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Chapter

Applications of Chitosan in
Pulmonary Drug Delivery
Xiuwen Guan and Weifen Zhang

Abstract

Pulmonary administration is an effective method for treating lung and other
diseases. Drugs can be transported directly to the lung by the pulmonary drug
delivery system (PDDS). PDDS has the advantages of maintained local drug con-
centration, reduced side effects, controllable drug release, promoted drug absorp-
tion, prolonged drug action time, and improved patient compliance. Polymers have
been extensively utilized to prepare novel PDDS. Among these polymers, chitosan
(CS) is a natural cationic polysaccharide which is rich in its source. It has many
unique physicochemical properties, good biocompatibility, and satisfactory biode-
gradability. CS has been a popular biomaterial in pharmaceutics for decades and is
widely used in drug delivery. CS contains many amino groups. The contained
positive charges can interact strongly with the negatively charged mucosa mem-
branes, thereby facilitating CS adsorption on the mucosal surface, avoiding clear-
ance by the cilia, and improving the adhesion and penetration rate on the cell
membrane. Moreover, studies have shown that CS could open cell tight junctions,
which would promote drug transportation across the epithelial tissue. Thus, CS is an
especially suitable material for PDDS. In this chapter, we will focus on the research
progress and the applications of CS in PDDS. Many representative and advanced
studies on CS-based PDDS are reviewed in detail.

Keywords: chitosan, pulmonary drug delivery, microsphere, nanoparticle,
liposome, targeted delivery

1. Introduction

In recent decades, with the continuous development of medical technology,
people have achieved an in-depth understanding of lung functions and characteris-
tics. Pulmonary administration has been recognized as a simple and effective
method for treating lung and other diseases [1–3]. The drug delivery system (DDS),
which transports drugs directly to the lung to produce local or systemic therapeutic
effects, is known as the pulmonary drug delivery system (PDDS). Oral drugs need
to be absorbed by the gastrointestinal tract and further transported through the
blood circulation to reach the lesion site. In this series of complex processes, serious
drug loss happens after confronting acid, alkali, enzyme degradation, and liver
elimination. Ultimately, only a small amount of drugs can reach the lesion site,
which seriously reduces the drug bioavailability and impairs the therapeutic out-
comes [4]. Parenteral administration can cause damage to the tissue and reduce
patient compliance. By contrast, PDDS can deliver the drugs directly to the lung
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through the trachea for the local treatment of lung diseases. Compared with sys-
temic administration, pulmonary administration is an ideal way for treating lung
disease. It can significantly reduce the dosage, and decrease the drug distribution in
nontarget tissues, thereby reducing the toxicity and side effects [5]. After adminis-
tration through the lung, the drugs can be transported into the systemic circulation
through the thin alveolar epithelial cell layer. Thus, PDDS can also be used for
systemic drug delivery. Due to the large absorption area of the lung and the lack of
degrading enzymes, pulmonary administration can be used as a convenient and
effective noninjection administration method for biomacromolecular drugs, such as
proteins and nucleic acids [6–8]. The PDDS can maintain local drug concentration,
reduce systemic side effects, control drug release, promote drug absorption, pro-
long the drug action time, and improve patient compliance. Therefore, PDDS has
become a hotspot to prevent and treat diseases in current research [9, 10].

Chitosan (CS) is a natural and widely available polycationic polysaccharide, and
it has many unique physicochemical properties, good biocompatibility, and satis-
factory biodegradability [11]. CS has been a popular biomaterial in pharmaceutical
research for decades and is widely used in drug delivery [12]. As a drug carrier, CS
can control drug release and improve the dissolution of poorly soluble drugs. A large
number of studies have reported the developments and applications of CS-based
materials as drug delivery carriers with versatile functions, such as CS-based beads,
films, sponges, hydrogels, microspheres, and nanoparticles (NPs) [13]. Moreover,
CS contains a large number of positively charged amino groups. These positive
charges can interact strongly with the negatively charged mucosa membranes and
adsorb on the mucosal surface, thereby avoiding the drugs being removed by the
cilia, improving the adhesion rate, reducing drug clearance, and providing condi-
tions for the drugs to penetrate through the cell membrane. At the same time,
studies have shown that CS can open the tight junctions between the cells, which
will promote drug transportation through the epithelial tissues, and increase the
drug absorption rate and bioavailability [14]. Thus, CS is a suitable material espe-
cially for PDDS.

In this chapter, we focus on the applications of CS in pulmonary drug delivery.
The research progress of PDDS and the applications of CS in PDDS are reviewed,
and many representative and advanced studies on CS-based PDDS are enumerated
in detail.

2. The research progress of PDDS

2.1 The physiological basis of pulmonary administration

Lung is the respiratory organ of the human body. It cooperates with the trachea
to constitute the main place for gas exchange. The bronchi and lung can provide a
large absorption area for drugs, and the total number of human alveoli is as high as
5.6 � 108, and the total surface absorption area can reach up to 140 m2 [15].
Moreover, the distance from the alveoli surface to the capillaries is only about 1 μm.
By contrast, the distance is about 40 μm from the microvilli of the small intestine
mucosa to the capillaries. Therefore, the transport distance required for the pulmo-
nary absorption process is much shorter than that of intestinal absorption, and the
drugs can be rapidly absorbed through pulmonary administration. At the same
time, the lung contains the most abundant capillaries compared with other organs
in human, and about 90% of the alveolar area is covered with capillaries. The area of
pulmonary capillaries in adults can be as wide as 80 m2. Moreover, the volume of
blood flowing through the lung is very high, as almost all of the blood discharged
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from the right ventricle will pass through the lung, which is up to 5 L per minute.
This blood flow volume is the equivalent of the total blood flow in all other organs
and tissues of the body [16]. Besides, the chemical and enzymatic degradation
activity in the lung is relatively low, which can reduce the hydrolysis of the bioac-
tive macromolecules, such as proteins, peptides, and nucleic acids. Thus, these
drugs can maintain a good biological activity after pulmonary administration,
which will be beneficial to improve the drug bioavailability.

In summary, the huge absorption area, abundant capillaries, and minimal trans-
port distance together contribute to the rapid absorption of pulmonary administra-
tion. After being quickly absorbed in the lung, the drugs will directly enter the
systemic blood circulation, avoiding the first-pass effect of the liver, which is
beneficial to improve the bioavailability of the drugs. And due to the low enzyme
activity in the lung, the drug’s adverse reactions during local administration can be
reduced, which is especially suitable for the patients who need long-term adminis-
tration of the medicine [17–19].

2.2 The characteristic and development of pulmonary administration

Pulmonary administration has been initially used to relax the tracheal smooth
muscles to treat the acute exacerbation of asthma, and the disease is treated by
inhaling the drugs through the trachea and the lung in the forms of drug aerosol
particles or dry powder particles [20]. In general, there are two therapeutic pur-
poses for pulmonary administration. One is the treatment of diseases in the lung,
such as bronchial asthma and chronic obstructive pulmonary disease. The other
purpose is to achieve systemic treatment through the pulmonary absorption of the
drugs. Pulmonary inhalation administration can deliver the therapeutic agents
directly to the lesion site, which can reduce the drug distribution in nontarget
tissues. Therefore, for the treatment of pulmonary diseases, inhalation administra-
tion has a higher therapeutic index and fewer side effects than oral administration.
And pulmonary inhalation is the preferred administration method for bronchodila-
tors, β2-receptor agonists and corticosteroids [21].

