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The biomedical and therapeutic importance of chitosan and chitosan derivatives is the subject of interdisciplinary

research. In this entry, researchers intended to consolidate some of the recent discoveries regarding the potential of

chitosan and its derivatives to be used for biomedical and other purposes. Why chitosan? Because chitosan is a natural

biopolymer that can be obtained from one of the most abundant polysaccharides in nature, which is chitin. Compared to

other biopolymers, chitosan presents some advantages, such as accessibility, biocompatibility, biodegradability, and no

toxicity, expressing significant antibacterial potential. In addition, through chemical processes, a high number of chitosan

derivatives can be obtained with many possibilities for use. 
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1. Introduction

In 1859, Rouget discovered that by heating chitin in alkaline environment, a soluble material in organic acids can be

obtained. The name of this material, “chitosan”, was given by Hoppe-Seyler in 1894, but the chemical structure was

unknown until 1950 .

Chitosan can be obtained by partial or total deacetylation of chitin, acetyl groups in the molecular chain of chitin being

removed to form amino groups in chitosan. For this reason, chitosan can be classified as a copolymer composed mainly

of 2-amino-2-deoxy-β-d-glucopyranose (glucosamine) and 2-acetamide-2-deoxy-β-d-glucopyranose units (N-

acetylglucosamine) linked by glycosidic β(1→4) bonds  (Figure 1).

Figure 1. Partial deacetylation of chitin to chitosan according to .

The structure of chitosan includes an “acetylated” part and a “deacetylated” part; the molecular structure of the monomeric

units that are repeated in the chitosan molecule is shown in Figure 2. If the left side is 2-amino-2-deoxy-β-(1-4)-d-

glucopyranose representing the degree of acetylation (DA) of chitosan, the right side is the deacetylated result of the left

side, representing the degree of deacetylation of chitosan (DD).

Figure 2. Molecular structure of the chitosan monomer repeated unit.
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Monomer units are distributed randomly or as blocks around chitosan polymer . This mode of distribution gives

chitosan a rigid and uneven structure. The presence of hydroxyl groups located at C6 (hydroxyl group with main activity)

and C3 (hydroxyl group with secondary activity) and amino groups (located on C2 of the molecule), which are highly

reactive, with a concomitant tendency of intramolecular and intermolecular hydrogen bonds, results in the formation of the

linear structure of the chitosan molecule (Figure 3).

Figure 3. Linear structure of chitosan.

The major difference between chitin and chitosan consists of the amino groups (Figure 4). Thus, their physicochemical

properties, which are correlated with their biological functions and their chemical behavior, are different. Chitosan has a

nitrogen content of 6.80% or higher. Generally, when the content of N-acetyl groups is higher than 50%, chitin is

considered, while for lower values, chitosan is considered .

Figure 4. Difference between the structures of chitin and chitosan.

By taking into account its molecular mass, chitosan can be split up in three different categories:

low molecular weight chitosan, with a mass lower than 100 kDa;

medium molecular weight chitosan, with a mass between 100 and 1000 kDa;

high molecular weight chitosan, with a mass higher than 1000 kDa.

The molecular mass of chitosan affects its properties, so it is important to know it in order to make a strong correlation

between chitosan type and any further application prior to chitosan modification .

The most important property of chitosan is its antibacterial activity. This feature reaches a new dimension in the context of

the need to find new materials that have bactericidal effects on bacteria resistant to existing antibiotics. It is known that

chitosan is a bactericide/bacteriostatic agent acting upon a various number of common bacteria, both Gram-positive and

Gram-negative .
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Chitosan has several advantages over other types of antimicrobial agents because it shows a higher antibacterial activity,

a wider spectrum of antibacterial activity, and a lower toxicity towards mammalian cells . The use of chitosan in

medicine is very important. Over time it has acquired various uses, which are spectacular as areas of interest. In terms of

the extremely diverse “bio” field, chitosan has been used in biotechnology , food preservation , drugs

and pharmaceuticals , and gene therapy .

In theory, chitosan has a high biological activity with very wide applicability, but its poor aqueous solubility limits this

theoretical advantage, including its antimicrobial behavior . The antimicrobial action of chitosan is influenced by

numerous intrinsic factors, such as its sources (crustaceans , insect shells , fungi ), concentration , the

molecular weight that generates its type , polymerization degree , but also by external factors, including

pH of the environment , the type and sensitivity of targeted microorganisms , the chemical

composition of the substrate, etc. Many factors change the behavior of chitosan. The pathway to obtain chitosan

derivatives is directly linked to their practical applicability, so different properties of these derivatives will determine their

(re)activity.

Figure 5 shows the most important intrinsic and external factors influencing the antibacterial effects of chitosan.

Figure 5. Intrinsic and external factors contributing to chitosan’s antibacterial activity.

It is difficult to rank these factors, taking in account their influence on the antibacterial activity of chitosan. Researchers will

discuss some of these factors further on. Therefore, as many factors as possible that may influence the antibacterial

activity of chitosan must be considered.

2. Chitosan Sources and Their Contribution to the Antibacterial Activity of
Chitosan

Chitin is the most abundant polysaccharide on earth, after cellulose; it is the main structural polymer found in the fungal

cell wall . It is also present in the exoskeletons of arthropods  and insects . Chitosan, the main derivative of chitin,

can therefore come from fungi and the exoskeleton of crustaceans or insects.

Some studies have mentioned that growing certain mushrooms could provide an effective source of chitosan for industrial

applications . Many researchers have concluded that chitosan can be extracted not only from Zygomycete fungi, but

also from non-Zygomycete fungi .

Chien et al. reported that crude chitin from crab shells did not show any antimicrobial activity, but chitin from mushroom

exhibited an inhibitory effect on bacterial growth, compared with chitin from crab shells .

