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ABSTRACT − Nanotechnology for cancer therapy is playing a pivotal role in dramatically improving current approaches 

to cancer detection, diagnosis, and therapy while reducing toxic side effects associated with previous cancer therapy. A wide-

spread understanding of these new technologies will lead to develop the more refined design of optimized nanoparticles with 

improved selectivity, efficacy and safety in the clinical practice of oncology. This review provides an integrated overview 

of applications and advances of nanotechnology in cancer therapy, based on molecular diagnostics, treatment, monitoring, 

target drug delivery, approved nanoparticle-based chemotherapeutic agents, and current clinical trials in the development of 

nanomedicine and ultimately personalized medicine.
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Nanotechnology is the interdisciplinary field which is 

focused on man-made materials up to 100×10-9 m (Grobmyer 

et al., 2010). Applications of nanotechnology in the screening, 

diagnosis, and treatment of disease are collectively referred to 

as “nanomedicine” – an emerging field that has the potential to 

revolutionize individual and population-based health in the 

21st century (Pautler et al., 2010). In recent years, considerable 

progress and attention have been made in the design and appli-

cation of cancer nanotechnology, that is, nanooncology, which 

is currently the most important chapter of nanomedicine for 

improving cancer detection, diagnosis, and treatment (Cuenca 

et al., 2006; Jain, 2010; Misra et al., 2010).

Nanobiotechnology plays an important role in the discovery 

of biomarkers of cancer as well as the development of several 

drugs for cancer and aids to cancer surgery (Jain, 2007; Jain, 

2010). It also provides a unique approach and comprehensive 

technology against cancer through early diagnosis, prediction, 

prevention, personalized therapy and medicine for cancer 

(Misra et al., 2010). The impact of nanobiotechnology on 

oncology is shown schematically in Figure 1 (Jain, 2005; Jain, 

2007; Jain, 2010). This article will focus our attention on cur-

rent advances and applications of nanotechnology in cancer 

therapy for helping with further advancement of developing 

better cancer drug delivery system that can be applied clin-

ically.

Nanotechnology in Cancer Detection and 

Diagnosis

Quantum dots for molecular diagnosis of cancer

Semiconductor quantum dots (QDs) have attracted the con-

siderable interest of many research groups because of their sci-

entific and technological significance in microelectronics, 

optoelectronics and cellular imaging in recent years (Ferrari, 

2005; Nie et al., 2007; Grodzinski et al., 2006; Misra et al., 

2010). Semiconductor QDs are emerging as a new class of flu-

orescent labels for biology and medicine, of which the broad 

absorption and narrow emission characteristics make it pos-

sible to perform multicolor imaging with a single excitation 

source (Misra et al., 2010). The high fluorescence quantum 

yield of the QDs, their resistance to photobleaching and their 

unique physical, chemical and optical properties make them 

good candidates for fluorescent tagging for in vivo molecular 

and cellular imaging (Alivisatos, 2004; Gao, et al., 2005; 

Michalet et al., 2005). The best characteristics of QDs and 

magnetic iron oxide nanoparticles can be combined to create a 

single nanoparticle probe that can yield clinically useful 

images of both tumors and the molecules involved in cancer 

(Choi et al., 2006; Jain, 2010).

Nanotechnology for detection of cancer biomarkers

From a practical point of view, biomarker would specifically 

and sensitively reflect a disease state and could be used for 

diagnosis as well as for disease monitoring during and fol-

lowing therapy (Jain, 2005; Jain, 2010). Nanotechnology has 

enabled the detection of cancer biomarkers to be further devel-

oped. The physicochemical characteristics and high surface 
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areas of nanoparticles make them ideal candidates for devel-

oping platforms for harvesting biomarkers (Gaster et al., 2009; 

Jain, 2010). A magnetic nanosensor technology is up to 1,000 

times more sensitive than any technology now in clinical use, 

can detect biomarker proteins over a range of concentrations 

three times broader than any existing method and is accurate 

regardless of which bodily fluid is being analyzed (Gaster et 

al., 2009). The nanosensor chip also can search for up to 64 

different proteins simultaneously and has been shown to be 

effective in early detection of tumors in mice, suggesting that 

it may open the door to significantly earlier detection of even 

the most elusive cancers in humans (Jain 2007; Jain, 2010). 

Targeted Cancer Therapy

In order to achieve many imaging and therapeutic appli-

cations in cancer nanotechnology in vivo, nanomaterials must 

be delivered to sites of cancer (Lammers et al., 2008). For 

many imaging and therapeutic applications, selective or pref-

erential delivery of nanomaterials to sites of cancer would be 

optimal (Grobmyer et al., 2010). Two general approaches have 

been utilized to accomplish this: passive targeting and active 

targeting (Cho et al., 2008).