With the deep understanding of lung functions and lung diseases in medicine
field, pulmonary inhalation is recognized as a simple and effective administration
route for the respiratory tract and other disease treatments. The types of the pulmo-
nary inhalation-treated diseases have been gradually increasing, such as the insulin
aerosol for treating diabetes, and the salmon calcitonin powder for the treatment of
osteoporosis and osteoarthritis [22]. In recent years, the number of studies on pul-
monary inhalation of macromolecular drugs, such as proteins and peptides, has been
increasing. These macromolecular drugs (such as insulin, growth hormone, vaccines,
and cytokines) can be formulated into pulmonary administration preparations for
local or systemic treatment. However, most of the pulmonary inhalation drugs cur-
rently used in clinical treatment is short-acting preparations, which require frequent
administrations (about 3–4 times a day). Therefore, the long-acting preparations
should be developed, because they can maintain stable blood concentrations and also
increase the compliance of the patients [23]. At the same time, the sustained or
controlled drug release preparations for pulmonary administration can effectively
regulate drug release behavior and promote drug absorption rate, thereby contribut-
ing to the achievement of ideal therapeutic effects [10].

The particle size of the pulmonary inhalation preparations directly affects the
deposition form and deposition site in the lung [24–26]. The particles of sizes
>5.0 μm produce inertial impact and are deposited in the pharynx, larynx, and
upper respiratory tract. Particles of sizes 1.0–5.0 μm mainly reach the deep part of
the respiratory tract, trachea, bronchi, and alveolar surface by gravity deposition.
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The particles of sizes 0.5–1.0 μm are deposited on the respiratory bronchioles and
alveolar walls. The particles of sizes <0.5 μm will be discharged out with airflow
due to the Brownian motion, and typically 80% of them will be expelled out of the
respiratory tract. Therefore, the particles with a size range of 1.0–5.0 μm have the
highest deposition rate in the bronchioles and alveoli, and they are generally
selected as the main components of the pulmonary inhalation preparations. Studies
have shown that the pulmonary absorption of the drugs is a passive process, a small
molecular weight contributes to fast drug absorption, and the absorption of the
macromolecular drug is relatively slow [16]. The drugs with molecular weight
below 1000 Da present short absorption half-life and good bioavailability. As the
alveolar wall is very thin, macromolecular drugs can also be absorbed through the
large gap between the cells or be swallowed into the lymphatic system by the
macrophages in alveoli, before finally entering the blood circulation [27].

In recent years, with the development of biomaterial science, biotechnology, and
medical technology, the research of new PDDS for drug-loading has focused on
polymer-based microspheres, liposomes, and NPs, which can be inhaled into the
lung and deposited in the lung mucosa through atomization and in the form of dry
powder or other forms [28]. Compared with the atomized injections currently used
in clinic, the pulmonary administration preparations based on new PDDS have the
advantages of convenience, sustained or controlled drug release, prolonged drug
action time, enhanced bioavailability, and improved therapeutic efficiency. PDDS
with better efficacy will be designed with the development of new materials and the
advancement of pharmaceutical preparation technologies. Pulmonary administra-
tion will have broad prospects for disease treatment in the medical field.

3. The applications of CS in PDDS

3.1 The basic properties of CS

CS is a nontoxic natural polymer that is the only basic polysaccharide found in
nature. It has good physical and chemical properties. CS has many advantages, such
as widely available, nontoxic, biocompatible, biodegradable, and structure modifi-
able, and its derivatives also have some unique properties. CS has been widely used
in environmental engineering, textile industry, papermaking, food industry, cos-
metics, medicine, biotechnology, pharmacy, and also many other fields [29, 30]. In
recent years, with the rapid development of the advanced DDS, CS and its deriva-
tives have received extensive attention as drug carrier materials, especially for
sustained and controlled drug release, and they have become popular research
topics in this field [31, 32].

As a drug carrier, CS has the following advantages compared with other mate-
rials. (1) CS contains a large amount of amino groups, which easily become posi-
tively charged via combination with the H+ in solution. Thus, CS has a strong
adsorption effect on carrying drugs with different characteristics [33, 34]. (2) The
polysaccharide chain of the CS and the lipopolysaccharide (LPS) structure can be
recognized by the macrophages, thereby activating and triggering local immune
responses and enhancing the targeting effect to specific tissues or cells [35]. (3) CS
and its derivatives have good antibacterial activity and can inhibit the growth and
reproduction of some fungi, bacteria, and viruses [36]. (4) CS is a polycation, which
can easily interact with the negatively charged groups on the cell membrane sur-
face, thereby changing the fluidity and permeability of the cell membrane [37]. (5)
CS is especially suitable for local administration because of its good adhesion prop-
erty and histocompatibility, which can particularly meet the requirements for drug
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retention after mucosal administration [38]. Therefore, CS has a wide range of
applications in drug delivery. It can increase the stability of the drug, prolong the
drug action time, change the administration route, increase the targeting ability of
the drug, control the drug release, improve the dissolution of drugs with poor
solubility, and adjust the cell membrane permeability of the hydrophobic drugs. At
the same time, the positively charged CS can be easily adsorbed on the mucosal
surface and also hard to be removed by the cilium, thereby providing conditions for
the drug to penetrate the cell membrane. Moreover, CS can open the tight junctions
between the cells, which will promote drug transportation in the epithelial tissues
and increase the drug absorption rate and bioavailability. Thus, CS is especially
applicable for PDDS [39, 40]. CS also has inherent immunogenicity, which is absent
in other polymers, and this enables its use as an adjuvant for vaccine delivery into
the lung [5]. Therefore, research on the applications of the CS-based PDDS has
attracted great attention all over the world.

3.2 Novel PDDS based on CS and its derivatives

Traditional pulmonary administration preparations have drawbacks such as rel-
atively short drug onset time, high frequency of administration, and poor patient
compliance. In order to overcome these problems, research has been focused on the
development of new PDDS with sustained or controlled drug release properties,
also with active targeting abilities, for increasing the drug retention time in the
lung, improving the drug concentration in treated areas, reducing the damage to
normal tissues or cells, and enhancing the bioavailability of the drugs. The new
formulations for PDDS in recent studies mainly include microspheres, polymeric
NPs, liposomes, and active targeted systems [41]. In the following content, we will
introduce the above-mentioned formulations one by one.

3.2.1 CS-based microspheres

Microspheres are microparticulate disperse systems formed by drugs dispersed
or adsorbed in the polymer matrix. Microspheres have some unique advantages as a
DDS for pulmonary administration [42]. They can be deposited in the lung, delay
the drug release, and protect biomacromolecules, such as proteins and peptides
from hydrolysis by enzymes. By optimization of the preparation process, a micro-
sphere with an aerodynamic diameter of 1–5 μm and with suitable shape and
porosity can be obtained, for meeting the requirements of pulmonary administra-
tion. In addition, microspheres usually have good stability with high moisture
resistance ability. These characteristics have determined the wide applications of
microspheres in pulmonary administration formulations [43].

There are many kinds of carrier materials for preparing microspheres. At pre-
sent, the use of biodegradable microsphere as controlled release carrier is popular in
DDS research [44]. Poly(lactic-co-glycolic acid) copolymer (PLGA) and CS are the
commonly used biodegradable materials for microsphere preparation [45]. The
conventional methods for preparing CS microspheres include emulsion
crosslinking, solvent evaporation, ion induction, and spray drying [46–49]. Among
these, crosslinking is the most commonly used method in the preparation of drug-
loaded CS microspheres with controlled-release property. The reaction can be car-
ried out under mild conditions, and it also can be industrially prepared easily [50].
Moreover, as CS is positively charged, it can combine with the negatively charged
drugs by electrostatic binding interaction to form a complex, which can help to
improve the drug loading capacity of the microspheres.

