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Summary

Nanotechnology is multidisciplinary field that involves the design and engineering of
objects <500 nanometers in size. As far as pharmaceutical sector is concerned, in the last
several decades, nanotechnology has been studied and developed primarily for use in
novel drug-delivery systems; e.g. liposomes, gelatin nanoparticles, micelles.
Nanotechnology offers an extraordinary, paradigm-changing opportunity to make
significant advances in cancer diagnosis and treatment. Current imaging techniques like
computed tomography, magnetic resonance imaging, positron emission tomography
suffer from a common shortcoming — they just aren’t sensitive enough to accurately find
the smallest tumors that are most easily and effectively treated. Nanotechnology may be
able to provide that leap in sensitivity that would not only impact today’s approach to
therapy but could lead to entirely new pathways for both detecting and treating cancer. A
recent explosion in engineering and technology has led to the development of many new
nanoscale platforms, including nanovectors, nanowires, nanocantilever arrays, quantum
dots, nanoshells, gold nanoparticles, paramagnetic nanoparticles, carbon nanotubes and
near-infrared fluorescence nanoparticles that have emerging implications in cancer
diagnostics and therapeutics.
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Introduction
Nanotechnology is multidisciplinary field that involves the design and engineering of
objects <500 nanometers [nm] in size, more specifically 1-100nm. Nanotechnology offers an
extraordinary, paradigm-changing opportunity to make significant advances in cancer diagnosis
and treatment. The past quarter century of outstanding progress in fundamental cancer biology
has not translated into even distantly comparable advances in the clinic. Inadequacies in the
ability to administer therapeutic moieties so that they will selectively reach the desired targets
with marginal or no collateral damage has largely accounted for the discrepancy [1]. Most
striking is the recognition that only between 1 and 10 parts per 100,000 of intravenously
administered monoclonal antibodies reach their parenchymal targets in vivo [2]. Similar
limitations apply to contrast agents for imaging applications. There are two general, synergistic
goals that should be striven for to increase the efficacy per dose of any therapeutic or imaging
contrast formulation: to increase its targeting selectivity [3] and to endow the agent[s]
comprising the therapeutic formulation with the means to overcome the biological barriers that
prevent it from reaching its target [4]. The hypothesis offered is that nanotechnology, if properly
integrated with established cancer research, provides extraordinary opportunities to meet these
challenges. It has the potential to offer solutions to the current obstacles in cancer therapies,
because of its unique size [1-100nm] and large surface-to-volume ratios [5].
Nanotechnology In Cancer Diagnosis
Current imaging methods like computed tomography [CT] imaging, magnetic resonance
imaging [MRI], positron emission tomography [PET] are restricted in spectrum range,
penetration depth, cell targeting, and signal/noise clarity [6]. Also, most imaging methods
produce static images, snapshots of a tumor at one particular time that do not reveal much about
dynamic events, such as the binding of a drug to a particular tissue. But increasingly, it appears
that nanotechnology may be able to provide that leap in sensitivity that would not only impact
today’s approach to therapy but could lead to entirely new pathways for both detecting and
treating cancer. In July 2006, an article by Sathe et al. demonstrated the use of nanotechnology in
cancer detection [7]. The potential for nanostructures to enter and analyze single cells suggests
they could detect molecular changes even when they occur only in a small percentage of cells.
Quantum Dots
Are nanosized semiconductor particles, made of cadmium selenide [CdSe], cadmium
sulfide [CdS] or cadmium telluride [CdTe] with an inert polymer coating. The semiconductor
material used for the core is chosen based upon the emission wavelength range being targeted:
CdS for UV-blue, CdSe for the bulk of the visible spectrum, CdTe for the far red and nearinfrared. They glow when they are stimulated by light of particular wavelength. The color of the
light depends on the size of the crystal. To detect cancer, beads containing quantum dots can be
designed to bind to sequences of DNA that are associated with cancer. When the quantum dots
are stimulated with light, they will emit their unique bar codes, or labels, making the critical,
cancer-associated DNA sequences visible. Dual-functioning beads comprised of quantum dots
and iron oxide nanocrystals embedded in silica beads having high imaging qualities have also
been developed [7].
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Figure 1: Cadmium selenide [CdSe] Quantum Dots

