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Abstract: Nanoparticles are materials with overall dimensions in the nanoscale, ie, under 

100 nm. In recent years, these materials have emerged as important players in modern medicine, 

with clinical applications ranging from contrast agents in imaging to carriers for drug and gene 

delivery into tumors. Indeed, there are some instances where nanoparticles enable analyses 

and therapies that simply cannot be performed otherwise. However, nanoparticles also bring 

with them unique environmental and societal challenges, particularly in regard to toxicity. This 

review aims to highlight the major contributions of nanoparticles to modern medicine and also 

discuss environmental and societal aspects of their use. 
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Introduction
Nanoparticles are materials with overall dimensions in the nanoscale, ie, under 100 nm. 

In recent years, these materials have emerged as important players in modern medi-

cine, with applications ranging from contrast agents in medical imaging to carriers 

for gene delivery into individual cells. Nanoparticles have a number of properties that 

distinguish them from bulk materials simply by virtue of their size, such as chemical 

reactivity, energy absorption, and biological mobility.

Nanoparticles are also referred to as “zero-dimensional” nanomaterials. This defi ni-

tion arises from the fact that all of their dimensions are in the nanoscale, as opposed to 

one-dimensional nanomaterials, which have one dimension larger than the nanoscale 

(such as nanowires and nanotubes), and two-dimensional nanomaterials, which have 

two dimensions larger than the nanoscale (such as self-assembled monolayer fi lms).

The benefi ts of nanoparticles to modern medicine are numerous. Indeed there 

are some instances where nanoparticles enable analyses and therapies that simply 

cannot be performed otherwise. However, nanoparticles also bring with them unique 

environmental and societal challenges, particularly in regard to toxicity. This review 

aims to highlight the major contributions of nanoparticles to modern medicine and 

also discuss environmental and societal aspects of their use. 

This review is intended to serve as a broad introduction to the role of nanoparticles 

in medicine rather than as an exhaustive review. Furthermore, this review will focus 

on technologies that have either already advanced to clinical use or in vivo experi-

mentation. Within the broad categories of medical imaging and drug/gene delivery, 

this review will discuss examples of medical applications of nanoparticles. Where 

possible, the reader will be referred to the numerous comprehensive reviews already 

available within each application area. Lastly, the environmental and societal impact 

of the use of nanoparticles in modern medicine will also be discussed.
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Nanoparticles in medical imaging
Nanoparticles can provide significant improvements in 

traditional biological imaging of cells and tissues using 

fl uorescence microscopy as well as in modern magnetic 

resonance imaging (MRI) of various regions of the body. 

Chemical composition distinguishes the nanoparticles used 

in these two techniques. A summary of the applications of 

nanoparticles in imaging is provided in Table 1

Optical imaging 
Conventional imaging of cells and tissue sections is per-

formed by loading organic dyes into the sample. Dyes such 

as fl uorescein isocyanate (FITC) and rhodamine are often 

tethered to biomolecules that selectively bind to cells or 

cell components through ligand/receptor interactions. Two 

problems often encountered in this mode of imaging are 

inadequate fl uorescence intensity and photobleaching. Pho-

tobleaching is the gradual decrease in fl uorescence intensity 

often observed over time due to irreversible changes in the 

molecular structure of the dye molecules that render them 

nonfl uorescent.

Quantum dots (QDs) are nanoparticles composed of 

inorganic semiconductor molecules. These nanoparticles 

emit strong fl uorescent light under ultraviolet (UV) illumi-

nation, and the wavelength (color) of the fl uorescent light 

emitted depends sensitively on particle size. This size depen-

dence is a unique characteristic of these materials. Inorganic 

semiconductor molecules derive their properties from the 

presence of a “band gap.” The band gap is the difference in 

energy between the valence band (or energy level), where 

the electrons primarily reside, and the conduction band, to 

which they can be “promoted” by the supply of energy of 

a specifi c wavelength (excitation), usually in the form of 

a photon. When an electron moves from the valence band 

to the conduction band, it leaves behind a “hole” (this is a 

term given to an energy level lacking an electron, and is 

not a physical feature). When the excitation ceases, elec-

trons move back to the valence band, releasing their excess 

energy. In the case of QDs, this energy is released entirely 

as light. Larger QDs have more electron-hole pairs and are 

therefore capable of absorbing and releasing more energy. 

Since energy is inversely related to wavelength (E = hc/λ), 

this means that the wavelength of emitted light decreases 

as QD size increases. QDs can emit light that is far more 

intense and signifi cantly more stable against photobleaching 

compared with conventional organic dyes. This is a major 

advantage in 3-D tissue imaging where photobleaching is a 

major concern during acquisition of successive sections in 

the z-direction.

Being inorganic materials, QDs are insoluble in aqueous 

solutions. An essential part of using QDs in biological and 

medical applications is therefore coating them with a thin 

layer of a water-soluble material. Typically, this step is fol-

lowed by coating with a material that binds preferentially to a 

particular cell or cell component. The surface of each QD has 

a large number of sites onto which soluble and/or bioactive 

molecules can be tethered. Furthermore, more than one type 

of molecule can be attached to each QD, giving it multiple 

functionalities. In a review of the application of QDs for live 

cell and in vivo imaging, Michalet and colleagues (2005) 

have described different surface modifi cation strategies such 

as targeting and prolonged retention in the bloodstream.

Kim and colleagues (2004) recently described the use 

of oligomeric phosphine-coated QDs to map lymph nodes 

in mice and pigs. These QDs were made of CdTe capped 

with CdSe, a combination that is capable of light emission 

under near infrared excitation. The signifi cance of this work 

is the ability to map lymph nodes up to 1 cm below the skin 

surface without the need for surgical incisions. The toxicity 

of the injected QDs was not examined in this study and the 

authors inferred that the concentrations used were below 

known toxic levels.

QDs can be targeted to specifi c organs within the body by 

coating the QD surface with appropriate molecules. Akerman 

and colleagues (2002) demonstrated that ZnS-capped CdSe 

QDs can be directed to the lungs of mice by coating the QD 

surface with a peptide sequence, CGFECVRQCPERC, which 

is known to bind to endothelial cells in lung blood vessels. 

The same methodology was used to direct QDs to blood or 

lymphatic vessels within tumors in mice. In both instances, 

the QDs were internalized by the targeted cells by endocytosis 

but not by cells in surrounding tissue.

Gao and colleagues (2004) encapsulated semiconduc-

tor QDs within an amphiphilic copolymer and modifi ed 

the polymer surface with targeting ligands (as shown in 

Figure 1A). The QDs were made of CdSe capped with ZnS 

and protected from aggregation in solution by a coordinating 

ligand (tri-n-octylphosphine oxide [TOPO]). The copolymer 

was a triblock, consisting of butylacrylate, ethylacrylate, 

and methacrylic acid segments; the former two segment 

types are more hydrophobic than the latter. In solution, the 

hydrophobic segments of the copolymer are attracted to the 

TOPO, resulting in the structure shown in Figure 1A, which 

has the carboxylic acid groups of the hydrophilic segment 
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sticking out. These acid groups can be used as attachment 

points for molecules such as poly(ethylene glycol) (PEG) or 

affi nity ligands. The composite particles were 20–30 nm in 

diameter. Tumor targeting was achieved by tethering to the 

particle surface an antibody against prostate specifi c mem-

brane antigen (PSMA). As hypothesized, these particles did 

indeed selectively bind to tumors in mice upon intravenous 

injection (Figure 1B). No accumulation was observed in the 

brain, kidney, or lung.

