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Abstract

Polymer materials have wide applications in many industries, such as the food, pharmacy, construction, textile, and
cosmetics industries. For the past few years, polymer materials have drawn the attention of scientists and engineers
as a good disinfectant due to their advanced manufacturing methods, large surface areas, good stability, and low
cost. More importantly, polymer materials can be functionalized with various chemical groups to increase their affinity
towards microorganisms and broaden their applications. In this thesis, four types of multifunctional polymer materials
were synthesized to investigate their disinfection ability on bacterial cells.

By using molecular imprinting technology, a small molecule-chloramphenicol-imprinted polymer material of
nanometer size was prepared via precipitation polymerization, and large bacteria-imprinted polymer materials of
micrometer size were synthesized via surface imprinting-Pickering emulsion polymerization. Both materials had
highly specific binding to the targeted template and could be used as adsorbents. In precipitation polymerization, 3-
(acrylamido)phenylboronic acid was added to introduce boronic acid on the material surface. In neutral and basic
aqueous solutions, boronic acid groups formed reversible boronate ester bonds with the cis-diol groups of the
polysaccharides on bacterial surfaces. The release of chloramphenicol led to a high antibiotic concentration around
the bacterial cells, which killed the cells. In Pickering emulsion polymerization, positively charged vinyl-functionalized
polyethylenimine self-assembled with negatively charged bacterial cells and acted as a stabilizer for the emulsion.
Therefore, bacteria-recognition sites based on the bacteria’s physical property formed on the surface of polymer
beads after crosslinking polymerization. Ag* was released from the preloaded hydrophobic Ag nanoparticles in the
polymer beads to deactivate the bound bacterial cells.

To realize multifunctional materials for antibacterial applications, nanometer sized polymer materials were prepared
with glycidyl methacrylate by precipitation polymerization and microemulsion polymerization. The epoxide groups
were opened by polyethylenimine, which was further used to stabilize Ag nanoparticles. The final material self-
assembled with bacterial cells via electrostatic interactions. The amino groups and Ag nanoparticles endowed the
composite material with disinfection ability. The molecular spectra of bacteria could also be acquired via surface-
enhanced Raman scattering from the surface Ag nanoparticles.

In addition to spherical polymer materials, temperature tunable deactivation polymers were also synthesized with
(methacryloyloxy)ethyl]trimethylammonium by atom transfer radical polymerization, which was initiated by an
initiator containing a boronic acid group. By further modification of the terminal alkyl bromide, a fluorescent molecule,
fluorescein 5(6)-isothiocyanate, was added to the polymer chain. The obtained polymers self-assembled with
bacterial cells via reversible boronate ester bonds and electrostatic interactions. At 40 °C, the polymers showed
effective deactivation of bacterial cells via a synergistic effect. At 20 °C, the polymers displayed lower or no toxicity
to bacterial cells and could be used to label bacterial cells in flow cytometry and fluorescence imaging.
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Popular science summary

What are microorganisms? What is the relation between human beings and
microorganisms?

Microorganisms are tiny organisms that live in every corner of the planet and cannot be
seen directly by our naked eye. They were the first life form to develop on Earth
approximately 3.5 billion years ago. Although humans have lived on Earth for
approximately 300,000 years, the first discussion of microorganisms occurred in the 1st
century BC book On Agriculture by Marcus Terentius Varro. The scientific study of
microorganisms began with observation under a microscope in the 1670s by Antonie
van Leeuwenhoek. The number of microorganism types is still growing, as they are still
being discovered today. The majority of them are harmless to us and have been used in
many fields. For example, lactic acid bacteria in the bowel help us digest food; some
microorganisms are used to produce yogurt and wine by fermentation; and some
microorganisms are used to produce biobased fuel, many commercial and industrial
chemicals, polymers, enzymes and other bioactive molecules.

Although only a minimal ratio of microorganisms is harmful, for instance, less than 1%
of all bacteria are responsible for diseases, they could cause severe diseases in plants,
animals, and humans. For example, fungi could cause athlete foot, ringworm and thrush;
protozoa could cause malaria, sleeping sickness and dysentery; bacteria could cause
cholera, tuberculosis, septicemia and anthrax; and viruses could cause the flu, the
common cold, measles, mumps, smallpox, cowpox, chicken pox and rabies. Therefore,
antimicrobial or disinfection methods have been developed and used to kill or inhibit
them for 2000 years. However, some traditional disinfection methods are limited in their
usage. For instance, heating cannot be used on precious equipment or heat-sensitive
products; radiation is not suitable for turbid systems; and some chemical disinfectants
have a single function and can produce hazardous byproducts, resistance and other
disadvantages. Therefore, seeking a highly efficient, multifunctional and low-cost
disinfection method has always been an important topic for researchers.

In this thesis, polymer materials with different size distributions were synthesized using
different methods and designed with various chemical groups and surface structures to
increase their affinity to bacterial cells and enhance their antibacterial ability. I
demonstrated the possibility of using these polymer materials as effective disinfectants
for antibacterial activity. Additionally, these polymer materials showed other potential
applications, such as removing chloramphenicol as an adsorbent, collecting and
detecting bacterial strains with Raman techniques, and imaging bacterial cells with
fluorescent techniques or providing a method for reducing the leakage of heavy metals
in aquatic environments, while the antibacterial effect of Ag nanoparticles can still be
successfully exploited. I believe that polymer materials are good disinfectant materials
and can help extend other applications.
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1 Introduction

1.1 Background

Organisms can be divided into three categories: animals, plants, and
microorganisms. Microorganisms are microscopic organisms that exist in their
single-celled form or in a colony of cells and can be divided into bacteria, algae,
fungi, protozoa and viruses. They live almost everywhere, even in extreme
environments, such as deserts, rocks, and the deep sea. Microorganisms are closely
related to our daily lives, from our skin to the plate, going through all equipment,
and are widely used and studied in many fields [1]. However, some microorganisms
have threatened our lives. According to a study, microorganisms that cause plant
diseases can cause 10% of crop failures every year [2]. In addition to their influence
on agriculture, microorganisms are a major threat to plants, animals and human
health, especially since the emergence of antibiotic-resistant species and the
difficulties in developing new antibiotics [3]. Enteric microorganisms (such as
bacteria, viruses and protozoa) that can be transmitted by the fecal-oral route are the
most common reason for waterborne diseases [4]. In contrast to waterborne
diseases, Salmonella, Listeria monocytogenes and enterohemorrhagic Escherichia
coli (E. coli) are three typical foodborne microorganisms that cause a million cases
of diseases every year [5]. Pathogen contamination is a lasting worldwide challenge
in many areas. Their detection and deactivation as soon as possible are necessary
and play an important role in forestalling the explosion of pathogenic diseases [6].
Although some methods, such as polymerase chain reactions and enzyme-linked
immunosorbent assays, have been used for identifying bacteria, they are time
consuming, expensive, complex and sometimes produce false-positive results [7-9].
Hence, new methods that can fulfil the detection, identification, isolation and
deactivation of microorganisms are becoming increasingly important.

Different kinds of traditional and conventional methods have been used for
disinfection, such as different physical processes and chemical processes. However,
some chemical disinfectants and undesired side products that accumulate are toxic,
which also causes antimicrobial resistance [10]. To overcome these limitations,
polymer materials have been applied in disinfection. The macromolecular properties
of polymer materials diminish the risk of small molecular disinfectants (minimize
the residual disinfectants), improve their stability, exhibit long-term activity, are
nonvolatile, do not permeate through the skin and offer alternative mechanisms to



disinfect resistant microorganisms [10, 11]. Another significant feature of polymer
materials is their large surface area-to-volume ratio, especially for nanoparticles.
This large surface area paves the way for future research in surface-based sciences.
Therefore, polymer materials with advanced properties need to be developed to
replace traditional disinfection methods, especially for antimicrobial-resistant
microorganisms.

1.2 Aim and scope of the thesis

The aim of this thesis was to design and develop new approaches to synthesize
polymer materials that can be used in disinfection, especially for bacteria. To reach
this goal, synthetic polymer materials should enable isolation, deactivation or
detection of microorganisms. In Paper I, a drug delivery model of antibiotic-
imprinted polymer nanomaterials with boronic acid (BA) groups was synthesized
using precipitation polymerization. Under neutral conditions, BA groups can bind
with cis-diol groups on the microorganism surface, and the release of the bound
antibiotic leads to a higher concentration of antibiotic around the bacterial cells and
better disinfection. In Paper II, microorganism-imprinted polymer materials were
synthesized using Pickering emulsion polymerization. The imprinted polymer
materials have a specific binding ability determined by different bacterial shapes.
The hydrophobic Ag nanoparticles embedded in the polymer materials provided
disinfection to the bound microorganisms. In Paper 111, a polymer nanomaterial with
a positive charge and surface Ag nanoparticles was synthesized. The positive charge
from polyethylenimine (PEI) can not only isolate microorganisms from water but
also disinfect bacteria and stabilize Ag nanoparticles. The Ag nanoparticles
enhanced the polymer nanomaterial’s disinfection ability and introduced surface-
enhanced Raman scattering, allowing for the detection of the bound
microorganisms. In Paper IV, a polymer containing quaternary ammonium
compounds (QACs) and a terminal fluorescent molecule was synthesized with a
novel BA initiator. The polymers bind to bacteria by two different mechanisms:
reversible boronate ester bonds and electrostatic interactions. By changing the
temperature, the polymers acted as disinfectants at higher temperatures and acted as
fluorescent probes for imaging bacteria at room temperature.



2 Microorganisms

Microorganisms live with us throughout our life. On the one hand, they play a
critical role in human life, from fermenting food to treating wastewater and
producing fuel, enzymes, chemicals, polymers and other bioactive compounds, and
they even comprise our bodies’ microbiota [12-14]. On the other hand, they are the
pathogens responsible for many infectious diseases. Some of the microorganisms
we regularly hear about are Salmonella, E. coli, yeast, methicillin-resistant
Staphylococcus aureus (MRSA), malaria, bird flu and coronavirus. Based on their
structures, they are divided into different categories, such as bacteria, algae, fungi,
protozoa, and viruses [15]. Among them, viruses are not considered living
organisms.

2.1 Bacteria

Bacteria are the most well-known microorganisms, and they are a type of
prokaryote, which are single-celled organisms without nuclear membranes [16].
Therefore, their genetic material exists in the cells as a long, folded thread with no
specific location. Individual bacterial cells with widths normally ranging from 0.5
to 5 um have various shapes, including spheres, rods, spirals and comma shapes
[17]. Bacteria can be further divided into two different species based on their cell
wall reaction to Gram staining: Gram-positive bacteria and Gram-negative bacteria
[18]. Bacteria with a thick cell wall combined with numerous peptidoglycan layers
are Gram-positive bacterial cells [Figure 1a, 19]. In contrast, bacteria with a thin
cell wall combined with a certain amount of peptidoglycan layers enclosed by an
outer membrane are Gram-negative bacterial cells [Figure la, 19]. A typical
bacterial structure is shown in Figure 1b. Many bacteria can cause diseases.
Salmonella is a typical bacterium that causes infections such as food poisoning [20].
E. coli causes gastrointestinal distress [21]. Mycobacterium tuberculosis bacteria
are the cause of tuberculosis, which is a highly contagious disease [22]. As an
antibiotic-resistant bacterium, MRSA is fatal, especially in people who have
compromised immune systems [23].
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Figure 1. Structure and contents of the bacterial cell wall (a) and a typical bacterial cell (b). Created with BioRender.com.

2.2 Other types of microorganisms

Algae, unlike bacteria, are eukaryotic cells containing a nucleus. Algae, unlike other
microorganisms, contain chloroplasts, a photosynthetic structure that can consume
carbon dioxide and generate oxygen and energy, similar to plants [24]. A typical
algal structure is shown in Figure 2a. In addition to photosynthesis, algae also play
an important role as a source of biofuels [25], food and even pharmaceutical and
industrial products [26]. However, the rapid growth of algae can also induce danger
to our life, as they can act as toxins that can cause a series of diseases (amnesic
shellfish poisoning, ciguatera fish poisoning, diarrhetic shellfish poisoning and so
on) [27, 28].

Fungi have well-defined nuclei and organelles, are a type of eukaryote and are much
larger than bacteria. Yeast is one of the most well-known fungi, and a typical cell
structure is shown in Figure 2b. Some types of fungi also pose a threat to our life;
for example, coccidioidomycosis, also called valley fever, is an infection caused by
the fungi Coccidioides immitis and Coccidioides posadasii [29].

Protozoa are single-celled microorganisms with membrane-bound organelles and
nuclei that are characteristic of eukaryotes [30]. They have different shapes and a
wide size range from 1 pm to 2 mm. Figure 2c shows the structure of a typical
paramecium. Not all of them are friendly to human beings. Malaria, leishmaniasis,



African sleeping sickness (African trypanosomiasis) and Chagas disease (American
trypanosomiasis) are all diseases caused by different protozoan parasites [31].