Their results showed that the antimicrobial activity of fungal chitosan was lower than that of chitosan obtained from

crustacean shells. However, fungal chitosan, similar to crustacean chitosan, exhibited better inhibitory effects against
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Gram-positive bacteria compared with Gram-negative bacteria .

It has been demonstrated by Byun et al. that chitosan prepared from the entire crab shell and the shell of the crab leg

shows major differences in terms of physical–chemical and functional characteristics. For example, chitosan prepared

from crab shell had a significantly higher nitrogen content, degree of deacetylation, solubility, and viscosity and improved

antibacterial activity than chitosan prepared from crab legs .

On the other hand, chitosan oligomers and polymers from different sources present different antibacterial activities. They

have been tested against food borne pathogens, and the results demonstrate that the source, degree of deacetylation,

and molecular size of chitosan must be selectively chosen to control food borne target pathogens .

3. Influence of Chitosan Concentration on the Antibacterial Effect

A lot of experiments suggested that chitosan can inhibit bacterial growth at different concentrations . Usually, the

required concentration of chitosan to inhibit bacterial growth is correlated with the acetylation degree of chitosan; a

solution exhibiting 7.5% acetylation degree was more effective than that exhibiting 15% acetylation degree .

Only at lower concentrations does chitosan bind to the negatively charged cell surface, especially of Gram-negative

bacteria. In this case, it interferes with the cell membrane permeability; thus, intracellular components will be externalized,

leading to cellular death. On the other hand, at higher concentrations, chitosan that is positively charged due to amino

groups may coat the cellular surface, and the intracellular components are blocked in the cell. In addition, in the case of

Gram-positive bacteria, the positively charged bacterial cells and the positively charged chitosan will have a repelling

effect on each other, preventing agglutination .

Liu et al. evaluated the effects of the molecular weight and concentration of chitosan against E. coli. Different molecular

weight chitosans (5.5 × 10  to 15.5 × 10  Da) in various concentrations (20 to 1000 ppm) were used. All chitosan samples

with molecular weight from 5.5 × 10  to 15.5 × 10  Da had good antimicrobial activities at high concentrations (>200 ppm),

and all samples at low concentration (20 ppm) could promote the growth of E. coli . This might be explained by the fact

that bactericidal effects of high concentrations of chitosan can occur through the flocculation of bacteria. Low

concentrations of chitosan did not exert this effect, promoting instead the survival of bacteria by favoring their reproduction

.

4. Environment pH Influence on the Antibacterial Effect of Chitosan

Environmental pH is one of the most important factors affecting the antimicrobial activity of chitosan and its derivatives.

pH primarily affects the solubility of chitosan, but it also affects the electrical charges of the chitosan molecule. This

property enables chitosan molecules to bind via electrical interactions .

It is well known that native chitosan is soluble in organic acids at pH lower than 6, but it is insoluble in water, organic

solvents, and alkaline medium (Figure 6). Preparation of different water-soluble chitosan salts is possible by its

neutralization with hydrochloric acid, acetic acid, lactic acid, or formic acid . Its solubility in diluted aqueous solutions

can be correlated with the conversion of glucosamine units into the soluble form of R-NH . Experimental data proved that

water insoluble chitosan shows antimicrobial activity in acidic medium, being appropriate for use as a preservative in

acidic foods .

Figure 6. The pH influence upon chitosan solubility according to .

At pH lower than pKa, chitosan molecules are protonated due to the high density of amino groups (–NH ) that get

converted to the quaternary form, giving a positive charge to the polymer, which increases the intermolecular electric
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repulsion, resulting in a polycationic macromolecule . Chitosan has polycationic behavior at pH < 6, which makes it

soluble in water. It was observed that while pH decreases, the adsorption of chitosan on bacterial surfaces will increase.

These are the requirements to interact with negatively charged substances like proteins, fatty acids, and phospholipids,

which are components of the bacterial cell . Thus, the interaction between positively charged chitosan molecules

with negatively charged residues on the bacterial surface is possible, and in this way, the cell permeability is perturbed,

which ultimately leads to bacterial death . In all mechanisms that explain the antibacterial effects of chitosan

molecules, the cationic charge is considered to be responsible for efficient binding of chitosan to the anionic components

that are present at the level of bacterial membranes . The interaction between protonated chitosan

and negatively charged cell membranes is the most common mechanism that explains cellular death, referred as the

“antibacterial effect” of chitosan.

There is the problem of the pH difference between the physiological pH of most bacterial cells (which is a neutral pH) and

the pH at which chitosan is soluble. The physiological pH of the cell being neutral, chitosan molecules precipitate, and

chitosan molecules remain on the surface of the bacterial cell, acting like a layer that blocks the ion exchange channels

from the cellular wall, which are essential for the good survival of the microbial cell. This mechanism destabilizes the cell

wall morphology and functions, causing severe damage to cell constituents and, in the end, the cell will die .

This mechanism of action is not unique; the antibacterial effect of chitosan is the result of a string of molecular processes

that cause multiple damages, leading to cellular death.

Most research has shown that when the pH of the medium is below pKa, the polymer has an increased antimicrobial

effect . It seems that the presence of positive charge on the structure of the polymer, rather than its solubility

depending on the pH range, is the critical factor for expressing antimicrobial activity .

A series of studies has shown that chitosan derivatives are active towards Gram-positive and Gram-negative bacteria only

when the degree of substitution is low; chitosan derivates should have a higher number of protonated amino groups 

.

