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Drug Delivery through  
Liposomes - Recent Applications
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Abstract

Diseases related to the brain are causing a huge problem worldwide. Different drug 
formulations are available for the management of brain-related disorders, but due to 
less drug availability for the brain and non-specificity, it becomes difficult to com-
pletely cure life-threatening brain disorders. The blood-brain barrier (BBB) restricts 
the entry of drug molecules/drug-loaded carriers because of the presence of various 
efflux transporters and drug inactivating enzymes. Researchers have identified an 
intranasal route for direct delivery to the brain, bypassing BBB. Nanotechnology-
enabled lipid-based drug carrier systems have shown potential for the management 
of brain diseases through nose-to-brain delivery. Liposomes are the most extensively 
investigated carrier systems because of biocompatibility, controlled release charac-
teristics, easy surface modification, and biodegradability. This chapter highlights the 
important aspects of nose-to-brain delivery and strategies for enhancing the availabil-
ity of drugs through liposomes in the management of different brain-related diseases.

Keywords: liposomes, nanotechnology, brain tumor, brain delivery, Parkinson’s 
disease, targeted delivery

1. Introduction

The diseases associated with the central nervous system (CNS) are continuously 
increasing in the populations worldwide in the last couple of decades. CNS disorders 
substantially contribute to the loss of health and social challenges across the lifespan 
of human beings. The CNS diseases causing numerous problems globally include 
Alzheimer’s disease (AD), brain tumor, bipolar disorders, epilepsy, depression, 
Down’s syndrome, Huntington’s disease, Parkinson’s disease (PD), multiple sclerosis, 
and schizophrenia [1, 2]. The major problem in the management of the mentioned 
disorders is the non-accessibility of most of the therapeutic compounds in the desired 
concentrations. The major hurdle for the entry of active pharmaceutical ingredients 
into the brain is the presence of blood-brain barrier (BBB), which separates the brain 
from the blood. The non-permeable nature of BBB is due to the presence of tight 
endothelial junctions supported by astrocytes and pericytes. Small lipid-soluble drug 
molecules can enter the brain through BBB and all large molecular weight drugs cannot 
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enter the brain. Other factors responsible for nonentry of drugs into the brain are the 
presence of efflux transporters and drug inactivating enzymes onto the surface of BBB. 
P-glycoprotein is the most abundant efflux transporter, causing the non-availability of 
drug molecules into brain tissues. It becomes difficult for approximately 98% of drug 
candidates to enter into the brain tissues [3–6].

Various strategies have been investigated to facilitate the entry of drug molecules/
drug-loaded nanocarriers into the brain. It is categorized into invasive and non-
invasive approaches [7]. Invasive approaches include intracerebral implants, BBB 
disruption, and intraventricular infusion, and these techniques are generally used 
during severe or emergency situations because of technical procedures and hazardous 
effects. Noninvasive approaches include delivery of drugs through different routes, 
such as oral, transdermal, and intranasal administration. These routes take advantage 
of the endogenous system present in the body that transports various nutrients to the 
brain [8]. Drugs are generally incorporated or attached to a carrier system that trans-
ports them through BBB in high concentrations. The intranasal drug delivery route 
has gained great interest in the last decade because of the direct access of compounds 
to the brain through olfactory and trigeminal nerves bypassing BBB. This route has 
other advantages like easy administration, bypassing hepatic metabolism, higher 
availability of drugs into brain tissues, patient compliance, and reduced adverse 
effects related to systemic exposure [9, 10]. It has been established now through 
various studies that this route has more potential in enhancing drug levels in the brain 
when compared to intravenous administration. The enhanced delivery into the brain 
has been supported by different preclinical and clinical investigations [11–15].

Pharmaceutical nanotechnology deals with studies related to nanostructures that 
can be utilized for the delivery of drugs. These nanostructures carry the drugs and 
can easily move through different biological barriers. The nanostructures can also 
be tailored to deliver the drugs at specific locations in the body by employing active 
and passive targeting approaches [16, 17]. Different nanocarriers are liposomes, 
ethosomes, polymeric nanoparticles, niosomes, solid lipid nanoparticles, micelles, 
silver nanoparticles nanostructured lipid carriers, carbon nanotubes, nanoemul-
sions, dendrimers, and gold nanoparticles [18, 19]. Encapsulation/entrapment of 
drug molecules in the mentioned carrier systems improve solubility, protection 
from the biological environment, and enhanced accumulation in the brain. In recent 
times, the intranasal route has been investigated for direct delivery to the brain by 
incorporating drug molecules in a variety of nanocarriers [20, 21]. Among the men-
tioned nanostructures, a significant amount of investigation has been centralized on 
liposomes. Liposomes consist of phospholipids with cholesterol. The components 
of liposomes make them biocompatible, less toxic, and biodegradable. Liposomes 
can hold hydrophilic as well as hydrophobic drug candidates into its inner and outer 
structures, respectively. The surface of liposomes can also be modified by different 
ligands for active drug targeting. This chapter summarizes the innovative approaches 
employed for the management of brain disorders through liposome-based nose-to-
brain drug delivery [22, 23].

2. Anatomical and physiological aspects of nasal cavity

The primary functions of the nasal cavity are smelling, breathing, filtration of air, 
and protection. The nasal route, which starts from the nasal vestibule (nasal valve) 
till the nasopharynx, has a length of approximately 12–14 cm. The space between the 
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human skull base and the roof of mouth filled by nasal cavity. Mucus layer and ciliary 
hair structures are found in the nasal cavity and help in trapping foreign particulate 
matters and pathogenic microorganisms. The total volume of the human nasal cavity 
is in between 15 and 20 ml with a total surface area of approximately 155 cm2. The 
human nasal cavity is divided into the nasal vestibule, olfactory area, and respiratory 
region [24, 25].

