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Abstract

The progress in nanotechnology and the medical application of novel generations of
nanomaterials  have  opened  new  horizons  in  the  definition  of  non-conventional
approaches against multiple diseases. Biomaterials coated with antimicrobial metal
nanoparticles,  along  with  the  topical  applications  of  zinc,  silver  or  copper-based
formulations  have  demonstrated  huge  potential  in  prevention  from  infections
associated with implantable medical  devices and in biofilm eradication.  In wound
healing,  in  particular,  the  increasing  healthcare  costs  and  the  antibiotic  resistance
demonstrated by several microorganisms have encouraged researchers and companies
in the development of innovative wound dressings with antibacterial properties and
capability  to  promote  and  enhance  the  healing  process.  Supported  by  scientific
evidence, many formulations have been proposed and a large number of works involves
the use of hybrid metal nanoparticles/polymer products, which have demonstrated
encouraging results both in vitro and in vivo. In this chapter, recent progress in the
development of novel wound dressings based on antibacterial metal nanoparticles is
presented, along with the most interesting results achieved by the authors, mainly
devoted to the application of silver nanocoatings in wound management.

Keywords: infection, antibacterial, wound dressings, metal nanoparticles

1. Introduction

The Wound Healing Society has defined the wound as the result of ‘disruption of normal
anatomic structure and function’. A wound can be also described as a defect or break in the
skin, which results from physical or thermal damage, or from medical and physiological

© 2016 The Author(s). Licensee InTech. This chapter is distributed under the terms of the Creative Commons

Attribution License (http://creativecommons.org/licenses/by/3.0), which permits unrestricted use,

distribution, and reproduction in any medium, provided the original work is properly cited.



conditions [1]. The wound healing is a dynamic process consisting of four continuous and
precisely programmed phases, namely haemostasis, inflammation, proliferation and remod-
elling. Multiple factors, such as infections, stress, diabetes, smoking and obesity, can lead to
impaired wound healing by interfering with one or more of these phases [2]. Once injured,
the skin loses many of the protective defence mechanism of the intact skin and is colonized
by the microorganisms on its surface. According to the replication status of the microorgan-
isms, a wound can be classified as contaminated, colonized, locally infected and/or with
spreading invasive infection [3]. The main bacterial mode of living in an infected wound is
biofilm, which can be defined as a confluent community of adherent bacteria characterized by
high cell densities and encased in an extracellular polymeric matrix that acts as physical barrier
for biological and pharmaceutical antimicrobials [4, 5]. The presence of bacterial biofilm is
associated with impaired epithelialization and granulation tissue formation and promotes a
low-grade inflammatory response that interferes with wound healing [6]. The biofilm matrix
plays an important role in the increased antibiotic resistance and has an enormous impact on
medicine in terms of both therapeutic options and costs. Biofilm has been estimated to be
associated with 65% of nosocomial infections, and the treatment costs associated with biofilm
infection and chronic wounds have been estimated to be more than 1 billion USD annually in
the United States [4, 7].

The increasing resistance of bacteria to antibiotics represents a huge concern, so that the World
Health Organization recently has described the problem as ‘so serious that it threatens the
achievements of modern medicine’ [8, 9]. Moreover, the large number of wound dressings and
the limited guidelines available have induced an undesirable inconsistency in wound-care
practice [10]. The local treatment of wounds is crucial for preventing infections, controlling
exudates and providing the moist environment necessary for wound healing. At this purpose,
efforts have been made by many research groups in the development of bioactive dressings,
which can play an active role in wound protection and healing, and/or are able to release
biomolecules and antimicrobials for prevention and treatment of wound infections [8, 11, 12].
A strategy for the treatment of infected wounds with increased resistance to traditional
antibiotic therapy is the use of specific antibacterial agents immobilized on the surface of a
material, thus providing a wide spectrum of activity in terms of bacterial toxicity and destruc-
turation of the bacterial biofilm matrix [13].

This chapter aims to provide the reader with an overview of the most promising routes to
develop advanced biomaterials with antimicrobial properties for the management of wound
infections through nanotechnology approaches. The new generation and application of
nanomaterials with novel properties are one of the century’s key technology developments,
which offer extraordinary opportunities in the pharmaceutical and medical field [14]. The great
potential of nanometals such as zinc, copper and silver in wound dressing formulations and
their use as antimicrobial agent in wound infections will be presented, along with the most
recent efforts and results achieved by several research group in the definition of effective
strategies for prevention of wound infection and for enhanced wound healing. Moreover, the
most relevant results obtained by the authors of this chapter in the field of silver-based
antibacterial treatments for wound-healing application will be presented and discussed.
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2. Wound infections

The skin represents a complex and effective barrier between the organism and the environ-
ment, preventing invasion of pathogens, chemical and physical insults and unregulated loss
of water and solutes [15]. From a microbiological point of view, the primary function of nor-
mal and intact skin is to control the microbial populations that live on the skin surface and
to prevent the underlying tissues from invasion and colonization by potential pathogens
[16]. A wound, which represents the loss of skin integrity and following exposure of subcu-
taneous tissue, provides a moist, warm and nutritious environment for microbial coloniza-
tion and proliferation. The abundance and diversity of microorganisms in any wound
depend on different factors such as wound type, depth, location and quality, the level of
tissue perfusion and the antimicrobial efficacy of the host immune response [16]. As all open
wounds lack the protective covering of skin, microorganisms from endogenous or exoge-
nous sources can be introduced onto the wound surface and can lead to colonization [17,
18]. Colonization is defined as the presence of proliferating bacteria on the surface of a
wound, without a noticeable host response and without clinical signs and symptoms. Differ-
ently, wound infection depends on the pathogenicity of the microorganisms and on the im-
mune competency of the host, and it is characterized by the presence of the clinical signs of
infection such as erythema, pain, tenderness, heat, oedema, cellulites and abscess or pus [19,
20]. Within an infected wound, the main bacterial mode of living is a biofilm [4]. Bacterial
biofilm consists of a complex microenvironment of single or mixed bacterial species encased
within an extracellular polymeric substance (EPS) produced by bacteria. The moist, adhe-
sive and proteinaceous wound surface represents the ideal environment for biofilm devel-
opment [21]. If microbes attach to the wound surface and proliferate, the biofilm begins to
develop and, when it is well established, it exhibits resistance to the host immune system
and antimicrobials. At this stage, the biofilm is considered mature and difficult to eradicate,
thus requiring specialized management practices and increasing the risk of non-healing and
clinically infected wound (i.e. showing signs of inflammation or purulence) [17]. Biofilm in-
fections compromise wound closure and contribute to wound chronicity. Persistent infec-
tions may arrest the growth of the repairing tissue and significantly [22] impairing the key
healing processes such as the inflammatory immune response, granulation tissue formation
and epithelialization. Although a moist environment is necessary for optimal wound heal-
ing, poor moisture/exudate control within a wound environment promotes the develop-
ment of biofilm. Consequently, moisture balance is essential to optimize the wound
environment for healing and minimize the opportunity for biofilms to develop [23–25]. Pre-
venting biofilm is fundamental for faster and more effective treatment of chronic wounds
[17]. However, despite the evidence for the presence of biofilm in wounds, research studies
are required to detect biofilm and to determine the exact role played by multispecies bio-
films in terms of delayed wound-healing process [26]. Different biofilms can be identified
within a wound environment, such as aggregates of cells dispersed within the wound exu-
date, in slough or on necrotic tissue or on the wound dressing [27]. The microbial communi-
ty presents multiple difficulties for clinicians in attempting to heal a chronic wound.
Biofilms are resistant to many biocides, antibiotics and wound-care products. So, managing
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biofilm often involves its physical removal from the wound surface with sharp or surgical
debridement [28].