Not only the presence of positive charge is enough, but a decisive role in exerting the bactericidal effect of chitosan

derivatives is played by the location of the cationic charge, compared to the polymer backbone structure. In the case of a

series of compounds with different spacing lengths of substituted carbon, the inhibitory effect of the compounds

decreased if the distance between the backbone of the polymer and the cationic position increased. Most researchers

conclude that the antimicrobial effect seems to be highest if cationic fragments are closer to the polymer backbone, and it

tends to decrease when the functional groups are present at an increasing distance from the polymer chain. This effect is

clearly observed when the same functional group is bounded to the polymer by chains of different lengths .

At pH higher than pKa, chitosan tends to lose its positive charge, and it precipitates due to deprotonation of amino groups,

becoming insoluble. This is explained by the fact that the majority of amino groups become uncharged at pH close to 7 

. Although at pH > pKa chitosan is deprotonated, it still remains reactive, having the possibility to form gels or protective

films .

Another study concluded that at pH = 6.2, a stronger biocidal effect was observed, which is related to the particular pKa of

chitosan (pKa = 6.3–6.5) , obviously very close to a pH of 6.2. At this pH, the amount of positively charged amino

groups is about 75% in chitosan, while at pH 7.4, this quantity represents approximately 10% .

5. The Molecular Weight Contribution to the Antibacterial Effect of
Chitosan

Based on molecular weight, there are three types of chitosan:

low molecular weight (LMw) chitosan, named also “oligo-chitosan” or “short chain chitosan” (molecular weight < 50

kDa);

medium molecular weight (MMw) chitosan, with molecular weight between 50 kDa and 250 kDa;

high molecular weight (HMw) chitosan, with molecular weight > 250 kDa .

Almost all studies reported a correlation between the bactericidal effect of chitosan and its molecular weight .

Oligosaccharides and D-glucosamine have no antibacterial activity. In some studies it is suggested that a minimum

[38]

[33][38][50]

[16][33][40][51]

[45][48][52][53][54][55][56][57]

[48]

[35][43]

[58]

[14][39]

[59][60][61][62][63]

[8][62][64]

[38]

[58]

[57][65][66]

[67]

[66]

[6][35][38]

[68][69]



molecular weight of 10 kDa is required for a bactericidal effect .

The relation between the bactericidal effect and the molecular weight is influenced by the type of implied bacteria .

HMw chitosan cannot cross microbial membranes; thus, it remains on the cellular surface, blocking nutrients to be

transported inside microbial cells, leading to cell lysis. A dissociated solution of HMw chitosan molecules can bind to the

cell membrane, modifying its permeability. Dissociated solutions of LMw chitosan molecules can bind to DNA while

penetrating the cell nucleus, inhibiting the synthesis of mRNA .

In various studies on several bacteria, such as Staphylococcus aureus, Bacillus cereus, Klebsiella pneumoniae, and E.
coli, it was found that the lower the molecular weight (LMW) of chitosan, the higher the antibacterial effect . This is

attributed to the size and conformation of chitosan particles that appear to play an essential role in understanding the

effectiveness of low molecular weight chitosan. The mobility, attraction, and ionic interaction of small chains are easier

than those of large ones. The priority is to facilitate the adoption of large conformations, which can be efficiently bound on

the membrane surface .

6. The Contribution of the Type of Bacteria to the Antibacterial Effect of
Chitosan

The first step in understanding the antibacterial activity of chitosan on different types of bacteria was made by Allan and

Hadwinger in 1979 . Over time, the entire antibacterial activity of chitosan itself was attributed to the amino groups that

are directly influenced by DP degree and DD degree.

Due to the different composition of the Gram-positive and Gram-negative cell walls, the interaction of chitosan is different

with these two types of bacteria. In some studies, researchers found that the bactericidal effect was more important on

Gram-negative bacteria than on Gram-positive ones  because of the higher affinity of amino groups for anionic radicals

present in the cell wall. In other studies, Gram-positive bacteria were considered to be more sensitive to the antimicrobial

activity of chitosan, as a consequence of the Gram-negative outer membrane barrier . These discrepancies should

not surprise the researchers, given that the bactericidal activity of chitosan is influenced by so many factors, both intrinsic

and extrinsic.

Antimicrobial activity of chitosan is considered to occur when the compounds are absorbed onto the surface of the
bacterial cells. This is followed by an increase in the permeability of the lipid cell membrane, and essential compounds

leave the cell, leading to cellular death .

Although several mechanisms for the antibacterial activity of chitosan and chitosan derivatives have been suggested, the

exact mode of action is still not known in detail. However, there is clear evidence that these compounds express

molecular-level interactions with the cell membrane . Usually, ionic and/or hydrophobic interactions are

considered to be responsible for the damage or breakage of cell membranes . Based on these considerations, the

hydrophilicity of Gram-negative bacteria is significantly higher than that of Gram-positive bacteria, making them more

sensitive to the action of chitosan. Thus, following the action of an antibacterial agent, the cell wall of Gram-negative

bacteria passes several morphological changes compared to Gram-positive ones. Determinant for this is the density of

electrical charges on the surface of the bacterial cell, which is actually crucial for the amount of adsorbed chitosan. The

more chitosan is adsorbed, the more obvious are the changes in the structure and permeability of the cell membrane .

Electronic microscopy proved that chitosan induces extensive cell surface alteration while covering the bacterial outer

membrane with vesicular structures, causing alterations of the barrier function of the cell membrane .

Chitosan possesses a polycationic character and interacts predominantly with the anionic wall components of bacteria

(especially lipopolysaccharides and proteins). The consequences of this interaction are represented by externalization of

intracellular components and the impossibility for nutrients to enter into the bacterial cell, nutrients being bound to metals

.