5

Applications of Chitosan in Pulmonary Drug Delivery
DOI: http://dx.doi.org/10.5772/intechopen.87932



Weifen Zhang’s group had developed a series of CS-based microspheres for
pulmonary administration. They reported the preparation of CS and β-cyclodextrin
microspheres as PDDS [51–55]. The microspheres were prepared by the spray dry-
ing method, and theophylline was loaded into the microspheres as a model drug.
These microspheres possessed spherical shape with smooth or wrinkled surfaces,
and had suitable aerodynamic diameters, which were suitable for inhalation. The
microspheres had high drug entrapment and encapsulation efficiency. They can
remain stable under storage conditions. The microspheres could also easily pene-
trate the membrane with a high permeation rate. The results showed that these
microspheres had good potential as a sustained drug release carrier for pulmonary
administration.

In Weifen Zhang’s another work, paclitaxel (PTX) and quercetin (QUE) were
respectively loaded in the NPs, which were synthesized with the oleic acid-
conjugated CS (OA-CTS). And these drug-loaded NPs were further used in the
preparation of polymeric microspheres (PMs) by the spray-drying method
(Figure 1) [56]. The microspheres could help prolong the retention time of PTX in
the presence of QUE, for bypassing the P-glycoprotein drug efflux pumps. The
diameters of the PMs ranged from 1 to 5 μm, and they had a uniform size distribution.
The PMs displayed slow-release characteristics at pH levels of 4.5 and 7.4. In vivo
pharmacokinetic and biodistribution studies suggested that the PMs exhibited a
prolonged circulation time and a markedly high accumulation in the lung. The PMs
could serve as a promising PDDS for combined therapy using hydrophobic drugs.

Recently, Ludmylla Cunha et al. developed inhalable CS microparticles for
simultaneous delivery of isoniazid and rifabutin in lung tuberculosis treatment [57].
Spray-dried CS microparticles were obtained with adequate flow properties for
deep lung delivery (aerodynamic diameter of 4 μm) and high drug association
efficiencies (93% for isoniazid and 99% for rifabutin). No cytotoxicity effect was
found in human alveolar epithelial (A549) cells. The CS microparticles could acti-
vate macrophage-like cells, inducing cytokine secretion well above basal levels.
Moreover, the uptake level of macrophages to internalize microparticles was over
90%. The microparticles also inhibited bacterial growth by 96%, demonstrating that
the microencapsulation preserved drug antibacterial activity in vitro. The dual
drug-loaded CS microparticles demonstrated to be potential candidates for
inhalable therapy of pulmonary tuberculosis.

3.2.2 CS-based NPs

As a potential DDS, NPs have been widely used in medicine and other fields, and
it has already become a research hotspot for decades [58–60]. NPs can improve the
solubility and stability of the drugs, prolong the half-life, and enhance the drug
absorption rate. NPs can also help to realize sustained or controlled drug release,
prolong drug acting time, reduce administration frequency, and improve patient
compliance. Moreover, NPs can target the drugs to specific organs and cells by the
passive or active targeting ability of the multiple functionalized NPs. The NPs can
be modified to avoid the phagocytosis of the macrophages or the removal of
mucosal cilia, thereby improving the bioavailability of the drugs.

Drug delivery by NPs is an effective approach for the pulmonary administration
of insoluble drugs [61, 62]. The surface of the NPs can be modified to prolong the
drug residence time in the lung and to achieve appropriate release property for
improving the therapeutic effect. The pulmonary administration route for NPs is
mostly by inhalation in the form of aerosolized colloidal solution. However, when
the NPs are administered directly into the lung, some of them may be discharged
out with the breath due to their small particle size, thereby resulting in low
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deposition in the lung and discounted effect. Studies have shown that coating the
surface of the NPs with biocompatible polymers, such as CS, can prolong the
residence time of NPs in the lung [5]. Sometimes the surface energy of the NPs is

Figure 1.
(A) The synthesis and preparation route of the PMs. (B and C) SEM image of the PMs with a scale bar of 5 and
2 μm. (D and E) The concentration of PTX and QUE accumulated in different organs measured by HPLC at
0.5, 1, 3, and 6 h after pulmonary administration.
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relatively high, and the weak stability will lead to aggregations and interactions
between the NPs. Thus, special surface modification will also be an effective way to
improve the stability of the NPs.

Kenneth A. Howard et al. had developed CS-based siRNA-loaded NPs for pulmo-
nary RNA interference therapy [63]. The negatively charged siRNA was complexed
by the positively charged CS to form the polyelectrolyte complex NPs. The particle
size ranged from 40 to 600 nm. These NPs showed a rapid uptake (1 h) into NIH 3T3
cells. The NPs could mediate efficient knockdown of endogenous enhanced green
fluorescent protein (EGFP) in both H1299 human lung carcinoma cells and murine
peritoneal macrophages in vitro. Moreover, effective in vivo RNA interference was
also realized in the bronchiole epithelial cells of transgenic EGFP mice after nasal
administration. The results indicated that this kind of CS-based complex NPs has
great potential in RNA interference therapy for systemic and mucosal disease.

A series of CS/fucoidan (CS/F) NPs had been designed and prepared as PDDS
for gentamicin (GM) in Yi-Cheng Huang’s study (Figure 2) [64]. The NPs
presented a biphasic release feature, with a zero-order release of GM for the first
10 h, followed by a sustained release of up to 72 h, and the cumulative release value
reached 99%. The GM-loaded CS/F NPs exhibited multiple antimicrobial capabili-
ties against Klebsiella pneumoniae. The intratracheal administration of the GM-
loaded CS/F NPs displayed a higher area under the curve (AUC) and lower mini-
mum inhibitory concentration ratio than the free GM that was administrated by
intravenous injection. These results had showed that the CS/F NPs had superior
antimicrobial efficacy and lower risk of systemic toxicity, and this GM pulmonary
delivery system has exhibited good potential for pneumonia treatment.

Figure 2.
(A) The preparation of the GM-loaded CS/F NPs. (B) TEM of the GM-C5F1 NPs. (C–E) Long-term stability
of the series of CS/F NPs.
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Abdallah Makhlof et al. synthesized a thiomer derivative of glycol CS (GCS),
which was coupled with thioglycolic acid (TGA) [65]. The NPs were prepared with
GCS and GCS-TGA by ionic gelation for the pulmonary delivery of peptides. The
NPs were positively charged and had sizes in the range of 230–330 nm. They also
showed high calcitonin entrapment. After intratracheal administration, the
mucoadhesion capacity of the GCS-TGA NPs was much better than that of
nonthiolated NPs in rats. The toxic effect of the NPs with lung tissue was confirmed
with negligible epithelial damage and toxicity. The NPs could enhance the pulmo-
nary absorption of the delivered peptides, and the calcitonin-loaded GCS and GCS-
TGA NPs showed efficient hypocalcemic effect. The GCS and its thiomer derivative
could be used as potential PDDS for delivering peptides.

In another work, Adriana Trapani et al. had prepared CS and GCS NPs
containing Lipoid S100 for the systemic delivery of low molecular weight heparin
(LMWH) by pulmonary administration [66]. The NPs were prepared by ionotropic
gelation method. The NPs were positively charged and with nanoscale size. Efficient
drug entrapment and good mucoadhesive property could be achieved by using
these NPs. The LMWH was effectively delivered into the lung by the aerosolization
of the drug-loaded NPs. These results revealed the promising characteristics of the
CS-based NPs, which were highly applicable for PDDS.

