based on the calculation of the interatomic forces (cf. Fig. 2.5) yielding the accelerations,
velocities and the positions (trajectory) of the atoms at every time step until a predefined to-
tal number of time steps is reached. In the first stage of MD simulations, the initial config-
uration is equilibrated until the properties of interest such as energy, pressure, temperature,
etc. reach a steady (equilibrium) state. In the following second stage - the production phase
- the properties fluctuate around their average equilibrium values. The fundamental hypoth-
esis for calculation of the ensemble average and the related properties for characterization
of the macroscopic state is the ergodic hypothesis [109]. It states the arithmetic average of
the microstates over time obtained from MD trajectories equals ensemble average. That is,
during the production phase of the MD simulation, the most relevant points in phase space
(atomic configurations x and momenta) are sampled (quasi-ergodicity). A straightforward test
whether an atomistic simulation procedure is (quasi-)ergodic can be performed by repeating
the same procedure starting from different initial conditions, that is, using distinct points in
configuration space and initial velocities [151]. However, in case of MD simulations of, e.g.,
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amorphous materials at temperatures below or slightly above the glass transition tempera-
ture, the sampling of the PES (and phase space) is confined to a subset of points on the PES
(basin) yielding broken ergodicity [151-153]. The sampling of atomic structures and proper-
ties for amorphous materials such as polymers are described in more detail in Section 2.2.4.

Both, MC and MD simulations sample microstates in a particular statistical ensemble. The
mostimportant are the microcanonical NVE (constant particle number, volume, total energy),
the canonical NVT (constant particle number, volume, temperature) and the isothermal-
isobaric NPT ensemble (constant particle number, pressure, temperature). The latter two re-
quire control of pressure and temperature, respectively. In case of MD simulations, pressure
and temperature control is achieved by employing thermostats such as the Nosé-Hoover ther-
mostat [154, 155] as well as barostats for pressure control using, e.g., the Berendsen [156] or
Parrinello-Rahman [157] barostat. In this work, statistical sampling of microstates using the
canonical (NVT) along with the Nosé-Hoover thermostat is of particular importance. For this
purpose, the Newton equations of motion are modified to control particle velocities such that
the system is effectively coupled to a heat bath showing the desired target temperature. Af-
ter proper equilibration, the system fluctuates in thermal equilibrium with the fictitious heat
bath, and therefore, the probability of obtaining a microstate with energy Ey, corresponds
to the Boltzmann distribution P, given in eq 2.7. This is a necessary condition to ensure an
(quasi-)ergodic sampling of the phase space.

One crucial prerequisite for calculation of materials properties as well as proper sampling
of the PES and phase space by employing MD and MC simulations, respectively, is the initial
structure model chosen. In some cases a reasonable initial guess of the atomic structure can
be obtained from experiments, e.g., crystal structures determined by X-ray diffraction. How-
ever, in case of substitutional solid solutions (cf. Section 2.1.2) exact atomic structure models
would require tremendously large unit cells due to numerous possible configurations of the
substitutional atoms (configurational entropy). Instead, the average properties can be calcu-
lated by generation of various atomic configurations starting from experimentally determined
crystal structures [112] described more detailed in Section 2.2.2. In addition, the experimen-
tal characterization of the detailed atomic of nanoparticulate materials and small gas phase is
very challenging. Therefore, simulation procedures for structure predictions finding low lying
or even the global energy minimum of the PES, that is localization structures with high proba-
bility P,, is indispensable for an accurate modeling of the materials properties. One procedure
frequently used for localization of low-energy structures by employing MC [109]) or MD sim-
ulations (e.g., ref. [158]) is the simulated annealing. Starting from an initial structure model,
an equilibration at sufficiently high temperature is applied such that enough kinetic energy
is available to leave the initial, local minimum and to overcome (high lying) energy barriers
of the PES (cf. Fig. 2.5). Subsequently, this equilibrated 'molten’ state is gradually cooled to
obtain atomic configurations that correspond to a low lying local or even the global minimum
of the PES.

Another simulation procedure used this work for global structure optimizations is the ge-
netic algorithm (GA) - a search heuristic inspired by concepts of biological evolution [8]. The
GA is initialized using a set (population) of randomly generated structures that are subse-
quently optimized to a close lying local energy minimum. For the optimized structures, the
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quality or ’fitness’ is calculated using an objective function (here Ey,), which has to be mini-
mized. The fitness of an atomic configuration determines the probability that a structure is se-
lected from the population as 'parent’ for creation of the next generation. Then, random frag-
ments of two parents are combined by means of crossover operations into an offspring whose
structure is optimized as well. The fundamental assumption of the GA is that energetically fa-
vorable structural features of the two parent structures are combined in a new, energetically
lower lying structure. If the offspring is indeed a new low energy structure, it will be added to
the GA population while a structure higher in energy is removed such that the total population
size remains constant. Due to this 'natural selection’ the GA is guided in direction of the global
minimum. In order to avoid premature convergence of the algorithm into a local minimum
and to ensure high structural diversity of the GA population, mutations (random structural
changes) are applied to randomly chosen structures. In addition, before adding a new struc-
ture to the population, it is compared with every member of the GA population by means of
a similarity detection procedure [159] in order to avoid filing of the population with almost
identical structures. Such a GA is applied to the elucidation of stable (metastable) Fe,O3 gas
phase clusters described in Chapter 4.

2.2.2 DFT simulations of zero thermal expansion glass ceramics

As mentioned in the previous section, starting point for accurate modeling of materials prop-
erties and thermodynamic phase stability are suitable atomic structure models. While the
crystal structure for the low (LT) and high temperature phase (HT) of BaZn,Si,O7 (BaZn) is
known from X-ray diffraction experiments [20], the exact atomic positions of substitutional
ions (Sr?*, Mg?*) in Ba;_,,Sr,,,Zn,_»,Mg>,Sio07 (BZS) solid solutions cannot be determined
experimentally. Due to the configurational entropy, the macroscopic state of BZS solid solu-
tions is expected to show rather a large set of possible atomic configurations that cannot be
represented using a single unit cell. Therefore, a sampling of the configuration space for dif-
ferent possible substitutions is indispensable for modeling the atomic structure and related
properties. For this purpose, simulations at the density functional theory level were applied to
the LT and HT phase of BZS solid solutions for 25 chemical compositions ranging from BaZn
(m,n = 0) to SrZn (m=1, n=0), BaMg (m=0, n=1) as well as StMg (m=1, n=1). The structure
models generated in 0.25 steps for m and n for the intermediate compositions are denoted as
Sr(100m)Mg(100n), e.g., St50Zn and Sr50Mg25 refer to the chemical compositions (m = 0.5, n
=0) and (m = 0.5, n = 0.25), respectively.

Starting from the crystal structure of BaZn (LT and HT phase) [20], initial structure mod-
els for BaMg, SrZn and SrMg were constructed by simply replacing the corresponding ions on
their lattice positions. In order to locate the lowest energy structures of Ba;.,,Sr,,,Zn,Si,O7 (n
= 0) and BaZn,_»,Mg»,Si»O7 (m = 0) solid solutions, initial structure models were generated
by employing the crystal structure of the LT and HT phase of BaZn along with the side order-
disorder (SOD) program [112]. It generates structure models using the crystal symmetry of
BaZn LT and HT phase, that is, C2/c (No. 15) for LT and Cmcm (No. 63) for HT, and replaces
Ba?* and Zn?* on every symmetry inequivalent lattice side with Sr>* and Mg?*, respectively.
Next, single point calculations of Ey, were applied to every structure model obtained. In this
way, the probability of every configuration P, (eq 2.7) and the configurational entropy Scqnt (€q
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2.9) can be calculated. Then, all structures of the HT phase were geometrically optimized us-
ing constant (zero) pressure conditions. Due to the high number of structure models in case
of the LT phase (up to 1742 for BaMg50), the configurations were grouped into sets of struc-
ture models having the same crystal symmetry (space group). Then, (constant zero pressure)
geometry optimizations were applied to structure models selected from each set with relative
energies of less than 1 kJ/mol with respect to the lowest energy structure in the corresponding
set (about 40 optimizations per composition).

Finally, the initial structure models for Ba;_,,Sr,,Zn;_,Mg>,Si,O7 with both m >0 and n >
0, were generated by using the combination of the Ba?*/Sr?* and Zn?*/Mg?* positions of the
lowest energy structures obtained for the solid solutions (m =0, n > 0) as well as (m >0, n = 0).

All DFT calculations employed the Vienna ab initio Simulation Package (VASP) [160, 161].
The PBEsol exchange correlation functional [144, 145] in combination with the empirical dis-
persion correction of Grimme et al. [162] was used along with the Projector Augmented Wave
(PAW) method [163, 164]. Calculations under constant pressure and constant volume condi-
tions were performed with an energy cutoff of 900 and 400 eV for the plane wave basis sets,
respectively. Integration of the first Brillouin zone used Monkhorst-Pack [165] grids with a
linear k-point density of about 13 A for each lattice vector. Finally, calculation of the vibra-
tional density of states (VDOS) for the lowest energy structures of BaZn, Sr50Zn, SrZn, BaMg50
and BaMg were performed by employing the finite difference (frozen-phonon) approach im-
plemented in Phonopy [126]. For this purpose, 2x1x1 and 2x1x2 supercells for the LT and
HT phase were used, respectively. Thermodynamic quantities such as heat capacity and vi-
brational free energy required for the models described in Section 2.1.2 and 2.1.3 are calcu-
lated from the phonon frequencies [9, 126] by employing Monkhorst-Pack grids with a linear
k-point density of about 140 A for each lattice vector.

For determination of the thermomechanical properties of the HT phase for BaZn, Sr25Zn,
Sr50Zn and Sr75Zn (cf. Section 2.1.3), the elastic constants of the stiffness tensor C are ob-
tained using the stress tensor calculated for six unit cell deformations and the stress-strain re-
lation (Hookes law) as implemented in VASP [148]. In order to shed a light on the microscopic
origin of zero thermal expansion of the Sr50Zn HT phase, the microscopic Griineisen param-
eters yy; (eq 2.25) were obtained by employing phonon calculations along with the quasi-
harmonic approximation [126] for isotropically deformed unit cells with a volume expansion
and contraction of -3% and +3%, respectively.

2.2.3 Structure prediction of Fe;0; cluster and nanoparticles

For elucidation of the atomic structure of Fe,O3 gas phase cluster and nanoparticles (NP),
global structure optimizations and molecular dynamics simulations are applied, that is, nu-
merous calculations of Ey, for a large set of configurations « are required. Due to the complex
electronic structure connected with the magnetic (spin) states of Fe,O3 makes calculations at
the DFT level very challenging for such simulation procedures. Therefore, ab initio derived in-
teratomic potential functions (IP-Fe»O3) are the main computational tool used in the present
study. As mentioned in Section 2.2.1 they were derived using simulations at the DFT level (refs.
[68] and [XI]) in order to accurately reproduce the structure and relative lattice energies of the
bulk Fe,O3 polymorphs. The employed methodology for the structure predictions described
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here was previously published in Nanoscale (RSC Publishing) [XI] from which parts of section
are adapted from.

The determination of global minimum structures of (Fe,O3), nanoclusters with n = 6-10
used a two stage procedure. First, for each cluster size global structure optimizations employ-
ing the genetic algorithm [8] described in Section 2.2.1 in combination with the IP-Fe,O3 were
performed. At least two independent GA runs with up to 4000 local optimizations in each
case (80 generations, 50 structures per population) were performed yielding identical low en-
ergy isomers. Next, the structures of the 50 most stable isomers were refined at the DFT level.
Since the geometric structure and relative energies of different isomers of larger (Fe,O3),, clus-
ters are only weakly dependent on the precise magnetization (spin) state [XII], ferromagnetic
states are assumed for geometry optimizations of clusters with n > 6. The DFT calculations
were performed using the TURBOMOLE program package [166-168] along with the B3-LYP
exchange-correlation functional [169-171] and triple-zeta valence plus polarization (TZVP)
basis sets for all atoms[172]. The multipole accelerated resolution of the identity (MARI-])
method [173] for the Coulomb term employing the corresponding auxiliary basis sets [174]
was applied to accelerate the calculations. The binding energies AE;, of the clusters with re-
spect to the ground state isomer of Fe,O3 were computed as energies of the reaction:

(FegOg)n - nFe203 (2.71)

Molecular dynamics simulations of larger (Fe,O3),, NP were performed employing the
Large-scale Atomic/Molecular Massively Parallel Simulator (LAMMPS) [175] along with the IP-
Fe,03. Initial configurations were constructed as spherical cutouts from «a-Fe;O3 (Hematite)
[176, 177] with diameters of 1 (n = 80, NP1), 3 (n = 282, NP3) and 5 nm (n = 1328, NP5). The
simulated crystallization used the following procedure. First, the initial structures were equi-
librated at 2000 K for 1 ns. Next, for each NP size six different models of the molten NP taken
from the second half of the equilibration phase were cooled down from 2000 to 300 K and
subsequently optimized. The cooling procedure applied linear velocity scaling for 1 ns in the
temperature ranges of 2000-1500 K and 1000-300 K. Between 1500 and 1000 K velocity scaling
was applied for 10 ns. All MD simulations were carried out using a time step of 2 fs and without
periodic boundary conditions. To verify the independence of the final NP structures from the
initial configuration a second 5 nm large (Fe,0O3),, NP model was constructed as a spherical
cutout from y-Fe;O3 [178] and subsequently annealed applying the same procedure.

For determination of the melting point depression of the Fe,O3 NP, the melting tempera-
ture of bulk a-Fe,O3 was calculated by employing a series of independent MD simulations at
increasing temperatures between 1800-2200 K with a step of 50 K. At each temperature, a 3D
periodic 3x5x2 supercell of a-Fe,03 (orthogonal unit cell) was equilibrated for 1 ns employ-
ing the isothermal-isobaric (NPT) ensemble. The Nosé-Hoover thermostat and barostat were
used following the equations of motion of Shinoda et al.[179, 180] along with a target pressure
of 1 atm and a time step of 2 fs. The average potential energy of the system was evaluated for
the last 200 ps.
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2.2.4 Atomistic simulations of amorphous polymers

The major challenge of atomistic modeling of bulk amorphous materials is the lack of long
range order since atomistic structure models of bulk systems require periodic boundary con-
ditions that inherently assume long range order. Therefore, in order to provide an adequate
statistical sampling of the configuration space and the PES, the unit cells have to include a
sufficiently large number of atoms (degrees of freedom). This means for polymers that the
sampling of the PES and calculation of the required properties such as cohesive energy densi-
ties (CED) has to include enough conformations of macromolecules.

