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Abstract

Gongalves Neto, Joao; Lemette Teixeira Brandao, Amanda (Ad-
visor); Dias Azevedo, Gustavo (Co-Advisor). Modeling of sus-
pension copolymerization of poly(vinyl acetate-co-methyl
methacrylate) for vascular embolization procedures. Rio de
Janeiro, 2020. 144p. Dissertacao de Mestrado — Departamento de
Engenharia Quimica e de Materiais, Pontificia Universidade Catoé-
lica do Rio de Janeiro.

The treatment of vascularized tumors through vascular embolization is
sensible to the polymeric particles used during procedure. These embolic agents
have attributes, like size and morphology, which play a significant role on the
success of this technique and can promote complications when not well dimen-
sioned. Among the many options available, spherical particles of poly(vinyl
acetate-co-methyl methacrylate) present most desired characteristics after al-
kalyne hydrolysis treatment. Being relatively new, the literature lack studies
related to the kinetics of production of this material. Therefore, this rese-
arch investigated the copolymerization kinetics of poly(vinyl acetate-co-methyl
methacrylate) production. In the mathematical development, the method of
moments was used assuming quasi-steady state for the free radical species.
Additionally, the model includes the viscous effects through the diffusion of
the involved molecules, which is usually accounted empirically. It was possible
to use the physical properties of the monomers as well as the homopolymeriza-
tion kinetic parameters in the copolymerization. However, as reported in the
literature, some parameters are sensible to the system and some viscous effects
affect the copolymerization differently. Therefore, some parameters were reesti-
mated. It was possible to predict the conversion, average molecular weights and
composition. Consequently, the model was capable of representing the kinetics
of the suspension copolymerization of poly(vinyl acetate-co-methyl methacry-
late), meaning it could be used to improve the production of this polymer as
an embolic agent for vascular embolization procedure. As far as known by the
author, this is the first study to successfully perform the kinetic modeling of

this specific system.

Keywords
Method of Moments; Polymerization Kinetic Modeling; Embolic Agent;

Diffusion-Based Framework; Viscous Effect.
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Resumo

Gongalves Neto, Joao; Lemette Teixeira Brandao, Amanda; Dias
Azevedo, Gustavo. Modelagem da copolimerizacdao em sus-
pensao de poli(acetato de vinila-co-metacrilato de metila)
aplicado em procedimentos de embolizacao vascular. Rio de
Janeiro, 2020. 144p. Dissertacao de Mestrado — Departamento de
Engenharia Quimica e de Materiais, Pontificia Universidade Catoé-
lica do Rio de Janeiro.

O processo de tratamento de tumores por embolizagao vascular é sensivel
ao conjunto de particulas poliméricas empregado, ditos agentes embolicos, cu-
jos fatores como tamanho e morfologia influenciam no sucesso do procedimento
e podem ocasionar complicagoes quando mal dimensionados. Particulas esfé-
ricas de poli(acetato de vinila-co-metacrilato de metila) apresentam a maioria
das caracteristicas desejadas apds tratamento por hidrolise alcalina. Este ma-
terial é relativamente novo, o que significa que ha uma lacuna de conhecimento
em relagao ao estudo dos fendémenos que regem sua cinética. Dessa forma, o
presente trabalho investigou a cinética de copolimerizagao responsavel pela sua
producao. No desenvolvimento matematico, o método dos momentos foi utili-
zado assumindo estado quase-estacionario para as espécies radicalares. Além
disso, o modelo considera difusao das moléculas no meio para contabilizacao
dos efeitos viscosos, comumente determinados empiricamente. Constatou-se
que as caracteristicas fisicas dos mondémeros, assim como os parametros ciné-
ticos da homopolimerizagao, puderam ser utilizados na copolimerizacao. En-
tretanto, como relatado na literatura para outros sistemas, os efeitos viscosos
se comportam de forma consideravelmente diferente na copolimerizagao, sendo
necessario a reestimacao de alguns parametros relativos aos mesmos. Assim,
foi possivel reproduzir de forma adequada perfis de conversao, massas molares
médias e composicao do copolimero. Concluiu-se que o modelo proposto é ca-
paz de representar a cinética da copolimeriza¢ao em suspensao do poli(acetato
de vinila-co-metacrilato de metila), possibilitando um melhor controle das ca-
racteristicas do copolimero aplicado ao procedimento de embolizagao vascular.
Até onde se tem conhecimento, este é o primeiro trabalho que investiga e im-

plementa com sucesso a modelagem cinética desse sistema.

Palavras-chave
Método dos Momentos; Modelagem Cinética de Polimerizacao; Mode-

lagem Baseada em Difusao; Agente Embodlico; Efeitos Viscosos.
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P
b

Intrinsic viscosity
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Multiplicative constant of intrinsic viscosity
Exponent constant of intrinsic viscosity
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Diffusion coefficient of species j

Effective polymer diffusion coefficient
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Initiator efficiency
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“That’s rather a broad idea,” I remarked.
“One’s ideas must be as broad as Nature if
they are to interpret Nature,” he answered.

Arthur Conan Doyle, A Study In Scarlet.
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1
Introduction

Materials are present and influence many aspects of everyday life, which
makes their study certainly important. This becomes even more evident when
pointing out how historical periods of humanity are many times described by
society’s capability of handling and generating specific materials (Stone Age,
Bronze Age, Iron Age, Age of Oil, Nuclear Age, etc) [1].

In recent history, polymeric materials have become notably prominent.
Although there are records of production of semi-synthetic plastics as early as
1862, the more consolidated concepts of polymers were developed throughout
the twentieth century, due to a rise in academic and economical activities
related to plastics and rubbers. Since then, these materials have proven to be
versatile, as they are used in different fields, such as domestic and commercial
furniture market [2], structural components (aerospace, railway, automotive,
naval) [3], surface coating [4], adhesives [5] and many others [6].

In medical field specifically, polymers are important in a procedure called
vascular embolization. This technique consists of obstructing blood vessels
by injecting embolic agents that may be made of polymer. It is particularly
useful in the treatment of uterine myoma, because it blocks the flow that feeds
the tumor. As it starts lacking nutrients to sustain itself, the tumor shrinks,
sometimes resulting in complete disappearance. Even in cases where the size
of the tumor decreases partially, this technique is extremely beneficial to the
patient, because it reduces possible risks related to surgical intervention [7, §].

Considering that the embolic agent is inserted in a biological medium,
it must have specific characteristics to ensure not only the success of the
procedure, but also the health of the patient. They should present non-toxicity,
bio-compatibility, non-antigenicity, among many other properties that can be
found in polymers [7, 8]. Besides, it was discovered that the morphology of
the embolic agent is important, as spherical shape was proven to generate less
aggressive tissue inflammation [9)].

A standard material used in the initial development of uterine artery
embolization is poly(vinyl alcohol) (PVA) microbeads. It presents most of the
desired characteristics when it comes to biological interaction, but not in terms

of morphology when produced by classical techniques [9]. This lead to different
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polymers being proposed [10, 11], although PVA remained the most financially
accessible. A study by Siskin in 2003 [9] has shown that microspheres of PVA
solve the morphology problems of the irregular particulates.

PVA is not normally obtained by direct means, therefore it is usually
manufactured through polymerization of vinyl compounds, followed by chem-
ical treatment to synthesize the hydroxyl function [12]. A relatively new poly-
mer that can undergo this process is poly(vinyl acetate-co-methyl methacry-
late) (P(VAC-co-MMA)) [13]. It can be obtained through suspension polymer-
ization of vinyl acetate (VAc) and methyl methacrylate (MMA) monomers,
which results in spherical particles of different sizes. The particle size distribu-
tion and morphology are shown to be sensible to the reaction conditions and,
in some instances, the polymer conversion can be considerably low. This is not
desirable, because the particles size must be in specific size ranges to ensure
both procedure effectiveness and patient safety [14]. Therefore, the present
conditions lead to a significant economic waste if put in production as it is.

An alternative to better comprehend the phenomena happening during
the reaction is to develop a model, because, after validation with experimental
data, it can be used to predict the product properties for different conditions
without having to perform an enormous quantity of experiments, thereby
saving expenses and time. However, the modeling of suspension polymerization
systems is usually complex, as it is an heterogeneous process and it involves a
considerable amount of reactions. This results in a great quantity of differential
equations that are not easily solved. Besides, with the advance of the reaction,
there are physical effects that may take place due to a significant change in
the medium viscosity, the cage-, gel- and glass-effects [15]. Unfortunately, no
study about modeling the suspension copolymerization of poly(vinyl acetate-
co-methyl methacrylate) focused vascuar embolization applications were found
in the literature.

Deterministic and stochastic approaches have already been successfully
implemented for other polymerization systems [16, 17, 18, 19, 20]. One of the
main models adopted was introduced by the authors Achilias & Kiparissides
[21, 22]. In this model the method of moments [23] is applied to limit the infinite
DE system and the free-volume theory [24] is used to evaluate the diffusion
variation of the species. This variation is then used to account for viscous
effects influence over the kinetics [25, 26, 27, 28]. This method is advantageous,
because it is based on physical properties of the involved species.

The present study documents a deterministic approach for modeling
the suspension copolymerization of poly(vinyl acetate-co-methyl methacrylate)

using the model initially proposed by Achilias & Kiparissides.
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1.1
Objectives

Considering the previous comments, the following objectives were estab-

lished for this master’s thesis:

e General Objective: Modeling the suspension copolymerization of
poly(vinyl acetate-co-methyl methacrylate). The model should consider
the physico-chemical properties of the monomers and polymer, as well as

reaction conditions, such as components initial masses and temperature.

e Specific Objectives:

— To develop the mathematical balance equations system using the
method of moments for both homopolymerization and copolymer-
ization.

— To study the volume-theory and how to implement it on polymer-
ization systems to account for viscous effects.

— To develop, implement and validate a simulation program for
the homopolymerization of poly(vinyl acetate) and of poly(methyl
methacrylate) using the proposed model.

— To develop, implement and validate a simulation program for the
copolymerization of poly(vinyl acetate-co-methyl methacrylate) us-

ing the proposed model.

1.2
Thesis outline

The present master’s thesis is structured in six chapters. Chapter 1 con-
sists of the introduction, briefly contextualizing the project and establishing
its motivations, objectives and outline. Chapter 2 is the literature review,
where the necessary background to understand the project is exposed. Chap-
ter 3 details the development of the implemented homo- and copolymerization
modeling, including theoretical considerations, mathematical developments,
programming strategies and parameter data collection. Chapter 4 is a de-
scription of the experiment that resulted in the data used for the modeling.
Chapter 5 presents and discusses all simulation results generated through this
research. Chapter 6 is the conclusion of the thesis and it summarizes the rele-
vant results. Chapter 7 points out future perspectives for model improvement

and applications.
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Literature review

The focus of this chapter is to expose the state of art related to the main
topics as well as to explain the essential concepts needed to better comprehend
the developed model. It begins establishing the basic notions related to
polymers followed by detailing the vascular embolization process. Other more
in-depth aspects are also addressed in this chapter, such as polymerization
modeling, kinetics and viscous effects. Lastly, a section concerning parameter

estimation is also present.

2.1
Basic concepts of polymers

This section establishes the fundamentals of polymers that are needed to

better comprehend the themes explored later in this research.

211
Characteristics and classification

Polymers are macromolecules, meaning they are substances that possess
high average molecular weights. As the name suggests, they are formed by a
repetition of subunits referred as "mers" that are obtained through the reaction
of monomers [29]. These subunits are chemically bound, forming long organic
chains as illustrated in Figure (2.1).

The monomer molecule must have at least two sites that allow the
reaction, so the chain can be formed. The number of bonds a monomer can
form is called functionality (f’)[1]. In styrene, for example, the double bond out
of the aromatic ring can be broken so each carbon atom forms the polymeric
chain (f' = 2).

Depending on the functional groups and the repeating unit structure
itself, the chains that form the polymer may interact in different manners,
influencing the physical behavior of the final product, such as solubility,
hydrophilicity, physical state, heat resistance, flexibility and others [29].

Polymers have a glass-like state, in which they go from solid to rubber-like
before melting and vice versa [29]. It happens because, at certain temperatures,

some secondary interactions between chains are broken and these chains are
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Figure 2.1: Example of polymer definition.

able to move limitedly. This temperature is called glass transition temperature
(T,) and it is extremely important, because a polymerization carried out next
to the T, usually increase the effects of transport phenomena over the reaction
kinetics.

The variety of properties related to polymers has lead to a considerable
amount of possible classification methods. Some are based on synthesis,
structure, mechanical behaviors, composition, etc. For this reason, only the
most relevant methods for the research are addressed.

One of the most basic forms of differentiating polymeric materials is
through their origin. They are defined as matural, when extracted from
living organisms (proteins, enzymes, cellulose, etc) and synthetic, when
obtained through the chemical reaction of monomers (phenol-formaldehyde,
polyurethane, epoxies, etc)[1].

Polymers can also be classified according to the structure of the chains.
Although different authors may present multiple classifications, there are four
major types in this group: linear, branched, cross-linked and network.

The linear polymeric chains are formed by covalent bonds and have one
beginning and one end. Therefore, this structure allows the chains to arrange
themselves and fold in a more compact manner depending on intermolecular
forces, usually resulting in tangled chains with possibility of also forming

semi-crystalline structures. Polymers of this category are usually denser, such
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as poly(methyl methacrylate), (poly(vinyl chloride) and poly(styrene), for
example [1].

Branched polymers, as the name indicates, are characterized by having
a main chain from where other chains begin. Because of these branches, the
polymeric chains have less available volume to rearrange themselves, leading
to a less dense material like low-density poly(ethylene) [1].

Cross-linked polymers are generated when linear polymeric chains
form covalent bonds in different positions, meaning no main chain is present.
They can be obtained during synthesis or after using nonreversible chemical
reactions like rubber vulcanization process [1] and radiation cross-linking of
polyolefins [30].

Polymers are considered a network when they are formed by a three
dimensional net of covalent bonds due to a functionality of three or higher.
The result is a final material formed by one big amorphous structure with no
identifiable main chain, as illustrated in Figure (2.2). Epoxies are examples of

polymers of this category [1].

L 9.
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Figure 2.2: Chain structure classification of polymers. (a) Linear, (b) Branched,
(c) Cross-linked, (d) Network. Adapted from Callister & Rethwisch, 2013 [1].

Another important classification of polymers is based on their mechanical
behavior, the so called thermoplastics, thermosets and elastomers. Thermo-
plastic polymers are rigid at low temperatures and soft or even liquid as
temperature rises significantly, giving these materials the possibility of being

remolded and recycled after initial production in a reversible process [31]. Lin-
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ear and branched polymeric materials fall in this category, because it is usually
possible to heat them enough so the secondary interactions are broken while
keeping the covalent bonds mostly intact. The result is that polymeric chains
are able to move again, reflected in macroscale as a change in physical state [1].

Thermosets, on the other hand, do not become softer with heat,
signifying they cannot be remolded by temperature after production [31]. In
this case, polymeric chains are a network and the temperature needed to change
their structure is higher, but also breaks the covalent bonds, degrading the
material.

Elastomers have elements from both thermoplastics and thermosets.
They possess small degrees of cross-linked chains throughout their structure,
giving them the possibility of limited rearrange and folding. Consequently,
when tension is applied to this material, secondary interactions are broken
and the chains are able to unfold. Subsequently, when the force is relaxed, the
material return to its previous state, due to the cross-linked points serving as
anchors the original configuration [1].

Another classification is related to the monomeric composition. When a
polymer is formed by a single type of monomer, it is called an homopolymer.
On the other hand, if it is composed of two or more different monomer units, it
is called a copolymer, as illustrated in Figure (2.3). The advantage of using
copolymers is that it allows to combine properties that each homopolymer

would have individually and adjust them to what is needed [1].

Homopolymer Homopolymer Copolymer

O O @)
;9 O o_p ®.o @ o0 g0

o}
‘\/L h X 7 X ¢
/ \ I /' \
> . H H H H/
— — — —J —Im = —n

Poly(vinyl acetate) Poly(methyl methacrylate) Poly(vinyl acetate-co-methyl methacrylate)

Figure 2.3: Examples of homopolymer and copolymer structures.
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Finally, the last classification relevant to this study is related to the
chemical mechanism responsible for building up the polymeric chain. There
are two major categories, step-growth and chain reaction.

In step-growth polymerizations, the monomers present must have at
least two functional groups that can react between themselves to form the
polymeric chain, usually also forming smaller molecules like the synthesis of
poly(ethylene terephthalate) (PET) shown in Figure (2.4) [1]. In the example,
it can be noticed the main chain is not only composed of carbon, but also of

an element present in the functional group, in this case oxygen.

o o—
n HO\/\ + n -
CH
—0 o

Ethylene glycol Dimethyl terephthalate
0 0 T
—_— >_< > § + N H— ? — OH
o 0 H
n
Poly(ethylene terephthalate) Methyl alcohol
(PET)

Figure 2.4: Example of step-growth polymerization. Synthesis of PET [1].

Chain reaction polymerization is characterized by having the polymer
chain growing from an active site [32]. First, the monomer must be initialized
to become active. Usually an external agent is used, although in some cases,
such as styrene, monomers can autoinitiate. In the second stage, a monomer
molecule is incorporated into the chain. The process is repeated, incorporating
one monomer at a time, growing the chain in a propagation manner. Finally,
the polymerization ends when the active chains deactivate by different possible
termination reactions, sometimes being induced by addition of a termination
agent to the mixture. The Chain reaction polymerization has some peculiarities
depending on which subcategory it belongs [1]. The free-radical polymerization
is the most relevant subcategory for this research and its process is illustrated
in Figure (2.5), while a better description of each mechanism taking place is

shown in the next section.
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Figure 2.5: Simplified illustration of chain reaction polymerization stages.