The control of biofilm is a key part of chronic wound management, but the use of antiseptic
dressings for preventing and managing biofilm and infection still needs further research
involving well-designed, randomized controlled trials [29]. The concept of a bacterial contam-
ination, colonization and biofilm-related infection is now widely accepted in wound care, and
the recognition of the biofilm and the evolution of topical antiseptics to control bioburden in
wounds are considered strictly related to the concept of TIME (tissue, infection/inflammation,
moisture balance and edge of wound) and to its relation with the current best practice [30]. In
healthcare, infections lead to longer hospital stays for patients, specifically wound dressings
and increased hospital costs [12]. Also worsened by an ageing population and the incidence
of diabetes and obesity, the huge economic and social impact of wounds requires higher level
of attention and resources to understand biological mechanisms underlying cutaneous wound
complications [31].

Infections of the dermis, including burns, surgical site infections and non-healing diabetic foot
ulcers affect over a million people. Individuals with diabetes represent a particularly vulner-
able category because many of them develop foot ulceration during the course of their disease
and undergo amputation. In addition to diabetics, several other groups of immune-compro-
mised patient populations are plagued by slow-healing and non-healing wounds, such as
trauma and burn victims, cancer patients and pressure ulcers in the elderly [32]. The incidence,
morbidity, mortality and costs associated with non-healing of chronic skin wounds are
dramatic. Chronic wounds cost millions of dollars annually in the healthcare industry of the
United States, and biofilm significantly contributes many billions of dollars to the global cost
of chronic wounds because of its role in delaying the wound-healing process and extending
the inflammatory phase of repair [19, 33–35].

Along with the direct medical costs borne by the hospital or insurer, also indirect costs in-
cluding lost patient productivity and diminished functional status should be considered
[36]. The control of bioburden is recognized as an important aspect of wound management,
which requires new solutions against microbes and their biofilms. Octenidine dihydrochlor-
ide and polyhexanide are effective and tolerated antiseptics used in wound management
today, but antiseptics alone may not be able to achieve wound healing without addressing
other factors such as the general health of patients or the wound’s physical environment [37,
38]. Next generation of wound treatment strategies for non-healing chronic wounds can be
achieved by adopting a biofilm-based management approach to wound care, in order to kill
and prevent reattachment of microorganisms [26].

3. The antibacterial activities of metals

The antibiotic resistance of microorganisms determines serious complications like infection,
and delayed wound healing and great concerns are related to the numbers and types of
residing microorganisms and the ability of the host’s immune system to control their prolif-
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eration [39–41]. Along with the emergence of microorganisms’ resistance to multiple antibi-
otics, the increased healthcare costs and the huge social and economic impact of wound care
have increased attention towards the biological mechanisms underlying cutaneous wound
complications and have encouraged the researchers towards the development of new bacter-
icide agents [31, 42]. The new frontier in clinical medicine and disease burden is represented
by the medical applications of nanotechnology. Antimicrobial nanoparticles (NPs) offer an
effective approach against numerous microorganisms where conventional antimicrobial
agents fail [43, 44] and, compared with micron-sized particulate matter, have greater potential
to enter cells and be more biologically active due to their small size and large surface area [X3].
Endowing ordinary products with new functionalities, consumer products containing
engineered nanoparticles, are growing tremendously, and the global nanotechnology industry
is becoming a major economic force of the twenty-first century [45, 46]. Some natural antibac-
terial materials such as zinc, silver and copper possess great antibacterial properties at
nanometric size and their way of interaction with bacteria provides unique bactericidal
mechanisms [43, 47].

Zinc is a transitional metal known since ancient time and widely distributed in the human
environment. Today, many zinc-containing products are available for topical application in
wound management due to the demonstrated improved re-epithelialization, reduced
inflammation and bacterial growth. [48, 49]. ZnO has demonstrated to possess both antibac-
terial and anti-inflammatory properties and to accelerate the healing of both acute and chronic
wounds. ZnO-NPs have exhibited antimicrobial capability and effectiveness against Gram-
positive and Gram-negative bacteria, including pathogens such as Escherichia coli, Salmonella,
Listeria monocytogenes and Staphylococcus aureus [49]. Several mechanisms have been reported
for the antibacterial activity of ZnO-NPs. Some of them involve the interaction with membrane
lipids and structure, leading to loss of membrane integrity, malfunction, and finally to bacterial
death. ZnO-NPs may also penetrate into bacterial cells, thus resulting in the production of
toxic oxygen radicals, which damage DNA, cell membranes or cell proteins [50–52]. The direct
interaction between ZnO nanoparticles and cell surfaces affects the permeability of membranes
and results in the inhibition of cell growth and cell death. Recent studies have also shown that
these nanoparticles have selective toxicity to bacteria but exhibit minimal effects on human
cells, thus suggesting their potential as nanomedicine-based antimicrobial agents [53, 54].

The bactericidal effect of metal nanoparticles has been attributed to their small size and high
surface to volume ratio, and it is not merely due to the release of metal ions in solutions [55].
Copper ions released subsequently may bind with bacterial DNA molecules and disrupt
biochemical processes inside bacterial cells. The exact mechanism behind bactericidal effect of
copper nanoparticles is not fully elucidated; however, Cu-NPs were found to cause multiple
toxic effects such as generation of reactive oxygen species, lipid peroxidation, protein oxidation
and DNA degradation in E. coli [47, 56]. Although the potential use of copper-based nanoma-
terials in wound healing has recently emerged and also supported by the hypothesis that
copper ions regulate the activity and expression of proteins involved in the wound repair
process, however, the synthesis of stable metallic Cu-NPs still remains a challenge because of
the rapid oxidation to Cu2+ ions in air or aqueous media [47, 57].
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In combination with silver, copper nanoparticles may give rise to more complete bactericidal
effect against a mixed bacterial population [56]. The broad-spectrum antimicrobial activity of
silver has been demonstrated against a wide range of microorganisms, including methicillin
resistant bacteria, fungi and viruses [58]. Although the exact antimicrobial mechanism still
represents a debated topic, many theories on the action of silver nanoparticles on microbes
have been proposed. One of them involves the anchorage and penetration of the nanoparticles
into the bacterial cell wall, which cause structural changes in the cell membrane such as
permeability and respiration [59–62]. E. coli cells treated with silver nanoparticles appear
damaged and show the formation of ‘pits’ in the cell wall of the bacteria, where the silver
nanoparticles accumulate [59, 63]. Another antibacterial mechanism involves the release of
silver ions and their interaction with the enzymes of the respiratory chain, the cell membrane
and the DNA. The binding of silver to the membrane can inhibit the passage of nutrients
through the membrane, interfering with normal concentration gradients between the cell and
the surrounding environment, so leading to cell death [64, 65]. The formation of free radicals
has also the ability to damage the cell membrane and makes it porous, thus causing the death
of bacteria [66].

Nanosilver products safety data available in EPA’s formal incident reporting database indicates
that nanosilver products are safe. Silver nanoparticles can be easily incorporated into matrix
materials and have demonstrated a great potential in applications of huge interest in nano-
technology [66]. When incorporated into wound treatment systems, silver nanoparticles can
provide clinically relevance in the development of ideal environment for rapid and effective
healing. These systems may significantly reduce the time required for the homeostatic
equilibrium, while reducing the risk of complications and improving the physical appearance
of the scar [67]. Silver nanoparticles induce rapid healing and improved cosmetic appearance
in a dose-dependent manner and exert positive effects through their antimicrobial properties,
reduction in wound inflammation and modulation of fibrogenic cytokines [68].