To achieve this, a computational procedure for calculation of structure and properties of
amorphous materials is applied, which is based on the concepts initially proposed by Still-
inger and Weber [88-90]. It employs MD simulations of the equilibrated liquid state, that is at
T above the glass transition temperature T, such that the atoms have sufficient kinetic energy
to overcome barriers of the PES. Structure optimizations of the obtained MD trajectories yield
the so called inherent structures (IS) along with the distribution of their potential energies (per
atom) ers. This distribution corresponds to the probability distribution P(ejs) that an atomic
configuration extracted from the equilibrated liquid state is represented by the IS with energy
es. In addition, the partition function Q can be separated into non-overlapping basins [89],
which are characterized by the IS representing a particular basin of the PES. If the MD simula-
tions at T > T provide (quasi-)ergodic sampling, the probability distribution P(ejs) obtained
isrelated to the Boltzmann distribution and the canonical partition function Q (cf. P,ineq2.7)
[91, 92]. Therefore, this approach can be used not only for predictions of the atomic structures,
butalso for calculations of thermodynamic quantities of glass forming liquids at temperatures
above Ty. However, for temperatures close to T; and below, the kinetic energy is too low to over-
come higher lying energy barriers of the PES yielding broken ergodicity [152]. That is, not all
configurations that can be present in the macroscopic state are accessible within the course of
one single MD simulation and the sampling is restricted to a particular basin of the PES pro-
viding local (internal) ergodicity [153]. In case of polymers, such a sampling of IS even above
Ty would require long equilibration times (upto microseconds [84, 85]) of the MD simulations
due to the relatively slow relaxation of polymer backbone conformations. This makes calcula-
tions of thermodynamic quantities by sampling of IS using MD simulations very challenging.
However, it potentially provides an efficient way for predictions of the atomic structure and
properties such as CED and pressures of amorphous polymers required for parameterization
of the thermodynamic models described in Section 2.1.4.

The simulation procedure applied in this work combines MC and MD simulations for an
efficient sampling of the PES, denoted here as inherent structure sampling (ISS). A simplified
representation of this approach is depicted in Fig. 2.6. First, atomistic structure models of the
bulk polymer showing distinct polymer conformations (MC1-MC3) are generated by employ-
ing a configuration biased MC algorithm [87]. Subsequently, comparatively short MD simula-
tions (less than 1 ns) are performed for every MC constructed structure model. As mentioned
above, by applying structure optimizations to the calculated MD trajectories the IS along with
their potential energy per atom es are obtained. Since the MD simulations use short simula-
tion times and moderate temperatures close to Ty, the ISS is restricted to the basins of the PES
corresponding to the polymer conformations MC1-MC3 as indicated by the colored areas in
Fig. 2.6. However, assuming local (internal) ergodicity within the PES basins the ISS yields
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FIGURE 2.6: Sampling of the potential energy surface Ey, by applying structure optimizations
to MD trajectories of different polymer conformations (MC1-MC3) yielding inherent structure
(IS) energies e;s. Colored areas indicate accessible values for e;g during the sampling yielding
the probability distributions P;(e;s) (colored curves) used for calculation of the total distribution
function P(es) (black curve, eq 2.72).

for a certain polymer conformation i (e.g. MC1) the distribution P;(e;s). The total (average)
probability distribution P(eg) that an IS with energy ejs characterizes the macroscopic state is
calculated for nyic polymer conformations sampled by the ISS:

nMmc

P(eis) = ) wiP;(ers), (2.72)
i=0

using the Boltzmann weights w; = exp(—pfes;)I1"! along with IT = ¥ ™ exp(-pers;) and the
average IS energy ejs; of conformation i. Average quantities Y, such as CED or pressure, are cal-
culated withY = ZfMC w;Y; employing w; and average properties Y; calculated from MD simu-
lations. The average intermolecular RDF of the molecular units g(R) = YN P;g;(R) is calculated
using the RDFs of the coarse-grained models g;(R) of the N IS obtained. Major advantage of
the ISS is the simple yet efficient parallelization by using nyc independent MD samplings of
the polymer conformations and related properties. Here, systematic test simulations for this
procedure were performed, in particular for the evaluation of the required nyc (up to 10 in
this work) by using the model polymer polyethylene glycol (PEG) with chain length 50 as well
as its mixture with water. The unit cells contain 3 and 500 molecules in case of the structure
models for pure PEG and water, respectively. In case of the PEG-H,0O mixture 3 PEG and 92
water molecules were used, which corresponds to a PEG weight fraction of about 80 wt.%.

As an alternative to the ISS, sampling of distinct polymer conformations can also be achieved
using one single MD simulation of structure models containing a sufficiently high number
of polymer molecules, here denoted as direct sampling (DS). For this purpose, the same MC
procedure for generation of the amorphous structures was used followed by an equilibration
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employing MD simulations. To test the reproducibility of the DS for calculation of the CED,
the procedure was repeated 10 times for the model polymers PEG (chain length 25 and 50) as
well as polylactic acid (PLA) with chain length 25 using structure models containing 1 up to
30 molecules. In addition, in order to test the accuracy of the employed interatomic poten-
tial functions, the DS was also applied to several commonly used solvents listed in Table 5.1
(Section 5.1.1) using structure models with 800 molecules. The simulations for the DS were
performed in collaboration with Mr. Mingzhe Chi [181].

Both simulation procedures described above, the ISS and DS, were performed by using
software from Dassault Systemes BIOVIA implemented in the Materials Studio (Version 17.1)
program suite along with the COMPASSII force field [131]. Construction of amorphous, three
dimensional unit cells used the configuration biased Monte Carlo procedure implemented
in the Amorphous Cell module, which is based on the algorithm of Theodorou and Suter [86,
87]. In case of low molecular weight compounds such as solvents or actives, the molecules are
placed randomly in the unit cell. In contrast, macromolecular compounds are divided into
segments and 'grown’ into the unit cell by placing each segment one by one. First, rotatable
bonds of the polymer backbone are assigned defining the torsional degrees of freedom of the
molecule. After placing the first segment of every chain molecule, M trial conformation (10 in
this work) for the second segment of each molecule are generated providing a scan of the tor-
sion angles of the polymer backbone. For every trial conformation « = 1, ..., M, the potential
energies Ep, and the corresponding Boltzmann weights w, = exp(—BEy,) are calculated. Next,
the probability P, (cf. eq 2.7) is determined, but instead of the partition function Q simply the
sum of the Boltzmann weights of every trial configuration is used. Subsequently, the cumula-
tive probability for the arbitrarily sorted set of trail conformations IT, = 37_, P; is calculated
for each of the generated structures, that is Ilp = 0 and Iy, = 1. Similar to the Monte Carlo
Metropolis algorithm described in Section 2.2.1, I1, is compared with a random number be-
tween 0 and 1 drawn from a uniform distribution. Finally, if this random number lies between
I1,-; and I1,, the trial conformation is placed into the unit cell. This procedure is repeated until
all segments of the polymer molecules are placed in the unit cell.

The constructed structure models were geometrically optimized followed by a simulated
annealing procedure to refine the MC generated structures, that is finding lower energy struc-
tures showing higher probability P,. For this purpose, all structure models were equilibrated at
T =300 Kusing MD simulations along with the canonical (NVT) ensemble. Subsequently, the
temperature was stepwise increased up to 1000 K and a later decreased back to 300 K. In each
step, the temperature was increased (decreased) by 100 K followed by an equilibration for 5 ps.
Next, the refined structure models were equilibrated for 100 ps using the isothermal-isobaric
(NPT) ensemble at zero target pressure and T = 300 K by employing the Berendsen barostat
and a further simulation using the Parrinello-Rahman barostat with a duration of 300 ps. Av-
erage cell parameters were evaluated for the last 200 ps of the NPT simulations. Finally, the
unit cells were scaled to the average cell parameters obtained from NPT simulations and the
structure models were again equilibrated for 250 ps employing the NVT ensemble with a tar-
get temperature of 300 K. Average properties such as CED were calculated from the last 200
ps of the NVT simulations. All MD simulations employed the module Forcite along with the
Nosé-Hoover thermostat and a time step of 1 fs.

In case of the ISS for PEG, water as well as their mixture additional MD simulations for
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temperatures ranging from 350 to 550 in 50 K steps were performed with a duration of 200
ps. For this purpose, NVT ensemble was used along with unit cell volume obtained from the
NPT simulations at 300 K. The sampling of inherent structures was performed by applying
structure optimizations every ps of the MD trajectories obtained for 400 K. This temperature
is above Ty of PEG (250 K) [182]. The CED and pressures as a function of the temperature as
well as the radial distribution functions of the coarse grained models calculated from the ISS
are then used for parameterization of the thermodynamic models described in Section 2.1.4.
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3 Atomic structure and properties of zero
thermal expansion glass ceramics

Tuning the physico-chemical properties of Ba;_,,Sr,,Zn,_,,Mg,,Si»O7 (BZS) solid solutions
by simple variation of the chemical composition (m, n) allows straightforward tailoring of the
materials properties of these glass ceramics. As mentioned in Section 1.2, the martensitic
phase transition from the low (LT) to the high temperature (HT) phase and the thermome-
chanical properties are of particular importance for exploitation of BZS solid solutions as zero
thermal expansion (ZTE) materials. First, prediction of the phase transition temperature T;
is addressed in Section 3.1 for localization of those chemical compositions at which the de-
sired HT phase showing negative thermal expansion (NTE) along the crystallographic a-axis is
thermodynamically stable at operation conditions. Subsequently, for chemical compositions
showing sufficient thermodynamic stabilization of HT phase, the highly anisotroic, thermo-
mechanical properties are characterized in order to facilitate the in silico optimization of the
microstructure of BZS glass ceramics (Section 3.2).

3.1 Tunable martensitic phase transition temperature

As described in Chapter 2, the starting point for modeling physico-chemical properties are
accurate atomistic structure models representing the (ensemble) average of the macroscopic
structure and properties. In case of the BZS substitutional solid solutions, the exact position of
substitutional ions, e.g., of Sr** on the lattice sites of Ba?* cannot be determined experimen-
tally. This is connected with the configurational entropy S¢.nf leading to a macroscopic state
showing an average of numerous possible atomic configurations, which in principle cannot
be modeled using periodic boundary conditions [112]. Therefore, DFT calculations were ap-
plied to a set of atomic configurations using the experimentally determined crystal structure of
the LT and HT phase of BaZn,Si»O; (BaZn) for evaluation how structure and thermodynamic
properties depend on the atomic configuration and change with chemical composition (cf.
Section 2.2.2). Of particular importance is the relative energy AEy = Ey iyt — Eo 17 OF its configu-
rational average AE,, respectively, as central quantity for the thermodynamic modeling of the
phase stability as a function of the chemical composition as described in Section 2.1.2. Please
note that the chemical compositions are abbreviated as BaZn (m,n =0), StZn (m =1, n =0),
BaMg (m =0, n=1) as well as StMg (m = 1, n = 1) and the structure models for intermediate
compositions are denoted as Sr(100m)Mg(100r) such that, e.g., Srt50Zn and Sr50Mg25 refer to
the chemical compositions (m = 0.5, n = 0) and (m = 0.5, n = 0.25), respectively.

Figure 3.1 shows the obtained lowest energy structures for the LT and HT phases of
Bag 5Sr(5Zn,Si»,07 (Sr50Zn) and BaZnMgSi» O; (BaMg50). Comparison of cell parameters and
relative energies AE( are summarized in Table 3.1. In addition, the change of the cell param-
eters a and ¢ for Ba;_,,Sr,,Zn,Si»O7 as a function of the chemical composition obtained from
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DFT simulations and experiments [22] are depicted in Fig. 3.2a. For all chemical composi-
tions, a monoclinic crystal structure for the LT phase showing lower symmetry compared to
the orthorhombic HT phase.

Sr50Zn (LT) Sr50Zn (HT) BaMg50 (LT)

BaMg50 (HT)

b C2 (5) Pmma (51) P2,/n (14) Pnnm (5)

acL—c Os @5 @ve @ (s @0

FiIGURe 3.1: Lowest energy structures of the low (LT) and high temperature (HT) phase for
Bag 5S1¢.5Zn,Si» 07 (Sr50) and BaZnMgSi» 07 (Mg50) obtained from DFT simulations.

The fundamental assumption for construction of the atomistic models is the formation of
solid solutions, that is the basic crystal structure of BaZn;,Si»O7; (BaZn) remains unchanged
by substitution of Ba?* with Sr?* and Zn?* with Mg?* (Fig. 3.1), respectively. Except from the
crystallographic c-axis of the LT phase for BaZn,_,,Mg,,Si»O7 solid solutions, the lattice pa-
rameters change only slightly with the chemical composition. In addition, the cell parameters
a and c¢ vary almost linearly for the HT phase of Ba,_,,Sr,,Zn,Si,O7 in good agreement with
experimental observations (Fig. 3.2a). For StZn (m = 1, n = 0), no experimental values avail-
able since neither the LT nor the HT phase was obtained from glass crystallization [22]. The
same trend was obtained for BaZn,_,,Mg>,Si»O7 solid solutions from both, DFT simulations
and experiment [19, 21]. The almost linear change of lattice parameters of BaZn caused by
substitution of Ba?* and Zn?* supports, according to Vegard’s law [183], the assumption that
indeed solid solutions as depicted in Fig. 3.1 are formed.

TaBLE 3.1: Change of lattice parameters with respect to BaZn, space groups and relative energies
at 0 K, AEy [kKJ/mol], calculated using DFT simulations for BaZn, BaMg50 and Sr50Zn.

Model Lattice parameters Space group AE
alA] b[A] c[A]
BaZn LT 7.181 12.691 13.680 C2/c(15) 3.9
HT 7.812 12.956 6.614 Cmcm (63)
BaMg50 LI  -0.035 -0.088 0.087 P2,/c(14) 17.0
HT -0.052 0.025 0.027 Pnnm (58)
Sr50Zn LT  -0.051 0.036 -0.257 C2 (5) 3.1
HT -0.095 -0.018 -0.086 Pmma (51)
Sr50Mg50 LT  -0.081 -0.090 -0.162 P2, (4) 14.7

HT -0.103 -0.005 -0.073 Pm (6)
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FIGURre 3.2: Change of a) lattice parameters a and ¢ of the HT phase for Ba;_,,Sr,,Zn,Si, 07 calculated
using DFT simulations in comparison with experimental (exp) values [22] and b) fit of the relative en-
ergies AE( of HT with respect to LT as a function of chemical composition (m, n).

In case of the Ba; _,,Sr,,,Zn,Si» O7 solid solutions, all structure models constructed were ge-
ometrically optimized. This allows the calculation of the average cell parameters as well as the
average relative energy AE, (cf. eq2.8). The differences between the average cell parameters
and the ones calculate for the lowest energy structures are lower than 0.03 A. Similarly, the
deviation between AE, of the lowest energy configurations of the LT and HT phase and AEy
are lower in 1 kJ/mol in all cases. These minor deviations support the assumption that AE,
can be used for the thermodynamic modeling of T; as a function of the chemical composition
of BZS solid solutions. Due to the high number of possible atomic configurations for the LT
phase of BaZn,_,,Mg»,Si»O7 solid solutions, geometry optimizations were only applied to a
subset of structure models. Therefore, in order to estimate the difference of configurational
entropy AScont = Sconf HT — Scont 1T, the lattice energies obtained from single point calculations
of the generated structure models were used (cf. eq 2.9). Since the LT and HT phase differ only
in crystal symmetry (space groups, cf. Tab. 3.1), the free energy contributions —TASys are
only -1 kJ/mol (per formula unit) for Ba,_,,Sr,,Zn,Si, 07 and 2 kJ/mol for BaZn,_,,Mg>,Si»O7
solid solutions, respectively, assuming a glass crystallization temperature of 1200 K [184]. Such
small free energy contributions, which are virtually independent of the actual values for m and
n, can be assumed to be lower than DFT accuracy for calculation of AEy. Consequently, AS.onf
is assumed to be zero. Furthermore, the empirical correction of the harmonic vibrational free
energy considers not only the effects anharmonic lattice vibrations on T; but also includes the
DFT error of AE( as well as the neglect of AS.yps.