2.1.2
Free-radical polymerization

The free-radical polymerization is characterized by having the chain
reaction being carried out by the generation of free-radicals, meaning that
the monomer must have a site that accepts and forms radicals [32]. This is
interesting for the polymerization of vinyl-like structures, as the double bonds
possess the mentioned property. The kinetics of the three stages are better
detailed below.

e Initiation - For cases where an initiator is used, this stage happens
in two steps. The first is the initiator (I) decomposition, where it goes from
a stable configuration to the free-radical one (R®). As shown in eq. (2-1),
depending on its chemical nature of the initiator, n radical molecules are
formed (usually two or more). This process is usually triggered through thermal

or photochemical means.
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It R (2-1)
The second step is the monomer activation, where the radical is effectively

transferred to a monomer (M), as shown in eq. (2-2).

R+ M 2 p? (2-2)
Note that P* indicates an active polymeric chain and its subscription

indicates the amount of repeating units in its structure, in this case one.

e Propagation - In this stage, the active chains, also called "live" chains,

react with inactive monomers, growing as shown in eq. (2-3).

Pr+ M s py

kp2
Py + M 2 py

Pr+ M —" P2,

As it can be seen, each chain of different size is treated as a different
species. Studies have shown the terminal model (or ultimate unit model) can
be applied for the polymerization of linear or mostly linear chains [33]. This
model considers all polymeric chains of same end unit to be susceptible to the
same kinetic rates, independently of their size. Thus, it allows to rewrite the

chemical reaction of the polymerization, simplifying the balance development.

Pt + M —— P, (2-4)

e Termination - This stage can generate inactive polymeric chains by

two major mechanisms. In the termination by combination, two live polymers
react, generating one inactive polymer, also called "dead" polymer (D), as

shown in eq.(2-5).

P} + P}~ Diy; (2-5)
In the termination by disproportionation, two live polymers exchange

a hydrogen atom and a radical, generating two dead polymers, as presented in

eq.(2-6).

Pr+ P D+ D (2-6)

The steric hindrance generated by the chemical groups around the

polymeric chains determines which termination mechanism will happen [14].
Authors usually represent the terminations constant as k; = ki, + kig.

Depending on the species present in the medium, as well as their chemical

properties, chain transfer reactions may take place. In these reactions, the
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radical is transferred to another molecule, usually being exchanged by a
hydrogen, generating a dead polymer. The radical may be transferred to four
different species: solvent, impurity, monomer, dead polymers in any position
of the chain.

pr+ S —teyp, (2-7)
P+ X — D, (2-8)
PP+ MLy Dt Py (2-9)
P'+D; —2 D, + P! (2-10)

Note that radicals transferred to solvent and impurity are considered
lost, also signifying that, when present, these reactions increase the frequency
of intermediate and low chain sizes for dead chain [32, 34].

The transfer to polymer reaction has an important role when it is present,
because it can generate branching polymeric chains, which increase the average
molecular weights of the material, specially the when this reaction leads to
long-chains formation [35]. Another important aspect of this reaction is that
it reintroduce inactive chains to the reaction dynamics, resulting in a closure
problem in the mathematical development of models [36].

During the polymerization reaction, many polymer chains are formed at
the same time and they do not necessarily have the same size, resulting in
a material with a chain length distribution [1]. As a consequence, there are
different forms to define the average molecular weight of a polymer, but the
two most common are the number- and weight-average molecular weights (M,
and M,). Eq.(2-11) and eq.(2-12) show how M,, and M,, are calculated.

2 i MW

M, = SN, (2-11)
M, — ZzgzMWz (2-12)
i My

where MW;, N; and m; are the molecular weight, the total number of moles
and mass of chains of size 1.

Considering the live and dead polymer chain variables, the number- and
weight-average molecular weights of the polymer at any given moment of the
process can be expressed in terms of monomer molecular weight (MW;) and

the concentration of polymer chains, as represented in eq.(2-13) and (2-14).
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> 1P+ D)

_ > NiMW; _ (PP + D) (1MW)

M, = MW, 2-13
SN, S.(Pr + D) sy 1
> miMW; D NiMW'2 > iQ(P’ + Di)
M. = = t — M ¢ 2-14
v > my > NiMW; Wo > 2(131. + Di) ( )
2.1.3

Viscous effects

In some cases, the chain polymerization process is not exclusively con-
trolled by kinetics, because of diffusion properties. In these cases, increase in
viscosity due to monomer conversion makes mass transfer phenomena more
important, causing three major effects to take place: gel effect, glass effect and
cage effect [37].

The gel effect, also called Trommsdroff-Norrish effect, happens at low
to intermediary conversion levels, where the macromolecules are affected
by viscosity increase, but other smaller species are not. As the live chains
mobility becomes more limited, the rate of termination reactions decreases [19].
Consequently, more active chains accumulate in the medium, resulting in an
increase of monomer consumption, the so called autoacceleration [37].

The glass effect takes place in processes conducted under the glass tem-
perature of the polymer. At higher conversion values, the viscosity affects even
smaller molecules, such as the monomers [37]. Thus, the propagation rate is
affected and the conversion decelerates until complete "freezing" of the species
mobility, preventing conversion from reaching full monomer consumption [38].

The cage effect is related to the unstable nature of the initiator in
its primary radical form. Upon decomposition, the recent generated radicals
molecules are close proximity as well as surrounded by other molecules [38].
This creates a cage that the radicals must diffuse out of, so that reaction with
monomer is possible. In the confinement stage, the primary radicals may react
to other close molecule or self-terminate before being able to diffuse. These
recombination reactions are specially prominent in commonly used initiators
such as benzoyl peroxide (BPO), which is activated through thermal homolysis
to generate benzoyloxy radicals. Figure (2.6) shows BPO decomposition as well

as possible recombination reactions it can undergo due to the cage effect [29].
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Figure 2.6: Benzoyl peroxide decomposition reaction and possible parallel
reactions. Adapted from Su, 2013 [29].
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To account for the lost primary radicals in kinetic modeling, an efficiency
parameter has been established and it can be translated to the percentage of
radicals that are able to leave the cage [21]. This effect is present even at
lower conversions and are many times treated as constant in the literature.
On the other hand, some authors state that as the polymerization advances
considerably, the increase in viscosity hinders the radical probability of leaving
the cage, resulting in a sudden decrease of the efficiency factor [20, 22, 39].

All these effects have been a challenge and, although different modeling
techniques can be found in the literature, there is still much to be investi-
gated [35, 40].

2.1.4
Polymerization techniques

Polymerization can be implemented in different ways according to the
desired properties of the final material and the physical properties of the
involved species. These different techniques can be grouped in two major cat-
egories: homogeneous, when the polymerization happens in a single phase
and heterogeneous, when more than one phase is involved [38]. Although
many different polymerization techniques exist, only three are addressed in

this document, as they are the most relevant for this research.

e Bulk polymerization

In bulk polymerization, the reaction medium is composed of monomer
with a small portion of initiator, when needed. The mixture is maintained
in constant agitation and heated to the temperature that triggers the ini-
tiation [29]. If the polymer is soluble in the monomer, as for poly(methyl
methacrylate) and poly(vinyl acetate), it is considered an homogeneous poly-
merization. When the opposite happens, a second phase is formed with reaction
advance, meaning it is an heterogeneous polymerization.

The limitations of bulk polymerization lies in the heterogeneity of the
heat distribution. It is generated from the high viscosity of the monomer
solution that becomes even higher as the reaction progress due to the viscous
effects [38]. Depending on the application, this may be extremely detrimental
as the hot spots make the polymerization advance at different rates, giving
the resulting material different characteristics in its parts, increasing tenden-
cies to fracture. Besides, the conversion is usually considerable low, in other
words, lost of material. An advantage of this technique is the low rate of
contaminants [29] and it is used to manufacture poly(methyl methacrylate),

low-density poly(ethylene) and poly(styrene), for example [41].
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e Solution polymerization

The solution polymerization is characterized by the solubility of the
involved species in a solvent. This solves the heat problem present in bulk
polymerization, as the medium viscosity is considered basically constant. A
downside of this technique is that the polymer separation at the end of the
reaction can be expensive. It is usually used in large scale production of

polymers such as poly(vinyl chloride) (PVC) [38].

e Suspension polymerization

In suspension polymerization, there are two phases, meaning it is a het-
erogeneous process. One of the phases is composed of a mixture of monomers
and initiator, while the other phase is insoluble for the other species and acts
as the suspending phase, usually water [42]. The proportion is such that when
the system is put through agitation, the phase with monomers is dispersed in
the reactor volume, forming droplets.

In some cases, a stabilizing agent is needed to act on the interface and
reduce coalescence. This process generates spherical polymer particles, which
size commonly ranges between 50 to 500 pum [38]. The droplets are big enough
to hold a considerable amount of radicals, therefore the kinetic mechanism can
be approximated to that of the bulk polymerization at very small volumes [43].

This process solves the major problems found in both bulk and solu-
tion polymerizations, because the suspending phase enables an homogeneous
distribution of heat and, at the same time, its insolubility simplifies later sep-
aration [42].

When monomers have partial solubility in the suspending phase, the
kinetics may deviate from a bulk behavior depending on the proportion of the
phases [43]. For example, a study performed by Kalfas & Ray [43] has shown
that the suspension polymerization of vinyl acetate is not significantly affected
for values of monomer-to-aqueous phase ratio above 0.25.

Having all these polymer definitions established, it will be possible to

better review some concepts present in the next section.

2.2
Vascular embolization

The possibility of accessing remote blood vessels through minimally
invasive video-guided intervention have revolutionized modern medicine [44].
Considering that blood vessels can be used to access almost every part of
the body, they are ideal to serve as routes for medical mediation, allowing

substitution of complex open surgeries for alternative, simpler and safer
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methods [8]. One of these methods is a radiological technique that aims to
obstruct target vessels in order to decrease blood flow in a determined area.

This procedure is called vascular embolization.

2.2.1
History and applications

The first found record of embolization attempt dates back to 1904
when Robert Dawbarn injected a mixture of melted paraffin and vaselin
to reduce tumor blood flow [45]. 26 years later, Luessenhop & Velasquez
conducted valuable studies on the maneuverability of catheters in intracranial
arteries [46]. Catheters are plastic or rubber tube tools used to administrate
fluids in specific parts of the body and, in vascular embolization specifically,
they are used to deposit the embolization material, also called the embolization

agent [14]. Figure (2.7) illustrates a specific catheter being steered [47].

b o P

Figure 2.7: Illustration of a smart tip catheter being maneuvered to a target
blood vessel. (a) Catheter placement; (b) Tip activation; (c) Bend adjustment;
(d) Vessel selection; (e) Steer; (f) Tip deactivation; Adapted from Selvaraj &
Takahata, 2020 [44].

In 1972, ROSCH et al. attempted, without success, to manage acute
gastrointestinal bleeding using vascular embolization technique. Their study
have shown partial occlusion of the targeted vessels and argued one of the
limitations of the technique were related to the embolic material used [48]. In
embolization procedures performed in the 20th century, the most common
embolic agents were made of autologous blood clot, muscle fragments or
even stainless steel pellets [11]. Other applications of vascular embolization

include treatment of arteriovenous fistula [49], pulmonary hemorrhage [50],
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hemorrhage related to other medical procedures [51, 52, 53] and, more recently,
tumors [54, 55, 56].

From the medical conditions where vascular embolization was applied be-
tween 1950 to 2015, 66 % were related to the treatment of uterine fibroids [14].
Figure (2.8) illustrates the procedure. This condition is described as a forma-
tion of benign tumors on the muscular layer of the uterus. The tumor mass is
usually a mixture of collagen and other substances, resulting in a extracellular
matrix [14]. The most common symptoms include heavy mestrual bleeding,
anaemia, bowel and bladder dysfunction, urinary incontinence, infertility, re-

current miscarriage, pelvic and abdominal pain [57].

Embolic agent .
Uterine artery -

Figure 2.8: Illustration of vascular embolization procedure in the treatment of
uterine fibroid. Adapted from Hu et al, 2019 [8].

A study performed by Lobel et al. in 2006 estimates 77 % of women in
reproductive age develop uterine myoma in the United States, although 75
to 80 % of them are asymptomatic [58]. This statistic may vary according to
region and socio-economic class as reported in 2013 by a brazilian research
conducted by Boclin & Faerstein [59].

The traditional and most used means of treatment of uterine fibroid are
hysterectomy, surgery for complete removal of the uterus, and medication ad-
ministration [14]. The first method is highly invasive and reports indicate a
significant physical and psychological trauma post-procedure. The administra-
tion of medication, on the other hand, is focused on treatment of the symptoms

and may present a series of side effects.


DBD
PUC-Rio - Certificação Digital Nº 1821446/CA


PUC-RIo- CertificagaoDigital N° 1821446/CA

Chapter 2. Literature review 36

In summary, as it is still related to considerable morbidity and debil-
itation in quality of life, more research on this topic is needed, not only in

potential causes, but also in non-surgical treatments [60].

2.2.2
Embolic agents

As already mentioned, an important part of the vascular embolization
procedure is the selection of the embolic agent. An ideal candidate should
present the following characteristics: non-antigenicity, non-toxicity, biocompat-
ibility, non-biodegradability (depending on the case). It should also be easy to
deliver through a catheter, to obtain, to disinfect, to be seen in fluoroscopy
and to attach to the wall of the vessel without extravasation or recanalization.
Another important propertie is to be soft enough to allow eventual excision
without damaging surrounding normal tissue, if needed [7, 61].

A fair amount of materials have been proposed in the literature and they
can be grouped into three major classes: mechanical occlusion devices,
liquid /gel or particulates. Each classification has its own series of different
materials and technologies with individual peculiarities. Extensive reviews on
each type of application can be found in the literature [8, 11, 62, 63].

Strong candidates for embolic agents are polymeric particles. One of
the first that has been widely used in early days of the technique is the
poly(vinyl alcohol) (PVA), as it presents most of desired characteristics related
to the biological interactions. Besides, it offers permanent occlusion of the
vessels, being able to be re-applied in the same area if needed and there is
already a considerable amount of skillful professionals capable of executing the
technique [11]. Unfortunately, PVA particulates obtained by traditional means
do not present the ideal morphology, as irregular shapes tend to generate more
aggressive tissue inflammation and, in the case of PVA, it can cause particles to
cluster hindering control over material delivery through the catheter [9]. This
lead to the development of alternative and more expensive materials, such as
tris-acryl gelatin, N-butyl cyanoacrylate and many others [10, 11].

PVA is not directly obtained through polymerization of vinyl alcohol
(VA), due to its tautomeric properties which change the molecule to acetalde-
hyde, a more stable form at room and polymerization temperatures [12, 64].

The most common synthetic route to obtain PVA is through solution
polymerization of vinyl acetate in methanol with subsequent treatment of the
solution, such as alkaline hydrolysis, to change the ester functional group into
alkaline hydrolysis (saponification reaction). The PVA forms a gel mass that

is then ground in a mill and then goes through a neutralization process. The
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H

Figure 2.9: Vinyl alcohol tautomer equilibrium. Adapted from Cederstav &
Novak, 1994 [61].

mixture is then washed with proper substances to remove traces of non reacted
chemical species and the result is the PVA particulates [12, 14], as shown in
Figure (2.10).

In 2007, Peixoto [65] has developed a process with potential scalability
to produce PVA/PVAc spherical core-shell particles. The process consists
on synthesizing spherical PVAc particles through suspension polymerization,
followed by controlled hydrolysis, where conversion to PVA is limited to its
surface, forming the shell. As a result, the appropriate shape is maintained, as
well as the desired properties of PVA.

A considerable limitation of this process lies on the suspension poly-
merization step, because the glass temperature of PVAc (31 °C) is signifi-
cantly lower than most polymerization temperatures [14]. Consequently, poly-
mer spheres formed stay in a more viscous state, being more prone to cluster
formation in subsequent treatments until their temperature decreases.

As a solution to this issue, Oliveira et al.[13] proposed the use of
a copolymer, since its glass temperature can be adjusted by changing the
monomer composition. In their research, they concluded a suspended phase
composed of 30 m/m % methyl methacrylate and 70 m/m % vinyl acetate
would provide enough increase of T, to allow the spherical shape to be
maintained at reaction temperatures. The different species structures are
shown in Figure (2.11).

In 2019, Azevedo [14] has conducted a thorough experimental investi-
gation of poly(vinyl acetate-co-methyl methacrylate) (P(VAc-co-MMA)) sus-
pension polymerization using BPO as initiator. He has studied the particle
size distribution for different combinations of multiple techniques found in the
literature. The author also studied the hydrolysis process of the resulting par-
ticles and their swelling properties in conditions similar to blood to evaluate
their applicability on embolization procedures. This research has shown not
only the high sensibility of the particle size distribution to reaction conditions,

but also how considerably low the process conversion is. Therefore, much in
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« Poly(vinyl ester)/alcohol

@ + Alcoholic alkali
% (a)
Q
(d

Figure 2.10: Illustration of belt saponification of poly(vinyl acetate) to gen-
erate poly(vinyl alcohol) particulates. (a) Mixing vessel; (b) Cover plate; (c)
Discharge; (d) Conveyor belt; (e) Mill; (f) Washing vessel. Adapted from Hal-
lensleben et al, 2015 [12]

this system has yet to be studied so optimal conditions are found, and a good
starting point would be the kinetic modeling that could later be useful in future

modeling of the particle size distribution.

2.3
Free radical polymerization modeling

Mathematical modeling is an important part of process development [66].
It allows to avoid expenses with a great quantity of experiments and can help
understanding different mechanisms present in the system, while validating
proposed theories. Modeling also plays an important role in manufacturing
cycle and development of new products, as illustrated in Figure 2.12.