Tejal Rawal et al. designed a NP-based dry powder formulation of rifampicin
(RFM) for achieving local and sustained targeting of anti-tubercular drugs to
reduce dose and frequency [67]. The drug-loaded NPs were formulated by the ionic
gelation probe sonication method. The optimized formulation had a small particle
size of 124.1 nm with an entrapment efficiency of 72%. No toxicity was found by
in vitro and in vivo experiments. The pharmacokinetic assay verified that the NP
formulation would serve a better alternative because it could minimize the frequent
dosing schedule than conventional dry powder inhalation and market formulation.
The RFM-loaded NPs open new avenues for developing therapeutic interventions
for lung tuberculosis.

3.2.3 CS-modified liposomes

Liposomes are primarily used as PDDS for the treatment of respiratory distress
syndrome and other lung diseases [68]. The drugs carried by liposomes mainly have
stable physicochemical properties and strong lipophilicity. Liposome-based drug
carrier has been one of the research hotspots in pharmaceutics [69, 70]. At present,
drug-loaded liposome preparations, such as for amphotericin B, daunorubicin,
doxorubicin, cytarabine, and morphine, have been successively developed [71]. The
liposome preparations of these drugs have many unique advantages compared with
their common preparations. Liposome-based pulmonary administration has the
advantages of rapid absorption, little irritation, good tolerance, high safety, con-
trollable drug release, and improved bioavailability [72]. The encapsulation of the
drug in liposomes affects the pharmacokinetic property of the drug and prolongs
drug half-life. Moreover, 85% of the components of the alveolar surface are phos-
pholipids, which can facilitate the liposomes accumulate and enter the lung tissue.
Liposome-loaded macromolecules with low lipophilicity can significantly improve
bioavailability, and liposomes can also reduce the side effects of the toxic drugs to
normal tissues by pulmonary administration.

Marco Zaru et al. prepared CS-coated liposomes and used them as drug carriers
for pulmonary delivery by nebulization [73]. Rifampicin (RFM) was loaded in the
CS-coated liposomes with different lipid compositions. By coating with CS, the
encapsulation efficiency of the liposomes increased slightly, and after nebulization,
the stability also remarkably increased. The mucoadhesive capacity of the
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CS-coated liposomes was much better than that of the noncoated ones. The cyto-
toxicity of the RFM-loaded CS-coated liposomes on A549 cells was much lower than
that of the free drug. The results showed that the CS coating could significantly
enhance the mucoadhesive capacity of the liposomes, and these CS-coated
liposomes could be potential drug carriers for pulmonary administration by
nebulization.

In another study, Mitsutaka Murata et al. investigated the surface modification
of liposomes by CS for pulmonary delivery [74]. The surface of the liposomes was
modified with CS oligosaccharide (oligoCS) and polyvinyl alcohol with a hydro-
phobic anchor (PVA-R). The association study showed that the PVA-R modification
decreased the interaction between liposomes and A549 cells. By contrast, the
oligoCS modification could significantly promote the cellular interaction. After
pulmonary administration to rats, the peptide elcatonin (eCT) loaded oligoCS or
PVA-R modified liposomes exhibited significantly enhanced therapeutic efficacy.
The oligoCS-modified liposomes could adhere to the lung tissues and open the tight
junctions between cells, which remarkably improved the drug absorption rate. On
the other hand, the PVA-R-modified liposomes could induce a sustained absorption
through the long-term eCT retention in lung fluid. The results verified that the
surface-modification of liposomes with oligoCS and PVA-R could be used as effec-
tive PDDS for peptide pulmonary administration.

3.2.4 CS-based active targeting DDS

The pulmonary inhalation preparations are usually directly transported into the
lung. Thus, they can passively target to the lung tissues by pulmonary administration.
The deposition site of the drugs in the lung can be controlled by regulating the
physicochemical and functional properties of the drug carriers to meet the disease
treatment requirements. In addition to passive targeting, active targeting systems
have more applications in precise and efficient disease treatment. Active targeting
systems utilize ligands or antibody-modified carriers to deliver the drugs to the
specifically targeted tissues or cells, even intracellular organelles, thereby improving
drug efficacy and reducing toxicity and side effects [75, 76]. The drug carriers could
be chemically modified with active ligands, such as sugar moieties (galactose, man-
nose, and glucose) or specific ligands, such as folic acid (FA), transferrin (Tf), and
Arg-Gly-Asp (RGD) peptide [77–79]. Antibody-mediated active targeting is also a
primary strategy for delivering the drugs to the specific parts of the body [80].

Hu-Lin Jiang et al. had prepared a folate-CS-graft-polyethylenimine (FC-g-PEI)
copolymer for cancer cell-targeting gene delivery [81]. FC-g-PEI could effectively
load and protect the shRNA. The copolymer also showed decreased cytotoxicity
compared with the PEI control. Compared with the untargeted polymer, FC-g-PEI
was a more efficient Akt1 shRNA carrier, and it exhibited effective cancer cell-
targeting ability. Moreover, aerosol delivery of the FC-g-PEI/Akt1 shRNA NPs
effectively inhibited lung tumorigenesis in the urethane-induced lung cancer model
mice via Akt signaling pathway. The results demonstrated that the FC-g-PEI could
be applied for the shRNA gene therapy via aerosol delivery.

Yongfeng Luo et al. developed an inhalable β2-adrenoceptor ligand-directed
guanidinylated-CS (GCS) carrier for targeted lung delivery of siRNA [82]. GCS
could effectively condense the siRNA and form complex NPs. Compared with
pristine CS, the siRNA-loaded GCS NPs exhibited lower cytotoxicity and higher
cellular internalization, which finally resulted in promoted gene silence efficiency.
Salbutamol (a β2-adrenoceptor agonist) was further chemically coupled to the GCS
to enhance the targeting specificity of the siRNA-loaded NPs. The gene silence
efficacy was remarkably increased both in vitro and in vivo. The carrier could
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protect the siRNA against the destructive shear forces generated by mesh-based
nebulizers. Aerosol treatment also improved the size distribution of the NPs, which
was beneficial in promoting the transfection efficiency. This CS-based targeting
DDS had potential applications for siRNA delivery in lung disease treatment by
aerosol inhalation.

Suhui Ni et al. had prepared γ-aminobutyric acid type B (GABAB) receptor
ligand-directed NPs for survivin siRNA delivery [83]. The NPs were synthesized by
baclofen (Bac)-functionalized trimethyl CS (Bac-TMC) with tripolyphosphate
(TPP) as an ionic crosslinker. GABAB receptor agonist Bac was initially introduced
into TMC as a novel ligand. The Bac-TMC/TPP NPs could promote the cellular
uptake of siRNA by interacting with the GABAB receptor, which further induced
effective gene silence and cell apoptosis. Mannitol microparticles were further
utilized for the pulmonary delivery of the siRNA-loaded NPs via pressurized
metered dose inhalers (pMDI). The obtained formulation had good aerodynamic
properties, which benefited the deep lung deposition. The pMDI formulation
containing Bac-TMC/TPP NPs could be a potential PDDS for siRNA.

Recently, Ting Wu et al. had developed a genipin-crosslinked carboxymethyl CS
nanogel for lung-targeted delivery of isoniazid (INH) and rifampin (RMP) [84].
The dual drug-loaded nanogel particles (NGPs) had a uniform particle size from 60
to 130 nm with spherical morphology. The NGPs had sustained release behavior in
simulated lung fluid. The dual drug-loaded NGPs had high antibacterial activity
against multidrug-resistant Mycobacterium tuberculosis, and also could realize long-
term antibacterial activity. Further in vivo evaluation exhibited that alveolar deliv-
ery of NGPs had satisfactory deposition of drug within the lung with lower toxicity.
The results indicated that the NGPs would be a potential dosage form for treating
against multidrug-resistant Mycobacterium tuberculosis.