Nanoscale Cantilevers
Biomolecular sensors with the ability to ‘multiplex’ massively — that is, to detect a large
number of different molecular species at the same time — are being developed for serum and
tissue proteomics-based cancer diagnostics, prognostics and therapeutic-efficacy monitoring.
Promising emerging approaches to multimolecular sensing include mechanical sensors such as
microcantilever and nanocantilever arrays [8-10]. These comprise a large number of beams that
deflect when altered DNA sequences or proteins that are present in certain types of cancer bind.
They can detect extremely small forces, stresses and masses. The deflections are either observed
directly by laser light or generate detectable shifts in the physical properties of the beam, such as
their resonant-vibration frequency. They are capable of sensing the presence of single molecules
of clinical importance. This will be useful in detecting early molecular events in the development
of cancer. Microcantilever-based, multiplexed DNA assays to detect BRCA1 mutations were
recently introduced [11].

Figure 2: a] Nanowires b] Nanocantilever array
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Nanowires
Nanoscale sensing wires made of metal atoms, silicon, or other materials that conduct
electricity, can be coated with antibodies that will bind to tumor cells. They operate as nanoscale
field-effect biotransistors; incredibly sensitive to such binding events and respond by altering the
electrical current flowing through them, transmit their information through electrodes to
computers and thus can form the basis of ultra sensitive molecular detectors [12, 13].
Nanoparticle-based Contrast Imaging Agents
Several types of nanoparticle for the enhancement of MRI contrast have been used
clinically and in research protocols. These include gadolinium-based [14], iron oxide- based
nanoparticles [15-20] and multiple-mode imaging contrast nano-agents that combine magnetic
resonance with biological targeting [21] and optical detection [21, 22]. Low-density lipid
nanoparticles have been used to enhance ultrasound imaging [23, 24]. In 2003 Weissleder and
colleagues [25] recently demonstrated that lymphotropic paramagnetic nanoparticles allow the
MRI imaging of clinically occult lymph-node metastases in patients with prostate cancer, which
are not detectable by any other non-invasive approach. In July 2006, an article by Sathe et al.
described development of dual-functioning beads comprised of quantum dots and iron oxide
nanocrystals embedded in silica beads. These particles were able to target specific cells, due to
the iron oxide crystals, and have high imaging qualities, due to the quantum dot component [7].
Nanoparticles are also showing promise for the ex vivo detection of biomarkers. For instance,
fluorophore- laden silica beads have been used for the optical identification of leukaemia cells in
blood samples [26].

Figure 3: Polymer-coated bismuth nanoparticles are capable of revealing anatomical details that are invisible on a
standard CT image. The CT image on the left comes from a live mouse before injection of the bismuth
nanoparticles, while the CT image on the right clearly delineates the vasculature, heart and other organs. [Courtesy:
Ralph Weissleder, M.D., Ph.D., MIT-Harvard Center of Cancer Nanotechnology Excellence]

Nanopores
As DNA passes through a nanopore, the shape and electrical properties of each base on
the strand can be monitored. Because these properties are unique for each of the four bases that
make up the genetic code, the passage of DNA through a nanopore can be used to decipher the
encoded information, including errors in the code known to be associated with cancer. [27,28,29]
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Figure 4: Nanopore

Carbon Nanotubes
Even smaller than nanopores are nanotubes. Nanotubes, hollow carbon rods [30,31] about
half the diameter of a molecule of DNA, will also help identify DNA changes associated with
cancer. Beyond detecting the presence of altered genes, these materials may help to pinpoint the
exact location of those changes. Mutated regions associated with cancer are first tagged with
bulky molecules. Using a nanotube tip resembling the needle on a record player, physical shape
of DNA can be traced [32]. A computer translates this information into a topographical map. The
bulky molecules identify the regions on the map where mutations are present. Since the location
of mutations can influence the effects they have on a cell, these techniques will be important in
predicting development of cancerous growth.