Magnetic resonance imaging 
Magnetic resonance imaging (MRI) is a technique used to 

perform 3-D, noninvasive scans of the body. This technique 

is widely used in modern medicine, particularly in the diag-

nosis and treatment of most diseases of the brain, spine, and 

musculoskeletal system. MRI utilizes magnetic resonance 

spectroscopy to analyze hydrogen atoms that are naturally 

present in tissue (as water and cell membrane proteins, for 

example). A sample is placed within a strong static mag-

netic fi eld and a transverse radiofrequency (RF) signal is 

use to excite the magnetic dipoles within hydrogen nuclei 

in the sample. Prior to the RF pulse, the spinning nuclei are 

aligned with the static fi eld. The RF pulse provides additional 

energy to these nuclei and causes them to spin at a different 

frequency and in a different (transverse) direction. Follow-

ing the RF pulse, the hydrogen nuclei return, or “relax,” to 

a state of equilibrium in alignment with the static magnetic 

fi eld. The relaxation process is typically characterized by two 

parameters referred to as T1 and T2. T1 represents the time 

required for restoration of nuclear spins in alignment with the 

static fi eld; T2 represents the characteristic time over which 

the transverse magnetization of the nuclei vanishes. Hydro-

gen nuclei and different types of tissue can be differentiated 

on the basis of different T1 and T2 relaxation times. MRI 

scans involve collection of several images based on spatial 

location as well as on weighting based on T1 or T2. A sample 

with low T1 appears bright in a T1-weighted image.

In many clinical applications, however, the natural dif-

ferences in relaxation times between regions of interest 

(such as normal versus scar tissue) are small, necessitating 

the use of contrast agents. Contrast agents are typically 

paramagnetic molecules that can alter the relaxation times 

of selected regions or types of tissue or fl uid within the body. 

Compounds of gadolinium have been successfully utilized 

for several years as contrast agents with the ability to resolve 

such areas as the kidney and brain (Mornet et al 2004). 

Gadolinium-based contrast agents act by shortening T1. 

Superparamagnetic iron oxide (SPIO) nanoparticles have 

recently emerged as effective contrast agents for T2-weighting, 

thereby serving as a complement to gadolinium-based agents. 

T2 weighting is important for the imaging of the liver, lymph 

nodes, and bone marrow (Mornet et al 2004). The relaxation 

times of superparamagnetic nanoparticles (such as iron oxide) 

are much higher than those of gadolinium-based agents.

Huh and colleagues (2005) recently described how SPIO 

nanoparticles can be used to detect cancer in vivo using a 

mouse xenograft model. In this investigation, the nanopar-

ticles were conjugated to herceptin, a cancer-targeting 

antibody. SPIO nanoparticles were prepared by the thermal 

decomposition of iron acetylacetonate and made water-

soluble by binding with 2, 3-dimercaptosuccinic acid before 

conjugation with herceptin. When administered intravenous-

ly to mice, a rapid change was observed in the T2-weighted 

MRI signal from the tumor located in the thigh of the animals. 

The specifi city of antibody binding was verifi ed in a control 

experiment where the same iron oxide nanoparticles were 

BA

Figure 1 Quantum dots (QDs) used in tumor imaging. (A) Surface modifi cation of the CdSe/ZnS QD with a capping ligand TOPO which keeps QDs from aggregating in 
solution; this assembly is enclosed by an amphiphilic polymer whose hydrophobic segments bind to TOPO and whose hydrophilic carboxylic acid groups can bind to affi nity 
ligands (such as a tumor-specifi c antibody) or PEG. (B) Fluorescence image of a live mouse showing targeted delivery of QDs to a tumor.  Adapted from Gao et al (2004) 
with permission from Macmillian Publishers Ltd: Nature Biotechnology. Copyright © 2004.
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bound to a nonspecifi c antibody. These control nanoparticles 

did not produce any change in MRI signal.

SPIO nanoparticles can also be used to visualize features 

that would not otherwise be detectable by conventional MRI. 

Harisinghani and colleagues (2003) utilized SPIO nanopar-

ticles in human patients with prostate cancer to detect small 

metastases in the lymph node. In this case, the nanoparticles 

were coated with dextran for retention in the blood stream 

and gradual uptake into the lymph nodes where they are 

internalized by macrophages. As shown in Figure 2, SPIO 

nanoparticles allow the visualization of metastases that can 

only be vaguely discerned by conventional MRI. The sig-

nifi cance of this work is that patients with localized disease 

have the option of early treatment by surgery without being 

restricted to radiation therapy, the primary treatment for 

advanced-stage patients.

Nanoparticles in drug and gene 
delivery
Among the different application areas of nanoparticles, 

drug delivery is one of the most advanced. This is large part 

due to the success of polymer- and liposome-based drug 

delivery systems (Figure 3), many of which are in clinical 

use today.

Polymer-based drug delivery systems can be categorized 

as polymeric drugs, polymer-protein conjugates, polymer-

drug conjugates, and polymeric micelles (Duncan 2003). 

Polymers can also be emulsifi ed into nanometer-size particles 

within which drugs can be trapped. Polymeric drugs are typi-

cally natural polymers that are known to have antiviral or 

antitumor characteristics. Polymer-protein conjugates most 

commonly use PEG. PEG is well known for its high water 

solubility and excellent biocompatibility, and its attachment 

to drugs results in increased solubility. PEG attachment 

is also known to reduce the renal clearance of drugs and 

enhance receptor-mediated uptake by cells. This approach 

can therefore be utilized to prolong the half life of a drug and 

reduce dosing frequency. Polymer-drug conjugation is aimed 

at improving solubility and specifi city of low molecular 

weight drugs. Lastly, polymeric micelles are typically created 

with amphipilic polymers that form micelles in solution with 

a drug entrapped inside the micelles.

Liposomes are vesicles formed by the entrapment of fl uid 

by phospholipid molecules which have hydrophobic and 

hydrophilic components and can form bilayers. A bilayer is 

formed when two layers of oriented lipid molecules come 

together such that their hydrophobic sides are in contact 

with one another. Under certain conditions, lipid molecules 

form vesicles, in which a volume of fl uid is enclosed by lipid 

bilayers. Vesicles can range in size from tens of nanometers 

to thousands of nanometers (Torchilin and Weissig 2003). 