Compared with the microorganisms mentioned above, viruses are not considered
living microorganisms, as they only have nucleic acids (DNA or RNA) and a protein
coating [Figure 2d, 32]. Therefore, viruses cannot live alone, and they need to
parasitize other host cells to replicate [32]. Not all viruses are innocent. Some
pathogenic viruses invade our body and can be detected by our immune system [33].
When the immune system starts to work, it leaves us with a symptom of a common
cold or influenza. Coronavirus disease (such as severe acute respiratory syndrome
and coronavirus disease 2019) is an infectious disease that can lead to influenza
symptoms such as those caused by the newly discovered coronavirus. However,
some viruses can cause permanent and irreversible damage to cells, such as human
immunodeficiency viruses [34].
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Figure 2. Structure and contents of a typical algal cell, Chlamydomonas (a), yeast (b), paramecium (c) and coronavirus
(d). Created with BioRender.com.






3 Disinfection

Disinfection is a process of the destruction or removal of microorganisms and is an
effective method to reduce outbreaks of water- and food-borne diseases [35]. Until
now, different methods with different disinfection mechanisms have been used to
meet the needs of providing safe drinking water and food worldwide. Disinfection
methods can be divided into four categories: physical processes, chemical
processes, biological processes and photocatalytic disinfection, as shown in Figure
3 [36-38]. Physical processes include thermal disinfection and nonthermal
disinfection. Chemical processes include processes using metal ions, oxidizing
agents, nonoxidizing agents and antibiotics. Biological processes include processes
using metabolites of microorganisms, bacteriophages and lysozymes.
Photocatalytic disinfection uses some semiconductor materials. Each method has its
own antimicrobial mechanisms, advantages and disadvantages. The following is a
brief introduction to some normally used disinfection methods.

* Flame » Pasteurization
Thermal disinfection 4 ¢ Dry heat » Steam Sterilization
* Infrared radiation * Boiling
Physical process » UV irradiation » X-ray sterilization
Non-thermal disinfection A.dsorptlon . El.e.ctronibeam. rfidlatlf)n
» Filtration * Visible light disinfection

* Plasma disinfection ¢ Ultrasound

Metal ions—Silver and Copper

{' Halogen containing compounds

Oxidizing agents < « Ozone

* Hydrogen peroxide

Chemical process — «  Amines * Halogenated glycols
Thiocarbamates * Organotin compounds
Aldehydes * Halogenated amides

* Quaternary ammonium compounds

Disinfection methods

Non-oxidizing agents

Antibiotic—Chloramphenicol, Penicillin, Amoxicillin, Gentamicin and so on

Metabolites of microorganisms
Biological process—  Bacteriophage
Lysozyme

Photocatalytic disinfection--Semiconductor materials (ZnO, TiO2, WO3)

Figure 3. Disinfection methods.
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3.1 Thermal disinfection

Thermal disinfection is the most widely used method. It uses heating to damage
proteins and fatty acids, denature enzymes and expand fluids within the cell to kill
microorganisms [39, 40]. By studying the survival ability of Legionella
pneumophila (L. pneumophila), Rogers et al. found that the maximum accumulation
of bacteria occurred on plastics at 40 °C; at 20—50 °C, they were able to survive; but
at 60 °C, they were all killed by heating [41]. Muraca et al. found that L.
prneumophila can be eliminated at 50—60 °C in 3 h [42]. Lin et al. [43] concluded
that the time required to obtain a 90% reduction in Legionella at 60 °C was less than
5 min. All these studies show that heating is an effective disinfection method,
especially when the temperature is above 60 °C. Thermal disinfection has many
advantages. One advantage of using thermal disinfection is that no hazardous
chemicals are used or no hazardous residues are produced during the process [44].
Therefore, thermal disinfection is not hazardous to people or the environment. In
addition, thermal disinfection also has other advantages, such as efficient
deactivation in a short time, simple manipulation, and penetration inside materials
[44, 45]. However, it also has some disadvantages. For example, it may destroy
some heat-sensitive instruments and equipment and may also cause burns [45].

3.2 UV irradiation

Ultraviolet (UV) radiation is a type of electromagnetic radiation with a wavelength
range from 10 nm to 400 nm and has a bactericidal effect between 240 and 290 nm
[46]. Benefitting from the development of semiconductors, UV light-emitting
diodes (UV-LEDs) have emerged as a new source for the generation of UV radiation
in recent years. UV-LEDs can be divided into three categories: UVC (200-295 nm),
UVB (295-325 nm), and UVA (325-390 nm) [47]. The bactericidal effects of UVC
and UVB are that the transcription and replication of genetic material are inhibited
by the adsorption of UV photons [48, 49]. UVA destroys the cell membrane and
other cellular components by producing active substances hazardous to proteins
(hydroxyl and oxygen radicals) [50]. However, cellular damage caused by UVA is
irreparable, and genomic damage caused by UVC and UVB is repairable through
DNA repair mechanisms [51-53]. By using UV irradiation, the majority of
microorganisms can be killed in seconds. Compared with thermal disinfection, no
chemicals are added and no hazardous residues are produced during the process,
and the taste of food and beverages remains the same after UV irradiation [37, 54].
In addition to these advantages, UV irradiation is fast, applicable at low temperature,
low cost, etc. [44]. However, cell damage can be repaired by the mechanisms
mentioned above. In addition, UV light cannot penetrate a turbid sample to obtain
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effective disinfection [54]. These samples may need to be pretreated with other
methods, such as filtration.

3.3 Adsorption and filtration

The adsorption and filtration technique is one of the most commonly used methods
to remove bacteria because it is cheap and simple [55]. Adsorption and filtration are
simple technologies suitable for treating many different samples and have high
efficiency and fast speed, with a variety of commercial products/instruments being
available [56, 57]. The adsorption and filtration mechanism is mainly based on the
surface properties of microorganisms. During growth, microorganisms secrete
different kinds of extracellular polymeric substances or organic substances that
consist of polysaccharides, proteins, nucleic acids and lipids [58]. Based on the
chemical and physical properties of microorganisms, the adsorption and filtration
mechanisms can be divided into the following categories: size exclusion,
electrostatic and hydrophobic interactions, covalent bonding, recognition by
imprinted cavities (Paper II) and polymer-polymer interactions [58, 59]. Based on
the different mechanisms, the isolation of bacteria can be fulfilled. After a period of
time, the adsorption and filtration materials need to be replaced or regenerated
because of saturation and clogging. Thus, this method has a high cost. Additionally,
the requirement of chemical derivatization (to improve adsorption and filtration
ability) may produce hazardous residues and cause environmental problems.

3.4 Silver

Silver (Ag) has been widely used in keeping food and cleaning water in families
since ancient times throughout different civilizations [60]. With the development of
science, Ag nanoparticles have emerged to replace bulk silver in some fields and act
as biocidal materials [61]. Currently, because of their low manufacturing costs and
wide applications, Ag nanoparticles are one of the most commonly used
nanoparticles. The antibacterial mechanisms caused by the adsorption of Ag" ions
onto the negatively charged bacterial cell wall can be illustrated from the following
aspects: Ag' ions bind with enzymes involved in the respiratory chain reaction [62]
and transport proteins [63] via their affinity to thiol groups in cysteine residues [62,
64, 65], leading to eventual cell lysis and death [66]. In addition, Ag" could also
interact with DNA and inhibit DNA replication [67]. Currently, Ag nanoparticles
are regarded as an effective disinfectant in a wide range of commercial products,
including clothes, cleaners, hand wash for wound dressings and medical items. By
combining them with other disinfectants, such as hydrogen peroxide (H»O), the
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bactericidal effects of the Ag-H>O, complex are 1000 times higher than those
achieved with adding their effects alone together [68]. If combined with other
equipment (such as surface-enhanced Raman scattering equipment), Ag
nanoparticles can enable additional applications (Paper III). However, Ag
nanoparticles also have some drawbacks. They do not have the same effect on all
microorganisms. After disinfection, the remaining Ag needs to be treated before
discharge; otherwise, it will contaminate the environment and cause disease to
humans by accumulation [69]. Meanwhile, the detection and monitoring of Ag at a
low concentration level are not easy and are costly.

3.5 Ozone

Ozone is an efficient, fast and broad-spectrum disinfectant that can be used for the
treatment of drinking water and food. Compared with traditional agents, such as
chlorine, ozone can react up to 3000 times faster than chlorine with organic matter
and disrupt microbial cell membranes and bacterial spore coatings [70, 71]. As a
very strong oxidant, ozone induces antibacterial mechanisms by oxidizing cell wall
and cell membrane constituents (proteins, enzymes, fatty acids, and
polysaccharides), cytoplasmic enzymes and genetic material (DNA and RNA) to
destroy the metabolic and reproductive capabilities of bacteria [72-76]. Ozone has
the highest oxidation-reduction potential of all disinfectants and needs a shorter time
and lower dosage to achieve high efficiency. It can eliminate color, control taste and
odor and deal with turbid systems [38, 77, 78]. Because of its high oxidation-
reduction potential, ozone is extremely volatile, may react with other compounds
and must be produced onsite [38]. During ozonation, some hazardous byproducts
(mutagenic and carcinogenic materials) may be produced [79-81].

3.6 Amines

Amines can be divided into three categories according to the number of substituents
on one nitrogen atom: primary (1°) amines with an alkyl or aromatic group and two
hydrogens, secondary (2°) amines with two alkyl or aromatic groups and one
hydrogen and tertiary (3°) amines with three alkyl or aromatic groups [82]. They all
have applications in disinfection [Paper III, 83, 84]. The antibacterial mechanism is
that positively charged amines interact with negatively charged bacterial cell
membranes, combine with lipids through hydrogen bonding and electrostatic
interactions, increase membrane permeability, disrupt bilayer structures and
eventually lead to lysis and broad-spectrum antimicrobial activity [85-90]. Some
amine disinfectants are derived from natural materials, and they are nontoxic,
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biologically compatible and biodegradable. The properties of disinfectants can be
further modified to widen their applications (Paper III). Nevertheless, their killing
effect may be restricted by some conditions, for example, protonated amine groups,
and the solubility of chitosan depends on pH values [91].

3.7 Quaternary ammonium compounds

QAC:s are permanently charged and have four alkyl or aromatic substituents linked
to one nitrogen atom. Since the late 1930s, QACs have been one of the most widely
used disinfectants due to their low toxicity, cationic structure and contact killing-
mediated antimicrobial properties [92-95]. In addition to binding to the bacterial cell
surfaces, disrupting the membrane potential and pH gradient and causing lysis of
the cells, QACs can also interact with endocellular composites and even bind to
genetic materials [96, 97]. The greatest advantages of QACs are their high efficacy,
low price and broad-spectrum antimicrobial ability (Paper IV). QACs are
nonhazardous, commercialized and available in condensed form and can be diluted
for use [95, 98]. In addition to these advantages, they can also prevent bacterial
regrowth and are scentless, tasteless, nonirritating and noncorrosive to clothing,
metal and other surfaces [99-101]. Thus, QACs are widely applied in our life.
Although they are safe to use after dilution, skin and oral mucosa can be burned by
concentrated QACs [102]. Organic materials and hard water could affect their
efficacies [103].

3.8 Antibiotics

Antibiotics are antimicrobial substances that are secreted by microorganisms to
fight against other species [104]. Even though they have been used since ancient
civilizations, John Parkinson was the first person to document the use of molds to
treat infections in 1640 [105]. With Alexander Fleming’s discovery of the first
antibiotic, penicillin, in 1928, penicillin was commercially available in the 1940s
[106]. Since then, antibiotics have been widely used as medicine to kill or inhibit
the growth of bacteria [107]. Based on different antibacterial mechanisms,
antibiotics are classified into three categories according to their inhibition of protein
synthesis (Paper I), nucleic acid synthesis and cell wall synthesis [Figure 4, 108].
As an effective broad-spectrum disinfectant, antibiotics can kill microorganisms and
cure infections without harming normal body cells. Unfortunately, antibiotics can
also kill useful bacteria in our body and cause some side effects [109]. Today, the
biggest problem of using antibiotics is antibiotic resistance, which is caused by the
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abuse of antibiotics. The situation worsens when one considers the difficulty of
finding new antibiotics in recent years [110, 111].