In free radical polymerization, there are three major modeling method-
ologies largely adopted in the literature [66]: Monte Carlo, in which the
polymerization is carried out through stochastic development, meaning the
process depends on probabilistic terms; PREDICI, a commercially available
software specific for modeling and dynamic simulation of macromolecular pro-

cesses; Method of Moments, a deterministic approach, where the average
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Figure 2.11: Monomers and polymer molecular structure used in the study
performed by Oliveira et al, 2011 [13] and Azevedo, 2019 [14].

properties of the system are accounted. This last one was chosen for this re-
search.

In the free radical polymerization, as shown before, each chain of a
specific size is considered to be a different chemical species. Consequently, the
differential system considering the variables as other simpler chemical processes
would result in a impractical amount of equations to solve, even numerically.
Therefore, the method of moments consists on a reparametrization of the
variables related to polymeric chains, reducing the amount of equations to
a solvable quantity [23]. The new variables must be established for both live

and dead polymer chains separately, as shown in eq.(2-15) and (2-16).

e =D i"P? (2-15)
=1

pe =y i"D; (2-16)
=1

The k index represents order of the moment and it is important as
valuable information can be taken from them. Zeroth order moments represent
the global amount of live and dead chains in the system. First order moments
represent the quantity of incorporated monomers in the chains. The second
order moments do not have a precise physical meaning, but they are related to
the heterogeneity of molecular weights distribution [34]. Using these variables,
it is possible to retrieve the average molecular weights, as shown in the following

mathematical development.

M, = MW, (2-17)

> i(Pt+ D) <)\1+M1>
e Sl S kYA V7 v VN IS
>i(Pr+ D) "\ o + 110
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Figure 2.12: Commercialization cycle of new processes and products. Adapted
from Al-Harthi [63].

M, = MW, (2-18)

3PP+ D) A2 + o
! = MW,
> i(P? + Dy) W+

An important characteristic of these variables is that, due to the extreme
reactive characteristics of live chains, the value of live moment variables is
usually negligible when compared to dead ones of same order [23]. Applying
this concept to eq.(2-17) and (2-18), the average molecular weights expression

is simplified, as shown below.

M, ~ MW()(’“) M, ~ MW()(”Q) (2-19)
Ho 1

Material balance equations written from the method of moments only
consider kinetic properties of the system. This is not enough in systems
where the viscous properties have important influence, such the suspension
copolymerization of P(VAc-co-MMA). As a solution to this limitation, Achilias
& Kiparissides [21] proposed a model to account for the influence of diffusion
properties of each species over the value of kinetic constants. To include the
variation of the molecular diffusion coefficients of each species, they used
the generalized free volume theory proposed by Vrentas & Duda [67, 68].
The following subsections explain how all these effects were mathematically

included in the model developed on this study.
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2.3.1
Free volume theory

The free volume theory, as the name indicates, evaluates the amount of
space available in the medium for species to move. The total free volume is
calculated from a weighted on the individual free volume of each component,
as well as the mixture composition. Usually monomer, polymer, solvent and
initiator are considered [67, 68]. In bulk and suspension polymerization tech-
niques, no solvent term is needed, because the reaction happens in a monomer
phase. In addition, the initiation fraction is usually minimal when compared to
the other components, meaning its contribution to the free volume is negligible.

Eq.(2-20) and (2-21) show the expressions obtained from these considerations.

Vf = men’fLme + prp*pr (2—20)
where V; is the total free volume, m denotes monomer, p indicates polymer,
Vij, Vi and w; are the free volume, the critical hole volume necessary for the

molecule to jump to another position and the weight fraction of species j.

Vij = ajo+ (T = Tgj) (2-21)
where T; is the glass transition temperature, ajo and «; are the thermal
expansion coefficients below and above the T}, for species j.

As indicated by the same authors, it is possible to calculate the variation
of each component from the free volumes, as shown below for the initiator,

monomer and polymer.

Dy = Dy 63317( - ’Ylw fp/fv? “rp flp) (2-22)
!
m Vo Vyiém
Dy = Doy 6Ip<_7mw m+wp pg p) (2_23)
Vi
D, Wi Vi [ &mp + wpVoE

where D;, is the diffusion coefficient of species j in the mixture and its pre-
exponential constant respectively. «; is the overlap factor, that accounts for
species contact. &j, is the ratio between the critical molar volume of the
jumping unit of species j (V;MWj) and the critical molar volume of the

jumping unit of polymer (Vp;).
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In eq.(3-142), it is important to notice the division by the squared weight-
average molecular weight, which means the model is in accordance with the
reptation model, which indicates long and linear polymer chains move in a
reptile manner analogous to snakes, due to entanglement [69, 70].

Vp; can be approximated to the following general empirical expressions,

according to the polymer T} [22, 71].

Vi = 0.6224T,, — 86.95 , T,, > 295 K
Vi = 0.0925T,, + 69.47 , T,, < 295 K

The pre-xponential factor for the monomer D,,, also known as the

(2-25)

monomer self diffusion coefficient, has its value tabled for different monomers.
Dy is unknown in most cases and, therefore, it is usually estimated. D, on
the other hand, considers extremely low polymer concentrations and can be
calculated by substitution of eq.(2-26) (the Stokes-Einstein diffusion equation)
in eq.(2-24)[20].

kgT

= 2" 2-26
67r77mix RH ( )

p

where kg is the Boltzmann constant, 7" is the temperature, fi,,;, is the dynamic
viscosity of the mixture (in the homopolymerization case, the monomer) and
Ry, is the polymer hydrodynamic radius, calculated from the intrinsic viscosity
of the polymer ([n]) and its weight average molecular weight at infinite dilution,

as shown below [72].

3 1/3
Rur = (NWNA [n]Mw) (2-27)

where N4 is the Avogadro number and 7] can be approximated as follows.

1] = Ay(My) "™ (2-28)

where A, and B, are two constants that depend on the polymer [73].
The model in this form only represents the translational movement of
particles, however the polymer chains must reorient themselves to be able to
react. Therefore, segmental movement of the chains have to be accounted for.

So, an extra term is added to the diffusion coefficient of polymer to calculate

the effective diffusion coefficient (D,.).

D, = FyegDp (2-29)
where Fj4 is the reaction probability of two live polymer chains when their

active centers are in close proximity and it can be calculated as follows [74].
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73[7re + 6(V2)QsegT 5]
1671y

Fseg = (2-30)

where 7., rp and o, are the Kuhn’s segment length, the distance of the
chain extremity from the sphere center and a parameter accounting segmental

diffusion.

2.3.2
Diffusion-controlled reactions

Having established the method of evaluating the diffusion coefficients
according to the medium composition, this subsection presents the model
developed by Achilias & Kiparissides [21] to use these variables to determine
diffusion influence over the free radical polymerization reaction in its different

stages.

e Cage effect:

In the initiation reaction, the primary radicals are assumed to be formed
within a sphere of radius r7;. In addition, a larger concentric sphere of radius
ro represents the volume from which radicals must traverse in order to react

with a monomer molecule, as illustrated in Figure (2.13).

N @ = monomer

-
——

-
‘1{'..“_
—

\3}5 = polymer chain

© =radical end of
polymer chain

|
S

Figure 2.13: Cage effect geometry illustration. Adapted from Kiparissides [36].

If the mass-transfer process is considered to be at steady-state and one

dimensional, the radial diffusion rate can be written as follows.


DBD
PUC-Rio - Certificação Digital Nº 1821446/CA


PUC-RIo- CertificagaoDigital N° 1821446/CA

Chapter 2. Literature review 44

dR
R = —47rr2D1% (2-31)

Considering R; is the concentration of primary radicals at r;; and Rs

is the concentration of the same species at rp, it is possible to integrate the

previous expression.

R Yar = —axp, [ar 932
1
Ry(—— — —) = —4xDy(Rs — Ry) (2-33)
—Tr2 —Trn

Assuming r;; <<< rp, the following expression can be retrieved for the

initiator diffusion rate.

RI[ = 4T[17TD[<R1 — RQ) (2—34)

The chain initiation can be considered equal to R, resulting in the

following expression.

R1 kioM’f’§2
ZRoMV; = 4y wD Ry = (g2 2-
kZORQ V} rnm [(Rl Rg) R2 ( + 37"[1DI ( 35)

where k;o is the intrinsic kinetic constant of chain initiation and V; is the
effective volume of this reaction (larger sphere).

Considering the quasi-steady state approximation due to the extremely
fast dynamics of free radical species and a bifunctional initiator, The con-
centration of primary radicals can be calculated from the expressions shown

below.

kioR1M = 2fokysI for lower conversions (2.36)
kioRoM = 2fkql  for intermediate and higher conversions

where fy is the starting initiation efficiency. It is important to notice k; is
considered to be relatively unchanged, because the efficiency term already

accounts for the cage effect.
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Dividing the previous expressions and substituting them in eq.(2-35), it
is possible to obtain the diffusion-controlled equation for the initiation.

1 1 7"?2

f fo O 3rn Dy

(2-37)

3
Notice that (kipM)~" and 525 are equivalent to the characteristic times
of the chain initiation reaction (7g,) and the diffusion of primary radicals (7p,),

respectively. Thus, eq.(3-144) can be rewritten.
Jo

N 1+7_D1/7_R1

f (2-38)

As it can be seen, at lower conversions 7p, << Tg, and f ~ fy. As
reaction advances, 7p, >> Tg,, which implies f < fy. Therefore, this model
accounts for the cage effect, as the medium becomes more viscous.

The intrinsic kinetic constant of the initiator (k;o) is not usually reported,
so a common practice is to approximate this parameter to (€;ok,o), where €

is a proportionality constant.

o Gel effect:

The termination reactions are limited by the diffusion of the polymer
chains. In their original work, Achilias & Kiparissides [20] follow a similar
approach to the one in the cage effect. However, this methodology was later
corrected [22, 75], as shown next.

The mass-transfer of an active chain diffusion towards another active
chain in order to terminate (R}), considering a one dimensional steady-state

process, is expressed below.

R, = —47rr2DpCflf (2-39)
where D, and C' denote diffusion coefficient of the polymer chains and
concentration respectively. This expression can be evaluated for the minimal
distance for termination reaction to happen, also called termination radius (r;)
and for r, distance where the concentration of chains is representative to that
of the reaction medium. The geometry of the system is shown in Figure (2.14).

R; can also be considered equal to the rate variation of molecules of

polymer chains due to termination, as shown below.

1
Ri = _ktOCb]\TA (2-40)
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@ = monomer

QSJD \9& polymer chain

© =radical end of
polymer chain

Figure 2.14: Gel effect geometry illustration. Adapted from Kiparissides [36].

where ky and C? are the intrinsic termination kinetic constant and concentra-
tion at ry, respectively.
Developing eq.(2-39) and (2-40) and considering r, >> 1y, it is possible
to retrieve the following expression to account for the gel effect.
1 1 1

i
kft ktO 47TDpe’f’tNA
The termination reaction effective radius can be assessed from the

(2-41)

following expression [21, 26].

/2
In (100078 1
ry = [ (NA/\;W‘S/Q)} (2_42)
1/2
3
= 2-4
T <2j052> (2-43)

where \g and ¢ are the live moment of zeroth order and the average root-mean-
square end-to-end distance of the polymer chain. j., on the other hand, is the

entanglement spacing between chains and can be evaluated from eq.(2-44).

1 2
1 20 (2-44)
Je ]CO Xc()

where ¢, is the volume fraction of polymer, X, is the critical degree of
polymerization for the entanglement of polymer chains and j. is the critical
value of j. when it tends to zero conversion. This last term is not usually

known, but can be approximated by considering r; equal to Ry at initial
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reaction conditions using the previous mathematical relations.

As reaction reaches a critical conversion where no chains are unable to
move, this model indicates k; tending to zero. Nevertheless, Russel et al [76]
indicated that even in this condition there is still motion of the active site
of the polymers through propagation growth. To account for this event, the

authors proposed the following expressions.
kte = kt + kt,res (2_45)

Fires = AlyM (2-46)
where ki and ks are the effective and residual termination kinetic constants.
A is the proportionality rate constant and it can be calculated using eq.(2-47)
according to Buback et al [77].

A=785.Ny (2-47)

e Glass effect:

Monomer species control the diffusion influence over the propagation
reaction. This happens because monomer molecules are smaller in size and,
thus, affected by viscous effects at much higher conversions than polymer
chains. The geometry of the problem is extremely similar to the one of the gel
effect, as shown in Figure (2.15), but it accounts for the diffusion of monomer

particles, resulting in eq.(2-48).

@ = monomer

ﬁa = polymer chain

26“0

© =radical end of
polymer chain

Figure 2.15: Glass effect geometry illustration. Adapted from Kiparissides [36].
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e = 1 + L (2-48)
k,  kp  4mDypr,,Na
where ko is the intrinsic propagation kinetic constant and r,, is an effective
radius assumed to be equivalent to the one of the termination reaction.
With all three effects in place, it is expected that k;, k, and f follow a

similar behavior expressed in Figures (2.16) and (2.17).

+ 1 I |
I 1
| 1
| 1
| | 1
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Figure 2.16: Example of expected behavior of k; due to gel effect. Adapted
from Achilias, 2007 [72].

-
________________ .
\
\
\
~ \
I \
" 1
o 1
= f/f, \
|
—_— ]
0
k/k, ,

Conversion

Figure 2.17: Example of expected behavior of f and k,t due to cage and glass
effects. Adapted from Achilias, 2007 [72].
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2.4
Parameter estimation

The diffusion of kinetic properties of the synthesis of polymer materials
is many times not the main focus of researches. Besides, some constants are
specific to the conditions of each system. Consequently, it is natural that not
all necessary data is known. As a result, the estimation of parameters is a
very efficient optimization tool to determine the values of the unknown model

parameters.

24.1
Estimation algorithm

In a parameter estimation problem, the results generated from the model
are confronted with experimental data for different values of the unknown
parameters [78]. According to the implemented algorithm, the values are then
readjusted and reevaluated. This recurrence goes on until a specific condition

is met, ending the estimation processes, as illustrated in Figure (2.18).

Start estimation —— Define initial values

Calculate results
using current values

>

No Are results
Update values -— withing
tolerance?
Yes

End estimation +

Figure 2.18: Simplified diagram of the parameter estimation process.

Even though there are many different estimation algorithms, the particle

swarm optimization (PSO) is particularly interesting for being relatively easy
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to implement and not being limited by local optimal search, because of its
stochastic nature. The PSO was developed by Kennedy & Eberhart [79] and
it was inspired by the behavior of bird flocking and fish schooling.

Although there is a considerable amount of variations for this algo-
rithm [80], one of the simpler PSO versions was adopted in this research. It
consists on a theoretical population, in which every individual, or particle, is
given attributes of "position" (randomly assigned at the beginning from given
intervals), "speed" (usually starts as zero) and "performance" (evaluation).

The position is equivalent to the parameters to be optimized while the
performance attributes are composed of three elements: the evaluation of how
'good" the current position is; the best individual evaluation with its coordi-
nates; the best evaluation in the whole collective with its coordinates. From
the performance attributes, the previous speed and a randomness factor, a new
speed is calculated, the position is updated, the performances are reevaluated
and so on, resulting in a swarm-like behavior, until they converge [79, 80].

The evaluation attributes are defined by an objective function (F,;) and
the coordinates of position are the unknown parameters to be optimized. In the
case of process modeling, F,; is usually the error between the model prediction
and the experimental data. The adopted expressions to update particles state

are shown next.

V;' = (,U‘/z’—l +Ol>\ (Xbest ind — Xz) +02,u (Xbest global — Xz) (2_49>
——
inercia best individual best global direction
direction
Xip1 =X +V; (2-50)

where V; and X; are the particle speed and position vectors at the ith iteration.
w is the inertia weight and it decreases with each PSO iteration. C'1 and
C5 are acceleration coefficients of the individual and global best directions
contribution. Finally, A and p are random weights updated at each iteration
to account for stochastic influence.

Figure 2.19 illustrates the speed update process of a single particle used
for calculating the new position.

Lastly, the quantity of particles present in the population is of extreme
importance, as more individuals imply more regions being investigated simul-
taneously, but it also means a longer processing time, because the model is

executed once for every particle at each iteration, as indicated in Figure (2.20).
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Figure 2.19: Hlustration of PSO vector composition.
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wr ‘ Update global
it > itmax .
2 Define random terms best(i)
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Figure 2.20: PSO implementation diagram.
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2.4.2
Statistical evaluation

An essential part of parameter estimation is to evaluate the uncertainty
of the optimal conditions found [81]. This can be archived by calculating the
parameters confidence region (CR) through statistical tools.

Assuming the experiments are well done, the parameters are in accor-
dance to the normal distribution and the objective function returns an equiva-
lent of the sum of squared residuals, the CR of the model can be approximated

using the following expression [81].

NP _
Jovi (@) < fonj(topt) (1 + M,F](leﬁ)F) (2-51)
DF =N — NP (2-52)
NP = NE* NY (2-53)

where « is the vector of estimation parameters, o, is the optimal parameters
found in the estimation, NP is the total amount of estimated parameters, N
is the number of experimental points, DF' is the degree of freedom, NFE is
the number of experiments, NY is the number of dependent variables, 1 — ¢
is the interval of confidence and F' is the percent-point function of a Fisher
distribution.

This method allows to generate a qualitative analysis of the CR through
plot of all systems that are in conformity with the eq.(2-51). It also allows to

approximate an interval limiting the value of each estimated parameter.

2.5
Concluding remarks

Polymer materials have a considerable amount of classifications, as they
present a variety of chemical and physical properties. In the medical field, they
can be used in a procedure that allows treatment of uterine fibroid. This illness
affect a wide range of demographics, specially women in reproductive age. The
traditional treatments of uterine fibroids are invasive or focused on symptoms
treatment and they are far from ideal.