4. Metal nanoantimicrobials for wound dressing applications

Wound healing still represents a clinical challenge, which requires efficient wound manage-
ment strategies [69]. Indeed, a crucial component of wound care is the choice of dressing. Many
modern wound dressings have been developed to promote wound healing, such as dressings
designed to absorb exudate, to provide an ideal moisture balance at the wound surface, to
prevent maceration of surrounding tissue and infections and to reduce the bacterial load [70,
71]. Biomaterials, such as chitosan, alginate and collagen, play an important role as wound
dressing materials by accelerating the healing of wounds and also because they can embed
many nanoparticles for the development of metal nanoparticles-based wound dressings [69,
72]. Hydrogel-based wound dressings provide a cooling sensation and a moisture environ-
ment [73]. Several systems based on the combination of hydrogel and metal nanoparticles,
such as zinc, copper and silver, have been recently proposed by many authors, aiming to
develop wound dressings with antibacterial and enhanced wound-healing properties. For
example, an alginate hydrogel/zinc oxide nanoparticles composite bandage was developed
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by Mohandas et al. using a freeze-drying method. The results obtained demonstrated control-
led degradation profile and faster blood clotting ability, along with excellent antimicrobial
activity against different microorganisms such as Escherichia coli, Staphylococcus aureus, Candida
albicans and methicillin resistant S. aureus (MRSA) [74]. β-chitin hydrogel/nZnO composite
bandages with interconnected micro-porous structure were also obtained by freeze-drying
technique and proposed for infected wounds with large volume of exudate. Indeed, the
wounds treated with the composite bandages promoted the healing and the re-epithelializa-
tion, enhanced collagen deposition and showed reduced number of bacterial colonies [75].
Other formulations involving the use of chitin hydrogel/nano ZnO composite bandages were
proposed by Kumar et al. for burn, diabetic and chronic wound defects, because of the
enhanced swelling, blood clotting and antibacterial properties achieved [76]. Kumar et al. have
also developed a flexible and microporous chitosan hydrogel/nano zinc oxide composite
bandages by incorporating the zinc oxide nanoparticles into chitosan hydrogel. In vivo wound-
healing evaluations proved the enhanced healing ability of the materials without causing
toxicity to cells [73]. Chitosan and copper nanoparticles co-introduced into an ointment
preparation were investigated by Rakhmetova et al. and their combination at certain ratio of
components, concentrations and physicochemical characteristics enhanced the antibacterial
and wound-healing properties of the individual components [77]. Babushkina et al. demon-
strated the efficacy of local application of a suspension of copper and zinc nanoparticles and
of a drug based on chitosan and copper/zinc on bacterial contaminated purulent wound in
rats [78]. Copper (II) cross-linked alginate hydrogels with body fluid absorption ability and
haemostatic properties were developed and suggested by Klinkajon and Supaphol for the
treatment of exudation/bleeding wounds and burns [79].

Among the recent trends against burn infections involving the use of noble metal antimicro-
bials, the most prevalent is represented by silver [80]. For nearly 50 years, silver-containing
compounds have been the mainstay of burn wound care and silver sulfadiazine (SSD) has been
the standard topical antimicrobial for burn wounds for decades [64, 81].

Silver has been used as an antimicrobial agent for a long time in the form of metal silver and
silver sulfadiazine ointments [41], and today, there is scientific evidence supporting the use of
silver-based wound dressings highlighting antimicrobial efficacy on biofilms within the in vitro
and in vivo environments [40]. A number of wound dressings developed using silver have been
approved by the US Food and Drug Administration (FDA) [82]. In addition to antimicrobial
activity, silver dressings may modulate or reduce wound pain and limit the frequency of
changes [83]. While topical silver creams and solutions require frequent application, the
dressings can control the release of silver to the wound and require to be changed with less
frequency [84]. Nanocrystalline silver dressings are considered as the gold standard in the
conservative treatment of wounds and burns. It has been demonstrated that nanosilver has
both anti-inflammatory effects and improves wound healing [85]. The healing response
studied by Chowdhury et al. in laparotomy wounds after application of silver nanoparticles
determined increased collagen expression from dermal fibroblasts, improved wound healing
and reduced microbial load [86]. Rigo et al. have observed that the application of Ag NP-based
dressing for prolonged time does not affect the proliferation of fibroblasts and keratinocytes,
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leading to the restoration of the organized skin structure in previously unhealed parts of the
wound [87]. Polyvinyl alcohol (PVA) hydrogels loaded with a controlled concentration of silver
could combine the hydrogel property of keeping a moisturized environment, thus stimulating
healing, with the effect of silver of inhibiting or killing the bacteria [88]. PVA-Ag NPs mats,
fabricated by Nguyen et al. from a suspension of PVA and Ag NPs after microwave irradiation,
possess high tensile stress and anti-bacterial activities at the same time and were proposed as
a promoter of wound healing [89].

Hydrogels with polyvinyl pyrrolidone (PVP) and alginate were synthesized by Singh et al.,
and silver nanoparticles were incorporated in hydrogel network using gamma radiation. The
hydrogel-containing nanosilver demonstrated strong antimicrobial effect and complete
inhibition of microbial growth, absorption capacity, moisture permeability and the ability to
prevent fluid accumulation in exudating wound [90]. Chitosan-PVP-nanosilver oxide wound
dressings showed excellent results such as good swelling capability, good antibacterial activity
and also transparency of the film, which helps to regularly monitor the condition of wound
without removing it from the wound site [81]. The silver nanocrystalline chitosan dressing
described by Lu et al. significantly increased the rate of wound healing and was associated
with silver levels in blood and tissues well below those associated with the silver sulfadiazine
dressing (p < 0.01) [91]. Silver released in a moist wound surface environment significantly
increases the rate of re-epithelialization compared to a standard antibiotic solution, as
demonstrated by Demling et al. [92].

The application of both silver dressings and antibiotic therapy can have a synergistic effect in
improving wound healing, since the interaction of silver released from the dressings signifi-
cantly increases the susceptibility of bacterial cells within biofilms to antibiotics. Moreover, the
reduction of the silver particle size to nanoscale level provides better penetration and accu-
mulation of silver within biofilms, thus contributing to the effectiveness of the silver based
product [93]. As silver is the most widely used substance to obtain antimicrobial effects,
different formulations involving the use of silver-containing solution or silver nanoparticles
have been developed. Among the most widespread antimicrobial dressings, silver foam
dressings and silver alginate dressings are applied to exuding wounds and demonstrate
improved performances than the traditional gauze dressings [94]. Silver alginate wound
dressings have demonstrated beneficial effects on wound healing, in terms of wound exudates
levels and prevention from wound infections [95–97]. Silver alginate dressings are particularly
known for the prolonged antimicrobial efficacy, which indicates sustained availability of ionic
silver and suggests the necessity of reduced dressings changes [98]. Excellent and sustainable
controllability of Ag+ release were obtained by the AgNP-bacterial cellulose hybrid nanostruc-
ture developed by Wu et al., which offered promising results for antimicrobial wound dressing
through the addition of silver nanoparticles. Indeed, bacterial cellulose has attracted great
attention as novel wound dressing material, but it has no antimicrobial activity [99]. The silver
nanoparticle/bacterial cellulose gel membranes developed by Wu et al. demonstrated in vivo
excellent healing effects in a second-degree rat wound model and were proposed as promising
antimicrobial wound dressing with good biocompatibility to promote scald wound healing
[100].
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The use of cellulose/nanosilver sponge materials was strongly encouraged in case of serious
wound infection and in vivo tests confirmed accelerate infected wound healing and absorbing
capacity for wound exudate [101]. Other examples of composite scaffolds are biocomposite
films containing alginate and sago starch impregnated with silver nanoparticles [102], chitin/
nanosilver composite scaffolds and electrospun mats doped with nanosilver, zinc oxide, etc.,
as degradable and non-degradable polymers [103, 104]. For example, polymeric nanofilm-
containing silver nanoparticles exhibit antimicrobial activity at loadings and release rates of
silver lower than conventional dressings. When placed on a moist wound, the PVA dissolves
and the silver-loaded nanofilm results immobilized on the wound bed, thus allowing the
normal and complete wound closure by re-epithelialization [104]. A general overview of some
relevant techniques adopted to incorporate nanometals into hydrogel network for wound
dressing production is reported in Table 1.

Nanomaterial Description of the technique References

Zinc oxide (ZnO) Hydrogel/zinc oxide nanoparticles (nZnO) composite wound dressings

developed by freeze-dry method from the mixture of nZnO and alginate or

chitosan hydrogels.

[73–76]

Copper oxide

(CuO)

Cu2+ cross-linked alginate hydrogels by a two-step cross-linking technique. (i)

Preparation of solid alginate films through solvent-casting method from soft gels

of alginate solutions lightly cross-linked using a Cu2+ sulphate solution;

(ii) further cross-linking of the films in Cu2+ sulphate solution using a

dipping method.