4. Future perspectives

Pulmonary administration is a promising route for drug delivery to prevent and
treat diseases, especially for delivering the drugs for lung diseases and some small
molecule drugs with low absorption rate when in oral dosage form, also suitable for
some traditional Chinese medicines and peptide or protein drugs. PDDS can effec-
tively deliver the therapeutic drugs to the target sites, and improve the drug bio-
availability and therapeutic efficacy. Inhalation is a noninvasive method for
pulmonary administration, and the inhaled drugs can directly enter the blood cir-
culation through the absorption of the alveolar epithelium. Pulmonary administra-
tion can enhance the drug absorption rate, reduce systemic side-effects, and
improve the compliance of long-term medication. By transforming the drugs into
dry powder inhalation formulations, drug degradation can be avoided. The thera-
peutic effect of the PDDS is mainly influenced by the physicochemical properties of
the DDS, the dosage forms, and the administration devices, and also some other
factors. The increase of the amount of drug delivered into the lung and the promo-
tion of drug absorption rate are the key factors to improve the therapeutic effi-
ciency of pulmonary administration. The application of sustained or controlled
release preparations is an important method to prolong drug action time, enhance
drug bioavailability, and improve patient compliance. In recent years, many con-
trolled release preparations or active targeting preparations for pulmonary drug
delivery have been constructed by drug-loaded microparticles, liposomes, and NPs.
These multifunctional drug carriers have gained increasing popularity in pulmonary
administration. It is really inspiring for us to see that some of the PDDS have
already been applied to treat patients in clinic and become commercially available
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commodities with promising prospects. And in the coming years, great progress will
be made in PDDS research by the development of drug delivery devices and phar-
maceutical preparation technology.

The PDDS constructed with biomaterials has been a hot research direction in
medicine and pharmacy fields for decades. Among these biomaterials, CS, which is
the only natural cationic polysaccharide, has been recognized as one of the most
versatile and promising functional biomaterials. Moreover, CS is also one of the most
abundant regeneration resources, second only to the cellulose. After decades of
research, CS has been recognized as a nontoxic, biocompatible (especially with respi-
ratory cells) and biodegradable polymer. Moreover, CS can accommodate both
hydrophilic and hydrophobic drugs due to its amphiphilic properties [5]. The excel-
lent performances of CS as a building component of DDS have been confirmed by
many studies, and it has been identified as a novel drug delivery carrier with broad
application prospects, especially for sustained and controlled drug release. Due to the
unique features, CS can assist the drugs accomplishing local and systemic delivery,
realizing high mucoadhesion, and efficient drug absorption in target tissues, which is
especially applicative for PDDS. However, CS is insoluble in aqueous solutions at
neutral and alkaline pH, and it only can be dissolved in aqueous acidic media (pH
< 5). This frustrating issue has badly limited CS’s application range, and there is an
urgent need for developing convenient and practical modification strategies to
improve its solubility. Up to now, CS has been approved as safe by US-FDA and EU
for dietary use and wound dressing applications [85]. And additionally, CS has only
been approved by the European Pharmacopeia as a pharmaceutical excipient for oral
preparations. The safety issues of CS and its derivatives in pulmonary delivery and
other administration routes have not been fully understood and still remain to be
further evaluated. Therefore, the safety issue is a noteworthy research gap remained
to be filled in the future work, for figuring out the potential adverse effects of CS and
its derivatives in humans. At the same time, appropriate engineering of designing and
modifying CS and its derivatives is highly demanded to optimize the performance of
the CS-based drug carriers, for meeting the special requirements of in vivo pulmo-
nary drug delivery. We hope that in the near future, more advanced synthesis and
modification methods will be developed. And in the meanwhile, the physicochemical
property, toxicity, biodistribution, biocompatibility, and biodegradability of CS and
its derivatives should also be thoroughly investigated in detail.

5. Conclusions

Despite all this, CS-based PDDS has already achieved considerable success in the
past decades. It is believed that in the near future, with the rapid development of
material science, biotechnology, genetic engineering, medical technology, and other
scientific fields, people will have a more extensive and in-depth understanding of
the unique properties of CS and its derivatives. We hope that more efficient CS-
based PDDS will be designed, by developing novel material preparation strategies,
advanced formulation methods, and improved inhalation technology. We believe
that CS-based PDDS will play more important roles in the applications of local and
systemic disease treatment in the near future.

12

Role of Novel Drug Delivery Vehicles in Nanobiomedicine



Acknowledgements

The authors are thankful to the generous financial support from the National
Natural Science Foundation of China (81774125) and National Key Technology
R&D Program of the Ministry of Science and Technology (2013GA740103).

Conflict of interest

The authors declare no conflicts of interest in this work.

Author details

Xiuwen Guan1,2 and Weifen Zhang1,2*

1 College of Pharmacy, Weifang Medical University, Weifang, Shandong, PR China

2 Shandong Engineering Research Center for Smart Materials and Regenerative
Medicine, Weifang, Shandong, PR China

*Address all correspondence to: zhangwf@wfmc.edu.cn

©2019 TheAuthor(s). Licensee IntechOpen. This chapter is distributed under the terms
of theCreativeCommonsAttribution License (http://creativecommons.org/licenses/
by/3.0),which permits unrestricted use, distribution, and reproduction in anymedium,
provided the original work is properly cited.

13

Applications of Chitosan in Pulmonary Drug Delivery
DOI: http://dx.doi.org/10.5772/intechopen.87932



References

[1] Patton JS, Byron PR. Inhaling
medicines: Delivering drugs to the body
through the lungs. Nature Reviews Drug
Discovery. 2007;6(1):67-74. DOI:
10.1038/nrd2153

[2] Patil J, Sarasija S. Pulmonary drug
delivery strategies: A concise,
systematic review. Lung India: Official
Organ of Indian Chest Society. 2012;
29(1):44-49. DOI: 10.4103/
0970-2113.92361

[3]Mansour HM, Rhee Y-S, Wu X.
Nanomedicine in pulmonary delivery.
International Journal of Nanomedicine.
2009;4:299-319. DOI: 10.2147/IJN.S4937

[4] Agoram B, Woltosz WS, Bolger MB.
Predicting the impact of physiological
and biochemical processes on oral
drug bioavailability. Advanced
Drug Delivery Reviews. 2001;50:S41-
S67. DOI: 10.1016/S0169-409X(01)
00179-X

[5] Islam N, Ferro V. Recent advances in
chitosan-based nanoparticulate
pulmonary drug delivery. Nanoscale.
2016;8(30):14341-14358. DOI: 10.1039/
C6NR03256G

[6] Agu RU, Ugwoke MI, Armand M,
Kinget R, Verbeke N. The lung as a
route for systemic delivery of
therapeutic proteins and peptides.
Respiratory Research. 2001;2(4):
198-209. DOI: 10.1186/rr58

[7]Qaseem A, Wilt TJ, Weinberger SE,
Hanania NA, Criner G, van der Molen
T, et al. Diagnosis and management of
stable chronic obstructive pulmonary
disease: A clinical practice guideline
update from the American College of
Physicians, American College of Chest
Physicians, American Thoracic Society,
and European Respiratory Society.
Annals of Internal Medicine. 2011;
155(3):179-191. DOI: 10.7326/
0003-4819-155-3-201108020-00008

[8]Hoppentocht M, Hagedoorn P,
Frijlink H, De Boer A. Technological and
practical challenges of dry powder
inhalers and formulations. Advanced
Drug Delivery Reviews. 2014;75:18-31.
DOI: 10.1016/j.addr.2014.04.004