Nasal vestibular part is the dilated area situated just after the nostrils. This part 
has the smallest surface area as compared to other parts of the nasal cavity. It does 
not have much significance in drug absorption and transport. The respiratory region 
of the nasal cavity, which is the largest segment with a large surface area (due to the 
presence of a large number of microvilli) of nasal cavity helps in the passage of air 
into the respiratory system. Each nostril’s respiratory part consists of four conchae 
called turbinate bones and is covered by the mucosa of the nasal cavity [26]. Meatuses 
are present beneath the conchae and have connections till paranasal sinuses. The high 
vascularity and large surface area makes this section significant for drug absorption 
and transport. The presence of trigeminal nerves in this area has been investigated 
as a potential route for the direct entry of drug molecules into brain tissues. The 
olfactory area is placed in the deeper and upper part of the nasal cavity beneath the 
cribriform plate (horizontal bone). It helps in the processing of sensory information 
related to smell. In this area, olfactory neurons connect directly to olfactory bulb area 
of the brain. This target (olfactory neurons) in conjunction with the trigeminal route 
help has enhanced the uptake of drug/nanocarriers directly into CNS [27].

The rate of diffusion of drug formulations through the mucus layer and clearance 
rate from the nasal cavity is influenced by physical and chemical characteristics of 
polymer/excipient type, solvent system, particle size, shape, and surface charge. In 
adults, nasal secretions have pH in between 5.5 and 6.5 and contain different types of 
enzymes. The presence of enzymes deactivates different harmful substances entering 
from the outside environment. Drugs and polymers/additives can affect the func-
tions of the ciliary structures of the nasal cavity. Rhinitis and nasal polyposis can also 
hamper the ciliary functioning and nasal absorption of drug molecules [28, 29].

3. Factors affecting drug diffusion from nose-to-brain

The environmental and physiological conditions of the nasal cavity contribute 
majorly to transportation of drug/carrier systems through nasal mucosa either into 
the systemic circulation or directly into the brain. The presence of drug-metabolizing 
enzymes, pH conditions, and tonicity characteristics of nasal secretions may severely 
affect the fate of drug molecules in vivo [30]. The different physicochemical fac-
tors related to drug molecule/drug formulation that can affect nasal transport are 
molecular weight, partition coefficient, degree of ionization, physical state of dosage 
form, viscosity, formulation pH, formulation osmolarity, and particle size [31]. It is 
reported that nasal absorption of drug molecules falls sharply if molecular weight 
exceeds beyond 1000 Da. Nasal absorption is significantly affected by the drug’s 
lipophilicity and molecules with high lipophilic character are considered suitable for 
nasal delivery. In general, unionized molecules can traverse easily through the nasal 
barrier due to nonpolar characteristics [32, 33]. Intranasal delivery can be achieved by 
different states of formulations, such as liquid, powdered, and semisolids, but most 
of the formulations are developed in a liquid state because of easy administration and 
uniform distribution over the surface of the nasal cavity. It is desired to incorporate 
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viscosity-enhancing agents and mucoadhesive materials in the formulation to prolong 
the residence time of formulation in the nasal cavity [34–36].

Formulation pH also affects significantly with respect to ionization of drug, 
stability and might cause irritation of nasal mucosa if not adjusted properly. The 
osmolarity of the formulation can affect ciliary movement that can affect drug 
permeation and transport through the nasal barrier. The particle size of nanocarrier 
systems greatly influences the deposition and diffusion characteristics in the nasal 
cavity. It is generally desirable to have particle size of less than 200 nm for effective 
permeation and drug release behavior. Administered dose, volume, and administra-
tion device also affect the extent of nanocarrier localization and deposition in the 
nasal cavity [37]. Permeation enhancers can be incorporated into formulations to 
enhance diffusion through the nasal epithelium. These enhancers must have suitable 
characteristics such as nonirritating, nonallergic, nontoxic, and not causing any 
changes in the cells of nasal epithelium. Sodium deoxycholate, sodium taurocholate, 
sodium taurodihydrofusidate, sodium dodecyl sulfate, and polyoxyethylene-9-lauryl 
ether are the most commonly investigated permeation enhancers for nasal drug 
delivery [38].

4. Liposome-based nose-to-brain drug delivery applications

Nanotechnology deals with structures that have size ranges in nanometers. 
Methods for the preparation of nanocarriers govern the size, shape, encapsulation, 
and stability characteristics. Nose-to-brain route requires specific size requirements 
(less than 200 nm) for efficient drug delivery. Liposomes are lipid-based vesicular 
systems designed for encapsulation of hydrophilic and lipophilic drug molecules. 
Hydrophilic drug molecules can be incorporated into the inner aqueous compartment 
of liposomes, while lipophilic drugs in the phospholipid bilayer structure. The avail-
ability of biocompatible and biodegradable lipids makes this vesicular system suitable 
for therapeutic applications [22, 23, 39]. Nose-to-brain approaches have been utilized 
and reported through liposomes by researchers across the world for the manage-
ment of different CNS disorders. Passive and active targeting strategies have been 
adopted to enhance the accumulation of drugs into brain tissues through liposomes. 
Passive strategy is based on the physiological processes followed by hormones and 
neurotransmitters of the human body. Active targeting involves the attachment of a 
ligand onto the liposomal surface, which specifically binds to a specific type of cells 
in the brain. Stimuli-sensitive liposomal formulations are also developed based on pH 
change, temperature, and other factors [40, 41].

Recent studies employing liposomal formulations through the intranasal route for 
the management of brain diseases are briefed herein and summarized in Table 1 with 
major outcomes.

4.1 Brain cancer

Cancers are the most difficult disease to treat because variable nature of cancerous 
cells and high resistance to different drug candidates. Brain cancer is the most chal-
lenging aspect of therapeutics due to non-accessibility of drugs. The effectiveness 
of conventional chemotherapy is limited due to the non-specificity and toxicity of 
anticancer drugs [55]. In brain tumor situations, formulations first must overcome 
the BBB. Several researchers have developed liposome-based intranasal formulations 
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Drug(s) name Drug category/

disease evaluation

Major outcome References

Lomustine (LM) 
and n-propyl 
gallate (NPG)

Brain cancer Liposomal size of ~127 nm with a 
sustained release pattern, enhanced 
nasal permeation, and cell killing 
activity against in vitro cancer cell lines 
were obtained.

[42]

Curcumin Anticancer/anti-
inflammatory/
antioxidant

The obtained liposomal size was 
between 100.2 and 150 nm. The 
optimized formulation exhibited 
controlled release characteristics with 
enhanced accumulation of curcumin 
in the brain via intranasal route when 
compared to curcumin solution.