Cell Wall Synthesis Nucleic Acid Synthesis
Folate synthesis
Sulfonamides
Beta Lactams Trimethoprim DNA Gyrase
Penicillins Quinolones
Cephalosporins
Carbapenems RNA Polymerase
Monobactams Rifampin
Vancomycin
Bacitracin
50S subunit
Macrolides
Clindamycin
Linezolid
Chloramphenicol
Cell Membrane 30S subunit Streptogramins
Polymyxins Tetracyclines

Aminoglycosides Protein Synthesis

Figure 4. Mechanism of action of antibiotics. Reproduced with permission from reference 108. Copyright 2017 Journal
of Anesthesiology Clinical Pharmacology.
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4 Polymer materials

Polymer materials have very broad applications, have improved our society
dramatically and are still a research hotspot. Compared with other kinds of
antibacterial materials, polymer materials have some extremely desirable features,
such as high strength, tenacity, resistance to chemicals, light weight, good
antimicrobial efficacy and accessibility at low cost [10]. These properties make
polymer materials perfect candidates as multifunctional materials in many fields,
such as health care, biomedical devices, agriculture, water purification, and the food
and textile industry [112].

4.1 Molecularly imprinted polymer materials

Molecularly imprinted polymer (MIP) materials are cross-linked materials with
binding cavities that are complementary to the template in terms of physical (size
and shape) and chemical functionalities [113, 114]. The molecular imprinting
technique is inspired by biological recognition systems such as antigens and
antibodies [115]. To imprint templates, different molecular interactions are used,
such as covalent bonds [116] and noncovalent bonds [117]. Covalent bonds are
based on the chemical reaction between functional monomers and templates [115].
Noncovalent bonds are based on weak interactions, such as hydrogen bonding
(Paper I and Paper III), ionic interactions, van der Waals forces, n-r stacking and
metal coordination between functional monomers and templates. Noncovalent
molecular imprinting is the most widely used method to prepare MIPs [115]. In
addition to covalent bonds and hydrogen bonding, hydrophobic and electrostatic
interactions can also be used to form template binding cavities in water [Paper I,
118]. Based on different imprinting methodologies, different techniques have been
developed to prepare MIP materials, and they can be divided into three types: bulk
imprinting, epitope imprinting and surface imprinting [114]. In bulk imprinting,
templates are imprinted as a whole in the polymer matrix, which is generally suitable
for small molecules [Paper I and Paper 111, 119]. In epitope imprinting, only a small
part of the target (macromolecule-like proteins) is imprinted as a representative of
the whole molecule [120]. Surface imprinting forms template cavities on the surface
of polymer materials [121], which are normally used for biomacromolecules
(proteins [122], microorganisms [Paper II, 123] and cells [124]). Surface imprinting
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includes the following categories: soft lithography [125], template immobilization
[126], grafting [127] and emulsion polymerization [Paper 11, 123].

Molecular imprinting technology, as a promising technique for producing polymer
materials with obvious specific binding, high sensitivity and long-term-stable
template binding cavities [114], has many applications, such as affinity separation
[128], immunoassays [129], (bio)chemical sensing [130], solid-phase extraction
[131], directed synthesis and catalysis [132, 134], controlled drug release [134], and
cell and tissue imaging [135], and can even be used as potentially useful drugs [136].

4.2 Methods to prepare polymer materials

Polymer particles can be divided into two categories: spheres and capsules [137].
Two main strategies that have been used for the preparation of polymer particles are
the “top-down” approach and the “bottom-up” approach [138]. In the top-down
approach, polymer particles are produced on dispersed prepolymers, while in the
bottom-up approach, polymer materials are synthesized by the polymerization of
monomers. Different methods used for producing polymer particles are illustrated
in Figure 5 [138-141]. The “top-down” method includes the emulsion evaporation
method [141, 142], emulsion diffusion method [143], coacervation [144],
precipitation [145] and interfacial deposition [146], all of which start with
preformed polymers. Emulsion polymerization [Paper II, 147, 148], interfacial
polymerization [ 149], interfacial polycondensation [150], molecular inclusion [151]
and precipitation polymerization [Paper I, Paper III, 119] using monomers to start
the synthesis of polymer particles are “bottom-up” processes. In addition, top-down
and bottom-up methods use the same types of synthetic polymers/monomers,
stabilizers, organic solvents and so on [138]. In addition to polymer particles, other
polymer materials with different chemical and physical properties have also been
widely used, such as linear polymers [Paper IV, 152, 153], three-dimensional metal-
organic framework polymers [154], reticulated polymers [155], and star polymers
[156].
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Figure 5. Top-down and bottom-up approaches for synthesizing polymer particles. Adapted and modified from
references 138-141.

There are many factors that influence the selection of a suitable method for
synthesizing polymer materials, such as the types of solvents and other chemicals
and materials that participate in the reaction, the properties (physical and chemical)
and application areas of polymer materials [138]. The following are some
approaches that have been used in this thesis for the preparation of different polymer
materials with different shapes, sizes, surface properties, and applications.

4.2.1 Precipitation polymerization

Precipitation polymerization is a unique particle-forming polymerization method
that generates microspheres with clean and smooth surfaces and controllable
particle sizes [157-161]. Precipitation polymerization starts with a homogeneous
solution of monomer, initiator and crosslinker in a solvent and ends up with
insoluble polymer particles [162]. Figure 6 shows the polymerization process,
where in the second step, the reaction system experiences phase separation to form
polymer chains that nucleate to form unstable nuclei. Finally, the unstable nuclei
aggregate to form polymer particles. Although this polymerization method has been
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used for a long time, its first application to synthesize MIPs was proposed by Ye et
al. in 1999 [163]. This method has some unique advantages, such as being easy to
use, not requiring other additives, being capable of using a high content of
crosslinkers, and being compatible with polar aprotic solvents to enable noncovalent
bonds between templates and functional monomers. The method has been widely
used for the preparation of noncovalent MIPs [164]. In the process of the preparation
of MIP materials, in addition to the polymerization process, the templates form
noncovalent bonds with functional monomers, and thus, imprinted cavities are
formed under the influence of the templates.

Homogeneous solvent solution Growth of nuclei Formation of polymer particle

Monomer
Initiator

Crosslinker

Figure 6. Schematic description of the stages of precipitation polymerization.

In Papers I and III, precipitation polymerization was used to synthesize the polymer
particles through one-step polymerization. All the chemicals were dissolved in the
solvent. The templates (Paper I: chloramphenicol; Paper III: propranolol) formed
noncovalent bonds (hydrogen bonds) in organic solvents with functional monomers
that contain carboxyl groups. After polymerization, nanosized polymer particles
precipitated from the solvent and were purified to remove the template by washing,
centrifugation or filtration. In this approach, the polymer particles had a narrow size
distribution and were suitable for drug-delivery systems (Paper 1), as well as for in
situ modification to produce core-shell polymer particles (Paper III). After removing
the template, imprinted cavities were formed. The imprinted polymer particles
underwent specific binding to the templates in the presence of organic solvents.

4.2.2 Emulsion polymerization

Emulsion polymerization is a form of heterogeneous free radical chain
polymerization, where hydrophobic polymer particles are formed in an aqueous
dispersion medium [165]. It is one of the fastest and most widely used methods for
the preparation of polymer particles and has been used on an industrial scale to
synthesize different kinds of products used in coatings, bulk polymers, paints,
binders and so on [166-169]. An emulsion contains stabilizers, a dispersed phase
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and a continuous phase. In emulsion polymerization, the emulsion is composed of
monomer-solubilized micelles, monomer droplets and initiators. Polymerization
can be divided into three steps: 1. the particle nucleation period, whereby particle
nucleation occurs until all the micelles disappear; 2. the particle growth period,
whereby polymerization continues with the increase in the size of polymer particles
until monomer droplets disappear; and 3. the particle end period, whereby the
amount of monomers inside each polymerizing droplet decreases until the end of
polymerization [170]. Compared with other methods, emulsion polymerization is
considered to be a more sustainable and environmentally friendly way to produce a
wide range of polymer particles. Emulsion polymerization meets the majority of the
12 principles of green chemistry [171]: the weight, size and properties of polymer
particles are under greater control with a high conversion, which reduces the amount
of unreacted chemicals (principle 1: prevent waste); using water as the reaction
solvent minimizes the risk of using organic solvents (used for processes such as
evaporation) and reduces the energy costs (principle 3: less hazardous synthesis; 4:
benign chemicals and products; and 5: safer solvents and reaction conditions.); the
use of environmentally friendly products decreases the hazard risk to the
environment (principles 4: benign chemicals and products; 7: renewable feedstocks;
and 10: degradable chemicals and products).); in solution polymerization, the use of
small amounts of a free radical initiator overcomes the need for excess
stoichiometric reagents (principle 9: use of catalysts), and lower viscosity profiles
lead to enhanced heat transfer and therefore lower energy requirements (principle
11: apply real-time analysis to prevent pollution) [172, 173].

Pickering emulsions, which are stabilized by colloidal solid particles, were first
described by Pickering in 1907 [174]. To date, many different solid particles have
been used to stabilize Pickering emulsions, such as SiO,, TiO,, polystyrene, proteins
and bacteria [175-179]. Benefitting from Pickering emulsion and emulsion
polymerization, Pickering emulsion polymerization is a novel method used to
synthesize bacterial recognition polymer particles by interfacial bacterial
imprinting, as shown in Figure 7 [123]. Bacterial cells form a network structure with
modified chitosan to stabilize a Pickering emulsion. After polymerization of the oil
phase and removal of the bacterial cells, binding cavities formed on the emulsion
bead surface.
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Figure 7. Interfacial bacterial imprinting by Pickering emulsion polymerization. Reproduced with permission from
reference 123. Copyright 2014 John Wiley and Sons.

To prepare a biomacromolecule-bacteria-imprinted material that is still feasible in
the water phase, in Paper II, Pickering emulsion polymerization was used. Glycidyl
methacrylate (GMA)-modified PEI polymers were used to form a self-assembled
network with bacterial cells. This network was further used as a stabilizer to stabilize
Pickering emulsions by hydrophobic and electrostatic interactions. After
polymerization of the oil phase, bacterial imprinted cavities were formed on the
surface of the material. These cavities had specific binding to the template cells.
Unlike the work of Shen et al. reported in reference 123, hydrophobic Ag
nanoparticles were added to the oil phase. The slow release of Ag" in the emulsion
beads endowed the polymer beads with a bacterial killing effect.

4.2.3 Microemulsion polymerization

Compared with emulsions, microemulsions are systems that contain water, oil and
surfactant and form a thermodynamically stable dispersion. Microemulsions do not
have the problem of early phase separation [180, 181], but they require a high
loading of surfactant, which is inconvenient [182]. Since the first report of
microemulsion polymerization by Stofer and Bone in 1980 [183], microemulsion
polymerization has emerged as an alternative method to synthesize polymer
particles with smaller particle sizes than those achieved by emulsion polymerization
[184]. The microemulsion polymerization process is shown in Figure 8. First, with
the addition of a large amount of surfactant, a microemulsion or micelle is formed
spontaneously or with mild magnetic stirring (to improve the kinetics of
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microemulsification) [185]. Microemulsions or micelles in aqueous solution form
hydrophilic "head" regions (blue part) when in contact with water, and hydrophobic
single-tailed regions (red part) gather in the micelle center. The micellization
phenomenon is a spontaneous process as a result of a balance between entropy and
enthalpy [186] and occurs when the concentration of surfactant is greater than the
critical micelle concentration and the temperature of the system is greater than the
critical micelle temperature to form thermodynamically equilibrated spherical
surfactant aggregates [181]. After the formation of micelles, monomers and redox
initiators are added, and polymerization occurs in the microemulsion or micelle.
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Figure 8. Schematic description of the stages of microemulsion polymerization. Octyltrimethylammonium bromide
(OTAB), glycidyl methacrylate (GMA), nitrilotriacetic acid (NTA), and cerium ammonium nitrate (CAN).

Microemulsion polymerization was the second method reported in this thesis that
occurs in the water phase. In paper III, octyltrimethylammonium bromide was the
surfactant that formed micelles. GMA was the monomer. Nitrilotriacetic acid and
cerium ammonium nitrate were redox initiators that started polymerization. In this
approach, the polymer particles formed a stable nanosize-diameter dispersion with
a low polydispersity index.

4.2.4 Atom transfer radical polymerization

Since its discovery by Krzysztof Matyjaszewski and Jin-Shan Wang and by Mitsuo
Sawamoto in 1995 [187, 188], atom transfer radical polymerization (ATRP) has
provided a straightforward method to synthesize polymers not only with the desired
molecular weight and various architectures but also with a narrow molecular weight
distribution [189]. The wide use of the ATRP reaction also benefits from the variety
of monomers, initiators, catalysts, ligands and solvents that can be used to produce
various polymer materials, which can interact with other materials, especially some
biological materials [190]. The mechanism of ATRP is shown in Figure 9. At
equilibrium, the initiator (R,—X, X = Br or CI) is the dormant species that reacts
with a reduced transition metal complex (Cu'X/L, the activator, a catalyst complex
with a ligand) to initiate the reaction, generating a growing radical (Rn*) and an
oxidized transition metal complex (X-Cu""X/L, the deactivator) [191]. Before the
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deactivation of the propagating radicals, the intermittently formed radicals (Rq*)
propagate to extend the polymer.