Passive targeting

Passive targeting of nanoparticles relies on abnormal gap 

junctions (100-600 nm) in the endothelium of tumor blood 

vessels for accumulation of nanoparticles in tumors (Maeda et 

al., 1989). In order to achieve passive targeting of nanopar-

ticles, engineering of particles with long-circulation half-lives 

such as coating particles with hydrophilic polymer such as 

polyethylene glycol (PEG) is most desirable and this type of 

construct favors passive accumulation of particles inside 

tumors (Cho et al., 2008; Lammers et al., 2008). In general, 

small particle size is thought to favor intratumoral extrava-

sation (Yuan, 1995; Kong, 2000). Particle composition and 

shape are also determinants of particle uptake, although these 

relationships have not been well characterized (De Jong et al., 

2008).

Active targeting

Active targeting of nanoparticles relies on conjugation of a 

tumorspecific ligand(s) to nanoparticles for specific delivery of 

nanoparticles to tumor sites (Allen et al., 2002; Black et al., 

2008). Targeting moieties that have been investigated include 

antibodies, peptides, cell surface ligands, and aptamers (Lam-

mers et al., 2008; Cho et al., 2008). Targets in tumors have 

included tumor antigens, cell surface receptors that are inter-

nalized e.g., folate receptors (Santra et al., 2005) and trans-

ferrin receptors (Sahoo et al., 2004), and tumor vasculature 

(Smith et al., 2008). Active targeting has been extensively 

studied in preclinical models but has not been effectively trans-

lated into current clinical applications (Lammers et al., 2008). 

In preclinical models, targeting has variably led to increased 

accumulation in tumors (Kirpotin et al., 2006; Park et al., 

2004). In many instances, cancer cell uptake has been increased 

with targeting without increase in overall tumor accumulation 

of nanoparticles (Kirpotin et al., 2006; Park et al., 2004). 

Development of novel, specific targeting strategies for nano-

particles to cancer remains an important area of active inves-

tigation (Grobmyer et al., 2010).

Targeted Drug Delivery by 

Nanobiotechnology

Role of nanobiotechnology in therapeutic delivery for 

cancer

Nanoparticle formulations help to overcome the issue of 

drug solubility, which is an essential factor for drug effec-

tiveness as well as to facilitate drug delivery across various 

barriers, the most important of which is the blood-brain barrier, 

which limits access to brain tumors (Jain, 2007; Jain, 2010). 

Nanobiotechnologies, mostly based on nanoparticles, have 

been used to facilitate drug delivery in cancer.

Targeted delivery of biological therapies for cancer

Physical forces such as electric or magnetic fields, ultra-

sound, hyperthermia or light may contribute to focusing and 

triggered activation of nanosystem including plasmid DNA, 

Figure 1. Schematic representation of the role of nanobiotech-
nology in the management of cancer.
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small interfering RNA (siRNA) and other therapeutic nucleic 

acids (Jain, 2010). A tumor targeted nanodrug consisting of 

SPIONs (MN-EPPT-siBIRC5), which is designed to specif-

ically carry siRNA to human breast tumors, binds the tumor-

specific antigen uMUC-1 found on over 90% of human breast 

adenocarcinomas, translating into a significant decrease in tumor 

growth rate (Kumar et al., 2010). This approach enables simul-

taneous targeted delivery of siRNA to tumors and the imaging 

of the delivery process (Jain, 2010; Kumar et al., 2010).

Gold nanomaterials for thermal ablation

Noninvasive radiowave thermal ablation of cancer cells is 

feasible when facilitated by gold nanoparticles (Cardinal et al., 

2008). CYT-6091, a pegylated colloidal gold nanoparticle con-

taining tumor necrosis factor-α bound to its surface, has been 

extensively investigated as an adjuvant and has been shown to 

enhance thermal therapies (Shenoi et al., 2009). Nanorods 

coated with cetyltrimethylammonium bromide (a cationic sur-

factant used in nanorod synthesis) are internalized quickly into 

cancer cells by a nonspecific uptake pathway, whereas the 

removal of cetyltrimethylammonium bromide from nanorods 

functionalized with folate results in their accumulation on the 

cell surface over the same time interval (Huff et al., 2007). 

Thus the nanorods render the tumor cells highly susceptible 

to photothermal damage when irradiated at the nanorods’ 

longitudinal plasmon resonance (Huff et al., 2007; Jain, 

2010).

Magnetic nanoparticles for thermal ablation of tumors

Magnetic nanoparticles are promising tools for minimally 

invasive elimination of small tumors in the breast using mag-

netically induced heating (Jain, 2005; Jain, 2010). The 

approach complies with the increasing demand for breast-con-

serving therapies and has the advantage of offering a selective 

and refined tuning of the degree of energy deposition, allowing 

an adequate temperature control at the target (Hilger et al., 

2005). Anti-human epidermal growth factor receptor 2 (anti-

HER2) antibody can induce antitumor responses and can be 

used in delivering drugs to HER2-overexpressing cancer (Jain, 

2010). Anti-HER2 immunoliposomes containing magnetite 

nanoparticles, which act as tumor-targeting vehicles, have been 

used to combine anti-HER2 antibody therapy with hyper-

thermia (Ito et al., 2004). Magnetorelaxometry can also be 

used to monitor the accumulation of magnetic nanoparticles 

before cancer therapy, with magnetic heating being an impor-

tant precondition for treatment success (Richter et al., 2010). 