[43]

Rivastigmine 
tartrate

Alzheimer's disease Liposomal size with ell-penetrating 
peptide was found to be 178.9 ± 11.7 nm 
with an entrapment efficiency of 
~30%. In vivo intranasal data revealed 
enhanced accumulation of rivastigmine 
tartrate in the cortex and hippocampus 
when compared to intravenous 
administration.

[44]

Galanthamine 
hydrobromide

Alzheimer's disease Flexible liposomes showed size, zeta 
potential, and entrapment efficiency 
of 112 ± 8 nm, −49.2 ± 0.7 mV, and 
83.6 ± 1.8%, respectively. More anti- 
acetylcholinesterase activity and higher 
brain concentration were found with 
developed intranasal liposomes in 
comparison to oral administration.

[45]

Donepezil Alzheimer's disease Liposomal formulation exhibited size 
of 102 ± 3.3 nm with an encapsulation 
efficiency of 84.91% ± 3.31%. A high 
drug concentration of the drug in 
the brain was found after intranasal 
administration through liposomes.

[46]

Hydroxy-α-
Sanshool

Alzheimer's disease The size obtained was 181.77 nm with 
PDI value of 0.207. The developed 
liposomal formulation was found to be 
nontoxic to the nasal mucosa of mouse 
and significantly improved learning 
memory deficits of the disease.

[47]

Glial cell 
line-derived 
neurotrophic 
factor (GDNF)

Parkinson’s disease Brain levels improved significantly 
within 1 h after a single dose (50-μg) 
of GDNF delivered by liposomal 
formulation through intranasal 
administration compared to GDNF 
delivered by phosphate buffer saline 
solution.

[48]

Risperidone Schizophrenia Vesicular size obtained was between 
90 and100 nm with a PDI value of less 
than 0.5. The amount of risperidone 
was found to be high in the brain in 
comparison to plasma through intranasal 
delivery, depicting preferential transport 
to the brain.

[49]
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for encapsulation of a variety of anticancer drugs. In a very recent study, Katona et 
al. formulated LM and NPG-loaded liposomes by a novel direct pouring method for 
targeting glioblastoma multiforme via nose-to-brain route. Phosphatidylcholine and 
cholesterol were utilized for the preparation of liposomes. The optimized liposomal 
formulation encapsulated with both drugs exhibited a suitable Z-average of ~127 nm, 
size distribution (PDI value of 0.142 ± 0.009), zeta potential value of -34 ± 1.7 mV, and 
high encapsulation efficiency of 63.57% ± 1.3% for NPG and 73.45% ± 2.2% of LM, 
respectively. These results demonstrated the suitability of an optimized formulation for 
nose-to-brain drug delivery. The dialysis-based release method was adopted and results 
indicated a sustained release pattern from the optimized liposomal formulation. Nasal 
permeation studies revealed higher permeation of drugs from the optimized liposomal 
formulation in comparison to the suspension of drugs. MTT assays of the developed 
formulation were also performed on murine embryonic fibroblast (NIH/3T3), glioblas-
toma (U87), and ovarian (A2780) cancer cell lines. The results of in vitro cancer cell line 
indicated a reduction in cancerous cells of all studied types [42].

Drug(s) name Drug category/

disease evaluation

Major outcome References

Quetiapine 
fumarate

Schizophrenia The average liposomal size obtained 
was 152.2 nm with a zeta potential value 
of 24.7 mV. A higher concentration of 
drug was observed in the brain of albino 
mice from liposomal dispersion when 
compared to simple dispersion of drug.

[50]

Lamotrigine Epilepsy Optimized liposomal formulation 
exhibited a size of 88.90 ± 1.56 nm 
with an entrapment efficiency of 
68.75% ± 0.02%. Significantly high 
drug permeation was obtained with the 
liposomal formulation in comparison to 
simple dispersion.

[51]

Valproic acid Epilepsy Liposomal size obtained was in between 
90 and 210 nm with entrapment 
efficiency ranging in between 60% and 
85%. Pharmacokinetic studies showed a 
higher amount of drug in the brain than 
plasma after intranasal administration.

[52]

Tissue 
plasminogen 
activator

Ischemic stroke Suitable entrapment efficiency with 
the desired size, sustained release 
characteristics and proteolytic activity 
showed the potential of nanoliposomes 
in the management of cardiovascular 
conditions.

[53]

Basic fibroblast 
growth factor 
(bFGF)

Ischemic stroke bFGF-loaded liposomes showed the size 
of 106 ± 9.84 nm, PDI value of <0.2, 
and zeta potential value of <−15 mV. 
Liposomal formulation exhibited the 
highest reduction in infarcted volume 
when compared to bFGF solution.

[54]

Table 1. 
Applications of intranasally delivered drug-loaded liposomes with major outcomes.
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Phytoconstituents, such as curcumin, a polyphenolic compound obtained from 
the rhizomes of Curcuma longa and show anti-inflammatory and antioxidant char-
acteristics. Curcumin has potential in the management of brain cancer and other 
neurodegenerative disorders [56]. Studies have been conducted to enhance the avail-
ability of curcumin by incorporation into liposomes through nose-to-brain delivery. 
In a study, a mucoadhesive liposomal formulation of curcumin was developed and 
optimized for nasal delivery. The liposomes were formulated by solvent dispersion 
method employing cholesterol and soya lecithin as lipid bilayer forming material 
and xanthan gum for mucoadhesion. The vesicular size was found to be between 
100.2 and 150 nm. The optimized formulation showed good stability and controlled/
sustained release characteristics. The liposomal formulation was also found nontoxic 
to the nasal mucosa of rats. In vivo studies in rats revealed higher curcumin concentra-
tion (1240 ng) in the brain when compared to free drug solution (65 ng) when admin-
istered intranasally. The authors concluded the potential of curcumin liposomes with 
xanthan gum coating for enhancement of curcumin concentrations in the brain via 
the intranasal route [43].