[79]

Silver

nanoparticles

Silver nanoparticles incorporated in hydrogels network using microwave/electro-

spinning, gamma radiation, self-assembling. Composite sponges and films

obtained by freeze drying and solvent casting.

[89–91, 101, 102]

Table 1. Overview of some relevant techniques for production of nanometal-based antimicrobial wound dressings.

The widespread use of silver-based dressings in surgery is promising, inexpensive and well
tolerated. The placement of silver-nylon dressings over incision sites in colorectal, neurologi-
cal, spinal, cardiovascular and orthopaedic procedures at the time of primary closure has been
described by Abboud et al. as effective in reducing surgical site infection rates [105]. Commer-
cial dressings impregnated by immersion in solutions of AgNPs using different concentrations
of silver from 125 to 1000 ppm demonstrated anti-biofilm efficacy against Pseudomonas
aeruginosa [70]. Conventional cotton gauzes were modified by Sannino et al. through the
deposition of silver-based nanocoatings obtained by a patented photo-assisted deposition
process, which allows the silver treatment of natural and synthetic materials for different
applications [106–108]. Particularly, the technology adopted involves the preparation of a
silver-based solution, and then the deposition of the silver solution onto the surface of the
material through spray coating or dip coating and the following exposure of the wet material
to ultraviolet light, in order to induce the photo-chemical deposition of silver nanoparticles on
the surface of the product. Indeed, the synthesis and deposition of the silver nanoparticles
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occur simultaneously onto the surface of the material because the photo-reduction reaction
induced by UV irradiation determines the conversion from the silver precursor to metal silver
nanoparticles. The silver coatings deposited are characterized by a strong adhesion to the
substrate, good antimicrobial capability and biocompatibility and low silver release [109].
Cotton gauzes treated with low amounts of silver have demonstrated good antimicrobial
activity against different bacterial strains and fungi, and the good antibacterial properties were
further confirmed in simulated working conditions such as after incubation in artificial exudate
inoculated with bacteria [110]. Figure 1 reports the agar diffusion test performed on untreated
gauze and gauze treated with silver by adopting the technology described using Staphylococcus
aureus as tester microorganism.

Figure 1. Agar diffusion tests on untreated gauze and cotton gauze treated by photo-reduction technology.

Description of the product Application References

Polyester textile mesh impregnated with hydrocolloid

particles, vaseline and silver sulphate.

Low to moderate exuding acute and chronic

wound at risk of infection.

[112, 113]

Sodium carboxymethylcellulose hydrofibres combined

with ionic silver.

Acute and chronic wounds at risk of infection,

with moderate and abundant exudate.

[112, 113]

Flexible polyethylene cloth coated with nanocrystalline

Ag particles.

Infected ulcers, surgical wounds and burns. [87, 112]

Silver nylon cloth/activated charcoal. Most type of chronic wounds and infected

wounds and ulcers.

[112, 114]

Table 2. Examples of commercial silver-containing dressings.

Although the impregnating silver solution was prepared by using a percentage of silver lower
than 0.5 wt/v%, the antibacterial test clearly demonstrated that the presence of the silver
coating successfully inhibited the bacterial growth beneath and around the sample, thus
indicating a good potential of product as antibacterial wound dressing. Also flax substrates
have been treated with silver by adopting the same technology and the microbiological activity
was still confirmed after industrial washing, thus suggesting the excellent stability of the
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coating on the surface of the textile material [111, 112]. In order to provide flax substrates with
a moist environment and antibacterial capability at same time, Paladini et al. has developed a
wound dressing biomaterial based on silver-doped self-assembling di-phenylalanine hydro-
gels. These peptide-based hydrogels have some similarities to the extracellular matrix due to
their high hydration and nanofibrous architecture, which make them suitable for wound
dressing applications where the wound environment needs to be controlled to prevent
microbial invasion and to favour tissue regeneration [113]. Along with research efforts, in
recent years, many silver-based wound dressings have been marketed for medical problems
such as wide-body burns, sepsis in traumatic wounds and chronic diabetic ulcers [114, 115].
Some examples are collected in Table 2.

5. Conclusion and future perspectives

Nanotechnology is gaining huge impetus in the present century due to the drastic changes of
chemical, physical and optical properties of metals at nanoscale size [84]. The cutting-edge
combination of nanotechnology with medicine offers unprecedented opportunities to revolu-
tionize currently available macro-scale therapeutics. Nanoparticles-based delivery systems
can be highly beneficial to improve the therapeutic power of biological and synthetic mole-
cules [90]. Due to the knowledge of cellular and molecular processes underlying wound
healing, the new therapeutic approaches act directly on cellular and subcellular events during
the healing process [90].

In recent years, metal nanoparticles/polymer composites have created lot of attraction due to
their wide range of applications [41]. The interest in broad-spectrum antimicrobial agents is
particularly increasing for medicated wound dressings, in order to control colonization of
wounds by opportunistic pathogens. Medicated wound dressings have demonstrated efficacy
in vitro against planktonic microorganisms; however, in vivo bacteria are organized in biofilms,
which is more challenging to control and eradicate [116]. Silver nanoparticles, in particular,
have been identified as potent antimicrobial agent and are being evaluated in different medical
applications ranging from silver based dressings to silver coated medical devices [117]. Silver
in ionized form or nanoparticles exhibits excellent antimicrobial and antifungal properties and
efficacy in preventing biofilm formation by pathogenic bacteria. Silver-based wound dressings
are widely used in clinical practice and show promising results in healing of contaminated
wounds [118].

Despite its recognized importance, there have not been systemic studies that probe the
targeting efficiency of nanoparticles nor international standards on their toxicology and
biocompatibility [119]. Despite their promise, further studies are needed to elucidate the
pharmacokinetics of nanoparticles and potential for in vivo toxicity. However, to date, studies
have found limited toxicity without evidence of systemic absorption [120].

Progress and Perspectives in the Management of Wound Infections

http://dx.doi.org/10.5772/64280

445



[1] Boateng JS, Matthews KH, Stevens HN, Eccleston GM. Wound healing dressings and
drug delivery systems: a review. J. Pharm. Sci. 2008;97:2892–2923. doi:10.1002/jps.21210

[2] Guo S, Di Pietro LA. Factors affecting wound healing. J. Dent. Res. 2010;89:219–229.
doi:10.1177/0022034509359125

[3] Edwards R, Harding KG. Bacteria and wound healing. Curr. Opin. Infect. Dis.
2004;17:91–96. doi:10.1097/01.qco.0000124361.27345.d4

[4] Thet NT, Alves DR, Bean JE, Booth S, Nzakizwanayo J, Young AE, Jones BV, Jenkins
AT. Prototype development of the intelligent hydrogel wound dressing and its efficacy
in the detection of model pathogenic wound biofilms. ACS Appl. Mater. Interfaces.
2015. doi:10.1021/acsami.5b07372

[5] Schierle CF, De la Garza M, Mustoe TA, Galiano RD. Staphylococcal biofilms impair
wound healing by delaying reepithelialization in a murine cutaneous wound model.
Wound Repair Regen. 2009;17:354–359. doi:10.1111/j.1524-475X.2009.00489.x

[6] Metcalf DG, Bowler PG. Biofilm delays wound healing: a review of the evidence. Burns
Trauma. 2013;1:5–12. doi:10.4103/2321-3868.113329

[7] Mah TF, O’Toole GA. Mechanisms of biofilm resistance to antimicrobial agents. Trends
Microbiol. 2001;9:34–39. doi:10.1016/S0966-842X(00)01913-2

[8] Straccia MC, d’Ayala GG, Romano I, Oliva A, Laurienzo P. Alginate hydrogels coated
with chitosan for wound dressing. Mar. Drugs. 2015;13:2890–2908. doi:10.3390/
md13052890

[9] World Health Organisation. Antimicrobial Resistance: Global Report on Surveillance.
Geneva, Switzerland: WHO Press; 2014.