Although nanoparticle-mediated thermal therapy is a prom-

ising treatment of cancers, challenges posed by this form of 

hyperthermia include the nontarget biodistribution of nano-

particles in the reticuloendothelial system when administered 

systemically, the inability to visualize or quantify the global 

concentration and spatial distribution of these particles within 

tumors, the lack of standardized thermal modeling as well as 

algorithms for determining dose, and the concerns regarding 

their biocompatibility (Krishnan et al., 2010; Jain, 2010).

Targeted delivery of thermosensitive affibody-conjugated 

liposomes for cancer

Thermosensitive liposomes have been used as vehicles for 

the delivery and release of drugs to tumors (Matsumura et al., 

2004a; Jain, 2010). To improve the targeting efficacy for breast 

cancer treatment, a HER2-specific affibody molecule was con-

jugated to the surface of thermosensitive small unilamellar 

liposomes measuring 80-100 nm, referred to as “Affisomes,” 

to study the effects of this modification on physical char-

acteristics and the stability of the resulting preparation (Puri et 

al., 2008). Affisomes released calcein, a water-soluble fluo-

rescent probe, in a temperature-dependent manner, with opti-

mal leakage (90%-100%) at 410oC (Puri et al., 2008). 

Affisomes are therefore promising candidates for targeted ther-

motherapy of breast cancer (Jain, 2010).

Role of nanotechnology in personalized therapy of cancer

Personalized management is usually based on pharmaco-

genetic, pharmacogenomic, pharmacoproteomic and pharma-

cometabolic information, but other individual variations in 

patients and environmental factors are also taken into con-

sideration (Jain, 2005; Jain, 2010). Personalization of cancer 

therapies is based on a better understanding of the disease at 

the molecular level, and nanotechnology will play an impor-

tant role in this area (Jain, 2005). With so many nanotech-

nologies available for drug delivery, it is recommended that 

computational mathematical tools be used to predict which 

nanovectors, surface modifications, therapeutic agents and 

penetration enhancers to use for a multistage drug-delivery 

strategy that would enable efficient localized delivery of che-

motherapeutic drugs and lead to significant improvements in 

therapy efficacy as well as reduced systemic toxicity, opti-

mizing personalized oncology (Sakamoto et al., 2007; Jain 

2010). 

Nanobiotechnology in Cancer Treatment

Nanotechnology-based drugs for cancer

Approximately 150 drugs in development for cancer are 

based on nanotechnology, of which some are already 
J. Pharm. Invest., Vol. 41, No. 2 (2011)
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approved, as shown in Table I, and the rest are in various 

stages of development (Jain, 2005; Jain, 2007; Jain, 2010).

Current clinical trials using nanobiotechnology for cancer

Table II shows clinical trial phases of anticancer drugs based 

on nanobiotechnology. In addtition, recent reviews are avail-

able (Carter et al, 2008; Ducry et al, 2010; Heidel et al., 2011). 

For example, SGN-35 (Seattle Genetics) is being investigated 

in several Phase II clinical trials, and trastuzumab-DM1 

(Genentech) is currently in a Phase III clinical trial (Heidel et 

al., 2011).

Combination of diagnostics with therapeutics

Theranostics is the new field focused on simultaneous diag-

nosis and treatment of a pathologic condition (Tassinari et al., 

2008). Biocompatible nanoparticles are currently under devel-

opment as cancer theranostic agents which would allow non-

invasive diagnosis and precise cancer therapy for accelerating 

treatment, reducing side-effects of treatment, and improving 

cancer cure rates in the nearer future (Santra et al., 2009). Den-

drimers can be used as advanced contrast agents for imaging 

techniques such as MRI and can be targeted specifically to 

cancer cells and also be used to deliver a variety of cancer ther-

apies to improve their safety and efficacy (Jain, 2010). For 

example, applications of dendrimers in photodynamic therapy, 

boron neutron capture therapy and gene therapy for cancer are 

being investigated (Moghimi et al., 2005).

Clinical Application of 

Nanotechnology for Cancer

Nanoparticle/Nanoscaled formulations of small molecules

Small-molecule drugs often are extremely effective at killing 

cancer cells they reach, but their small size leads to rapid clear-

ance from circulation and, consequently, significant uptake by 

non-cancer cells with concomitant side effects that are, at best, 

undesirable and, at worst, prohibitive of use (Heidel et al., 

2011). 