The fit of relative energies AE as a function of (m, n) to a quartic polynomial is depicted in
Figure 3.2b showing very good agreement with DFT calculated values along with a mean ab-
solute error (MAE) of 0.1 kJ/mol. For AE, < 0 the HT phase is predicted to be thermodynami-
cally stable for all temperatures and, thus, T; is set to 0 K. For Sr?* concentrations between m =
0 and 0.25, AE, remains virtually unchanged, yet considerably decreases for larger m. In con-
trast, AEg increases with increasing Mg?* concentration n, except for the maximum at n = 0.75,
which is about 6 kJ/mol higher compared to n =1 and probably connected with the inaccuracy
of DFT. Nonetheless, there is an obvious qualitative correlation of AE, with experimentally ob-
served T; [19, 21, 22], indicating that the calculation of AE, for other chemical compositions
can indeed be used for prediction of T;.
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TABLE 3.2: Model parameters of composition dependent Debye temperatures Opazn 1, ©1, @2 [K] (cf. eqs
2.19) as well as anharmonicity parameter tg,zn, 71, 72 [K™!] and (cf. eqs 2.20 and 2.21).

O®Bazn,1 OBazn2 OBazn3 ©O1 G TBaZn T T2
LT 216.0 734.7 1399.2 56.14 8.88 - - -
HT 198.9 837.2 1328.0 54.15 10.50 -1.35610%* 4.19210° -6.45610*

The obtained parameters for modeling of the composition dependent Debye temperatures
0,0(m, n) (eq2.19, i =1-3) and the composition dependent anharmonicity parameter 7, (m, n)
(eqgs 2.20 and 2.21) are shown in Table 3.2. In addition, Fig. 3.3a compares the harmonic vibra-
tional density of states (VDOS) determined using phonon calculations at the DFT level with
the approximated Debye VDOS (cf. eq 2.18) for the HT phase of BaZn and BaMg. The three
Debye temperatures of the LT and HT phase, respectively, were determined by fitting the har-
monic free energies calculated using the Debye VDOS to the values obtained from DFT sim-
ulations for BaZn, BaMg50, BaMg, Sr50Zn and SrZn. In all cases, the vibrational free energies
calculated using the Debye model are in very good agreement with the DFT results along with
a MAE of 1.3 kJ/mol. However, the corresponding T; predicted by employing the harmonic
approximation (HA) is, e.g., for BaZn and BaMg 2070 and 1830 K, respectively, that disagree
even qualitatively with the experimentally observed values of 553 and 1207 K [21]. Therefore,
consideration of the effects of anharmonic lattice vibrations on the vibrational free energy A,
is indispensable for reliable predictions of 7; of BZS solid solutions over a wide composition
range.

The parameters of the empirical correction of the harmonic Debye model by using
Tanh (M, n) (eqs 2.20 and 2.21) is determined by fitting the vibrational free energy of the HT
phase Ay, 1y to experimentally observed Ty of the BZS solid solution series with m =0 and n =
0. Figure 3.3b shows the resulting model calculations for T; for obtained in comparison with
experimentally determined values. In case of the substitution of Ba?* by Sr2* (m > 0, n = 0),
only two close lying experimental are available for m = 0.02 and m = 0.06 with T; = 543 K and
473 K, respectively. For the latter, a mixture of the LT and HT phase was obtained from glass
crystallization, while for higher Sr>* concentrations (m > 0.1) only the HT phase evolves during
crystallization and, consequently, no T; could be observed [22]. An atomistic model for such
low Sr?* concentrations would require large unit cells and a vast number of calculations for lo-
calization of the lowest energy structure rendering simulations at the DFT level tremendously
challenging. Therefore, values for of the polynomial fit of AE, (cf. Fig. 3.2) was used for the
fit of anharmonic model for Ay, iyt in this case. In contrast, five experimentally determined T;
were used for the (m =0, n > 0) solid solution series [21].

Largest deviation of T; calculated using the derived model from experimental values are at
n = 0.75 of about 100 K due to DFT error of AE, (see also Table 3.3). In order to estimate the
uncertainty of model predictions, a fit of only two observed T; for the (m =0, n > 0) solid solu-
tion series was performed and represented as a shaded area in 3.3b corresponding to a value of
+100 K. For comparison, an error in AE, of only 0.8 kJ/mol, which is assumed to be lower than
the DFT accuracy, translates into a deviation of a polymorphous phase transition tempera-
ture of about 90 K with respect to the experimentally obtained value [24]. That is, even if only
two T; is experimentally available for calculation of the empirical correction, the deviation of
the model predictions is in the same order of magnitude as the DFT accuracy. Therefore, the
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FIGure 3.3: Modeling of a) the composition dependent vibrational density of states (VDOS) using the
derived Debye model (eqs 2.18 and 2.19) of the HT phase for BaZn and BaMg compared to the DFT cal-
culated VDOS and b) the phase transition temperatures (T;) as a function of the chemical composition
(m, n) along with experimentally observed T; [21, 22] used for the model parameterization. The shaded
area indicates the uncertainty of model predictions (see text). Below T; of approximately 500 K (dotted
line) only the HT phase was obtained from glass crystallization.

proposed procedure appears to be an efficient way to combine computationally inexpensive
phonon calculations employing the HA with two experimental values for T; to include the ef-
fects of anharmonic lattice vibrations, instead of performing computationally more demand-
ing calculations such as ab initio molecular dynamics simulations. Moreover, as mentioned
above for solid solutions with m > 0.1 and n = 0 only the HT phase emerges during glass crystal-
lization and persists during cooling down to room temperature, which corresponds to a calcu-
lated T; of about 500 K indicated by the dashed line in Fig. 3.3b. Therefore, it can be expected
that for predicted T; below 500 K only the HT phase is obtained from glass crystallization, while
for T; > 500 K only the LT phase should be present in the crystallized samples.

Table 3.3 summarizes calculated and experimentally observed T; used for model parame-
terization [19, 22] as well as T; for chemical compositions, which were not included in the least
square fitting of the empirical correction of the harmonic Ay, iy, namely Sr25Mg50, Sr50Mg50,
Sr25Mg75 and Sr50Mg75 (provided by C. Thieme, K. Thieme and C. Riissel). In addition, Figure
3.4a shows the results of model predictions for T; as a function of the chemical composition
of BZS solid solutions with m, n between 0 and 1. They range from 0 K at compositions close
to SrZn upto 1283 K at m = 0 and n = 0.82. The latter is overestimated due to error in AEj (cf.
Fig. 3.2). For Sr50Mg50 and for Sr25Mg75, the predicted T; show very good agreement with the
experimentally determined ones with differences of about 120 and 40 K, respectively. These
deviations are approximately the same as the estimated uncertainty of +100 K of the model
predictions and in the same order of magnitude of the expected inaccuracy of DFT simula-
tions. This indicates that the assumption of linear composition dependencies of 6;o(m, n) and
Tanh(m, n) provide a good approximation for modeling of Ay, of BZS solid solutions.

Furthermore, a second phase was observed for Sr25Mg75 at 1114 K. In case of Sr50Mg75,
only one phase transition at 1079 K was observed. For Sr25Mg50 no phase transition was de-
tected, neither by employing DSC nor dilatometry. Since the derived thermodynamic model
for Ay assumes the formation of substitutional solid solutions, it considers only the con-
tinuous, linear dependence of the harmonic VDOS as well as of T; of the previously known
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TaBLE 3.3: Comparison of phase transition temperatures 7; [K] obtained by theory (theo) and ex-
periment (exp) for different chemical compositions (m, n) of Ba;_,,Sr,,Zny_»,Mg,,Si»O7.

Model T; (exp) T; (theo)
BaZn 5502 495
BaMg25 8752 840
BaMg50 10652 1048
BaMg75 11562 1253
BaMg 12072 1142
Sr25Mg50 -b 707
Sr50Mg50 665 (DSC)¢ 547
Sr25Mg75 861 (Dil)¢ 821
1114 (Dil)¢
Sr50Mg75 1079 (Dil)¢ 638

aTaken from ref. [21]
PNo phase transition detected
¢Provided by C. Thieme, K. Thieme and C. Riissel

martensitic phase transition on the chemical composition. In addition, the model derivation
included only the the solid solution series for substitutions of either Ba?* by Sr** (m >0, n =
0) or Zn** by Mg?* (m = 0,n > 0). That is, neither a second phase transition at higher tempera-
tures nor the effects of Sr>*/Mg?* cosubstitutions apart from the assumed linear composition
dependence was considered in the model that could potentially lead to suppression of the
phase transition in case of Sr25Mg50. Moreover, glass crystallization of BZS solid solutions
yields defect containing crystallites showing local residual stresses and highly anisotropic mi-
crostructures [185] leading to the formation cracks that also influence the macroscopic prop-
erties of the glass ceramics [184]. In contrast, the employed thermodynamic model assumed
perfect, single crystalline and stress free BZS solid solutions. Therefore, the employed proce-
dure provides predictions of the martensitic phase transition temperature with an uncertainty
of about +100 K only if the influence of lattice defects and the microstructure on T; is not too
pronounced, which could also rationalize the hinderance of the phase transition in case of
Sr25Mg50.

The corresponding contour plot of Fig. 3.4a is shown in 3.4b along with the chemical com-
position at which the LT (orange dots), HT (blue triangles) or mixtures of both phases (orange
triangles) were obtained from glass crystallization, respectively. The empirical value for T; of
500 Kunder which solely the HT crystallizes from glasses (dashed line in Fig. 3.3b) is also high-
lighted in Fig. 3.4b. Determination of the crystal phases used X-ray diffraction experiments
provided by C. Thieme, K. Thieme and C. Riissel and taken from previous studies [19, 22] (cf.
Table 3.3). As mentioned above, for chemical compositions (m > 0.1, n = 0) only the HT phase
is present in the crystallized glass samples, while a mixture of HT and LT was observed at (m
=0.06, n = 0). For the BZS solid solution series with m = 0.5 and » > 0, the crystallized samples
contained only the HT phase upto n = 0.25. At n = 0.35 a mixture of LT and HT was observed
along with a predicted T; of approximately 500 K. If the Mg?* concentration # is further in-
creased only the LT phase crystallizes during the crystallization process. This applies also to
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the chemical compositions Sr25Mg50 and Sr25Mg75.
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FIGURE 3.4: a) Plot of predicted phase transition temperatures as a function of the chemical composi-
tion. b) Contour lines of (a) along with compositions at which only the high temperature (HT) phase
(blue triangles), only the low temperature (LT) phase (orange dots) and mixtures of both phases (orange
triangle) were obtained by glass crystallization [19, 22].

The considerable decrease of both, the calculated AE, using DFT simulations and the ex-
perimentally observed T, with increasing Sr?* concentration m clearly indicates that the HT
is thermodynamically stabilized by substitution of Ba?* with Sr>*. Most likely, the HT phase
emerges from glass crystallization at higher temperatures and transforms into the LT phase
during cooling of the samples. For chemical compositions with predicted 7; below 500 K, the
martensitic phase transition is probably kinetically hindered such that only the HT phase is
observed at room temperature. For both samples with predicted T; of about 500 K show a mix-
tures of the LT and HT phase. This is probably connected with small, local fluctuations of the
chemical composition such that only a certain fraction of the HT crystallites transform into
the LT phase during cooling of the sample. This allows the rapid localization of those chem-
ical compositions at which the desired HT phase showing NTE can be obtained from glass
crystallization as well as, despite certain limitations mentioned above, the rapid prediction of
the corresponding phase transition temperature. In this way, promising chemical composi-
tions can be determined for further experimental characterization and more demanding sim-
ulations, such as ab initio MD simulations or phonon calculations using the quasi-harmonic
approximation, in order to provide a deeper understanding of the structure-property relations
of this ZTE glass ceramics.

3.2 Anisotropic thermomechanical properties

For those chemical compositions at which the desired HT phase of BZS solid solutions is ob-
tained from glass crystallization, the characterization of the thermomechanical properties is
of fundamental importance for the targeted design of the glass ceramic microstructure. Since
the substitution of Ba?* by Sr2* leads to considerable thermodynamic stabilization of the HT
phase, the Ba;_,,Sr,,,Zn,Si, 07 solid solution series was chosen along with m =0, 0.25, 0.5 and
0.75 for investigation of the composition dependence of the thermomechanical properties.
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TaBLE 3.4: Elements of the elastic stiffness C [GPa] and compliance S [TPa™!'] tensor calculated using
DFT simulations.

Model Caa Cbb Ccc Cub Cac Cbc Sua Sbb Scc Sab Sac Sbc
BaZn 91 176 134 82 81 91 28 10 17 -6 -12 -3
Sr257Zn 88 17vv 137 81 8 91 30 10 17 -7 -13 -3
Sr50Zn 91 180 141 83 82 92 27 10 15 -7 -12 -3
Sr75Zn 83 183 145 81 81 92 33 10 15 -8 -13 -2

The composition SrZn (m = 1) is not considered here since neither the LT nor the HT BZS phase
was obtained from glass crystallization [22].

The elements of the stiffness C as well as compliance § = C™! tensor are summarized in Ta-
ble 3.4. In addition, Table 3.5 shows the corresponding elastic properties calculated using DFT
simulations, namely the (Reuss) average bulk modulus K, Young’s modulus Y; and the linear
compressibilities b; along the crystallographic axes (i = a, b, ¢) [124]. For all chemical compo-
sitions highly anisotropic elastic properties were obtained, which are only weakly dependent
on the chemical composition. While the crystallographic a axis shows the highest compress-
ibility (S and b;) or lowest stiffness (C and Y;), respectively, the b axis is the least compressible
one. With the exception of S;;, and S, the compliance tensor S (and also C) shows no system-
atic change for m =0, 0.25 and 0.5. Such small changes are expected to lie within the accuracy
of the employed DFT simulations. This applies also the the bulk modulus K. However, for
Sr757Zn (m = 0.75) a slightly higher value for S,, was obtained yielding higher compressibility
b, of the crystallographic a axis showing NTE. In contrast, the b and ¢ axis show a systematic
decrease of the compressibility with increasing m.

Together with the heat capacity at constant volume Cy calculated using phonon calcula-
tions along with the harmonic approximation, the compliance tensor S shown in Table 3.4
and experimentally observed cell parameters are used for determination of the anisotropic
thermal expansion @ = (aq, ap, )" (cf. Section 2.1.3). Figure 3.5 shows the experimentally de-
termined lattice parameters [19, 21, 22] along with DFT the calculated values (T = 0 K, crosses).
Values for 103, 173 and 293 K were measured using X-ray diffraction experiments conducted
by C. Thieme, K. Thieme and C. Riissel. Due to the martensitic phase transition (cf. previous
section), experimentally determined cell parameters are only above 550 K available in case of
BaZn (m =0).

TaBLE 3.5: Bulk modulus (Reuss), Young’s modulus [GPa] and linear compressibility [TPa™!] calculated
using DFT simulations.

Model K Y, Yy Y. b, by, b,

BaZn 89 36 97 59 89 08 1.6
Sr25Zn 87 34 99 59 9.7 06 1.1
Sr50Zn 89 37 101 65 91 0.7 14
Sr75Zn 83 30 101 65 11.7 0.1 0.3
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TABLE 3.6: Linear (y,, v, y.) and average y Griineisen parameter obtained from least square fitting of
a (eq 2.22) using the temperature dependent cell parameters of Ba; _,,Sr,,,Zn,Si, O; (Fig. 3.5).