Figure 5: Carbon Nanotube

Nanotechnology in cancer therapeutics
Nanotechnology may also be useful for eradicating cancer cells without harming healthy,
neighboring cells by creating therapeutic agents that target specific cells and deliver the toxin in
a controlled, time-release manner. Efforts are being made to create single agents that are able to
both detect cancer and deliver treatment. The ultimate goal is to develop nanoparticles that will
circulate through the body, detect cancer-associated molecular changes, assist with imaging,
release a therapeutic agent, and then monitor the effectiveness of the intervention.
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Liposomes
Liposomes are the archetypal, simplest form of a nanovector. They use the
overexpression of fenestrations in cancer neovasculature to increase drug concentration at tumor
sites. Liposome-encapsulated formulations of doxorubicin were approved 13 years ago for the
treatment of Kaposi’s sarcoma, and are now used against breast cancer and refractory ovarian
cancer. Liposomes continue to be refined and applied to more cancer indications [3,33,34]. They
are only the first in an ever-growing number of nanovectors under development for novel, more
efficacious drug-delivery modalities [1,35].
Dendrimers
A dendrimer is a tree-like highly branched polymer molecule [Greek dendra = tree].
Dendrimers are synthesized from monomers with new branches added in discrete steps
["generation"] to form a tree-like architecture [36]. A useful feature of dendrimers is their
branching shape, which gives them vast amounts of surface area to which therapeutic agents or
other biologically active molecules can be attached. A single dendrimer can carry a molecule that
recognizes cancer cells, a therapeutic agent to kill those cells, and a molecule that recognizes the
signals of cell death.

Figure 7: A Computer model of dendrimer [Citation: Cancer Research 2005: 65 (1), June 15, 2005]

Gold Nanoshells
Nanoshells are a novel class of optically tunable nanoparticles that consist of a dielectric
core surrounded by a thin gold shell [37]. Based on the relative dimensions of the shell thickness
and core radius, nanoshells may be designed to scatter and/or absorb light over a broad spectral
range including the near-infrared [NIR], a wavelength region that provides maximal penetration
of light through tissue [38]. The ability to control both wavelength-dependent scattering and
absorption of nanoshells offers the opportunity to design nanoshells which provide, in a single
nanoparticle, both diagnostic and therapeutic capabilities. The absorption of light by the
nanoshells creates an intense heat that is lethal to cells [39,40]. Antibodies that recognize cancer
cells can be linked to nanoshells so as to achieve tumor targeting, e.g. anti-HER2 nanoshells to
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detect and destroy breast carcinoma cells that overexpress HER2, a clinically relevant cancer
biomarker [41]. Although the gold surfaces of nanoshells are generally considered to be
biocompatible, stealthing polymers such as poly[ethylene glycol] [PEG] may be attached to
nanoshells surfaces to further enhance biocompatibility and improve blood circulation times
[42].

Gold shell [20-30 nm]

Silica core
[100-120 nm]
Figure 8: Schematic figure of a Gold Nanoshell

Figure 11: Increased contrast [top row, right column] and cytotoxicity [dark spot] in cells treated with a NIR
emitting laser following nanoshell exposure [middle row, right column] compared to controls [left and middle
columns]. [41]