Amino groups, via chelating mechanisms, can react with the metal ions. Because amino groups are protonated in an

acidic medium, they can cause electrostatic attraction of anionic compounds, such as anionic residues or proteins, by

altering their normal functioning; but, simultaneously, the affinity of the absorbent to bind metal cations is reduced .

The membrane of Gram-negative bacteria is a thin two-dimensional structure containing a peptidoglycan layer that forms

a hydrophilic surface (Figure 7). The cytoplasmic membrane is made of lipopolysaccharides, lipoproteins, and

phospholipids. When the protonated amino groups of chitosan meet a certain anionic bacterial surface (carboxylic

[70]

[36]

[14][35][68][69]

[14]

[34][71]

[72]

[40]

[16][73]

[33]

[14][61][74]

[69][75]

[76]

[69][77][78]

[79]

[80]



residues, phosphate residues, etc.), electrostatic binding is possible, especially if chitosan is of a low molecular weight

type. Subsequently, cell permeability is affected, and osmotic stability of the bacterial wall is decreased. The complexes

resulting from this interaction affect the barrier properties of the cytoplasmic membrane; they enter into the cell and

interfere with the physiological bacterial processes or cause a leakage of enzymes and nucleotides from bacteria . In

conclusion, in Gram-negative bacteria, the external membrane layer works as a barrier against hydrophobic residues and

macromolecules, explaining the resistance of the Gram-negative bacteria against hydrophobic antibiotics.

Figure 7. Models proposed for chitosan action upon Gram-positive and Gram-negative bacteria (from Kravanja et al.,

2019 ).

Chitosan exerts a chelating effect , binding essential metals and thereby inhibiting microbial growth. It is well known

that chitosan has excellent metal-binding abilities, using charged amino groups that interact with metals . This

type of interaction between amino functions and divalent ions within the microorganism cell wall (Ca  or Mg ) prevents

the production of toxins and inhibits bacterial growth .

Bacterial membrane permeability is importantly influenced by the molecular size of chitosan and the pH of the medium.

These factors were described above.

The cellular wall of Gram-positive bacteria is a three-dimensional layer, consisting especially of peptidoglycans. Gram-

positive bacteria have no outer membrane (Figure 7).

One proposed mechanism for the bactericidal effect of chitosan on Gram-positive bacteria is its direct blocking capacity,

preventing nutrients and oxygen from entering the intracellular space . This mechanism is suitable for higher molecular

weight chitosan, which forms a polymer membrane on the surface of the bacterial cell.

Another bactericidal mechanism of chitosan with low molecular weight derives from the interaction with DNA that inhibits

mRNA and protein synthesis after entering the nuclei of microorganisms. This was demonstrated in the case of E. coli,
where intracellular chito-oligomers were observed, and these probably prevent DNA transcription .

In conclusion, the different sensitivities of Gram-positive bacteria compared with Gram-negative ones, as a result of

chitosan action, is primarily due to the difference between the cell wall structures of the two categories of bacteria. Gram-

negative bacteria have three barrier membranes (the hydrophobic outer membrane, the peptidoglycan layer, and the cell

membrane), while Gram-positive bacteria have only a thick peptidoglycan layer (that contain teichoic acid and is

negatively charged). In addition to these structural differences, intrinsic (molecular mass, degree of deacetylation) and

extrinsic factors (concentration, pH, contact time) always occur in the manifestation and magnitude of the bactericidal

effect of chitosan or its derivatives on different types of bacteria.

7. The Chitosan Derivatives’ Contributions to the Antibacterial Effect

Chitosan solubility in water is limited. It has been synthetically modified, resulting in improved aqueous solubility and

increased antibacterial activity. Based on the type of functional groups that are attached to the polymer backbone, many

antibacterial chitosan derivatives exist.

In most cases, functionality of chitosan is provided by chemical reactions that require certain conditions to be

accomplished. However, there are some situations where it is sufficient to create reaction conditions that do not actually

involve a chemical reaction between components. This is the case for chitosan functionalized by impregnation with

various pendant groups; it is necessary to put chitosan in contact with the extractant for a certain time, after which the

material is filtered, washed, and dried.

In further sections, researchers will describe the most important methods of chemical functionalization of chitosan,

referring especially to the hanging groups that can be attached to the chitosan chain. The objective is a better

understanding of the mechanisms that can explain the bactericidal effects of chitosan functionalized by impregnation.
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The antibacterial effects of chitosan and its derivatives have been reported by many authors . It was

demonstrated that both native chitosan and its derivates have bactericidal effects, but there are evident differences among

them.

The presence of –NH  and –OH nucleophilic functional groups allow chitosan to be modified either at the amino group or

at the hydroxyl group (Figure 8). In this way, chitosan becomes a support material for the synthesis of another material

(chitosan derivative) that will exhibit superior properties.

Figure 8. Schematic chitosan functionalization.

Chitosan derivatives with substituted functional groups for both the –OH and –NH  reactive center have an increased

bactericidal effect against both Gram-positive and Gram-negative bacteria compared to chitosan functionalized only at a

single reactive center .

Due to the poor solubility of chitosan in aqueous medium, synthetic modifications of chitosan have mostly been carried out

in acidic–aqueous media or under heterogeneous conditions where the polymer is only partially dissolved in the reaction

medium. These conventional methods usually allow one to obtain products that can be substituted at all three reactive

centers of chitosan (the 2-amino group and the 3- and 6-hydroxyl groups), and this ultimately results in a heterogeneous

product or a product having a low degree of substitution. To overcome these issues, different types of groups were

introduced to protect either the amino group or the hydroxyl groups . In this case the synthesis of chemically modified

chitosan derivatives can be done selectively by multiple step reactions.

To protect the amino group, the most used protecting group is phtaloyl .

