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Abstract  The prospects of nanotechnology in enhancing the quality of healthcare 
delivery cannot be overemphasized. Indeed, the advancement in nanotechnology is 
now a motivation for the increasing and wider acceptance of nanotechnology for 
applications in healthcare improvement particularly for diagnostic and therapeutic 
purposes. The use of nanotechnology to enhance the quality of pharmaceutical 
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delivery forms the bulk of the emerging field referred to as the nanopharmaceuti-
cals. This has created an interdisciplinary approach which has the potential of 
improving pharmaceutical delivery which is among the most promising and excit-
ing innovations in healthcare strategy. As revealed in this chapter, nanopharmaceu-
ticals offers remarkable prospects for improved healthcare delivery by reason of 
their additional potentials including increased surface area, enhanced solubility, 
increased oral bioavailability, dosage reduction and ease of attachment to functional 
groups amongst others. These unique features of nanopharmaceuticals are part of 
the merits which are conspicuously nonexistent with the conventional/traditional 
pharmaceuticals. Thus, this chapter discusses the nanopharmaceuticals vis-a-vis the 
applications and safety evaluations.

Keywords  Drug delivery and targeting · Nanomedicine · Nanomaterials · 
Nanotoxicology · Safety assessment

7.1  �Introduction

The pharmaceutical industry (PI) discovers, develops, produces, and markets drugs 
or pharmaceutical drugs for use as medications. Pharmaceutical companies may 
deal in generic or brand medications and medical devices. Pharmaceuticals are a 
vital part of human and/or animal survival, and its value has been associated with 
the balance between its effectiveness and side effects (Chan et  al. 2013). 
Pharmaceuticals contribute significantly to the health and well-being of both 
humans and animals. Consequently, the PI has a responsibility in ensuring balance 
in their efficacy, side effects, and cost value (Ding et al. 2013a). As a result, the PI 
is encumbered with research and development (R&D), productivity, and invest-
ments (Ding et al. 2013b). It is noteworthy that the PI is more highly regulated than 
any other industry so as to afford the maximal service and support to healthcare 
while also providing investor value.

Over the years, the PI has had a continuous growth of 4–7% per year, and it cur-
rently approaches a market scope of 1 trillion USD (Ding et  al. 2013a). The PI 
sustains itself by spending heavily on producing new prescription drugs through 
patents that make firms sponsor its expenses and also prevent competitions (Kappe 
2013). As at 2000, 802 million USD was the average requirement to develop a drug, 
and the financial requirement for R&D in 2008 was 50 billion USD, rising to 160 
billion USD in 2016 (DiMasi et al. 2003; Statista 2017). The increase in the cost of 
pharmaceutical R&D has been attributed to the need to cover the loss due to patent 
expiry, because this gives opportunities to generic drugs to compete (Paul et  al. 
2010; Kappe 2013). In the meantime, statistical studies suggest that the number of 
generic drugs in the market have increased from 18.6% of unit sales in 1984 to 78% 
in 2010 (Kappe 2013). Another reason for the increased cost in R&D is the continu-
ous increase in the amount needed to acquire a regulatory approval for new drugs 
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(DiMasi and Grabowski 2007). Further, the demand by healthcare practitioners and 
sponsors for new, improved, and cheaper drugs with extensive clinical reports on its 
properties has placed pressure and strain on the PI (Betz et al. 2013). In summary, 
comparative analysis of reports on the current status of the PI reveals that the indus-
try is plagued by concerns on its reliability and transparency in reference to drugs’ 
efficacy and safety, issues pertaining to patent expirations, increased regulatory 
demands, lower inflow of funds for R&D, lack of innovation, and technological and 
societal/environmental problems (Khanna 2012; Ding et  al. 2013a, b; Paul et  al. 
2010; Kappe 2013). Taken together, the PI needs to be more innovative in order to 
outgrow most of the limitations that threaten its survival. Perhaps the limitations 
bedeviling the PI have forced it to identify and pursue new ways of sustenance while 
being able to also add value to healthcare delivery at reasonable costs. Among the 
new strategies is the deployment of nanotechnological advancements for pharma-
ceutical purposes and this has birthed the emerging field of research currently 
termed nanopharmaceuticals (Pepic et al. 2014). A large number of innovations in 
health sector have been exploiting nanotechnology (Berkner et  al. 2016). 
Applications of nanotechnology for pharmaceutical purposes include the develop-
ment of efficient and intelligent drug delivery systems which possess the enhanced 
ability to bypass biological barriers and interact directly with target tissues. The use 
of nanotechnology for pharmaceutical development also enhances drug bioavail-
ability, stability, and action, thereby reducing the dosing frequency (Thakur and 
Agrawal 2015). Other areas of benefits include applications in vitro rapid and por-
table diagnostics (Pautler and Brenner 2010), in  vivo imaging, and as active 
implants.

7.2  �Nanopharmaceuticals

The development of various pharmaceutical dosage forms in the range of 
10–1000 nm using nanotechnological tools is referred to as naonopharmaceuticals 
or nanopharmaceutical dosage forms. Nanopharmaceuticals also comprise colloidal 
drug delivery carriers not exceeding 1000 nm in size (Bawa 2008; Gaur and Bhatia 
2008). A recent definition describes nanopharmaceuticals as pharmaceuticals in 
which the nanomaterial plays the pivotal therapeutic role or adds additional func-
tionality to the previous compound (Rivera et al. 2010). In a recent review, Weissig 
et al. (2014) proposed that prospective nanopharmaceuticals must satisfy the dual 
conditions of being manufactured via a nanoengineering process and an inherent 
therapeutic activity of the nanomaterial.

There are two types of nanopharmaceuticals: [i] those where the therapeutic mol-
ecules are themselves the drug (i.e., the therapeutic compound itself also functions 
as its own carrier) and [ii] those where the therapeutic molecules are directly cou-
pled (functionalized, entrapped, or coated) to a nanoparticle carrier. As there is no 
universal nomenclature system for the classification of nanopharmaceuticals, differ-
ent nanoscale structures of different shapes are often classified as 
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nanopharmaceuticals. In fact, some of the common shapes of nanopharmaceuticals 
include spheres (hollow or solid), tubules, particles (solid or porous), and tree-like 
branched macromolecules (Bawa 2008, 2009).

7.2.1  �Applications of Nanopharmaceuticals

Materials in sizes ranging from about one nanometer up to several hundred nanome-
ters exhibit interesting physical properties that are different from bulkier scales and, 
hence, present prospects for novel applications in medicine. Indeed, nanotechnol-
ogy has played key role in the new lift and approach used in Science globally. It has 
brought scientific innovations at the intersection of engineering, medicine, and bio-
technology (Bawa 2011). In recent times, the nanopharmaceuticals have been 
receiving attention due to their potential to reform drug delivery systems (Park 
2007; 2017). Researchers have implicated nanopharmaceuticals for drug delivery 
and therapeutics (Adeyemi and Sulaiman 2015; Bawarski et al. 2008; Peer et al. 
2007; Wagner et al. 2006), as well as for the enhancement of drug solubility and 
increase in drug half-life, among others (Pepic et al. 2014). Further, nanostructures 
like solid nanoparticles, polymeric micelles, quantum dots, and dendrimers have 
been explored for therapeutic and/or diagnostic purposes in conditions like infec-
tious diseases, cancer, and pain (Bawarski et al. 2008; Pepic et al. 2014).