Doxil® is one of several nanoparticle formulations of dox-

orubicin that have been investigated clinically (Gabizon et al., 

1994; Matsumura et al., 2004b; Heidel et al., 2011). As 

expected, incorporation of doxorubicin within these liposomal 

or micellar formulations significantly alters the drug phar-

macokinetics (PK) (Matsumura et al., 2004b; Heidel et al., 

2011). With respect to circulation half-life (t1/2), while free 

doxorubicin alone has a t1/2 of less than an hour (Gabizon et al., 

1994), the micellar formulations extended the plasma half-life 

by approximately three-fold (Danson et al., 2004; Schmidt et 

al., 2009), while the liposomal formulations extended it further 

by more than an additional ten-fold (Gabizon et al., 1994; 

Mross et al., 2004; Matsumura et al., 2004b; Sutton et al., 

2007) (Table III). It is difficult to quantitatively compare these 

half-life numbers given the differing models use to generate 

Table I. Approved anticancer drugs using nanocarriers

Trade name/compound Manufacturer Nanocarrier

Abraxane/paclitaxel Abraxis Biosciences Albumin-bound 
paclitaxel

Bexxar/anti-CD20 
conjugated to  
iodine-131

Corixa/
GlaxoSmithKline

Radio-
immunoconjugate

DaunoXome/
daunorubicin

Diatos
(available in France)

Liposome

Doxil/Caelyx/
doxorubicin

Ortho Biotech Liposome

Myoset/doxorubicin Cephalon
(available in Europe)

Nonpegylated 
liposome

Oncaspar/PEG-L-
asparaginase

Enzon Polymer-protein 
conjugate

Ontak/IL-2 fused to 
diphtheria toxin

Eisai Inc Immunotoxic fusion 
protein

SMANCS/zinostatin Yamanouchi Pharma Polymer-protein 
conjugate

Zevalin/anti-CD20 
conjuated to yttrium-90

Cell Therapeutics 
Inc.

Radio-
immunoconjugate

Zoladex/goserelin 
acetate

AstraZeneca Polymer rods

PEG, Polyethylene glycol; IL-2, interleukin-2; SMANCS, styrene      
maleic anhydride Neocarzinostatin. This table was adapted and       
summarized from Jain, 2005 and Jain, 2010.

Table II. Clinical trials of anticancer drugs using nanocarriers

Trial stage Compound Nanocarrier References

Phase I CPX-1 irinotecan Liposome Batist et al., 2009

Phase I MCC465 doxorubicin mAb-liposome Matsumura et al., 2004a

Phase II NC-6004 cisplatin Micelle Matsumura et al., 2008

Phase II/III PK1 doxorubicin HPMA copolymer Seymour et al., 2009

Phase III SP 1049C doxorubicin Micelle Valle et al., 2010

mAb, monoclonal antibody; HPMA, N-(2-hydroxypropyl)methacrylamide.
J. Pharm. Invest., Vol. 41, No. 2 (2011)
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them, however, so evaluation of additional PK parameters, 

such as clearance rate, is instructive (Heidel et al., 2011). 

These results further illustrate the strong impact all of these 

formulations have on doxorubicin PK and also indicate dif-

ferences between the micellar and liposomal approaches 

(Gabizon et al., 1994; Mross et al., 2004; Matsumura et al., 

2004b; Sutton et al., 2007; Heidel et al., 2011). For the two 

micelle-containing formulations, SP1049C (12.6 mL/(min·kg)) 

has a similar clearance rate to free doxorubicin (14.4±5.6 mL/

(min·kg)), and NK911 (6.7±1.1 mL/(min·kg)) reduces the 

clearance rate only minimally (approximately two-fold) (Mat-

sumura et al., 2004b). These results are consistent with the 

hypothesis that these micelles may disassemble shortly after 

administration (Heidel et al., 2011). By contrast, Myocet®

(2.57 mL/(min·kg)) reduces the clearance rate by nearly six-

fold, and Doxil® (0.02 mL/(min·kg)) has a nearly one-thou-

sand-fold reduced clearance rate (Matsumura et al., 2004b; 

Mross et al., 2004). These liposomal results suggest that 

PEGylation plays a key role in reduced clearance of these 

nanoparticles (Heidel et al., 2011). Nanoparticle formulation of 

doxorubicin can significantly alter the PK properties of the 

drug as well as its biodistribution, safety, and efficacy (Sutton 

et al., 2007; Heidel et al., 2011). Significantly higher drug lev-

els in tumor tissue have been observed with Doxil® than free 

doxorubicin in multiple cancer models (Maruyama et al., 

1994; Siegal et al., 1995). Just as importantly, Doxil® has 

shown the ability to clinically reduce cardiotoxicity, a hallmark 

of free doxorubicin treatment (Batist, 2007; Rahman et al, 

2007; Heidel et al., 2011). For non-PEGylated liposomes (such 

as Myocet®), the cardiac-sparing effect is believed to occur 

because these liposomes generally extravasate in areas that 

lack tight junctions, found in the vessels that supply the myo-

cardium (Rahman et al, 2007). For PEGylated liposomes, the 

blunted peak plasma levels of free drug combined with the pre-

sumed biounavailability of liposome-entrapped drug circulat-

ing through the myocardium are hypothesized for the reduced 

cardiotoxicity (Rahman et al., 2007; Heidel et al., 2011). 

Because of their reduced cardiotoxicity, liposomal formula-

tions of doxorubicin (unlike free doxorubicin) can also be used 

in combination with other cardiotoxic drugs, such as docetaxel 

and trastuzumab (Chia et al., 2006), allowing for clinical 

exploration of additional potential therapeutic options.