Wound Healing - New insights into Ancient Challenges446

Author details

Federica Paladini1*#, Mauro Pollini1,2#, Alessandro Sannino1,2 and Luigi Ambrosio3

*Address all correspondence to: federica.paladini@unisalento.it

1 Department of Engineering for Innovation, University of Salento, Lecce, Italy

2 Silvertech Ltd, Via per Monteroni, Lecce, Italy

3 Department of Chemical Sciences & Materials Technology, National Research Council of 
Italy, Rome, Italy

#these authors contributed equally to this work

References



[10] Ubbink DT, Brölmann FE, Go PM, Vermeulen H. Evidence-based care of acute wounds:
a perspective. Adv. Wound Care (New Rochelle). 2015;4:286–294. doi:10.1089/wound.
2014.0592

[11] Eming SA, Krieg T, Davidson, JM. Inflammation in wound repair: molecular and
cellular mechanisms. J. Investig. Dermatol. 2007;127:514–525. doi:10.1038/sj.jid.5700701

[12] Finnegan S, Percival SL. EDTA: an antimicrobial and antibiofilm agent for use in wound
care. Adv. Wound Care (New Rochelle). 2015;4:415–421. doi:10.1089/wound.2014.0577

[13] Marcano A, Ba O, Thebault P, Crétois R, Marais S, Duncan AC. Elucidation of innovative
antibiofilm materials. Colloids Surf. B Biointerfaces. 2015;136:56–63. doi:10.1016/
j.colsurfb.2015.08.007

[14] Landsiedel R, Ma-Hock L, Kroll A, Hahn D, Schnekenburger J, Wiench K, Wohlleben
W. Testing metal-oxide nanomaterials for human safety. Adv. Mater. 2010;22:2601–2627.
doi:10.1002/adma.200902658

[15] Proksch E, Brandner JM, Jensen JM. The skin: an indispensable barrier. Exp. Dermatol.
2008;17:1063–1072. doi:10.1111/j.1600-0625.2008.00786.x

[16] Bowler PG, Duerden BI, Armstrong DG. Wound microbiology and associated ap-
proaches to wound management. Clin. Microbiol. Rev. 2001;14:244–269. doi:10.1128/
CMR.14.2.244-269.2001

[17] Percival SL, McCarty SM, Lipsky B. Biofilms and wounds: an overview of the evidence.
Adv. Wound Care (New Rochelle). 2015;4:373–381. doi:10.1089/wound.2014.0557

[18] Kwei J, Halstead FD, Dretzke J, Oppenheim BA, Moiemen NS. Protocol for a systematic
review of quantitative burn wound microbiology in the management of burns patients.
Syst. Rev. 2015;4:150. doi:10.1186/s13643-015-0137-9

[19] Zhao G, Usui ML, Lippman SI, James GA, Stewart PS, Fleckman P, Olerud JE. Biofilms
and inflammation in chronic wounds. Adv. Wound Care (New Rochelle). 2013;2:389–
399. doi:10.1089/wound.2012.0381

[20] Bessa LJ, Fazii P, Di Giulio M, Cellini L. Bacterial isolates from infected wounds and
their antibiotic susceptibility pattern: some remarks about wound infection. Int. Wound
J. 2015;12:47–52. doi:10.1111/iwj.12049

[21] Hill KE, Malic S, McKee R, Rennison T, Harding KG, Williams DW, Thomas DW. An
in vitro model of chronic wound biofilms to test wound dressings and assess antimi-
crobial susceptibilities. J. Antimicrob. Chemother. 2010;65:1195–1206. doi:10.1093/jac/
dkq105

[22] Ganesh K, Sinha M, Mathew-Steiner SS, Das A, Roy S, Sen CK. Chronic wound biofilm
model. Adv. Wound Care (New Rochelle). 2015;4:382–388. doi:10.1089/wound.
2014.0587

Progress and Perspectives in the Management of Wound Infections

http://dx.doi.org/10.5772/64280

447



[23] Seth AK, Geringer MR, Hong SJ, Leung KP, Mustoe TA, Galiano RD. In vivo modeling
of bio- film-infected wounds: a review. J. Surg. Res. 2012;178:330–338. doi:10.1016/j.jss.
2012.06.048

[24] Seth AK, Geringer MR, Gurjala AN, Hong SJ, Galiano RD, Leung KP, Mustoe TA.
Treatment of Pseudomonas aeruginosa biofilm-infected wounds with clinical wound care
strategies: a quantitative study using an in vivo rabbit ear model. Plast. Reconst. Surg.
2012;129:262–274. doi:10.1097/PRS.0b013e31823aeb3b

[25] Hurlow J, Couch K, Laforet K, Bolton L, Metcalf D, Bowler P. Clinical biofilms: a
challenging frontier in wound care. Adv. Wound Care (New Rochelle). 2015;4:295–301.
doi:10.1089/wound.2014.0567

[26] Percival SL, Hill KE, Williams DW, Hooper SJ, Thomas DW, Costerton JW. A review of
the scientific evidence for biofilms in wounds. Wound Repair Regen. 2012;20:647–657.
doi:10.1111/j.1524-475X.2012.00836.x

[27] Percival SL, Vuotto C, Donelli G, Lipsky BA. Biofilms and wounds: an identification
algorithm and potential treatment options. Adv. Wound Care (New Rochelle).
2015;4:389–397. doi:10.1089/wound.2014.0574

[28] Rhoads DD, Wolcott RD, Percival SL. Biofilms in wounds: management strategies. J.
Wound Care. 2008;17:502–508. doi:10.12968/jowc.2008.17.11.31479

[29] Leaper D, Assadian O, Edmiston CE. Approach to chronic wound infections. Br. J.
Dermatol. 2015;173:351–358. doi:10.1111/bjd.13677

[30] Leaper DJ, Schultz G, Carville K, Fletcher J, Swanson T, Drake R. Extending the TIME
concept: what have we learned in the past 10 years? Int. Wound J. 2012;2:1–19. doi:
10.1111/j.1742-481X.2012.01097.x

[31] Sen  CK,  Gordillo  GM,  Roy  S,  Kirsner  R,  Lambert  L,  Hunt  TK,  Gottrup  F,
Gurtner  GC,  Longaker  MT.  Human  skin  wounds:  a  major  and  snowballing
threat  to  public  health  and  economy.  Wound  Rep.  Reg.  2009;17:763–771.  doi:
10.1111/j.1524-475X.2009.00543.x

[32] Dalton  T,  Dowd  SE,  Wolcott  RD,  Sun  Y,  Watters  C,  Griswold  JA,  Rumbaugh
KP. An in  vivo  polymicrobial  biofilm wound infection model  to study interspecies
interactions.  PLoS  One.  2011;6:e27317.  doi:10.1371/journal.pone.0027317

[33] Clinton A, Carter T. Chronic wound biofilms: pathogenesis and potential therapies.
Lab. Med. 2015;46:277–284. doi:10.1309/LMBNSWKUI4JPN7SO

[34] Gullo A, Volti GL, Ristagno G. New burns and trauma journal celebrating translational
research. Burns Trauma 2013;1:47–50. doi:10.4103/2321-3868.118922

[35] Siddiqui AR, Bernstein JM. Chronic wound infection: facts and controversies. Clin.
Dermatol. 2010;28:519–526. doi:10.1016/j.clindermatol.2010.03.009.

Wound Healing - New insights into Ancient Challenges448



[36] Perencevich EN, Sands KE, Cosgrove SE, Guadagnoli E, Meara E, Platt R. Health and
economic impact of surgical site infections diagnosed after hospital discharge. Emerg.
Infect. Dis. 2003;9:196–203. doi:10.3201/eid0902.020232

[37] James GA, Swogger E, Wolcott R, Pulcini Ed, Secor P, Sestrich J, Costerton JW, Stewart
PS. Biofilms in chronic wounds. Wound Repair Regen. 2008;16:37–44. doi:10.1111/j.
1524-475X.2007.00321.x

[38] Daeschlein G. Antimicrobial and antiseptic strategies in wound management. Int.
Wound J. 2013;10:9–14. doi:10.1111/iwj.12175

[39] Braunwarth H, Brill FHH. Antimicrobial efficacy of modern wound dressings: oligo-
dynamic bactericidal versus hydrophobic adsorption effect. Wound Med. 2014;5:16–20.
doi:10.1016/j.wndm.2014.04.003

[40] Percival SL, McCarty SM. Silver and alginates: role in wound healing and biofilm
control. Adv. Wound Care (New Rochelle). 2015;4:407–414. doi:10.1016/j.wndm.
2014.04.003

[41] Madhumathi K, Sudheesh Kumar PT, Abhilash S, Sreeja V, Tamura H, Manzoor K, Nair
SV, Jayakumar R. Development of novel chitin/nanosilver composite scaffolds for
wound dressing applications. J. Mater. Sci. Mater. Med. 2010;21:807–813. doi:10.1007/
s10856-009-3877-z.