Initiator ~ Activator Radical Deactivator
kact . I
Ri—X + CulX/L ~———— R, + X—cu'XL
kdeact %
‘\kt
ky N

Monomer Ri—R,

Figure 9. Mechanism of ATRP.

ATRP was used to synthesize a multifunctional polymer in water in this thesis. In
Paper v, N-isopropylacrylamide (NIPAm) and [2-
(methacryloyloxy)ethyl]trimethylammonium chloride were used as monomers.
Cu'Br was used as the catalyst. (3-(2-Bromoacetamido)phenyl)boronic acid, a novel
initiator containing a BA group, was used to initiate the ATRP reaction in water. In
this approach, further modification of the polymer products can be fulfilled using
different methods, for example, prolonging the polymer chains by subsequent
ATRP or derivatizing the side chains or the terminal alkyl bromide (Paper I'V).
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5 Disinfectant polymer materials

5.1 Chloramphenicol-imprinted BA polymer materials

Antibiotics are a powerful weapon for killing bacteria or inhibiting their growth
[108]. They are widely used with poor control, which leads to the occurrence of
bacteria that are resistant to antibiotics [ 192]. Unfortunately, no new antibiotics have
been discovered since the 1990s (as shown in Figure 10). Antibiotic resistance has
become a more acute problem [193]. To prevent outbreaks and the fast growth of
antibiotic-resistant bacteria, it is crucial to avoid the widespread use of antibiotics
and to ensure that the antibiotics used are delivered directly to deactivate target
microbial pathogens (Paper I).
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Figure 10. Discovery of novel antibiotic classes (groups of drugs with similar chemical structures). Reproduced with
permission from reference 193. Copyright 2016 Springer Nature.

In Paper I, a new approach was developed to improve the inhibitory effect of
available antibiotics. In addition to facilitating antibacterial efficiency, BA-
modified polymer materials could also be used as cleaning materials to separate
residual antibiotics from the environment. Chloramphenicol-imprinted BA particles
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were synthesized using precipitation polymerization. Chloramphenicol formed a
noncovalent bond (hydrogen bond) with methacrylic acid during the molecular
imprinting reaction. After polymerization, chloramphenicol was removed, and a
temperature-responsive polymer particle containing binding sites specific to
chloramphenicol was obtained. The BA groups were located on the particle surface.

The specific binding of chloramphenicol by different polymer materials was studied
in acetonitrile and phosphate-buffered saline (PBS) buffer (0.1 M, pH 6.8),
individually. In acetonitrile, MIP showed a high binding efficiency (84%) to
chloramphenicol due to the binding cavities and hydrogen bonds. In PBS buffer, the
loading of chloramphenicol on MIP was 37% due to the reaction between BA
groups and the 1,3 cis-diol structures. Therefore, after loading chloramphenicol in
acetonitrile, by changing the solvent to PBS buffer, the binding mechanism changed
from hydrogen bonding to revisable covalent bonds, which caused the release of
chloramphenicol from the cavity. Meanwhile, the BA groups on the polymer surface
reacted with the 1,2 cis-diol groups on the bacterial surface, which enhanced the
release of chloramphenicol [194], forming a higher concentration of
chloramphenicol around the bacteria (Figure 11a). The MIP itself had almost no
bacteria-killing effect (Figure 11b and 11c). Compared with chloramphenicol itself,
the antibiotic-loaded MIP had a higher antibacterial effect, and this effect was better
at 20 °C than at 37 °C (Figure 11b and 11c¢). This temperature effect was caused by
the thermoresponsive property of polyNIPAm. The hydrodynamic diameters of MIP
at 20 °C and 37 °C were found to be 529 + 5.3 nm and 374 + 31 nm, respectively.
The denser structure of the polymer at higher temperature made the loaded
chloramphenicol more difficult to release.
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Figure 11. Schematic of the disinfectant mechanism of chloramphenicol-imprinted BA particles (a). Antibacterial effect
of chloramphenicol and chloramphenicol-loaded MIPs on E. coli at 37 °C (b) and 20 °C (c). CFU mL™" is the number of
colonies forming units per mL after 10° dilution.

5.2 Bacteria-imprinted polymer beads embedded
with Ag

Compared with antibiotics, Ag is considered to be an optimal candidate for the
inactivation of pathogenic bacteria because Ag has strong and broad-spectrum
antimicrobial characteristics without causing multidrug resistance [195]. In Paper
II, a new antibacterial polymer material was developed to selectively capture and
destroy bacteria based on their physical characteristics. As shown in Figure 12,
positively charged GMA-modified PEI polymers self-assembled with negatively
charged bacterial cells. Hydrophobic Ag nanoparticles were suspended in an oil
phase containing crosslinkers and initiators. By mixing the two phases to establish
a stable Pickering emulsion and polymerizing the oil phase, bacteria-imprinted
polymer beads (BIBs) were obtained.
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Figure 12. Schematic of the preparation of bacteria-imprinting polymer beads embedded with Ag (EP7-AgBIB).

The adsorption of E. coli (Figure 13a) and Staphylococcus epidermidis (S.
epidermidis, Figure 13b) on different AgBIBs in PBS buffer was investigated.
While the Ag nanoparticles embedded in the polymers exhibited nonselective
bacterial killing, the two bacteria-imprinted polymers EP7-AgBIB and SP7-AgBIB
had preferential binding to their corresponding template cells, demonstrating a clear
selectivity between rod-shaped and spherical bacteria. The binding selectivity was
mainly caused by the bacteria-imprinted sites. Figure 13c and 13d show the
inhibition of E. coli and S. epidermidis growth in lysogeny broth (LB) medium by
the Ag-loaded BIBs. Without Ag nanoparticles, EP7-BIB itself had a very weak
inhibition effect on E. coli growth, but SP7-BIB obviously inhibited the growth of
S. epidermidis. After loading Ag nanoparticles, the E. coli-imprinted polymer EP7-
AgBIB strongly inhibited bacterial growth in the first 4 h, and the S. epidermidis-
imprinted SP7-AgBIB exhibited the strongest inhibitory effect on bacterial growth
in the first 17 h. The antibacterial activity of EP7-AgBIB and SP7-AgBIB was
attributed mainly to the Ag nanoparticles embedded in the polymer beads. As EP7-
AgBIB was able to bind E. coli cells and SP7-AgBIB was able to bind S. epidermidis
cells, the Ag" ions were released from the polymer beads more effectively,
deactivating the bound bacterial cells. These results indicate that it is feasible to
realize selective bacterial destruction using bacteria-imprinted polymer materials
loaded with general-purpose antibacterial reagents (e.g., Ag nanoparticles).
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Figure 13. Removal of E. coli (a) and S. epidermidis (b) on different BIBs in PBS buffer. Bacteria (optical density at 600
nm = 0.1) and BIB particles (a and b: 10 mg/mL) were gently stirred at 6 °C for 3 h before the unbound cells were
quantified. E. coli (c) and S. epidermidis (d) growth curves measured in LB media containing different bacteria-imprinted
polymers (5 mg/mL). The bacteria were cultured at 37 °C and with 160 rpm. EP7-BIB refers to emulsion beads imprinted
with E. coli. SP7-BIB refers to emulsion beads imprinted with S. epidermidis. EP7-AgBIB refers to emulsion beads
imprinted with E. coli containing Ag nanoparticles. SP7-AgBIB refers to emulsion beads imprinted with S. epidermidis
containing Ag nanoparticles. One-way analysis of variance (ANOVA) was applied to estimate the statistically significant
differences at the 0.05 level (P < 0.05, *). NS stands for no significant difference.

5.3 PEI-modified polymer materials with surface Ag

In addition to capturing and deactivating bacteria, in Paper III, additional
functionality was introduced to a multifunctional polymer to enable the rapid
capture, detection, and destruction of bacteria.

Polymer materials with epoxide groups were first prepared as scaffolds. One
approach was to use a linear polymer synthesized via microemulsion polymerization
using GMA as a monomer. The other approach was to use crosslinked polymer
particles synthesized via precipitation polymerization by using GMA as one of the
monomers to allow postpolymerization modification. Using crosslinked polymer
particles (cPGMA) as an example, amine groups were introduced via the reaction
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between PEI and the epoxide groups on the polymer surface (Figure 14). The
obtained core-shell polymer particles were used as a scaffold to synthesize and
stabilize Ag nanoparticles [196]. The final material was named Ag-PEI-cPGMA.
The antibacterial effect of this cPGMA polymer was studied on E. coli (Figure 14).
The addition of the Ag-PEI-cPGMA polymer to E. coli cells showed that the
polymer had a strong ability to quickly capture and destroy E. coli cells due to the
presence of positively charged amino groups on the PEI shell and the Ag
nanoparticles present on the polymer surface. Normally, the Raman signal of E. coli
itself is very weak and cannot be detected. However, after binding to Ag-PEI-
cPGMA polymer particles, the Raman signal of E. coli became significantly
amplified due to surface-enhanced Raman scattering, and several Raman bands
originating from E. coli cells became detectable.
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Figure 14. Multifunctional Ag-polymer nanocomposite Ag-PEI-cPGMA used for the capture, detection, and destruction
of bacteria.

5.4 Fluorescent QACs copolymers
In Paper IV, a multifunctional polymer was synthesized to realize fast labeling and
imaging and to inhibit bacterial growth with temperature-tunable activity.

First, a novel ATRP initiator was designed to introduce a BA group to an alkyl
bromide initiator. Then, this initiator was used to synthesize water-soluble polymers
containing QACs by the ATRP reaction. Fluorescein 5(6)-isothiocyanate (FITC)
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was introduced into the polymers in three steps, as shown in Figure 15. First, the
terminal bromine was replaced by an azide group. Then, an amino group was
connected to the chain end by a click reaction. Finally, FITC reacted with the amino
end. In this way, a fluorescent polymer with multiple functions was obtained and
named BA-R-FITC. The bacterial killing effect of BA-R-FITC polymers was
studied. As shown in Figure 15, at 20 °C, compared with the control experiment,
BA-R-FITC displayed a weak antibacterial effect on E. coli. At 40 °C, BA-R-FITC
had a strong bacterial killing effect due to the synergistic effect between high
temperature and QACs [197, 198]. The fast labeling and imaging functions of BA-
R-FITC polymers on bacterial cells were studied by fluorescence microscopy, as
shown in Figure 15. Compared with E. coli itself, after mixing with BA-R-FITC
polymers, the bacterial cells became easily detectable under a fluorescence
microscope. Furthermore, the fast labeling and imaging functions of BA-R-FITC
polymers for bacterial cells were also studied using flow cytometry, as shown in
Figure 15. During the experiments, bacterial cells alone were used as control
samples. Due to the endogenous fluorophores (such as porphyrins, collagens, and
flavins) in bacterial cells, the control samples also generated a low fluorescence
intensity [199]. However, after the addition of the BA-R-FITC polymer, the
bacterial cells displayed significantly enhanced fluorescence. With a high
fluorescence quantum yield and photostability, the polymers can thereby serve as
an excellent fluorescence marker to enable the detection of live bacterial cells using
a flow cytometer. Therefore, at 40 °C, BA-R-FITC had the potential to be used as
an efficient antibacterial material, whereas at 20 °C, BA-R-FITC had the potential
to be used as a fluorescence probe for labeling and imaging bacterial cells.
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0 000 0000
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Figure 15. Reaction scheme and applications of BA-R-FITC polymers at different temperatures. FITC fluorescence
intensity is shown as the logarithm on the y-axis.
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6 Conclusions and future outlooks

Multifunctional polymer materials have drawn much attention in disinfection
applications. They provide a facile, efficient and sustainable method for
microorganism inactivation. In this thesis, different polymer materials were
synthesized by different methods with various disinfection mechanisms and other
potential applications.

In Paper I, antibiotic-imprinted polymer materials were used to improve the
efficiency of antibacterial agents for the first time. The obtained polymer material
had a high loading capacity in organic solvent, a comparable lower loading capacity
in PBS buffer and could dynamically bind bacteria via BA groups. Therefore, the
release of preloaded chloramphenicol enhanced the deactivation of the target
microorganism. These results clearly indicate that antibiotic-imprinted polymer
materials are a good disinfectant and provide a means of removing overused
antibiotics from the environment. Future studies could aim to obtain drug-delivery
model polymer materials that have improved specific binding to antibiotics in water.