4.2 Alzheimer’s disease

AD leads to a decline in thinking, memory, learning, and language capacity. 
FDA-approved drugs used for AD are donepezil, memantine, galanthamine, and 
rivastigmine [57]. Yang et al. formulated rivastigmine tartrate-loaded liposomes with 
ell-penetrating peptide modification. The developed liposomes showed uniform sizes 
and shapes. A mean diameter of 166.3 ± 17.4 nm was found for simple liposomes and 
178.9 ± 11.7 nm with ell-penetrating peptide-modified liposomes with low PDI values. 
The entrapment efficiency of slightly more than 30% was found for both types of 
liposomes. The results exhibited that liposomes, especially the ell-penetrating peptide 
enhanced the permeability through in vitro murine brain endothelial cells model. 
Intranasal administration of rivastigmine in solution and liposomal form demon-
strated improvement of rivastigmine distribution and retention in CNS areas, par-
ticularly in the cortex and hippocampus, which are the most affected regions in AD 
when compared to intravenous administration. Developed liposomal formulations 
exhibited safety potential toward nasal mucosa. The authors concluded the potential 
of intranasal rivastigmine liposomes with ell-penetrating peptide improved brain 
delivery with enhancement in pharmacodynamic activity [44]. In another report, 
galanthamine hydrobromide-loaded flexible liposomes were formulated by the thin 
film homogenization method with some modification. Liposomal components used 
were soya phosphatidylcholine and cholesterol. Propylene glycol was used as an 
edge activator. The average size of drug-loaded flexible liposomes was found to be 
112 ± 8 nm with a zeta potential of −49.2 ± 0.7 mV. This negative charge indicated the 
repulsive power of liposomal vesicles in the liposomal dispersion, which is important 
for long-term stability. The entrapment efficiency was found to be 83.6% ± 1.8%. The 
inhibition of acetylcholinesterase was studied by using brain homogenates of rats as 
an enzyme resource. The microdialysis technique was employed to investigate the 
pharmacokinetic characteristics of galanthamine hydrobromide in rat brain. It was 
found that inhibition of acetylcholinesterase was more by intranasal administration 
when compared to oral administration. The Cmax, AUC0→10 from intranasal adminis-
tration of galanthamine hydrobromide-loaded liposomes were 3.52, 3.36 times more 
than those through oral administration of galanthamine hydrobromide. The authors 
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further reported the safety of developed liposomes tested against PC-12 cells [45]. 
Al Asmari et al. developed liposomes of donepezil using cholesterol, 1,2-distearyl-
sn-glycero-3-phosphocholine, and polyethylene glycol by thin film hydration 
method. The liposomal size was consistent with 102 ± 3.3 nm with proper shape and 
encapsulation efficiency of 84.91% ± 3.31%. The developed formulation exhibited 
sustained release behavior. It has found high drug concentration in plasma and brain 
after intranasal administration. Histopathological examination revealed safety for the 
developed liposomal formulation of donepezil [46].

In a very recent study, hydroxy-α-sanshool was incorporated into liposomes. This 
drug helps in cognitive dysfunction. Liposomes were fabricated by a thin film disper-
sion technique using cholesterol and soya lecithin. Liposomal formulations exhibited 
a vesicle size of 181.77 nm, PDI value of 0.207, and zeta potential of − 53.8 mV with 
good stability. Drug release studies revealed slow and consistent release following 
Higuchi kinetics. Highly drug concentration was found in plasma and brain after 
intranasal administration. Developed liposomes were not toxic to the mouse nasal 
mucosa and effectively improved learning memory deficits induced by d-galactose 
and protected mouse neuronal cells of the hippocampus. The authors concluded that 
these hydroxy-α-sanshool liposomes might be used for the management of AD [47].

4.3 Parkinson’s disease

PD is caused by degenerative effects on dopamine regulating neurons in the area 
of substantia nigra pars compacta. Levodopa is most commonly a prodrug for the 
management of PD but its efflux by P-gp and enzymes diminishes its activity. GDNF 
has shown significant neuroprotective effects on substantia nigra neurons in the 
6-hydroxydopamine rat model of PD [58]. GDNF cationic liposomes were prepared 
by using dioleoylphosphatidylcholine, stearylamine, and cholesterol. Enzyme-linked 
immunosorbent assay was used to determine brain levels of GDNF and distribution 
to target areas (striatum and substantia nigra) after intranasal administration at 
different time intervals. Brain levels enhanced significantly within 1 h after a single 
dose (50-μg) of GDNF incorporated into the liposomal formulation. In the second 
study, different doses (10–150 μg) of GDNF in phosphate buffer saline solution were 
administered. Liposomal formulation delivered 10-fold more amount of GDNF to the 
brain than phosphate buffer saline. The results suggested the potential of liposomes 
for enhanced delivery of GDNF in the brain tissues for the management of PD after 
intranasal administration [48].

4.4 Schizophrenia

Schizophrenia results in psychosis and may affect all aspects of life, including 
social, educational, personal, family, and occupational functioning. Schizophrenia 
affects approximately 1 in 300 people worldwide. A variety of drugs are available for 
the management of this disease but due to non-availability in the right amount in the 
brain tissue is the major issue in the treatment of this problem [59, 60]. Narayan et 
al. developed risperidone liposomes employing the method of thin film hydration. 
Design expert software was used to optimize formulation components. The optimized 
liposomal surface was modified by stearylamine and MPEG-DSPE coating for the 
enhancement of brain penetration. The mean vesicular size of liposomes was obtained 
between 90 and 100 nm with a polydispersity index of less than 0.5 with entrapment 
efficiency ranging from 50% to 60% and maximum drug entrapment was found with 
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functionalized liposomes. Transmission electron micrographs revealed smooth and 
bilayer structures. A prolonged and controlled release behavior was obtained with a 
developed liposomal formulation. It was further established through in vivo studies 
that risperidone concentration was high in the brain in comparison to plasma from 
liposomal formulation through intranasal delivery [49]. In another report, quetiapine 
fumarate was incorporated in liposomal vesicles. Sheep nasal membrane diffusion 
was compared for simple dispersion and liposomal dispersion of quetiapine fumarate. 
Simple dispersion was prepared using a colloid mill in SNF pH 6.8. Liposomes of que-
tiapine fumarate were manufactured by the thin lipid film hydration method. The aver-
age particular size from simple dispersion obtained was 139.6 nm with a zeta potential 
of 32.1 mV. The average vesicular size from liposomal dispersion obtained was 152.2 
nm with a zeta potential of 24.7 mV. The drug diffusion from liposomal dispersion 
was found higher (32.61 ± 1.70) with a high permeability coefficient of 4.1334 ± 0.7321 
(× 10−5 cm/s). In vivo studies revealed a higher amount of quetiapine fumarate in the 
brain from liposomal dispersion in comparison to simple dispersion [50].