To protect the hydroxyl groups, the most useful protecting groups are acetyl, triphenylmethyl, and trimethylsilyl groups

.

References

1. Grégorio, C. Historical review on chitin and chitosan biopolymers. Environ. Chem. Lett. 2019, 17, 1623–1643.

2. Dimzon, I.K.D.; Ebert, J.; Knepper, T.P. The interaction of chitosan and olive oil: Effects of degree of deacetylation and
degree of polymerization. Carbohydr. Polym. 2013, 92, 564–570.

3. Hadwiger, L.A.; Chinag, C.C.; Victory, S.; Horovitz, D. Chitin and Chitosan; Elsevier: London, UK, 1989; p. 138.

4. Se-Kwon, K. (Ed.) Chitin, Chitosan, Oligosaccharides and Their Derivatives: Biological Activities and Applications; CRC
Press: Boca Raton, FL, USA, 2011.

[10][14][85][86]

2

2

[78]

[62]

[87][88]

[88][89][90]



5. Prashanth, K.V.H.; Tharanathan, R.N. Chitin/chitosan: Modifications and their unlimited application—an overview. Tren
ds Food Sci. Technol. 2007, 18, 117–131.

6. De Farias, B.S.; Grundmann, D.D.R.; Rizzi, F.Z.; Martins, N.S.S.; Sant’Anna Cadaval, T.R., Jr.; de Almeida Pinto, L.A.
Production of low molecular weight chitosan by acid and oxidative pathways: Effect on physicochemical properties. Foo
d Res. Int. 2019, 123, 88–94.

7. Alvarenga, E. Characterization and Properties of Chitosan. In Biotechnology of Biopolymers; InTech: Rijeka, Croatia, 2
011; Volume 24.

8. Barbosa, H.F.G.; Attjioui, M.; Leitao, A.; Moerschbacher, B.M.; Cavalheiro, E.T.G. Characterization, solubility and biologi
cal activity of amphihilic biopolymeric Schiff bases synthesized using chitosans. Carbohydr. Polym. 2019, 220, 1–11.

9. Anan, N.A.; Hassan, S.M.; Saad, E.M.; Butler, I.S.; Mostafa, S.I. Preparation, characterization and pH-metric measure
ments of 4-hydroxysalicylidenechitosan Schiff-base complexes of Fe(III), Co(II), Ni(II), Cu(II), Zn(II), Ru(III), Rh(III), Pd(I
I) and Au(III). Carbohydr. Res. 2011, 346, 775–793.

10. Vadivel, T.; Dhamodaran, M. Synthesis, characterization and antibacterial studies of ruthenium(III) complexes derived fr
om chitosan schiff base. Int. J. Biol. Macromol. 2016, 90, 44–52.

11. Hafdani, F.; Sadeghinia, N. A review on application of chitosan as a natural antimicrobial. World Acad. Sci. Eng. Techno
l. 2011, 74, 257–261.

12. Kim, S. Competitive Biological Activities of Chitosan and Its Derivatives: Antimicrobial, Antioxidant, Anticancer, and Anti-
Inflammatory Activities. Int. J. Polym. Sci. 2018.

13. Shankar, S.; Rhim, J.W. Preparation of sulfur nanoparticle-incorporated antimicrobial chitosan films. Food Hydrocoll. 20
18, 82, 116–123.

14. Verlee, A.; Mincke, S.; Stevens, C.V. Recent developments in antibacterial and antifungal chitosan and its derivatives.
Carbohydr. Polym. 2017, 164, 268–283.

15. Salama, H.E.; Saad, G.R.; Sabaa, M.W. Synthesis, characterization and biological activity of Schiff bases based on chit
osan and arylpyrazole moiety. Int. J. Biol. Macromol. 2015, 79, 996–1003.

16. Helander, I.M.; Nurmiaho-Lassila, E.L.; Ahvenainen, R.; Rhoades, J.; Roller, S. Chitosan disrupts the barrier properties
of the outer membrane of Gram-negative bacteria. Int. J. Food Microbiol. 2001, 71, 235–244.

17. Duan, C.; Meng, X.; Meng, J.; Khan, M.I.H.; Dai, L.; Khan, A.; An, X.; Zhang, J.; Huq, T.; Ni, Y. Chitosan as A Preservati
ve for Fruits and Vegetables: A Review on Chemistry and Antimicrobial Properties. J. Bioresour. Bioprod. 2019, 4, 11–2
1.

18. Belbekhouche, S.; Bousserrhine, N.; Alphonse, V.; Le Floch, F.; Mechiche, Y.C.; Menidjel, I.; Carbonnier, B. Chitosan b
ased self-assembled nanocapsules as antibacterial agent. Colloid Surf. B Biointerfaces 2019, 181, 158–165.

19. Periayah, M.; Halim, A.; Mat Saad, A. Biotechnology & Biomaterials Chitosan: A Promising Marine Polysaccharide for B
iomedical Research. Biotechnol. Biomater. 2014, 4, 4.

20. Bhaskara Reddy, M.V.; Arul, J.; Angers, P.; Couture, L. Chitosan Treatment of Wheat Seeds Induces Resistance to Fus
arium graminearum and Improves Seed Quality. J. Agric. Food Chem. 1999, 47, 1208–1216.

21. Bhaskara Reddy, M.V.; Arul, J.; Essaid, A.B.; Angers, P.; Richard, C.; Castaigne, F. Effect of chitosan on growth and tox
in production by Alternaria alternata f. sp. lycopersici. Biocontrol Sci. Technol. 1998, 8, 43.