[9] Pham D-D, Fattal E, Tsapis N.
Pulmonary drug delivery systems for
tuberculosis treatment. International
Journal of Pharmaceutics. 2015;478(2):
517-529. DOI: 10.1016/j.ijpharm.2014.
12.009

[10] Liang Z, Ni R, Zhou J, Mao S. Recent
advances in controlled pulmonary drug
delivery. Drug Discovery Today. 2015;
20(3):380-389. DOI: 10.1016/j.
drudis.2014.09.020

[11]Manivasagan P, Oh J. Marine
polysaccharide-based nanomaterials as a
novel source of nanobiotechnological
applications. International Journal of
Biological Macromolecules. 2016;82:
315-327. DOI: 10.1016/j.ijbiomac.2015.
10.081

[12] Sonia T, Sharma CP. Chitosan and
its derivatives for drug delivery
perspective. In: Chitosan for
Biomaterials I. Berlin, Germany:
Springer; 2011. pp. 23-53. DOI: 10.1007/
12_2011_117

[13] Singh Dhillon G, Kaur S, Jyoti Sarma
S, Kaur Brar S, Verma M, Yadagiri
Surampalli R. Recent development in
applications of important biopolymer
chitosan in biomedicine,
pharmaceuticals and personal care
products. Current Tissue Engineering.
2013;2(1):20-40. DOI: 10.2174/
2211542011302010004

[14] Yamamoto H, Kuno Y, Sugimoto S,
Takeuchi H, Kawashima Y. Surface-
modified PLGA nanosphere with
chitosan improved pulmonary delivery
of calcitonin by mucoadhesion and
opening of the intercellular tight
junctions. Journal of Controlled Release.

14

Role of Novel Drug Delivery Vehicles in Nanobiomedicine



2005;102(2):373-381. DOI: 10.1016/j.
jconrel.2004.10.010

[15] Fröhlich E, Mercuri A, Wu S,
Salar-Behzadi S. Measurements of
deposition, lung surface area and lung
fluid for simulation of inhaled
compounds. Frontiers in Pharmacology.
2016;7:181. DOI: 10.3389/
fphar.2016.00181

[16] Patton JS, Fishburn CS, Weers JG.
The lungs as a portal of entry for
systemic drug delivery. Proceedings of
the American Thoracic Society. 2004;
1(4):338-344. DOI: 10.1513/
pats.200409-049TA

[17] Patton JS. Mechanisms of
macromolecule absorption by the lungs.
Advanced Drug Delivery Reviews. 1996;
19(1):3-36. DOI: 10.1016/0169-409X
(95)00113-L

[18]Weibel ER. Morphological basis of
alveolar-capillary gas exchange.
Physiological Reviews. 1973;53(2):
419-495. DOI: 10.1152/physrev.1973.
53.2.419

[19] Stone KC, Mercer RR, Gehr P,
Stockstill B, Crapo JD. Allometric
relationships of cell numbers and size in
the mammalian lung. American Journal
of Respiratory Cell and Molecular
Biology. 1992;6(2):235-243. DOI:
10.1165/ajrcmb/6.2.235

[20] Smola M, Vandamme T, Sokolowski
A. Nanocarriers as pulmonary drug
delivery systems to treat and to diagnose
respiratory and non respiratory diseases.
International Journal of Nanomedicine.
2008;3(1):1-19. DOI: 10.1016/
S0378-7753(01)01033-3

[21] Ricciardolo FL, Blasi F, Centanni S,
Rogliani P. Therapeutic novelties of
inhaled corticosteroids and
bronchodilators in asthma.
Pulmonary Pharmacology &
Therapeutics. 2015;33:1-10. DOI:
10.1016/j.pupt.2015.05.006

[22] Chono S, Fukuchi R, Seki T,
Morimoto K. Aerosolized liposomes
with dipalmitoyl phosphatidylcholine
enhance pulmonary insulin delivery.
Journal of Controlled Release. 2009;
137(2):104-109. DOI: 10.1016/j.
jconrel.2009.03.019

[23] Kwon MJ, Bae JH, Kim JJ, Na K, Lee
ES. Long acting porous microparticle for
pulmonary protein delivery.
International Journal of Pharmaceutics.
2007;333(1–2):5-9. DOI: 10.1016/j.
ijpharm.2007.01.016

[24] Chow AH, Tong HH,
Chattopadhyay P, Shekunov BY.
Particle engineering for pulmonary drug
delivery. Pharmaceutical Research.
2007;24(3):411-437. DOI: 10.1007/
s11095-006-9174-3

[25] Frampton MW, Stewart JC,
Oberdörster G, Morrow PE, Chalupa D,
Pietropaoli AP, et al. Inhalation of
ultrafine particles alters blood leukocyte
expression of adhesion molecules in
humans. Environmental Health
Perspectives. 2005;114(1):51-58. DOI:
10.1289/ehp.7962

[26] Todoroff J, Vanbever R. Fate of
nanomedicines in the lungs. Current
Opinion in Colloid & Interface Science.
2011;16(3):246-254. DOI: 10.1016/j.
cocis.2011.03.001

[27] Scheuch G, Kohlhaeufl MJ, Brand P,
Siekmeier R. Clinical perspectives on
pulmonary systemic and macromolecular
delivery. Advanced Drug Delivery
Reviews. 2006;58(9–10):996-1008. DOI:
10.1016/j.addr.2006.07.009

[28] Zhang J, Wu L, Chan H-K,
Watanabe W. Formation,
characterization, and fate of inhaled
drug nanoparticles. Advanced Drug
Delivery Reviews. 2011;63(6):441-455.
DOI: 10.1016/j.addr.2010.11.002

[29]Kumar MNR. A review of chitin and
chitosan applications. Reactive and

15

Applications of Chitosan in Pulmonary Drug Delivery
DOI: http://dx.doi.org/10.5772/intechopen.87932



Functional Polymers. 2000;46(1):1-27.
DOI: 10.1016/S1381-5148(00)00038-9

[30]Dutta PK, Dutta J, Tripathi V.
Chitin and chitosan: Chemistry,
properties and applications. Journal of
Scientific & Industrial Research. 2004;
63:20-31. DOI: 10.1016/j.foodhyd.2010.
08.008

[31] Yuan Q, Shah J, Hein S, Misra R.
Controlled and extended drug release
behavior of chitosan-based nanoparticle
carrier. Acta Biomaterialia. 2010;6(3):
1140-1148. DOI: 10.1016/j.actbio.
2009.08.027

[32]Wang JJ, Zeng ZW, Xiao RZ, Xie T,
Zhou GL, Zhan XR, et al. Recent
advances of chitosan nanoparticles as
drug carriers. International Journal of
Nanomedicine. 2011;6:765-774. DOI:
10.2147/IJN.S17296

[33] Boonsongrit Y, Mitrevej A, Mueller
BW. Chitosan drug binding by ionic
interaction. European Journal of
Pharmaceutics and Biopharmaceutics.
2006;62(3):267-274. DOI: 10.1016/j.
ejpb.2005.09.002

[34] Shukla SK, Mishra AK, Arotiba OA,
Mamba BB. Chitosan-based
nanomaterials: A state-of-the-art
review. International Journal of
Biological Macromolecules. 2013;59:
46-58. DOI: 10.1016/j.ijbiomac.
2013.04.043

[35] Gorzelanny C, Pöppelmann B,
Pappelbaum K, Moerschbacher BM,
Schneider SW. Human macrophage
activation triggered by chitotriosidase-
mediated chitin and chitosan
degradation. Biomaterials. 2010;31(33):
8556-8563. DOI: 10.1016/j.biomaterials.
2010.07.100