A recurring dilemma of pharmaceutical delivery is the accurate targeting of the 
pharmaceutical to the cells or tissues of choice. Since this is generally unachievable, 
active agents have to be administered in excessively high doses, thereby increasing 
the likelihood of toxicity. Nanopharmaceuticals have enormous potential in address-
ing this failure of traditional therapeutics. This precision targeting reduces toxic 
systemic side effects, resulting in better patient compliance. Also, a great number of 
drugs are unable to transverse the tight epithelial junctions of skin and taut endothe-
lial interface of blood-brain barrier. However, with the advent of nanopharmaceuti-
cal delivery systems, drugs can be targeted to every part of the body (Ali et  al. 
2013). Compared to traditional pharmaceuticals, nanopharmaceuticals possess the 
following advantages (Bawa 2008):

	(a)	 Increased surface area
	(b)	 Enhanced solubility
	(c)	 Increased oral bioavailability
	(d)	 Dosage reduction
	(e)	 Ease of attachment to functional groups

Moreover, nanotechnology has been implicated for prospects in the integration of 
diagnostics with therapeutics and the facilitation of the development of specific 
therapeutics best suited for an individual (Jain 2008).
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7.2.2  �Drug Delivery

Recently, use of nanopharmaceuticals has been reported as potentially circumvent-
ing the inability of conventional drugs to deliver effective drug dose at target sites 
during diseases treatment or control (Namdari et al. 2017). Rapoport (2007) reported 
the use of polymeric micelles for anticancer drug delivery. The author described 
polymeric micelles as spherically shaped core-shell structure with a hydrophobic 
core and hydrophilic shell as shown in Fig. 7.1. They are unique for their core-shell 
structure and can be conjugated with other functional groups. In drug delivery con-
cept, the most commonly used hydrophilic group in polymeric micelle is the 
poly(ethylene oxide) which has the ability of reducing residence time by way of 
preventing micelle opsonization. This has great advantage in targeting tumor cells 
as it promotes permeability and retention effect (Rapoport 2007). Since most known 
anticancer agents have low aqueous solubility, polymeric micelles deployed as 
nanopharmaceuticals are used as solubilizing agents to increase the solubility of 
these anticancer agents. This is one of the most important applications of nanophar-
maceuticals. Presently, this has given room to the encapsulation of hydrophobic 
drugs in micelle cores for proper targeting of disease sites.

Foldvari and Bagonluri (2008) also reported the use of carbon nanotubes (CNTs) 
in drug delivery. CNTs have the ability to perform controlled and targeted drug 
delivery which can be achieved via interaction with pharmaceutical agents in three 
ways. Firstly, the interaction can be viewed as a porous absorbent to entrap active 
pharmaceutical agents within CNTs mesh or CNTs bundle (Fig. 7.2a); secondly, it 
could be via functional attachment of active pharmaceutical agents to the exterior 

Fig. 7.1  Schematic 
representation of block 
copolymer micelle; 
lipophilic drug (red color) 
is encapsulated in the 
micelle core. The 
core-shell structure can be 
conjugated with other 
functional groups 
(Rapoport 2007)
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walls of CNTs (Fig. 7.2b); and, thirdly, this can be achieved using CNTs channels 
as nanocatheters (Fig. 7.2c). As nanopharmaceuticals, CNTs can be applied more 
specifically by controlling the conjugation of active pharmaceutical agents on it 
rather than making use of the bulk property of CNTs. Such conjugation can be car-
ried out either exohedrally or endohedrally. In exohedral conjugation, the active 
pharmaceutical agents are bonded to the exterior of the CNTs for delivery into the 
cells but when endohedral, the active agents are encapsulated and transported 
through the inner cavities of the CNTs to the target site of delivery.

7.2.3  �Cell Imaging Agents

Cellular imaging, defined as the use of a system/technology capable of visualizing 
a cell population, single cell or subcellular structures, applied in combination with 
image-analysis tools, is emerging as a crucial tool enabling the integration of bio-
logical complexity into drug discovery. Detection systems include microscopes, 
fluorescence macro-confocal detectors and fluorometric imaging plate readers 
(FLIPR) used with charge-coupled device (CCD) cameras. These systems generate 
a two-dimensional pixel array of information (a digital image) extracted from a 
particular biological event or tissue type. Various image-analysis tools have been 
developed to process the information in the digital image into meaningful parame-
ters (Lang et al. 2006). Presence of nanopharmaceuticals in living organisms has 
revealed the involvement of nanopharmaceuticals in the differentiation of cells, 
cell–cell and host–pathogen interactions, immune response, etc. (Corfield and Berry 
2015; Jones 2015; Pinho and Reis 2015). Studies have also revealed that the occur-
rence of specific structure of nanopharmaceutical agent correlates with disease inva-
sion and the capacity to metastasize target organs at specific site which is an 
indication that nanopharmaceuticals can be used as disease biomarkers to screen, 
predict, monitor, and/or diagnose diseases most especially at early stage (Christiansen 

Fig. 7.2  Schematic representation of (a) a bundle of CNTs as a porous matrix encapsulating drug 
molecules between the grooves of individual CNTs, (b) moieties attached to the exterior of a CNT 
either by covalent bonding to the CNT wall or by hydrophobic interaction of moieties with the 
CNT walls, and (c) the encapsulation of moieties within the internal nanochannel of a CNT 
(Foldvari and Bagonluri 2008)
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et al. 2014; Dosekova et al. 2017). The principle of operation during cell imaging is 
based on selective delivery which makes use of binding receptors. Theranostic con-
cept has been used overtime. For practical and clinical applications, Webster et al. 
(2015) suggested that theranostic nanomaterials should effectively combine thera-
peutic agents, targeting moieties, and imaging agents. However, there are situations 
where the nanopharmaceutical agent is self-imaging. In this case, the nanopharma-
ceutical agent does not require the presence of a binding receptor due to its ability 
to fluorescence (An et al. 2015; Dosekova et al. 2017). This has brought a major 
enhancement to the use of NMRi (nuclear magnetic resonance imaging) and com-
puted tomography imaging of tissue or single cell. Theranostic medicines can pro-
vide insights into the availability of a molecular target in the tissue, the vascular 
permeability and retention of the molecule, the drug release from the particle, and 
the response of the target tissue (Kiessling et al. 2014). A recent study provided 
insight on the application of magnetic targeting and pH-responsive lipophilic anti-
cancer drug delivery. A theranostic nanocage system, formed from biogenically 
synthesized Fe3O4 nanoparticles and decorated with an anticancer drug and a 
saponin-based biosurfactant, was developed for the targeted delivery of two anti-
cancer agents: camptothecin and luotonin A.  These theranostic nanocomposites 
showed better chemotherapeutic efficacy when examined in MCF-7 and HeLa can-
cer cell lines with a specific targeting capacity (Kesavan et al. 2018). Additionally, 
a prostate-specific membrane antigen targeted gold nanoparticle for theranostics of 
prostate cancer has been synthesized. The theranostic agent, AuNP-5kPEG-
PSMA-1-Pc4, loaded with a fluorescent photodynamic therapy drug, Pc4, is envi-
sioned to provide surgical guidance for prostate tumor resection and therapeutic 
intervention when surgery is insufficient (Mangadlao et al. 2018).

Targeted magnetic nanoparticles (MNPs) have also found use in noninvasive 
molecular imaging and therapy. They can be used as target-specific agents, to selec-
tively enhance the contrast in molecular level, if functionalized, for instance, by incor-
porating them with antibodies. Targeted compounds improve the lesion detectability of 
certain pathologies and more importantly provide the localized therapy as drug deliv-
ery systems (Amiri et al. 2013). Targeted MNPs have been used to detect Aβ plaques 
of Alzheimer’s disease (AD). For instance, Poduslo et al. (2002) targeted amyloid-β 
plaques of AD using a putrescine-gadolinium-amyloid-beta peptide probe detectable 
by magnetic resonance imaging. According to their study, the plaque-to-background 
tissue contrast-to-noise ratio, which was precisely correlated with histologically 
stained plaques, was enhanced more than ninefold in regions of cortex and hippocam-
pus following intravenous administration of this probe in AD transgenic mice.