22. El Hadrami, A.; Adam, L.R.; El Hadrami, I.; Daayf, F. Chitosan in plant protection. Mar. Drugs 2010, 8, 968–987.

23. Rendina, N.; Nuzzaci, M.; Scopa, A.; Cuypers, A.; Sofo, A. Chitosan-elicited defense responses in Cucumber mosaic vi
rus (CMV)-infected tomato plants. J. Plant Physiol. 2019, 234–235, 9–17.

24. Beuchat, L.R. Natural Antimicrobial Sytstems and Food Preservation; CAB International: Wallingford, UK, 1994; p. 179.

25. Cheung, R.C.; Ng, T.B.; Wong, J.H.; Chan, W.Y. Chitosan: An Update on Potential Biomedical and Pharmaceutical Appl
ications. Mar. Drugs 2015, 13, 5156–5186.

26. Shariatinia, Z. Pharmaceutical applications of chitosan. Adv. Colloid Interface Sci. 2018, 263, 131–194.

27. Cao, Y.; Tan, Y.F.; Wong, Y.S.; Liew, M.W.J.; Venkatraman, S. Recent Advances in Chitosan-Based Carriers for Gene D
elivery. Mar. Drugs 2019, 17, 381.

28. Liu, X.; Howard, K.A.; Dong, M.; Andersen, M.Ø.; Rahbek, U.L.; Johnsen, M.G.; Hansen, O.C.; Besenbacher, F.; Kjem
s, J. The influence of polymeric properties on chitosan/siRNA nanoparticle formulation and gene silencing. Biomaterials
2007, 28, 1280–1288.

29. Byun, S.M.; No, H.K.; Hong, J.-H.; Lee, S.I.; Prinyawiwatkul, W. Comparison of physicochemical, binding, antioxidant a
nd antibacterial properties of chitosans prepared from ground and entire crab leg shells. Int. J. Food Sci. Technol. 2013,



48, 136–142.

30. Ai, H.; Wang, F.; Xia, Y.; Chen, X.; Lei, C. Antioxidant, antifungal and antiviral activities of chitosan from the larvae of ho
usefly, Musca domestica L. Food Chem. 2012, 132, 493–498.

31. Batista, A.C.d.L.; Souza Neto, F.E.d.; Paiva, W.d.S. Review of fungal chitosan: Past, present and perspectives in Brazil.
Polímeros Ciência Tecnol. 2018, 28, 275–283.

32. Liu, N.; Chen, X.-G.; Park, H.-J.; Liu, C.-G.; Liu, C.-S.; Meng, X.-H.; Yu, L.-J. Effect of MW and concentration of chitosa
n on antibacterial activity of Escherichia coli. Carbohydr. Polym. 2006, 64, 60–65.

33. Hosseinnejad, M.; Jafari, S.M. Evaluation of different factors affecting antimicrobial properties of chitosan. Int. J. Biol. M
acromol. 2016, 85, 467–475.

34. Vishu Kumar, A.B.; Varadaraj, M.C.; Lalitha, R.G.; Tharanathan, R.N. Low molecular weight chitosans: Preparation with
the aid of papain and characterization. Biochim. Biophys. Acta 2004, 1670, 137–146.

35. Kulikov, S.N.; Chirkov, S.N.; Il’ina, A.V.; Lopatin, S.A.; Varlamov, V.P. Effect of the molecular weight of chitosan on its an
tiviral activity in plants. Appl. Biochem. Microbiol. 2006, 42, 200–203.

36. Younes, I.; Sellimi, S.; Rinaudo, M.; Jellouli, K.; Nasri, M. Influence of acetylation degree and molecular weight of homo
geneous chitosans on antibacterial and antifungal activities. Int. J. Food Microbiol. 2014, 185, 57–63.

37. Cabrera, J.; Cutsem, P.V. Preparation of chitooligosaccharides with degree of polymerization higher than 6 by acid or e
nzymatic degradation of chitosan. Biochem. Eng. J. 2005, 25, 165–172.

38. Meng, X.; Xing, R.; Liu, S.; Yu, H.; Li, K.; Qin, Y.; Li, P. Molecular weight and pH effects of aminoethyl modified chitosan
on antibacterial activity in vitro. Int. J. Biol. Macromol. 2012, 50, 918–924.

39. Jarmila, V.; Eva, V. Chitosan Derivatives with Antimicrobial, Antitumour and Antioxidant Activities—A Review. Curr. Phar
m. Des. 2011, 17, 3596–3607.

40. Chung, Y.C.; Su, Y.P.; Chen, C.C.; Jia, G.; Wang, H.I.; Wu, J.C.G.; Lin, J.G. Relationship between antibacterial activity
of chitosan and surface characteristics of cell wall. Acta Pharmacol. Sin. 2004, 25, 932–936.

41. Leuba, J.L.; Stossel, P. Chitin in Nature and Technology; Springer: Berlin/Heidelberg, Germany, 1986; pp. 215–222.

42. Chien, R.C.; Yen, M.T.; Mau, J.L. Antimicrobial and antitumor activities of chitosan from shiitake stipes, compared to co
mmercial chitosan from crab shells. Carbohydr. Polym. 2016, 138, 259–264.

43. Rabea, E.I.; Badawy, M.E.T.; Stevens, C.V.; Smagghe, G.; Steurbaut, W. Chitosan as antimicrobial agent: Applications
and mode of action. Biomacromolecules 2003, 4, 1457–1465.

44. Errington, N.; Harding, S.E.; Varum, K.M.; Illum, L. Hydrodynamic characterization of chitosans varying in degree of ac
etylation. Int. J. Biol. Macromol. 1993, 15, 117.

45. Lim, S.H.; Hudson, S.M. Synthesis and antimicrobial activity of a water-soluble chitosan derivative with a fiber-reactive
group. Carbohydr. Res. 2004, 339, 313–319.