4.5 Epilepsy

Epilepsy is characterized by repeated and recurrent seizures involving involuntary 
movement of the whole body or part. These symptoms are due to electrical discharges 
in excess from cortical neurons. Management of epilepsy is difficult due to less access to 
drugs in brain tissues. Nanotechnological developments of already approved drugs have 
been found to enhance drug concentrations in the brain [61]. Praveen et al. developed 
nanoliposomes of lamotrigine for the management of seizures. The liposomes were 
prepared by thin film hydration method employing phospholipid as phospholipon 
90G, vesicle stabilizer as cholesterol, and surfactant as tween 80. Plackett-Burman's 
design was used to optimize the liposomal formulation. Optimized formulation showed 
the vesicular size of 88.90 ± 1.56 nm with polydispersity index of 0.247 ± 0.04, entrap-
ment efficiency of 68.75% ± 0.02%, and in vitro drug release of 79.41% ± 1.15%. These 
results were in close agreement with predicted responses. The optimized formulation 
was found to be stable at different storage temperatures. Nasal mucosa (goat) perme-
ation studies showed higher drug permeation from liposomes (72.45% ± 2.15%) in 
comparison to simple suspension (13.27% ± 1.17%) after 12 h. Confocal laser scanning 
micrographs revealed higher fluorescence intensity in the deeper layer of the nasal 
mucosa. The results suggested the high potential of the liposomal system for enhanced 
delivery of lamotrigine through the intranasal route [51]. In a recent study, valproic 
acid was incorporated into liposomes utilizing phosphatidylcholine and cholesterol by 
the method of thin film hydration. The mean vesicular size of optimized liposomes was 
obtained between 90 and 210 nm with a low polydispersity index of less than 0.5. The 
entrapment efficiency obtained was between 60% and 85%. Transmission electron 
microscopy examination revealed the spherical shape of liposomes. Permeation studies 
involving sheep’s nasal mucosa exhibited higher permeation of valproic acid from 
liposomes in comparison to control samples. Animal studies revealed a higher concen-
tration of drug in the brain than plasma after administration through the intranasal 
route [52].

4.6 Ischemic stroke

Stroke is the prevalent cause of death globally. Ischemic stroke is caused by 
blockage or narrowing of a blood vessel supplying blood to the brain. Interruption 
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of glucose and oxygen supply leads to a reduction in the production of ATP, causing 
energy failure and irregularities in ion homeostasis. Recombinant tissue plasminogen 
activator (rt-PA) is approved by the FDA for the management of ischemic stroke. 
It acts by dissolving the blood clot in cerebral vessels with the restoration of blood 
flow, which results in the protection of brain tissue. The short half-life (2–6 minutes) 
causes problem in the management of the disease and requires nanotechnological 
carrier system interventions [62, 63]. In a recent study, nanoliposomes of tissue plas-
minogen activators have been reported for improvement of the thrombolytic activity. 
The results suggested the stability of nanoliposomes with no aggregation when stored 
at 4°C. A desirable entrapment efficiency, zeta potential, proteolytic activity, and 
sustained in vitro release characteristics were obtained. The authors suggested the use 
of developed nanoliposomes of tissue plasminogen activators, which could be used in 
the management of cardiovascular diseases [53]. Another therapeutic basic bFGF has 
the potential to protect against ischemic stroke. Zhao et al. reported nanoliposomes 
of bFGF by the technique of water-in-water emulsion followed by freeze-drying. 
The average vesicular sizes of blank and bFGF-loaded nanoliposomes obtained were 
106 ± 9.84, 128 ± 7.65 nm, respectively, with low polydispersity index (<0.2). Negative 
zeta potential values (<−15 mV) were observed for both types of liposomes. Western 
blotting was conducted to analyze the bFGF levels in the olfactory bulb, hippocam-
pus, pallium, and striatum after intranasal administration. Intranasal administration 
of bFGF-loaded nanoliposomes enhanced the concentration of bFGF in pallium 
and hippocampus. After comparison with intravenous delivery, it was found that 
intranasal delivery is superior in delivering the bFGF into different brain areas. 
Further results like recovery of neurological function strengthened the suitability 
of nanoliposomes of bFGF through intranasal administration. Therapeutic efficacy 
was determined after ischemia-reperfusion injury followed by the determination of 
neurological deficit scores. The bFGF-loaded nanoliposomes exhibited higher scores 
in treated animals than bFGF solution. Liposomal treatment resulted in the highest 
reduction in the infarcted volume. The authors concluded that intranasal bFGF-
loaded liposomal therapy was effective and was able to enhance the recovery effect of 
bFGF after ischemia-reperfusion injury [54].

5. Conclusions

Pharmaceutical nanocarriers are successfully being evaluated for their poten-
tial through intranasal delivery in the improvement of characteristics of already 
approved molecules and new chemical entities as well as used for brain diseases [64]. 
Liposomes have attracted researchers globally due to their excellent biocompatible 
and biodegradable characteristics. A variety of research works have been reported for 
the delivery of drugs encapsulated in liposomes through the intranasal route [42–44]. 
Several studies have been reported for intranasal liposomes for the management of 
brain diseases, such as brain cancer, AD, PD, schizophrenia, epilepsy, and ischemic 
stroke. Most of the optimization studies included the effect of phospholipid concen-
tration, cholesterol amount, process parameters on the size, encapsulation efficiency, 
zeta potential, and release characteristics of liposomes. Optimized formulations were 
investigated for the availability of the drug in the brain and its pharmacological effect 
after intranasal administration. Research findings revealed favorable physicochemical 
characteristics of the drug after incorporation into liposomes. Intranasal liposomal 
formulations exhibited enhanced uptake into the brain with enhanced activity in 
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the concerned brain disease. Results suggested the potential of intranasal liposomal 
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needed for the identification of drug transport to brain areas.

Acknowledgements

The authors are thankful to the Chancellor, Integral University, Lucknow, India for 
his continuous encouragement, supervision, and valuable suggestions at all stages of 
this chapter. The authors are grateful to the Faculty of Pharmacy, Integral University 
for providing necessary facilities related to this work. The authors are also grateful to 
the research cell, Integral University for continuous guidance and support.

Conflict of interest

The authors declare no conflict of interest.