7.2.4  �Cancer Treatment

Cancer is a leading cause of death worldwide in countries of all income levels. To 
add to the existing burden, the number of cancer cases and deaths is expected to 
grow rapidly as populations grow, age, and adopt lifestyle behaviors that increase 
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cancer risk (Torre et al. 2016). Cancer, which is characterized by uncontrolled pro-
liferation of cells and dysregulation of the apoptotic mechanism, requires very com-
plex process of treatment. Because of complexity in genetic and phenotypic levels, 
it shows clinical diversity and therapeutic resistance. A variety of approaches, 
including surgical removal, chemotherapy, radiation, and hormone therapy, are cur-
rently deployed in cancer treatment. Unfortunately, each of them has some signifi-
cant limitations and side effects. Chemotherapy, for example, which involves the 
delivering of anticancer drugs systemically to patients, suffers from nonspecific 
targeting and poor delivery of these agents (Jabir et al. 2012; Zhao and Rodriguez 
2013). Nanopharmaceuticals, through passive and active targeting, have been 
designed to overcome lack of selectivity and aqueous solubility deficiencies of con-
ventional cancer chemotherapy. Selected delivery systems used to achieve passive 
targeting are liposomes, polymeric nanoparticles, nanocrystals, inorganic nanopar-
ticles, micelles, dendrimers, etc. Active targeting involves conjugation of targeting 
molecules (like antibodies, ligands, peptides, nucleic acids, etc.) on the surface of 
nanoparticles with receptors overexpressed on a tumor cell surface (Van Vlerken 
et  al. 2007; Lammers et  al. 2008; Gullotti and Yeo 2009). When conventional 
nanoparticles are used as carriers in chemotherapy, the cytostatic drug is usually 
delivered to the mononuclear phagocytes system by endocytosis/phagocytosis of 
their tissue localized macrophages (Moghimi et al. 2005). Moreover, enhanced che-
motherapy with nanopharmaceutical formulations has been shown when treating 
cancers, such as breast (Goldman et al. 2017; Park 2017), ovarian, (McQuarrie et al. 
2004) and lung (Das et al. 2016). The underlying mechanism is that nanopharma-
ceuticals trapped by organs of the mononuclear phagocyte system are able to work 
as a pool and release anticancer agents to cancerous cells. Apart from nontargeted 
drug delivery, tumor drug resistance is another key concern in conventional chemo-
therapy. In many cancer types, nearly 40–50% of the patients diagnosed with cancer 
has P-glycoprotein overexpression in the malignant tissues. A defining strategy used 
to overcome P-glycoprotein-mediated multidrug resistance is to encapsulate antitu-
mor drugs with various drug delivery systems, including N-(2-hydroxypropyl) 
methacrylamide drug conjugates, micelles, hybrid lipid nanoparticles, lipid-based 
nanocapsules and nanoparticles, liposomes, and cyanoacrylate-type nanoparticles. 
Reported mechanisms included enhancement of cellular uptake of drug via endocy-
tosis and ion-pair formation, ATP depletion, influence of function and expression of 
P-glycoprotein, and change of P-glycoprotein downstream signaling pathways 
(Dong and Mumper 2010).

Among a wide variety of proposed nanopharmaceuticals, only a handful has 
been approved for use in the treatment of cancer. Doxil, with the brand name 
Caelyx®, was obtained by encapsulating doxorubicin within liposomes. This nano-
formulation boosted pharmacokinetic indices such as longer circulation half-life 
and maximal drug accumulation in target tissues. Clinical validation of the use of 
doxil in the treatment of metastatic breast cancer, ovarian cancer, and multiple 
myeloma has been reported. The non-PEGylated liposomal doxorubicin formula-
tions, Myocet and DaunoXome, have also been used for the treatment of metastatic 
breast cancer and Kaposi sarcoma, respectively. Abraxane, a co-condensate of 
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albumin and paclitaxel, is another nanopharmaceutical which has demonstrated sig-
nificantly higher tumor response rates and longer times to tumor progression in 
patients with metastatic breast cancer (Huynh et al. 2009; Gradishar et al. 2005; 
Montana et  al. 2011). Several strategies have also been adopted to enhance the 
effects of anticancer agents. Previous works reported potential therapeutic agents 
with high electron density which allowed the deposit of large amounts of energy 
within living cells due to ionization (Weissig and Guzman-Villanueva 2015; Marill 
et al. 2014). When activated by a radiation source, these potential therapeutic agents 
generate high amounts of reactive oxygen species when they find their way into 
tumor resulting in cellular damage (Weissig and Guzman-Villanueva 2015; Marill 
et al. 2014), this is illustrated in Fig. 7.3. Surface modified promising therapeutic 
agents are currently being screened as radio-enhancer for treatment of tumors, this 
ongoing research has shown high prospect with the hope of a better healthy living. 
Presently, there are ongoing trial studies on metal-based therapeutic agents for 
biopsy. Antigen-specific ligands have been employed in surface modification of 
nanomaterials as nanopharmaceutical agents in active targeting approach. Several 
studies have revealed the prospect of nanopharmaceuticals as agents for biopsy, 
most of the studies have shown promising results (Adolphi et  al. 2010; Jaetao 
et al. 2009).

Fig. 7.3  Schematic representation of the radio enhancement mechanism of NBTXR3 nanoparti-
cles in cancer cells after an intratumoral injection. When activated by a radiation source, these 
potential therapeutic agents generate high amounts of reactive oxygen species when they find their 
way into tumor resulting in cellular damage. (Weissig and Guzman-Villanueva 2015)
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7.2.5  �HIV/AIDS Treatment

Despite concerted efforts at mitigating the acquired immune deficiency syndrome 
(AIDS) menace, millions of individuals worldwide are still HIV-1-infected and rate 
of new infections remain unabated. Antiretroviral therapy (ART) effectively con-
trols viremia in virtually all HIV patients and partially restores the primary host cell 
(CD4+ T cells) but fails to eliminate HIV-1 from latently infected T cells (Gandhi 
et al. 2010). In latently infected CD4+ T cells, integrated proviral DNA copies per-
sist in a dormant state but can be reactivated to produce replication-competent virus 
when T cells are activated, resulting in rapid viral rebound upon interruption of 
antiretroviral treatment. Therefore, most HIV-infected individuals, even those who 
respond very well to ART, must maintain lifelong ART due to the ability of virus to 
establish anatomical or cellular reservoirs which escape the action of antiviral drugs 
(Kaminski et al. 2016).

These reservoirs include the following (Clarke et al. 2000):

	(a)	 Extracellular virions trapped on the surface of follicular dendritic cells within 
the lymphoid tissue

	(b)	 Latently infected and resting CD4+ T cells
	(c)	 Microglial cells of the brain, pulmonary alveolar macrophages of the lung, and 

macrophages within the spleen and lymph nodes
	(d)	 Brain tissues, such as the brain

Many antiviral drugs present problems that reduce their efficacy, such as limited 
solubility, a short half-life or slow, incomplete or highly variable absorption. 
Consequently, high doses and frequent administration are required that, in turn, can 
negatively affect patient compliance, causing severe side effects. Besides solubility 
and permeability, other factors that affect the oral bioavailability of an antiviral 
include the action of intestinal metabolizing enzymes, efflux transporters, and food. 
The oral administration of an antiviral with a low or variable bioavailability thus 
requires the use of higher doses and prolonged treatment durations in order to eradi-
cate the virus. Another problem of antiviral agents is that the chronic treatment with 
such drugs can produce moderate levels of drug toxicity, which might lead to seri-
ous complications in the patient. Moreover, prolonged antiviral therapy increases 
the likelihood of drug-resistant virus strains emerging (Emery 2001; Sharma and 
Garg 2010; Williams and Sinko 1999).