In Paper II, instead of small molecules, microorganisms were used as templates to
prepare imprinted polymer materials. A new multifunctional polymer material was
developed to enable specific binding based on the different shapes of the target
bacteria and effective killing of the bound bacteria via the hydrophobic Ag
nanoparticles embedded in the polymer particles. The bacteria-imprinted sites
played a key role in specific binding, which depended on the shape of the bacterial
cells. The Ag nanoparticles embedded in the polymer beads enhanced bacterial
inactivation through released Ag". This work also demonstrated a potential method
to reduce the leakage of heavy metals in aquatic environments. In the future, it
would be interesting to synthesize imprinted cavities using bacteria-mimetics as
templates that have the same shape as target bacterial cells to gain a better
understanding of the imprinting mechanism.

In Paper III, multifunctional polymer nanomaterials containing surface-bound Ag
nanoparticles were synthesized. The surface Ag nanoparticles not only improved
the antibacterial activity but also provided a method for the direct detection of
bacteria through their characteristic Raman signal. Therefore, the multifunctional
polymer nanoparticles enabled the simultaneous collection, destruction, and
identification of pathogenic bacteria. If combined with other functional
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nanoparticles, such as quantum dots, this type of polymer material may allow more
sensitive bacterial detection to be realized.

In Paper IV, a new polymer platform structure was proposed for the
multifunctionalities of antibacterial materials. For bacterial inhibition, a
temperature-tunable deactivation ability was demonstrated. At 40 °C, the polymer
could be used as an effective disinfectant due to the synergistic effect between
temperature and QACs; at 20 °C, the polymer could be used as a fluorescence probe
for bacterial imaging. In the future, different polymer structures could be
synthesized using the modular synthetic approach, and more fluorescent molecules
can be added to increase the sensitivity of the analysis.

Taken together, the new polymer materials described in this thesis have different
antibacterial abilities and potential for other applications and could be used as
disinfectants for different purposes. Despite the rapid development of antimicrobial
materials, there are many unresolved important questions about the technological,
biological, and economic aspects of antimicrobial materials and the related
microbial treatment methods. These challenges should be addressed in future
research.

34



Acknowledgments

I would like to take this opportunity to express my sincerest gratitude to all the
people who helped and supported me during my PhD study. This work could not
have been accomplished without their help.

First and foremost, I would like to acknowledge my supervisor, Professor Lei Ye,
who guided me into the molecule imprinting world and provided me many precious
opportunities and constant support during my PhD study.

To my assistant supervisor, Dr. Solmaz Hajizadeh, thank you for your helpful
discussion and for being supportive of scientific and nonscientific life.

To Dr. Cedric Dicko, thank you for helping me with Raman and fluorescence
spectroscopy and for solving the problems during the experiments.

To Dr. Magnus Carlquist, thank you for helping me with flow cytometry and solving
the problems during the experiments.

To Ka Zhang, Yi Ren and Tongchang Zhou, thank you for helping me both in
scientific and nonscientific life.

To the past and present members in the molecular imprinting group. Huiting Ma,
thank you so much for being there for me, especially in the beginning of my life
studying abroad. To Weifeng Liu, Chen Liu, Lingdong Jiang, Rui Lu, Qiang Zhou,
Hongwei Zheng, Pengfei Guo, Xiaoting Xue, Manman Zhang, Hainan Zeng, Tania
Farias, Markel Denet Luaces Alberto, Marcia Viltus Portales, Fardous el-Sakka,
Saori Suzuki, Zulkarnain Bin Mohamade Idris, Kazuaki Hoshi, Onibag Gutierrez
Artiles and many others, I will never forget the great time we had together both in
and out of the lab.

To Professor Leif Biilow, Professor Per-Olof Larsson, Professor Estera S Dey, Dr.
Bin Xie, Liselotte Andersson, Dr. Johan Svensson Bonde, Dr. Lieselotte Cloetens,
Karin Kettisen, Dr. Nélida Leiva Eriksson, Dr. Manish Singh, Alfia Khairullina,
Ulla Jeppsson Wistrand and all the other colleagues in Tillimpad Biokemi, thank
you very much for your help and support, thank you for the great environment you
have created, and thank you for all the great time we shared in the division.

To my friends in Sweden, Qi Shi, Xin Liu, Haoran Yu, Juanzi Shi, Fang Huang, Yi
Lu, Xiaoyan Xu, Hong Jiang, Kena Li, Xiaoya Li, Xibei Chen, Jun Li, Xianshou
Zou, Chuangshuai Li, Junsheng Chen, Yuchen Liu, Zhengjun Wang and many

35



others, you made my life in Lund so colorful and unforgettable. I will remember all
the parties, talking and group traveling we had together.

To my friends in China, Ji Wang, Lili Zhang, Yiye Xu, Yuhua Li, Dong Han and
many others, no matter what happened, you always remember me.

Last but not least, I would like to thank my family. Thanks to my parents for all they
give to me, especially the freedom of choice and their understanding and support.
Thanks to my younger sister’s company, thank you for being there. Thank you my
love, Wenjun, for your care and support and for accompanying me during the
journey of my PhD study.

36



References

1. Templier, V., Roux, A., Roupioz, Y. and Livache, T., 2016. Ligands for label-free
detection of whole bacteria on biosensors: A review. TrAC Trends in Analytical
Chemistry, 79, pp.71-79.

2. Strange, R.N. and Scott, P.R., 2005. Plant disease: a threat to global food
security. Annual Review of Phytopathology, 43.

3. Speight, R.E. and Cooper, M.A., 2012. A survey of the 2010 quartz crystal
microbalance literature. Journal of Molecular Recognition, 25(9), pp.451-473.

4. Lopez-Roldan, R., Tusell, P., Cortina, J.L. and Courtois, S., 2013. On-line
bacteriological detection in water. TrAC Trends in Analytical Chemistry, 44, pp.46-
57.

5. Newell, D.G., Koopmans, M., Verhoef, L., Duizer, E., Aidara-Kane, A., Sprong, H.,
Opsteegh, M., Langelaar, M., Threfall, J., Scheutz, F. and van der Giessen, J., 2010.
Food-borne diseases—the challenges of 20 years ago still persist while new ones
continue to emerge. International Journal of Food Microbiology, 139, pp.S3-S15.

6. Buchanan, R.L., Gorris, L.G., Hayman, M.M., Jackson, T.C. and Whiting, R.C.,
2017. A review of Listeria monocytogenes: an update on outbreaks, virulence,
dose-response, ecology, and risk assessments. Food Control, 75, pp.1-13.

7. Wang, C., Wang, J., Li, M., Qu, X., Zhang, K., Rong, Z., Xiao, R. and Wang, S.,
2016. A rapid SERS method for label-free bacteria detection using
polyethylenimine-modified Au-coated magnetic microspheres and Au@ Ag
nanoparticles. Analyst, 141(22), pp.6226-6238.

8. Dylla, B.L., Vetter, E.A., Hughes, J.G. and Cockerill, F.R., 1995. Evaluation of an
immunoassay for direct detection of Escherichia coli O157 in stool
specimens. Journal of Clinical Microbiology, 33(1), pp.222-224.

9. Belgrader, P., Benett, W., Hadley, D., Richards, J., Stratton, P., Mariella, R. and
Milanovich, F., 1999. PCR detection of bacteria in seven
minutes. Science, 284(5413), pp.449-450.

10. Alvarez-Paino, M., Mufioz-Bonilla, A. and Fernandez-Garcia, M., 2017.
Antimicrobial polymers in the nano-world. Nanomaterials, 7(2), p.48.

37



38

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

Kenawy, E.R., Worley, S.D. and Broughton, R., 2007. The chemistry and
applications of antimicrobial polymers: a state-of-the-art
review. Biomacromolecules, 8(5), pp.1359-1384.

Vitorino, L.C. and Bessa, L.A., 2017. Technological microbiology: development
and applications. Frontiers in Microbiology, 8, p.827.

Park, S.R., Yoon, Y.J., Pham, J.V., Yilma, M.A., Feliz, A., Majid, M.T., Maffetone,
N., Walker, J.R., Kim, E., Reynolds, J.M. and Song, M.C., 2019. A review of the
microbial production of bioactive natural products and biologics. Frontiers in
Microbiology, 10, p.1404.

Ursell, L.K., Metcalf, J.L., Parfrey, L.W. and Knight, R., 2012. Defining the human
microbiome. Nutrition Reviews, 70(suppl 1), pp.S38-S44.

Pitt, T.L. and Barer, M.R., 2012. Classification, identification and typing of micro-
organisms. Medical Microbiology, p.24.

Ryter, A., 1968. Association of the nucleus and the membrane of bacteria: a
morphological study. Bacteriological Reviews, 32(1), p.39.

Otieno, D.O., 2011. Biology of prokaryotic probiotics. In Probiotics (pp.1-28).
Springer, Berlin, Heidelberg.

Beveridge, T.J., 2001. Use of the Gram stain in microbiology. Biotechnic &
Histochemistry, 76(3), pp.111-118.

Moyes, R.B., Reynolds, J. and Breakwell, D.P., 2009. Differential staining of
bacteria: gram stain. Current Protocols in Microbiology, 15(1), pp.A-3C.

Wiedemann, A., Virlogeux-Payant, 1., Chaussé, A.M., Schikora, A. and Velge, P.,
2015. Interactions of Salmonella with animals and plants. Frontiers in
Microbiology, 5, p.791.

Sreekumar, O. and Hosono, A., 2000. Immediate effect of Lactobacillus acidophilus
on the intestinal flora and fecal enzymes of rats and the in vitro inhibition of
Escherichia coli in coculture. Journal of Dairy Science, 83(5), pp.931-939.

Cole, S., Brosch, R., Parkhill, J., Garnier, T., Churcher, C., Harris, D., Gordon, S.V.,
Eiglmeier, K., Gas, S., Barry, C.3. and Tekaia, F., 1998. Deciphering the biology
of  Mycobacterium  tuberculosis from  the complete genome
sequence. Nature, 393(6685), pp.537-544.

Kong, E.F., Johnson, J.K. and Jabra-Rizk, M.A., 2016. Community-associated
methicillin-resistant ~ Staphylococcus aureus: an enemy amidst us. PLoS
Pathogens, 12(10), p.e1005837.

Goldman, J.C., 1979. Outdoor algal mass cultures—I. Applications. Water
Research, 13(1), pp.1-19.



25.

26.

27.

28.

29.

30.
31.

32.

33

34.

35.

36.

37.

38.

Parmar, A., Singh, N.K., Pandey, A., Gnansounou, E. and Madamwar, D., 2011.
Cyanobacteria and microalgae: a positive prospect for biofuels. Bioresource
Technology, 102(22), pp.10163-10172.

Lode, A., Krujatz, F., Briiggemeier, S., Quade, M., Schiitz, K., Knaack, S., Weber,
J., Bley, T. and Gelinsky, M., 2015. Green bioprinting: Fabrication of
photosynthetic algae-laden hydrogel scaffolds for biotechnological and medical
applications. Engineering in Life Sciences, 15(2), pp.177-183.

Manganelli, M., Scardala, S., Stefanelli, M., Palazzo, F., Funari, E., Vichi, S.,
Buratti, F.M. and Testai, E., 2012. Emerging health issues of cyanobacterial
blooms. Annali Dell'istituto Superiore Di Sanita, 48, pp.415-428.

Backer, L.C., Manassaram-Baptiste, D., LePrell, R. and Bolton, B., 2015.
Cyanobacteria and algae blooms: review of health and environmental data from the
harmful algal bloom-related illness surveillance system (HABISS) 2007-
2011. Toxins, 7(4), pp.1048-1064.

Galgiani, J.N., Ampel, N.M., Blair, J.E., Catanzaro, A., Johnson, R.H., Stevens,
D.A. and Williams, P.L., 2005. Coccidioidomycosis. Clinical Infectious
Diseases, 41(9), pp-1217-1223.

Gall, J. ed., 2012. The Molecular Biology of Ciliated Protozoa. Elsevier.

Thara, M., 2011. Discovery of new anti-protozoan agents having novel mode of
action. Heterocycles, 83(8), pp.1727-1756.

Lodish, H., Berk, A., Zipursky, S.L., Matsudaira, P., Baltimore, D. and Darnell, J.,
2000. Viruses: Structure, function, and uses. In Molecular Cell Biology. 4th edition.
WH Freeman.

. Thorley-Lawson, D.A., 2001. Epstein-Barr virus: exploiting the immune

system. Nature Reviews Immunology, 1(1), pp.75-82.

Swanstrom, R. and Coffin, J., 2012. HIV-1 pathogenesis: the virus. Cold Spring
Harbor Perspectives In Medicine, 2(12), p.a007443.

McKeen, L., 2012. Introduction to food irradiation and medical sterilization. The
Effect of Sterilization on Plastics and Elastomers, p.1.

Dias, D.F.C., Passos, R.G. and Von Sperling, M., 2017. A review of bacterial
indicator disinfection mechanisms in waste stabilisation ponds. Reviews in
Environmental Science and Bio/Technology, 16(3), pp.517-539.