Nanoparticles
Examples include nanoparticles of poly[ethylene glycol] [PEG] surface modified
thiolated gelatin [43], poly[ethylene oxide]-modified poly[beta-amino ester] [PEO-PbAE] [44] as
well as nanoparticle-aptamer bioconjugates [45]. Administration of paclitaxel through PEOPbAE nanoparticles in mice, bearing human ovarian adenocarcinoma xenograft resulted in more
efficient in drug delivery, reduced toxicity and decreased tumor growth rates in comparison to
the paclitaxel aqueous solution [44]. The use of docetaxel-encapsulated nanoparticle-aptamer
bioconjugates demonstrated a decrease in tumor size from approximately 300 mm3 to 120 mm3
[45,46,47]]. Abraxane® approved by USFDA in January 2005 for the treatment of metastatic
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breast cancer, consists of paclitaxel nanoparticles that are conjugated to albumin molecules. By
using targeted nanoparticles, researchers at California Institute of Technology have demonstrated
that systemically delivered siRNA can slow the growth of tumors in mice without eliciting the
toxicities often associated with cancer therapies.
Clinical Trials
In April 2004, the US based nanotechnology company pSivida, announced the very
promising results of the Phase 2 clinical trials, undertaken at the Singapore General Hospital, of
its product “BrachySil” for patients with liver cancer. The same product is in phase II for
pancreatic cancer. Insert Therapeutics in collaboration with California Institute of Technology
has completed phase I trials of targeted nanoparticles in 2007, and phase II trials are about to
begin. Phase I trials of biocompatible magnetic iron oxide nanoparticles for recurrent prostate
cancer have also been completed in 2007 at Humboldt University Hospital Cherité, Berlin,
Germany. Nanospectra Biosciences, based in Houston, is in the process of getting FDA approval
for clinical trials of gold nanoshells [AuroShell™] developed by Rice University, for treating
head and neck cancer [AuroLase™ Cancer Therapy].
Cancer Nanotechnology: The Challenges
Some of the principal challenges in application of nanotechnology in the oncology field
are discussed below.
Targeted delivery of therapeutic or imaging agents
Multiple targeting strategies might be used to preferentially concentrate injected agents at
tumor sites. For Instance quantum dot bioconjugates with targeting antibodies have been used to
recognize molecular signatures including ERBB2. Several antigens have been used to
preferentially direct nanoparticles to angiogenic endothelium. For example, targeting αvβ3integrin, which is found on endothelial cells, was used with perfluorocarbon- based nanoemulsions for the MRI imaging of neovasculature [48,49] and anti-angiogenesis therapy in
murine models of melanoma and colon adenocarcinoma [50,51]. Epidermal growth factor [EGF]
receptor was proposed to target EGF-derivatized silicon particulates carrying the pore-forming
protein melittin to provide selective action to lyse the membranes of cells in angiogenic
endothelium [52, 53]. The peptide mediated nuclear targeting of gold nanoparticles was reported
[54]. Another class of targeting methods uses external energy as a trigger for the localized
activation of cytotoxic action, and has been demonstrated in animal models. Examples are the
use of focused ultrasound to burst lipid encapsulated ‘microbubbles’ [55]; photodynamic therapy
on silica-based carriers [56,57]; and the localized thermal ablation of cancer lesions by the
combined use of gold nanoshells and optical activation in the near-infrared region, by which
deep tissue penetration can be achieved [58,59,60].
Engineering nanoparticles to circumvent biological and biophysical barriers
Biological barriers might arise in the form of tight junctions between epithelial cells, as is
the case for the blood–brain barrier [BBB], which impedes the extravasation of vascularly
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injected agents. Nanotechnology-based systems have shown efficacy in crossing the BBB by
virtue of the properties of their constituent core materials [61, 62–65]. Endothelial vascular
permeability might be increased by the co-administration of a bradykinin antagonist [66]. The
co-localized delivery of permeation enhancers such as zonula-occludens toxin, which reversibly
opens tight junctions, affords the penetration of orally administered biomolecular agents through
the intestinal epithelium, which is a very effective barrier, into the vascular compartment [67,68]
Toxicity profile
For example, most of the nanovectors used in high contrast imaging [such as quantum
dots] are toxic [69] and cannot be applied to the body. Over long periods of time, nanoparticles
may aggregate, potentially blocking arteries and veins or even blocking the kidneys, and thereby
creating a host of new problems. For any nanovector to be successful in clinical application, it
must be either completely destroyed or biodegradable in vivo. Secondly, nanovectors might also
trigger sensitization reactions. For example, antibodies specific to fullerenes have been
described; dendrimers and protein-dendrimer conjugates have shown strong immunogenic
response in these studies [70]. Therefore, counter measures to suppress such reactions for killing
cancer cells must be devised.
Regulatory issues and FDA approval
However promising nanovector delivery systems might be, the enthusiasm for them must
be placed in the context of stringent regulatory approval perspectives. The relevant issues go
well beyond considerations of biocompatibility of the carriers [69], their biodistribution [71] and
the reliability of their production protocols [72], which of course remain central concerns. By
their very tripartite nature, nanoparticles arguably fall under the purview of the three branches of
regulatory agencies such as the Food and Drug Administration [FDA]: drugs, medical devices
and biological agents. Therefore, they might have to be examined from these three perspectives
accordingly [73].
Conclusions
Human body is built upon a foundation of nature-made nanostructures – genes, proteins,
cells – that may be best approached on their own scale. The potential for nanostructures to enter
and analyze single cells suggests they could detect molecular changes even when they occur only
in a small percentage of cells. Efforts are being made to develop nanoparticles that will circulate
through the body, detect cancer-associated molecular changes, assist with imaging, release a
therapeutic agent, and then monitor the effectiveness of the intervention. In nutshell,
nanotechnology with its power of 10-9 has the potential to offer solutions to the current obstacles
in cancer therapies, because of its unique size and large surface-to-volume ratios. In the not too
distant future, dozens of intriguing nanodevices shall transform cancer diagnosis & treatment.
Thus little nano, the next big thing, is opening up potential newer avenues in the field of
oncology