Drug molecules can be incorporated along with the fl uid 

enclosed by vesicles or within lipid bilayers. The structure 

of these synthetic bilayers, which are biocompatible and bio-

degradable, is similar to that of biological membranes in the 

body. Targeting can be achieved by chemical modifi cation 

of the vesicle surface using ligands or polymers. As such, 

liposomes are not conventional “particles” in that they do 

not have a solid core that defi nes their identity. However, 

just like nanoscale “particles” of polymers, they are colloidal 

entities and constitute a signifi cant proportion of nanoscale 

drug delivery systems. Solid lipid nanoparticles (SLN) are 

another class of nanoparticles that are made from lipids 

that are solids at room temperature (Muller et al 2000). The 

4 mm4 mmA B

Figure 2 Visualization of lymph node metastases in prostate cancer using iron oxide nanoparticles as MRI contrast agents. (A) A conventional MRI image can only vaguely 
indicate the presence of metastases. (B) Two metastases, indicated by arrows, can be clearly seen when the iron oxide nanoparticles are used. Scale bars = 4 mm (added 
based on the authors’ description of 2 mm metastases).  Adapted from Harisinghani et al (2003) with permission. Copyright © 2003. Massachusetts Medical Society. All 
rights reserved.
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nanoparticles are synthesized by emulsifying a molten lipid 

mixed with drug and surfactant which is then cooled.

The utilization of polymer- and liposome-based nanopar-

ticles in drug delivery is illustrated below with a few 

examples organized by disease type. The list of diseases 

or the number of examples within each disease is by no 

means exhaustive; the intent here is to illustrate the breath 

of nanoparticle drug delivery systems rather than cover all 

areas in depth. A summary of key examples is included in 

Table 1.

Cancer
Nanoparticles have made a tremendous impact in the 

treatment of various types of cancer, as evidenced by the 

numerous nanoparticle-based drugs and delivery systems 

that are in clinical use. Examples of numerous liposome- 

and polymer-based drugs or therapeutic agents have been 

presented in recent reviews (Duncan 2003; Allen and Cullis 

2004).

Paclitaxel is a well-known anti-cancer agent used to treat 

several types of cancer (such as ovarian, skin, esophageal, 

and lung) (Kikuchi et al 2005; Abratt et al 2006; Chao et al 

2006; De Giorgi et al 2006; Roof et al 2006; Worden et al 

2006). This drug interferes with the functions of cancer 

cells by microtubule stabilization, resulting eventually in 

apoptosis (Koziara et al 2006). The most common mode of 

administration of this water-insoluble drug is as a solution 

in ethanol (Taxol®), administered together with a solvent, 

polyoxyethylated castor oil (Cremophor® EL). A major 

shortcoming of this approach has been the side effects associ-

ated with Cremophor®, including hypersensitivity reactions, 

necessitating the administration of steroids and antihista-

mines as premedications (Zhang et al 2005a; Micha et al 

2006). In early 2005, a different form of paclitaxel known 

as Abraxane® was approved for clinical use. In this form, 

paclitaxel is loaded within nanoparticles of a natural polymer, 

albumin, using a high-pressure emulsifi cation process. This 

soluble form of paclitaxel has been shown not only to elimi-

nate the side effects associated with the use of Cremophor® 

(Micha et al 2006) but also provides some additional benefi ts. 

The albumin carrier improves transport of the drug from the 

bloodstream to the tumor site and allows higher drug dosing 

compared with Taxol® (Ibrahim et al 2002). 

Nanoparticle loading of paclitaxel, however, did not 

address multidrug resistance, a common problem in tumor 

therapy that arises when cancer cells adapt to stimuli by 

expressing effl ux transporters or other proteins on the surface 

(Gottesman et al 1996 ; Tomonaga et al 1996). Koziara and 

colleagues (2006) have attempted to overcome this problem 

by loading paclitaxel into emulsifying wax nanoparticles. 

The wax is a commercially available product (Tween 80®) 

alternatively known as polyoxyethylene 20-sorbitan mono-

oleate. The nanoparticles were prepared by heating a mixture 

of the wax, drug, and a surfactant and then emulsifying. The 

effi cacy of these drug-loaded nanoparticles was assessed in 

a murine xenograft model (HCT-15) in which tumor cells 

express p-glycoprotein, an effl ux transporter. With the help of 

a control experiment using Taxol®, the resulting cessation of 

tumor growth was judged to be due to a combination of over-

coming resistance (by nonspecifi c cytoskeletal disturbance) 

and the antiangiogenic effect of paclitaxel. These examples of 

different versions of paclitaxel serve to illustrate how differ-

BA

Figure 3. Schematic representations of (A) a polymeric matrix and (B) a liposome, both of which can enclose a drug. Reprinted with permission from Brigger I, Du-
bernet C, Couvreur P. 2002. Nanoparticles in cancer therapy and diagnosis. Adv Drug Deliv Rev, 54:631–51 (Elsevier) and John AE, Lukacs NW, Berlin AA, et al 2003. 
Discovery of a potent nanoparticle P-selectin antagonist with anti-infl ammatory effects in allergic airway disease. FASEB J, 17:2296-8.
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ent nanoparticle-based drug delivery strategies can be utilized 

to modulate and improve the performance of a drug.

An important consideration in tumor therapy is the 

interplay between chemotherapeutic and antiangiogenic 

agents. As Sengupta and colleagues (2005) have pointed out, 

disruption of tumor blood vessels can impact delivery of the 

chemotherapeutic agent and also cause increased expression 

of factors associated with drug resistance. These investiga-

tors synthesized a nanoparticle drug delivery system with 

two layers: a core of poly-(lactic-co-glycolic) acid (PLGA) 

conjugated with doxorubicin enclosed within a liposome 

composed of phospholipids conjugated with PEG and 

combretastatin. Here, doxorubicin is the chemotherapeutic 

agent and combretastatin is the antiangiogenic agent. These 

multilayered particles ranged in size from 80–120 nm. The 

underlying strategy was to deliver the particles to the tumor 

site and then release the drug slowly by degradation of the 

PLGA core. When administered intravenously to mice with 

tumors induced by carcinoma or melanoma cells, the par-

ticles were readily taken up by the tumor, consistent with the 

increased residence time resulting from PEG conjugation 

(Harris and Chess 2003) and the known ‘leakiness’ of tumor 

vessels (also termed the enhanced permeability and retention, 

or EPR, effect; tumor vessels have 400–600 nm pores) (Yuan 

et al 1995). The nanoparticles induced signifi cant inhibition 

of tumor growth and prolonged the lifespan of the animals.

Neurodegenerative diseases
Drug delivery to the central nervous system remains a chal-

lenge in developing effective treatments for neurodegenera-

tive diseases (Garcia-Garcia et al 2005; Popovic and Brundin 

2006). An important part of this challenge is overcoming 

the natural tendency of the blood–brain barrier (BBB) to 

block to drug transport. This barrier is designed to protect 

the brain from foreign substances and blood-borne infections 

but it cannot recognize many therapeutic compounds. As a 

result, high doses must be administered, with increased risks 

of adverse side effects. Among the different approaches 

explored in recent years to overcome this limitation are 

nanoparticle-based systems ranging from polymer particles 

to liposomes. A thorough review of work in this area has been 

published by Garcia-Garcia and colleagues (2005).