With that being sad, the study of alternative treatments has lead to
the development of the vascular embolization, a non-invasive video guided
procedure that allows to cut the blood supply of the tumors by blocking vessels
with embolic agents. From the different materials, spherical PVA particles have
been proven to be effective, although they are not directly obtained through

traditional polymerization techniques.
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To produce the PVA micro spheres, a core-shell procedure has been
proposed in the literature in which spherical PVAc is treated with controlled
alkalyne hydrolysis only affecting its surface and, therefore, maintaining its
morphology. As PVAc does not have an appropriate 7}, to undergo suspension
polymerization without particle clustering, the copolymerization of P(VAc-co-
MMA) has been proposed so the resulting polymer 7T, is appropriate.

Experimental studies have shown the morphology and reaction conver-
sion of the material are highly sensible to the experimental conditions and the
literature lacks modeling research of this specific system that would allow save
expenses while searching for optimal conditions.

There are multiple reports of free radical polymerization modeling for
different systems. Among them, the model proposed by Achilias & Kiparissides
offer an interesting alternative, as it is based on diffusion-controlled reactions
accounting for the cage-, gel- and glass-effects by relying on physical properties

of the species involved in the process.
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Model development

Modeling usually follow somewhat similar major steps. In copolymeriza-
tion processes, for instance, it is expected that a model is first validated for the
homopymerization of its components, before being implemented for the desired
system. Therefore, the implementation of P(VAc-co-MMA) was developed af-
ter the homopolymerizations of poly(vinyl acetate)(PVAc) and poly(methyl
methacrylate)(PMMA). The general modeling process for the two types of

system followed the same procedure and it is shown in Figure (3.1).

Selection of chemical Development of balance Application of the.
. . g k . method of moments in
equations considered equations of all species .
all equations
Search of the necessary Development of the Application of th.e quast-
A iy i <« steady assumption for
data from the literature diffusion terms . .
faster kinetic species
Implementation of the Estimation of missing Al AT i
system parameters -
Mathemetical development . Numerical implementation

- Data research - Interpretation

Figure 3.1: Flowchart of the model development process for all polymerization

systems.

Despite their similarities, each system has its own particularities when
it comes to mathematical development and theoretical considerations. For
this reason, this chapter comprises the model development approach for each

system, as well as the list of parameters collected from the literature.
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3.1
Homopolymerizations

The polymerization models of poly(methyl methacrylate) and poly(vinyl
acetate) were both implemented using the same structure, only differing on
the value of variables like initial reaction conditions, kinetic constants and
physical properties of the species. Therefore, this section is dedicated to the
model development of the homopolymerizations.

Before presenting the chemical equations, it is important to establish the
theoretical considerations taken for the suspension free-radical homopolymer-
izations.

Another important aspect is that transfer to polymer can happen in
any repeating unit of the dead polymer chain. This indicates the possibility
of ramification, but with at considerable lower rate than propagation. Thus,
ramification was assumed to be so small that parameters like ramification
frequency were not included in the model. Its relevance remained in the
reincorporation of dead monomers.

As the chains are mostly linear, the ultimate unit model approach was
adopted. Besides, as the reaction medium is mostly composed of monomer
molecules, transfer to solvent was not taken into account and transfer to
impurity was regarded as negligible.

Monomer transfer to suspending phase was considered negligible for the
PVAc system, since monomer-to-aqueous phase ratio was above 0.25 [43]. The
same was assumed for the PMMA system, because MMA solubility in water is
even lower than VAc, meaning the monomer-to-aqueous ratio of 0.33 was also
considered acceptable. Consequently, kinetics in the models were considered
to be equivalent to that of a bulk polymerization with homogeneous heat
distribution.

With the initial theoretical premises settled, the chemical system was

formulated as shown in eq.(3-1) to (3-7).

e Initiation:

1ty ope (3-1)
R+ M~ pr (3-2)

where I, R®, M, P; are the concentrations of initiator, primary radicals,

monomer and live chains of size one, respectively.
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e Propagation:

PP+ M P (3-3)

where P® denotes the concentration of live polymer chains of ¢ repeating

units.

e Termination:

Pr+ P D+ D (3-4)
PP e D,y (3-5)

where D; indicates the concentration of dead polymer chains of 7 repeat-

ing units.

e Transfer:

P+ M —tmy pry D, (3-6)
P+ D~ D, + P! (3-7)

3.1.1
Balance equations

To decrease the total amount of variables present in the mathematical
expressions, the balance equations were implemented in terms of concentration
instead of molar values. The development present in eq.(3-8) shows the

equivalence between both systems, using a generic variable U.

V. odat Vv dt dt a VvV dt
dU  1d(VU) UdV

dt Vo dt vV dt

1dvu) 1 (Vd(U) N Ud(V)> _dU) N Udv)
(3-8)

From the chemical equations, the balances for the following species were

written.

e Initiator:

L) (3-9)
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e Primary radicals:

1d(VR)

= 2fk. ] — k:R*M 3-10
T, Fkal — kiR (3-10)
e Monomer:
1d(VM © o
v(ﬁ)=*£W>%MZH—mwQ}? (3-11)

i=1 =1

It is important to notice that the summation of P? allows to account for
the contribution of polymer chains of every size.

To maintain physical consistency, the balance equations for polymeric
chains must be grouped according to size, as it impacts in which reactions the

chain is able to participate.

e Live polymer chains:

For (i=1):
1d(VP? >
v (‘th 7) =k;R*M — k,M P} — kyn M P! + Ky M Z Ps
00 0o 0o Jo:ol (3_12>
—kipPt > jDj+ kD1 Y Py — kPt Y Py — ke P Y PP
j=1 j=1 j=1 j=1
For (i > 2):
1 P >
Vd(‘;lt D MP* s R MP — ko MPE — kP D,
o - = (3-13)
HhyiDi S0 P}~ kaP? Y. PP = kePr Y P
j=1 j=1 j=1

e Dead polymer chains:
For (i=1):

1d(VDy)
Voo dt

= kunM P! + kPP Y jDj — kD1 Y PP+ kal? Y P} (3-14)

7=1 7j=1 7j=1
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For (i > 2):

1 d(VD;)
Vodt

— ko MP® 4 kP> 5D, — kiyiD, P!+ kuaPy > P

Jj=1 Jj=1 Jj=1

(3-15)
+ ko= (ZP'P‘ )

The total amount of differential equations approximates the number

of possible polymeric chain sizes. As a result, it is impracticable to solve
such massive system numerically. To overcome this limitation, the method

of moments was implemented as shown next.

A=Y d"Pr s =Y i D; (3-16)
=1 i=1

The method of moment was applied to the balance system and the
resulting equations are shown below. As the development for the live and dead
moments is considerably long, only a simplified development is demonstrated.
Besides, a series of mathematical equivalences that were needed can be found

in Appendix A.

e Monomer:

1d(VM
v ( 7 ) _ —k; R*M — kyM\g — ki M \g (3-17)
e Live moments:
Ld(Va)  1dVye Py &, 1d(VEY)
voat v dt ZZ v dt (3-18)

It is important to separate terms according to the index division shown
in eq.(3-12) and (3-13).

1d(VAy)  1d( VP‘

- _ 51 P)
vV odt vV Z

(3-19)

Replacing eq.(3-12) and (3-13), rearranging terms and developing the
system for k = 0, 1 and 2, it is possible to retrieve eq.(3-20) to (3-22).
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1 d(V o)

il — L RM — k)2 3-20
Ta— kR k2 (3-20)

1d(VA)
— =kiR°M + kE,M Ao + kn M (X — A1) — keAi A
Vol pM Ao + ki M (A 1) — kiAo (3-21)

+hip(p2Xo — A1)

1d(V )
- — kiR*M + kM (2X1 + Xo) + ki M (Ao — A
Voodt pM(2A+ do) F kim M (R0 = 22) (3-22)

+kp(fsho — Aapi) — kiAo Ao

e Dead moments:

Ld(Vpg)  1d(V 2 k D)
Voodt v dt Z

(3-23)

It was necessary to separate terms according to the index division present
in eq.(3-14) and (3-15).

1d(V ) _ VD1 Z 4, 1d(VD;)
V. oodt V V dt

(3-24)

To further equation development, eq.(3-14) and (3-15) were used and the

terms were regrouped for k values of 0, 1 and 2, resulting in the following

balances.
éd(‘;t““) = kMo + <ktd + ktc)v (3-25)
éd(‘;f‘l) = kg My + (N1 — piado) + kedods (3-26)
xl/d(ng) = ki Mo + ki (Mapir — p13No) + kidods + kieA] (3-27)

The rate in which live polymers change is considerably higher than the

rate of dead polymers variation, due to the unstable nature of free radical
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species. Consequently, the use of differential equations from both species in
the same system results in a convergence problem for the integrator method.
This numerical limitation can be solved by adopting the quasi—steady—state
approximation (QSSA) for all free radical molecules, since the rate of formation
and consumption of free radicals are considerably high. Therefore, differential
equations are considered to be equal to zero, resulting in algebraic expressions
to calculate the concentration of these species. The following eq.(3-28) to (3-
32) show the result of applying the QSSA on the considered system for the

free radical species.

d(R*V)
dt

d(ArV)
dt

—0; —0,k=0,1,2 (3-28)

 2fkal
kM

AO::MQCZJ (3-30)

i 2fkd[ + /{ZPM)\() + kth)\() + ktp/JQ)\O
EimM + kyppiy + kiAo

R* (3-29)

(3-31)

N kad] + k’pM(Z)\l + )\0) + k‘th)\() + ]{Jtp,u3>\0

A
’ Fem M + kppir + kiAo

(3-32)

As it can be seen, the resulting equation present moment variables
of superior order. This is expected when transference to polymer reaction
is considered and characterizes a closure problem. A common solution to

approximate the third order moment value is shown in eq.(3-33) [82, 83].

2

Lot (2u0p2 — 113) (3-33)

H3 =

The differential volume term was accounted considering the mass conser-
vation principle that all monomer mass consumed is equivalent to all polymer
mass generated. This allows to evaluate volume variation in terms of monomer
variation when knowing the monomer specific mass (p,;), the monomer molec-

ular weight (M W)) and the polymer specific mass (pp), as shown in eq.(3-34)
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to (3-39).
dl _ dVMonome'rs + dVPolymeT (3_34)
dt dt dt
dt  pu dt  pp dt
dt — py dt  pp dt  \pu pp) dt
av 1 1 dNyy
= == - =y, 3-37
dt <pM pp> Mt (3-87)

av 11 d(V M)

= - =M .

g (pM pP> War—— (3-38)
dv 11 1 d(VM)
A N .Y .l .
n (pM pP> WMV<V £ ) (3-30)

Notice that the last term is equivalent to eq.(3-17)

3.1.2
Viscous effects

To account for the cage, gel and glass effects, the equations follow the
updated model initially presented by Achilias & Kiparissides [21, 22]. The
detailed equations used can be found in subsection 2.3.2.

Some parameters necessary for viscous effects calculations are related to
the initial stages of the polymerization (when conversion is close to zero) and,
unfortunately, their values do not seem to be reported in the literature. These
parameters are Dpg, Ry x—0 and jeo.

To account for these variables, the simulation disregard viscous effects
on the first reaction minute, where medium viscosity was considered to be

unchanged.
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In both homopolymerization of PVAc and PMMA systems, the only
parameters not found in the literature were the adjustment parameter for the
segmental diffusion (cvey), the intrinsic viscosity factors (A, and B,), the initial
diffusion coefficient of the initiator (Djg) and the proportionality factor of the
initiator kinetic constant (€;0). These last two constants appear in the same

expression as a ratio (€;0/Djo), so they were estimated as a single parameter.

3.2
Copolymerizations

Similarly to the homopolimerization modeling, some theoretical consid-
erations were adopted for the copolymerization of p(VAc-co-MMA), resulting
in a more simplified model. For the same reasons as in the homopolymeriza-
tion, the initial considerations were the limitation of the transfer to polymer,
implying no need to account for ramification frequency; no monomer diffusion
to suspending phase and no chain transfer to impurity neither solvent.

A major consequence is created when adopting the ultimate unit model
in the copolymerization system: live polymers now have two types, the ones
which active unit has the VAc-like structure (P type) and the ones that have
it in a MMA-like structure (@ type). All possible combinations with each type
must be considered when writing the chemical equations, including the cross
reactions (ones that involve both P and @) species).

To better express the different variables, the index I was used in a kinetic
constants when it was related to the P type polymer chain. In contrast, the
index 2 indicates relation to the ) type chains. For example, k.1 is the kinetic
constant of the termination by combination of a P type chain with another
P type chain (equivalent to the homopolymerization process of VAc). A k12,
on the other hand, is related to the same process, but between a P type chain

and @ type chain (cross reaction).

.
m,n

Like in the homopolymerization, the indexes in the P?; and @y, ,, vari-
ables indicate the quantity of each monomer present in the chain. For in-
stance, () g is the variable related to the concentration of active polymer chains
with five mers coming from VAc monomers and eight coming from the MMA
monomer from which one possesses the free radical.

Having the copolymerization nomenclature established, the following
equations express all chemical reactions that were considered in the modeling
for the initiation, propagation, termination and radical transfer to monomer

and polymer.
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P;; type chain
B 0] ] B ‘ o 0]
)J\ © © )J\
O \K O
C C C C C c*
/ A\ I / A\ 7/ \ \
H H H| |H H / . H H H
— —i-1— —J
versus

]
T T
i/

/\C
TN

—j1
QLo type chain

Figure 3.2: Representation of P and Q polymer chain types.

e Initiation:

1% 9R (3-40)
R+ M, % pp (3-41)
R+ M, £2 Qs (3-42)

where M, is the concentration of VAc monomers and M, is the concen-

tration of MMA monomers.

e Propagation:
] k;p L]
P+ M —— Pl (3-43)
° kp12 °
P+ My —— QF 4 (3-44)

QL+ My 2 P (3-45)

J

kpo2

QF;+ My ——— QF ;44 (3-46)
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e Radical transfer to monomer:

P+ My —2m PRt D (3-47)
Pr4+ My —Mm2 5 8 4 D, (3-48)
QF, + M, 2 pro4 D, (3-49)
QF + My —2 5 Q8+ D, (3-50)

¢ Radical transfer to polymer:

kip11

PY+ Dy —2 s Dy + P, (3-51)
P+ Dy —22 D+ Q0 (3-52)
Q%+ Dy —225 D+ Q. (3-53)
Ql, + Dy —2s D, + P, (3-54)
e Termination:

P+ Py, e, Ditm,jin (3-55)

P+ Qb =2 Dignjin (3-56)

Q2+ Qs —Z— Dimjin (3-57)
P+ P, s D+ Do (3-58)
Pr 4+ Qb —2 5 D, i 4 Dy (3-59)
Q8+ Q% —22 5 D, i+ Dy (3-60)

As it can be seen, the quantity of reactions taking place in the process

rose considerably when compared to the homopolymerization.
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3.2.1
Balance equations

65

To reduce the amount of variables present in the expressions, the con-

centration of each species is represented in terms of concentration instead

of molar quantity. Eq.(3-61) to (3-64) express the balances written from the

chemical equations for the initiator, the primary radicals and both monomers.

e Initiator:

1d(VI)

e Primary radicals:

1d(VR*)
Voodt

o Monomers:

_ktmllMl Z Z -P,:J - ktm21M1 Z Z Q:,j

1 d(V M) . 3 pr
vooa - —ki R* My — Ky My ;;Pi,j o
i=1j=0
1 d(V M Y Y
V(dtQ) = —kipR* My — kyi12 My Z Z Prj — k22 Mz Z Z @i

i=1 j=0

—kumiaMy Y Y PR = kmaa Mo Y Y QF

i=14=0

= 2fkd] — k’ilR.Ml — kiQR.MQ

Fpo1 My Z Z Qz.j

i=0 j=1

i=0 j=1

i=0 j=1

i=0 j=1

(3-61)

(3-62)

(3-63)

(3-64)

To be able to mathematically write the balance for the live and dead

species without violating any theoretical concept, it is necessary to separate

the different chain sizes (i and j indexes) into groups that have the same

expression, as shown in eq.(3-65) to (3-78).
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e Live polymer chains of P type:

For (i =1) and (j = 0):

lM—k R*M, — k) Pl oMy — ko Py oMo — k11 P o M-
V dt — M4l 17 hplldg o1 = hpl24 7 042 = NMimlld g 041
—km12 PL oMo + ki1 My Z Z By, o+ Ktma1 My Z Z Qo
m=1n=0 m=0n=1
_ktcllpio Z Z P’r:l,n - kt012P£0 Z Z Q:n,n
m;l n;o m;O nozol (3-65)
_ktdllpf,o Z Z Pn.w - k’td12p1.70 Z Z Q:nm
m=1n=0 m=0n=1
+ktp11D170 Z Z P7:1,n + kthlDl,O Z Z Q;n,n
m=1n=0 m=0n=1
_ktpllpio Z Z mDm,n - ktp12P£0 Z Z an,n
m=1n=0 m=0n=1

For (i =1) and (j > 1):

1d(VPy)

vooa it My Y — kpia Mo P + kpoy M1 Qg j — kiman My Py

_ktm12M2P1.,j - ktcllpij Z Z P’r’w,n - ktlePLj Z Z Q:n,n

m=1n=0 m=0n=1

_ktdllpl.,j Z Z Pr.mn - ktdel.J' Z Z Q;n,n (3—66)

m=1n=0 m=0n=1
0o 00 oo oo
o L]
thypuDig Y > Pop+ kD Y Y Qs
m=1n=0 m=0n=1

_ktpllpij Z Z mDm,n - ktp12P1.7j Z Z an,n

m=1n=0 m=0n=1
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For (i > 2) and (j > 0):