Model

Ya Vb Ye Y
BaZn -0.16 0.02 0.10 -0.11
Sr257Zn 0.01 0.18 0.23 0.04
Sr50Zn 0.01 0.15 0.18 0.03
Sr75Zn 0.03 0.15 0.15 0.04
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Ficure 3.5: Fit of the anisotropic ther-
mal expansion « (eq 2.22) to DFT calcu-
lated cell parameters (T = 0 K, crosses)
and experimentally determined lattice pa-
rameters as a function of temperature of
Ba;_,,Sr,,Zn,Si, O, solid solutions (trian-
gles: provided by C. Thieme, K. Thieme, C.
Riissel; dots: ref. [21]; squares: ref. [22]; di-
amonds: ref. [19]).

The NTE of the crystallographic a axis lowers
with increasing Sr?* concentration m. The thermal
expansion ¢, at 300 Kincreases from -34x1076/K for
Sr257Zn (-32x107%/K for BaZn) upto -19x1075/K for
Sr75Zn. In contrast, the ¢ axis shows pronounced
positive thermal expansion that considerably de-
ceases with increasing Sr?* content. Thatis, a, at 300
K is halved from 30x107%/K for BaZn to 15x107%/K
for Sr75Zn. In contrast, o, is virtually independent of
the chemical composition with values ranging from
7 to 10x107%/K. The large anisotropy of both, elas-
tic properties and thermal expansion, can lead to
cracks and residual stresses in the microstructure of
the glass ceramics depending on orientation of the
crystallites. For example, in case of surface crys-
tallization highly directional crystallite orientations
were observed leading to undesired crack formation
perpendicular to the ¢ axis [185]. Therefore, knowl-
edge of the anistropic elastic properties (Tab. 3.5)
and the thermal expansion a as well as their depen-
dence on the chemical composition provide vital in-
put for continuum mechanics simulations, e.g., us-
ing the finite element method [186, 187] for the tar-
geted design of suitable microstructures to facilitate
ZTE in the desired temperature range.

The fit of « to the cell parameters (Fig. 3.5) pro-
vides the linear Griineisen parameters vy; that are
the adjustable parameters of the model (cf. Section
2.1.3). Table 3.6 shows the resulting linear and av-
erage Griineisen parameters y, which are assumed
to be independent of temperature. The average
(macroscopic) Griineisen parameter y provides the
relation between the volumetric thermal expansion,
the bulk modulus K and the heat capacity Cy (cf. eq
2.15). The Griineisen parameters for BaZn show no
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clear correlation with the remaining ones, since the cell parameters of HT phase are only avail-
able for temperatures above 550 K resulting in erroneous Griineisen parameters that are as-
sumed to be temperature independent. For m = 0.25, 0.5 and 0.75, ¥ and vy, are almost zero.
On the other hand, v, is 0.23 for Sr25Zn and decreases with increasing Sr>* concentration to
0.15 (Sr75Zn), while y,, is slightly lower or equal to y.. Due to the small differences between vy,
and vy,, the considerably lower thermal expansion of the b compared to the ¢ axis is connected
with its lower linear compressibility b,. As can be seen from eq 2.22, the NTE in direction of the
a axis is aq < (YaSaa + ¥YbSab + YcSac)- Since the compliances S;; (Tab. 3.4) show no significant
change with chemical composition, the decrease of y;, and y, with increasing m leads to the
reduction of NTE of the crystallographic a axis. This indicates that the change NTE along the
a axis is connected with, unlike b and ¢, the variation of vibrational states of the HT phase by
substitution of Ba?* with Sr?+.

Figure 3.6 shows the harmonic vibrational density of states (VDOS) along with the partial
VDOS for all elements of BaZn. In addition, the VDOS for Sr?* and Ba%* are shown for Sr25Zn,
Sr50Zn and Sr75Zn. The partial VDOS of Ba>* and Sr?*, respectively, range from 0 to 7 THz in
each case. While the Ba?* VDOS shows its maximum at about 1.5 THz, the maximum value
of the Sr>* VDOS is approximately at 3 THz. Due to the lower mass of Sr>* the VDOS is clearly
shifted towards towards higher frequencies with increasing Sr>* concentration m. In contrast,
the remaining partial VDOS are almost independent of chemical compositions showing only
smaller shifts to higher frequencies due to substitution of Ba?* by Sr?*.
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F1GURE 3.6: Total and partial vibrational density of states (VDOS) of Ba;_,,Sr,,Zn,Si» O solid solution
for a) BaZn (m = 0) and b) partial VDOS of Ba?>* and Sr?* as a function of the chemical composition.

In order to shed alight on the microscopic mechanisms of the NTE, additional phonon cal-
culations using the quasi-harmonic approximation are applied to Sr50Zn. This provides the
microscopic (mode) Griineisen parameters yy; for each branch i at reciprocal lattice vector k.
Figure 3.7a depicts the temperature dependence of the corresponding average (macroscopic)
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Griineisen parameter weighted by the contribution of each vibrational mode to the heat ca-
pacity (eq 2.26). Up to 240 K the average (macroscopic) Griineisen parameter ypgr is negative
indicating volumetric contraction (cf. eq 2.15). Indeed, the experimentally observed cell vol-
ume of Sr50Zn reduces between 107 and 293 K (cf. Fig. 3.5). At 300 K ypgr is about 0.05 close
to the averaged, temperature independent Griineisen parameter y of 0.03 obtained from the
fit of « to the experimentally determined cell parameters (cf. Table 3.6). In the limiting case
of high temperatures ypgr corresponds to the arithmetic average of all vibrational frequencies
(cf. eq 2.26) yielding a value of 0.21 (dashed line in Fig. 3.7a).

Furthermore, the distribution of the average (macroscopic) ypgr calculated for frequency
intervals of 1 THz at 300 K as well as number density g (yy;) of the mode Griineisen parameter
vki is shown in Figure 3.7b. Negative (average) yprr were obtained at low frequencies between
0to 5 THz along with a minimum value of -2.4 at 1.5 THz, that is the corresponding vibrational
modes contribute most to the NTE. In the same frequency range lie the main contributions of
the Ba?* VDOS (maximum at about 1.5 THz) to the total VDOS, which is shifted towards higher
frequencies when Ba?* is replaced by Sr?* (Fig. 3.6). For higher frequencies, ypgr is positive or
close to zero. This rationalizes the reduction of the NTE along a direction with increasing Sr?*
concentration (Fig. 3.5). The majority the mode vibrational modes show positive Griineisen
parameter vyy; as can be seen from g (y);) whose maximum value is at 0.5. Therefore, ypgr is
negative at low temperatures turning positive due to thermal excitation of higher frequency
modes with increasing temperature showing mostly positive yy;.
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FIGURE 3.7: Average mode Griineisen parameter of BaZn ypgr a) as a function of temperature and b) its
distribution as a function of vibrational frequency v calculated using frequency intervals of 1 THz and
T =300 K. The inset shows the number density of the mode Griineisen parameter yy;.

Atomic displacements along the polarization vector of the vibrational mode showing the
most negative Griineisen parameter vyy; of -12.2 at a frequency of 1.3 THz is displayed in Fig-
ure 3.8a. A simplified sketch of the displacements of Si** and Zn?* is depicted in 3.8b. Basic
building blocks of the crystal structure of the HT phase are SiO4 and ZnO, tetrahedra. They
from two membered OSi—-O-ZnO (SOZ) rings, which in turn form two sheets aligned in paral-
lel to the a-c plane (see also Fig. 3.1). Two bridging oxygen ions connect both sheets by Si—-O-Si
bridges, while Ba?* and Sr?* ions are located between the sheets. The vibrational mode shows
an oscillation in direction of the b axis in case of Ba?* and Sr?*, respectively, as well as a rocking
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movement of the rigid Si—-O-Si bridges within the a-b plane. The latter leads to deformation of
the SOZ rings yielding contraction of the a axis (cf. Fig. 3.8b). Similarly, previous experimen-
tal studies using high temperature X-ray diffraction also concluded that the deformations of
7n0,4 and SiOy4 tetrahedra lead to the NTE of the a axis [188].

In order to qualitatively evaluate the effect of this vibrational mode on the crystal lattice,
the stress tensor of the turning point +1 with (arbitrarily chosen) atomic displacements of
about 2 A along its polarization vector at constant (zero pressure) cell volume was calculated.
This yielded negative normal stress in a direction of about -2.8 GPa indicating that this mode
clearly contributes to NTE along the a axis. In contrast, in b and ¢ direction a normal stress
of -0.02 and 2.4 GPa was obtained, respectively, showing that the vibrational mode has almost
no effect on the b axis and contributes to the relatively large thermal expansion «..

a) ®Ba OSr©zn OSi 0 b) ©Zn OSi
-1 0 +1
s ¢ ) )
q D
ada a 7 ada

FIGURE 3.8: Representation of the vibrational mode showing the most negative mode Griineisen pa-
rameter. a) Atomic displacements along its polarization vector between the turning points -1 and +1
and (b) simplified representation of the displacements of Zn and Si compared to their equilibrium po-
sition (0).
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4 Structure prediction of Fe, O3 cluster and
nanoparticles

In contrast to the BZS solid solutions described in the previous Chapter, for which experimen-
tally determined structures were used as starting point, no previous knowledge of the precise
atomic structure of small Fe,O3 gas phase clusters and nanoparticles is available from exper-
iments. Therefore, prediction of the exact atomic structure using no assumptions except for
constant chemical composition of stoichiometric Fe,Os is the fundamental prerequisite for
modeling of the formation processes and materials properties of Fe,O3 nanopowders. The re-
sults presented in this section were previously published in Nanoscale (RSC Publishing) [XI]
and parts of the computational results and discussion of [XI] are adapted in this section.

4.1 Gas phase cluster by global structure optimization

Elucidation of atomic structures showing highest probability of being present in the macro-
scopic, gaseous state requires the localization of those atomic configurations « showing low-
est potential energy Ey, (cf. eq 2.7). For this purpose, the genetic algorithm [8] described in
Section 2.2.1 was employed to find not only the global energy minimum but also several low
lying local energy minima. Figure 4.1 shows the obtained global energy minima of (Fe,O3),
clusters with n = 1-10. It includes also structures with relative energies of less than 1 kJ/(mol
Fe,03) with respect to the global minimum and at least the two most stable ones. The cluster
structures for n = 1-5 are taken from a previous publication [XII] and are included here for the
sake of completeness. For these structure models with n = 1-5, additional DFT simulations
were performed for calculation of the magnetic ground state (GS) [XII]. It was shown that the
atomic structure and relative energies of the clusters isomers are virtually independent of the
magnetic state and, therefore, DFT calculations of larger gas phase clusters assumed ferro-
magnetic (FM) states.

The two most stable isomers of Fe,O3 consist of a two-membered Fe-O ring and a terminal
O atom. The planar, C», symmetric 1A with its !B; ground state is the global minimum. This
structure has been reported as the most stable for Fe,O3 [59, 60] and Fe, 03" [55]. The second
most stable isomer is the angled 1B with the 3A“ GS, similar to the most stable configuration
of the quartet GS of Fe;O3* [56]. The global minimum 2A of (Fe,03), with its antiferromag-
netic (AF) 'A; GS assumes the adamantane-like C,, symmetric structure. The open sheet-like,
C, symmetric 2B with the 'B GS consists of five fused two-membered Fe-O rings and is 30.6
kJ/(mol Fe»03) higher in energy. Both 2A and 2B have been reported as the most and the sec-
ond most stable structure of (Fe;O3),, respectively [61, 62]. However, these studies predicted
either a ferrimagnetic, Cs, symmetric [61] or a FM, T4 symmetric >'A; GS [62] for 2A and a FM,
C,p, symmetric 21Bg GS for 2B. For (Fe»03)," an AF state of 2A was reported as the most stable
spin configuration [54].
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FIGURE 4.1: Low-energy structures of (Fe,03), clusters with n = 1-10. Relative energies with re-
spect to the global minimum are given in parentheses [k]J/(mol Fe,O3)] [XI]. Fe grey, O red.

The global minimum of (Fe;03)3 is the compact, C; symmetric 3A with the AF GS. The
second most stable Cs symmetric 3B with the 'A GS is an open, sheet-like structure contain-
ing exclusively two-membered Fe-O rings. It is 15.1 kJ/(mol Fe,O3) less stable than the global
minimum. The two most stable isomers 4A and 4B of (Fe;O3)4 are compact, C; symmetric
structures with the AF GS and relative energy difference of only 4 kJ/(mol Fe,O3). For (Fe;03)5
the tower-like 5A with the AF GS is the global minimum. The second most stable compact 5B
with its ferrimagnetic ' A GS is 7.3 kJ/ (mol Fe,Os) higher in energy.

Starting from n = 6 all (Fe,Os3), clusters contain the tetrahedral adamantane-like (TAL)
structural element similar to 2A. The global minimum of (Fe,03)¢ is the Cy;, symmetric 6A
build up of a central cage unit fused with two TAL units. The next most stable C; symmetric,
compact 6B is only 0.4 kJ/(mol Fe,0s3) less stable than 6A. Similarly, (Fe,O3)7 shows two low
energy isomers 7A and 7B that are separated by only 0.7 kJ/ (mol Fe,O3). The global minimum
7A of (Fe;03)7 is Cs symmetric and consists mainly of two- and three-membered Fe-O rings,
with two of the three-membered rings bridged by one O atom. 7B is a compact structure with
no symmetry elements.

For (Fe,03)g the global structure optimization procedure yields four isomers with relative
energies within less than 1 kJ/(mol Fe;O3). The C, symmetric 8A is the most stable structure.
Among the higher energy isomers 8C exhibits Cs symmetry and resembles the structure of 7A.
8B and 8D have no symmetry elements.

In contrast to (Fe;03)g the two most stable isomers 9A and 9B of (Fe,O3)g are energetically
well separated with a relative energy difference of 5.2 kJ/(mol Fe;O3). The TAL unit can be
considered as the main building block of both clusters. 9A belongs to the symmetry point
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group Cyy and has nearly tetrahedral structure. This structure bears a resemblance to 7A and

8C. The next most stable 9B shows a lower Cg symmetry but very similar structure. In case of

(Fe203)10 the global optimization procedure yields four structures with relative energies below
1.0 kJ/ (mol Fe»03), all consisting mainly of the TAL building units.

As a general feature the most stable

19815 (Fe;03), clusters assume compact struc-

191 1 tures with little or no symmetry. One excep-

=<

189 1 tion is the nearly T,; symmetric TAL unit of

c 187 2A. For n = 2-5 the clusters contain mainly

g 1851 two and three-membered Fe-O rings. Some
183 1 isomers, in particular those with no symme-
8 try elements contain also larger Fe-O rings,

_ 500 {® _

S e.g., 3A. Starting from n =5 the clusters start

& 425 1 to assume increasingly tetrahedral shape

g 350 1 with TAL unit as the main building block.

E —— [P-Fe,0, .