Nanoparticles made from poly(hexadecyl cyanoacrylate) 

and related compounds have been shown to facilitate drug 

transport across the BBB. Kreuter and colleagues (2003) 

adsorbed dalargin (an analgesic) onto poly(butyl cyanoac-

rylate) (PBCA) nanoparticles and demonstrated penetration 

across the BBB in rats. More recently, Siegemund and col-

leagues (2006) showed how PBCA nanoparticles loaded with 

thiofl avins can target fi brillar amyloid β in a murine model 

of Alzheimer’s disease. Calvo and colleagues (2002, 2001) 

synthesized a nanoparticle system composed of a copolymer 

of PEG and poly(hexadecyl cyanoacrylate) (PHDCA). Since 

PEG is hydrophilic and PHDCA is hydrophobic, an aqueous 

environment causes the copolymer molecules to arrange 

themselves as particles with an insoluble PHDCA core and a 

surface layer of PEG. The incorporation of PEG is common 

in many drug delivery systems because it is not recognized as 

a foreign material by macrophages in blood and can therefore 

increase the half life of drug carriers in blood (Harris and 

Chess 2003). Indeed the incorporation of PEG enhances the 

ability of PHDCA to cross the BBB. Polymeric micelles 

can be formed by copolymers of PEG and materials similar 

to PEG, such as poly(propylene oxide). The commercially 

available Pluronic® P-85 polymer is an example, and P-85 

micelles have been utilized to transport analgesics across the 

BBB in mice (Witt et al 2002).

Liposome-based drug delivery systems have also been 

extensively investigated for drug delivery to the central 

nervous system (Garcia-Garcia et al 2005). Surface cover-

age with PEG is also effective in these systems. Schmidt 

and colleagues (2003) prepared liposomes with diameters 

ranging from 90–100 nm to encapsulate prednisolone, a drug 

used in the treatment of multiple sclerosis (MS). Following 

intravenous injection in mice with experimental autoimmune 

encephalomyelitis (an animal model for MS), the liposomes 

were observed to accumulate to high levels in the central 

nervous system within 2 h. Figure 4 shows gold-(black) 

labeled liposomes among astrocytes and microglia in a spinal 

cord section, indicating BBB penetration. Treatment with 

the drug-loaded liposomes resulted in restoration of BBB 

integrity and reduction in infl ammation as well as macro-

phage infi ltration. This treatment was judged to be superior 

to the administration of free glucocorticosteriods, which is 

a conventional therapy for MS.

A further application of PEG-conjugated liposomes is 

in gene delivery across the BBB. This approach is being 

followed to develop therapies for chronic neurological 

diseases that do not respond to small molecule drugs (such 

as Huntington’s disease, Rett syndrome, and Fragile-X syn-

drome, to name only a few) (Schlachetzki et al 2004). Shi 

and colleagues (2001) delivered plasmid DNA encoding 

β-galactosidase across the BBB in rats. Some of the PEG 

molecules on the liposome surfaces were attached to a target-
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ing monoclonal antibody anti-TFR, which targets the brain, 

liver, and spleen. Antibody attachment allowed targeted 

delivery of the liposomes to specifi c regions, and plasmid-

induced gene expression in the brain was observed for at least 

6 days following liposome administration. The signifi cance 

of this approach is the ability to transport genes that would 

normally be degraded by endonucleases in vivo by loading 

them within liposomes with targeting capability. 

HIV/AIDS
De Jaeghere and colleagues (2000) investigated the delivery 

of an HIV-1 protease inhibitor, CGP 70726, using pH-sensi-

tive nanoparticles made from a copolymer of methacrylic 

acid) and ethyl acrylate. This copolymer is commercially 

available under the name Eudragit® L100–55. The copo-

lymer was chosen because of its pH-dependent solubility. 

CGP 70726 and other similar anti-viral agents are known to 

disrupt the replication cycle of HIV-1 (Robins and Plattner 

1993). A major challenge in delivering agents such as CGP 

70726 is poor water solubility. De Jaeghere and colleagues 

synthesized nanoparticles by emulsifying a solution of the 

copolymer with a mixture of CGP 70726 and benzyl alco-

hol. The nanoparticles were administered orally to dogs and 

successful drug release was observed by analysis of blood 

samples. 

The HIV-1 Tat protein has recently emerged as a potential 

candidate for a prophylactic or therapeutic vaccine against 

HIV-1/AIDS (Cafaro et al 1999; Caputo et al 2004). Rudolph 

and colleagues (2004) recently described an SLN-based 

system consisting of DNA compacted with a Tat protein. 

This work built on earlier studies by the same group in which 

SLNs loaded with DNA were shown to transfect mammalian 

cells in vitro (Olbrich et al 2001; Tabatt et al 2004). SLNs 

were prepared from a cationic lipid in addition to a surfactant. 

DNA and Tat peptide were subsequently adsorbed onto the 

nanoparticle surface by electrostatic forces. When adminis-

tered to the lungs of mice by either intratracheal instillation or 

aerosol application, increased gene expression was observed 

indicating successful transfection of the SLNs, but some 

DNA degradation was observed. 

While there are comparatively fewer reports of in vivo 

nanoparticle-based drug delivery in the area of HIV/AIDS 

than in such areas as cancer and neurodegenerative diseases, 

activity in the area can certainly be gauged by numerous recent 

in vitro studies (Berton et al 1999, 2001; Nam et al 2002; Cui 

and Mumper 2003; Becker et al 2004; Sawant et al 2006).

Ocular diseases
The primary motivation for using nanoparticle-based drug 

delivery systems in ophthalmic applications is the ability 

to prolong drug residence times by trapping the drug in the 

ocular mucus layer (Ludwig 2005). This layer, which is 

considered to be a diffusion barrier to macromolecules, is 

secreted by goblet cells in the conjunctiva and protects the 

epithelial layer of the cornea. Most ocular diseases are treated 

with drug solutions administered as eye drops. These solu-

tions are usually highly concentrated and require frequent 

application because of rapid precorneal loss caused by the 

movement of mucus during blinking. Nanoparticles have 

provided an effective way to overcome this diffi culty, as 

illustrated by a comprehensive review by Ludwig (2005); 

this review includes a summary of in vivo drug delivery 

studies in this area.

Pignatello and colleagues (2002a; 2002b) have used com-

mercially available Eudragit® polymers to deliver nonsteroi-

dal and anti-infl ammatory drugs (fl urbiprofen and ibuprofen) 

to rabbit eyes. These drugs are typically used to mitigate the 

infl ammatory response that typically occurs following oph-

thalmic surgery. The Eudragit® RS and RL polymers used in 

these investigations were copolymers of poly(ethyl acrylate), 

poly(methyl methacrylate), and poly(chlorotrimethyl-amino-

ethyl-methacrylate). These polymers are insoluble and capa-

ble of swelling under physiological conditions, making them 

suitable platforms for controlled release. Mixtures of drug 

100 m

Figure 4 Liposome-based drug delivery to the nervous system. Gold-labeled lipo-
somes (colored black in image) among astrocytes and microglia in rat spinal cord 
sections indicating penetration of the blood–brain barrier (astrocytes and microglia 
stained red); scale bar = 100 µm.  Adapted from Schmidt et al (2003) by permission 
of Oxford University Press.
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and polymer were dissolved in ethanol and emulsifi ed (with 

the help of water and a surfactant) to form drug-embedded 

nanoparticles ~100 nm in size. Saline suspensions of these 

nanoparticles were instilled in the conjunctive sac of the rab-

bit eyes. Nanoparticles loaded with both drugs (fl urbiprofen 

and ibuprofen) effectively inhibited infl ammatory responses 

after surgical trauma and were comparable with conventional 

eye-drop controls. The signifi cance of this result is that the 

nanoparticle system was assembled with a lower drug con-

centration compared to the eye-drop control. Secondly the 

nanoparticle system was able to generate higher drug levels 

in the vitreous humor, which arises from the longer residence 

time of the drug in the polymer matrix.