1d(VPy) c . .
s = 11 M1 (P — PY) — kpiaMo Py + kot M Q5
ki1 My P — k1o Mo Py — ke P Y Y Pry
m=1n=0
_ktCIQPi:j Z Z Q:n,n - ktdllf)i.,j Z Z P”.%”
S e
_ktd12Pi.,j Z Z Q:n,n + kpr11Di Z Z Pr.mn
m=0n=1 m=1n=0
_ktpllpi:j Z Z mDmyn - ktplQPi:j Z Z an,n
m=1n=0 m=0n=1
+kepo11D; 5 Z Z Q;nn
m=0n=1
e Live polymer chains of Q type:
For (i =0) and (j = 1):
1 d(VQ. ) ° ° ° [ ]
VTM = k’lgR MQ - k’p22Q071M2 - kp21Q071M1 - ktm22Q0,1M2
—ktm21Q0 1 M1 + Kpmaa Mo Z Z Qron + ktm12 Mo Z Z Py
m=0n=1 m=1n=0
—Fe22Q81 D D Q= Fee12Q5, > > P
mOZO n;l mojl nO:OO (3—68)
—kia22Q8 1 Y D Qi — kra12Q8, > D> P
m=0n=1 m=1n=0
+kip2o Do Z Z Q:n,n + kip12Do1 Z Z Pr.n,n
m=0n=1 m=1n=0

_ktPQZQ(.),l Z Z nDp,n — kthlQ(.)J_ Z Z mD,

m=0n=1 m=1n=0
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For (i > 1) and (j = 1):

1d(VQ:,)

_ktm21MlQ;1 - kt022Q;,1 Z Z Qq.nm - ktchQer Z Z P;l,n

m=0n=1 m=1n=0

—hia22 Q51 D D Qs — Ker2Q51 D D P (3-69)

m=0n=1 m=1n=0

+hip2oDin Z Z Q:n,n + kip12Di Z Z Pv:w

m=0n=1 m=1n=0

_ktp22Q;,1 Z Z nDyn — kthlQ;] Z Z mD,

m=0n=1 m=1n=0

For (i > 0) and (5 > 2):

1d(VQ3;) . . ; ;
VTJ = k2 Mo(QF 5y — @F ) — kp2t M QS + Kipro Mo Py

—kimaa M2Q5 ; — Kima1 M1 QS ; — kire2a @5 Z Z Qrn

m=0n=1

_kt012Qz‘.7j Z Z Przz,n - ktdQQQ;,j Z Z Qr.n,n

m=1n=0 m=0n=1

_ktd12Q;j Z Z Pr.n,n + Kip22j Di 5 Z Z Q:nn

m=1n=0 m=0n=1

_ktp22Q;,j Z Z nDpn — kthlQ;,j Z Z M Do p

m=0n=1 m=1n=0

+Eip12J D Z Z Py

m=1n=0

(3-70)

e Dead polymer chains:
For (i =1) and (j = 0):

1d(VDyy)

Vo & = kimii M1 Py o + k1o Ma P g + K12 Pr Z Z Qn

m=0n=1
ka1 Py Z Z Bp o+ ki Pl Z Z M D
m—1n=0 mnd (3-71)
—kyp1Dio Y. > Pp o+ k2Pl > > 1Dy

m=1n=0 m=0n=1

—kiy21 D1 Y. > Qo

m=0n=1
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For (i =0) and (j = 1):

1d(VD —
V(dtOJ) = Ktmaa MaQ 1 + Kima1 M1 Qg 1 + kta12Q5 4 Z Z Py
m=1n=0
k@81 Y D Qmp + kp22Q01 D D nDimn
7:0:0 Zozl TZO=0 ZO=1 (3_72)
—kip22Do1 Y D Qs+ Ky @0y D0 D MDD
m=0n=1 m=1n=0
_ktp12DO,1 Z Z P;l,n
m=1n=0

For (i =1) and (j = 1):

1d(VDy,)
Vooodt
Fhtmae MaQY 1 + ki1 Py 0Q0 1 + Krar2 Pty > @

m=0n=1

+ktd12QI,1 Z Z P;”L,n + ktdllpl.,l Z Z P;L,n

m=1n=0 m=1n=0

Fha22Qt1 D D> Qrn + k11 Pry > D> mDu,

m=0n=1 m=1n=0

_ktpllDLl Z Z P’r:z,n + ktp12P1.,1 Z Z an,n

m=1n=0 m=0n=1

—kip12D11 Y Y Py, o+ o1 Q1 4 > > mDua

m=1n=0 m=1n=0

—Fkipo1 Dy 4 Z Z Qo+ kip22Q1 4 Z Z 1D

m=0n=1 m=0n=1

—kp2o D11 Z Z Q:n,n

m=0n=1

= kim1i My Py + k1o Mo Py + Kimar Ma QT 4

(3-73)


DBD
PUC-Rio - Certificação Digital Nº 1821446/CA


PUC-RIo- CertificagaoDigital N° 1821446/CA

Chapter 3. Model development

For (i =1) and (5 > 2):

1d(VD,)

v & kimii My Py + kimio Mo Y + Knan Mi Q1

j—1 Jj—1
+/€tm22M2QI,j + Kteao Z QB,HQIJ% + Kic12 Z Pl.,janam
n=1 n=1

ka2 Py Z Z Qo T Kra12Q1 Z Z Py

m=0n=1 m=1n=0
a1 Py Y Y P A k2@ D0 D Qe
m=1n=0 m=0n=1
+ktcl2pl.70Q6,j + ktpllpl.,j Z Z MDD,
m=1n=0
kD1 > > Byt kp2Pr Y > 1Dy
m=1n=0 m=0n=1
_kthQle,j Z Z P'r:z,n + ktp?lQI,j Z Z mDmv”
m=1n=0 m=1n=0
_ktp21D17j Z Z Q:n,n + k'tp22QI,j Z Z ”Dmvn
m=0n=1 m=0n=1
_ktp22jD1,j Z Z Q;n,n
m=0n=1

For (i > 2) and (j = 1):

Ld(VDiy)

v 7 = ktmllMlpi.,l + ktm12M2Pi.71 + kthlMlQ;,l

i—1 i—1

Fhuna2 MaQ 1 + Kiern D P o Py + krerz Y Pryo@F

m=1 m=1

+ktd12Pi.,1 Z Z Q:n,n + ktdl?@;l Z Z P;z,n

m=0n=1 m=1n=0

ka1 Py Z Z Py, o+ Fraze Q7 4 Z Z Qo

m=1n=0 m=0n=1

s PQey + ki P Y. Y mD,,

m=1n=0

—kp119D; 1 Z z Byt kip12 Py Z Z nDnp

m=1n=0 m=0n=1

—kiyp2Din D Y P+ ko @QFy Y Y mDiy,

m=1n=0 m=1n=0

~Fp21iDin DS Qb+ hp22Q0 Y. > 0Dy

m=0n=1 m=0n=1

_ktp22Di,1 Z Z Q;@n

m=0n=1

70

(3-74)

(3-75)
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For the three remaining index groups, the terms expressing termination
by combination can have two different mathematical expressions depending
on ¢ and j assuming odd or even numbers. The difference was assumed to
be small, considering the amount of terms involved, and the expressions with
format usually seen in the literature were selected to be used in the model, as
shown in eq.(3-76) to (3-78).

For (¢ > 2) and (j = 0):

1 d(VD,p)

. . LIS pe ps
A kemu My Pl + ki Mo Py + ktcll§ (7;::1 Pm,O‘F)i—m,0>

a2 Py > > Qo + keati Py > > P,

. m;() n=1 m;l nO:OO (3—76)
+ktp11PitO Z Z mDm,n - ktplliDi,O Z Z P;L,n
m=1n=0 m=1n=0
+ktp12-Pi.,0 Z Z an,n - kthliDi,O Z Z Q:n,n
m=0n=1 m=0n=1

For (i = 0) and (j > 2):

1 d(V Dy, 1 (42
*M = Kimaa MaQg ; + ktman M1 Qg j + Kicaz > Q0,90
V dt 2 n=1
Hhia2 Q5 D0 D P FaQ0; 3 > Qhn
. mz n=0 m;(] nO:Ol (3_ 77)
+hip2aQ0; D D nDmm = kp2iDoj Y, 3 Qnn
m=0n=1 m=0n=1

+ktp2lQ67j Z Z mDm,n - ktpleDO,j Z Z Pn.’L,n

m=1n=0 m=1n=0
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For (i > 2) and (5 > 2):

1d(VDyy)
Vo dt

i—1 i—1 j—1
+ktcll (Z Py:L7O‘P'L.—m (Z Z z mj n))
m=1 m=1n=1

j—1 i—1 j—1
+kt022 (Z Q(.),nQ;,j -n ( Z Qm an m,j— n))
n=1 1

= ki1 M1 Pj + k12 Mo Pl + Kima1 M1 Q5

n=1

Vo P?, Z Z Qo + Kran2 Q5 Z Z

m=

m=0n=1 m=1n=0
+ktd11P Z Z + ktdQQQ;j Z Z Qa.n,n
m=1n=0 m=0n=1
i—1 j—1
+kt012 Z Z P’r.n,n i—-m,j—n + ktcl? ZQOn 1,j—n
m=1n=0
ka2 M2Q5 ; + ki1 o @0 j + kipnn By Z Z MmDy,
m=1n=0
—kp11iD; 5 Z Z n T kip12 Py Z Z nDnm
m=1n=0 m=0n=1
—kip12jDi; > > P+ kip21 Q3 > > mDyy
mO:ol n:oo m:.} njg
—kipoiDij Y Y Qo T 2@ Y Y nDmny
m=0n=1 m=0n=1
—kpoiDij > > Qo
m=0n=1

72

(3-78)

As two types of active polymer chains are present, an extra moment

variable is needed in comparison to the homopolymerization. The variables

related to the live moments of type P and @ are v and 7 respectively, while u

accounts for dead chains. Besides, two indexes (k and w) were used to consider

all variations, where their sum indicates the moment order.

Z Z i*j*Pe,  for all valid combinations of i and j
= Z Z ik J“Q;,;  for all valid combinations of i and j

= Z Z i* J“D;;  for all valid combinations of ¢ and j

(3-79)

(3-80)

(3-81)


DBD
PUC-Rio - Certificação Digital Nº 1821446/CA


PUC-RIo- CertificagaoDigital N° 1821446/CA

Chapter 3. Model development 73

As indicated in eq.(3-79) to (3-81), not all combinations of ¢ and j are
valid, because setting the double summations to start at zero for both 7 and
j would include species like Fg; and ()7, which contradicts the chain type
definition, meaning it is theoretically incorrect. The valid combination for each
moment can be found in Appendix B.

The monomer balance including moment can be written by direct substi-
tution of the live polymer parts in eq.(3-63) and (3-64), as they are equivalent

to zeroth order moment expressions.

e Monomers:

1 d(V Ml)
—— = —kagR° M, — k,;; M — kpo1 M
v di 1 1 p114V1170,0 p214V11770,0 (3—82)

—ktman’Yo,o - ktm21M17To,o

1 d(VMg)
———— = —kiwR* My — k1o M — koo M-
v di 2 2 p124Y12770,0 p22V12770,0 (3—83)

—ktmlez’Yo,o - ktm22M27TO,O

The development of the method of moments of the live and dead
chains for the copolymerization is considerably extensive as it includes twenty
four different variables to account for the zeroth, first and second orders.
Additionally, the starting point of each balance depends not only on valid
¢ and j combination for each moment, but also on the intervals of these
variables in which the different expressions can be used. Therefore, for each
type of moment, the general differential moment expression is shown, followed

by the balance equation already developed, as presented in eq.(3-84) to (3-104).

e Live moments (7):

1d(Vygw) 1AV EPYEFREP) & 4 1 AVEY)
vVoodat Vv dt _;;”V dt

(3-84)

for all valid combinations of 7 and j
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- Zeroth order (v):

1.d(Vro,)
Voodt

2 2
—k?tcll%,o - k‘tc127fo,070,0 + k’plelWo,o - ktdll%,o - ktd127fo,070,0

= kit R* My + Kyma1 Mmoo — Kkpr2Mayo.0 — Kimi2Ma20.0
(3-85)

—Fkp1270,010,1 + Kip2141,070,0

- First order (v):

1d(Vri)
Voo dt
+kimi1 My (’Yo,o - ’Yl,o) - ktmm]\/[ﬂl,o - ktcn’yo,o’h,o - ktclzﬂo,o’h,o (3—86)

= ki R* My + ko1 Mmoo + kpiiMivo,0 — kpiaMavyio

—ktd1170,071,0 — Kta120,071,0 + kpo1 M1 (o0 + T1,0) + Kipr142,070,0

—/ftpn%,o,lh,o - /ftp1271,0,uo,1 + ktp21M2,07T0,0

1.d(V~
V(dtOJ) = —kpi2Moyo,1 + kpa1 Mo — kemi1 Miyo — Kumi2Mayo1
—ktc1170,0%,1 - /ftc127T0,070,1 - /ftdn%,o%,l - k?td127T0,070,1 (3_87)
+ktp11,u1,170,0 - ktp1170,1#1,0 - k?tplﬂo,lﬂo,l + ktp21,u1,17ro7o
- Second order ():
1d(V .
V(C;Q’O) = ki R* My + ki1t Mayo,0 + Femar Mamo0 — kpraMaya o
+hp11 M1 (2910 + Y0,0) — Fem11 Miy2,0 — kem12May2.0 — Kie1170,072,0
—K1c1270,072,0 — Kta1170,072,0 + kp21 My (70,0 + 2710 + T20) (3-88)
—ktd127To,0’72,0 + ktp11ﬂ3,070,0 - ktpn’Yz,oMl,o
—kp1272,010,1 + Kip21 143,000
1 d(V~
V(dtw) = —kpiaMayo2 + kpor Mimo 2 — Kimi1Mi70.2 — Kie1170,070,2
(3-89)

—/ftc127T0,070,2 - ktdu%,o%,z - ktmuMﬂo,z - ktdlﬂo,o%,z

+/€tp11/~51,270,0 - k’tpn%g,ul,o - ktpu%,wo,l + ktp21M1,27To,0
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1d(V
V(dvzfl’l) = kpii Miv01 — kpraMayia + kot Mi (711 + 70,1)
—kimi1 Mivi1 — ktmaaMayin — Kie1170,071,1 — Kte12mo,071,1 (3-90)

—ktdu%,o%,l - ktd127To,071,1 + ktp11,u2,170,0 - ktp1171,1/~61,0

—kpi271,1 0,0 + Kep21f42,1T0,0

e Live moments (7):

1d(Vr,) 1AV ERSeimQr) & 1dVQ AvaQs,)

[ S o/ ? J ) -k w
Voodt V dt ZZ dt

(3-91)
for all valid combinations of 7 and j
- Zeroth order (7):
1d(Vr .
V(dto’o) = ko R* My + ktle’Yo,oMz - kp21M17T0,0 - ktm21M17TO,0
—ktczzﬂao — Ktc1270,0m0,0 — ktd227r(2)70 — Kta1270,0m0,0 + kp12M270,0 (3-92)

—Fkpa1mo,0401,0 + Eepr2/40,170,0

- First order (7):

l d(V?TL())

% di = —]fp21M17T1,0 + k?p12M271,0 - ]ftm22M27T1,0 - ktm21M17T1,0

(3-93)

—k?tclﬂo,oﬂl,o - ktd2270,077'1,0 - /ftd1270,07T1,0 - ktc227To,07T1,o

+ktp22ﬂ1,17T0,0 - ktp227T1,0,u0,1 - ktp217Tl,0M1,0 + k?tpm,ul,ﬂo,o

l d(V7T071)
Voodt
+kimaz Mo (0.0 — To,1) + Ktmi2May0,0 — Kte22T0,0T0,1 — Kte1270,0M0,1 (3-94)

= kioR* My + k?p22M27T0,0 - k?p21M17T0,1 - ktm21M17To,1

—Kta22T0,0T0,1 — Ktd12770,0T0,1 + Kp12Ma (0.1 + Y0,0) + Kep2atto 20,0

—FKp2oTo,1 0,1 — Kep2170,1 11,0 + Kip12£40,270,0
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- Second order (7):

l d(Vﬂ'Q’O)
Voodt

—ktc227fo,07f2,o - k‘tclz%pﬁz,o - ktd227T0707r270 - ktd12'707072,0

+7€tp22#2,17T0,0 - /ftp227T2,0,U0,1 - ktp217r2,0,ul,0 + k‘tplQMQ,l’Yo,o

‘1/d(Vd7;0,2) = kiZR.M2 + ktmwMﬂo,o - /fp21M17T0,2 - ktm21M17To,2
+kp1oMa (Y02 + 2701 + Y0,0) — kte22T0,0T0,2 — Kte1270,0T0,2
+kpo2 Ma(2m0,1 + To,0) + KemaaMa(To,0 — 7o,2)
—ktd227To,o7To,2 - ktd1270,07T0,2 + /ftp22ﬂo,37To,0

—ktp227T0,2,u0,1 - ktp217T0,2/~51,0 + k?tpu,uo,:a%,o

l d(V7T171)
Voodt

—Fktmoa Momi 1 — Kema1 Mimi 1 — Ere2aTo, 01,1 — Kte1270,071,1

= p22M27T1,0 - k?p21M17T1,1 + kp12M2(’71,1 + 71,0)

—ktd227T0,07T1,1 - ktd1270,07T1,1 + kthQNLQTrO,O - k?tp227T1,1M0,1

—Kpor1m1 11,0 + Kepiati1,270,0

e Dead moments (p):

Ld(Virw) _ 1AV EEE75"Dig) ZZ . LD,])
| A dt dt

for all valid combinations of ¢ and j

- Zeroth order (u):

1.d(V o)

Vo = Kimaoa Momoo + Kema1 Mimo.0 + 2Kt41270,00,0 + ktd227T(2),o

+kim11M170,0 + kim12Mao,0 + ka6, + Ke1270,07o0,0
1
+§ktc117§,0 + 5’%0227((2),0 - k?tplﬂo,o/io,l + /ftp21M1,07T0,0