46. Varlamov, V.P.; Il’ina, A.V.; Shagdarova, B.T.; Lunkov, A.P.; Mysyakina, I.S. Chitin/Chitosan and Its Derivatives: Fundam
ental Problems and Practical Approaches. Biochemistry 2020, 85 (Suppl. 1), S154–S176.

47. Ristic, T.; Hribernik, S.; Fras-Zemljic, L. Electrokinetic properties of fibres functionalised by chitosan and chitosan nano
particles. Cellulose 2015, 22, 3811–3823.

48. Qin, C.; Li, H.; Xiao, Q.; Liu, Y.; Zhu, J.; Du, Y. Water-solubility of chitosan and its antimicrobial activity. Carbohydr. Poly
m. 2006, 63, 367–374.

49. Morin-Crini, N.; Lichtfouse, E.; Torri, G.; Crini, G. Fundamentals and Applications of Chitosan. Sustain. Agric. Rev. 201
9, 35, 49–123.

50. Kumar, M.N.V.R.; Muzzarelli, R.A.A.; Muzzarelli, C.; Sashiwa, H.; Domb, A.J. Chitosan Chemistry and Pharmaceutical
Perspectives. Chem. Rev. 2004, 104, 6017–6084.

51. Côté, F.; Roberts, K.A.; Hahn, M.G. Identification of high-affinity binding sites for the hepta-β-glucoside elicitor in memb
ranes of the model legumes Medicago truncatula and Lotus japonicus. Planta 2000, 211, 596–605.

52. Yang, T.; Zall, R.R. Chitosan membranes for reverse osmosis application. J. Food Sci. 1984, 49, 91–93.

53. Amro, N.A.; Kotra, L.P.; Wadu-Mesthrige, K.; Bulychev, A.; Mobashery, S.; Liu, G.Y. High-resolution atomic force micros
copy studies of the Escherichia coli outer membrane: Structural basis for permeability. Langmuir 2000, 16, 2789–2796.

54. Honarkar, H.; Barikani, M. Applications of biopolymers I: Chitosan. Mon. Chem. 2009, 140, 1403–1420.

55. Marambio-Jones, C.; Hoek, E.M.V. A review of the antibacterial effects of silver nanomaterials and potential implication
s for human health and the environment. J. Nanopart. Res. 2010, 12, 1531–1551.



56. Kravanja, G.; Primožič, M.; Knez, Ž.; Leitgeb, M. Chitosan-Based (Nano)Materials for Novel Biomedical Applications. M
olecules 2019, 24, 1960.

57. Ezati, P.; Rhim, J.W. pH-responsive chitosan-based film incorporated with alizarin for intelligent packaging applications.
Food Hydrocoll. 2020, 102, 10.

58. Kulikov, S.N.; Tikhonov, V.E.; Bezrodnykh, E.A.; Lopatin, S.A.; Varlamov, V.P. Comparative evaluation of antimicrobial a
ctivity of oligochitosans against Klebsiella pneumoniae. Russ. J. Bioorg. Chem. 2015, 41, 57–62.

59. Daly, W.H.; Manuszak-Guerrini, M.A. Biocidal Chitosan Derivatives for Cosmetics and Pharmaceuticals. U.S. Patent 6,
306,835, 23 October 2001.

60. Baba, Y.; Noma, H.; Nakayama, R.; Matsushita, Y. Preparation of chitosan derivatives containing methylthiocarbamoyl
and phenylthiocarbamoyl groups and their selective adsorption of copper(II) over iron(III). Anal. Sci. 2002, 18, 359–361.

61. Martins, F.A.; Facchi, P.S.; Follmann, D.M.H.; Pereira, G.B.A.; Rubira, F.A.; Edvani, M.C. Antimicrobial Activity of Chitos
an Derivatives Containing N-Quaternized Moieties in Its Backbone: A Review. Int. J. Mol. Sci. 2014, 15, 20800–20832.

62. Sahariah, P.; Másson, M. Antimicrobial Chitosan and Chitosan Derivatives: A Review of the Structure–Activity Relations
hip. Biomacromolecules 2017, 18, 3846–3868.

63. Riaz Rajoka, M.S.; Mehwish, H.M.; Wu, Y.; Zhao, L.; Arfat, Y.; Majeed, K.; Anwaar, S. Chitin/chitosan derivatives and th
eir interactions with microorganisms: A comprehensive review and future perspectives. Crit. Rev. Biotechnol. 2020, 40,
365–379.

64. Kaplan, S.; Aslan, S.; Ulusoy, S.; Oral, A. Natural-based polymers for antibacterial treatment of absorbent materials. J.
Appl. Polym. Sci. 2020, 137, 12.

65. Yilmaz Atay, H. Antibacterial Activity of Chitosan-Based Systems. Funct. Chitosan 2020, 457–489.

66. Fernandez-Saiz, P.; Lagarón, J.M.; Ocio, M.J. Optimization of the film-forming and storage conditions of chitosan as an
antimicrobial agent. J. Agric. Food Chem. 2009, 57, 3298–3307.

67. Peter, M.G. Applications and Environmental Aspects of Chitin and Chitosan. J. Macromol. Sci. Part A 1995, 32, 629–64
0.

68. Chirkov, S.N. The Antiviral Activity of Chitosan (Review). Appl. Biochem. Microbiol. 2002, 38, 1–8.

69. Kong, M.; Chen, X.G.; Xing, K.; Park, H.J. Antimicrobial properties of chitosan and mode of action: A state of the art revi
ew. Int. J. Food Microbiol. 2010, 144, 51–63.

70. Raafat, D.; Sahl, H.-G. Chitosan and its antimicrobial potential—A critical literature survey. Microb. Biotechnol. 2009, 2,
186–201.