[36] Fei Liu X, Lin Guan Y, Zhi Yang D,
Li Z, De Yao K. Antibacterial action of
chitosan and carboxymethylated
chitosan. Journal of Applied Polymer
Science. 2001;79(7):1324-1335. DOI:

10.1002/1097-4628(20010214)79:7<
1324::AID-APP210>3.0.CO;2-L

[37]Chung Y-C, Chen C-Y. Antibacterial
characteristics and activity of acid-
soluble chitosan. Bioresource
Technology. 2008;99(8):2806-2814.
DOI: 10.1016/j.biortech.2007.06.044

[38] Bansal V, Sharma PK, Sharma N, Pal
OP, Malviya R. Applications of chitosan
and chitosan derivatives in drug
delivery. Advances in Biological
Research. 2011;5(1):28-37

[39] Yeh T-H, Hsu L-W, Tseng MT, Lee
P-L, Sonjae K, Ho Y-C, et al. Mechanism
and consequence of chitosan-mediated
reversible epithelial tight junction
opening. Biomaterials. 2011;32(26):
6164-6173. DOI: 10.1016/j.biomaterials.
2011.03.056

[40] Illum L, Jabbal-Gill I, Hinchcliffe
M, Fisher A, Davis S. Chitosan as a novel
nasal delivery system for vaccines.
Advanced Drug Delivery Reviews.
2001;51(1–3):81-96. DOI: 10.1016/
S0169-409X(01)00171-5

[41] Agnihotri SA, Mallikarjuna NN,
Aminabhavi TM. Recent advances on
chitosan-based micro-and nanoparticles
in drug delivery. Journal of Controlled
Release. 2004;100(1):5-28. DOI:
10.1016/j.jconrel.2004.08.010

[42] Cook RO, Pannu RK, Kellaway IW.
Novel sustained release microspheres
for pulmonary drug delivery. Journal of
Controlled Release. 2005;104(1):79-90.
DOI: 10.1016/j.jconrel.2005.01.003

[43] Sakagami M, Byron PR. Respirable
microspheres for inhalation. Clinical
Pharmacokinetics. 2005;44(3):263-277.
DOI: 10.2165/00003088-200544030-
00004

[44] Edlund U, Albertsson A-C.
Degradable polymer microspheres for
controlled drug delivery. In: Degradable
Aliphatic Polyesters. Berlin, Germany:

16

Role of Novel Drug Delivery Vehicles in Nanobiomedicine



Springer; 2002. pp. 67-112. DOI:
10.1007/3-540-45734-8_3

[45]Mathiowitz E, Jacob JS, Jong YS,
Carino GP, Chickering DE, Chaturvedi
P, et al. Biologically erodable
microspheres as potential oral drug
delivery systems. Nature. 1997;
386(6623):410-414. DOI: 10.1038/
386410a0

[46] Liping W, Weihua W, Qian L, Qian
Z, Yong W, Wei L, et al. The
preparation of functionalized
crosslinked macroporous chitosan
microspheres and their adsorption
properties for bilirubin. In:
Macromolecular Symposia. Wiley
Online Library; 2010. pp. 179-187. DOI:
10.1002/masy.200900070

[47] Kumar V, Lewis SA, Mutalik S,
Shenoy DB, Udupa N. Biodegradable
microspheres of curcumin for treatment
of inflammation. Indian Journal of
Physiology and Pharmacology. 2002;
46(2):209-217

[48]Mi F-L, Shyu S-S, Chen C-T, Lai J-
Y. Adsorption of indomethacin onto
chemically modified chitosan beads.
Polymer. 2002;43(3):757-765. DOI:
10.1016/S0032-3861(01)00580-8

[49]He P, Davis SS, Illum L. Chitosan
microspheres prepared by spray drying.
International Journal of Pharmaceutics.
1999;187(1):53-65. DOI: 10.1016/
S0378-5173(99)00125-8

[50] Thanoo BC, Sunny M, Jayakrishnan
A. Cross-linked chitosan microspheres:
Preparation and evaluation as a matrix
for the controlled release of
pharmaceuticals. The Journal of
Pharmacy and Pharmacology. 1992;
44(4):283-286. DOI: 10.1111/
j.2042-7158.1992.tb03607.x

[51] Zhang WF, Chen XG, Li PW, He
QZ, Zhou HY. Preparation and
characterization of theophylline loaded
chitosan/β-cyclodextrin microspheres.

Journal of Materials Science: Materials in
Medicine. 2008;19(1):305-310. DOI:
10.1007/s10856-006-0021-1

[52] Zhang WF, Chen XG, Li PW, Liu
CS, He QZ. Preparation and
characterization of carboxymethyl
chitosan and β-cyclodextrin
microspheres by spray drying. Drying
Technology. 2007;26(1):108-115. DOI:
10.1080/07373930701781736

[53] Zhang W, Chen X, Li P, He Q, Zhou
H, Cha D. Chitosan and β-cyclodextrin
microspheres as pulmonary sustained
delivery systems. Journal of Wuhan
University of Technology-Materials
Science Edition. 2008;23(4):541-546.
DOI: 10.1007/s11595-006-4541-9

[54] Zhang WF, Zhou HY, Chen XG,
Tang SH, Zhang JJ. Biocompatibility
study of theophylline/chitosan/β-
cyclodextrin microspheres as
pulmonary delivery carriers. Journal of
Materials Science: Materials in
Medicine. 2009;20(6):1321-1330. DOI:
10.1007/s10856-008-3680-2

[55] Zhou H-Y, Zhou D-J, Zhang W-F,
Jiang L-J, Li J-B, Chen X-G.
Biocompatibility and characteristics of
chitosan/cellulose acetate microspheres
for drug delivery. Frontiers of Materials
Science. 2011;5(4):367-378. DOI:
10.1007/s11706-011-0146-0

[56] Liu K, ChenW, Yang T,Wen B, Ding
D, KeidarM, et al. Paclitaxel and quercetin
nanoparticles co-loaded inmicrospheres
to prolong retention time for pulmonary
drug delivery. International Journal of
Nanomedicine. 2017;12:8239-8255. DOI:
10.2147/IJN.S147028

[57] Cunha L, Rodrigues S, Rosa AM,
Faleiro L, Buttini F, Grenha A. Inhalable
chitosan microparticles for
simultaneous delivery of isoniazid and
rifabutin in lung tuberculosis treatment.
Drug Development and Industrial
Pharmacy. 2019;45(8):1313-1320. DOI:
10.1080/03639045.2019.1608231

17

Applications of Chitosan in Pulmonary Drug Delivery
DOI: http://dx.doi.org/10.5772/intechopen.87932



[58] Cho K, Wang X, Nie S, Shin DM.
Therapeutic nanoparticles for drug
delivery in cancer. Clinical Cancer
Research. 2008;14(5):1310-1316. DOI:
10.1158/1078-0432.CCR-07-1441

[59] Kumari A, Yadav SK, Yadav SC.
Biodegradable polymeric nanoparticles
based drug delivery systems. Colloids
and Surfaces B, Biointerfaces. 2010;
75(1):1-18. DOI: 10.1016/j.colsurfb.
2009.09.001

[60]Wilczewska AZ, Niemirowicz K,
Markiewicz KH, Car H. Nanoparticles as
drug delivery systems. Pharmacological
Reports. 2012;64(5):1020-1037. DOI:
10.1016/S1734-1140(12)70901-5