+Ep2tt0,1T0,0 — Kep2oTo,0800,1 + Kep11/41,070,0

—k?tpn%,om,o + k?tplz,uo,ﬂo,o - ktp21W0,0M1,0

= - p21M17T2,0 + k?pmMz’Yz,o - k’tm22M27T2,0 - k?tm21M17T2,0

76

(3-95)

(3-96)

(3-97)

(3-98)

(3-99)
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- First order (u):

1.d(Vpp)

Vo = ktmi1 M171,0 + Kimi12May1,0 + Kar2(70,071,0 + Y0,0m1,0)

+Eta1170,071,0 + Em21 Mam10 + Kimaa Moo + Kg2omo,071,0
+kte12(70,0m1,0 + V1,0T0,0) + Fre1171,070,0 + Kte22T1,0T0,0
—Fkpr2v0,0001,0 + Kep21 01,0710 + Kep2zfto, 1710

—ktp227To,0Ml,1 + /ftpum,o%,o - /ftpn%,om,o

FEip12£00,171,0 — Kp21T0,0142,0

1d(Vipoa)

voa ktmoaMaomo 1 + Kima1 M1 1 + Kiar2(70,0m0,1 + T0,070,1)

+Etaoom0,0m0,1 + Frm11 Mivo1 + kemi2Mavo,1 + Kta1170,070,1
+kie12(m0,170,0 + T0,070,1) + Kte22T0,170,0 + Kte1170,070,1
—Kip1270,010,2 + Kep2141,0m0,1 + Kip22/t0,170,1

—kip2aTo, 00,2 + Kip11141,070,1 — Kep1170,0401,1

+Eipr210,170,10 — Kep21To,0001,1

- Second order (u):

1.d(Vpap)

Vo dt = ktm11 M172,0 + Ktmi12May2,0 + Kta12(70,072,0 + Y0,0m2,0)

FEta1170,072,0 + Eima1 Mimo0 + Kimaa Moo o + Ka2omo,072,0
+k?tc11(712,o + Y0.,072,0) + Kte12(T2,070,0 + V2,0m0,0 + 271,071,0)
+Kie2(m2,0m0 0 + Wf,o) — kip1270,002,1 + Kp21 1,020
FEipoatt0,1T2,0 — Kep2oTooft2,1 + Kepr1f1,072,0

—kp1170,013,0 + Kepr2/40,172,0 — Kep2170,0143,0

7

(3-100)

(3-101)

(3-102)
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1d(Vpop)

Vo d = kimoaMomo 2 + kimo1 Mmoo + Kai2(70,0m0,2 + T0,070.2)

+Eta20m0,0m0,2 + Kemi2Mayo2 + Eemi1 Mivo0,2 + kia1170,070,2
+Fkie22(m0,270,0 + 773,1) + Kie12(70,0m0,2 + 270,170, + Y0.270,0)
+ktc11(70,270,0 + 78,1) - ktp1270,0/~60,3 + ktp21,u1,o7To,2
Fhipaofto 102 — Kip22T0,010,3 + Kip11/41,070,2

—kipr1170,011,2 + Fipiafio,170,2 — Kip21 o012

1d(Vip)

V. = ktmu1 Miv11 + Kimi2Moyia + Kar2(m0.071.1 + Y0,0m1,1)

Fkia2amo,0m1,1 + Kemoa Mo 1 + Kea1170,071,1 + Kem21 M1 1
k11 (71,1%0,0 + Y0,171,0) F Fre22 (1,100 + T1,070,1)
+ke12(m1,1%,0 + T1,0%0,1 + To,171,0 + V1,1T0,0)
—FKipr2v0,0101,2 + Kep21 1,011 + Kpoapto 1711

—kipoomo0ft1,2 + Kiprifh1,071,0 — Kep1170,0442,1

Fhpiatto1 71,0 — Kip21To,0H2,1

78

(3-103)

(3-104)

The QSSA was then applied to all balances of free radical species

(primary radicals and live moments). In the resulting expressions, the terms

vi; and 7y, », where i = m and j = n presented mutual dependency, resulting

in two variables and two equations system for each case. When all indexes are

zero, the QSSA results in a second order system, which is not easily solved. A

simplification method [84] was adapted for this system, where a K variable is

introduced, as shown in eq.(3-106).

2 Flegl
ki My + kio M,

R® =

_ (kp12 + Kem12) Mo + Kipiopion
’ (kpo1 + Kmo1) M1 + Eeporpi1o

_\/ ki R* My + ki R* M,
100 =\ Ty T 2kiaKs + kK2

To0 = KsY0,0

(3-105)

(3-106)

(3-107)

(3-108)
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All other systems are linear when considering only the common variables.
An interesting observation is that all moments of same the type presented
identical denominators, addressed as vge, and mge,, and they possess the same
general form, shown in eq.(3-109) and (3-110). This was used to express the

develop and solution of each combination as shown next.

_ Vkawterms + kalMl Tkaw
Yden

Vo (3-109)

w,terms k M w
Thw = T, t + Kp12 Mok, (3-110)

Tden

By replacing eq.(3-110) in eq.(3-109) and developing the expressions, it
is possible to retrieve eq.(3-111).

o Yk, w,termsTden + kp21M17Tk,w,terms

Ve,w 3-111
VdenTden — p12kp21M1M2 ( )
The value of these terms for each case is presented next.
Vden = kpraMa + kit My + kymiaMa 4 Ke1170,0 + Kte1270,0 (3.112)
+Eta1170,0 + Kra12mo,0 + Feprifti0 + Eepr2fton
Tden = kpo1 M1 + kumoo Mo + ko1 My + kieaomo,0 + Kte1270,0 (3-113)
+Ea22m0,0 + Kra1270,0 + Kipazpton + Kip2ifio
Y1,0.terms = kin R* My + ka1 Mmoo + kpi1 Mivo.0 + Kimin Mivo0 (3114)
+kpo1 Mmoo + Kepr1fi2,070,0 + K21 42,0T0,0
T1,0terms = Fp2201,170,0 + Kpi2f41,170,0 (3-115)

Y01 terms = Kip11/41,170,0 + Eep21 /41,1700 (3-116)
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701 terms = KioR* Mo + kpoo Momo o + KpmoaMamo o 4 Kimi2Mao,0

(3-117)
+kpiaMayo,0 + Eepaatto 20,0 + Kip12/40,270,0

V2,0,terms = kit R My + k11 M1750,0 + Kima1 Mimo,0 + Kip21143,0m0,0 (3-118)
+kpo1 My (0,0 + 2710) + Kipr1/3,0%0,0 + kp11 M1 (2710 + 70,0)

2,0 terms = Kip22/42,170,0 + Kep12442,170,0 (3-119)

70,2,terms = ktpllﬂl,ﬂo,o + ktp21M1,27T0,0 (3‘120)

T0,2,terms = kiR Mo + k12 MaYo,0 + kepr2£00,370,0 + Kemaa Mamo o (3-121)

+hpoo Mo (2101 + To,0) + Kip2atio 30,0 + kp12Ma (2701 + Y0,0)

M, 1terms = kp11Miyo1 + kpor Mimo + Kipi1fi2,170,0 + Kip1 2,100 (3-122)

11 terms = kp2a Moo + kpioMavyi o + Eepaaptn 20,0 + Kepr2/41,270,0 (3-123)

The inclusion of transfer to polymer implies the appearance of third order
moments. The solution shown in the literature for the closure problem of p3

and g3 is similar to the approach presented in the homopolymerization [36].

H3,0 = H20 (2p0,0p42,0 — /ﬁ,o) (3-124)
Ho,0M41,0

Ho,3 = &(2/@,0#0,2 - Mg,l) (3-125)
Ho,0lt0,1

No specific relation was found in the literature for the po; and g9
moments. Therefore, in this research expressions based on the structure of

the previous ones are proposed.

H11
Ho,0/41,0

H21 = (2p00011,1 — 11 0) (3-126)
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= p (240,0011,1 — 1151) (3-127)

The volume variation follows the same principles of mass conservation.
In addition, the volume related to the monomers was considered to be equal
to the individual contribution of each. In other words, potential variations
in volume due to monomers interactions were assumed to be negligible. The

mathematical development is shown in eq.(3-128) to (3-133).
ﬂ o dVMonomers + dVPolymer

3-128
dt dt dt ( )
Witonomers — AVa,  dVa,  MWan dNar, MWy, dNas,
dt dt dt PM; dt P Mo, dt
1 1
dVPolymer _ de T del o deg (3_130)
dt PP dt pp dt dt
dVPolymer 1 dNM1 dNMz
—Polymer () M 131
c pP( W, 204 2w, O (3-131)

% 11 AN 11 AN
:( —>MWM1 Ml+< —)MWM2 Mo (3-132)

(g ()

di di
pan (3-133)

N
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3.2.2
Viscous effects

As presented by Keramopoulos & Kiparissides [22], although some
adaptations were needed, the basic principles used in the homopolymerization
model were applied to the copolymerization, so viscous effects could be ac-

counted for. Therefore, this subsection is devoted to these differences.

e Free volume theory: In the copolymerization, the free volume must

include both monomers and the polymer.

Vi = wm1 Vi1 Vim1 + Wma2VinaVime +wpVy Vi (3-134)

where the m1 and m2 indexes indicate variables related to VAc and MMA,
respectively.

The individual free volume of each monomer is calculated from the
thermal expansion coefficients and the glass transition temperature in the
same manner. The polymer, on the other hand, also depends on its molar

composition [22].

Op = L'p1Qp1 + FHQOépg (3-135)

where the index pl and p2 refer to properties of PVAc and PMMA respectively.
F,1 and F,5 are the incorporated molar fraction for VAc and MMA. This logic
was applied for the thermal expansion coefficients for both above and below
T, and also for the critical hole volume necessary for the molecule to jump to
another position (V7).

The approximation of the glass temperature of the copolymer was
obtained through the model proposed by Suzuki & Mathot [71].

T,

R +T
Typ = FitTyp1 + FroTppo + <107(’)> (Tw — WQW) (3-136)

where Ry (run number) is the average quantity of both M; and M, sequences
occurring in the chain per 100 monomer units and can be estimated as shown

below.
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Fann2

Rr =
T 1 + (1 + 4Fn1Fn2(7”17“2 — 1))1/2

(3-137)

where r; and ry are the reactivity ratios, characteristic from the propagation

kinetic constants.

T = — y g = — (3—138)

Typ12 is defined as the glass temperature of the strictly alternating
copolymer. It can be calculated by considering F,,; = F,,» = 0.5, replacing
these values in eq.(3-136) and (3-137) and solving the system of equations for
Typra-

With the free volume calculated, it is possible to calculate the variation

in diffusion coefficient for each species as shown in eq.(3-139) to (3-142) [22].

Wm1 Vrjzlgip/émlp + wmQVT:(LQgip/é-me + WPV:&P
Vi

D; = Dy exp( — 1 > (3-139)

Win1 Vi + Wm2Vira€mip/Emap + wpVy Emup
4

Dml = DmlO €$p< — Tmi ) (3'14())

W1V 1&m mip + WmaVory +wpV>E,
Do = Do €$p<—’7m2 Vi 2p/£ o % 2m2 E pf QP) (3‘141>
f

_ <Dp‘)> ea:p< Vi /Smip ¥ Vi Enzp ¥ “’PVP*> (3-142)
4
One can notice that differently from the model proposed by Keramopou-
los & Kiparissides, 2002 [22], 7,, was treated as different for each monomer
and were assumed to be close to the homopolymerization.
The viscosity of the mixture is necessary in the Einstein-Stokes equation

used in the evaluation of Dpy. At the beginning of the reaction, when the
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suspended phase is mostly monomer mixture, 7,,;. can be approximated as
indicated below [85].

In(Nmiz) = x1ln(m) + zaln(ng) + 122Gz (3-143)
where z; is the molar fraction of monomer ¢ in the mixture and Gy is the
parameter of binary interaction between monomer 7 and 2.

For the internal viscosity of the polymer, it was considered to be mostly
constant and, therefore, its factors (A, and B,) were estimated along the
adjustment parameter for the segmental diffusion (o).

The Kuhn’s segment (r.) of the copolymer was calculated from the

homopolymer values and the molar composition as shown in eq.(3-135).

e Cage effect: To account the change of viscosity on the initiation reac-
tion, the following expression that follows the development in the homopoly-
merization was used.

3

-
koM + koo M. 2 3-144
(kinoMi + kioo 2)37“11D1 ( )

11,
ffo

The ratio of initial diffusion coefficient for the initiator (D;q) and the
initiator proportionality constants were assumed to be the same as the ho-

mopolymerizations.

e Gel effect: As the free volume already accounts for the contribution
of all present components, the gel effect was calculated in the same way of the

homopolymerizations.

1 B 1 i 1
Fii B Etiio 4 DpeT N 4

(3-145)

where 7 = 1 indicates P chains related reactions or PVAc parameters and ¢ = 2
indicates () chains related reactions or PMMA parameters.

The effective termination radius for the termination reaction ry; was
calculated from the same equations, but the term related to the zeroth order
moment changes according to which reaction it refers.

(i)

Tt = (3—146)

T;
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g \12
T = (2]52> (3-147)

oL 2%
Jei Jecio Xeio

(3-148)

oo = for i=1
0,0 = 70,0 <3_149>
)\070 = 70,0 for i=2

The values of 9;, jeio and X,y were assumed to be equal to the ones in the

homopolymerizations. The same can be said about the residual termination.

Ftei = Krii + Kiiires (3-150)
Ktiires = Akpii M; (3-151)
A=7m85.Na (3-152)

The following relation was applied to account for cross termination.

k
by = 5 12

—_ 3-153
i fina) 172 (8-153)

where ¢, is the cross termination parameter.

e Glass effect:
For the same reason as in the gel effect, the propagation kinetic constants

were treated individually as shown in eq.(3-154)

1 1 1

= +
kpii kpiiO A7 D i TmiN 4

(3-154)

Considering the cross propagation kinetic constants can be directly
calculated from the reactivity parameters as shown in eq.(3-138), the glass

effect on theses terms are already being accounted for.
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3.3
Model parameters

An extensive literature research was performed to find kinetic and
physical parameters of both systems. The values and expressions used in the
simulations are separated into two groups: kinetic parameters and species
properties. It is important to notice subscription 1 is related to vinyl acetate,

while 2 relates to methyl methacrylate.

Table 3.1: Kinetic parameters gathered from the literature.

Parameter Value/Expression Unit Ref.
kq 1.7 x 10" exp(—30000/(R*T)) s [86]
kpi10 4.2 x 10%xp(—6300/(R*T)) Lmol™'min~'  [39]
Kte110 1.6 x 10"2exp(—2800/(R*T)) Lmol™'min=t  [39]
Eiai10 0 - [87]

Eimit0 kpi104.42 x 10~ 2exp(—11297/(RT))  Lmol ‘min™" [88]

Kip11o 9.912 x 10°exp(—6300/(R*T)) Lmol™'min='  [87]
K20 2.95 x 107exp(—4353/(R*T)) Lmol™'min=t  [21]
kom0 ; 87]
Kta220 5.88 x 10%xp(—701/(R*T)) Lmol 'min=t  [21]
Ktm220 4.3 x 102exp(—71800/(RT)) em3mol~ts™1 [88]
Kip220 4.425 x 103exp(—4353/(R*T)) Lmol™'min='  [87]
19 0.0261 [DI] [89]
ror 24.025 D] 89]
Eip120 3.86 x 107exp(—6300/(R*T)) Lmol 'min~1  [87]

ktp210 kp1104.42 X 10_261']7(—11297/(R*T)) Lmol_lmin_l [87]
1 1 [Dl] [87]

2 1 [D1] [87]

R =18.314 (J mol ' K1) ; R* = 1.9872 (cal mol 1 K~!); Ref. denotes reference.
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e Species properties:

The considered species are BPO, VAc, MMA, PVAc and PMMA. The
copolymer properties are calculated from the last two, as mentioned in the

previous setion. The physicochemical properties of each of them can be found
in Tables (3.2) to (3.6).

Table 3.2: Benzoyl peroxyde properties.

Parameter  Value Unit Ref.
MW 242.2 gmol™'  [90]
1% 0.822 em3g™! [91]

p1 1.334 gLt [92]

M;; 101.12 gmol™  [91]

g 1 [D1] [91]

No relation with BPO density as function of temperature was found, so its
difference was assumed to be negligible.

Table 3.3: Vinyl acetate properties.

Parameter Value/Expression Unit Ref.
Pmi 0.9584 — 1.3276 x 1073(T — 293.15) gmL~! (93]
MW, 86.02 gmol™* [94]
V. 0.840 em3g! [87]
M, = MW, gmol ! -

Qm10 0.070 [DI] [27]
Q1 5.1 x 1074 Kt [27]
Tym1 109 K [27]
Tm1 0.6 [DI] [87]

Dyt 0.000026 em2s~1 [88]
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Table 3.4: Methyl methacrylate properties.

88

Parameter Value/Expression Unit Ref.
P 0.968 — 1.225 x 10~3(T — 293.15)  gmL~" [20]
MW, 100.13 gmol™* [20]
Vv, 0.868 em3g™! 87]
M;s = MW, gmol ™! -

QUm0 0.011 (D] [27]
O 2.9 x 10~ K- [27]
- 159.15 K [27]
Ym2 0.3 (Dl [87]
Do 4.96 x 10710 dm®*min=t  [20]

Table 3.5: Poly(vinyl acetate) properties.

Parameter Value/Expression Unit Ref.
Poi 1.211 — 8.496 x 10-4(T — 273.15)  gmL~! [87]
Tel 1.6 x 1077 cm 87]
Vi 0.748 em3g! 87]
Q10 0.025 (D] [27]
a1 5.0 x 1074 K- [27]
Ty 305.19 K [27]
X0 100 (D] [28]
1 6.9 x 1078 cm [95]
G 0.129 (D] [87]
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Table 3.6: Poly(methyl methacrylate) properties.