Certain disease conditions, such as cytomegalovirus 

(CMV) retinitis require administration of drugs to the retinal 

region of the eye. Infection with CMV can lead to permanent 

damage of the retina, choroid (the region behind the retina), 

iris, and adjacent tissue. Merodio and colleagues (2002) 

have described the use of bovine serum albumin (BSA) 

nanoparticles to deliver ganciclovir, a drug used to treat CMV 

infection. The drug was incubated with BSA in an aqueous 

solution and droplets were subsequently generated by the ad-

ditional of ethanol in an emulsifi cation process; the resulting 

nanoparticles were approximately 280 nm in diameter. These 

nanoparticles were resuspended in saline and administered by 

intravitreal injection. The authors observed that the nanopar-

ticles remained in a thin layer on the retina for up to two 

weeks post-injection and histological analysis indicated the 

absence of any infl ammatory responses or changes in tissue 

morphology compared with normal eye controls.

Respiratory diseases
The application of nanoparticle-based drug delivery 

approaches in respiratory diseases has been somewhat 

limited. The literature nevertheless contains several examples 

of therapies that have been effectively demonstrated for the 

treatment of allergic, genetic, and infections diseases of the 

respiratory system (Pison et al 2006). 

John and colleagues (2003) demonstrated the use of a 

liposome-based nanoparticle system to inhibit infl amma-

tion in a murine model of allergic asthma. The strategy 

employed was to inhibit P-selectin receptors on activated 

endothelial cells in circulation, which mitigates interactions 

between endothelial cells and leukocytes. This, in turn, 

attenuates the development of peribronchial infl ammation. 

The nanoparticles (average diameter of 73 nm) were designed 

to mimic the physiological P-selectin super ligand (PSGL-1) 

by incorporating fucose and sulfate ester groups on the lipo-

some surface. Lung infl ammation and airway hyperreactivity 

were induced in mice by LPS and cockroach antigen. In 

both instances, the liposomal nanoparticles were observed 

to bind preferentially to selectins on activated endothelial 

cells (Figure 5). Histological analysis indicated signifi cant 

reduction in peribronchial infl ammation and airway hyper-

reactivity in mice treated with the nanoparticles compared 

with controls.

Figure 5 Selective binding of liposomes presenting fucose and sulfate ester groups to activated endothelial cells in mouse lungs following allergen challenge. (A) Nega-
tive control (liposomes without fucose and sulfate ester groups). (B) Liposomes with fucose and sulfate ester groups. Scale bars in both images = 30 µm.  Adapted with 
permission from John et al (2003).
Abbreviations: alv, alveolar wall; bv, blood vessel; e, endothelium; PLNP, liposomes.
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Kumar and colleagues (2003) have described how 

a polymer-drug conjugate, chitosan/interferon-γ pDNA 

nanoparticles, can reduce allergen-induced airway infl am-

mation. It is known that allergic diseases (such as asthma) 

cause a drop in production of interferon-γ (IFN-γ) in patients, 

leaving the patients susceptible to airway infl ammation and 

hyperresponsiveness. The approach of Kumar and colleagues 

(2003) aims to overcome IFN-γ defi ciency by supplying it 

intranasally as a polymer-drug conjugate. In allergen-chal-

lenged mice, nanoparticle therapy resulted in increased IFN-γ 
expression by epithelial cells, thereby facilitating reduction 

in infl ammation and restoration of lung morphology within 

3–6 hours. 

Environmental and societal 
considerations
The impact of nanomaterials on the environment and on 

public health has received considerable attention in recent 

years. As technologies in nanomedicine and the broader fi eld 

of nanotechnology mature, however, much more needs to be 

done, particularly because different nanomaterials have dif-

ferent kinds of risks associated with them. This section will 

focus on the nanoparticle types described in the applications 

above. As in the previous sections, in vivo studies will be 

given particular attention; however signifi cant in vitro work 

will also be described. 

Toxicity of quantum dots
As described in the section on medical imaging, QDs are 

inorganic nanoparticles that typically have an organic coat-

ing them makes them biocompatible or bioactive. The main 

toxicological risk associated with the use of QDs in vivo is the 

exposure of the inorganic core by deterioration of the organic 

layer. QDs can be made from a large variety of inorganic-

metal complexes, such as CdSe, ZnS, CdTe, InP, InAs, GaAs, 

to name only a few. Each such compound has unique chemi-

cal properties that can profoundly infl uence its toxicology. 

Although the literature on the toxicity of such compounds in 

vivo is not extensive, there are reports that highlight major 

concerns and illustrate the need for more work. A detailed 

review of the toxicology of quantum dots was recently pub-

lished by Hardman (2006). A summary of recent toxicogical 

investigations on QDs is given in Table 2.

Derfus and colleagues (2004) examined the toxicity of a 

range of cadmium-based QDs using an in vitro model consist-

ing of primary rat hepatocytes. The choice of this cell type was 

motivated by the fact that the liver is the primary target of Cd 

exposure. QDs with CdSe cores capped with mercaptoacetic 

acid (MAA) and TOPO were determined to be acutely cyto-

toxic at a QD concentration of 62.5 µg/mL. This behavior was 

correlated with the liberation of Cd2+ ions following oxidation 

of the CdSe lattice by air and ultraviolet (UV) light. Surface 

oxidation and cytotoxicity were nearly eliminated by coating 

the CdSe particles with ZnS and further improvement was 

observed by polymer or protein coating on top of the ZnS. 

While this was an encouraging result, some Cd release was 

also observed from commercial QDs made with CdSe/ZnS 

with an overcoat of polyacrylate and streptavidin. 