To improve the therapeutic activity of currently available antivirals, it is possible 
to change the conventional dosage forms, either by modification of their formula-
tions or by the design of novel nanopharmaceuticals. As with conventional drugs, a 
major concern of deploying nanopharmaceuticals in treatment and prevention of 
disease is the ability to reach target site(s) in their active form. This challenge may 
be overcome by optimizing the physicochemical properties of the nanopharmaceu-
tical or by modifying its surface by attachment of ligands or agents that prevent 
opsonization, in order to facilitate transport across membranes or enable targeting 
(Alexis et al. 2008).
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Dou and coworkers (2007) showed that effective delivery to various tissues could 
be achieved with a nanosuspension of the drug indinavir, stabilized by a Lipoid 80 
surfactant system. The indinavir nanosuspensions were loaded into macrophages, 
and their uptake was investigated in mice. Results showed high distribution of the 
drug in the lungs, liver, and spleen. More significantly, the intravenous administra-
tion of a single dose of the nanoparticle-loaded macrophages in a rodent mouse 
model of HIV brain infection resulted in significant antiviral activity in the brain 
and produced measureable drug levels in the blood up to 14  days posttreatment 
(Dou et al. 2009). Furthermore, macrophages, which are the major HIV reservoir 
cells, have various receptors on their surface such as formyl peptide, mannose, 
galactose, and Fc receptors, which could be utilized for receptor-mediated internal-
ization. The drug stavudine was encapsulated using various liposomes (120–200 nm) 
conjugated with mannose and galactose, resulting in increased cellular uptake com-
pared with free drug or plain liposomes and generating significant level of the drug 
in the liver, spleen, and lungs. The drug zidovudine, with half-life of 1 h and low 
solubility, was also encapsulated in a mannose-targeted liposome made from stea-
rylamine, showing increased localization in lymph node and spleen. In another 
study, the drug efavirenz was delivered to monocytes and macrophages in  vitro 
using a mannose-targeted poly(propyleneimine) dendrimer nanocarrier. The tar-
geted nanocarrier resulted in 12-fold increase in cellular uptake compared with free 
drug. A similar system was used to deliver the drug lamivudine in vitro, resulting in 
significantly higher anti-HIV activity for the targeted and nontargeted dendrimer 
systems compared with free drugs (Dutta and Jain 2007; Dutta et al. 2007; Kaur 
et al. 2008). Hopefully, these nanopharmaceuticals would present the needed plat-
forms for improving targeted delivery of antiretroviral drugs to the cellular and 
anatomical reservoirs of HIV.

7.2.6  �Intravaginal Microbicides

Intravaginal application of drugs has long been of interest to researchers, who had 
explored it for the local delivery of therapeutic agents such antimicrobials (Vanić 
and Škalko-Basnet 2013). Intravaginal route of drug administration bypasses the 
gastrointestinal tract and delivers directly into the vagina. This avoids loss of active 
compound through incomplete absorption or degradation in the acidic environment 
of the stomach and duodenum or bacterial flora in the gut. More importantly, the 
first-pass effect in the liver, which could have resulted in structural modifications of 
the nanopharmaceutical, is circumvented. The vagina could also provide a platform 
for systemic treatment if drug is resorbed through the vaginal venous plexus into the 
body. The vaginal venous plexus empties into the iliac or hemorrhoidal veins that do 
not pass the liver circulation, thus avoiding the first-pass effect. But vaginal route of 
administration is not a straightforward approach. Drug formulations for vaginal 
application must be retained at the site for the sufficient period, in spite of the nor-
mal vaginal clearance and discharge. To achieve an optimal retention, 
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mucoadhesive and muco-penetrative delivery systems have been explored. However, 
the presence of cross-linked mucin fibers limits drug penetration across the vaginal 
tract. In order to penetrate the mucus, delivery vehicles must be small enough to 
overcome significant physical hindrance by the dense mucin fiber mesh (Ensign 
et al. 2014; Katz et al. 2011). Nanopharmaceuticals offer an opportunity to achieve 
uniform epithelial delivery to the vagina. The choice of optimal nanocarrier will be 
dependent on the characteristics of the particular drug and expected dosage regimen 
of the therapy. Since majority of the drugs of interest for vaginal administration 
have limited solubility, nanocarriers that can solubilize these drugs enhance their 
bioavailability. In addition, nanopharmaceutical formulations could increase the 
retention time of the drugs at the vaginal site if composed of substances capable of 
promoting mucoadhesion (Caramella et al. 2015; Wong et al. 2014). Additionally, 
the small size of nano-agents facilitates their cellular internalization and release of 
the drug directly to the cytosol.

Furthermore, the small size of nanoparticles means that some of these particles 
can interact with viral agents and thus may offer protection against STDs such as 
HIV (Notario et al. 2017). For example, studies have demonstrated in vitro viral 
adhesion with silver nanoparticles, while silver-coated PVP nanoparticles have 
demonstrated antiviral activity ex vivo at nontoxic concentrations (Lara et al. 2010). 
Their large surface area improves the dissolution and absorption of slightly soluble 
drugs and also allows optimization of these nanoparticles according to their func-
tionalization; they can bind to specific targets by multivalent conjugations and 
attach at the drug release site. These nanosystems can either exhibit HIV inhibitory 
activity by themselves or serve as a vehicle for drug delivery. Recent research has 
focused on the possibility of developing microbicides based on nanoparticles for 
HIV prevention (Notario et al. 2017). These nanoparticles consist of cross-linked 
polymer chains formed thanks to crosslinking agents, creating a structure within 
which to load the drug. Nanoparticles have been loaded with antiretroviral microbi-
cides such as dapivirine (DPV) and tenofovir (TFV) in order to improve cellular 
internalization of the microbicides (Yang et al. 2013). PLGA nanoparticles loaded 
with the antiretroviral drug saquinavir have been conjugated to the anti-CD4 anti-
body. The nanoparticles thus bind to the CD4+ immune cells, and the drug is specifi-
cally released inside them. Nanoparticles of PLGA and methacrylic acid copolymer 
(Eudragit® S-100) have been loaded with TFV and are capable of releasing the drug 
in a pH-dependent manner in the presence of seminal fluid (Zhang et  al. 2011). 
Another example of release in response to stimuli is the nanoparticles of hyaluronic 
acid loaded with TFV, which release the drug in the presence of semen due to the 
degradation of hyaluronic acid in the presence of the enzyme hyaluronidase 
(Agrahari et  al. 2014). An alternative option is to include the nanoparticles in a 
stimuli-sensitive dosage form, such as temperature-sensitive gels that are liquid at 
room temperature, convenient to apply and gain consistency at body temperature, 
thus avoiding vaginal seepage after application and maintaining the nanoparticles in 
contact with the mucosa for longer. Formulations with PLGA nanoparticles loaded 
with TFV or with rilpivirine (Destache et al. 2016) have been developed using these 
gels. For all these reasons, despite the current scarcity of microbicides based on 
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nanosystems for the prevention of HIV, coming years will see a boom in research in 
this field, since nanoparticles provide a delivery strategy for targeted and controlled 
delivery of drugs to the vagina (Notario et al. 2017).