Kim, B.R., Anderson, J.E., Mueller, S.A., Gaines, W.A. and Kendall, A.M., 2002.
Literature review—efficacy of various disinfectants against Legionella in water
systems. Water Research, 36(18), pp.4433-4444.

Ishag, M.S., Afsheen, Z. and Khan, A., 2018. Disinfection Methods.
In Photocatalysts-Applications and Attributes. IntechOpen.

39



40

39.

40.

41

42.

43.

44,

45.

46.

47.

48.

49.

50.

51.

Smiech, K.M., Kovacs, T., Wildschut, R.F., Monleon, A.C., de Vries-Onclin, B.,
Bowen, J.G. and Agostinho, L.L.F., 2020. Thermal disinfection of hospital
wastewater in a pilot-scale continuous-flow system. Applied Water Science, 10(4),
pp.1-12.

Tchobanoglous, G., Burton, F.L. and Stensel, H.D., 1991. Wastewater
engineering. Management, 7, pp.1-4.

. Rogers, J., Dowsett, A.B., Dennis, P.J., Lee, J.V. and Keevil, C.W., 1994. Influence

of temperature and plumbing material selection on biofilm formation and growth
of Legionella pneumophila in a model potable water system containing complex
microbial flora. Applied and Environmental Microbiology, 60(5), pp.1585-1592.

Muraca, P., Stout, J.E. and Yu, V.L., 1987. Comparative assessment of chlorine,
heat, ozone, and UV light for killing Legionella pneumophila within a model
plumbing system. Applied and Environmental Microbiology, 53(2), pp.447-453.

GROWTH-PROMOTING, L.E.G.I.ON.E.L.L.A., 1998, June. Disinfection of
water distribution systems for Legionella. In Seminars in Respiratory
infections (Vol. 13, No. 2, pp.147-159).

Dai, Z., Ronholm, J., Tian, Y., Sethi, B. and Cao, X., 2016. Sterilization techniques
for biodegradable scaffolds in tissue engineering applications. Journal of Tissue
Engineering, 7, p.2041731416648810.

Rutala, W.A. and Weber, D.J., 2008. Guideline for disinfection and sterilization in
healthcare facilities, 2008.

American Water Works Association ed., 1990. Water Quality and Treatment: A
Handbook of Community Water Supplies. Mcgraw-Hill Companies.

Wichers, D.W., Baca, A.M. and Ortiz, L.M., Wichers Donald W and Ortiz Luis M,
2008. Ultraviolet (uv) Radiation Source-Based Surface Disinfection System. U.S.
Patent Application 11/967,194.

Bolton, J.R. and Linden, K.G., 2003. Standardization of methods for fluence (UV
dose) determination in bench-scale UV experiments. Journal of Environmental
Engineering, 129(3), pp.209-215.

Oguma, K., Katayama, H. and Ohgaki, S., 2002. Photoreactivation of Escherichia
coli after low-or medium-pressure UV disinfection determined by an endonuclease
sensitive site assay. Applied and Environmental Microbiology, 68(12), pp.6029-
6035.

Chevremont, A.C., Farnet, A.M., Coulomb, B. and Boudenne, J.L., 2012. Effect of
coupled UV-A and UV-C LEDs on both microbiological and chemical pollution of
urban wastewaters. Science of the Total Environment, 426, pp.304-310.

Bolton, J.R. and Cotton, C.A., 2011. The Ultraviolet Disinfection Handbook.
American Water Works Association.



52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

Friedberg, E.C., Walker, G.C., Siede, W. and Wood, R.D. eds., 2005. DNA Repair
and Mutagenesis. American Society for Microbiology Press.

Oguma, K., Kita, R., Sakai, H., Murakami, M. and Takizawa, S., 2013. Application
of UV light emitting diodes to batch and flow-through water disinfection
systems. Desalination, 328, pp.24-30.

Guerrero-Beltr- n, J.A. and Barbosa-C- novas, G.V., 2004. Advantages and
limitations on processing foods by UV light. Food Science and Technology
International, 10(3), pp.137-147.

Annadurai, G., Chellapandian, M. and Krishnan, M.R.V., 1999. Adsorption of
reactive dye on chitin. Environmental Monitoring and Assessment, 59(1), pp.111-
119.

Vieira, W.T., de Farias, M.B., Spaolonzi, M.P., da Silva, M.G.C. and Vieira,
M.G.A., 2020. Removal of endocrine disruptors in waters by adsorption, membrane
filtration and biodegradation. A review. Environmental Chemistry Letters, 18(4),
pp-1113-1143.

Zhang, Y., Ma, X., Xu, H., Shi, Z., Yin, J. and Jiang, X., 2016. Selective adsorption
and separation through molecular filtration by hyperbranched poly (ether
amine)/carbon nanotube ultrathin membranes. Langmuir, 32(49), pp.13073-13083.

Tsuneda, S., Aikawa, H., Hayashi, H., Yuasa, A. and Hirata, A., 2003. Extracellular
polymeric substances responsible for bacterial adhesion onto solid surface. FEMS
Microbiology Letters, 223(2), pp.287-292.

Ren, LY., Hong, ZN., Qian, W., Li, J.Y. and Xu, R.K., 2018. Adsorption
mechanism of extracellular polymeric substances from two bacteria on Ultisol and
Alfisol. Environmental Pollution, 237, pp.39-49.

Pradeep, T., 2009. Noble metal nanoparticles for water purification: a critical
review. Thin Solid Films, 517(24), pp.6441-6478.

Kim, B., Park, C.S., Murayama, M. and Hochella Jr, M.F., 2010. Discovery and
characterization of silver sulfide nanoparticles in final sewage sludge
products. Environmental Science & Technology, 44(19), pp.7509-7514.

Holt, K.B. and Bard, A.J., 2005. Interaction of silver (I) ions with the respiratory
chain of Escherichia coli: an electrochemical and scanning electrochemical
microscopy study of the antimicrobial mechanism of micromolar
Ag". Biochemistry, 44(39), pp.13214-13223.

Lok, C.N., Ho, C.M., Chen, R., He, Q.Y., Yu, W.Y., Sun, H., Tam, P.K.H., Chiu,
J.F. and Che, C.M., 2006. Proteomic analysis of the mode of antibacterial action of
silver nanoparticles. Journal of Proteome Research, 5(4), pp.916-924.

41



42

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

Petering, H.G., 1976. Pharmacology and toxicology of heavy metals:
silver. Pharmacology & Therapeutics. Part A: Chemotherapy, Toxicology and
Metabolic Inhibitors, 1(2), pp.127-130.

Liau, S.Y., Read, D.C., Pugh, W.J., Furr, J.R. and Russell, A.D., 1997. Interaction
of silver nitrate with readily identifiable groups: relationship to the
antibacterialaction of silver ions. Letters in Applied Microbiology, 25(4), pp.279-
283.

Ratte, H.T., 1999. Bioaccumulation and toxicity of silver compounds: a
review. Environmental — Toxicology —and  Chemistry:  An  International
Journal, 18(1), pp-89-108.

Noronha, V.T., Paula, A.J., Duran, G., Galembeck, A., Cogo-Mueller, K., Franz-
Montan, M. and Duran, N., 2017. Silver nanoparticles in dentistry. Dental
Materials, 33(10), pp.1110-1126.

Pedahzur, R., Katzenelson, D., Barnea, N., Lev, O., Shuval, H.I., Fattal, B. and
Ulitzur, S., 2000. The efficacy of long-lasting residual drinking water disinfectants
based on hydrogen peroxide and silver. Water Science and Technology, 42(1-2),
pp-293-298.

Howe, P.D., Dobson, S. and World Health Organization, 2002. Silver and Silver
Compounds: Environmental Aspects. World Health Organization.

Khadre, M.A. and Yousef, A.E., 2001. Sporicidal action of ozone and hydrogen
peroxide: a comparative study. International Journal of Food Microbiology, 71(2-
3), pp-131-138.

Singh, N., Singh, R.K., Bhunia, A.K. and Stroshine, R.L., 2002. Effect of
inoculation and washing methods on the efficacy of different sanitizers against
Escherichia coli O157: H7 on lettuce. Food Microbiology, 19(2-3), pp.183-193.

Guzel-Seydim, Z.B., Greene, A.K. and Seydim, A.C., 2004. Use of ozone in the
food industry. LWT-Food Science and Technology, 37(4), pp.453-460.

Pirani, S., 2010. Application of ozone in food industries. Ph.D. Diss. University of
Milano, Italy.

Greene, A.K., Guzel-Seydim, Z.B. and Seydim, A.C., 2012. Chemical and physical
properties of ozone. Ozone in Food Processing, pp.19-31.

Oizumi, M., Suzuki, T., Uchida, M., Furuya, J. and Okamoto, Y., 1998. In vitro
testing of a denture cleaning method using ozone. Journal of Medical and Dental
Sciences, 45(2), Pp.135-139.

Von Gunten, U., 2003. Ozonation of drinking water: Part I. Oxidation kinetics and
product formation. Water Research, 37(7), pp.1443-1467.



7.

78.

79.

80.

81.

82.

83.

&4.

85.

86.

87.

88.

89.

Larsson, N., 2004. Effects of ozonation/filtration on the raw water from Lake
Milaren.

Nicoletto, C., Maucieri, C. and Sambo, P., 2017. Effects on water management and
quality characteristics of ozone application in chicory forcing process: a pilot
system. Agronomy, 7(2), p.29.

Jorge, S.A., Menck, C.F., Sies, H., Osborne, M.R., Phillips, D.H., Sarasin, A. and
Stary, A., 2002. Mutagenic fingerprint of ozone in human cells. DNA Repair, 1(5),
pp.369-378.

Guerrero, R.R., Rounds, D.E., Olson, R.S. and Hackney, J.D., 1979. Mutagenic
effects of ozone on human cells exposed in vivo and in vitro based on sister
chromatid exchange analysis. Environmental Research, 18(2), pp.336-346.

Poma, A., Colafarina, S., Aruffo, E., Zarivi, O., Bonfigli, A., Di Bucchianico, S.
and Di Carlo, P., 2017. Effects of ozone exposure on human epithelial
adenocarcinoma and normal fibroblasts cells. PloS One, 12(9), p.c0184519.

Smith, B.C., 2019. Organic Nitrogen Compounds III: Secondary and Tertiary
Amines.

Goszczyniska, A., Kwiecien, H. and Fijatkowski, K., 2015. Synthesis and
antibacterial activity of Schiff bases and amines derived from alkyl 2-(2-formyl-4-
nitrophenoxy) alkanoates. Medicinal Chemistry Research, 24(9), pp.3561-3577.

Endo, Y., Tani, T. and Kodama, M., 1987. Antimicrobial activity of tertiary amine
covalently bonded to a polystyrene fiber. Applied and Environmental
Microbiology, 53(9), pp.2050-2055.

Wimley, W.C., 2010. Describing the mechanism of antimicrobial peptide action
with the interfacial activity model. ACS Chemical Biology, 5(10), pp.905-917.

Herzog, .M. and Fridman, M., 2014. Design and synthesis of membrane-targeting
antibiotics: from peptides-to aminosugar-based antimicrobial cationic
amphiphiles. MedChemComm, 5(8), pp.1014-1026.

Palermo, E.F., Lee, D.K., Ramamoorthy, A. and Kuroda, K., 2011. Role of cationic
group structure in membrane binding and disruption by amphiphilic
copolymers. The Journal of Physical Chemistry B, 115(2), pp.366-375.

Qi, L., Xu, Z., Jiang, X., Hu, C. and Zou, X., 2004. Preparation and antibacterial
activity of chitosan nanoparticles. Carbohydrate Research, 339(16), pp.2693-
2700.

Raafat, D., Von Bargen, K., Haas, A. and Sahl, H.G., 2008. Insights into the mode
of action of chitosan as an antibacterial compound. Applied and Environmental
Microbiology, 74(12), pp.3764-3773.

43



44

90.

91.

92.

93.

94.

95.

96.

97.

98.

99.

Undabeytia, T., Posada, R., Nir, S., Galindo, 1., Laiz, L., Saiz-Jimenez, C. and
Morillo, E., 2014. Removal of waterborne microorganisms by filtration using clay—
polymer complexes. Journal of Hazardous Materials, 279, pp.190-196.

Li, Q., Mahendra, S., Lyon, D.Y., Brunet, L., Liga, M.V., Li, D. and Alvarez, P.J.,
2008. Antimicrobial nanomaterials for water disinfection and microbial control:
potential applications and implications. Water Research, 42(18), pp.4591-4602.

Tezel, U. and Pavlostathis, S.G., 2015. Quaternary ammonium disinfectants:
microbial adaptation, degradation and ecology. Current Opinion in
Biotechnology, 33, pp.296-304.