174

Pharmacologyonline 1: 166-180 (2009)

Newsletter

Bhatt Jigar D. and Patel Jagruti A.

References
1. Langer R. Drug delivery and targeting. Nature 1998; 392:5–10.
2. Li KCP, Pandit SD, Guccione S, Bednarski MD. Molecular imaging applications in
nanomedicine. Biomed Microdevices 2004; 6:113–116.
3 Allen TM. Ligand-targeted therapeutics in anticancer therapy. Nature Rev Drug Discov
2002; 2:750–763.
4. Jain RK. The next frontier of molecular medicine: delivery of therapeutics. Nature
Med 1998; 4:655–657.
5. McNeil SE. Nanotechnology for the Biologist. Journal of Leukocyte Biology 2005;
78:585-594.
6. Grodzinski P, Silver M, Molnar LK. Nanotechnology for Cancer Diagnostics:
Promises and Challenges. Expert Rev. Mol. Diagn 2006; 6[3]:307-318.
7. Sathe TR, Agrawal A, Nie S. Mesoporous Silica Beads Embedded with Semiconductor
Quantum Dots and Iron Oxide Nanocrystals: Dual-Function Microcarriers for Optical
Encoding and Magnetic Separation. Anal. Chemistry 2006; 78:5627-5632.
8. Hansen KM. et al. Cantilever-based optical deflection assay for discrimination of DNA
single-nucleotide mismatches. Anal. Chem 2001; 73:1567–1571.
9. Wu G. et al. Bioassay of prostate-specific antigen [PSA] using microcantilevers.
Nature Biotechnol 2001; 19:856–860.
10. Su M, Li S, Dravid V. Microcantilever resonance-based DNA detection with
nanoparticle probes. Appl. Phys. Lett. 2003; 82:3562–62.
11. Chen H, Han J, Li J, Meyyappan M. Microelectronic DNA assay for the detection of
BRCA1 gene mutations. Biomed Microdevices 2004; 6:55–60.
12. Cui Y, Qingqiao W, Hongkun P. Lieber CM. Nanowire nanosensors for highly
sensitive and selective detection of biological and chemical species. Science 2001; 293:
1289–1292.
13. Heath JR, Phelps ME, Hood L. Nanotechnology presented as the gateway for the
transition from reductionist to systems biology. NanoSystems biology. Mol. Imaging
Biol. 2003; 5:312–325.

175

Pharmacologyonline 1: 166-180 (2009)

Newsletter

Bhatt Jigar D. and Patel Jagruti A.