7.2.7  �Enhancement of Anticancer Agents

Previous works reported potential therapeutic agents with high electron density 
which allowed the deposit of large amounts of energy within living cells due to 
ionization (Weissig and Guzman-Villanueva 2015; Marill et al. 2014). When acti-
vated by a radiation source, these potential therapeutic agents generate high amounts 
of reactive oxygen species when they find their way into tumor resulting in cellular 
damage (Weissig and Guzman-Villanueva 2015; Marill et al. 2014), this is illus-
trated in Fig. 7.3. Surface modified promising therapeutic agents are currently being 
screened as radio-enhancer for treatment of tumors, this ongoing research has 
shown high prospect with the hope of a better healthy living. Presently, there are 
ongoing trial studies on metal-based therapeutic agents for biopsy. Antigen-specific 
ligands have been employed in surface modification of nanomaterials as nanophar-
maceutical agents in active targeting approach. Several studies have revealed the 
prospect of nanopharmaceuticals as agents for biopsy; most of the studies have 
shown promising results (Adolphi et al. 2010; Jaetao et al. 2009).

7.3  �Safety Evaluations

It is undeniable that nanotechnology has the potential to appreciably lower drug 
production costs, while providing prospects for success in areas where the tradi-
tional pharmaceuticals have failed (Moghimi et al. 2011). Thus the emerging field 
of nanopharmaceuticals is increasingly being accepted globally. However, there are 
still safety concerns as well as potential of the unknown complications that may 
arise as a result of long-term exposure to nanoformulations (Cao and Sim 2007; 
Bawarski et al. 2008; Pepic et al. 2014). Though the safety concerns associated with 
the use of nanopharmaceuticals may be overshadowed by the benefits and prospects 
that the nanopharmaceuticals offer, nevertheless, these concerns are real and, there-
fore, necessitate consideration.

The physical and chemical properties of materials tend to become very different 
from those of their parent compounds when they become highly reduced in size 
(Ray et al. 2009). Exposure to nanomaterials may proceed through inhalation (respi-
ratory tract), topical application (skin contact), intravitreal, transscleral, supracho-
roidal, subretinal, oral administration (ingestion), and injection (blood circulation) 
routes (Oberdorster et al. 2005; Kompella et al. 2013). Due to their extremely small 
dimensions and large surface-to-volume ratio, nanomaterials may gain assess into 
both the circulatory and lymphatic systems and induce irreversible injuries through 
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promotion of oxidative stress (Fu et al. 2014). Therefore, in a bid to maximize the 
benefits and minimize the potential harms that could be caused by exposure to nano-
materials, it becomes expedient to consider the safety impacts of nanopharmaceuti-
cals through the lens of public health (Pautler and Brenner 2010). For the safe 
development of nanotechnology and the safe use of commercial nanomaterials, 
investigations regarding the toxicity and safety profiling of nanomaterials are 
needed (Fu et al. 2014).

7.3.1  �Potential Health Risk

At the cellular level, nanomaterials could interact with vital cell components such as 
the nucleus, mitochondria, and membrane and thus exert adverse effects such as 
damage to organelles or DNA, apoptosis, oxidative stress, mutagenesis, and protein 
up-/downregulation (Pan et al. 2009). The toxicity profiling of nanomaterials has 
been investigated in vitro by studying the effects of the nanomaterials on cell culture 
over a given period of time, e.g., 24–48 h. Effects such as cell proliferation and 
survival, membrane permeability, inflammatory cytokine levels, and ATP produc-
tion have been reported (Mo et al. 2007). However, considering the complexity of a 
whole organism as compared to that of a single cell, the safety evaluation of nano-
pharmaceuticals in vivo is more dependable and should be sought for. The evalua-
tion in the whole animal should include investigation of general health indicators 
such as weight loss, mortality percentage, average life span, and behavioral abnor-
mality (Alkilany and Murphy 2010). As with the conventional pharmaceuticals, the 
absorption, biodistribution, metabolism, and excretion of nanopharmaceuticals 
must be explored and put into consideration prior to acceptance by regulatory bod-
ies (Alkilany and Murphy 2010). Important pharmacokinetic parameters such as the 
volume of distribution (Vd), maximum plasma concentration (Cmax), half time in the 
blood (t½), and total body clearance (Cl) are also necessary, and these can also be 
obtained by the application of classical pharmacokinetic models (Cho et al. 2009).

Currently, the most sought-after emerging therapeutics in biomedical applica-
tions include the biocompatible and biodegradable nanomaterials. It is wisdom that 
carrier materials for pharmaceutics should ideally be easily metabolized to safe 
products in order to afford ease of clearance from the system, or if the material is 
intended to remain in the body, it should be inert, biocompatible, with no adverse 
effects even after a long-time exposure. Organic materials such as carbohydrates, 
lipids, and proteins are being used in the preparation of nanomedicines, as well as 
inorganic compounds such as gold and porous silica. However, toxicity concern 
arises with the use of inorganic materials as they persist without breaking down 
unlike the organic materials. The key physicochemical properties influencing the 
biocompatibility of nanomaterials include the composition, shape, size, surface 
charge, surface modifications, and lipophilicity (McNeil 2005). Also, the route of 
administration, dose, dose frequency, and patient idiosyncrasies should be put into 
consideration in order to minimize potential toxicity.
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For example, the mechanism of the clearance of a nanomaterial, following peri-
ocular administration, was recently investigated in live and dead animals (Amrite 
and Kompella 2005; Amrite et al. 2008). According to their reports, at 6-h post-
administration of nanomaterials in both living and dead animals, only 45% of the 
nanomaterial was retained at the periocular site in living animals, while 77% was 
retained in the dead animals. The percent retained in dead animals was however 
close to the observed retention immediately after dosing. Their results further 
revealed a possible breakdown of some of the transport barriers in the dead animals 
as the tissue level of the nanomaterials in the sclera-choroid were 19-fold higher in 
the dead animals than the live animals. Again, the particles were found in the retina 
and vitreous of the dead animals but absent in the live animals (Amrite et al. 2008). 
Perhaps, the role played by the reticuloendothelial system (RES) in the clearance of 
intravenous injection of particulate systems cannot be over emphasized (Gèze et al. 
2007; Schipper et al. 2009). In separate studies with fluorescent latex particles (size 
200 nm) where particles were instilled into the conjunctival cul-de-sac, the conjunc-
tival follicle-associated epithelium in rabbits was able to bind to and translocate 
particles. The visualization of the translocated particles in the cervical lymph nodes 
after being translocated from the conjunctival epithelium was an indication of the 
role of the lymphatic circulation in the clearance of these particles (Liu et al. 2005). 
The presence of inflammatory cells as observed in the histological sections of peri-
ocular tissue 60 days following the administration of 200 and 2000 nm particles 
suggests the possibility of the inflammatory cells playing a role in the clearance of 
the particle after administration (Amrite and Kompella 2005). Taken together, the 
potential risks posed by nanomaterials seem to be dependent on the route of deliv-
ery, the nanoparticle composition, and target tissue. These risks include immune 
stimulation, immunosuppression, inflammation (Zolnik et  al. 2010), aggregation, 
membrane disruption, accumulation in nontarget tissues (Panessa-Warren et  al. 
2009), hemolysis, generation of oxidative stress (Medina et al. 2007), and adsorp-
tion of plasma proteins onto the surface. A summary of the health risk of nanophar-
maceuticals is presented in Table 7.1.