© 2022 The Author(s). Licensee IntechOpen. This chapter is distributed under the terms of 
the Creative Commons Attribution License (http://creativecommons.org/licenses/by/3.0), 
which permits unrestricted use, distribution, and reproduction in any medium, provided 
the original work is properly cited. 



Liposomes - Recent Advances, New Perspectives and Applications

12

[1] Catalá-López F, Hutton B, Driver JA, 
Page MJ, Ridao M, Valderas JM, et al. 
Cancer and central nervous system 
disorders: protocol for an umbrella 
review of systematic reviews 
and updated meta-analyses of 
observational studies. Systematic 
Reviews. 2017;6(1):69. DOI: 10.1186/
s13643-017-0466-y

[2] Organization WH. Neurological 
Disorders Affect Millions Globally: 
WHO report. World Health 
Organization; Switzerland. 2007. 
Available from: http://www.who.int/
mental_health/neurology/neurological_
disorders_report_web.pdf

[3] Agrawal M, Ajazuddin TDK, Saraf S, 
Saraf S, Antimisiaris SG, Mourtas S,  
et al. Recent advancements in liposomes 
targeting strategies to cross blood-
brain barrier (BBB) for the treatment 
of Alzheimer's disease. Journal of 
Controlled Release. 2017;260:61-77.  
DOI: 10.1016/j.jconrel.2017.05.019

[4] Bourganis V, Kammona O, 
Alexopoulos A, Kiparissides C. Recent 
advances in carrier mediated nose-
to-brain delivery of pharmaceutics. 
European Journal of Pharmaceutics and 
Biopharmaceutics. 2018;128:337-362. 
DOI: 10.1016/j.ejpb.2018.05.009

[5] Montesinos R. Liposomal drug 
delivery to the central nervous system. 
In: Catala A, editor. Liposomes. London: 
IntechOpen; 2017. DOI: 10.5772/
intechopen.70055

[6] Samaridou E, Alonso MJ. Nose-to-
brain peptide delivery - the potential of 
nanotechnology. Bioorganic & Medicinal 
Chemistry 2018;26(10):2888-2905. DOI: 
10.1016/j.bmc.2017.11.001. Epub 2017 
Nov 4. PMID: 29170026

[7] Banks WA. From blood-brain 
barrier to blood-brain interface: new 
opportunities for CNS drug delivery. 
Nature Reviews Drug Discovery 
2016;15(4):275-292. DOI: 10.1038/
nrd.2015.21. Epub 2016 Jan 22. PMID: 
26794270

[8] Joshi S, Ergin A, Wang M, Reif R, 
Zhang J, Bruce JN, et al. Inconsistent 
blood brain barrier disruption by 
intraarterial mannitol in rabbits: 
implications for chemotherapy. Journal 
of Neuro-Oncology. 2011;104(1):11-19. 
DOI: 10.1007/s11060-010-0466-4

[9] Rodriguez A, Tatter SB, Debinski W. 
Neurosurgical techniques for disruption 
of the blood-brain barrier for 
glioblastoma treatment. Pharmaceutics. 
2015;7(3):175-187. Published 2015 Aug 3. 
DOI: 10.3390/pharmaceutics7030175

[10] Gaillard PJ, Appeldoorn CC, 
Rip J, Dorland R, van der Pol SM, 
Kooij G, et al. Enhanced brain delivery 
of liposomal methylprednisolone 
improved therapeutic efficacy in a 
model of neuroinflammation. Journal of 
Controlled Release. 2012;164(3):364-369. 
DOI: 10.1016/j.jconrel.2012.06.022

[11] Khan AR, Liu M, Khan MW, Zhai G. 
Progress in brain targeting drug delivery 
system by nasal route. Journal of 
Controlled Release. 2017;268:364-389. 
DOI: 10.1016/j.jconrel.2017.09.001

[12] Born J, Lange T, Kern W, 
McGregor GP, Bickel U, Fehm HL. 
Sniffing neuropeptides: a transnasal 
approach to the human brain. Nature 
Neuroscience. 2002;5(6):514-516.  
DOI: 10.1038/nn849

[13] de la Monte SM. Intranasal insulin 
therapy for cognitive impairment and 

References



Perspective Chapter: Nose-to-Brain Drug Delivery through Liposomes - Recent Applications
DOI: http://dx.doi.org/10.5772/intechopen.106374

13

neurodegeneration: current state of the 
art. Expert Opinion on Drug Delivery. 
2013;10(12):1699-1709. DOI: 10.1517/ 
17425247.2013.856877

[14] Hallschmid M. Intranasal insulin 
for Alzheimer's disease. CNS Drugs. 
2021;35(1):21-37. DOI: 10.1007/
s40263-020-00781-x

[15] Muntimadugu E, Dhommati R, 
Jain A, Challa VG, Shaheen M, Khan W. 
Intranasal delivery of nanoparticle 
encapsulated tarenflurbil: a potential 
brain targeting strategy for Alzheimer’s 
disease. European Journal of 
Pharmaceutical Sciences. 2016;92:224-
234. DOI: 10.1016/j.ejps.2016.05.012

[16] Nakamura T, Harashima H. 
Integration of nano drug-delivery system 
with cancer immunotherapy. Therapeutic 
Delivery. 2017;8(11):987-1000.  
DOI: 10.4155/tde-2017-0071

[17] De Jong WH, Borm PJ. Drug 
delivery and nanoparticles: applications 
and hazards. International Journal of 
Nanomedicine. 2008;3(2):133-149.  
DOI: 10.2147/ijn.s596

[18] Hamid R, Manzoor I.  
Nanomedicines: Nano based drug 
delivery systems challenges and 
opportunities. In: Akram M, editor. 
Alternative Medicine – Update. London: 
IntechOpen; 2020. DOI: 10.5772/
intechopen.94353

[19] Shi J, Votruba AR, Farokhzad OC, 
Langer R. Nanotechnology in drug 
delivery and tissue engineering: from 
discovery to applications. Nano Letters. 
2010;10(9):3223-3230. DOI: 10.1021/
nl102184c

[20] Wang Z, Xiong G, Tsang WC, 
Schätzlein AG, Uchegbu IF. Nose-to-
brain delivery. Journal of Pharmacology 
and Experimental Therapeutics 

2019;370(3):593-601. DOI: 10.1124/
jpet.119.258152. Epub 2019 May 24. 
PMID: 31126978