Chen, M., Zhang, X., Wang, Z., Wang, L. and Wu, Z., 2017. QAC modified PVDF
membranes: antibiofouling performance, mechanisms, and effects on microbial
communities in an MBR treating municipal wastewater. Water Research, 120,
pp-256-264.

Peng, Q., Lu, S., Chen, D., Wu, X., Fan, P., Zhong, R. and Xu, Y., 2007. Poly
(vinylidene fluoride)-graft-Poly (N-vinyl-2-pyrrolidone) Copolymers Prepared via
a RAFT-Mediated Process and their Use in Antifouling and Antibacterial
Membranes. Macromolecular Bioscience, 7(9-10), pp.1149-1159.

Gerba, C.P., 2015. Quaternary ammonium biocides: efficacy in application. Applied
and Environmental Microbiology, 81(2), pp.-464-469.

Zinchenko, A.A., Sergeyev, V.G., Yamabe, K., Murata, S. and Yoshikawa, K.,
2004. DNA compaction by divalent cations: structural specificity revealed by the
potentiality of designed quaternary diammonium salts. ChemBioChem, 5(3),
pp-360-368.

Yoo, JH., 2018. Review of disinfection and sterilization-back to the
basics. Infection & chemotherapy, 50(2), pp.101-109.

McCulloch, E.C., Hauge, S. and Migaki, H., 1948. The quaternary ammonium
compounds in sanitization. American Journal of Public Health and the Nations
Health, 38(4), pp.493-503.

Vargova, M., Lakticova, K.V., Hromada, R., Cimbolakova, 1., Uher, 1., Papajova,
I. and Peter, K., 2020. Sanitation and the Environment. In Environmental Factors
Affecting Human Health. IntechOpen.

100. Hora, P.I., Pati, S.G., McNamara, P.J. and Arnold, W.A., 2020. Increased use of

quaternary ammonium compounds during the SARS-CoV-2 pandemic and beyond:
Consideration of environmental implications. Environmental Science &
Technology Letters, 7(9), pp.622-631.

101. J. Fisher., 2003. Cleaning Procedures in the Factory: Types of Disinfectant.

Encyclopedia of Food Sciences and Nutrition (Second Edition), pp.1382-1385.



102. Pohanish, R.P., 2014. Sittig's Handbook of Pesticides and Agricultural Chemicals.
William Andrew.

103. Robinson, R.K., 2014. Encyclopedia of Food Microbiology. Academic press.

104. Raoult, D., 2016. Alice's living croquet theory. International Journal of
Antimicrobial Agents, 47(4), p.249.

105. Gould, K., 2016. Antibiotics: from prehistory to the present day. Journal of
Antimicrobial Chemotherapy, 71(3), pp.572-575.

106. Aldridge, S., Parascandola, J. and Sturchio, J.L., 1999. The Discovery and
Development of Penicillin 1928-1945: The Alexander Fleming Laboratory
Museum, London, UK, November 19, 1999: An International Historic Chemical
Landmark. American Chemical Society.

107. Han, S., Li, B., Song, Z., Pan, S., Zhang, Z., Yao, H., Zhu, S. and Xu, G., 2017. A
kanamycin sensor based on an electrosynthesized molecularly imprinted poly-o-
phenylenediamine film on a single-walled carbon nanohorn modified glassy carbon
electrode. Analyst, 142(1), pp.218-223.

108. Kapoor, G., Saigal, S. and Elongavan, A., 2017. Action and resistance mechanisms
of antibiotics: A guide for clinicians. Journal of Anaesthesiology, Clinical
Pharmacology, 33(3), p.300.

109. Case Western Reserve University. "Antibiotics destroy 'good bacteria' and worsen
oral infection." ScienceDaily. www.sciencedaily.com/releases/2018/09/18092608
2539.htm (accessed November 14, 2020).

110. Sabtu, N., Enoch, D.A. and Brown, N.M., 2015. Antibiotic resistance: what, why,
where, when and how. Br Med Bull, 116(1), p.1093.

111. Rather, I.A., Kim, B.C., Bajpai, V.K. and Park, Y.H., 2017. Self-medication and
antibiotic resistance: Crisis, current challenges, and prevention. Saudi Journal of
Biological Sciences, 24(4), pp.808-812.

112. Kenawy, E.R., Xiao, H., Lienkamp, K., Sun, G., Nomiya, K., Piozzi, A., Xu, X.,
LAGARON, J., Rodrigues, D., Palza, H. and Fernandez-Garcia, M.,
2013. Polymeric Materials with Antimicrobial Activity: From Synthesis to
Applications. Royal Society of Chemistry.

113. Zarejousheghani, M., Lorenz, W., Vanninen, P., Alizadeh, T., Cimmerer, M. and
Borsdorf, H., 2019. Molecularly Imprinted Polymer Materials as Selective
Recognition Sorbents for Explosives: A Review. Polymers, 11(5), p.888.

114. Ertiirk, G. and Mattiasson, B., 2017. Molecular imprinting techniques used for the
preparation of biosensors. Sensors, 17(2), p.288.

45



46

115. Beyazit, S., Bui, B.T.S., Haupt, K. and Gonzato, C., 2016. Molecularly imprinted
polymer nanomaterials and nanocomposites by controlled/living radical
polymerization. Progress in Polymer Science, 62, pp.1-21.

116. Wulff, G., 1972. The use of polymers with enzyme-analogous structures for the
resolution of racemates. Angrew. Chem. Internat. Edit., 11(4), p.341.

117. Arshady, R. and Mosbach, K., 1981. Synthesis of substrate-selective polymers by
host-guest polymerization. Die Makromolekulare Chemie: Macromolecular
Chemistry and Physics, 182(2), pp.687-692.

118. Shen, X. and Ye, L., 2011. Molecular imprinting in Pickering emulsions: a new
insight into molecular recognition in water. Chemical Communications, 47(37),
pp-10359-10361.

119. Gong, H., Hajizadeh, S., Jiang, L., Ma, H. and Ye, L., 2018. Dynamic assembly
of molecularly imprinted polymer nanoparticles. Journal of Colloid and Interface
Science, 509, pp.463-471.

120. Rachkov, A. and Minoura, N., 2001. Towards molecularly imprinted polymers
selective to peptides and proteins. The epitope approach. Biochimica et Biophysica
Acta (BBA)-Protein Structure and Molecular Enzymology, 1544(1-2), pp.255-266.

121. Zahedi, P., Ziaece, M., Abdouss, M., Farazin, A. and Mizaikoff, B., 2016.
Biomacromolecule template-based molecularly imprinted polymers with an
emphasis on their synthesis strategies: a review. Polymers for Advanced
Technologies, 27(9), pp-1124-1142.

122. Zhou, T., Zhang, K., Kamra, T., Biillow, L. and Ye, L., 2015. Preparation of protein
imprinted polymer beads by Pickering emulsion polymerization. Journal of
Materials Chemistry B, 3(7), pp-1254-1260.

123. Shen, X., Svensson Bonde, J., Kamra, T., Biilow, L., Leo, J.C., Linke, D. and Ye,
L., 2014. Bacterial imprinting at Pickering emulsion interfaces. Angewandte
Chemie International Edition, 53(40), pp.10687-10690.

124. Lieberzeit, P.A., Gazda-Miarecka, S., Halikias, K., Schirk, C., Kauling, J. and
Dickert, F.L., 2005. Imprinting as a versatile platform for sensitive materials—
nanopatterning of the polymer bulk and surfaces. Sensors and Actuators B:
Chemical, 111, pp.259-263.

125. Xia, Y. and Whitesides, G.M., 1998. Soft lithography. Annual Review of Materials
Science, 28(1), pp.153-184.

126. Shi, H., Tsai, W.B., Garrison, M.D., Ferrari, S. and Ratner, B.D., 1999. Template-
imprinted nanostructured surfaces for protein recognition. Nature, 398(6728),
pp.593-597.



127. Lotierzo, M., Henry, O.Y.F., Piletsky, S., Tothill, I., Cullen, D., Kania, M., Hock,
B. and Turner, A.P., 2004. Surface plasmon resonance sensor for domoic acid based
on grafted imprinted polymer. Biosensors and Bioelectronics, 20(2), pp.145-152.

128. Tozzi, C., Anfossi, L., Giraudi, G., Giovannoli, C., Baggiani, C. and Vanni, A.,
2002. Chromatographic characterisation of an estrogen-binding affinity column
containing tetrapeptides selected by a combinatorial-binding approach. Journal of
Chromatography A, 966(1-2), pp.71-79.

129. Ton, X.A., Acha, V., Haupt, K. and Bui, B.T.S., 2012. Direct fluorimetric sensing
of UV-excited analytes in biological and environmental samples using molecularly
imprinted polymer nanoparticles and fluorescence polarization. Biosensors and
Bioelectronics, 36(1), pp.22-28.

130. Urraca, J.L., Barrios, C.A., Canalejas-Tejero, V., Orellana, G. and Moreno-Bondi,
M.C., 2014. Molecular recognition with nanostructures fabricated by
photopolymerization within metallic subwavelength apertures. Nanoscale, 6(15),
pp.8656-8663.

131. Bui, B.T.S. and Haupt, K., 2010. Molecularly imprinted polymers: synthetic
receptors in bioanalysis. Analytical and Bioanalytical Chemistry, 398(6), pp.2481-
2492.

132. Pasetto, P., Maddock, S.C. and Resmini, M., 2005. Synthesis and characterisation
of molecularly imprinted catalytic microgels for carbonate hydrolysis. Analytica
Chimica Acta, 542(1), pp.66-75.

133. Wulff, G., 2002. Enzyme-like catalysis by molecularly imprinted
polymers. Chemical Reviews, 102(1), pp.1-28.

134. Li, B., Xu, J., Hall, A.J., Haupt, K. and Tse Sum Bui, B., 2014. Water-compatible
silica sol-gel molecularly imprinted polymer as a potential delivery system for the
controlled release of salicylic acid. Journal of Molecular Recognition, 27(9),
pp.559-565.

135. Kunath, S., Panagiotopoulou, M., Maximilien, J., Marchyk, N., Sanger, J. and
Haupt, K., 2015. Cell and tissue imaging with molecularly imprinted polymers as
plastic antibody mimics. Advanced Healthcare Materials, 4(9), pp.1322-1326.

136. Hoshino, Y., Koide, H., Urakami, T., Kanazawa, H., Kodama, T., Oku, N. and
Shea, K.J., 2010. Recognition, neutralization, and clearance of target peptides in
the bloodstream of living mice by molecularly imprinted polymer nanoparticles: a
plastic antibody. Journal of the American Chemical Society, 132(19), pp.6644-
6645,

137. Mallakpour, S. and Behranvand, V., 2016. Polymeric nanoparticles: recent
development in synthesis and application. Express Polymer Letters, 10(11), p.895.

47



48

138. Krishnaswamy, K. and Orsat, V., 2017. Sustainable delivery systems through
green nanotechnology. In Nano-and Microscale Drug Delivery Systems (pp.17-
32). Elsevier.

139. Ezhilarasi, P.N., Karthik, P., Chhanwal, N. and Anandharamakrishnan, C., 2013.
Nanoencapsulation techniques for food bioactive components: a review. Food and
Bioprocess Technology, 6(3), pp.628-647.

140. Rao, J.P. and Geckeler, K.E., 201 1. Polymer nanoparticles: preparation techniques
and size-control parameters. Progress in Polymer Science, 36(7), pp.887-913.

141. Zigoneanu, 1.G., Astete, C.E. and Sabliov, C.M., 2008. Nanoparticles with
entrapped  a-tocopherol:  synthesis, characterization, and controlled
release. Nanotechnology, 19(10), p.105606.

142. Bilati, U., Allémann, E. and Doelker, E., 2005. Development of a
nanoprecipitation method intended for the entrapment of hydrophilic drugs into
nanoparticles. European Journal of Pharmaceutical Sciences, 24(1), pp.67-75.

143. Cegnar, M., Premzl, A., Zava$nik-Bergant, V., Kristl, J. and Kos, J., 2004. Poly
(lactide-co-glycolide) nanoparticles as a carrier system for delivering cysteine
protease inhibitor cystatin into tumor cells. Experimental Cell Research, 301(2),
pp-223-231.

144. Wang, J.C., Chen, S.H. and Xu, Z.C., 2008. Synthesis and properties research on
the nanocapsulated capsaicin by simple coacervation method. Journal of
Dispersion Science and Technology, 29(5), pp.687-695.

145. Galindo-Rodriguez, S.A., Allemann, E., Fessi, H. and Doelker, E., 2005.
Polymeric nanoparticles for oral delivery of drugs and vaccines: a critical
evaluation of in vivo studies. Critical Reviews™ in Therapeutic Drug Carrier
Systems, 22(5).

146. Trimaille, T., Chaix, C., Delair, T., Pichot, C., Teixeira, H., Dubernet, C. and
Couvreur, P., 2001. Interfacial deposition of functionalized copolymers onto
nanoemulsions produced by the solvent displacement method. Colloid and
Polymer Science, 279(8), pp.784-792.