7.3.2  �Environmental Risks

Understanding the implications of the process of syntheses, products, and byprod-
ucts of nanotechnology on the environment and human health is crucial to its 
acceptable utilization. With over 1000 nano-enabled consumer products in the mar-
ket, knowledge gaps still exist regarding their fate and transportation within humans, 
the environment, and ecosystems (The Project on Emerging Nanotechnologies 
Consumer Products 2010). Some nanoparticles appear to persist more in the envi-
ronment than others, hence, the need to explore and obtain more information as 
touching risk assessment and management (Kahru and Dubourguier 2010). Further, 
many topical creams which are intended for direct application, for example, sun-
screens, contain nanoparticles (The Project on Emerging Nanotechnologies Health 
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and fitness 2010). Some of these materials could be absorbed through the epidermis, 
while, some, while being washed off, enter into the public waste water systems. 
Also, nanomaterial utilized for medical interventions have multiple entry points into 
the environment; while some nano-enabled drug products are excreted into waste 

Table 7.1  Summary of in vitro and in vivo nanoparticle toxicity

Nanoparticle Side effect

Experimental 
model/organ/
tissue References

AgNP; 1, 10, and 
100 μg/ml; incubated at 
1, 4, and 24 h

No hemolysis observed for 1 and 
10 μg/ml washed red blood cell, 
hemolysis observed for 100 μg/
ml washed red blood cell 
incubated at 24 h

In vitro red blood 
cell

Laloy et al. 
(2014)

AgNP Chromosome instability In vitro normal 
human lung 
fibroblast

AshaRani 
et al. 2009

AgNP Mitotic arrest (although normal 
human fibroblast eventually 
recovered while cancer cells did 
not recover)

In vitro normal 
human lung 
fibroblast

AshaRani 
et al. 2009

AgNP Alterations in cell morphology In vitro normal 
human lung 
fibroblast

AshaRani 
et al. 2009

AgNP Oxidative stress and apoptosis Rat liver cell Hussain et al. 
(2005)

AuNP; 4, 12 & 18 nm; 
spherical; 0.001–
0.25 μM; 72 h 
incubation period

Nontoxic K562 human 
leukemia cell line

Connor et al. 
(2005)

AuNP Nontoxic Dendritic cells Villiers et al. 
(2009)

AuNP; 2 nm, spherical, 
quaternary ammonium, 
carboxylic acid. 
0.38–3 μM dose; 
incubation time 1–24 h

Cationic nanoparticles were toxic 
while anionic were not

COS-1 
mammalian cells, 
red blood cells, E. 
coli

Goodman 
et al. (2004)

AuNP; 10, 50, 100, 
250 nm; spherical; 
intravenously 
administered; 
77–108 μg/rat

No side effect. Most 
nanoparticles were found in 
spleen and the liver; the 10 nm 
particles were also found in the 
brain, heart, kidney, testis, and 
thymus

Rat liver, spleen, 
brain, and heart

De Jong et al. 
(2008)

AuNP; spherical; 
0–4 mM dose, 24–144 h 
incubation time

Decreased cell proliferation rate, 
adhesion and motility

Human dermal 
fibroblast

Pernodet et al. 
(2006)

AuNP; 15–20 nm; 
spherical; intravenous 
0.8–1.88 mg/gold/kg

AuNP accumulated. No 
hematological or renal side 
effects

Pig liver, lung, 
kidney, and blood

Kattumuri 
et al. (2007)
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water, some novel imaging agents and medical devices are disposed at the end of 
their life cycle into a landfill. The Food and Drug Administration (FDA) and 
Environmental Protection Agency (EPA) currently provides guidelines on how to 
dispose of unused medications to the public as this and other byproducts could 
cause harmful effect to the environment (U.S. Environmental Protection Agency 
2010; U.S. Food and Drug Administration 2010). The ability of bionanomaterials to 
accumulate in the environment, food chain, and work force represents a direct pro-
portional rise in the risk of environmental damage (Nel et al. 2006). More so, certain 
toxins have been found to enter the food chain by bioaccumulating in organisms. 
Hence, the ecological fate of nanomaterials needs to be considered and the environ-
ment monitored for potential threats (Patil et al. 2015).

For example, researchers studied the fate of CTAB-coated gold nanorods (65 nm 
length 9 15  nm width) in replicate estuarine mesocosms which was modeled to 
mimic a high tidal marsh creek (Ferry et al. 2009). The mesocosms consisted of 
seawater, sediment, fish, snails, microbial biofilms, clams, and shrimps. The authors 
of the study found out that the nanomaterials were differently partitioned into most 
of the organisms to varying extents, with a low concentration remaining in water. 
The largest accumulations of nanomaterials were the microbial biofilms and clam 
(filter feeders). Nevertheless, no death was reported at the dosage used (Ferry et al. 
2009). In a separate report by Bar-Ilan et al. (2009), the toxicity of different sizes (3, 
10, 50 and 100 nm) of gold and silver nanoparticles were assessed using zebrafish 
embryo. The study demonstrated that the gold nanoparticles unlike the silver 
nanoparticles of comparable sizes were not toxic to zebrafish. The silver nanopar-
ticles were highly toxic, inducing 100% death after 120-h postfertilization. In addi-
tion, other environmental fates of nanoparticles particularly in the marine ecosystem 
include its ability to sink very slowly to the ocean floor, where it may pose a risk to 
pelagic species, deposition in sediments where it may pose a risk to benthic species 
and accumulation in the surface microlayers of the oceans (Wurl and Obbard 2004). 
Furthermore, crops may uptake nanomaterials if exposed to nanopesticides and the 
uptake varies, depending on the plant species, the source of growth media, nanoma-
terials, and mode of application. For example, exposing lettuces and cilantro to 
nanopesticides via soil resulted in the uptake of nCu, nCuO, and the two nCu(OH)2 
nanopesticides leading to the accumulation of Cu mostly in the roots, with little 
translocation to the stems (Hong et al. 2014; Zuverza-Mena et al. 2015). Also, when 
the mode of application of the nanopesticides was foliar, a much larger fraction of 
the Cu taken up by the plant remains in the leaves or fruits.

7.4  �Conclusion

At present, use of nanopharmaceuticals is cogent in sustaining the future growth of 
the pharmaceutical industry (PI) in both developed and developing nations of the 
world. Research efforts are being made to advance the applications of nanopharma-
ceuticals that will better benefit the healthcare industries. However, as 
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nanotechnology emerges as promising tool in the field of medicine and particularly 
for the healthcare industry, the environmental exposure will continue to rise. 
Therefore, investigations aimed at profiling the safety and environmental fate of 
these particles become highly essential. Further, the general public needs to be edu-
cated on the safe disposal of byproducts of nanomaterials in order to ensure safe 
community health while the government needs to put in place policies to monitor 
and adequately regulate the synthesis and utilization of nanomaterials for biomedi-
cal and for pharmaceutical applications.

References

Adeyemi OS, Sulaiman FA (2015) Evaluation of metal nanoparticles for drug delivery systems. J 
Biomed Res 29(2):145–149. https://doi.org/10.7555/JBR.28.20130096

Adolphi NL, Huber DL, Bryant HC, Monson TC, Fegan DL, Lim J, Trujillo JE, Tessier TE, Lovato 
DM, Butler KS, Provencio PP, Hathaway HJ, Majetich SA, Larson RS, Flynn ER (2010) 
Characterization of single-core magnetite nanoparticles for magnetic imaging by SQUID 
relaxometry. Phys Med Biol 55(19):5985–6003. https://doi.org/10.1088/0031-9155/55/19/023

Agrahari V, Zhang C, Zhang T et al (2014) Hyaluronidase-sensitive nanoparticle templates for trig-
gered release of HIV/AIDS microbicide in vitro. AAPS J 16(2):181–193

Alexis F, Pridgen E, Molnar LK, Farokhzad OC (2008) Factors affecting the clearance and bio-
distribution of polymeric nanoparticles. Mol Pharm 5:505–515. https://doi.org/10.1021/
mp800051m

Ali M, Afzal M, Bhattacharya SM, Ahmad FJ, Dinda AK (2013) Nanopharmaceuticals to target 
antifilarials: a comprehensive review. Expert Opin Drug Deliv 10(5):665–678. https://doi.org/1
0.1517/17425247.2013.771630