Parameter Value/Expression Unit Ref.
Pp2 1.212 — 8.45 x 1074(T — 273.15) gmL™1 [20]
Teo 1.7 x 1077 cm 87]
Vi 0.788 em3g! 87]
Q20 0.025 [DI] [27]
Qp2 3.0x 107 Kt [27]
Top2 388.15 K [27]
Xe20 256 [DI] [28]
02 6.9 x 1078 cm [95]
Ga G2 [ Dl] _

As mentioned before, not all constants are available in the literature
and some are highly dependent on the system. Thus, the particle swarm
optimization algorithm was implemented to estimate the missing data. Table

(3.7) lists all estimated parameters for each polymerization simulated.

Table 3.7: List of estimated variables in each polymerization system.

PMMA Useg Ay B, o Jo €i20/ Dio

P(VAc-co-MMA)  ay, A4, B, o Jo Biprz - Bipor

As it can be seen, all estimated variables are related to viscous effects.
Bipr2 and Biy21 are terms that multiply the cross transfer to polymer constants
of same index. They were added to have the possibility of adjusting the system,
since not all authors consider this cross reaction [96]. The fraction parameters
estimated in the homopolymerizations were used in the copolymerization.

All other parameters were estimated because, their value were not found
in the literature or they are susceptible to change according to the reaction

medium or conditions.
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In relation to the BPO efficiency, for example, different values have
been reported. Zhang & Ray [19] indicate a range between 0.5 and 0.6 for
temperatures above 100 °C. Mayo at al [97] reported values of approximately
0.9 and 0.95 at 60 °C. Silva et al [40] considered f equal to 0.8 at 70 °C.
Verros & Achilias [35] has performed a solution polymerization of vinyl acetate
initialized by BPO, where they estimated an initiator efficiency of extremely
lower value at 60 °C. They debate the present species may have influence over
this parameter.

With all the uncertainty present in the literature in relation to the
initiator efficiency of BPO, it was decided that this parameter would be
estimated. The value found in the modeling of PMMA was used in the PVAc
implementation. f, was also reestimated in the copolymerization modeling in

order to provide means of comparison to the first estimation.

3.4
Program structure

The model was implemented in Python and the main packages used
were NumPy, for matrix operations; SciPy, for integration tools, Mat-
plotlib for graph generation and random for stochastic variables. As three
different systems are considered, three programs following the same major

structure of four scripts were written.

e Susp_ simu.py

Responsible for the routine that receives one value for each unknown
parameter, the available experimental data and a variable that indicates if
plot is desired. It possesses all functions related to viscous effects, differential
equation system, the initial conditions and all other parameters needed for

the simulation. It returns the error value related to the experimental data.

e Graphs_ plot.py
Script called by Susp_ simu.py to generate simulation and experimental

data graphs.

e Main.py
Calls Susp_simu.py a single time for an specific set of values of the
unknown variables, sending the plotting variable as true and also informing

the experimental data. It displays experimental error.
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e PSO__estimation.py

Script that estimates the unknown parameters through error minimiza-
tion using particle swarm optimization method. The objective function to be
minimized is set using Susp_simu.py. In addition, to avoid problems on speed
calculations related to the different scale size of each variable, estimation was

performed in terms of logarithm instead of direct values.

The method chosen as stopping criteria for the PSO was the sum of par-
ticle speeds, because low sum values indicates particles are practically static
and the system is not likely to improve further. The value of all variables used

in this numerical method are shown in Table (3.8).

Table 3.8: List of PSO parameters used in the estimation process.

Number of particles w Ch Cy *itmae  tolerance

30 0.9 1 1 500 0.1

*itmaz is the maximum amount of PSO iterations before the program stops.

The acceleration coefficients were defined as the same, so no priority
would be taken between the individual and global best influence. The inertia
weight, on the other hand, was defined as slightly lower, in order to favor
convergence.

In relation to the objective function, using the residual sum of squares
was not appropriate to evaluate the model performance, because the order
of magnitude between the evaluated experimental parameters (conversion,
average molecular weights and composition). Since no experimental variance
was available, eq.(3-155) was chosen empirically to solve this problem. It is

important to notice there is presence of unit in the error terms.

. . 2
predicted experimental
% - U;

Error = Z Uea:perimental <3_155>

i [

where U is a general variable to represent a given experimental data being

analyzed.
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3.5
Concluding remarks

From the considered chemical equations, it was possible to write the bal-
ance equations for both homopolymerizations and copolymerization systems.
The amount of differential equations generated are impracticable for numerical
resolutions, so the method of moments was applied and, after a long mathe-
mathical development, it resulted in a considerable reduction of the quantity
of expressions.

As the reaction rate of free radical species is significantly higher than
the other components, the QSSA was applied and the final balance system
for the homopymerization processes include 6 differential equations and 3
live moments expressions. The copolymerization balance, on the other hand,
included 10 differential equations and 12 live moments expressions.

With the balances established, the viscous effects were included using a
diffusion-controlled model already present in the literature. Having all needed
expressions, the physicochemical parameters of each species were retrieved
from different reports and the missing or uncertain parameters were selected

for estimation using the particle swarm optimization algorithm.
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Experimental procedure of collected data

Even though all experimental data was collected from the literature, it
important to understand how the experiments were performed. Therefore, this
chapter is devoted to a brief description of the experimental procedures that
resulted in the data used in the modeling. It is important to mention that,
in these studies, several conditions and characterizations were performed, but
only the ones viewed as relevant to this research were specified. Besides, the
analyzed experiments do not present any duplicate, meaning no experimental

variance can be calculated.

4.1
Poly(vinyl acetate)

The suspension homopolymerization of vinyl acetate was performed by
Azevedo in more than one condition [14, 98], following a literature proportion
recipe [65]. The considered conditions for the simulation are shown in Table

(4.1).

Table 4.1: Experimental conditions for PVAc synthesis.

Substance Value Unit
VAc 200.0 g
BPO 2.0 g
PVA 0.2 g
Water 420.0 g
Temperature 80 °C
Stirring speed 500 rpm
Reaction duration 4 h

e Experimental procedure

To be able to contain the planned volume, a 1 L jacketed glass reactor
was used. The reactor was sealed with a metallic lid supporting the reflux
condenser (set at 10 °C), the termocouple and the stirring rod, as illustrated
in Figure (4.1).
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Figure 4.1: Illustration of the experimental structure used.

The reaction procedure started by preparing the suspending phase (dis-
tilled water) with dissolution of 0.05 m/m % of stabilizer agent (PVA). The
solution was set to 500 rpm agitation and it was heated using a termobath
of ethylene glycol (99.5 %). Upon reaching reaction temperature (80 °C), a
previously prepared solution containing the monomer and initiator at desired
quantities was added to the reactor. The system conditions were kept constant
until 4 hours of reaction, when thermobath was set to room temperature and
no more agitation was applied. The solution was then transferred to a beaker
and stored in a refrigerator. After cooling, the polymer was separated from
the liquid phases using suction filtration and put into a drying oven with air

recirculation for 24 hours before being analyzed.

e Characterizations

During the course of the reaction, samples of approximately 3 mL were
collected through one of the lid openings using a flask and line system. They
were then neutralized with three drops of alcoholic solution of hydroquinone
and dried under vacuum before being stored in a dry oven until possessing

constant mass. Conversion was calculated through gravimetry, as presented in
eq.(4-1).

m; —1m
X=——"

my @
where X, m;, m, and ¢ are the conversion, sample weight before drying, sample

(4-1)

weight after drying and the relative amount of organic phase in the reaction.
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The number- and weight-average molecular weights were only measured
for the system after reaction ended by size exclusion chromatography using
a 200 puL tetrahydrofuran solution containing 1 mg.mL~! of polymer. The
chromatograph was the Viscotek GPC Max VE 2001 (Malvern, United King-
dom), while the three chromatography columns used were Shodex (Téquio,
Japan). For detection, the system was plugged in a Viscotek VE 3580 refrac-
tometer detector and the system temperature was set to 40 °C. For calibration,
polystyrene standards between 5 x 103 and 1 x 10° Da were used.

The 'H Nuclear Magnetic Resonance (*H-NMR) spectroscopy was also
applied to the final material in order to confirm the obtained structure. The
equipment used was a Bruker AVIII-500 (Billerica, United States), at 500 MHz
frequency and equipped with a 5 mm probe. The solvent containing the sample

was deuterated chloroform.

4.2
Poly(methyl methacrylate)

Although it was carried out in a smaller scale, the suspension homopoly-
merization of MMA, performed by Santos [99], followed relatively close pro-

portions of the VAc reaction as it can be seen in Table (4.2).

Table 4.2: Experimental conditions for PMMA synthesis.

Substance Value Unit
MMA 75 g
BPO 0.525 g
PVA 1 gLt
Water 225 g
Temperature 80 °C
Stirring speed 800 rpm
Reaction duration 1.5 h

e Experimental procedure

The homopolymerization of MMA was performed in a 0.5 L jacketed
glass reactor with a glass lid possessing opening from where the termocouple,
the stirring rod and the reflux system were connected to the reactor. Figure
(4.1) also accurately represents the system in place.

First, the aqueous solution containing 1 g.L~! of stabilizer agent (PVA)
was prepared and added to the reactor. Agitation was maintained and temper-
ature was set to 80 °C. When reaction temperature was attained, a mixture

of monomer and initiator previously prepared was transferred to the reactor.
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At 90 min of reaction time, heating and agitation were turned off. At lower
temperatures, the polymer was separated from liquid phases using vacuum
filtration and was it transferred to the drying oven set at room temperature.
After completely dried, the material was analyzed.

e Characterizations

During the reaction, solution samples of 5 g were collected through one of
the openings of the lid using a pipette. The samples were put in an aluminium
foil recipient containing an 1 %m/m solution of hydroquinone for neutralizing
the solution. The recipient was then transferred to be cooled in the freezer
for 10 minutes. Then, the material was put in the drying oven until constant
weight.

The molecular weights were also measured through size exclusion chro-

matography only for the final material.

4.3
Poly(vinyl acetate-co-methyl methacrylate)

The suspension copolymerization of poly(vinyl acetate-co-methyl
methacrylate) was performed by Azevedo in many different conditions [14]
. These studies resulted in three publiblications focused on analysing dif-
ferences in particle size distribution and on posterior alkalyne hydrolysis
process [100, 101, 102].

As this research was carried out in the course of the same study of
PVAc suspension polymerization, the exact same procedure was implemented,
including the characterization methodology and the equipments used. The

major differences are related to the conditions, as shown in Table (4.3).

Table 4.3: Experimental conditions for P(VAc-co-MMA) synthesis.

Substance Value Unit
VAc 140.0 g
MMA 60.0 g
BPO 2.0 g
PVA 0.2 g
Water 420 g
Temperature 80 °C
Stirring speed 500 rpm
Reaction duration 4 h

An important extra characterization step is the evaluation of the copoly-

mer’s composition. From the 'H-NMR spectrum it was possible not only to
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identify the present structures, but also to quantify the molar fractions of

incorporated monomers with considerable precision.

4.4
Concluding remarks

Experimental data of the homopolymerization of poly(vinyl acetate)
and poly(methyl methacrylate), as well as the copolymerization of poly(vinyl
acetate-co-methyl methacrylate), have been collected. The three experiments
follow a very similar methodology and also possess regeants in comparable
proportions.

All experiments presented conversion evolution over time, but the average
molecular weights were assessed only for the material at the end of the reaction
duration. As no duplicate data was informed, it was not possible to calculate
the experimental variance for the conversion, although a precision range for

the average molecular weights was given for the copolymerization.
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5

Simulation Performances

As the title suggests, this chapter contains the results and discussion
related to the simulation of the polymerizations of VAc, MMA, and P(VAc-
co-MMA). The model was able to predict the experimental data with close
proximity for the homopolymerizations. In the copolymerization, it also had a

fairly good performance, with some details that will be further discussed.

5.1
Estimation process

Every estimation took a considerable amount of time to be executed,
specially for the copolymerization, as presented in Table (5.1). This was
expected, because a numerical integration is performed each time a particle
position is updated and the total amount of balance equations to be solved
in the hompolymerization is 6 with 5 or 6 estimated parameters, while in
the copolymerization this quantity practically doubles (10 equations with
7 estimated parameters). Another factor that contributes to the extended
execution duration of the copolymerization system, is the fact that for every
execution the position of the particle and its F,,; were register for later

statistical analysis.

Table 5.1: PSO execution time.

PVAc PMMA P(VAc-co-MMA)
3h 6 min 1h 34 min 7h 8 min

As the PSO execution time was considerably high for all polymerizations,
the application of the Numba package was considered, since it accelerates
python code execution. Unfortunately, it was not possible to implement it, due
to its incompatibility with the integrator package (Scipy). Other alternatives
to improve execution performance were considered such as parallel processing
and cython programming. However, differently from the Numba package, the
two alternatives require to rewrite a significant portion of the program, which

is not a viable option for the moment.
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It is possible to observe from Figures (5.1) to (5.3) how the best global
error decreases rapidly at the beginning of the process to later stay almost
constant. Such behavior can be interpreted as an initial general search when
particles are scattered and start converging to the region with lowest errors,
followed by a more 'fine tuning' in this limited area before stopping. As
expected, the decrease of the global best is followed by a slight increase in
speed, meaning particles start moving towards the new best position. This is
usually followed by a decrease of the speed. It is important to comment that
the initial values for the estimated parameters are chosen randomly, which

means the behavior observed may vary in each execution.

VAC
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L 25
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Figure 5.1: Vinyl acetate estimation progress at each iteration.
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Figure 5.2: Methyl methacrylate estimation progress at each iteration.
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Figure 5.3: Poly(vinyl acetate-co-methyl methacrylate) estimation progress at

each iteration.

Finally, the optimal parameter values found for each system are shown
in Table (5.2).
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Table 5.2: Results of the estimation for all three polymerizations.

Parameter PVAc PMMA  P(VAc-co-MMA)

(seq 3.99 1.37 x 107! 5.74 x 1072
A, 4.83 x 107*  2.62 x 107* 2.82 x 1074
B, 558 x 107! 5.33 x 107! 6.80 x 107!
Yp 2.11 x 1071 7.30 x 107! 4.34 x 1072
€10/ Dio 9.99 x 10>  9.91 x 107! -
fo - 3.12 x 1071 3.26 x 1071
Bipra - - 3.55 x 1073
Bipo1 - - 6.17 x 10

In the three estimations, o, and v, change considerably, indicating the
relation between the homopolymerization and copolymerization parameters is
more complex than pondering according to medium composition when it comes
to the gel effect. The fraction related to the glass effect also changes, as it is
highly dependent on the initiator and the reaction medium. The parameter
B, presented a slightly higher value for the copolymer and the terms related
to it have a considerable impact on the system, which was not expected, since
the copolymer intrinsic viscosity was thought to present a behavior between
the ones of the hompolymers. The estimation of the initial efficiency of the
initiator resulted in very similar values in both homopolymerization of PMMA
and copolymerization of P(VAc-co-MMA), which presents which is a positive

indication on the estimation of this parameter.

5.2
Polymerization prediction

Differently from 5.1, in this section, the polymerizations are treated

separately, because each system has its peculiarities.

5.2.1
Poly(vinyl acetate)

The model presented great capability for predicting the conversion, as
it can be seen in Figure (5.4). Besides, the slight fluctuation observed in the
experimental data is probably related to imprecision normally expected for
this type of heterogeneous system, where sampling can be extremely difficult
to be representative. Unfortunately, as no duplicate was performed to allow

revaluation of experimental variance.
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The experimental data indicates a rapid increase in conversion and the
model is capable of repeating this behavior. The gel effect seems to be strongly
present from the beginning of the polymerization, which was not expected,
as conversion is considerably low. This can be confirmed by observing the
behavior of k1 plot shown in Figure (5.5). This parameter decreases fast at
the beginning, followed by a stabilization related to the translation diffusion
and reaction diffusion shown previously in Figure (2.16). The reaction diffusion
decrease represents stage of diffusion-controlled propagation. This behavior
was expected to be a smoother, but it was considered coherent with the
conversion plot, as it presented all expected stages and also good prediction
capabilities. Additionally, this behavior could be related to a model inaccuracy,

due to some parameters that presented different values in the literature.

1.0
0.8
0.6 -
8
=
0.4 +
0.2 +
— Model prediction
+ Experimental data
0.0 f T T T T
0 50 100 150 200

t[min]

Figure 5.4: Conversion over time for the experimental data and model predic-

tion of vinyl acetate homopolymerization.

From the conversion chart, it is also possible to observe the glass and
cage effects, represented by the stabilization at higher conversions. As shown
in Figure (5.6), these effects present the expected behavior, because the cage
effect reduces the initiator efficiency before k,;; decrease due to glass effect.

The model also approximated fairly well the number- and weight-average
molecular weights, as shown in Figure (5.7). In both cases, the predicted value
stayed below the experimental data, but it was considered to be well represen-
tative, considering no imprecision range was given for further evaluation.

Figure (5.8) shows the evolution of M, and M, as reaction advances.

All throughout the simulation, M,, stays smaller than M,,, which is expected.
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A fast increase can be observed at the beginning of the process for both cases.
However, for M,, variation stabilizes while M, continue increasing, but in a
considerably lower rate. This probably happens because of the gel effect, where
chains do not terminate as fast as monomer is incorporated, increasing the

amount of high molecular weight chains.