2, 275 DFT(EM) However, the small energy differences be-

Lg tween different isomers of the same cluster

size make precise structural assignment for
larger (Fe,Os3) , clusters difficult. In addition,
only the potential energy minima of the gas
phase clusters were considered here so far.
For evaluation of the thermodynamic stabil-
ity of the obtained isomers at elevated tem-
1 2 3 4 5 6 7 8 9 10 peratures, also vibrational, translational as
Cluster size (Fe,03), . . .
well as rotational free energy contributions
have to be considered (cf. Section 2.1.1). The
FIGURE 4.2: Comparison of IP-Fe203 and DFTre-  located low energy structures provide the ba-
31111ts for f?glomagge;ig' (1(:1\;1) states f(l):f (gezbOS)S sis for such simulations as well as for model-
feﬁsg‘f[ir:’, ‘::e-o,n(b) bin d'inga er?‘elfé?f: A(]e:“b, OfOtI;le ing of thel'r physico-chemical p.ropertles. .
most stable clusters and (c) relative stability, AE, Essential factor that determines the relia-
of the two lowest energy isomers (nA and nB, ¢f.  bility of the structure predictions is the accu-
Fig. 4.1) [XI]. racy of the employed interatomic potential
functions IP-Fe, 03, which were derived from
simulations of the bulk Fe,O3 polymorphs at the DFT level (refs. [68] and [XI]). Even though
the IP-Fe, O3 proved to accurately describe structure, relative phase stability and mechanical
properties of the bulk Fe, O3 polymorphs, further evaluation of their accuracy for description
of the atomic structure and properties of small clusters is indispensable for proper structure
predictions. Figure 4.2 summarizes the main IP-Fe,O3 and DFT results for (Fe,O3),, clusters
with 7 = 2-10: mean Fe-O bond lengths, binding energies of global minimum structures and
relative stability of the two lowest energy isomers (nA and nB, cf. Fig. 4.1) for each cluster size.
For the sake of completeness DFT results for the FM state of (Fe,O3) ,, clusters with n = 2-5 are
included taken from [XII].
The transferability and reliability of the IP-Fe, O3 is demonstrated by the very good agree-
ment of structural parameters with those obtained at the DFT level. For (Fe»03),, clusters with

AE [kJ/(mol Fe,05)]
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n = 2-5 the mean Fe-O bond lengths deviate less than 0.02 A (Fig. 4.2a) between IP-Fe,O3 and
the DFT results. In addition, the general trend of increasing Fe—O bond distances with increas-
ing cluster size is very well reproduced by IP-Fe;O3.

Figure 4.2b shows the cluster size dependence of binding energy, AEy,, for the lowest-energy
structures. It shows only small variation with the cluster size. The IP-Fe, O3 results are in a good
agreement with the DFT values and show a constant shift of about 75 kJ/(mol Fe,O3) towards
higher binding energies. IP-Fe,O3 also properly reproduces the monotonic increase of AE;,
with increasing cluster size.

Figure 4.2c compares the relative energies AE of the two most stable (Fe;Os3),, isomers cal-
culated using IP-Fe, O3 and DFT. In case of n = 2 and 3 large deviations between IP-Fe,O3 and
the DFT results for FM states were obtained. However, for the calculated magnetic GS the
deviation is less than 15 kJ/ (mol Fe,O3) [XII]. Such deviations for small clusters are not unex-
pected since the training set of IP-Fe,O3 contains only bulk structures. However, the agree-
ment between IP-Fe,O3 and DFT is very good, within 5 kJ/ (mol Fe,O3), for cluster sizes n > 3.
In addition, as mentioned above, the relative energies are almost independent of the precise
spin state for gas phase clusters with n > 3 [XII]. This supports our approach for determina-
tion of low-energy cluster structures employing GA in combination with IP-Fe, O3 followed by
structure refinement at the DFT level assuming FM states.

These findings demonstrate that IP-Fe,O3 can accurately describe the structures and rel-
ative stabilities of both small (Fe;O3), clusters and bulk Fe,O3 [68]. Therefore, one can expect
that IP-Fe, O3 is also well suited for simulations of larger (Fe,O3),, NP at an intermediate length
scale between clusters and bulk material.

4.2 Nanoparticles: crystallization and atomic structure

Due to the vast number of energetically close lying local minima of larger gas phase cluster and
nanoparticles makes the localization of the actual global minimum by employing the genetic
algorithm meaningless. Instead, predictions of the precise atomic structure of larger Fe;O3
nanoparticles (NP) can be achieved by using MD simulations combined with the simulated
annealing procedure (cf. Section 2.2.1), that is, by the simulated crystallization of the NP start-
ing from an equilibrated molten state. This procedure was applied to (Fe;O3), structures with
n = 80, 282 and 1328, which correspond to NP with diameters of 1 (NP1), 3 (NP3) and 5 nm
(NP5), respectively.

The results of the simulated crystallization for NP5 are depicted in Figure 4.3 including
temperature dependence of potential energy AEoippq and coordination number (CN) distri-
butions of Fe and O atoms. During the phase transition from the liquid to solid state the cor-
responding latent heat is released from the system. This can be seen as a sudden drop of po-
tential energy of NP5 between 1235 and 1215 K (Fig. 4.3a), yielding the melting temperature
of about 1225 K. This value is significantly lower than the melting and decomposition point
of bulk Fe, O3 (1835 K). This size-dependent melting point depression of nanoparticulate ma-
terials connected to their large specific surface area is a well-know phenomenon [189]. Using
the calculated a-Fe, O3 melting temperature of 2025 K the melting point depression for NP5 is
about 800 K. This value is probably somewhat overestimated due to high cooling and heating
rates of NP5 and bulk e -Fe; O3, respectively, during our MD simulations.
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FIGURE 4.3: MD simulation of the crystallization
process of NP5: (a) change of the potential en-
ergy (AEy,) at the melting point and (b) coor-
dination number (CN) distribution of Fe and O
atoms, respectively, as a function of temperature.
CN distributions are calculated for the core (CN,)
and the entire NP5 (CNg). For each temperature
cross-sections ((010) plane of the final e-Fe, O3
crystallite) are shown highlighting Fe atoms with
octahedral (blue) and tetrahedral (yellow) coor-
dination [XI].

The structural evolution of NP5 during
crystallization is shown in Figure 4.3b along
with its cross-sections along [010] direction
of the final e-Fe,Os3 crystal and temperature
dependence of the coordination number dis-
tribution for Fe and O atoms. To facilitate
comparison with bulk Fe,O3 polymorphs and
discern structure differences between the in-
ner and surface parts of NP5 the CN distribu-
tion is evaluated separately for the core part
(4 nm in diameter) and the whole NP5, de-
noted as CN. and CNg, respectively. In gen-
eral, CN, is shifted towards lower values due
to alarger number oflow-coordinated surface
atoms. Equilibration of the initial spherical
cuts of bulk Fe,O3 for 1 ns at 2000 K is suffi-
cient to generate melted configurations that
are independent of the initial structure, which
was verified by two independent simulated
annealing procedures starting from spherical
cutouts of a- and y-Fe,O3 yielding virtually
the same results [XI]. At the starting temper-
ature of 2000 K, the CN distribution shows
mainly four- and five-fold coordinated Fe as
well as three-fold coordinated O atoms. De-
creasing temperature increases the mean CN,
from 3.9 and 3.0 at 2000 K to 5.3 and 3.6 at 0
K for Fe and O atoms, respectively. At 1235
K the corresponding NP cross-sections indi-
cate beginning of crystallization with a nucle-
ation center forming close to the NP surface.
Compared to 2000 K both CN, and CN,, distri-
butions show an increased fraction of six-fold
coordinated Fe and four-fold coordinated O
atoms. In the temperature range from 1235 to
1225 K advancing crystallization transforms
five-fold coordinated Fe atoms to six-fold co-
ordinated ones and three-fold coordinated O
atoms into four-fold coordinated ones. For
temperatures between 1225 and 1215 K CN
distributions show a significant reduction of
five-fold coordinated Fe and emergence of
five-fold coordinated O atoms. In contrast,
the fraction of four-fold coordinated Fe atoms
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remains virtually constant. The CN histograms for temperatures below 1215 K show no signifi-
cant structural changes indicating complete crystallization. The somewhat irregular distribu-
tion of four-fold coordinated Fe atoms seen in the cross-section at 0 K arises from the presence
of defect sites within the NP core.

Comparison of structural characteristics of the final NP5 with bulk Fe,O3 polymorphs in-
dicates that it consists of a single, albeit imperfect e-Fe,O3 crystal. Analysis of CN yields 0.17
and 0.83 as fractions of Fe atoms with tetrahedral and octahedral coordination, respectively
(cf. Fig. 4.3b, 0K). These values are close to the fractions of four- (0.25) and six-fold (0.75) coor-
dinated Fe atoms in bulk e-Fe, Os. In contrast, y-Fe, O3 contains a considerably higher fraction
(0.375) of Fe atoms in tetrahedral coordination and «- as well as §-Fe,O3 contain exclusively
six-fold coordinated iron. Furthermore, CN. distribution shows presence of five-fold coordi-
nated O atoms which are a unique structural feature of e-Fe,O3. Deviations from the ideal CN
distribution of e-Fe, O3 are related to lattice defects present in NP5 such as vacancies and dis-
locations. Similar deviations of CN fractions due to lattice disorders within nanoparticulate
e-Fe»O3 were also reported in experimental studies [190].

The most stable structures of NP1, NP3
and NP5 determined by the simulated crystal-
lization procedure are depicted in Figure 4.4.
For NP5, two orientations are shown along
with two lattice planes of e-Fe, O3 (Fig. 4.4b).
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Figure 4.4c shows a high-resolution transmis-

o sion electron microscopy (TEM) micrograph
R ! o35t la of a 18 nm Fe,O3 NP prepared by laser va-
NP5 e-For0,(010) porization (LAVA) of Fe; O3 raw powders [191]

(results provided by H.-D. Kurland, J. Grabow
and E A. Miiller).

The most stable configurations of Fe,O3
NP with 1 (NP1) and 3 nm (NP3) diame-
ter show tetrahedral, wedge-like morphology
(Fig. 4.4a) also present in smaller (Fe;O3),
clusters, such as 7A, 8C, 9A, 9B and 10A (cf.
Fig. 4.1). This particular shape can be ra-
ok tionalized by the presence of a large number
of the TAL (Fe,0Os3), building blocks forming
a surface layer and a high surface-to-volume
ratio of NP1 and NP3. This is different in case

[100]

-Fe,0, (001)

FIGURE 4.4: Structure of (Fe»O3), nanoparticles:
(a) NP1 (n=80) and NP3 (n =282), (b) comparison
of NP5 (n = 1328) with two different lattice planes
of e-Fe,O3 and (c) high-resolution TEM micro-
graph of a LAVA synthesized e-Fe,O3 NP and its
indexed Fourier transform (e-Fe,O3, zonal axis
[331]). The coordinate systemsrefer to the NP ori-
entation [XI]. Fe grey, O red.

of NP5 that consists of a single crystalline,
hexagonally shaped domain. In order to in-
vestigate the reproducibility of the crystalliza-
tion process of NP5 we repeated the proce-
dure for several independent initial configu-
rations. In all cases similar NP structures were
obtained that are in a narrow energy window,
less than 9 kJ/(mol Fe,O3) compared to NP5.
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The final confirmation comes from the comparison of NP5 with Fe,O3 nanoparticles syn-
thesized in the LAVA process. Figure 4.4c displays a high-resolution TEM micrograph of such
an NP with a diameter of about 18 nm showing the typical hexagonal morphology as well as
the corresponding Fourier transform (FT). The lattice planes are visible throughout the whole
particle, suggesting a single crystalline structure although the presence of defects cannot be
ruled out. The FT of the lattice fringes was indexed according to the structural model of Tronc
etal. [190] and identifies the NP as e-Fe, O3 aligned along its [331] axis. Our earlier study shows
thatlarger Fe, O3 NP with diameters in the range of 50 nm can also display octagonal morphol-
ogy [191]. The hexagonal shape of the LAVA synthesized Fe,O3 NP is very well reproduced by
the results of simulated crystallization of NP5 (Fig. 4.4b). Apart from the NP morphology, the
simulated annealing procedure applied along with IP-Fe,O3 provide detailed insights into the
atomic structure of Fe;O3 NP, which can be used for future theoretical studies of the thermo-
dynamic and magnetic properties of these NP.

An earlier study of LAVA synthesized Fe,O3 nanopowders reported formation of different
ratios of e-Fe, O3 and y-Fe; O3, depending on oxygen concentration in the condensation atmo-
sphere [191]. The formation of the two phases is connected with their very similar stability as
indicated by the small differences of the lattice energies between e-Fe, O3 and y-Fe,O3 of less
than 1 kJ/mol calculated at the DFT level [XI]. In addition, the condensation of both phases
was attributed to differences in the nucleation kinetics due to the presence of remarkably sta-
ble iron-ozone complexes. They act as precursors for octahedrally coordinated Fe sites upon
rapid condensation and solidification of nanoparticles. Therefore, higher concentration of
ozone in oxygen-rich condensation gas leads to an increased amount of e-Fe,O3 with a larger
number of octahedrally coordinated Fe atoms. In contrast, oxygen-poor atmosphere results
in formation of a higher fraction of y-Fe,O3 containing significantly less octahedral Fe sites.
Strong dependence of e-Fe, O3 content on experimental condition was also reported for other
synthetic routes [41]. The appearance of only e-Fe,O3 phase during simulated crystallization
of NP5 can berationalized by the absence of kinetic factors influencing the nucleation process.
All simulated crystallizations were performed for stoichiometric Fe,O3 systems starting from
awell equilibrated, molten state. In contrast, NP formation by the rapid condensation of LAVA
generated plasma is a non-equilibrium process that involves different non-stoichiometric gas
phase species present during nucleation. This can result in formation of thermodynamically
metastable phases [191]. However, in the present case the very good agreement between re-
sults of simulated crystallization of NP5 and structure analysis of LAVA generated Fe;O3 NP
provides the first direct indication that e-Fe,O3 may be thermodynamically the most stable
phase in this size range. The significant melting point depression of 800 K found in this study
provides explanation for thermal instability of small e-Fe;O3 NP observed by several authors
[41] due to sintering and formation of larger agglomerates favoring conversion to a-Fe,Os. In-
deed, it has been reported [41] that restricting growth of Fe,O3 NP by isolation in a SiO, matrix
[192] or special synthesis conditions [43] significantly enhances stability of the e-Fe,O3 phase.
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5 Polymer solubility predictions by atomistic
simulations

5.1 Prediction of atomic structure and properties

For reliable predictions the thermodynamic compatibility of low-molecular weight com-
pounds based on the calculation of the free energy of mixing two prerequisites have to be ful-
filled. First, sufficiently accurate calculations of the physico-chemical properties are needed,
such as cohesive energy density ¢; (CED) and pressures from atomistic simulations. The sec-
ond requirement is the parameterization of appropriate thermodynamic models by employ-
ing the calculated CED and pressures, respectively. Two models presented in Section 2.1.4 are
applied, the Flory-Huggins (FH) theory using constant and composition dependent interac-
tion parameters as well as the perturbed hard sphere chain (PHSC) equation of state (EOS).
Please note that in the following the indices i, j = 1 refer to the polymers PEG and PLA, respec-
tively, while i, j = 2 are used for low molecular weight compounds such as solvents.