147. Radwan, M.A. and Aboul-Enein, H.Y., 2002. The effect of oral absorption
enhancers on the in vivo performance of insulin-loaded poly (ethylcyanoacrylate)
nanospheres in diabetic rats. Journal of Microencapsulation, 19(2), pp.225-235.

148. Vauthier, C., Dubernet, C., Fattal, E., Pinto-Alphandary, H. and Couvreur, P.,
2003. Poly (alkylcyanoacrylates) as biodegradable materials for biomedical
applications. Advanced Drug Delivery Reviews, 55(4), pp.519-548.

149. Watnasirichaikul, S., Davies, N.M., Rades, T. and Tucker, 1.G., 2000. Preparation
of biodegradable insulin nanocapsules from biocompatible
microemulsions. Pharmaceutical research, 17(6), pp.684-689.



150. Tliescu, S., Ilia, G., Popa, A., Plesu, N., Macarie, L. and Davidescu, C.M., 2014.
Interfacial polycondensation method used in the synthesis of polymers containing
phosphorus in the main chain. Pure and Applied Chemistry, 86(11), pp.1675-1683.

151. Reis, S., de Fatima, A., Guimardes, L. and Nascimento Jr, C.S., 2017. Molecular
inclusion process of urease inhibitors into cyclodextrins: A theoretical
study. Chemical Physics Letters, 675, pp.69-74.

152. Gao, C., Tsou, C.H., Zeng, C.Y., Yuan, L., Peng, R. and Zhang, X.M., 2018.
Organocatalyzed ring-opening copolymerization of a-bromo-y-butyrolactone with
e-caprolactone for the synthesis of functional aliphatic polyesters—pre-polymers for
graft copolymerization. Designed Monomers and Polymers, 21(1), pp.193-201.

153. Yamamoto, M., Uchimura, N., Adachi, K. and Tsukahara, Y., 2010.
Multibranched polycarbonates synthesized via interfacial polycondensation using
uniform  size hemi-telechelic polystyrene macromonomers having a
dihydroxyphenyl end-group. Designed Monomers and Polymers, 13(5), pp.445-
458.

154. Kalaj, M., Bentz, K.C., Ayala Jr, S., Palomba, J.M., Barcus, K.S., Katayama, Y.
and Cohen, S.M., 2020. MOF-polymer hybrid materials: From simple composites
to tailored architectures. Chemical Reviews, 120(16), pp.8267-8302.

155. Seo, M. and Hillmyer, M.A., 2012. Reticulated nanoporous polymers by
controlled polymerization-induced microphase separation. Science, 336(6087),
pp.1422-1425.

156. Ren, JM., McKenzie, T.G., Fu, Q., Wong, E.H., Xu, J., An, Z., Shanmugam, S.,
Davis, T.P., Boyer, C. and Qiao, G.G., 2016. Star polymers. Chemical
Reviews, 116(12), pp.6743-6836.

157. Vasapollo, G., Sole, R.D., Mergola, L., Lazzoi, M.R., Scardino, A., Scorrano, S.
and Mele, G., 2011. Molecularly imprinted polymers: present and future
prospective. International Journal of Molecular Sciences, 12(9), pp.5908-5945.

158. Yoshimatsu, K., Reimhult, K., Krozer, A., Mosbach, K., Sode, K. and Ye, L.,
2007. Uniform molecularly imprinted microspheres and nanoparticles prepared by
precipitation polymerization: The control of particle size suitable for different
analytical applications. Analytica Chimica Acta, 584(1), pp.112-121.

159. Wang, Y., Ding, Y., Rong, F. and Fu, D., 2012. A study of the precipitation
polymerization of bisphenol A-imprinted polymer microspheres and their
application in solid-phase extraction. Polymer Bulletin, 68(5), pp.1255-1270.

160. Lai, J.P., Yang, M.L., Niessner, R. and Knopp, D., 2007. Molecularly imprinted
microspheres and nanospheres for di (2-ethylhexyl) phthalate prepared by
precipitation polymerization. Analytical and Bioanalytical Chemistry, 389(2),
pp-405-412.

49



50

161. Wang, J., Cormack, P.A., Sherrington, D.C. and Khoshdel, E., 2007. Synthesis
and characterization of micrometer-sized molecularly imprinted spherical polymer
particulates prepared via precipitation polymerization. Pure and Applied
Chemistry, 79(9), pp.1505-1519.

162. Zhang, D., Liu, J., Liu, T. and Yang, X., 2015. Synthesis of superhydrophobic
fluorinated  polystyrene  microspheres  via  distillation  precipitation
polymerization. Colloid and Polymer Science, 293(6), pp-1799-1807.

163.Ye, L., Cormack, P.A. and Mosbach, K., 1999. Molecularly imprinted
monodisperse microspheres for competitive radioassay. Analytical
Communications, 36(2), pp.35-38.

164. Wackerlig, J. and Lieberzeit, P.A., 2015. Molecularly imprinted polymer
nanoparticles in  chemical  sensing—Synthesis, characterisation and
application. Sensors and Actuators B: Chemical, 207, pp.144-157.

165. Asua, J.M., 2004. Emulsion polymerization: from fundamental mechanisms to
process developments. Journal of Polymer Science Part A: Polymer
Chemistry, 42(5), pp.1025-1041.

166. Kreuter, J., 1990. Large-scale production problems and manufacturing of
nanoparticles. Drugs and the Pharmaceutical Sciences, 41, pp.257-266.

167. Gilbert, R.G., 1995. Emulsion of Polymerization, A Mechanistic Approach.
Academic Press.

168. Lovell, P.A. and El-Aasser, M.S. eds., 1997. Emulsion Polymerization and
Emulsion Polymers. John Wiley and Sons.

169. Chern, C.S., 2006. Emulsion polymerization mechanisms and kinetics. Progress
in Polymer Science, 31(5), pp.443-486.

170. El-hoshoudy, A.N.M.B., 2018. Emulsion Polymerization Mechanism. Recent
Research in Polymerization, p.1.

171. Anastas, P.T. and Warner, J.C., 1998. Principles of green chemistry. Green
chemistry: Theory and Practice, pp.29-56.

172. Zhang, Y. and Dubé, M.A., 2017. Green emulsion polymerization technology.
In Polymer Reaction Engineering of Dispersed Systems (pp. 65-100). Springer.

173. Dube, M.A. and Salehpour, S., 2014. Applying the principles of green chemistry
to polymer production technology. Macromolecular Reaction Engineering, 8(1),
pp.7-28.

174. Pickering, S.U., 1907. Cxcvi. J. Chem. Soc., Trans, 91(0), pp.2001-2021.



175. Dinsmore, A.D., Hsu, M.F., Nikolaides, M.G., Marquez, M., Bausch, A.R. and
Weitz, D.A., 2002. Colloidosomes: selectively permeable capsules composed of
colloidal particles. Science, 298(5595), pp.1006-1009.

176. Colver, P.J., Colard, C.A. and Bon, S.A., 2008. Multilayered nanocomposite
polymer colloids using emulsion polymerization stabilized by solid
particles. Journal of the American Chemical Society, 130(50), pp.16850-16851.

177. Thompson, K.L., Armes, S.P., Howse, J.R., Ebbens, S., Ahmad, 1., Zaidi, J.H.,
York, D.W. and Burdis, J.A.,, 2010. Covalently cross-linked
colloidosomes. Macromolecules, 43(24), pp.10466-10474.

178. Gao, Z.M., Yang, X.Q., Wu, N.N., Wang, L.J., Wang, J.M., Guo, J. and Yin, S.W.,
2014. Protein-based pickering emulsion and oil gel prepared by complexes of zein
colloidal particles and stearate. Journal of Agricultural and Food
Chemistry, 62(12), pp.2672-2678.

179. Wongkongkatep, P., Manopwisedjaroen, K., Tiposoth, P., Archakunakorn, S.,
Pongtharangkul, T., Suphantharika, M., Honda, K., Hamachi, I. and
Wongkongkatep, J., 2012. Bacteria interface pickering emulsions stabilized by self-
assembled bacteria—chitosan network. Langmuir, 28(13), pp.5729-5736.

180. Jenjob, R., Phakkeeree, T., Seidi, F., Theerasilp, M. and Crespy, D., 2019.
Emulsion  techniques for the  production of  pharmacological
nanoparticles. Macromolecular Bioscience, 19(6), p.1900063.

181. Guerrero-Ramirez, L.G. and Katime, 1., Microemulsion Polymerization Process:
Theory, Development and Applications.

182. Carver, M.T., Hirsch, E., Wittmann, J.C., Fitch, RM. and Candau, F., 1989.
Percolation and particle nucleation in inverse microemulsion polymerization. The
Journal of Physical Chemistry, 93(12), pp.4867-4873.

183. Stoffer, J.O. and Bone, T., 1980. Polymerization in water-in-oil microemulsion
systems. 1. Journal of Polymer Science: Polymer Chemistry Edition, 18(8),
pp.2641-2648.

184. Candau, F., 1992. Polymerization in Microemulsions. Gordon and Breach Science
Publishers.

185. McClements, D.J., 2012. Nanoemulsions versus microemulsions: terminology,
differences, and similarities. Soft Matter, 8(6), pp.1719-1729.

186. Franses, E.I, Puig, J.E., Talmon, Y., Miller, W.G., Scriven, L.E. and Davis, H.T.,
1980. Roles of liquid crystals and micelles in lowering interfacial tension. The
Journal of Physical Chemistry, 84(12), pp.1547-1556.

187. Wang, J.S. and Matyjaszewski, K., 1995. Controlled/"living" radical
polymerization. atom transfer radical polymerization in the presence of transition-

51



52

metal complexes. Journal of the American Chemical Society, 117(20), pp.5614-
5615.

188. Kato, M., Kamigaito, M., Sawamoto, M. and Higashimura, T., 1995.
Polymerization of methyl methacrylate with the carbon tetrachloride/dichlorotris-
(triphenylphosphine)  ruthenium  (II)/methylaluminum bis (2, 6-di-tert-
butylphenoxide)  initiating  system: possibility = of living radical
polymerization. Macromolecules, 28(5), pp.1721-1723.

189. Krol, P. and Chmielarz, P., 2014. Recent advances in ATRP methods in relation
to the synthesis of copolymer coating materials. Progress in Organic
Coatings, 77(5), pp.913-948.

190. Pan, X., Fantin, M., Yuan, F. and Matyjaszewski, K., 2018. Externally controlled
atom transfer radical polymerization. Chemical Society Reviews, 47(14), pp.5457-
5490.

191. Ayres, N., 2011. Atom transfer radical polymerization: a robust and versatile route
for polymer synthesis. Polymer Reviews, 51(2), pp.138-162.

192. Spellberg, B., 2014. The future of antibiotics. Critical Care, 18(3), pp.1-7.

193. Shore, C.K. and Coukell, A., 2016. Roadmap for antibiotic discovery. Nature
Microbiology, 1(6), pp.1-2.

194. He, J., Liu, Z., Dou, P., Liu, J., Ren, L. and Chen, H.Y ", 2009. Electrochemically
deposited boronate affinity extracting phase for covalent solid phase
microextraction of cis-diol biomolecules. Talanta, 79(3), pp.746-751.

195. Franci, G., Falanga, A., Galdiero, S., Palomba, L., Rai, M., Morelli, G. and
Galdiero, M., 2015. Silver nanoparticles as potential antibacterial
agents. Molecules, 20(5), pp.8856-8874.

196. Mohammed, H.S. and Shipp, D.A., 2006. Uniform Sub-Micron Polymer Spheres
Coated with Ag Nanoparticles. Macromolecular Rapid Communications, 27(20),
pp.1774-1778.

197. Yang, X., Rai, R., Huu, C.N. and Nitin, N., 2019. Synergistic antimicrobial
activity by light or thermal treatment and lauric arginate: membrane damage and
oxidative stress. Applied and Environmental Microbiology, 85(17), pp.e01033-19.

198. Ricker, E.B. and Nuxoll, E., 2017. Synergistic effects of heat and antibiotics on
Pseudomonas aeruginosa biofilms. Biofouling, 33(10), pp.855-866.

199. Sun, M., Sun, B., Liu, Y., Shen, Q.D. and Jiang, S., 2016. Dual-color fluorescence
imaging of magnetic nanoparticles in live cancer cells using conjugated polymer
probes. Scientific Reports, 6, p.22368.






LUND

UNIVERSITY

Division of Pure and Applied Biochemistry
Faculty of Engineering
Department of Chemistry

ISBN 978-91-7422-784-0

Printed by Media-Tryck, Lund 2021 /f;”;’/// NORDIC SWAN ECOLABEL 3041 0903

741227840