[61] Rytting E, Nguyen J, Wang X, Kissel
T. Biodegradable polymeric
nanocarriers for pulmonary drug
delivery. Expert Opinion on Drug
Delivery. 2008;5(6):629-639. DOI:
10.1517/17425247.5.6.629

[62] Bailey MM, Berkland CJ.
Nanoparticle formulations in
pulmonary drug delivery. Medicinal
Research Reviews. 2009;29(1):196-212.
DOI: 10.1002/med.20140

[63]Howard KA, Rahbek UL, Liu X,
Damgaard CK, Glud SZ, Andersen MØ,
et al. RNA interference in vitro and
in vivo using a novel chitosan/siRNA
nanoparticle system. Molecular
Therapy. 2006;14(4):476-484. DOI:
10.1016/j.ymthe.2006.04.010

[64]Huang Y-C, Li R-Y, Chen J-Y, Chen
J-K. Biphasic release of gentamicin from
chitosan/fucoidan nanoparticles for
pulmonary delivery. Carbohydrate
Polymers. 2016;138:114-122. DOI:
10.1016/j.carbpol.2015.11.072

[65]Makhlof A, Werle M, Tozuka Y,
Takeuchi H. Nanoparticles of glycol
chitosan and its thiolated derivative
significantly improved the pulmonary
delivery of calcitonin. International
Journal of Pharmaceutics. 2010;397

(1–2):92-95. DOI: 10.1016/j.
ijpharm.2010.07.001

[66] Trapani A, Di Gioia S, Ditaranto N,
Cioffi N, Goycoolea FM, Carbone A,
et al. Systemic heparin delivery by the
pulmonary route using chitosan and
glycol chitosan nanoparticles.
International Journal of Pharmaceutics.
2013;447(1–2):115-123. DOI: 10.1016/j.
ijpharm.2013.02.035

[67] Rawal T, Parmar R, Tyagi RK,
Butani S. Rifampicin loaded chitosan
nanoparticle dry powder presents an
improved therapeutic approach for
alveolar tuberculosis. Colloids and
Surfaces B, Biointerfaces. 2017;154:
321-330. DOI: 10.1016/j.colsurfb.
2017.03.044

[68] Schreier H, Gonzalez-Rothi RJ,
Stecenko AA. Pulmonary delivery of
liposomes. Journal of Controlled
Release. 1993;24(1–3):209-223. DOI:
10.1016/0168-3659(93)90180-D

[69] Sercombe L, Veerati T, Moheimani
F, Wu SY, Sood AK, Hua S. Advances
and challenges of liposome assisted drug
delivery. Frontiers in Pharmacology.
2015;6:286. DOI: 10.3389/fphar.2015.
00286

[70] Lian T, Ho RJ. Trends and
developments in liposome drug delivery
systems. Journal of Pharmaceutical
Sciences. 2001;90(6):667-680. DOI:
10.1002/jps.1023

[71]Daraee H, Etemadi A, Kouhi M,
Alimirzalu S, Akbarzadeh A.
Application of liposomes in medicine
and drug delivery. Artificial Cells, Blood
Substitutes, and Biotechnology. 2016;
44(1):381-391. DOI: 10.3109/
21691401.2014.953633

[72]Willis L, Hayes D, Mansour HM.
Therapeutic liposomal dry powder
inhalation aerosols for targeted lung
delivery. Lung. 2012;190(3):251-262.
DOI: 10.1007/s00408-011-9360-x

18

Role of Novel Drug Delivery Vehicles in Nanobiomedicine



[73] Zaru M, Manca M-L, Fadda AM,
Antimisiaris SG. Chitosan-coated
liposomes for delivery to lungs by
nebulisation. Colloids and Surfaces B,
Biointerfaces. 2009;71(1):88-95. DOI:
10.1016/j.colsurfb.2009.01.010

[74]Murata M, Nakano K, Tahara K,
Tozuka Y, Takeuchi H. Pulmonary
delivery of elcatonin using surface-
modified liposomes to improve systemic
absorption: Polyvinyl alcohol with a
hydrophobic anchor and chitosan
oligosaccharide as effective surface
modifiers. European Journal of
Pharmaceutics and Biopharmaceutics.
2012;80(2):340-346. DOI: 10.1016/j.
ejpb.2011.10.011

[75] Allen TM. Ligand-targeted
therapeutics in anticancer therapy.
Nature Reviews Cancer. 2002;2(10):
750-763. DOI: 10.1038/nrc903

[76] Brannon-Peppas L, Blanchette JO.
Nanoparticle and targeted systems
for cancer therapy. Advanced
Drug Delivery Reviews. 2012;64:
206-212. DOI: 10.1016/j.addr.2012.
09.033

[77] Byrne JD, Betancourt T, Brannon-
Peppas L. Active targeting schemes for
nanoparticle systems in cancer
therapeutics. Advanced Drug Delivery
Reviews. 2008;60(15):1615-1626. DOI:
10.1016/j.addr.2008.08.005

[78] Vyas SP, Singh A, Sihorkar V.
Ligand-receptor-mediated drug
delivery: An emerging paradigm in
cellular drug targeting. Critical
Reviews in Therapeutic Drug
Carrier Systems. 2001;18(1):1-76. DOI:
10.1615/CritRevTherDrugCarrierSyst.
v18.i1.10

[79] Zwicke GL, Ali Mansoori G, Jeffery
CJ. Utilizing the folate receptor for
active targeting of cancer
nanotherapeutics. Nanotechnology
Reviews. 2012;3(1):18496. DOI:
10.3402/nano.v3i0.18496

[80] Ansell SM, Harasym TO, Tardi PG,
Buchkowsky SS, Bally MB, Cullis PR.
Antibody conjugation methods for
active targeting of liposomes. In: Drug
Targeting. New Jersey, USA: Humana
Press; 2000. pp. 51-68. DOI: 10.1385/
1-59259-075-6:51

[81] Jiang H-L, Xu C-X, Kim Y-K, Arote
R, Jere D, Lim H-T, et al. The
suppression of lung tumorigenesis by
aerosol-delivered folate-chitosan-graft-
polyethylenimine/Akt1 shRNA
complexes through the Akt signaling
pathway. Biomaterials. 2009;30(29):
5844-5852. DOI: 10.1016/j.biomaterials.
2009.07.017

[82] Luo Y, Zhai X, Ma C, Sun P, Fu Z,
Liu W, et al. An inhalable β2-
adrenoceptor ligand-directed
guanidinylated chitosan carrier for
targeted delivery of siRNA to lung.
Journal of Controlled Release. 2012;
162(1):28-36. DOI: 10.1016/j.
jconrel.2012.06.005

[83]Ni S, Liu Y, Tang Y, Chen J, Li S, Pu
J, et al. GABAB receptor ligand-directed
trimethyl chitosan/tripolyphosphate
nanoparticles and their pMDI
formulation for survivin siRNA
pulmonary delivery. Carbohydrate
Polymers. 2018;179:135-144. DOI:
10.1016/j.carbpol.2017.09.075

[84]Wu T, Liao W, Wang W, Zhou J,
Tan W, Xiang W, et al. Genipin-
crosslinked carboxymethyl chitosan
nanogel for lung-targeted delivery of
isoniazid and rifampin. Carbohydrate
Polymers. 2018;197:403-413. DOI:
10.1016/j.carbpol.2018.06.034

[85]Mohammed M, Syeda J, Wasan K,
Wasan E. An overview of chitosan
nanoparticles and its application in
non-parenteral drug delivery.
Pharmaceutics. 2017;9:53. DOI:
10.3390/pharmaceutics9040053

19

Applications of Chitosan in Pulmonary Drug Delivery
DOI: http://dx.doi.org/10.5772/intechopen.87932