5.1.1 Accuracy of atomistic simulations

As described in Section 2.2.1 and 2.2.4, a sufficiently large set of points in phase space (atomic
configurations and momenta) has to be sampled by atomistic simulations in order to obtain
reproducible values of the macroscopic, thermodynamic quantities. For this purpose, a com-
bination of Monte-Carlo (MC) and molecular dynamics (MD) simulations is applied using
two different sampling procedures, denoted here as direct sampling (DS) and inherent struc-
ture sampling (ISS). While MC simulations are used for generation of polymer conformations,
the sampling of the physico-chemical properties is achieved by employing MD simulations
for a particular set of conformations constructed. In case of the DS, the ensemble average
of the polymer conformations is calculated using sufficiently large unit cells, that is contain-
ing enough molecular units (polymer repeating units or solvent molecules). In order to find
the best compromise of computational effort and accuracy of the simulation procedure, the
reproducibility of the sampling of CED or Hildebrand solubility parameters (SP) 6; = +/c;, re-
spectively, was tested by repeating the DS for 10 different MC generated unit cells using dif-
ferent system sizes (No. of polymer repeating units per unit cell). This was done for the model
polymers PEG (chain length 25 and 50) and PLA (chain length 25) in collaboration with Mr.
Mingzhe Chi [181]. The resulting SP as a function of the system size are shown in Figure 5.1a.

For both, PEG and PLA, the SP show large fluctuations (standard deviations) for repeated
simulations of unit cells containing less than 150 polymer repeating units. In contrast, for sys-
tem sizes of 500 repeating units the SP for PEG are 21.5 (DP 25) and 20.5 (DP 50) as well as for
PLA 19.4 MPa® along with standard deviations of less than 0.2 MPa%®. In addition, the SP are
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Blue dots in b) correspond to compounds containing only C, H, N and O.

are almost identical with those calculated for unit cells comprising 750 repeating units con-
firming that a sufficient statistical sampling of polymer conformations is achieved by using 500
units per unit cell providing reproducible values for 6;. These lie in the range of experimen-
tally determined 6, from 18.2-22.2 and 19.0-21.2 MPa®5 for PEG and PLA, respectively, showing
that the employed simulation procedure not only provides realistic atomic structures but also
indicates reliable quality of the used interatomic potential functions [131] for calculation of
SP.

To further verify the accuracy of the used interatomic potential functions (IP), the DS is ap-
plied to various commonly used solvents for calculation of the SP. Comparison of the resulting
SP with the corresponding experimentally determined values [80] is depicted in Figure 5.1b.
In addition, Table 5.1 summarizes the total (Hildebrand) §; obtained from simulations and ex-
periment as well as the calculated van der Waals §; q and electrostatic §; ¢; SP. For compounds
containing only C, N, O and H the calculated SP show a very good agreement with experimen-
tal observations. For this set of solvents (blue dots in Fig. 5.1b) the mean absolute error (MAE)
is about 0.6 MPa®? and 30 J/cm? for the SP and CED, respectively. However, considerable devi-
ations of4.2, 3.7 and 8.7 MPa’? from the experimental values were obtained in case of the halo-
gen containing solvents hexafluoro-2-propanol (HfiP) and dichloromethane (DCM) as well as
the sulfur compound dimethyl sulfoxide (DMSO), respectively. Therefore, reliable solubility
predictions using the IP employed in this work are only possible for polymers and active sub-
stances consisting of C, N, H, O, which is sufficient in most pharmaceutical and biomedical
applications. Please note, for water a van der Waals CED of -564 J/cm3 was obtained, that is re-
pulsive contributions of the Lennard-Jones term of the IP to the intermolecular energy in this
case. Therefore, ¢; 4w is undefined and in the following it is assumed that the intermolecular
interactions between water molecules are purely electrostatic with §; ¢ = §; = 46.59 MPa’%?
such that 6; ygw = 0.
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TaBLE 5.1: Comparison of total §;, electrostatic §;¢ and van der Waals solubilty parameters §; yqw
[MPa%5] determined using atomistic simulations (sim) and experiments (exp) [80].

Solvent sim exp?
6t0t 6el 6de 6t0t

acetone 19.26 9.30 16.87 19.94
acetonitrile 23.86 16.69 17.05 24.40
benzene 18.96 5.74 18.07 18.51
n-dodecane 16.11 0.51 16.10 16.00
dichloromethane (DCM) 17.88 6.15 16.79 20.20
diethyl ether (DEE) 15.27 3.35 14.90 15.64
dimethyl acetamid (DMAc) 22.30 10.53 19.66 22.77
dimethyl formamide (DMF) 24.08 13.15 20.17 24.86
dimethyl sulfoxide (DMSO) 18.04 9.48 15.34 26.68
ethanol 25.50 22.40 12.19 26.52
n-hexane 14.44 0.45 14.43 14.90
hexafluoro-2-propanol (HfiP) 18.91 12.85 13.87 23.07
methanol 29.23 26.86 11.53 29.61
tetrahydrofuran (THF) 18.33 4.85 17.68 19.46
water 46.59 52.30 -a 47.81

2 Van der Waal cohesive energy density of water is -564 J/cm3

5.1.2 Inherent structure sampling

As shown in the previous section, by using unit cells containing at least 500 polymer repeating
units facilitates sufficient sampling of polymer conformations to provide reproducible results
for the CED and the Hildebrand SP, respectively. However, sampling of the intermolecular
interactions of complex, amorphous polymer-active mixtures can be very challenging since
even larger unit cells are required to ensure the reliable sampling of all relevant molecular con-
figurations. Here, the inherent structure sampling (ISS) described in Section 2.2.4 is applied
as potential, computationally more efficient alternative to the DS. It employs a set of consid-
erably smaller MC constructed unit cells, e.g., containing 150 instead of 500 PEG repeating
units, and allows a parallelized, hence, computationally efficient sampling of the generated
unit cells by MD simulations.

Figure 5.2 depicts the total probability densities P(ejs) (eq 2.72) of the inherent structures
(IS) as a function of their potential energy (per atom) es relative to the lowest energy struc-
ture calculated for pure PEG and water as well as the corresponding mixture. In addition, the
weighted distributions w; P;(e;s) for each MC generated unit cell is shown. In case of pure wa-
ter, every MD sampling of the MC constructed unit cells cover virtually the whole range of
the relative IS energies e;s with almost identical mean e;g values for each sampling. Despite a
sampling temperature of 400 K was chosen for the ISS that is clearly above the glass transition
temperature of PEG (about 250 K) [182], mean value and sampled range of e;s depend, albeit
slightly, on the initial conformation constructed. This is connected with the far longer relax-
ation times of macromolecular compound compared to low molecular weight molecules in
the liquid state [194]. Therefore, not all relevant conformations of the configuration space can
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tial energy (per atom) ejg (w.r.t. the lowest energy structure) of the sampled inherent structures
(IS) along with the weighted distributions w; P;(ejs) (gray lines) calculated for individual MC gen-

erated unit cells for PEG, H,O as well as the corresponding mixture.

be sampled during one single MD simulation using simulation times of less than 1 ns. How-
ever, assuming local (internal) ergodicity of MD simulations [153], the employed ISS samples
the basin of the PES represented by particular chain conformations of the 3 PEG molecules
(each with 50 repeating units) within the MC constructed unit cells.
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FIGURE 5.3: Results of inherent structure sampling (ISS) of PEG using different numbers of MC
generated unit cells: a) Hildebrand solubility parameter 6 as well as b) interaction parameter w;
of the square well potential (eq 2.30) and coordination number z;; (eq 2.37). Thelines indicate the
results of the direct sampling (DS) using 500 units per unit cell. The shaded areain (a) corresponds
to the standard deviation of § obtained from DS.

For calculation of the macroscopic properties, the DS employs large unit cells for sampling

of a sufficiently large number of polymer conformations. In contrast, the calculation of P(ers)
by the ISS allows to combine separate MD samplings of different smaller structure models.
Figure 5.3 shows the Hildebrand SP §;, coordination number z;; (eq 2.37) and the interaction
parameter w;; of the square well potential (eq 2.30) for PEG calculated using the ISS along with
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different numbers of MC generated unit cells nyc (samplings) in comparison with the results
of the DS. Starting from nyc = 4, the SP of PEG shows very good agreement with the value ob-
tained from DS. Moreover, it changes only within the standard deviation of §, calculated using
DS (shaded area in Fig. 5.3a) when nyc is further increased. Similarly, the coordination num-
ber z;1 quantifying the intermolecular structure of the first coordination shell of the PEG re-
peating units agrees well with the results of the DS. Thus, the interaction parameter w1 of the
intermolecular (square well) potential required for the thermodynamic modeling described
in the next section shows the same trend. Consequently, the ISS using nyc = 10 provides sta-
tistically relevant sampling of both, the intermolecular structure and interactions, with same

accuracy as the DS.
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FIGURE 5.4: Radial distribution functions g;;(R) of PEG repeating units and H,O molecules in the
pure (p) and mixed (m) state (a-e) calculated using direct sampling (black dots) and inherent
structures sampling (ISS) with 10 MC generated unit cells (green lines). In addition, a structure
model of the mixture containing PEG (gray segments) and H,O (blue) is shown (f).

More detailed comparison ISS and DS for the intermolecular structure is shown in Fig-
ure 5.4 using the radial distribution functions (RDF) g;;(R) of PEG repeating units and H,O
molecules in the pure (p) and mixed (m) state. Very good agreement of ISS and DS results are
obtained in each case, while the ISS provides higher resolution of the RDF indicating a more
accurate sampling of the intermolecular structure if 10 MC generated unit cells are sampled
by MD simulations. As can be seen from PEG-H,0 RDF and the structure model shown in Fig.
5.4f, PEG and H,O are not randomly mixed but rather show partial demixing at the molecu-
lar level. Such incomplete mixing at the molecular scale was observed for strongly hydrogen
bonding mixtures such as concentrated alcohol-H,O mixtures [96], yet this molecular level
phase separation can also be connected with the periodic boundary conditions employed for
both ISS and DS. However, in this work an intermolecular potential is derived from atomistic
simulations and applied to parameterization of thermodynamic models that assume random
mixing. Therefore, exact long-range intermolecular structure is not of major importance for
the solubility predictions in this work rather than the nearest neighbor interactions deter-
mined by the short and medium-range order. This implies the lower limit of the unit cell size,
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which can be used for the ISS. Due to the periodic boundary conditions, the unit cells have
to be large enough to include at least the first or for modeling of the medium-range order, the
second coordination shell of the intermolecular structure. Therefore, the length of each lattice
vector has to be twice as large as the range of the RDF used for calculation of the pair potential.
In case of PEG and H,O as well as their mixture, the lengths of the lattice vectors of the equi-
librated structure models are at least 21 A such that the RDF captures structural information
atleast upto 10 A. As shown in Fig. 5.4, this includes the first and second coordination shell in
each case.

5.2 Polymer solubility models

5.2.1 Qualitative solubility predictions

As shown in Section 2.1.4, the simplest approximation of the FH interaction parameter y gy ~
xusc using the Hildebrand-Scatchard (HSC) equation 2.47 assuming that the intermolecular
interaction between unlike lattice segments i — j is approximated by the geometric average
of the CED [77]. Applying this mixing rule to the concept of the Hansen solubility parameters
[80], the contributions of i — j contacts to the CED are approximated as 613].'61 = 0; 10,1 and
) lzjv dw = OivdwO jvdw for the electrostatic (el) and van der Waals (vdw) interactions, respectively,
calculated with the interatomic potential functions used.

Figure 5.5 shows the plot of §; ¢; and §; vqw for PEG and different solvents listed in Table 5.1,
denoted here as solubility maps in which each compound is assigned to a point (6; yqw, 9; el)-
Since the distance between two pointsis proportional to the (positive) energy of mixing Aemix ri
(cf. eqs 2.34 and 2.49), one can define a critical distance R. (eq 2.52) of two points upto both
compounds are soluble in each other. Assuming a segment volume of the FH mean-field lat-
tice of 75 = 75.4 cm3/mol (average molar volume of solvents listed in Table 5.1) and a PEG chain
length of 50, Rc is 4.6 MPa">. Therefore, a circle can be defined around PEG (6 ¢ = 18.5, 6 vaw
=7.9 MPa®) enclosing all solvents that are predicted to solubilize PEG for every solution com-
position.

As can be seen in Figure 5.5, this qualitative solubility predictions show good agreement
with experiments [193] if §, ¢ of the solvents are lower than approximately 15 MPa®>. However,
the solubility predictions fail for solvents with higher §, ¢, in particular in case of water (6, ¢|
= 46.59 MPa’?) and ethanol (6, ¢ = 22.4 MPa®®). This is connected with the formation of hy-
drogen bonds in solution and, consequently, the mixing rule assumed above does not apply to
d;jel- However, for sufficiently low §; ¢, solubility maps as shown in Fig. 5.5 allow rapid qualita-
tive solubility predictions, since no atomistic simulations of the actual mixture are required. In
this way, the thermodynamic compatibility between numerous polymers and biologically ac-
tive compounds can be qualitatively evaluated facilitating rapid prescreening of, e.g., promis-
ing polymer-drug combinations showing high encapsulation efficiency. In addition, §; ¢ can
be potentially used as measure for specific interactions in order to evaluate which polymer-
active combination requires further simulations of the corresponding mixture to achieve a
more accurate modeling of the thermodynamic compatibility. However, more simulations of
different (bio-)polymers, solvents and active substances are required to test this hypothesis.
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FIGure 5.5: Qualitative solubility prediction of PEG in different solvents using the electrostatic
8¢ and van der Waals solubility parameter 6,4, calculated using atomistic simulations in com-
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5.2.2 Refined modeling of polymer mixtures

In case of strongly hydrogen bonding mixtures, such as aqueous PEG solutions, the qualita-
tive solubility model described in the previous section clearly fails. Therefore, atomistic sim-
ulations of the actual mixtures are indispensable in order to account for specific interactions.
While atomistic simulations were shown to accurately describe intermolecular interactions
(Section 5.1.1), thermodynamic models such as FH mean-field lattice theory do not consider
the effects of specific (directional) interactions. Similarly, the PHSC EOS assumes a statistical
ensemble of randomly mixed hard sphere chains (cf. Fig. 2.4) without explicit consideration of
specific interactions. Therefore, the effects of specific interactions on the temperature depen-
dence of the interaction parameters ¢;; and w;; of the FH model and the PHSC EOS, respec-
tively, are considered using the model in eq 2.65 for modeling the closed-loop phase diagram
of PEG-H,0.

TABLE 5.2: Parameters w;jns [K], 6w;; [K] and g;; for calculation of the temperature dependent inter-

segment interaction w;; (eq 2.65) of the square well potential (eq 2.30). In addition, the coordination

numbers z;; and the parameters J;;, L;; used for calculation of the composition dependent FH param-
eter y, (eq2.46) for PEG (i, j = 1) and H,O (i, j = 2) are shown.

Model Wijns OWi;  qij z11 222 z12 Jij Lij
PEG 491 704 1.627 3599 0 0 -1.257 -2.342
H,O 585 964 5.386 0 7.086 0 -9.087 2.001

PEG-H,O 128 976 5.726 2.527 4.835 1.896 4.022 -

Table 5.2 lists the parameters for calculation of the temperature dependence of interaction
parameter w;; (eq 2.65) of the square well (SW) potential (eq 2.30), which is used together with
the coordination numbers z;; for calculation of the FH parameter yry (eq 2.33). Please note,
in order to keep consistency with the original formulation of the FH theory w;; was defined as
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w;j(T) = —¢;;(T) in eq 2.65. The intermolecular interaction parameter of PEG segment is -1100
Kat300 K and increases to -976 K at 550 K. For water, stronger intersegment interactions with
w22 ranging from -1378 to -1084 Kbetween 300 and 550 Kwere found. In the same temperature
range the interaction between PEG and H,O segments changes decreases from -928 to -624 K.
Together with an average coordination number zgy = 5.3 (black dotted line in Fig. 2.3), the
calculated FH interaction parameters yry are highly positive ranging from 5.5 at 300 K to 3.9
at 550 K.