Conclusions

Nanotechnology has already improved the way disease, par-

ticularly cancer, is diagnosed, treated and monitored while 

reducing toxic side effects associated with previous cancer 

therapy and increasing efficacy, facilitating the development of 

personalized management of cancer. Applications of nano-

technology in cancer therapy includes detection of cancer cells, 

delivery of chemotherapeutic agents and monitoring of treat-

ment response. A fundamental, widespread understanding of 

new nanotechnology will lead to the more rational design of 

optimized nanoparticles with improved selectivity, efficacy 

and safety in the clinical oncology. However, there still remain 

many challenges to be resolved prior to widespread use of nan-

otechnology in the clinical practice of oncology, pharmaco-

kinetic studies and toxicology data of new nanodrugs are very 

limited, still being investigated. As nanotechnologies develop 

Table III. Pharmacokinetic (Plasma Half-Life, Clearance Rate) data for doxorubicin and its nanoparticle formulation

Formulation Description Plasma half-life Clearance Rate References

Free doxorubicin t1/2,α = 0.07 h,
t1/2,β = 9.6 h

a

14.4±5.6 mL/(min·kg) Gabizon et al., 2003; Matsumura 
et al., 2004b

SP1049C Micelle, 
Pluronic

t1/2,α = 0.11h,
t1/2,β = 2.83h, 
t1/2,γ = 48.8 h

12.6 mL/(min·kg) Schmidt et al., 2009; Matsumura 
et al., 2004b

NK911 Micelle, PEG, poly(aspartic acid) t1/2,α = 0.08-0.13h,
t1/2,β = 1.6-4.7h,
t1/2,γ = 29.4-241.4h

6.7±1.1 mL/(min·kg) Gabizon et al., 1994 Matsumura 
et al., 2004b

Doxil® PEGylated liposome t1/2,α = 2.3h,
t1/2,β = 45.6 h

a

0.02 mL/(min·kg) Gabizon et al., 2003; Matsumura 
et al., 2004b

Myocet® nonPEGylated liposome t1/2 =50.95 h
b 1.216 mL/(min·kg)c Danson et al., 2004; Mross et al., 

2004

aData is average of that presented for 25 and 50 mg/m2 dose levels in ref. (Gabizon et al., 1994 ) 
bData is median presented in Table II of ref. (Mross et al., 2004) 
cData is median presented in Table I of ref. (Batist et al., 2007) (3.05l/(h·m2 )), converted to units of mL/(min·kg) using values of 70 kg and 1.6 m2 .    
This table is a mainly adapted and supplemented version from the literature (Gabizon et al., 1994; Matsumura et al., 2004b; Mross et al., 2004; Sutton    
et al., 2007; Heidel et al., 2011) and reorganized.
J. Pharm. Invest., Vol. 41, No. 2 (2011)
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with a promising future through the advancement of better 

cancer drug delivery system, toxic side effects of nanodrugs 

will decrease, improving patients’quality of life and increasing 

their survival rate in the near future.

References

Alivisatos, P., 2004. The use of nanocrystals in biological detec-

tion. Nat. Biotechnol. 22, 47-52.

Allen, T.M., 2002. Ligand-targeted therapeutics in anticancer ther-

apy. Nat. Rev. Cancer 2(10), 750-763.

Batist, G., 2007. Cardiac safety of liposomal anthracyclines. Car-

diovasc. Toxicol. 7, 72-74.

Batist, G., Gelmon, K.A., Chi, K.N., Miller, W.H. Jr., Chia, S.K., 

Mayer, L.D., Swenson, C.E., Janoff, A.S., Louie, A.C., 2009. 

Safety, pharmacokinetics, and efficacy of CPX-1 liposome 

injection in patients with advanced solid tumors. Clin. Cancer 

Res. 15, 692-700.

Black, K.C., Kirkpatrick, N.D., Troutman, T.S., Xu, L., Vagner, J., 

Gillies, R. J., Barton, J.K., Utzinger, U., and Romanowski, M., 

2008. Gold nanorods targeted to delta opioid receptor: plas-

mon-resonant contrast and photothermal agents. Mol. Imaging

7(1), 50-57.

Cardinal, J., Klune, J.R., Chory, E., Jeyabalan, G., Kanzius, J.S., 

Nalesnik, M., Geller, D. A., 2008. Noninvasive radiofrequency 

ablation of cancer targeted by gold nanoparticles. Surgery 144, 

125-132.

Carter, P.J., Senter, P.D., 2008. Antibody-drug conjugates for can-

cer therapy. Cancer J. 14, 154-169.

Chia, S., Clemons, M., Martin, L.A., Rodger, S.A., Gelmon, K., 

Pond, G.R., Panasci, L., 2006. Pegylated liposomal doxoru-

bicin and trastuzumab in HER-2 overexpressing metastatic 

breast cancer: a multicenter phase II trial. J. Clin. Oncol. 24, 

2773-2778.