Ballou and colleagues (2004) examined the in vivo toxicity 

of CdSe/ZnS QDs coated with either amphiphilic poly(acrylic 

acid) or PEG in mice. QDs were administered to the animals at 

a concentration of 20 pmol/g animal weight. No necrosis was 

Table 2 Toxicological effects of nanoparticles associated with medical applications

Nanoparticle type Toxicological effects References

Quantum dots Potential for exposure to inorganic core (eg, cadmium) and  Derfus et al  2004
 resulting cytotoxic effects (eg, liver damage).
 Toxicity risk greatly reduced by coating with ZnS and soluble polymers (such as PEG). Ballou et al 2004
 Risks associated with production, handling, and storage of QDs need to be evaluated. Oberdorster et al 2005;  
  Hardman 2006
Metallic Iron oxide and gold nanoparticles are not toxic. Weissleder et al 1989;  
  Connor et al 2005; 
  Muldoon et al 2005; 
  Hainfeld et al 2006;.
 Surface functionalization may infl uence toxicity. Goodman et al 2004
Polymeric/liposomal  Not toxic since these nanoparticles have natural or highly biocompatible 
 components (eg, chitosan, PEG). Alonso 2004;  
  de Campos et al 2004

Abbreviations: PEG, poly(ethylene glycol); QD, quantum dots. 
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observed in liver, spleen, and bone marrow, where the QDs 

were observed to deposit, and the animals remained viable 

for 133 days when tissue analysis was performed.

The above two examples illustrate the complexities of 

measuring the toxicity of QDs. The in vitro and in vivo 

studies cannot be directly compared because of inherent dif-

ferences in experimental design (QD concentration measure-

ment being just one of many aspects of this) and differences 

in the organic coating. Nevertheless, they point to the need 

for long-term animal studies before QDs can be approved 

for commercial use; they also point to the potential need for 

controlled conditions in storing and handling QDs. Questions 

that arise with regard to the safety of QD manufacturing 

processes, such as the risk of QD exposure by inhalation 

or dermal contact, also need to be answered defi nitively 

(Oberdorster et al 2005; Hardman 2006). 

Toxicity of metallic nanoparticles
Muldoon and colleagues (2005) investigated the toxicity of 

superparamagnetic iron oxide nanoparticles used as MRI 

contrast agents in rats. The nanoparticles were administered 

to the brain by either intracerebral inoculation or intraarteri-

ally. Although the MRI signal intensity dropped over time 

(weeks to months), no pathological changes were observed 

in brain tissue in normal rats. These fi ndings are consistent 

with a toxicity study of iron oxide nanoparticles in mice 

and dogs performed nearly two decades ago by Weissleder 

and colleagues (1989). In this work, the nanoparticles were 

administered intravenously and no acute or subacute toxicity 

responses were found in the histology of targeted tissues or in 

blood tests. The safety of various iron oxide-based nanoparti-

cles used as contrast agents in clinical use is well-established 

(Lubbe et al 1999, 2001; Neuberger et al 2005).

Hainfeld and colleagues (2006) examined the toxicity of 

gold nanoparticles within the context of their use as X-ray 

contrast agents. When injected intravenously into mice, 

accumulation was observed in kidneys and within tumors 

(retention was low in the liver and spleen). Organ histology 

and blood analysis did not show any indication of toxicity 

up to 30 days following injection. These observations are 

consistent with the fi ndings from an in vitro study of gold 

nanoparticle toxicity performed by Connor and colleagues 

(2005) with a human leukemia cell line. 

The nanoparticles were taken up by the cells but did not 

cause cytotoxicity. The chemical surface modifi cation of 

gold nanoparticles can, however, impact toxicity. Goodman 

and colleagues (2004) recently demonstrated that attachment 

of a cationic polymer monolayer (alkyl thiol with a quater-

nary ammonium group) onto gold nanoparticles can render 

them cytotoxic. Attachment of an anionic monolayer (alkyl 

chain with carboxylate end group), however did not result 

in cytotoxic behavior.

Toxicity of polymeric and liposomal 
nanoparticles
This category of nanoparticles is probably the least problem-

atic with respect to toxicity because the particles are very 

often typically either made from or covered with natural 

or highly biocompatible polymers (such as PEG). In drug 

delivery applications, these particles often carry drugs that 

are cytotoxic by design (to kill cancer cells) but they are 

prevented from attacking other regions of the body by the 

selective targeting described earlier in this review.

The incorporation of natural polymers such as chitosan 

or natural lipids in the assembly of polymer- or liposome-

based nanoparticles is benefi cial because these polymers are 

not recognized as being foreign by the body and are readily 

metabolized (Alonso 2004; de Campos et al 2004). Nanopar-

ticles made from synthetic polymers can vary widely in the 

rate of clearance from the blood stream and accumulation 

in mononuclear phagocytic system (MPS) organs (MPS) 

organs (such as the liver and spleen) depending on polymer 

type and composition (Moghimi et al 2001; Owens and 

Peppas 2006). The incorporation of PEG in the nanoparticle 

structure can delay the removal of nanoparticles from the 

blood stream, as discussed earlier. PEG-coated particles are 

therefore considered to be less toxic than uncoated particles 

because they are less likely to saturate the MPS (Peracchia 

et al 1999; Plard and Bazile 1999).

Summary
Nanoparticles have made major contributions to clinical 

medicine in the areas of medical imaging and drug/gene 

delivery. While several innovations such as iron oxide 

contrast agents and many drug delivery systems are by now 

well-established, newer technologies continue to emerge 

following the same basic concepts of design. As these 

innovations advance to clinical application, attention must be 

paid to environmental and societal implications, particularly 

in areas such as quantum dots.

References
Abratt RP, Lee JS, Han JY, et al. 2006. Phase II trial of gemcitabine-carbo-

platin-paclitaxel as neoadjuvant chemotherapy for operable non-small 
cell lung cancer. J Thorac Oncol, 1:135–40.



International Journal of Nanomedicine 2007:2(2)140

Murthy

Akerman ME, Chan WCW, Laakkonen P, et al. 2002. Nanocrystal targeting 
in vivo. Proc Natl Acad Sci U S A, 99:12617–21.

Allen TM, Cullis PR. 2004. Drug delivery systems: Entering the mainstream. 
Science, 303:1818–22.

Alonso MJ. 2004. Nanomedicines for overcoming biological barriers. 
Biomed Pharmacother, 58:168–72.

Ballou B, Lagerholm BC, Ernst LA, et al. 2004. Noninvasive imaging of 
quantum dots in mice. Bioconjugate Chem, 15:79–86.

Becker ML, Bailey LO, Wooley KL. 2004. Peptide-derivatized shell-cross-
linked nanoparticles. 2. Biocompatibility evaluation. Bioconjugate 
Chem, 15:710–17.

Berton M, Allemann E, Stein CA, et al. 1999. Highly loaded nanoparticulate 
carrier using an hydrophobic antisense oligonucleotide complex. Eur 
J Pharm Sci, 9:163–70.

Berton M, Turelli P, Trono D, et al. 2001. Inhibition of HIV-1 in cell culture 
by oligonucleotide-loaded nanoparticles. Pharm Res, 18:1096–101.

Brigger I, Dubernet C, Couvreur P. 2002. Nanoparticles in cancer therapy 
and diagnosis. Adv Drug Deliv Rev, 54:631–51.

Cafaro A, Caputo A, Fracasso C, et al. 1999. Control of SHIV-89.6P-infection of 
cynomolgus monkeys by HIV-1 Tat protein vaccine. Nat Med, 5:643–50.

Calvo P, Gouritin, B, Chacun H, et al. 2001. Long-circulating PEGylated 
polycyanoacrylate nanoparticles as new drug carrier for brain delivery. 
Pharm Res, 18:1157–66.