Moreover, the parameters used for calculation of the composition dependent FH parame-
ter y, are shown in Table 5.2. Due to the large difference of z;; and z,», pronounced composi-
tion dependence of the lattice coordination number was obtained (cf. Fig. 2.3). The relatively
large coordination number of water z, of 7.1 originates from the definition of R, (about 3.9 A)
in eq 2.28 as diameter of a sphere showing the molar volume of water, which includes also free

volume and, thus, z; includes parts of the second coordination shell (next nearest neighbors).

TABLE 5.3: Parameters o-}}n [A] as well as s;‘]{lns K], 68%“ [K] and q}}n of the temperature dependent

Lennard-Jones potential (eqs 2.31, 2.65) of molecular units (un) defined as PEG repeating units and
H,0 molecules, respectively.

n un n un
&jins o€} q9;; o (T)
300 350 400 450 500 550
PEG 398.308 962.871 337.238 4.575 4.622 4.657 4.689 4.719 4.743
H>0 592.601 958.375 5.457 2.867 2.870 2.873 2.877 2.881 2.886

PEG-H,O 82.479 1084.703 7.022 3.481 3.504 3.533 3.559 3.584 3.613

In contrast to the SW potential, the derivation of the effective Lennard-Jones (L]) potential
of PEG repeating units (un) and H,O molecules, respectively, used not only the CED (eq 2.28)
but also the pressure as a function of temperature (compressibility factor Z, eq 2.32) obtained
from atomistic simulations. The resulting parameters o (T)as well as &jing 05} and 9;; for
calculation of the temperature dependent interaction parameter &;;(T) (eq 2.65) are summa-
rized in Table 5.3. In each case, these parameters provide good agreement of the CED and
pressure with a root mean square deviation lower than 1.8 J/cm? and 0.9 MPa, respectively,
far lower than the estimated uncertainty of the employed IP (Section 5.1.1). The (average)
equilibrium distance of two neighboring units o;*(T) increases slightly with temperature in
accordance with positive thermal expansion of PEG-H,0O mixtures observed in experiments
[195]. The interaction parameter s}.}n(T ) of PEG-PEG, H,0-H,0 and PEG-H;0 pairs decreases
between 300 and 550 K in the range of 464-415 K, 1376-1082 K and 995-631 K, respectively.
This indicates that specific interactions of H,O-H,0 and PEG-H,O pairs affect the physico-
chemical properties of aqueous PEG solutions most.

Table 5.4 shows three parameter sets P1-P3 of the PHSC EOS for pure PEG and H,O cal-
culated by using least square fitting of the repulsive (rep) and attractive (att) CED (crep, catt)
and pressures (prep, part) Obtained from simulations (c¢f. Section 2.1.4). The same model for
the temperature dependence of the interaction parameters ¢;; (eq 2.65) as for the L] and SW
potential was applied. The PHSC EOS models every molecular unit (polymer repeating unit
or solvent molecule) as chains of spherical segments with o;; and chain length r; (cf. Fig. 2.4).
The total length of a (macro)molecule consisting of Ny, units is r; = r;Nyn (used in eqs 2.53-
2.59). In addition, the parameters of the intersegment potential of PEG-H;O segment pairs for
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TABLE 5.4: Fitted parameter sets P1-P3 of the intersegment potential of the PHSC EOS (eqs 2.53-2.66) for

pure PEG and HO. They include the segment diameter o-;; [A], the number of segments per molecular

unit r} as well as model parameters of the temperature dependent interaction parameter (€q 2.65) €;jns
(K], 6&;; (K] and ;.

PEG H,O

* *

€11ns 0811 q11 011 r €2ns 0822 (22 022 r,
P1 171.04 0.5903 233.36 2.7237 3.8693 501.07 130.61 1.7977 2.9446 1.4631
P2 171.89 0.5849 231.31 2.7201 3.8643 479.76 134.09 1.7314 2.9985 1.4177
P3 170.79 0.5924 234.27 2.7250 3.8711 497.25 129.36 1.7948 2.9353 1.4532

P1-P3 are shown in Table 5.5 including parameter 1;, that corrects the arithmetic average of
011 and o2, for calculation of o1, (eq 2.64).

TABLE 5.5: Fitted parameter sets P1-P3 of the intersegment potential the PHSC EOS (eqs 2.53-2.66) for
PEG-H,0 segments pairs. The temperature dependence of &, is modeled using eq 2.65 along with
e12.ns [Kl, €12 [K] and ¢g;2, while 1, corrects the average segment diameter o, (eq 2.64).

PEG-H,0
€12,ns 0€12 q2 A12
P1 318.50 369.38 572.84 -0.050759
P2 306.42 475.54 833.44 -0.088426
P3 321.96 401.43 516.17 -0.045405

Least square fitting of the PHSC EOS to the simulation results yielded three very similar
parameter sets P1-P3 for the pure components. Slightly larger differences between the pa-
rameter sets were obtained for segment pairs. The mean interaction parameters ¢;;(T) show
qualitatively the same trends compared to the LJ parameters e;‘j“(T). Strongest interactions
were found for H,O segment pairs with, e.g. in case of P1, &2, of 561 K at T = 300 K that de-
creases to 555 K when temperature raises to 550 K. For all parameter sets, £1; is about 171 K
and independent of temperature indicating low influence of specific interactions of PEG-PEG
segment pairs on CED and pressure. The interaction parameter ¢, is only slightly dependent
on temperature ranging from about 321 K to 320 K in case of P1.

Figure 5.6 shows (total) CED as well as pressures p as a function of temperature calculated
using the parameter sets P1-P3 of the PHSC EOS and the LJ potential derived from atomistic
simulations (SIM). Calculations used constant density obtained from NPT simulations at 300
K. In case of pure PEG, the p(T) curves show fairly good agreement at 300 and 350 K. However,
due to the clearly lower slope of p(T) for P1-P3 compared to SIM, the PHSC EOS considerably
underestimates the pressures at higher temperatures. The corresponding CED of P1-P3 are
systematically higher than SIM by about 30%. In contrast, for water a larger slope of p(T) was
found for P1-P3 in comparison with SIM, while the CED are upto 15% lower in case of P2 (at
300 K). Due to the systematic overestimation of the CED of PEG, the CED of the mixture were
not included in the training data for fitting of the PEG-H,0O parameters. Therefore, the p(T)
curves calculated using P1-P3 show a very good agreement with SIM, and similar to PEG, the
CED is overestimated upto 27%. In general, the similarity of the PHSC EOS parameters P1-P3
results in close lying values for CED and pressures with exception of slightly lower CED of pure
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FIGURE 5.6: Pressures (a) and cohesive energy (b) densities (CED) as a function of temperature
calculated using the Lennard-Jones potential derived from atomistic simulations (SIM) and the
PHSC EOS employing the parameter sets P1-P3 (cf. Tables 5.4 and 5.5).

water in case of P2.

The separation of the intersegment (PHSC EOS) and LJ potential into repulsive (rep) and
attractive (att) parts (cf. eqs 2.69 and 2.70) allows split of the total CED and pressures into at-
tractive and repulsive contributions cep, cart and prep, patt, respectively. Deviations of crep, cart,
Prep and pay calculated using the fitted PHSC parameter set P1 with respect to the results of
the L] potential derived from atomistic simulations (SIM) at different temperatures are sum-
marized in Table 5.6. For pure PEG, only minor deviations were obtained for crep, while cat
is considerably overestimated by P1 over the whole temperature range yielding too high total
CED (Fig. 5.6). In contrast, the too low values of pye;, are compensated by too large pa at lower
temperatures. However, deviations of prep considerably increase with temperature, while the
error of p, remains almost constant resulting in a lower slope of p(T) for P1 compared to SIM.
Similarly, the relatively small deviations of prep and par in case of HO compensate at lower
T, yet the overestimation of prep, by P1 strongly increases at higher temperatures. Conversely,
deviations cep are virtually independent of temperature, while the overestimation of ¢, in-
creases with increasing temperature yielding error compensation at higher 7. In case of the
PEG-H;0 mixture, largest deviations were obtained for ¢, and comparatively pronounced
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TaBLE 5.6: Difference of repulsive (rep) and attractive (att) cohesive energy densities crep, cart [J/ cm3]
and pressures prep, pae [MPa] of fitted PHSC parameter set P1 with respect to results calculated using

the Lennard-Jones (L]) potential obtained from atomistic simulations at different temperatures T [K].

PEG H,O PEG-H,0O

T Crep Catt  Prep  Patt Crep Catt Prep Patt Crep Catt  Prep Patt

300 -68 492 611 -628 -147 2313 2106 -2109 -91 881 957 -973
SIM 400 -92 490 796 -611 -144 2085 2062 -1907 -106 812 1069 -890

500 -117 502 986 -616 -147 1917 2085 -1760 -123 765 1194 -834

300 +0.3 +160 -92 +93 -340 +180 +17 -17 -58 +223 -36 +36
P1 400 +7 +136 -165 +98 -375 +296 +158 -81 -52 +219 +12 +4

500 +8 +116 -256 +122 -344 +339 +271 -121 -49 +220 +38 -17

relative errors for crep, both almost independent of T'.

In summary, an accurate fit of the PHSC (EOS) to the results obtained from atomistic sim-
ulations of both, p(T') dependence and absolute values of CED for PEG containing systems,
could not be achieved. As shown in eq 2.67, the (residual) potential energy egos < 0 calcu-
lated from a pressure explicit EOS decreases with increasing slope of p(T) at constant den-
sity. Consequently, steeper increase of pressure with temperature results in higher CED since
¢ = —pegos.- Therefore, the employed PHSC EOS is not accurate enough to reproduce the
simulation results for temperature dependence of the CED and pressure with equal quality.
This is mainly connected with two major shortcomings of the parameterized EOS. First, the
simple van der Waals perturbation Zper¢ (€q 2.59) does not consider hard sphere contacts of a
dense liquid, that is, it does not include a realistic (hard sphere) radial distribution function
8ij (n, & j) (eq 2.55) as used in Zys. More accurate expressions for Zper have been derived by
Hino and Prausnitz [196] using a square well potential for attractive intersegment interactions
alongwith an approximate expression for consideration of g;; (17, &;;). Second deficiency of the
employed PHSC EQOS is the simplified model for consideration of specific, directional interac-
tions by using an average, temperature dependent interaction parameter &;;(T) (eq 2.65). Ob-
viously, this model is insufficient to accurately include the effects of hydrogen bonding. This
can be resolved by adding analytical expressions for association sites of hydrogen bonds to
the PHSC using, e.g., the Statistical Association Fluid Theory (SAFT) [101, 102, 132]. Employ-
ing such extensions of the PHSC EOS appears promising to facilitate more accurate modeling
of the temperature dependence of CED and pressures obtained from atomistic simulations.

Figure 5.7 shows experimentally observed water vapor pressures [197], mass densities of
PEG-water solutions [195] and phase diagrams [198] for different PEG chain lengths (76 and
341) in comparison with the results calculated using the PHSC EOS along with the parame-
ter sets P1-P3. Best agreement with experimentally determined water vapor pressures shows
P2, despite it deviates most from CED obtained from simulations (Fig. 5.6). However, also P1
and P3 provide good agreement with experiments upto temperatures of about 500 K. In con-
trast, P1 and P3 show best agreement with experimental results for the mass densities of aque-
ous PEG solutions, yet all PHSC EOS parameters underestimate densities of concentrated PEG
mixtures with PEG weight fractions above 0.8. The calculated phase diagrams using P1 and P2
depicted in Figure 5.7c show fairly good agreement with the experimentally determined ones.
In particular, P1 accurately reproduces the experimentally observed upper critical solution
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FIGURE 5.7: Results of the PHSC EOS using the parameter sets P1-P3 in comparison with experi-
mental results (EXP): a) temperature dependence of the H,O vapor pressure [197], b) mass den-
sities of PEG-H,O mixtures (PEG chain length 9) [195] and PEG-H,0 phase diagrams calculated
using P1 and P2 for PEG chain lengths of 76 (c) as well as 341 (d). Experimentally determined
phase diagrams taken from ref. [198].

temperatures (UCST) upto PEG weight fractions of 0.3, yet clearly overestimates the LCST. In
case of P3, PEG is predicted to be soluble in water over the whole temperature (300 to 700 K)
and composition range (0 to 1) considered. In addition, the calculated phase diagrams us-
ing P1 for different PEG chain lengths show a very good qualitative correlation with the chain
length dependencies observed in experiments, particularly in case of the UCST. This clearly
proofs that the employed parameterization procedure of the PHSC EOS by atomistic simu-
lations is capable to provide reasonable thermodynamic models even for mixtures showing
pronounced specific interactions, albeit it is connected with an error cancellation (at least) in
case of the PEG and PEG-H,0 CED.

Despite the obtained parameters P1-P3 are very similar providing almost identical fits of
CED and pressures (with exceptions of the water CED for P2), they yield distinct results for the
physico-chemical properties of PEG-water mixtures. In particular, only small deviations Gibbs
energies of mixing Agnix (per molecular unit) can lead to very different phase diagrams. Figure
5.8a depicts the comparison of Agnix rir and Agnix . calculated using the Flory-Huggins (FH)
theory along with constant y gy (eq 2.33) and composition dependent y, (FH;, eq 2.46) inter-
action parameter, respectively. Furthermore, values for Agmixros calculated using the PHSC
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EOS along with P1-P3 are shown. As mentioned above, the parameters of the square well po-
tential and the coordination numbers derived from simulations (Table 5.2) yield clearly pos-
itive xry and, therefore, incorrectly predicts positive values for Agnix r for all mixture com-
positions. One shortcoming of this approach is the assumption of a random mean field lattice
with a coordination number zpy independent of composition, which clearly disagrees with
the RDF calculated from simulations (cf. Figs. 5.4 and 2.3). By employing the simple quadratic
interpolation of the coordination numbers z;; (cf. eqs 2.41 and 2.42) for calculation of x, pro-
vides indeed a qualitative correction of Agmixrr for PEG-water mixtures below PEG weight
fractions of 0.8, yet quantitatively disagree with PHSC results for P1-P3. For the latter, similar
Agmix Eos as a function of the solution composition were obtained, however, these minor dif-
ferences lead to very distinct results for modeling of the PEG-H,0 phase diagram. Therefore,
precise predictions of phase diagrams are not possible by combining the atomistic simula-
tions with the PHSC EOS presented in this work. Yet, reasonable and reproducible values for
AgmixEos Were obtained with an absolute deviation between P1 and P2 of less than 0.5 kJ/mol
(MAE 0.3 kJ/mol). Thus, the employed simulation and modeling procedure is expected to pro-
vide sufficiently accurate Agnix ros for evaluation of thermodynamic compatibility of active
substances and various polymers. In contrast, the FH theory even by employing the proposed
composition correction is unsuitable for thermodynamic modeling of mixtures showing pro-
nounced specific interactions.