Alkilany AM, Murphy CJ (2010) Toxicity and cellular uptake of gold nanoparticles: what we have 
learned so far? J Nanopart Res 12:2313–2333. https://doi.org/10.1007/s11051-010-9911-8

Amiri H, Saeidi K, Borhani P, Manafirad A, Ghavami M, Zerbi V (2013) Alzheimer’s disease: 
pathophysiology and applications of magnetic nanoparticles as MRI theranostic agents. ACS 
Chem Neurosci 4(11):1417–1429. https://doi.org/10.1021/cn4001582

Amrite AC, Kompella UB (2005) Size-dependent disposition of nanoparticles and microparticles 
following subconjunctival administration. J Pharm Pharmacol 57(12):1555–1563. https://doi.
org/10.1211/jpp.57.12.0005

Amrite AC, Edelhauser HF, Singh SR, Kompella UB (2008) Effect of circulation on the disposi-
tion and ocular tissue distribution of 20 nm nanoparticles after periocular administration. Mol 
Vis 14:150–160

An J, Zhang X, Guo Q, Zhao Y, Wu Z, Li C (2015) Glycopolymer modified magnetic mesoporous 
silica nanoparticles for MR imaging and targeted drug delivery. Colloids Surf A Physicochem 
Eng Asp 482:98–108. https://doi.org/10.1016/j.colsurfa.2015.04.035

AshaRani PV, Prakash Hande M, Valiyaveettil S (2009) Anti-proliferative activity of silver 
nanoparticles. BMC Cell Biol 10:65

Bar-Ilan O, Albrecht RM, Fako VE, Furgeson DY (2009) Toxicity assessments of multisized gold 
and silver nanoparticles in zebrafish embryos. Small 5:1897–1910. https://doi.org/10.1002/
smll.200801716

Bawa R (2008) Nanoparticle-based therapeutics in humans: a survey, nanotechnology. Law & 
Business 5(2):135–155

Bawa R (2009) Nanopharmaceuticals for drug delivery: a review. Touch Brief 6:122–127
Bawa R (2011) Regulating nanomedicine – can the FDA handle it? Curr Drug Deliv 8(3):227–234. 

https://doi.org/10.2174/156720111795256156

O. S. Adeyemi et al.

https://doi.org/10.7555/JBR.28.20130096
https://doi.org/10.1088/0031-9155/55/19/023
https://doi.org/10.1021/mp800051m
https://doi.org/10.1021/mp800051m
https://doi.org/10.1517/17425247.2013.771630
https://doi.org/10.1517/17425247.2013.771630
https://doi.org/10.1007/s11051-010-9911-8
https://doi.org/10.1021/cn4001582
https://doi.org/10.1211/jpp.57.12.0005
https://doi.org/10.1211/jpp.57.12.0005
https://doi.org/10.1016/j.colsurfa.2015.04.035
https://doi.org/10.1002/smll.200801716
https://doi.org/10.1002/smll.200801716
https://doi.org/10.2174/156720111795256156


283

Bawarski W, Chidlowsky E, Bharali D, Mousa S (2008) Emerging nanopharmaceuticals. 
Nanomedicine 4:273–282. https://doi.org/10.1016/j.nano.2008.06.002

Berkner S, Schwirn K, Voelker D (2016) Nanopharmaceuticals: tiny challenges for the environ-
mental risk assessment of pharmaceuticals. Environ Toxicol Chem 35(4):780–787. https://doi.
org/10.1002/etc.3039

Betz U, Camacho N, Gerards M, Stremersch S (2013) Grassroots innovation: a promising inno-
vation paradigm for pharmaceutical companies. Int Ser Quant Mark:119–148. https://doi.
org/10.1007/978-1-4614-7801-0_4

Cao C, Sim S (2007) Preparation of highly stable oligo(ethylene glycol) derivatives-functionalized 
gold nanoparticles and their application in LSPR-based detection of PSA/ACT complex. J 
Nanosci Nanotechnol 7:3754–3757. https://doi.org/10.1166/jnn.2007.009

Caramella CM, Rossi S, Ferrari F, Bonferoni MC, Sandri G (2015) Mucoadhesive and thermogel-
ling systems for vaginal drug delivery. Adv Drug Deliv Rev 92:39–52. https://doi.org/10.1016/j.
addr.2015.02.001

Chan T, Narasimhan C, Xie Y (2013) Evaluating the impact of treatment effective-
ness and side effects in prescribing choices. Int Ser Quant Mark:171–187. https://doi.
org/10.1007/978-1-4614-7801-0_6

Cho WS, Cho MJ, Jeong J et al (2009) Acute toxicity and pharmacokinetics of 13 nm-sized PEG-
coated gold nanoparticles. Toxicol Appl Pharmacol 236:16–24. https://doi.org/10.1016/j.
taap.2008.12.023

Christiansen MN, Chik J, Lee L, Anugraham M, Abrahams JL, Packer NH (2014) Cell sur-
face protein glycosylation in cancer. Proteomics 14(4–5):525–546. https://doi.org/10.1002/
pmic.201300387

Clarke JR, White NC, Weber JN (2000) HIV compartmentalization: pathogenesis and clinical 
implications. AIDS Rev 2:15–22

Connor EE, Mwamuka J, Gole A, Murphy CJ, Wyatt MD (2005) Gold nanoparticles are taken up 
by human cells but do not cause acute cytotoxicity. Small 1:325–327

Corfield AP, Berry M (2015) Glycan variation and evolution in the eukaryotes. Trends Biochem 
Sci 40(7):351–359. https://doi.org/10.1016/j.tibs.2015.04.004

Das J, Samadder A, Das S, Paul A, Khuda-Bukhsh AR (2016) Nanopharmaceutical approach 
for enhanced anti-cancer activity of Betulinic acid in lung-cancer treatment via activation of 
PARP: interaction with DNA as a target: -anti-cancer potential of Nano-betulinic acid in lung 
Cancer. J Pharmacopuncture 19(1):37–44. https://doi.org/10.3831/KPI.2016.19.005

Destache CJ, Mandal S, Yuan Z et  al (2016) Topical tenofovir disoproxil fumarate nanoparti-
cles prevent HIV-1 vaginal transmission in a humanized mouse model. Antimicrob Agents 
Chemother 60(6):3633–3639

DiMasi J, Grabowski H (2007) The cost of biopharmaceutical R&D: is biotech different? Manag 
Decis Econ 28:469–479. https://doi.org/10.1002/mde.1360

DiMasi J, Hansen R, Grabowski H (2003) The price of innovation: new estimates of drug develop-
ment costs. J Health Econ 22:151–185. https://doi.org/10.1016/s0167-6296(02)00126-1

Ding M, Ding M, Eliashberg J et  al (2013a) The pharmaceutical industry: specificity, chal-
lenges, and what you can learn from this book. Int Ser Quant Mark:1–18. https://doi.
org/10.1007/978-1-4614-7801-0_1

Ding M, Dong S, Eliashberg J, Gopalakrishnan A (2013b) Portfolio management in new drug 
development. Int Ser Quant Mark:83–118. https://doi.org/10.1007/978-1-4614-7801-0_3

Dong X, Mumper RJ (2010) Nanomedicinal strategies to treat multidrug-resistant tumors: current 
progress. Nanomedicine 5(4):597–615. https://doi.org/10.2217/nnm.10.35

Dosekova E, Filip J, Bertok T, Both P, Kasak P, Tkac J (2017) Nanotechnology in glycom-
ics: applications in diagnostics, therapy, imaging, and separation processes. Med Res Rev 
37(3):514–626. https://doi.org/10.1002/med.21420