Calvo P, Gouritin B, Villarroya H, et al. 2002. Quantifi cation and local-
ization of PEGylated polycyanoacrylate nanoparticles in brain and 
spinal cord during experimental allergic encephalomyelitis in the rat. 
Eur J Neurosci, 15:1317–26.

Caputo A, Gavioli R, Ensoli B. 2004. Recent advances in the development 
of HIV-1 Tat-based Vaccines. Curr HIV Res, 2:357–76.

Chao Y, Li CP, Chao TY, et al. 2006. An open, multi-centre, phase II clinical 
trial to evaluate the effi cacy and safety of paclitaxel, UFT, and leucovorin 
in patients with advanced gastric cancer. Br J Cancer, 95:159–63.

Connor EE, Mwamuka J, Gole A, et al. 2005. Gold nanoparticles are taken up 
by human cells but do not cause acute cytotoxicity. Small, 1:325–7.

Cui ZR, Mumper RJ. 2003. Microparticles and nanoparticles as delivery sys-
tems for DNA vaccines. Crit Rev Ther Drug Carr Syst, 20:103–37.

de Campos AM, Diebold Y, Carvalho ELS, et al. 2004. Chitosan nanopar-
ticles as new ocular drug delivery systems: in vitro stability, in vivo 
fate, and cellular toxicity. Pharm Res, 21:803–10.

De Giorgi U, Giannini M, Frassineti L, et al. 2006. Feasibility of radio-
therapy after high-dose dense chemotherapy with epirubicin, preceded 
by dexrazoxane, and paclitaxel for patients with high-risk stage II-III 
breast cancer. Int J Radiat Oncol Biol Phys, 65:1165–9.

De Jaeghere F, Allemann E, Kubel F, et al. 2000. Oral bioavailability of 
a poorly water soluble HIV-1 protease inhibitor incorporated into 
pH-sensitive particles: effect of the particle size and nutritional state. 
J Control Release, 68:291–8.

Derfus AM, Chan WCW, Bhatia SN. 2004. Probing the cytotoxicity of 
semiconductor quantum dots. Nano Lett, 4:11–18.

Duncan R. 2003. The dawning era of polymer therapeutics. Nat Rev Drug 
Discov, 2:347–60.

Gao XH, Cui YY, Levenson RM, et al. 2004. In vivo cancer targeting and 
imaging with semiconductor quantum dots. Nat Biotechnol, 22:969–76.

Garcia-Garcia E, Andrieux K, Gil S, et al. 2005. Colloidal carriers and 
blood-brain barrier (BBB) translocation: A way to deliver drugs to the 
brain? Int J Pharm, 298:274–92.

Goodman CM, Mccusker CD, Yilmaz, T, et al. 2004. Toxicity of gold 
nanoparticles functionalized with cationic and anionic side chains. 
Bioconjugate Chem, 15:897–900.

Gottesman MM, Pastan I, Ambudkar SV. 1996. P-glycoprotein and multi-
drug resistance. Curr Opin Genet Dev, 6:610–17.

Hainfeld JF, Slatkin DN, Focella TM, et al. 2006. Gold nanoparticles: a 
new X-ray contrast agent. Br J Radiol, 79:248–53.

Hardman R. 2006. A toxicologic review of quantum dots: Toxicity depends 
on physicochemical and environmental factors. Environ Health Per-
spect, 114:165–72.

Harisinghani MG, Barentsz J, Hahn PF, et al. 2003. Noninvasive detection 
of clinically occult lymph-node metastases in prostate cancer. N Engl 
J Med, 348:2491–99.

Harris JM, Chess RB. 2003. Effect of pegylation on pharmaceuticals. Nat 
Rev Drug Discov, 2:214–21.

Huh YM, Jun YW, Song HT, et al. 2005. In vivo magnetic resonance detec-
tion of cancer by using multifunctional magnetic nanocrystals. J Am 
Chem Soc, 127:12387–91.

Ibrahim NK, Desai N, Legha S, et al. 2002. Phase I and pharmacokinetic 
study of ABI-007, a cremophor-free, protein-stabilized, nanoparticle 
formulation of paclitaxel. Clin Cancer Res, 8:1038–44.

John AE, Lukacs NW, Berlin AA, et al. 2003. Discovery of a potent 
nanoparticle P-selectin antagonist with anti-infl ammatory effects in 
allergic airway disease. FASEB J, 17:2296–8.

Kikuchi A, Sakamoto H, Yamamoto T. 2005. Weekly carboplatin and 
paclitaxel is safe, active, and well tolerated in recurrent ovarian cancer 
cases of Japanese women previously treated with cisplatin containing 
multidrug chemotherapy. Int J Gynecol Cancer, 15:45–9.

Kim S, Lim YT, Soltesz EG, et al. 2004. Near-infrared fl uorescent type 
II quantum dots for sentinel lymph node mapping. Nat Biotechnol, 
22:93–7.

Koziara JM, Whisman TR, Tseng MT, et al. 2006. In-vivo effi cacy of novel 
paclitaxel nanoparticles in paclitaxel-resistant human colorectal tumors. 
J Control Release, 112:312–19.

Kreuter J, Ramge P, Petrov V, et al. 2003. Direct evidence that polysorbate-
80-coated poly(butylcyanoacrylate) nanoparticles deliver drugs to the 
CNS via specifi c mechanisms requiring prior binding of drug to the 
nanoparticles. Pharm Res, 20:409–16.

Kumar M, Kong X, Behera A, et al. 2003. Chitosan IFN-γ-pDNA nanopar-
ticle (CIN) therapy for allergic asthma. Genet Vaccines Ther, 1:3.

Lubbe AS, Alexiou C, Bergemann C. 2001. Clinical applications of magnetic 
drug targeting. J Surg Res, 95:200–6.

Lubbe AS, Bergemann C, Brock J, et al. 1999. Physiological aspects in 
magnetic drug-targeting. J Magn Magn Mater, 194:149–55.

Ludwig A. 2005. The use of mucoadhesive polymers in ocular drug delivery. 
Adv Drug Deliv Rev, 57:1595–639.

Merodio M, Irache JM, Valamanesh F, et al. 2002. Ocular disposition and 
tolerance of ganciclovir-loaded albumin nanoparticles after intravitreal 
injection in rats. Biomaterials, 23:1587–94.

Micha JP, Goldstein BH, Birk CL, et al. 2006. Abraxane in the treatment 
of ovarian cancer: The absence of hypersensitivity reactions. Gynecol 
Oncol, 100:437–8.

Michalet X, Pinaud FF, Bentolila LA, et al. 2005. Quantum dots for live 
cells, in vivo imaging, and diagnostics. Science, 307:538–44.

Moghimi SM, Hunter AC, Murray JC. 2001. Long-circulating and 
target-specifi c nanoparticles: Theory to practice. Pharmacol Rev, 
53:283–318.

Mornet S, Vasseur S, Grasset F, et al. 2004. Magnetic nanoparticle design 
for medical diagnosis and therapy. J Mater Chem, 14:2161–75.