Cho, K., Wang, X., Nie, S., Chen, Z.G., and Shin, D.M., 2008. 

Therapeutic nanoparticles for drug delivery in cancer. Clin. 

Cancer Res. 14(5), 1310-1316.

Choi, J.S., Jun, Y.W., Yeon, S.I., Kim, H.C., Shin, J. S., Cheon, J., 

2006. Biocompatible heterostructured nanoparticles for mul-

timodal biological detection. J. Am. Chem. Soc. 128, 15982-

15983.

Cuenca, A.G., Jiang, H., Hochwald, S.N., Delano, M., Cance, 

W.G., Grobmyer, S.R., 2006. Emerging implications of nan-

otechnology on cancer diagnostics and therapeutics. Cancer 

107, 459-466.

Danson, S., Ferry, D., Alakhov, V., Margison, J., Kerr, D., Jowle, 

D., Brampton, M., Halbert, G., Ranson, M., 2004. Phase I dose 

escalation and pharmacokinetic study of pluronicpolymer-

bound doxorubicin (SP1049C) in patients with advanced can-

cer. Br. J. Cancer. 90, 2085-2091.

De Jong, W.H., Borm, P.J., 2008. Drug delivery and nanoparticles: 

applications and hazards. Int. J. Nanomedicine 3(2), 133-149.

Ducry, L., Stump, B., 2010. Antibody-drug conjugates: linking 

cytotoxic payloads to monoclonal antibodies. Bioconjug. 

Chem. 21, 5-13.

Ferrari, M., 2005. Cancer nanotechnology: opportunities and chal-

lenges. Nat. Rev. Cancer 5, 161-171.

Gabizon, A., Catane, R., Uziely, B., Kaufman, B., Safra, T., Cohen, 

R., Martin, F., Huang, A., Barenholz, Y., 1994. Prolonged cir-

culation time and enhanced accumulation in malignant exu-

dates of doxorubicin encapsulated in polyethyleneglycol 

coated liposomes. Cancer Res. 54, 987-992.

Gao, X., Yang, L., Petros, J.A., Marshall, F.F., Simons, J.W., Nie, 

S., 2005. In vivo molecular and cellular imaging with quantum 

dots. Curr. Opin. Biotechnol. 16, 63-72.

Gaster, R.S., Hall, D.A., Nielsen, C.H., Osterfeld, S.J., Yu, H., 

Mach, K.E., Wilson, R.J., Murmann. B., Liao, J.C., Gambhir, 

S.S., Wang, S.X., 2009. Matrix-insensitive protein assays push 

the limits of biosensors in medicine. Nat. Med. 15, 1327-1332.

Grobmyer, S.R., Iwakuma, N., Sharma, P., Moudgil B.M., 2010. 

What is cancer nanotechnology? Methods Mol. Biol. 624, 1–9.

Grodzinski, P. Silver, M., Molnar, L.K., 2006. Nanotechnology for 

cancer diagnostics: promises and challenges. Expert Rev. Mol. 

Diagn. 6, 307-318.

Hilger, I., Hergt, R., Kaiser, W.A., 2005. Use of magnetic nano-

particle heating in the treatment of breast cancer. IEE, Proc. 

Nanobiotechnol. 152, 33-39.

Huff, T.B., Tong, L., Zhao, Y., Hansen, M.N., Cheng, J.X., Wei, A., 

2007. Hyperthermic effects of gold nanorods on tumor cells. 

Nanomedicine (Lond) 2, 125-132.

Ito, A., Kuga, Y., Honda, H., Kikkawa, H., Horiuchi, A., Watanabe, 

Y., Kobayashi, T., 2004. Magnetite nanoparticle-loaded anti-

HER2 immunoliposomes for combination of antibody therapy 

with hyperthermia. Cancer Lett. 212, 167-175.

Jain, K.K., 2005. Role of nanobiotechnology in developing per-

sonalized medicine for cancer. Technol. Cancer Res. Treat. 4, 

407-416.

Jain, K.K., 2007. Applications of nanobiotechnology in clinical 

diagnostics. Clin. Chem. 53, 2002-2009.

Jain, K.K., 2010. Advances in the field of nanooncology. BMC 

Medicine 8:83.

Kirpotin, D.B., Drummond, D.C., Shao, Y., Shalaby, M.R., Hong, 

K., Nielsen, U.B., Marks, J. D., Benz, C.C., and Park, J.W., 

2006 Antibody targeting of longcirculating lipidic nanopar-

ticles does not increase tumor localization but does increase 

internalization in animal models. Cancer Res. 66(13), 6732-

6740.

Kong, G., Braun, R.D., Dewhirst, M.W., 2000. Hyperthermia 

enables tumor-specific nanoparticle delivery: effect of particle 

size. Cancer Res. 60(16), 4440-4445.

Krishnan, S., Diagaradjane, P., Cho, S.H., 2010. Nanoparticle-

mediated thermal therapy: evolving strategies for prostate can-

cer therapy. Int. J. Hyperthermia 26, 775-789.