14. Oyewumi MO, Mumper RJ. Comparison of cell uptake, biodistribution and tumor
retention of folate-coated and PEG-coated gadolinium nanoparticles in tumor-bearing
mice. J Control Rel. 2004; 24:613–626.
15. Schellenberger EA. et al. Annexin V-CLIO: a nanoparticle for detecting apoptosis by
MRI. Mol. Imaging 2002; 1:102–107.
16. Harishingani MG. et al. Noninvasive detection of clinically occult lymph-node
metastases in prostate cancer. N. Engl. J. Med. 2003; 348:2491–2499.
17. Winter PM, Lanza GM, Wickline SA. Molecular imaging of angiogenesis in earlystage atherosclerosis with αvβ3-integrin-targeted nanoparticles. Circulation 2003;
108:2270–2274.
18. Perez JM, Josephson L, Weissleder R. Viral-induced self-assembly of magnetic
nanoparticles allows the detection of viral particles in biological media. J. Am. Chem.
Soc. 2003; 125: 10192–10193.
19. Zhang, Y. & Shang, M. Self-assembled coatings on individual monodisperse
magnetite nanoparticles for efficient intracellular uptake. Biomed. Microdevices 2004; 6:
33–40.
20. Yan, F., Kopelman, R. & Reddy, R. Synthesis and characterization of silicaembedded iron oxide nanoparticles for magnetic resonance imaging. J. Nanosci.
Nanotechnol. 2004; 4:72–76.
21. Levy L, Bergey EJ, Prasad PN. Nanochemistry: synthesis and characterization of
multifunctional nanoclinics for biological applications. Chem. Mater. 2002; 14:3715–
3721.
22. Bergey EJ, Prasad PN. DC magnetic field induced magnetocytolysis of cancer cells
targeted by LH-RH magnetic nanoparticles in vitro. Biomed. Microdevices 2002; 4:293–
299.
23. May DJ, Allen JS, Ferrara KW. Dynamics and fragmentation of thick-shelled
microbubbles. IEEE Trans. Ultrason. Ferroelectr. Freq. Control 2002; 49:1400–1410.
24. Bloch SH, Wan M, Dayton PA, Ferrara KW. Optical observation of lipid- and
polymer-shelled ultrasound microbubble contrast agents. Appl. Phys. Lett. 2004; 84:631–
633.
25. Harishingani MG. et al. Noninvasive detection of clinically occult lymph-node
metastases in prostate cancer. N. Engl. J. Med. 2003; 348:2491–2499.
26. Santra S, Tan W. Conjugation of biomolecules with luminophore-doped silica
nanoparticles for photostable biomarkers. Anal. Chem. 2001; 73:4988–4993.
176

Pharmacologyonline 1: 166-180 (2009)

Newsletter

Bhatt Jigar D. and Patel Jagruti A.

27. Desai T. A. et al. Nanopore technology for biomedical applications. Biomed.
Microdevices 1999; 2:1–40.
28. Han J, Craighead HG. Separation of long DNA molecules in a microfabricated
entropic trap array. Science 2000; 288:1026–1029.
29. Meller, A. & Branton, D. Single molecule measurement of DNA transport through a
nanopore. Electrophoresis 2002; 23:2583–2591.
30. Kong J. et al. Nanotube molecular wires as chemical sensors. Science 2000; 287:
622–625.
31. Star A. et al. Preparation and properties of polymerwrapped single-walled carbon
nanotubes. Angew. Chem. Int. Engl. 2001; 40:1721–1725.
32. Woolley A, et al. Direct haplotyping of kilobase-size DNA using carbon nanotube
probes. Nature Biotech. 2000; 18:760–764
33. Park JW. Liposome-based drug delivery in breast cancer treatment. Breast Cancer
Res. 2002; 4:95–99.
34. Pirollo KF, et al. in Vector Targeting for Therapeutic Gene Delivery [eds Curiel, D.T.
& Douglas, J. T.] New York, Wiley and Sons, 2002:33–62.
35. Gilles EM, Frechet JMJ. Designing macromolecules for therapeutic applications:
Polyester dendrimerpolyethylene oxide ‘bow-tie’ hybrids with tunable molecular weights
and architecture. J. Am. Chem. Soc. 2002; 124:14137–14146.
36. Tomalia DA, et al. A new class of polymers: starburst dendritic macromolecules.
Polymer J. 1985; 17:117–132.
37 Oldenburg SJ, Jackson JB, Westcott SL, Halas NJ. Infrared Extinction Properties of
Gold Nanoshells. Appl. Phys. Lett. 1999; 111:2897-2899.
38. Weissleder R. A clearer vision for in vivo imaging. Nat. Biotechnol. 2001; 19:316317.
39. Hirsch LR, et al. Nanoshell-mediated near-infrared thermal therapy of tumors under
magnetic resonance guidance. Proc. Natl. Acad. Sci. 2003; 100[23]:13549-13554.
40. O’Neal DP, Hirsch LR, Halas NJ, Payne JD, West JL. Photo-thermal tumor ablation
in mice using near infrared-absorbing nanoparticles. Cancer Lett. 2004; 209[2]:171-176.