Muldoon LL, Sandor M, Pinkston KE, et al. 2005. Imaging, distribution, 
and toxicity of superparamagnetic iron oxide magnetic resonance 
nanoparticles in the rat brain and intracerebral tumor. Neurosurgery, 
57:785–96.

Muller RH, Mader K, Gohla S. 2000. Solid lipid nanoparticles (SLN) for 
controlled drug delivery – a review of the state of the art. Eur J Pharm 
Biopharm, 50:161–77.

Nam YS, Park JY, Han SH, et al. 2002. Intracellular drug delivery using 
poly(D,L-lactide-co-glycolide) nanoparticles derivatized with a peptide 
from a transcriptional activator protein of HIV-1. Biotechnol Lett, 
24:2093–8.

Neuberger T, Schopf B, Hofmann H, et al. 2005. Superparamagnetic 
nanoparticles for biomedical applications: Possibilities and limitations 
of a new drug delivery system. J Magn Magn Mater, 293:483–96.

Oberdorster G, Oberdorster E, Oberdorster J. 2005. Nanotoxicology: An 
emerging discipline evolving from studies of ultrafi ne particles. Environ 
Health Perspect, 113:823–39.



International Journal of Nanomedicine 2007:2(2) 141

State of the art and future challenges

Olbrich C, Bakowsky U, Lehr CM, et al. 2001. Cationic solid-lipid 
nanoparticles can effi ciently bind and transfect plasmid DNA. J Control 
Release, 77:345–55.

Owens DE, Peppas NA. 2006. Opsonization, biodistribution, and pharma-
cokinetics of polymeric nanoparticles. Int J Pharm, 307:93–102.

Peracchia MT, Fattal E, Desmaele D, et al. 1999. Stealth (R) PEGylated 
polycyanoacrylate nanoparticles for intravenous administration and 
splenic targeting. J Control Release, 60:121–8.

Pignatello R, Bucolo C, Ferrara P, et al. 2002a. Eudragit RS100 (R) nano-
suspensions for the ophthalmic controlled delivery of ibuprofen. Eur 
J Pharm Sci, 16:53–61.

Pignatello R, Bucolo C, Spedalieri G, et al. 2002b. Flurbiprofen-loaded 
acrylate polymer nanosuspensions for ophthalmic application. Bioma-
terials, 23:3247–55.

Pison U, Welte T, Giersig M, et al. 2006. Nanomedicine for respiratory 
diseases. Eur J Pharmacol, 533:341–50.

Plard JP, Bazile D. 1999. Comparison of the safety profi les of PLA(50) and 
Me.PEG-PLA(50) nanoparticles after single dose intravenous adminis-
tration to rat. Colloid Surf B-Biointerfaces, 16:173–83.

Popovic N, Brundin P. 2006. Therapeutic potential of controlled drug deliv-
ery systems in neurodegenerative diseases. Int J Pharm, 314:120–6.

Robins T, Plattner J. 1993. Hiv Protease Inhibitors – Their Anti-Hiv Activity 
and Potential Role in Treatment. J Acquir Immune Defi c Syndr Hum 
Retrovirol, 6:162–70.

Roof KS, Coen J, Lynch TJ, et al. 2006. Concurrent cisplatin, 5-FU, pacli-
taxel, and radiation therapy in patients with locally advanced esophageal 
cancer. Int J Radiat Oncol Biol Phys, 65:1120–8.

Rudolph C, Schillinger U, Ortiz A, et al. 2004. Application of novel solid 
lipid nanoparticle (SLN)-gene vector formulations based on a dimeric 
HIV-1 TAT-peptide in vitro and in vivo. Pharm Res, 21:1662–9.

Sawant RM, Hurley JP, Salmaso S, et al. 2006. “SMART” drug delivery 
systems: Double-targeted pH-responsive pharmaceutical nanocarriers. 
Bioconjugate Chem, 17:943–9.

Schlachetzki F, Zhang Y, Boado RJ, et al. 2004. Gene therapy of the brain 
– The trans-vascular approach. Neurology, 62:1275–81.

Schmidt J, Metselaar JM, Wauben MHM, et al. 2003. Drug targeting by 
long-circulating liposomal glucocorticosteroids increases therapeutic 
effi cacy in a model of multiple sclerosis. Brain, 126:1895–904.

Sengupta S, Eavarone D, Capila I, et al. 2005. Temporal targeting of tumour 
cells and neovasculature with a nanoscale delivery system. Nature, 
436:568–72.

Shi NY, Boado RJ, Pardridge WM. 2001. Receptor-mediated gene targeting 
to tissues in vivo following intravenous administration of pegylated 
immunoliposomes. Pharm Res, 18:1091–5.

Siegemund T, Paulke BR, Schmiedel H, et al. 2006. Thiofl avins released 
from nanoparticles target fi brillar amyloid beta in the hippocampus of 
APP/PS1 transgenic mice. Int J Dev Neurosci, 24:195–201.

Tabatt K, Sameti M, Olbrich C, et al. 2004. Effect of cationic lipid and 
matrix lipid composition on solid lipid nanoparticle-mediated gene 
transfer. Eur J Pharm Biopharm, 57:155–62.

Tomonaga M, Oka M, Narasaki F, et al. 1996. The multidrug resistance-
associated protein gene confers drug resistance in human gastric and 
colon cancers. Jpn J Cancer Res, 87:1263–70.

Torchilin VP, Weissig V (eds). 2003. Liposomes (Practical approach). 
Oxford: Oxford Univ Pr.

Weissleder R, Stark DD, Engelstad BL, et al. 1989. Superparamag-
netic iron-oxide – pharmacokinetics and toxicity. Am J Roentgenol, 
152:167–73.

Witt KA, Huber JD, Egleton RD, et al. 2002. Pluronic P85 block copo-
lymer enhances opioid peptide analgesia. J Pharmacol Exp Ther, 
303:760–7.

Worden FP, Moon J, Samlowski W, et al. 2006. A phase II evaluation of a 
3-hour infusion of paclitaxel, cisplatin, and 5-fl uorouracil in patients 
with advanced or recurrent squamous cell carcinoma of the head and 
neck – Southwest Oncology Group study 0007. Cancer, 107:319–27.

Yuan F, Dellian M, Fukumura D, et al. 1995. Vascular-permeability in a 
human tumor xenograft – molecular-size dependence and cutoff size. 
Cancer Res, 55:3752–6.

Zhang JA, Anyarambhatla G, Ma L, et al. 2005a. Development and charac-
terization of a novel Cremophor (R) EL free liposome-based paclitaxel 
(LEP-ETU) formulation. Eur J Pharm Biopharm, 59:177–87.

Zhang WD, Yang H, Kong XY, et al. 2005b. Inhibition of respiratory syn-
cytial virus infection with intranasal siRNA nanoparticles targeting the 
viral NS1 gene. Nat Med, 11:56–62.





<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /ENU (Use these settings to create PDF documents with higher image resolution for high quality pre-press printing. The PDF documents can be opened with Acrobat and Reader 5.0 and later. These settings require font embedding.)
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308030d730ea30d730ec30b9537052377528306e00200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /FRA <>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