71. Vishu Kumar, A.B.; Varadaraj, M.C.; Gowda, L.R.; Tharanathan, R.N. Characterization of chito-oligosaccharides prepar
ed by chitosanolysis with the aid of papain and Pronase, and their bactericidal action against Bacillus cereus and Esch
erichia coli. Biochem. J. 2005, 391 Pt 2, 167–175.

72. Allan, C.R.; Hadwiger, L.A. The fungicidal effect of chitosan on fungi of varying cell wall composition. Exp. Mycol. 1979,
3, 287.

73. Hassan, M.A.; Omer, A.M.; Abbas, E.; Baset, W.M.A.; Tamer, T.M. Preparation, physicochemical characterization and a
ntimicrobial activities of novel two phenolic chitosan Schiff base derivatives. Sci. Rep. 2018, 8, 11416.

74. Matica, M.A.; Aachmann, F.L.; Tøndervik, A.; Sletta, H.; Ostafe, V. Chitosan as a Wound Dressing Starting Material: Ant
imicrobial Properties and Mode of Action. Int. J. Mol. Sci. 2019, 20, 5889.

75. Pavinatto, A.; Souza, A.L.; Delezuk, J.A.M.; Pavinatto, F.J.; Campana-Filho, S.P.; Oliveira, O.N. Interaction of O-acylate
d chitosans with biomembrane models: Probing the effects from hydrophobic interactions and hydrogen bonding. Colloi
ds Surf. B Biointerfaces 2014, 114, 53–59.

76. Goy, R.C.; de Britto, D.; Assis, O.B.G. A Review of the Antimicrobial Activity of Chitosan. Polim. Cienc. Tecnol. 2009, 1
9, 241–247.

77. Eaton, P.; Fernandes, J.C.; Pereira, E.; Pintado, M.E.; Xavier Malcata, F. Atomic force microscopy study of the antibact
erial effects of chitosans on Escherichia coli and Staphylococcus aureus. Ultramicroscopy 2008, 108, 1128–1134.

78. Li, Z.; Yang, F.; Yang, R. Synthesis and characterization of chitosan derivatives with dual-antibacterial functional group
s. Int. J. Biol. Macromol. 2015, 75, 378–387.

79. Severino, R.; Ferrari, G.; Vu, K.D.; Donsì, F.; Salmieri, S.; Lacroix, M. Antimicrobial effects of modified chitosan based c
oating containing nanoemulsion of essential oils, modified atmosphere packaging and gamma irradiation against Esche
richia coli O157:H7 and Salmonella Typhimurium on green beans. Food Control 2015, 50, 215–222.

80. Guibal, E. Interactions of metal ions with chitosan-based sorbents: A review. Sep. Purif. Technol. 2004, 38, 43–74.



81. Muzzarelli, R.A.A.; Weckx, M.; Filippini, O. Removal of trace metal ions from industrial waters, nuclear effluents and dri
nking water, with the aid of cross-linked N-carboxymethyl chitosan. Carbohydr. Polym. 1989, 11, 306.

82. Krishnapriya, K.R.; Kandaswamy, M. Synthesis and characterization of a crosslinked chitosan derivative with a comple
xing agent and its adsorption studies toward metal(II) ions. Carbohydr. Res. 2009, 344, 1632–1638.

83. Mohd Yusof, H.; Mohamad, R.; Zaidan, U.H.; Abdul Rahman, N.A. Microbial synthesis of zinc oxide nanoparticles and t
heir potential application as an antimicrobial agent and a feed supplement in animal industry: A review. J. Anim. Sci. Bio
technol. 2019, 10, 57.

84. Amidi, M.; Mastrobattista, E.; Jiskoot, W.; Hennink, W.E. Chitosan-based delivery systems for protein therapeutics and
antigens. Adv. Drug Deliv. Rev. 2010, 62, 59–82.

85. Elshaarawy, R.F.M.; Refaee, A.A.; El-Sawi, E.A. Pharmacological performance of novel poly-(ionic liquid)-grafted chitos
an-N-salicylidene Schiff bases and their complexes. Carbohydr. Polym. 2016, 146, 376–387.

86. Garoufis, A.; Hadjikakou, S.K.; Hadjiliadis, N. Palladium coordination compounds as anti-viral, anti-fungal, anti-microbia
l and anti-tumor agents. Coord. Chem. Rev. 2009, 253, 1384–1397.

87. Kurita, K.; Ikeda, H.; Yoshida, Y.; Shimojoh, M.; Harata, M. Chemoselective protection of the amino groups of chitosan
by controlled phthaloylation: Facile preparation of a precursor useful for chemical modifications. Biomacromolecules 20
02, 3, 1–4.

88. Sahariah, P.; Gaware, V.S.; Lieder, R.; Jónsdóttir, S.; Hjálmarsdóttir, M.Á.; Sigurjonsson, O.E.; Másson, M. The effect of
substituent, degree of acetylation and positioning of the cationic charge on the antibacterial activity of quaternary chitos
an derivatives. Mar. Drugs 2014, 12, 4635–4658.

89. Kurita, K.; Hirakawa, M.; Kikuchi, S.; Yamanaka, H.; Yang, J. Trimethylsilylation of chitosan and some properties of the
product. Carbohydr. Polym. 2004, 56, 333–337.

90. Rúnarsson, O.V.; Malainer, C.; Holappa, J.; Sigurdsson, S.T.; Másson, M. tert-Butyldimethylsilyl O-protected chitosan a
nd chitooligosaccharides: Useful precursors for N-modifications in common organic solvents. Carbohydr. Res. 2008, 34
3, 2576–2582.

Retrieved from https://encyclopedia.pub/entry/history/show/50994