Kumar, M., Yigit, M., Dai, G., Moore, A., Medarova, Z., 2010. 

Image-guided breast tumor therapy using a siRNA nanodrug. 

Cancer Res. 70,7553-7561.

Lammers, T., Hennink, W. E., and Storm,G., 2008. Tumour-tar-
J. Pharm. Invest., Vol. 41, No. 2 (2011)



Nanotechnology in Cancer Therapy: Overview and Applications 65
geted nanomedicines: principles and practice. Br. J. Cancer

99(3), 392-397.

Maeda, H., Matsumura, Y., 1989. Tumoritropic and lymphotropic 

principles of macromolecular drugs. Crit. Rev. Ther. Drug Car-

rier Syst. 6(3), 193-210.

Maruyama, K., Unezaki, S., Yuda, T., Ishida, O., Takahashi, N., 

Suginaka, A., et al., 1994. Enhanced delivery and antitumor 

effect of doxorubicin encapsulated in long-circulating lipo-

somes. J. Liposome Res. 4, 143-165.

Matsumura, Y., Gotoh, M., Muro, K., Yamada, Y., Shirao, K., Shi-

mada, Y., Okuwa, M., Matsumoto, S., Miyata, Y., Ohkura, H., 

Chin, K., Baba, S., Yamao, T., Kannami, A., Takamatsu, Y., 

Ito, K., Takahashi, K., 2004a. Phase I and pharmacokinetic 

study of MCC-465, a doxorubicin (DXR) encapsulated in 

PEG immunoliposome, in patients with metastatic stomach 

cancer. Ann. Oncol. 15, 517-525.

Matsumura, Y., Hamaguchi, T., Ura, T., Muro, K., Yamada, Y., 

Shimada, Y., Shirao, K., Okusaka, T., Ueno, H., Ikeda, M., 

Watanabe, N., 2004b. Phase I clinical trial and pharmacok-

inetic evaluations of NK911, a micelle-encapsulated doxo-

rubicin. Br. J. Cancer 91, 1775-1781.

Matsumura, Y., 2008. Poly (amino acid) micelle nanocarriers in 

preclinical and clinical studies. Adv. Drug Deliv. Rev. 60, 899-

914.

Michalet, X., Pinaud, F.F., Bentolila, L.A., Tsay, J.M., Doose, S., 

Li, J.J., Sundaresan, G., Wu, A.M., Gambhir, S.S., Weiss, S., 

2005. Quantum dots for live cells, in vivo imaging, and diag-

nostics. Science 307, 538-544

Misra, R., Acharya, S., Sahoo, S.K., 2010. Cancer nanotechnology: 

application of nanotechnology in cancer therapy. Drug Dis-

covery Today 15, 19-20.

Mross, K., Niemann, B., Massing, U., Drevs, J., Unger, C., 

Bhamra, R., 2004. Pharmacokinetics of liposomal doxorubicin 

(TLC-D99; Myocet) in patients with solid tumors: an open-

label, single-dose study. Cancer Chemother. Pharmacol. 54, 

514-524.

Nie, S. Nie, S., Xing, Y., Kim, G.J., Simons, J.W., 2007., Nan-

otechnology applications in cancer. Annu. Rev. Biomed. Eng. 

9, 257-288.

Park, J.W., Benz, C.C., and Martin, F.J., 2004. Future directions of 

liposome- and immunoliposome-based cancer therapeutics. 

Semin. Oncol. 31(6 Suppl 13), 196-205.

Pautler, M., Brenner, S., 2010. Nanotechnology and human health: 

risks and Benefits. Int. J. of Nanomedicine 5, 803-809.

Puri, A., Kramer-Marek, G., Campbell-Massa, R., Yavlovich, A., 

Tele, S.C., Lee S.B., Clogston, J.D., Patri, A.K., Blumenthal, 

R., Capala, J., 2008. HER2-specific affibody conjugated ther-

mosensitive liposomes (Affisomes) for improved delivery of 

anticancer agents. J. Liposome Res. 18, 293-307.

Rahman, A.M., Yusuf, S., Ewer, M.S., 2007. Anthracycline-

induced cardiotoxicity and the cardiac-sparing effect of lipo-

somal formulation. Int. J. Nanomedicine 2, 567-583.

Richter, H., Kettering, M., Wiekhorst, F., Steinhoff, U., Hilger, I., 

Trahms, L., 2010. Magnetorelaxometry for localization and 

quantification of magnetic nanoparticles for thermal ablation 

studies. Phys. Med. Biol. 55, 623-633.

Sahoo, S.K., Ma,W., Labhasetwar,V., 2004. Efficacy of transferrin-

conjugated paclitaxel-loaded nanoparticles in a murine model 

of prostate cancer. Int. J. Cancer 112(2), 335-340.

Sakamoto, J., Annapragada, A., Decuzzi, P., Ferrari, M., 2007. 

Antibiological barrier nanovector technology for cancer appli-

cations. Expert Opin. Drug Deliv. 4, 359-369.