[42] Maiti S, Krishnan D, Barman G, Ghosh SK, Lah JK. Antimicrobial activities of silver
nanoparticles synthesized from Lycopersicon esculentum extract. J. Anal. Sci. Technol.
2014;5:40. doi:10.1186/s40543-014-0040-3

[43] Seil JT, Webster TJ. Antimicrobial applications of nanotechnology: methods and
literature. Int. J. Nanomedicine. 2012;7:2767–2781. doi:10.2147/IJN.S24805

[44] Yah CS, Simate GS. Nanoparticles as potential new generation broad spectrum
antimicrobial agents. Daru 2015;23:43. doi:10.1186/s40199-015-0125-6

[45] Zhou EH, Watson C, Pizzo R, Cohen J, Dang Q, Ferreira de Barros PM, Park CY, Chen
C, Brain JD, Butler JP, Ruberti JW, Fredberg JJ, Demokritou P. Assessing the impact of
engineered nanoparticles on wound healing using a novel in vitro bioassay. Nanome-
dicine (Lond). 2014;9:2803–2815. doi:10.2217/nnm.14.40

[46] Rivero PJ, Urrutia A, Goicoechea J, Arregui FJ. Nanomaterials for functional textiles
and fibers. Nanoscale Res. Lett. 2015;10:501. doi:10.1186/s11671-015-1195-6

[47] Chatterjee AK, Chakraborty R, Basu T. Mechanism of antibacterial activity of copper
nanoparticles. Nanotechnology. 2014;25:135101. doi:10.1088/0957-4484/25/13/135101

[48] Lansdown AB, Mirastschijski U, Stubbs N, Scanlon E, Agren MS. Zinc in wound
healing: theoretical, experimental, and clinical aspects. Wound Repair Regen.
2007;15:2–16. doi:10.1111/j.1524-475X.2006.00179.x

Progress and Perspectives in the Management of Wound Infections

http://dx.doi.org/10.5772/64280

449



[49] Raguvaran R, Manuja A, Manuja BK. Zinc oxide nanoparticles: opportunities and
challenges in veterinary sciences. Immunome Res. 2015;11:95. doi:
10.4172/1745-7580.1000095

[50] Apperlot  G,  Lipovsky  A,  Dror  R,  Perkas  N,  Nitzan  Y,  Lubart  R,  Gedanken  A.
Enhanced  antibacterial  activity  of  nanocrystalline  ZnO  due  to  increased  ROS-
mediated cell injury. Adv. Funct. Mater. 2009;19:842–852. doi:10.1002/adfm.200801081

[51] Salem W, Leitner DR, Zingl FG, 1, Schratter G, Prassl R, Goessler W, Reidl J, Schild S.
Antibacterial activity of silver and zinc nanoparticles against Vibrio holera and
enterotoxic Escherichia coli. Int. J. Med. Microbiol. 2015;305:85–95. doi:10.1016/j.ijmm.
2014.11.005

[52] Raghupathi KR, Koodali RT, Manna AC. Size-dependent bacterial growth inhibition
and mechanism of antibacterial activity of zinc oxide nanoparticles. Langmuir.
2011;27:4020–4028. doi:10.1021/la104825u

[53] Xie Y, He Y, Irwin PL, Jin T, Shi X. Antibacterial activity and mechanism of action of
zinc oxide nanoparticles against Campylobacter jejuni. Appl. Environ. Microbiol.
2011;77:2325–2331. doi:10.1128/AEM.02149-10

[54] Reddy KM, Feris KV, Bell J, Wingett DG, Hanley C, Punnoose A. Selective toxicity of
zinc oxide nanoparticles to prokaryotic and eukaryotic systems. Appl. Phys. Lett.
2007;90:213902-1–213902-3. doi:10.1063/1.2742324

[55] Ramyadevi J, Jeyasubramanian K, Marikani A, Rajakumar G, Rahuman A. Synthesis
and antimicrobial activity of copper nanoparticles. Mater. Lett. 2012;71:114–111. doi:
10.1016/j.matlet.2011.12.055

[56] Ruparelia JP, Chatterjee AK, Duttagupta SP, Mukherji S. Strain specificity in antimicro-
bial activity of silver and copper nanoparticles. Acta Biomater. 2008;4:707–716. doi:
10.1016/j.actbio.2007.11.006

[57] Kornblatt  AP,  Nicoletti  VG,  Travaglia  A.  The  neglected  role  of  copper  ions
in  wound  healing.  J.  Inorg.  Biochem.  2016;161:1-8.  doi:10.1016/j.jinorgbio.
2016.02.012

[58] Paladini F, Pollini M, Sannino A, Ambrosio L. Metal-based antibacterial substrates for
biomedical applications. Biomacromolecules 2015;16:1873–1885. doi:10.1021/
acs.biomac.5b00773

[59] Prabhu S, Poulose EK. Silver nanoparticles: mechanism of antimicrobial action,
synthesis, medical applications, and toxicity effects. Int. Nano Lett. 2012;2:32. doi:
10.1186/2228-5326-2-32

[60] Morones JR, Elechiguerra JL, Camacho A, Holt K, Kouri JB, Ramirez JT, Yacaman MJ.
The bactericidal effect of silver nanoparticles. Nanotechnology 2005;16:2346–2353. doi:
10.1088/0957-4484/16/10/059

Wound Healing - New insights into Ancient Challenges450



[61] Li WR, Xie XB, Shi QS, Zeng HY, Ou-Yang YS, Chen YB. Antibacterial activity and
mechanism of silver nanoparticles on Escherichia coli. Appl. Microbiol. Biotechnol.
2010;85:1115–1122. doi:10.1007/s00253-009-2159-5

[62] Feng QL, Wu J, Chen GQ, Cui FZ, Kim TN, Kim JO. A mechanistic study of the
antibacterial effect of silver ions on Escherichia coli and Staphylococcus aureus. J. Biomed.
Mater. Res. 2008;52:662–668. doi:10.1002/1097-4636(20001215)52:4<662::AID-
JBM10>3.0.CO;2-3

[63] Sondi I, Salopek-Sondi B. Silver nanoparticles as antimicrobial agent: a case study on
E. coli as a model for Gram-negative bacteria. J. Colloid Interface Sci. 2004;275:177–182.
doi:10.1016/j.jcis.2004.02.012

[64] Marx DE, Barillo DJ. Silver in medicine: the basic science. Burns. 2014;40:S9–S18. doi:
10.1016/j.burns.2014.09.010

[65] Kim JS, Kuk E, Yu K, Kim JH, Park SJ, Lee HJ, Kim SH, Park YK, Park YH, Hwang CY,
Kim YK, Lee YS, Jeong DH, Cho MH. Antimicrobial effects of silver nanoparticles.
Nanomedicine 2007;3:95–101. doi:10.1016/j.nano.2006.12.001

[66] Gupta V, Kumar A. Nanosilver products – a review. Chem. Sci. Rev. Lett. 2014;3:717–
727.

[67] Nam G, Rangasamy S, Purushothaman B, Song JM. The application of bactericidal
silver nanoparticles in wound treatment. Nanomater. Nanotechnol. 2015,5:23. doi:
10.5772/60918

[68] Tian J, Wong KK., Ho CM, Lok CN, Yu WY, Che CM, Chiu JF, Tam PK. Topical delivery
of silver nanoparticles promotes wound healing. Chem. Med. Chem. 2007;2:129–136.
doi:10.1002/cmdc.200600171

[69] Deepachitra R, Pujitha Lakshmi R, Sivaranjani K, Helan Chandra J, Sastry TP. Nano-
particles embedded biomaterials in wound treatment: a review. J. Chem. Pharm. Sci.
2015;8:324–328.