[21] Kashyap K, Shukla R. Drug delivery 
and targeting to the brain through nasal 
route: mechanisms, applications and 
challenges. Current Drug Delivery. 
2019;16(10):887-901. DOI: 10.2174/15672
01816666191029122740

[22] Li M, Du C, Guo N, Teng Y,  
Meng X, Sun H, et al. Composition 
design and medical application of 
liposomes. European Journal of 
Medicinal Chemistry. 2019;164:640-653. 
DOI: 10.1016/j.ejmech.2019.01.007

[23] Guimarães D, Cavaco-Paulo A, 
Nogueira E. Design of liposomes as 
drug delivery system for therapeutic 
applications. International Journal of 
Pharmaceutics. 2021;601:120571.  
DOI: 10.1016/j.ijpharm.2021.120571

[24] Sahin-Yilmaz A, Naclerio RM. 
Anatomy and physiology of the upper 
airway. Proceedings of the American 
Thoracic Society. 2011;8(1):31-39.  
DOI: 10.1513/pats.201007-050RN

[25] Watelet JB, Van Cauwenberge P. 
Applied anatomy and physiology of the 
nose and paranasal sinuses. Allergy. 
1999;54(Suppl. 57):14-25. DOI: 10.1111/
j.1398-9995.1999.tb04402.x

[26] Jones N. The nose and paranasal 
sinuses physiology and anatomy. 
Advanced Drug Delivery Reviews. 
2001;51(1-3):5-19. DOI: 10.1016/
s0169-409x(01)00172-7

[27] Patel RG. Nasal anatomy and 
function. Facial Plastic Surgery. 
2017;33(1):3-8. DOI: 10.1055/s-0036-
1597950 Epub 2017 Feb 22

[28] Gizurarson S. Anatomical and 
histological factors affecting intranasal 



Liposomes - Recent Advances, New Perspectives and Applications

14

drug and vaccine delivery. Current Drug 
Delivery. 2012;9(6):566-582.  
DOI: 10.2174/156720112803529828

[29] Costa C, Moreira JN, Amaral MH, 
Sousa Lobo JM, Silva AC. Nose-to-brain 
delivery of lipid-based nanosystems 
for epileptic seizures and anxiety 
crisis. Journal of Controlled Release. 
2019;295:187-200. DOI: 10.1016/j.
jconrel.2018.12.049

[30] Inoue D. Development of prediction 
system for drug absorption after 
intranasal administration incorporating 
physiologic functions of nose -estimation 
of in vivo drug permeation through 
nasal mucosa using in vitro membrane 
permeability. Yakugaku Zasshi. 
2021;141(11):1235-1240. Japanese.  
DOI: 10.1248/yakushi.21-00151

[31] Campbell C, Morimoto BH, 
Nenciu D, Fox AW. Drug development 
of intranasally delivered peptides. 
Therapeutic Delivery. 2012;3(4):557-568. 
DOI: 10.4155/tde.12.12

[32] Hussain AA. Intranasal drug delivery. 
Advanced Drug Delivery Reviews. 
1998;29(1-2):39-49. DOI: 10.1016/
s0169-409x(97)00060-4

[33] Arora P, Sharma S, Garg S.  
Permeability issues in nasal drug 
delivery. Drug Discovery Today. 
2002;7(18):967-975. DOI: 10.1016/
s1359-6446(02)02452-2

[34] Agarwal V, Mishra B. Recent trends 
in drug delivery systems: intranasal drug 
delivery. Indian Journal of Experimental 
Biology. 1999;37(1):6-16

[35] Laffleur F, Bauer B. Progress 
in nasal drug delivery systems. 
International Journal of Pharmaceutics. 
2021;607:120994. DOI: 10.1016/j.
ijpharm.2021.120994

[36] Furubayashi T, Inoue D, 
Kamaguchi A, Higashi Y, Sakane T. 
Influence of formulation viscosity on 
drug absorption following nasal 
application in rats. Drug Metabolism and 
Pharmacokinetics. 2007;22(3):206-211. 
DOI: 10.2133/dmpk.22.206

[37] Dua R, Duncan M, Zia H,  
Needham TE. The influence of the 
enhancer dimyristoylphosphatidylglycerol 
and formulation factors on the nasal 
absorption of salmon calcitonin. Drug 
Delivery. 1998;5(2):127-134.  
DOI: 10.3109/10717549809031388

[38] Kim NA, Thapa R, Jeong SH, 
Bae HD, Maeng J, Lee K, et al. Enhanced 
intranasal insulin delivery by 
formulations and tumor protein-
derived protein transduction domain 
as an absorption enhancer. Journal of 
Controlled Release. 2019;294:226-236. 
DOI: 10.1016/j.jconrel.2018.12.023

[39] Shah S, Dhawan V, Holm R, 
Nagarsenker MS, Perrie Y. Liposomes: 
advancements and innovation in the 
manufacturing process. Advanced Drug 
Delivery Reviews. 2020;154-155:102-122. 
DOI: 10.1016/j.addr.2020.07.002

[40] Dong X. Current strategies for 
brain drug delivery. Theranostics. 
2018;8(6):1481-1493. DOI: 10.7150/
thno.21254

[41] Xie J, Shen Z, Anraku Y, Kataoka K, 
Chen X. Nanomaterial-based blood-
brain-barrier (BBB) crossing strategies. 
Biomaterials. 2019;224:119491.  
DOI: 10.1016/j.biomaterials.2019.119491

[42] Katona G, Sabir F, Sipos B, 
Naveed M, Schelz Z, Zupkó I, et al. 
Development of lomustine and n-propyl 
gallate co-encapsulated liposomes for 
targeting glioblastoma multiforme 
via intranasal administration. 