1012 4

1011 J

ki1 [L/(mol.min)]
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10° . . . .
0.0 0.2 0.4 0.6 0.8 1.0
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Figure 5.5: Gel effect present in the simulation of PVAc.
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Figure 5.6: Cage and glass effects present in the simulation of PVAc.
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Figure 5.7: Final average molecular weights for the experimental data and

model prediction in the homopolymerization of vinyl acetate.
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Figure 5.8: Average molecular weights evolution in the simulation of PVAc.
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5.2.2
Poly(methyl methacrylate)

As observed in the experimental data, the synthesis of poly(methyl
methacrylate) is susceptible to the viscous effects in a different pace than
the PVAc process. Figure (5.9) shows the experimental data seems to have
less fluctuations than the other homopolymerization, probably due to the
difference in sampling methodology or simply in the kinetic behavior of each
system. Consequently, the model was able to have better performance in the

prediction of conversion.

1.0
- Model prediction
+ Experimental data
0.8 1
0.6 1
g
=
0.4 -
0.2 1
0.0 U T T T T T
0 20 40 60 80 100
t [min]

Figure 5.9: Conversion over time for the experimental data and model predic-

tion of methyl methacrylate homopolymerization.

The gel effect happens at intermediate conversion where k0o decreases
significantly, as indicated in Figure (5.10), reflecting in the autoacceleration
effect observed around 50 minutes. The following stabilization of the reaction
happens due to the cage and glass effects that can be confirmed to be accounted
by observation of Figure (5.11).

One may notice that a very small change can be observed in the behavior
of koo after 0.75 conversion. It is the transition to the stage where chain motion
is controlled by propagation, meaning k;,.; becomes important, following
eq.(2-45) and (2-46).
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Figure 5.10: Gel effect in methyl methacrylate modeling.
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Figure 5.11: Cage and glass effects in methyl methacrylate modeling.
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The behavior of the average molecular weights as well as the comparison
to the experimental data at the end of the reaction are shown in Figures (5.12)
and (5.13).

107 1

] Model prediction
] W Experimental data
Model prediction
106 4 B Experimental data

105 4

104 1

Average molecular weight [g/mol]

103 i

Figure 5.12: Final average molecular weights for the experimental data and

model prediction in the homopolymerization of methyl methacrylate.
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Figure 5.13: Average molecular weights evolution in the simulation of PMMA.
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Although the average molecular weight predictions seems to be not so
good than the ones in VAc simulation, the experimental data may not have high
accuracy. Santos [99] explained in his thesis that during the measurement of
the molecular weights, other analyzed products caused the clogging of the filter
in the equipment, changing the previously constant pressure of the system.
Consequently, the resulting values are not as precise as desired. Despite this
inaccuracy, one can see the general order of magnitude of the model remained
close to the experimental data, therefore it was considered to be successful.
From Figure (5.12), it is possible to notice a sudden increase in both weight-
and number-average molecular weights around fifty minutes, when the gel effect
is considerable, as it can be seen in Figures (5.9) and (5.10). This increase
stops around sixty minutes, when the glass effect starts happening, as shown
in Figure (5.11), meaning the average molecular weights behavior are coherent

with the viscous effects.

5.2.3
Poly(vinyl acetate-co-methyl methacrylate)

Before presenting and discussing the simulation final results for the
copolymerization system, it is important to explain a specific part of the
development that lead to the analysis of the experimental data for the
conversion.

At initial testing simulations of the copolymerization model, the PSO did
not seem to be able to adjust conversion and composition at the same time.
This performance was odd, since these parameters are considerably related and
the reaction followed the faster consumption of MMA in relation to VAc as it
was expected from the literature [14]. Considering the copolymer composition
measurement was performed by "H-NMR, an extremely precise technique, and
the initial monomer masses were also measured with precision, the limitation in
the PSO could be related to conversion data imprecision being more important
than expected.

As already mentioned, Azevedo [14] reported the sampling method
adopted consisted on recovering the material using a flask line system. Un-
fortunately, it means there is no guarantee the samples were retrieved from
the same spot in the reactor, which increases possible experimental inaccu-
racy. Besides, the suspension polymerization is a heterogeneous technique and,
consequently, as reaction advances, these differences in location become more
important.

To confirm the suspected inaccuracy and quantitatively approximate the

measurement, precision range, the following mathematical development was
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conducted.
MMA molar fraction and the total mass consumed in the reaction can

be calculated as shown in eq.(5-1) and (5-2).

N2 cons
Foo = ’ 5-1
" N1 cons + N2 cons ( )
Meons = nl,consMWI + n2,consMW2 (5‘2)

where n is quantity in moles, I denotes VAc, 2 expresses MMA and cons
indicates quantity consumed in the reaction.
By isolating 7 cons in the first expression, replacing it in the second and

rearranging terms, it is possible to obtain eq.(5-3).

n . mcons
2,cons — _
MW, + =2 MW,
n

(5-3)

The polymer composition was evaluated only for the material at the end
of the reaction, so the following data is referring to this experimental moment.

Considering the measured global conversion was of 53.7 % and the total
initial mass was 200.0 g, Mcons can be approximated to 107.4 g. From the 'H-
NMR, MMA molar fraction was measured to be around 61.40 %, meaning the
consumed molar quantity of MMA can be calculated from eq.(5-3) resulting
in 0.697 mol which is equivalent to approximately 69.75 g of total MMA
consumed.

As shown in Table (4.3), the initial mass of MMA used in the process was
60.0 g, meaning there is an extra 9.75 g accounted that can be translated as an
approximated inaccuracy of at least 16.25 % in relation to the initial mass. This
could explain the PSO difficulty on adjusting composition and conversion at
the same time. Besides, it is not possible to generate the experimental variance
matrix, meaning a quantitative confidence region for the estimated parameters
could not be reached.

Although the presented experimental error indicates the system is not
exactly in accordance to the well-done experiment hypothesis, the statistical
evaluation using the Fisher parameter, as shown in eq.(2-51), was implemented
to illustrate the estimation behavior and give a qualitative analysis of the
model’s confidence region. The charts of multiple values of model parameter

combinations can be found in Appendix C, while Table (5.3) shows the
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confidence limits for each estimated parameter if the well-done experiment
assumption could be adopted. Keeping all this in mind, it is now possible to
analyze the copolymerization results. The confidence region plots present in
Appendix C indicate the parametric regions observed are not much populated,
implying the confidence region is probably bigger than the one observed.
This behavior could be explained by the low amount of particles in the
PSO algorithm and by the tuning parameters chosen, that lead to a faster
convergence, since a slower convergence would mean a more complete analysis
of the region. Unfortunately, for hardware limitations and execution time, the

system was not reevaluated with different parameters.

Table 5.3: Confidence region of the estimated parameters in the copolymeriza-
tion considering the well-done experiment hypothesis.

Parameter Minimum Optimum Maximum
seg 2.72x 1072 574 x 1072 9.56 x 1072
A, 1.57 x 107 2.82x 107* 3.49 x 10~*
B, 6.65 x 1071 6.80 x 107t 7.36 x 101

Yp 1.01 x 1072 4.34x 1072 1.0 x 10°
fo 3.25 x 107" 3.26 x 107" 3.78 x 107!
Bip12 1.09 x 1073 3.55 x 107* 1.35 x 1072
Bip21 4.11 x 10*  6.17 x 10} 8.50 x 10*

Figure (5.14) expresses the model prediction and experimental data for
the conversion of poly(vinyl acetate-co-methyl methacrylate). Notice the error
bar is the approximated experimental imprecision calculated above.

As it can be seen, the model prediction is significantly close to the ex-
perimental data. As reaction advances, the latter indicates a sigmoid behavior
where cage and glass effects would supposedly happen at extremely low con-
version values. The model, on the other hand, indicates the gel effect would
only have just started happening around the time the reaction was stopped.
This indicates the extent of the conversion imprecision could include the three
last points, but not the others. This could be considered coherent, because of

the heterogeneous characteristics of the process. Additionally, it is important
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to observe that the behavior of the systems is, again, much more complex than

the a simple pondering of the homopolymerization systems.

0.8 { —— Model prediction
+ Experimental data
0.7 1 Confidence region

0.6 -

0.5 A

X [DI]

0.4

0.3 -

0.2

0.1 ~

0.0 T . . . . .
0 50 100 150 200 250

t [min]

Figure 5.14: Conversion over time for the experimental data and model
prediction of poly(vinyl acetate-co-methyl methacrylate copolymerization).

The optimal estimation is extremely close to the lower end of the
approximated error bar. This makes sense, since that lower region allows
composition to be close to the 'H-NMR analysis.

The behavior of the model confidence region could be explained by two
reasons. Firstly, the estimated parameters are mostly related to the viscous
effects which happen at higher conversion values, meaning they would not
affect the initial stages of the polymerization without significantly affect the
composition and molecular weights that are accounted in the estimation.

Secondly, the lack of precise data after the fifth point could be generating
the observed enlargement of the confidence region, since the viscous effects
themselves are more sensitive at these conversion levels. Notice the qualitative
confidence region is almost all aligned with the approximated experimental
inaccuracy.

An important aspect that influence the accuracy of the model and
deserves to be recognized is the variability of parameters present in the
literature, such as the kinetic constants, specially when it comes to the

copolymerization. As the amount of experimental data is was already limited,
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it was not possible to estimate these parameters, so the most prevalent ones
were selected.

To verify the hypothesis about the model indicating the gel effect has
barely started around 240 minutes, the conversion, the kinetic constants and
the initiator efficiency were evaluated for higher reaction time (325 minutes)
and the extrapolated region was indicated by a vertical line, resulting in Figures
(5.15) to (5.18).

It is possible to notice indeed the presence of the gel effect followed by
the glass effect in the extrapolated region in Figure (5.15). One can notice the
sudden increase starts stabilizing for higher conversion values, indicating the
presence of the glass effect. Additionally, the conversion rate is lower than both
homopolymerizations for both model and experimental data, which reinforces

the non-linearity between the polymerization behavior and the composition

variation.
1.0
- Model prediction
+ Experimental data
0.8 1
0.6 1
g
=
0.4 -
0.2 1
0.0 U T T T T T T
0 50 100 150 200 250 300
t [min]

Figure 5.15: Conversion over time for the copolymerization. The vertical red

line indicates the start of the extrapolated region.

Figure (5.16) shows the decrease of each termination constant. The
parameter k;;; suffers a considerable decrease from the beginning of the
reaction, which is coherent with the expected consumption of MMA, because
of its higher reactivity. The reduction related to the PVA termination kinetic
constants, on the other hand, happen sooner than expected. It is possible to

observe a more significant decrease of the termination kinetic constants in the
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extrapolated region which is reflected in the sudden increase observed in the

conversion.
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Figure 5.16: Gel effect in P(VAc-co-MMA) modeling. The vertical red line
indicates the start of the extrapolated region.

Figure (5.17) indicates the presence of glass effect only for extremely
high conversions and for the kp; and k,ge parameters. This behavior is
comprehensible, since there is no experimental data in this region to better
adjust the glass effect. Even though the decrease in the propagation constants
is relatively low, it reflects in the stabilization observe in the conversion chart.

The initiator efficiency stays constant until around 80 % conversion where
it starts decreasing rapidly due to cage effect, as it can be observed in Figure
(5.18). This effect also contributes to the stabilization observed at higher
conversion values.

In relation to all viscous effects, it was possible to observe how challenging
modeling these effects can be, specially when it comes to copolymerization

systems.
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Figure 5.17: Cage effect in P(VAc-co-MMA) modeling. The vertical red line

indicates the start of the extrapolated region.
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Figure 5.18: Glass effect in P(VAc-co-MMA) modeling. The vertical red line

indicates the start of the extrapolated region.
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As indicated in Figure (5.19), the composition prediction is extremely

close to the experimental measurement.

0.7

Model prediction
0.6 - [ Experimental data
Model prediction

05 I Experimental data
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0.3 A

0.2 -

Incorporated molar fraction [DI]

0.1 A

0.0 -

VAc MMA

Figure 5.19: Model prediction and experimental data on the copolymer com-

position.

Figure (5.20) and (5.21) show the model prediction of the average
molecular weights specifically at 240 minutes and through out the simulation,
respectively.

The simulation returned average molecular weights withing the given pre-
cision range, which indicates the model presents good prediction capability for
M,, and M,,, as presented in Figure (5.20). Additionally, the confidence region
stayed close to the optimal model response throughout the simulation, as indi-
cated in Figure (5.21). It is possible to observe that both weight- and number-
average molecular weights presented a close value to the homopolymerization
of PVAc, although their behavior throughout the reaction has characteristics

of both homopolymerizations.
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Figure 5.20: Final average molecular weights of experimental data and model

prediction in the copolymerization of P(VAc-co-MMA).
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Figure 5.21: Average molecular weights in the simulation of P(VAc-co-MMA).

An initial fast increase of the average molecular weights can be observed,
which is related mostly to the consumption of MMA, as indicated in Figure
(5.22). This could also explain the decrese in M, since more new polymer

chains are formed due to the start of VAc consumption. As MMA is almost
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depleted, VAc consumption rate suddenly increases, once again indicating the
beginning of the gel effect.
Other charts like volume and initiator variation for both homo- and

copolymerizations can be found in Appendix D.
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Figure 5.22: Monomers consumption throught the reaction.

5.3
Concluding remarks

The estimation of the missing parameters was conducted using PSO
algorithm. The process took a considerable amount of time, specially for the
copolymerization system, since it has more complexities and, therefore, a longer
execution time.

It was possible to predict the experimental data for the homopolymeriza-
tion of vinyl acetate and methyl methacrylate, as well as for the copolimeriza-
tion of the poly(vinyl acetate-co-methyl methacrylate) with certain precision.
In the latter, a range of inaccuracy was approximated for the conversion data
using the provided experimental measurements. This approximation assisted
on explaining some apparent deviations of the model, meaning more inves-
tigation of the system behavior is needed. Nevertheless, it was considered a
successful implementation, specially considering how challenging the modeling
of copolymerization viscous effects is. Additionally, it was possible to observe
the change in composition related to the copolymerization system seems to be

much more complex than a linear relation to the homopolymerizations.
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For further confirmation of the model’s prediction capacity, it would be
interesting to perform the copolymerization experiment in a more controlled
condition in relation to the sampling precision. Besides, as the model indicates
the system was at the beginning of the gel effect when reaction was stopped,
meaning higher conversions could probably be achieved by increasing the

reaction duration, as indicated in the extrapolation performed.
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Conclusions

A diffusion-controlled free radical suspension copolymerization model has
been developed for the synthesis of poly(vinyl acetate-co-methyl methacry-
late). The model has been written using the method of moments for the bal-
ance equations and the quasi-steady state approach was considered for the free
radical species. The gel, cage and glass effects were accounted using diffusion
principles of each component according to mathematical frameworks present
in the literature. This development was carried out not only for the copoly-
merization, but also for the homopolymerization of vinyl acetate and methyl
methacrylate.

An extensive report research was conducted in order to find the physico-
chemical parameters necessary in the modeling. Additionally, the experimental
data was also recovered from the literature. Since there was a lack of informa-
tion regarding the values of some parameters, the particle swarm optimization
algorithm was performed to compensate for the absent attributes. It also al-
lowed to retrieve a qualitative region of confidence, considering the quantitative
one was not possible, due to lack of experimental variance data.

In relation to the homopolymerization processes, the model has proven
to be accurate on the prediction of polymer conversion and on the behavior of
the viscous effects, as indicated by the variation of the efficiency, termination
and propagation parameters in accordance to the literature. The prediction of
the order of magnitude of the number- and weight-average molecular weights
were also possible.

Modeling the copolymerization process was a greater challenge, as the
mathematical development demands more effort, execution duration is sub-
stantially longer and an extra analysis of the experimental data was essen-
tial. The model has shown high precision when it comes to average molecular
weights, polymer composition and the initial values of conversion. There is a
significant amount of evidence indicating the experimental imprecision is not
negligible due to the sampling method required, specially for higher conver-
sion values. Nevertheless, the simulation remained in close proximity of the
approximated experimental imprecision range.

The model indicates the process could be able to continue, since the gel
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effect had barely started when the reaction was stopped. Consequently, poly-
mer production could escalate quickly just by increasing the reaction duration
apparently not by much. This is most definitely not guaranteed, but it is an
important direction to be investigated for contributing to the improvement of
more efficient synthesis of poly(vinyl acetate-co-methyl methacrylate).

All things considered, the main objective of this research was achieved,
meaning it was possible to properly predict the suspension copolymerization
of vinyl acetate with methyl methacrylate, while also indicating conditions for
further experimental investigation. The resulting model is the first step to allow
the modeling of particle size distribution of the P(VAc-co-MMA) system, which

must be in a specific range for application in vascular embolization procedure.
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Future perspectives and suggestions

There is still much to be explored in relation to the production of

P(VAc-co-MMA) and the following are some suggestions related to this topic.

e Performing experiments for longer reaction times is interesting, but it is

probably not enough. Developing a more precise method of measuring
reaction conversion is of extreme important. Besides, performing dupli-
cates as well as including average molecular weights and composition
measurements throughout the reaction, not only at the end, would allow

better statistical evaluation and model validation.

Measuring the estimated parameters through experiments would reduce
uncertainties related to the modeling, as well as provide valuable data

to the literature.

Modeling the posterior hydrolysis process and the particle size distribu-
tion, including their relation resulting characteristics of the microspheres
would contribute considerably to a more widespread application of this

polymeric as an embolic agent.

Investigating execution time optimization using the implementation of

cython and parallel processing.
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Figure C.1: Values of the coordinates that were considered to be inside the

confidence region.
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Figure C.4: Values of the coordinates that were considered to be inside the

confidence region, continuation.
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e Poly(vinyl acetate) homopolymerization
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Figure D.1: Vinyl acetate molar behavior.
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Figure D.2: Volume behavior.
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Figure D.3: Initiator molar behavior.

e Poly(methyl methacrylate) homopolymerization
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Figure D.4: Methyl methacrylate molar behavior.
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Figure D.5: Volume behavior.
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Figure D.6: Initiator molar behavior.

e Poly(vinyl acetate-co-methyl methacrylate) copolymerization
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Figure D.7: Volume behavior.
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Figure D.8: Initiator molar behavior.
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