[70] Velázquez-Velázquez JL, Santos-Flores A, Araujo-Meléndez J, Sánchez-Sánchez R,
Velasquillo C, González C, Martínez-Castañon G, Martinez-Gutierrez F. Anti-biofilm
and cytotoxicity activity of impregnated dressings with silver nanoparticles. Mater. Sci.
Eng. C Mater. Biol. Appl. 2015;49:604–611. doi:10.1016/j.msec.2014.12.084

[71] Phillips PL, Yang Q, Davis S, Sampson EM, Azeke JI, Hamad A, Schultz GS. Antimi-
crobial dressing efficacy against mature Pseudomonas aeruginosa biofilm on porcine skin
explants. Int. Wound J. 2015;12:469–483. doi:10.1111/iwj.12142

[72] Mei Dai, XiuLing Zheng, Xu Xu, XiangYe Kong, XingYi Li, Gang Guo, Feng Luo, Xia
Zhao, Yu Quan Wei, and Zhiyong Qian. Chitosan-alginate sponge: preparation and
application in curcumin delivery for dermal wound healing in rat. J. Biomed. Biotech-
nol. 2009;595126:8. doi:10.1155/2009/595126

Progress and Perspectives in the Management of Wound Infections

http://dx.doi.org/10.5772/64280

451



[73] Kumar PT, Lakshmanan VK, Anilkumar TV, Ramya C, Reshmi P, Unnikrishnan AG,
Nair SV, Jayakumar R. Flexible and microporous chitosan hydrogel/nano ZnO compo-
site bandages for wound dressing: in vitro and in vivo evaluation. ACS Appl. Mater.
Interfaces. 2012;4:2618–2629. doi:10.1021/am300292v

[74] Mohandas A, Kumar PTS, Raja B, Lakshmanan VK, Jayakumar R. Exploration of
alginate hydrogel/nano zinc oxide composite bandages for infected wounds. Int. J.
Nanomedicine. 2015;10:53–66. doi:10.2147/IJN.S79981

[75] Sudheesh  Kumar  P.T.,  Lakshmanan  VK,  Raj  M,  Biswas  R,  Hiroshi  T,  Nair  SV,
Jayakumar.  Evaluation  of  wound  healing  potential  of  β-chitin  hydrogel/nano
zinc  oxide  composite  bandage.  R.  Pharm.  Res.  2013;30:523–537.  doi:10.1007/
s11095-012-0898-y

[76] Kumar  PT,  Lakshmanan  VK,  Biswas  R,  Nair  SV,  Jayakumar  R.  Synthesis  and
biological  evaluation  of  chitin  hydrogel/nano  ZnO  composite  bandage  as
antibacterial  wound dressing.  J.  Biomed. Nanotechnol.  2012;8:891–900.  doi:10.1166/
jbn.2012.1461

[77] Rakhmetova AA, Bogoslovskaya OA, Olkhovskaya IP, Zhigach AN, Ilyina AV, Varla-
mov VP, Gluschenko NN. Concomitant action of organic and inorganic nanoparticles
in wound healing and antibacterial resistance: chitosan and copper nanoparticles in an
ointment as an example. Nanotechnol. Russ. 2015;10:149–157. doi:10.1134/
S1995078015010164

[78] Babushkina IV, Mamontova IA, Gladkova EV. Metal nanoparticles reduce bacterial
contamination of experimental purulent wounds. Bull. Exp. Biol. Med. 2015;158:692–
694. doi:10.1007/s10517-015-2837-5

[79] Klinkajon W, Supaphol P. Novel copper (II) alginate hydrogels and their potential for
use as anti-bacterial wound dressings. Biomed. Mater. 2014;9:045008. doi:
10.1088/1748-6041/9/4/045008

[80] Akila S, Nanda A. In-vivo wound healing activity of silver nanoparticles: an investiga-
tion. Int. J. Sci. Res. 2014;3:1208–1212.

[81] Adhya A, Bain J, Ray O, Hazra A, Adhikari S, Dutta G, Ray S, Kumar Majumdar B.
Healing of burn wounds by topical treatment: a randomized controlled comparison
between silver sulfadiazine and nano-crystalline silver. J. Basic Clin. Pharm. 2014;6:29–
34. doi:10.4103/0976-0105.145776

[82] Archana D, Singh BK, Dutta J, Dutta PK. PVP-nano silver oxide wound dressing: in
vitro and in vivo evaluation. Int. J. Biol. Macromol. 2015;73:49–57 doi:10.1016/j.ijbiomac.
2014.10.055

[83] Abboud EC, Legare TB, Settle JC, Boubekri AM, Barillo DJ, Marcet JE, Sanchez JE. Do
silver-based wound dressings reduce pain? A prospective study and review of the
literature. Burns. 2014;40:S40–S47. doi:10.1016/j.burns.2014.09.012

Wound Healing - New insights into Ancient Challenges452



[84] Singh R, Singh D. Chitin membranes containing silver nanoparticles for wound
dressing application. Int. Wound J. 2014;11:264–268. doi:10.1111/j.1742-481X.
2012.01084.x

[85] Chaloupka K, Malam Y, Seifalian AM. Nanosilver as a new generation of nanoproduct
in biomedical applications. Trends Biotechnol. 2010;28:580–588. doi:10.1016/j.tibtech.
2010.07.006

[86] Chowdhury S, De M, Guha R, Batabyal S, Samanta I, Hazra SH, Ghosh TK, Konar A,
Hazra S. Influence of silver nanoparticles on post-surgical wound healing following
topical application. Eur. J. Nanomed. 2014;6:237–247. doi:10.1515/ejnm-2014-0030

[87] Rigo C, Ferroni L, Tocco I, Roman M, Munivrana I, Gardin C, Cairns WR, Vindigni V,
Azzena B, Barbante C, Zavan B. Active silver nanoparticles for wound healing. Int. J.
Mol. Sci. 2013;14:4817–4840. doi:10.1007/s10856-009-3877-z

[88] Oliveira RN, Rouzé R, Quilty B, Alves GG, Soares GD, Thiré RM, McGuinness GB.
Mechanical properties and in vitro characterization of polyvinyl alcohol-nano-silver
hydrogel wound dressings. Interface Focus. 2014;6:20130049. doi:10.1098/rsfs.
2013.0049

[89] Nguyen TH, Kim YH, Song HY, Lee BT. Nano Ag loaded PVA nano-fibrous mats for
skin applications. J. Biomed. Mater. Res. B Appl. Biomater. 2011;96:225–233. doi:
10.1002/jbm.b.31756

[90] Singh R, Singh D. Radiation synthesis of PVP/alginate hydrogel containing nanosilver
as wound dressing. J. Mater. Sci. Mater. Med. 2012;23:2649–2658. doi:10.1007/
s10856-012-4730-3

[91] Lu S, Gao W, Gu HY. Construction, application and biosafety of silver nanocrystalline
chitosan wound dressing. Burns. 2008;34:623–628. doi:10.1016/j.burns.2007.08.020

[92] Demling RH, Leslie De Santi MD. The rate of re-epithelialization across meshed skin
grafts is increased with exposure to silver. Burns. 2002;28:264–266. doi:10.1016/
S0305-4179(01)00119-X

[93] Kostenko V, Lyczak J, Turner K, Martinuzzi RJ. Impact of silver-containing wound
dressings on bacterial biofilm viability and susceptibility to antibiotics during pro-
longed treatment. Antimicrob. Agents Chemother. 2010;54:5120–5131. doi:10.1128/
AAC.00825-10

[94] Yang Y, Hu H. A review on antimicrobial silver absorbent wound dressings applied to
exuding wounds. J. Microb. Biochem. Technol. 2015;7:228–233. doi:
10.4172/1948-5948.1000212

[95] Percival SL, Slone W, Linton S, Okel T, Corum L, Thomas JG. The antimicrobial efficacy
of a silver alginate dressing against a broad spectrum of clinically relevant wound
isolates. Int. Wound J. 2011;8:237–243. doi:10.1111/j.1742-481X.2011.00774.x