Perspective Chapter: Nose-to-Brain Drug Delivery through Liposomes - Recent Applications
DOI: http://dx.doi.org/10.5772/intechopen.106374

15

Pharmaceutics. 2022;14(3):631-652.  
DOI: 10.3390/pharmaceutics14030631

[43] Samudre S, Tekade A, Thorve K, 
Jamodkar A, Parashar G, Chaudhari N. 
Xanthan gum coated mucoadhesive 
liposomes for efficient nose to brain 
delivery of curcumin. Drug Delivery 
Letters. 2015;5(3):201-207. DOI: 10.2174/
2210303106666160120215857

[44] Yang ZZ, Zhang YQ , Wang ZZ, 
Wu K, Lou JN, Qi XR. Enhanced brain 
distribution and pharmacodynamics 
of rivastigmine by liposomes 
following intranasal administration. 
International Journal of Pharmaceutics. 
2013;452(1-2):344-354. DOI: 10.1016/j.
ijpharm.2013.05.009

[45] Li W, Zhou Y, Zhao N, Hao B,  
Wang X, Kong P. Pharmacokinetic 
behavior and efficiency of 
acetylcholinesterase inhibition in rat 
brain after intranasal administration 
of galanthamine hydrobromide loaded 
flexible liposomes. Environmental 
Toxicology and Pharmacology. 
2012;34(2):272-279. DOI: 10.1016/j.
etap.2012.04.012

[46] Al Asmari AK, Ullah Z, Tariq M, 
Fatani A. Preparation, characterization, 
and in vivo evaluation of intranasally 
administered liposomal formulation of 
donepezil. Drug Design, Development 
and Therapy. 2016;10:205-215.  
DOI: 10.2147/DDDT.S93937

[47] Li R, Lu F, Sun X, He L, Duan H, 
Peng W, et al. Development and in 
vivo evaluation of hydroxy-α-sanshool 
intranasal liposomes as a potential 
remedial treatment for Alzheimer’s 
disease. International Journal of 
Nanomedicine. 2022;17:185-201.  
DOI: 10.2147/IJN.S339979

[48] Bender TS, Migliore MM,  
Campbell RB, John Gatley S, 

Waszczak BL. Intranasal administration 
of glial-derived neurotrophic factor 
(GDNF) rapidly and significantly 
increases whole-brain GDNF level in rats. 
Neuroscience. 2015;303:569-576.  
DOI: 10.1016/j.neuroscience.2015.07.016

[49] Narayan R, Singh M, Ranjan O,  
Nayak Y, Garg S, Shavi GV, et al. 
Development of risperidone liposomes 
for brain targeting through intranasal 
route. Life Sciences. 2016;163:38-45. DOI: 
10.1016/j.lfs.2016.08.033

[50] Upadhyay P, Trivedi J,  
Pundarikakshudu K, Sheth N. 
Comparative study between simple 
and optimized liposomal dispersion 
of quetiapine fumarate for diffusion 
through nasal route. Drug Delivery. 
2016;23(4):1214-1221. DOI: 10.3109/ 
10717544.2015.1120364

[51] Praveen A, Aqil M, Imam SS, 
Ahad A, Moolakkadath T, Ahmad FJ. 
Lamotrigine encapsulated intra-nasal 
nanoliposome formulation for epilepsy 
treatment: formulation design, 
characterization and nasal toxicity study. 
Colloids and Surfaces. B, Biointerfaces. 
2019;174:553-562. DOI: 10.1016/j.
colsurfb.2018.11.025

[52] Yuwanda A, Surini S, Harahap Y, 
Jufri M. Study of valproic acid liposomes 
for delivery into the brain through 
an intranasal route. Heliyon. 
2022;8(3):e09030. DOI: 10.1016/j.
heliyon.2022.e09030

[53] Dubatouka K, Agabekov V. 
Preparation and characterization of 
tissue plasminogen activator-
loaded liposomes. Soft Materials. 
2022;20(3):358-363. DOI: 10.1080/ 
1539445X.2021.2007128

[54] Zhao YZ, Lin M, Lin Q , Yang W, 
Yu XC, Tian FR, et al. Intranasal delivery 
of bFGF with nanoliposomes enhances 



Liposomes - Recent Advances, New Perspectives and Applications

16

in vivo neuroprotection and neural 
injury recovery in a rodent stroke 
model. Journal of Controlled Release. 
2016;224:165-175. DOI: 10.1016/j.
jconrel.2016.01.017

[55] Shah V, Kochar P. Brain cancer: 
implication to disease, therapeutic 
strategies and tumor targeted drug 
delivery approaches. Recent Patents 
on Anti-Cancer Drug Discovery. 
2018;13(1):70-85. DOI: 10.2174/15748928
12666171129142023

[56] Kotha RR, Luthria DL. Curcumin: 
biological, pharmaceutical, 
nutraceutical, and analytical aspects. 
Molecules. 2019;24(16):2930.  
DOI: 10.3390/molecules24162930

[57] Khan S, Barve KH, Kumar MS. 
Recent advancements in pathogenesis, 
diagnostics and treatment of 
Alzheimer's disease. Current 
Neuropharmacology. 2020;18(11):1106-
1125. DOI: 10.2174/1570159X186662005
28142429

[58] Schneider RB, Iourinets J,  
Richard IH. Parkinson's disease 
psychosis: presentation, diagnosis 
and management. Neurodegenerative 
Disease Management. 2017;7(6):365-376. 
DOI: 10.2217/nmt-2017-0028

[59] Häfner H, an der Heiden W.  
Epidemiology of schizophrenia. 
Canadian Journal of Psychiatry. 
1997;42(2):139-151. DOI: 10.1177/ 
070674379704200204

[60] Bortolon C, Macgregor A,  
Capdevielle D, Raffard S. Apathy 
in schizophrenia: a review of 
neuropsychological and neuroanatomical 
studies. Neuropsychologia. 
2018;118(Pt B):22-33. DOI: 10.1016/j.
neuropsychologia.2017.09.033

[61] Manford M. Recent advances 
in epilepsy. Journal of Neurology. 
2017;264(8):1811-1824. DOI: 10.1007/
s00415-017-8394-2

[62] Iadecola C, Anrather J. Stroke 
research at a crossroad: asking the brain 
for directions. Nature Neuroscience. 
2011;14(11):1363-1368. DOI: 10.1038/
nn.2953

[63] Feske SK. Ischemic stroke. American 
Journal of Medicine. 2021;134(12):1457-
1464. DOI: 10.1016/j.amjmed.2021.07.027

[64] Erdő F, Bors LA, Farkas D, Bajza Á, 
Gizurarson S. Evaluation of intranasal 
delivery route of drug administration for 
brain targeting. Brain Research Bulletin. 
2018;143:155-170. DOI: 10.1016/j.
brainresbull.2018.10.009