This is not only connected with the incorrect modeling of Ahp,ix but also with the assump-
tion of an ideal lattice for calculation of Asp,x. Figure 5.8b shows the enthalpic Ahpix and en-
tropic contributions —T Aspix t0 Agmix for P1 and FH;, along with experimentally determined
Ahmix [199] for a PEG chain length of 68 at 353 K. Please note, as mentioned in Section 2.1.4
Ahnix is well approximated by the energy of mixing Aenix at moderate pressures considered
in this work. The composition dependence of Ahpiy ; is similar to Agnix, due to the minor
(negative) contributions of —T Aspix , using the ideal entropy of mixing Aspmix, > 0. In contrast,
positive values —T Asmix ros upto a PEG weight fraction of about 0.8 were obtained in case of
P1, while Ahpix ros, contrary to Ahnix z, shows fairly good agreement with the experimentally
determined values. As for Agmix ros, similar values of the enthalpy and entropy of mixing were
calculated for P2 and P3.

Table 5.7 compares Agmix, Ahmix and Aspix calculated using the PHSC EOS (P1-P3) as well as
the Flory-Huggins theory (FH and FH,) with values for Ahpix obtained from simulations and
experiments [199] for a PEG weight fraction of about 0.8 and T = 353 K. The error of Ahpix sim ~
Aenix sim calculated using atomistic simulations, was estimated using error propagation of the
general definition of Aepix (eq 2.29) assuming an uncertainty of the CED for pure PEG, water
as well as their mixture of 30 J/cm® (MAE, cf. Section 5.1.1) yielding error limits of about +1.9
kJ/mol. Therefore, the incorrect simulation result of an endothermic mixture with Ahmixsim
of 0.8+1.9 kJ/mol originates from the inaccuracy of the interatomic potential functions em-
ployed for calculations of CED. An uncertainty of 1.9 kJ/mol for Ahpix corresponds to an ex-
pected error of the FH interaction parameter yry of about +3 in case of PEG-H,O mixtures
at 300 K and a PEG weight fraction of 0.8. Such error exceeds the value of FH parameters
for many common polymer-solvent combinations [130, 193]. Therefore, the parameteriza-
tion of accurate thermodynamic models exclusively based on CED and the energy of mixing
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FIGURE 5.8: Results of the Flory-Huggins theory using composition independent (FH) and com-
position dependent (FH,) interaction parameters as well as of the PHSC EOS using different pa-
rameter sets: a) Gibbs energy Agnix of mixing and its b) enthalpy Ahnix (solid lines) and entropy
contribution —T Aspix (dashed lines) per molecular unit as a function of the PEG weight fraction.
Calculations used PEG chain lengths of 68 at T = 353 K. Experimental (EXP) results for Ahp;y taken
from ref. [199].

is virtually impossible, despite the calculated solubility parameters show a very good agree-
ment with experiments (cf. Fig. 5.1). Furthermore, the estimated error of Ahp;x sim rational-
izes the contradicting results of solubility predictions using the FH theory for various polymer
drug/active mixtures obtained recently, which only partially agree with experimental obser-
vation (e.g., refs. [74, 82, 83] and [X]). However, if specific interactions do not dominate the
physico-chemical properties of polymer mixtures, as indicated by relatively low values of §; ¢,
the calculated SP §; 4, and 6, ¢] can be used for qualitative solubility predictions potentially
facilitating rapid screening of the thermodynamic compatibility between polymers and bio-
logically active compounds (cf. Fig. 5.5).

TABLE 5.7: Gibbs energy Agnix, enthalpy Al [kJ/mol] and entropy Asyix of mixing [J/(mol K)] calcu-
lated using the PHSC EOS (P1-P3) as well as the Flory-Huggins theory (FH and FH,) in comparison with
simulations (sim.) and experiments (exp.) [199] for a PEG weight fraction of about 0.8 and T =353 K.

FH FH, Pl P2 P3 sim. exp.
Agmix 24 -03 -13 -18 -15 - -
Ahmx 35 08 -12 -24 -14 08%19  -0.70+0.01
Asmx 31 31 04 -18 03 - -

Contrary to the FH theory, the parameterization of the PHSC EOS used not only the tem-
perature dependence of CED but also of pressures. This allows a more accurate modeling of
the intermolecular interactions by employing a L] potential using both, pure and mixed states
of the compounds under consideration. The subsequent separation of the intermolecular po-
tential into repulsive and attractive contributions (eqs 2.69 and 2.70) facilitates the targeted
parameterization of the reference part of the PHSC EOS Z,t = 1 + Zys + Z¢p representing an
ensemble of non-interacting hard sphere chains and the perturbation part Zye including all
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attractive interactions. In this way, considerably improved thermodynamic modeling of aque-
ous PEG solutions is achieved compared to the FH theory providing fairly good agreement of
Ahmix ros With experiments as well as negative Asnix ros. The decrease of entropy due to mix-
ing of two compounds showing strong hydrogen bonding is connected with the formation of
complexes in solution as observed, e.g., for alcohol-water mixtures [96, 97]. Similarly, previous
theoretical studies [98] on the thermodynamic properties of PEG-H,O mixtures found nega-
tive Asmix, which coincides largely with the results obtained in this work. In addition, negative
Asmix Were, e.g., obtained for mixtures of meloxicam, a non-steroidal anti-inflammatory drug,
and aqueous PEG solutions. This emphasizes the need for accurate thermodynamic models
including the effects of pronounced hydrogen bonding on the physico-chemical properties
of polymer-active mixtures. Even though the PHSC EOS parameterized in this work provides
a reasonable thermodynamic description of PEG-H,O solutions, its accuracy is still insuffi-
cient to reproduce both, CED and pressures as a function of temperature, with equal quality.
However, by using more sophisticated expressions for Z,erc and applying more accurate mod-
els for consideration of specific interactions as discussed above, the present computational
methodology appears a promising way for predictions of the capability of polymers to sol-
ubilize biologically active compounds. Moreover, the PHSC EOS has been extended for the
thermodynamic modeling of statistical, block and alternating copolymers as well as their cor-
responding mixtures [135]. Therefore, the combination of such EOS with the atomistic sim-
ulation procedures presented here would provide a promising tool for the efficient, in silico
design of sophisticated (co-)polymeric drug nanocarriers.
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6 Conclusions

In summary, computational methods for the time effective, targeted design of materials have
been proposed and applied to three case studies for distinct types of materials. Starting point
in all cases was the determination of suitable atomic structure models allowing the subse-
quent calculation of the physico-chemical properties. Due to the combination of atomistic
simulations with experimental observations, not only the prediction accuracy of the models
parameterized was evaluated but also empirical corrections were derived facilitating compu-
tationally efficient predictions of structure property relationships.

In Chapter 3, comprehensive sampling of atomic configurations of
Baj_,,Sr,,Zns_2,Mg,,Si2O7; (BZS) solid solutions provided not only the lowest energy
structures but also confirmed that structure and relative energies are almost independent
of the precise arrangement of Ba?*, Sr>*, Zn?>* and Mg?* ions on the respective lattice sites.
Consequently, the lowest energy configurations obtained could be used for predictions of
the martensitic phase transition temperatures T; as a function of the chemical composi-
tions (m, n). For this purpose, model functions for the vibrational free energy along with
the harmonic approximation have been derived from DFT simulations for five chemical
compositions with (m >0, n = 0) and (m = 0, n > 0), respectively. However, predictions using
the harmonic approximation considerably overestimate 7; by more than 1000 K and also
qualitatively disagree with experimental observations of T; for different chemical compo-
sitions. Therefore, available experimentally determined T; have been used for derivation
of an empirical correction of the vibrational free energy considering not only the effects of
anharmonic lattice vibrations but also the error of DFT simulations as well as the simple
composition dependent Debye model for the vibrational density of states (VDOS). The
estimated prediction uncertainty is about +100 K that is similar to the accuracy of the DFT
simulations for prediction of polymorphous phase transitions. By employing the derived
model, the T; for all compositions (m, n) have been calculated showing almost same deviation
of +100 K from experimentally determined 7; not included in the model derivation.

Moreover, an empirical measure for 7; of 500 K has been used for elucidation of the chemi-
cal compositions for which the HT phase emerges during glass crystallization and persists dur-
ing cooling down to room temperature. This is probably connected with kinetic hindrance of
the martensitic phase transition. Therefore, the employed approach that combines DFT sim-
ulations with experimental data can be used for rapid predictions of both, 7; and promising
chemical composition for which the desired HT phase can be obtained. For the latter, com-
putationally more demanding simulations such as ab initio MD simulations can be applied
in future studies to provide a deeper understanding of the structure-property relations of this
BZS glass ceramics.

For BZS solid solutions Ba;_,,Sr,,Zn,Si;O; with m = 0.25, 0.5 and 0.75, only the HT phase
showing negative thermal expansion (NTE) emerges during glass crystallization. In addition,
they show pronounced dependence of the anisotropic thermal expansion on the chemical
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compositions. In contrast, the highly anisotropic elastic constants are almost independent
of the chemical compositions. Therefore, the change of the negative thermal expansion along
the crystallographic a axis has been attributed to the dependence of the Griineisen param-
eters on the chemical composition that are connected with the lattice vibrations. Most pro-
nounced changes of the VDOS have been obtained in the low frequency range (0-5 THz) at
which the average microscopic Griineisen parameters show negative values. The consider-
able shift of VDOS in this frequency range due to the substitution Ba?* with Sr?* rationalizes
the decrease of the NTE along the a axis with increasing m. Furthermore, this NTE originates
from the deformation of two-membered OSi-O-ZnO rings as indicated by the calculated mi-
croscopic Griineisen parameters. By characterization of the anisotropic thermal expansion
and calculation of the elastic constants, future continuum mechanics simulations, e.g., using
the finite element method are capable to facilitate the targeted design of the microstructure
of BZS glass ceramics for development of novel zero thermal expansion materials.

In case of small Fe,O3 gas phase clusters and nanoparticles (NP), the precise atomic struc-
tures cannot be determined by experiments. Therefore the atomic structure and properties
of nanoparticulate Fe,O3 are characterized by combining global structure optimizations for
small (Fe;Os3), gas phase clusters and simulated crystallizations of lager Fe,O3 NP. Structure
elucidation of (Fe,03), nanoclusters used a two stage procedure that combines ab initio de-
rived interatomic potential functions (IP) with refinements at the DFT level. Except for the
tetrahedral, adamantane-like (Fe,O3)., (Fe2O3), nanoclusters assume compact, almost amor-
phous structures with little or no symmetry. For larger (Fe,Os), gas phase cluster with n >
5, lowest energy structures show the adamantane-like (Fe;O3), entity as the main building
unit. In addition, with growing cluster size they increasingly assume tetrahedral morphol-
ogy. Simulated crystallization of larger NP used molecular dynamics simulations along with
the tailored IP yielding single crystals with tetrahedral morphology in case of NP with diam-
eters up to 3 nm. Larger NP with diameters of about 5 nm show hexagonal morphology and
monocrystalline structures resembling e-Fe,O3. These findings show very good agreement
with the structure analysis of Fe,O3 nanopowders prepared by laser vaporization. Together
with the good agreement between the IP calculated structures and properties of small nan-
oclusters and the results refined at the DFT level, this confirms the reliability of the employed
approach for elucidation of structure and properties of nanoparticulate Fe,O3. Therefore, the
structure models predicted are the basis for future simulations of the thermodynamic and
magnetic properties to acquire deeper understanding of the structure property relations of
Fe, O3 nanoparticles. Moreover, the first direct indication that e-Fe,O3 may be thermodynam-
ically the most stable phase in this size regime has been provided.

Finally, computationally efficient approaches for predictions of the thermodynamic com-
patibility between polymers and low molecular weight compounds have been proposed. For
this purpose, the two main factors that determine the accuracy of polymer solubility predic-
tions have been addressed. First, the inherent structures sampling (ISS) has been used for
accurate modeling of the atomic structure of amorphous polymers facilitating efficient cal-
culations of physico-chemical properties, particularly cohesive energy densities (CED) and
pressures. Accuracy of the ISS has been confirmed by comprehensive test calculations using
the direct sampling (DS) of polymer conformations within a single unit cell, which were shown
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to provide reproducible results for the CED. Main advantage of the ISS over the DS is the sim-
ple yet efficient parallelization of the sampling of the potential energy surface. In addition, the
accuracy of the interatomic functions used for calculation of CED has been evaluated yield-
ing good agreement with experiments along with a mean absolute error of about 30 J/cm? for
compounds containing C, N, O and H, that are the most important elements of biomedically
relevant substances.

Subsequently, different models have been parameterized from the simulation results to
facilitate an accurate modeling of the polymer solubility - the second central factor for predic-
tion of the thermodynamic polymer-active compatibility. The CED obtained from simulations
along with their energetic contributions of electrostatic and van der Waals interactions have
been used for calculations of the solubility parameters (SP) based on the concept of Hansen.
Together with the Flory-Huggins (FH) theory, the SP have been employed for qualitative sol-
ubility predictions of the model polymer polyethylene glycol (PEG) with various solvents, de-
noted here as solubility maps. These show good agreement with experimental observations,
if the van der Waals part dominates the intermolecular interactions. However, this model fails
for polymer mixtures showing pronounced specific interactions such as hydrogen bonding.
The electrostatic SP can potentially be used for quantification of specific interactions, albeit
more test simulations are required to confirm this. Such an approach would allow rapid deter-
mination of promising polymer-active combinations that show high encapsulation efficiency
of the corresponding nanocarriers.

For the refined modeling of the polymer solubility, the specific interactions have to be ex-
plicitly considered by atomistic simulations of the actual polymer solution. Here, aqueous
PEG solutions showing pronounced hydrogen bonding have been chosen as test case. The FH
theory clearly fails to describe such systems irrespective if a constant or composition depen-
dent interaction parameter is used. This is mainly due to the inaccuracy of the IP employed
for calculation of the CED that translates into an error of 1.9 kJ/mol for the enthalpy of mixing.
Since such an uncertainty exceeds the enthalpy of mixing of most polymer mixtures, param-
eterization of accurate thermodynamic models based on CED alone is virtually impossible.
Second shortcoming of FH theory is the assumption of the ideal lattice for calculation the en-
tropy of mixing unable to model negative entropy changes of strongly hydrogen bonded mix-
tures such as aqueous PEG solutions.

In contrast, the parameterization of the PHSC EOS used both, CED and pressures as a func-
tion of the temperature yielding good agreement with experimental data as well as previous
theoretical studies of PEG-water mixtures including the enthalpy and entropy of mixing. How-
ever, this is partially connected with error compensations of the CED of PEG and the PEG-
water mixture since the used PHSC EOS is still too inaccurate to reproduce CED and pressures
obtained from simulations with same quality. This is most probably due to the oversimpli-
fied van der Waals perturbation term of the compressibility factor used that emphasizes the
need of more accurate expressions to model such systems. Consequently, accurate and repro-
ducible predictions of phase diagrams could not be obtained since only small errors of the free
energy lead to large deviations of the calculated phase diagrams. Nonetheless, the PHSC EOS
provides reproducible values of the free energy of mixing that are expected to be sufficiently
accurate for reliable predictions of the thermodynamic compatibility between polymers and
drugs even for systems showing strong specific interactions. Moreover, the PHSC EOS can
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be straightforwardly extended to copolymers for modeling of more sophisticated polymeric
nanocarriers. Therefore, the combination of qualitative solubility predictions using the FH
theory (solubility maps) as rapid prescreening approach with parameterization of the PHSC
EOS by atomistic simulations of polymer mixtures for explicit consideration of specific inter-
actions is expected to be an efficient tool for the in silico design of polymeric drug nanocarri-
ers.
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