177

Pharmacologyonline 1: 166-180 (2009)

Newsletter

Bhatt Jigar D. and Patel Jagruti A.

41. Christopher L, Amanda L, Naomi H, Jennifer W, Rebekah D. Immunotargeted
Nanoshells for Integrated Cancer Imaging and Therapy Nano Letters. 2005; 5[4]:709711.
42. Chen AM, Scott MD. Current and Future Applications of Immunological Attenuation
via Pegylation of Cells and Tissue. BioDrugs 2001; 15[12]:833-847
43. Kommareddy S, Amiji M. Biodistribution and Pharmacokinetic Analysis of LongCirculation Thiolated Gelatin Nanoparticles Following Systemic Administration in Breast
Cancer-Bearing Mice. J Pharm Sci. 2007; 96[2]:397-407.
44. Devalapally H, Shenoy D, Little S, Langer R, Amiji M. Poly[ethylene oxide]modified poly[beta-amino ester] nanoparticles as a pH-sensitive system for tumortargeted delivery of hydrophobic drugs: part 3 Therapeutic efficacy and safety studies in
ovarian cancer xenograft model. Cancer Chemother Pharmacol 2007; 59:477-84.
45. Farokhzad OC, Cheng J, Teply BA. et al. Nanoparticle-aptamer bioconjugates result
in significant tumor reduction in vivo. Proc. Natl Acad Sci USA. 2006; 103[6]:63156320.
46. Ellington AD, Szostak JW. In vitro selection of RNA molecules that bind specific
ligands. Nature. 1990; 346:818-822.
47. Farokhzad OC, Karp JM, Langer R. Nanoparticle-aptamer bioconjugates for cancer
targeting. Expert Opin. Drug Deliv. 2006; 3:311-324.
48. Winter PM, Lanza GM, Wickline SA. Molecular imaging of angiogenesis in earlystage atherosclerosis with αvβ3-integrin-targeted nanoparticles. Circulation 2003; 108:
2270–2274.
49. Winter PM, et al. Molecular imaging of angiogenesis in nascent Vx-2 rabbit tumors
using a novel νß3-targeted nanoparticle and 1.5 tesla magnetic resonance imaging.
Cancer Res. 2003; 63:5838–5843.
50. Li KCP, Pandit SD, Guccione S, Bednarski MD. Molecular imaging applications in
nanomedicine. Biomed. Microdevices 2004; 6:113–116.
51. Li L. Knox SJ. A novel antiangiogenesis therapy using an integrin antagonist or antiFlk-1 antibody coated 90Ylabeled nanoparticles. Int. J. Oncol. Biol. Phys. 2004; 58:115–
122.
52. Cohen MH, Melnik K, Boiasrki A, Ferrari M. Martin FJ. Microfabrication of siliconbased nanoporous particulates for medical applications. Biomed. Microdevices 2003;
5:253–259.

178

Pharmacologyonline 1: 166-180 (2009)

Newsletter

Bhatt Jigar D. and Patel Jagruti A.