Santra, S., Kaittanis, C., Grimm, J., and Perez, J. M., 2009. Drug/

dye-loaded, multifunctional iron oxide nanoparticles for com-

bined targeted cancer therapy and dual optical/magnetic res-

onance imaging. Small 5(16), 1862-1868.

Santra, S., Liesenfeld, B., Dutta, D., Chatel, D., Batich, C. D., Tan, 

W., Moudgil, B. M., Mericle, R. A., 2005. Folate conjugated 

fluorescent silica nanoparticles for labeling neoplastic cells. J. 

Nanosci. Nanotechnol. 5(6), 899-904.

Seymour, L.W., Ferry, D.R., Kerr, D.J., Rea, D., Whitlock, M., 

Poyner, R., Boivin, C., Hesslewood, S., Twelves, C., Blackie, 

R., Schatzlein, A., Jodrell, D., Bissett, D., Calvert, H., Lind, 

M., Robbins, A., Burtles, S., Duncan, R., Cassidy, J., 2009. 

Phase II studies of polymer-doxorubicin (PK1, FCE28068) in 

the treatment of breast, lung and colorectal cancer. Int. J. 

Oncol. 34, 1629-1636.

Shenoi, M.M., Anderson, J., Bischof, J.C., 2009. Nanoparticle 

enhanced thermal therapies. Conf Proc IEEE Eng. Med. Biol. 

Soc. 2009, 1979-1982.

Siegal, T., Horowitz, A., Gabizon, A., 1995. Doxorubicin encap-

sulated in sterically stabilized liposomes for the treatment of a 

brain tumor model: biodistribution and therapeutic efficacy. J. 

Neurosurg. 83, 1029-1037.

Smith, B.R., Cheng, Z., De, A., Koh, A.L., Sinclair, R., Gambhir, 

S.S., 2008, Real-Time Intravital Imaging of RGD-Quantum 

Dot Binding to Luminal Endothelium in Mouse Tumor 

Neovasculature. Nano. Lett. 8(9), 2599-2606.

Sutton, D., Nasongkla, N., Blanco, E., Gao, J., 2007. Function-

alized micellar systems for cancer targeted drug delivery. 

Pharm. Res. 24, 1029-1046.

Tassinari, O.W., Caiazzo, R.J., Jr., Ehrlich, J.R., and Liu, B.C., 

2008. Identifying autoantigens as theranostic targets: antigen 

arrays and immunoproteomics approaches. Curr. Opin. Mol. 

Ther. 10(2), 107-115.

Valle, J.W., Armstrong, A., Newman, C., Alakhov, V., Pietrzynski, 

G., Brewer, J., Campbell, S., Corrie, P., Rowinsky, E.K., Ran-

son, M., 2010. A phase 2 study of SP1049C, doxorubicin in P-

glycoprotein-targeting pluronics, in patients with advanced 

adenocarcinoma of the esophagus and gastroesophageal junc-

tion. Invest. New Drugs, Published online, DOI 10.1007/

s10637-010-9399-1.

Yuan, F., Dellian, M., Fukumura, D., Leunig, M., Berk, D.A., 

Torchilin, V.P., and Jain, R.K., 1995. Vascular permeability in 

a human tumor xenograft: molecular size dependence and cut-

off size. Cancer Res. 55(17), 3752-3756.
J. Pharm. Invest., Vol. 41, No. 2 (2011)



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /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 /Warning
  /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 <<
    /FRA <>
    /ENU (Use these settings to create PDF documents with higher image resolution for improved printing quality. The PDF documents can be opened with Acrobat and Reader 5.0 and later.)
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308000200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e30593002537052376642306e753b8cea3092670059279650306b4fdd306430533068304c3067304d307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /KOR <FEFFd5a5c0c1b41c0020c778c1c40020d488c9c8c7440020c5bbae300020c704d5740020ace0d574c0c1b3c4c7580020c774bbf8c9c0b97c0020c0acc6a9d558c5ec00200050004400460020bb38c11cb97c0020b9ccb4e4b824ba740020c7740020c124c815c7440020c0acc6a9d558c2edc2dcc624002e0020c7740020c124c815c7440020c0acc6a9d558c5ec0020b9ccb4e000200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /CHS <FEFF4f7f75288fd94e9b8bbe7f6e521b5efa76840020005000440046002065876863ff0c5c065305542b66f49ad8768456fe50cf52068fa87387ff0c4ee563d09ad8625353708d2891cf30028be5002000500044004600206587686353ef4ee54f7f752800200020004100630072006f00620061007400204e0e002000520065006100640065007200200035002e00300020548c66f49ad87248672c62535f003002>
    /CHT <FEFF4f7f752890194e9b8a2d5b9a5efa7acb76840020005000440046002065874ef65305542b8f039ad876845f7150cf89e367905ea6ff0c4fbf65bc63d066075217537054c18cea3002005000440046002065874ef653ef4ee54f7f75280020004100630072006f0062006100740020548c002000520065006100640065007200200035002e0030002053ca66f465b07248672c4f86958b555f3002>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