Progress and Perspectives in the Management of Wound Infections

http://dx.doi.org/10.5772/64280

453



[96] Slone W, Linton S, Okel T, Corum L, Thomas JG, Percival SL. The effect of pH on the
antimicrobial efficiency of silver alginate on chronic wound isolates. J. Am. Col. Certif.
Wound Spec. 2011;2:86–90. doi:10.1016/j.jcws.2011.01.001

[97] Seo SY, Lee GH, Lee SG, Jung SY, Lim JO, Choi JH. Alginate-based composite sponge
containing silver nanoparticles synthesized in situ. Carbohydr. Polym. 2012;90:109–115.
doi:10.1016/j.carbpol.2012.05.002.8

[98] Hooper SJ, Percival SL, Hill KE, Thomas DW, Hayes AJ, Williams DW. The visualisation
and m peed of kill of wound isolates on a silver alginate dressing. Int. Wound J.
2012;9:633–642. doi:10.1111/j.1742-481X.2012.00927.x

[99] Wu J, Zheng Y, Song W, Luan J, Wen X, Wu Z, Chen X, Wang Q, Guo S. In situ synthesis
of silver-nanoparticles/bacterial cellulose composites for slow-released antimicrobial
wound dressing. Carbohydr. Polym. 2014;102:762–771. doi:10.1016/j.carbpol.
2013.10.093

[100] Wu J, Zheng Y, Wen X, Lin Q, Chen X, Wu Z. Silver nanoparticle/bacterial cellulose gel
membranes for antibacterial wound dressing: investigation in vitro and in vivo. Biomed.
Mater. 2014;9(3):035005. doi:10.1088/1748-6041/9/3/035005

[101] Ye  D,  Zhong  Z,  Xu  H,  Chang  C,  Yang  Z,  Wang  Y,  Ye  Q,  Zhang  L.
Construction  of  cellulose/nanosilver  sponge  materials  and  their  antibacterial
activities  for  infected  wounds  healing.  Cellulose  2016;23:749–763.  doi:10.1007/
s10570-015-0851-4

[102] Marie Arockianathan P, Sekar S, Sankar S, Kumaran B, Sastry TP. Evaluation of
biocomposite films containing alginate and sago starch impregnated with silver nano
particles. Carbohydr. Polym. 2012;90:717–724. doi:10.1016/j.carbpol.2012.06.003

[103] Shalumon KT, Anulekha KH, Nair SV, Nair SV, Chennazhi KP, Jayakumar R. Sodium
alginate/poly(vinyl alcohol)/nano ZnO composite nanofibers for antibacterial wound
dressings. Int. J. Biol. Macromol. 2011;49:247–254. doi:10.1016/j.ijbiomac.2011.04.005.

[104] Herron M, Agarwal A, Kierski PR, Calderon DF, Teixeira LB, Schurr MJ, Murphy CJ,
Czuprynski CJ, McAnulty JF, Abbott NL. Reduction in wound bioburden using a silver-
loaded dissolvable microfilm construct. Adv. Health Mater. 2014;3:916–928. doi:
10.1002/adhm.201300537

[105] Abboud  EC,  Settle  J,  Legare  TB,  Marcet  JE,  Barillo  DJ,  Sanchez  JE.  Silver-
based  dressings  for  the  reduction  of  surgical  site  infection:  review  of  current
experience  and  recommendation  for  future  studies.  Burns.  2014;40:S30–S39.
doi:10.1016/j.burns.2014.09.011

[106] Pollini M, Paladini F, Licciulli A, Maffezzoli A, Sannino A, Nicolais L. Antibacterial
natural leather for application in the public transport system. J. Coat. Technol. Res.
2013;10:239–245. doi:10.1007/s11998-012-9439-1

Wound Healing - New insights into Ancient Challenges454



[107] De Simone S, Gallo AL, Paladini F, Sannino A, Pollini M. Development of silver nano-
coatings on silk sutures as a novel approach against surgical infections. J. Mater. Sci.
Mater. Med. 2014;25:2205–2214. doi:10.1007/s10856-014-5262-9

[108] Paladini  F,  Cooper  IR,  Pollini  M.  Development  of  antibacterial  and  antifungal
silver-coated  polyurethane  foams  as  air  filtration  units  for  the  prevention  of
respiratory  diseases.  J.  Appl.  Microbiol.  2014;116:710–717.  doi:10.1111/jam.12402

[109] Paladini F, Sannino A, Pollini M. In vivo testing of silver treated fibers for the evaluation
of skin irritation effect and hypoallergenicity. J. Biomed. Mater. Res. B Appl. Biomater.
2014;102:1031–1037. doi:10.1002/jbm.b.33085

[110] Paladini F, De Simone S, Sannino A, Pollini M. Antibacterial and antifungal dressings
obtained by photochemical deposition of silver nanoparticles. J. Appl. Polym. Sci.
2014;131:40326.

[111] Paladini F, Picca RA, Sportelli MC, Cioffi N, Sannino A, Pollini M. Surface chemical and
biological characterization of flax fabrics modified with silver nanoparticles for
biomedical applications. Mater. Sci. Eng. C Mater. Biol. Appl. 2015;52:1–10. doi:10.1016/
j.msec.2015.03.035

[112] Paladini F, Cooper IR, Pollini M. Development of antibacterial and antifungal silver-
coated polyurethane foams as air filtration units for the prevention of respiratory
diseases. J. Appl. Microbiol. 2014;116:710–717. doi:10.1111/jam.12402

[113] Paladini F, Meikle ST, Cooper IR, Lacey J, Perugini V, Santin M. Silver-doped self-
assembling di-phenylalanine hydrogels as wound dressing biomaterials. Mater. Sci.
Mater. Med. 2013;24:2461–2472. doi:10.1007/s10856-013-4986-2

[114] Harding  K,  Gottrup  F,  Jawień  A,  Mikosiński  J,  Twardowska-Saucha  K,
Kaczmarek  S,  Sopata  M,  Shearman  C,  Pieronne  A,  Kommala  D.  A  prospective,
multi-centre,  randomised,  open  label,  parallel,  comparative  study  to  evaluate
effects  of  AQUACEL®  Ag  and  Urgotul®  Silver  dressing  on  healing  of  chronic
venous  leg  ulcers.  Int.  Wound  J.  2012;9(3):285–294.  doi:10.1111/j.1742-481X.
2011.00881.x

[115] Silver S, Phung le T, Silver G. Silver as biocides in burn and wound dressings and
bacterial resistance to silver compounds. J. Ind. Microbiol. Biotechnol. 2006;33(7):627–
634. doi:10.1007/s10295-006-0139-7

[116] Said J, Walker M, Parsons D, Stapleton P, Beezer AE, Gaisford S. An in vitro test of the
efficacy of an anti-biofilm wound dressing. Int. J. Pharm. 2014;474:177–181. doi:10.1016/
j.ijpharm.2014.08.034

[117] Bidgoli  SA,  Mahdavi  M,  Rezayat  SM,  Korani  M,  Amani  A,  Ziarati  P.  Toxicity
assessment  of  nanosilver  wound  dressing  in  Wistar  rat.  Acta  Med.  Iran.
2013;51:203–208.

Progress and Perspectives in the Management of Wound Infections

http://dx.doi.org/10.5772/64280

455



[118] Konop M, Damps T, Misicka A, Rudnicka L. Certain aspects of silver and silver
nanoparticles in wound care: a minireview. J. Nanomater. 2016;7614753:10. doi:
10.1155/2016/7614753

[119] Tocco  I,  Zavan  B,  Bassetto  F,  Vindigni  V.  Nanotechnology-based  therapies  for
skin  wound  regeneration.  J.  Nanomater.  2012;714134:11.  doi:10.1155/2012/714134

[120] Mordorski B, Rosen J, Friedman A. Nanotechnology as an innovative approach for
accelerating wound healing in diabetes. Diabetes Manag. 2015;5:329–332. doi:10.2217/
dmt.15.28

Wound Healing - New insights into Ancient Challenges456