53. Martin FJ. Grove C. Microfabricated drug delivery systems: concepts to improve
clinical benefits. Biomed. Microdevices 2001; 3:97–101.
54. Tkachenko AG, Feldheim DL. Multifunctional gold nanoparticle–peptide complexes
for nuclear targeting. J. Am. Chem. Soc. 2003; 125:4700–4701.
55. May DJ, Allen JS, Ferrara KW. Dynamics and fragmentation of thick-shelled
microbubbles. IEEE Trans. Ultrason. Ferroelectr. Freq. Control 2002; 49:1400–1410.
56. Yan F, Kopelman R. The embedding of metatetra[ hydroxyphenyl]-chlorin into silica
nanoparticle platforms for photodynamic therapy and their singlet oxygen production and
pH-dependent optical properties. Photochem. Photobiol. 2003; 78:587–591.
57. Roy I, Bergey EJ, Prasad PN. Ceramic-based nanoparticles entrapping waterinsoluble photosensitizing anticancer drugs: a novel drug-carrier system for
photodynamic therapy. J. Am. Chem. Soc. 2003; 125:7860–7865.
58. Hirsch L R, Halas NJ, West JL. A whole blood immunoassay using gold nanoshells.
Anal. Chem. 2003; 75: 2377–2381.
59. Hirsch L R, Halas NJ, West JL. Nanoshell-mediated near-infrared thermal therapy of
tumors under magnetic resonance guidance. Proc. Natl Acad. Sci. USA 2003; 100:
13549–13554,.
60. O’Neal DP, Halas NJ, West JL. Photo-thermal tumor ablation in mice using near
infrared-absorbing nanoparticles. Cancer Lett. 2004; 209:171–176.
61. Neuwalt EA, et al. Imaging of iron oxide nanoparticles with MR and light
microscopy in patients with malignant brain tumors. Neuropathol. Appl. Neurobiol. 2004;
5:456–471.
62. Steiniger SC, Gelperina SE. Chemotherapy of glioblastoma in rats using doxorubicinloaded nanoparticles. Int. J. Cancer 2004; 109:759–767.
63. Lockman PR. Allen DD. Nanoparticle technology for drug deliver across the blood–
brain barrier. Drug Dev. Ind. Pharm. 2002; 28:1–13.
64. Lockman PR, Allen DD. Brain uptake of thiaminecoated nanoparticles. J. Control.
Release 2003; 93:271–282.
65. Koziara JM, Allen DD, Mumper RJ. In situ blood–brain barrier transport of
nanoparticles. Pharm. Res. 2003; 20:1772–1778.
66. Wu J, Akaka T, Maeda H. Modulation of enhanced permeability in tumor by a
bradykinine antagonist, a cyclooxygenase inhibitor. Cancer Res. 1998; 58:159–165.

179

Pharmacologyonline 1: 166-180 (2009)

Newsletter

Bhatt Jigar D. and Patel Jagruti A.

67. Chen H, Tochilin V, Langer R. Lecting-bearing polymerized liposomes as potential
oral vaccine carriers. Pharm. Res. 1996; 13:1378–1383.
68. Tao, S. L., Lubeley, M. W. & Desai, T. A. Bioadhesive polymethyl methacrylate
microdevices for controlled drug delivery. J. Control Rel. 2003; 88:215–228.
69. Derfus AM, Chan WCW, Bhatia SN. Probing the cytotoxicity of semiconductor
quantum dots. Nano Lett. 2004; 4:11–18.
70 Lee SC, Parthasarathy R, Botwin K, et al. Biochemical and immunological properties
of cytokines conjugated to dendritic polymers. Biomed Microdevices. 2004; 6:191-202.
71. Qi K. Wooley KL. Determination of the bioavailability of biotin conjugated onto
shell cross-linked [SCK] nanoparticles. J. Am. Chem. Soc. 2004; 126:6599–6607.
72. Higgins JP, Reed RA. Spectroscopic approach for on-line monitoring of particle size
during the processing of pharmaceutical nanoparticles. Anal. Chem. 2003; 75:1777–
1785.
73. Brocchini S, Duncan R. in Encyclopedia of Controlled Drug Delivery [ed.
Maliniowitz, E.] New York, Wiley, 1999:786–816.

180