Dou H, Morehead J, Destache CJ et  al (2007) Laboratory investigations for the morphologic, 
pharmacokinetic, and anti-retroviral properties of indinavir nanoparticles in human monocyte-
derived macrophages. Virology 358(1):148–158. https://doi.org/10.1016/j.virol.2006.08.012

7  Nanopharmaceuticals: Healthcare Applications and Safety Evaluations

https://doi.org/10.1016/j.nano.2008.06.002
https://doi.org/10.1002/etc.3039
https://doi.org/10.1002/etc.3039
https://doi.org/10.1007/978-1-4614-7801-0_4
https://doi.org/10.1007/978-1-4614-7801-0_4
https://doi.org/10.1166/jnn.2007.009
https://doi.org/10.1016/j.addr.2015.02.001
https://doi.org/10.1016/j.addr.2015.02.001
https://doi.org/10.1007/978-1-4614-7801-0_6
https://doi.org/10.1007/978-1-4614-7801-0_6
https://doi.org/10.1016/j.taap.2008.12.023
https://doi.org/10.1016/j.taap.2008.12.023
https://doi.org/10.1002/pmic.201300387
https://doi.org/10.1002/pmic.201300387
https://doi.org/10.1016/j.tibs.2015.04.004
https://doi.org/10.3831/KPI.2016.19.005
https://doi.org/10.1002/mde.1360
https://doi.org/10.1016/s0167-6296(02)00126-1
https://doi.org/10.1007/978-1-4614-7801-0_1
https://doi.org/10.1007/978-1-4614-7801-0_1
https://doi.org/10.1007/978-1-4614-7801-0_3
https://doi.org/10.2217/nnm.10.35
https://doi.org/10.1002/med.21420
https://doi.org/10.1016/j.virol.2006.08.012


284

Dou H, Grotepas CB, McMillan JM et al (2009) Macrophage delivery of nanoformulated antiret-
roviral drug to the brain in a murine model of neuroAIDS. J Immunol 183(1):661–669. https://
doi.org/10.4049/jimmunol.0900274

Dutta T, Jain NK (2007) Targeting potential and anti-HIV activity of lamivudine loaded mannosyl-
ated poly (propyleneimine) dendrimer. Biochim Biophys Acta 1770(4):681–686. https://doi.
org/10.1016/j.bbagen.2006.12.007

Dutta T, Agashe HB, Garg M, Balakrishnan P, Kabra M, Jain NK (2007) Poly (propyleneimine) 
dendrimer based nanocontainers for targeting of efavirenz to human monocytes/macrophages 
in vitro. J Drug Target 15(1):89–98. https://doi.org/10.1080/10611860600965914

Emery VC (2001) Progress in understanding cytomegalovirus drug resistance. J Clin Virol 
21:223–228. https://doi.org/10.1016/S1386-6532(00)00165-7

Ensign LM, Cone R, Hanes J (2014) Nanoparticle-based drug delivery to the vagina: a review. J 
Control Release 190:500–514. https://doi.org/10.1016/j.jconrel.2014.04.033

Ferry JL, Craig P, Hexel C et al (2009) Transfer of gold nanoparticles from the water column to 
the estuarine food web. Nat Nanotechnol 4:441–444. https://doi.org/10.1038/nnano.2009.157

Foldvari M, Bagonluri M (2008) Carbon nanotubes as functional excipients for nanomedi-
cines: II.  Drug delivery and biocompatibility issues. Nanomedicine 4:183–200. https://doi.
org/10.1016/j.nano.2008.04.003

Fu PP, Xia Q, Hwang H-M, Ray PC (2014) Mechanisms of nanotoxicity: generation of reactive 
oxygen species. J Food Drug Anal 22:64–75. https://doi.org/10.1016/j.jfda.2014.01.005

Gandhi RT, Zheng L, Bosch RJ, Chan ES, Margolis DM, Read S et  al (2010) The effect of 
Raltegravir intensification on low-level residual viremia in HIV-infected patients on antiretro-
viral therapy: a randomized controlled trial. PLoS Med 7:e1000321. https://doi.org/10.1371/
journal.pmed.1000321

Gaur A, Bhatia AL (2008) Nanopharmaceuticals: an overview. Asian J Exp Sci 22(2):51–62
Gèze A, Chau LT, Choisnard L, Mathieu JP, Marti-Batlle D, Riou L, Putaux JL, Wouessidjewe 

D (2007) Biodistribution of intravenously administered amphiphilic beta-cyclodextrin nano-
spheres. Int J Pharm 344(1–2):135–142. https://doi.org/10.1016/j.ijpharm.2007.06.050

Goldman E, Zinger A, da Silva D, Yaar Z, Kajal A, Vardi-Oknin D, Goldfeder M, Schroeder JE, 
Shainsky-Roitman J, Hershkovitz D, Schroeder A (2017) Nanoparticles target early-stage 
breast cancer metastasis in vivo. Nanotechnology 28:1–13. https://doi.org/10.1088/1361-6528/
aa8a3d/meta

Goodman CM, McCusker CD, Yilmaz T, Rotello VM (2004) Toxicity of gold nanoparticles func-
tionalized with cationic and anionic side chains. Bioconjug Chem 15:897–900

Gradishar WJ, Tjulandin S, Davidson N et al (2005) Phase III trial of nanoparticle albumin-bound 
paclitaxel compared with polyethylated castor oil-based paclitaxel in women with breast can-
cer. J Clin Oncol 23(31):7794–7803. https://doi.org/10.1200/JCO.2005.04.937

Gullotti E, Yeo Y (2009) Extracellularly activated Nanocarriers: a new paradigm of tumor targeted 
drug delivery. Mol Pharm 6(4):1041–1051. https://doi.org/10.1021/mp900090z

Hong J, Rico CM, Zhao L, Adeleye AS, Keller AA, Peralta-Videa JR, Gardea-Torres dey JL (2014) 
Toxic effects of copper-based nanoparticles or compounds to lettuce (Lactuca sativa) and alfalfa 
(Medicago sativa). Environ Sci Process Impacts 17(1):177–185. https://www.statista.com/sta-
tistics/309466/global-r-and-d-expenditure-for-pharmaceuticals/. Accessed 22 Nov 2017

Hussain SM, Hess KL, Gearhart JM, Geiss KT, Schlager JJ (2005) In-vitro toxicity of nanopar-
ticles in BRL 3A rat liver cells. Toxicol In-vitro 19:975–983

Huynh NT, Passirani C, Saulnier P, Benoit JP (2009) Lipid nanocapsules: a new platform for nano-
medicine. Int J Pharm 379(2):201–209. https://doi.org/10.1016/j.ijpharm.2009.04.026

Jabir NR, Tabrez S, Ashraf GM, Shakil S, Damanhouri GA, Kamal MA (2012) Nanotechnology-
based approaches in anticancer research. Int J Nanomedicine 7:4391–4408. https://doi.
org/10.2147/IJN.S33838

Jaetao JE, Butler KS, Adolphi NL, Lovato DM, Bryant HC, Rabinowitz I, Winter SS, Tessier TE, 
Hathaway HJ, Bergemann C, Flynn ER, Larson RS (2009) Enhanced leukemia cell detection 

O. S. Adeyemi et al.

https://doi.org/10.4049/jimmunol.0900274
https://doi.org/10.4049/jimmunol.0900274
https://doi.org/10.1016/j.bbagen.2006.12.007
https://doi.org/10.1016/j.bbagen.2006.12.007
https://doi.org/10.1080/10611860600965914
https://doi.org/10.1016/S1386-6532(00)00165-7
https://doi.org/10.1016/j.jconrel.2014.04.033
https://doi.org/10.1038/nnano.2009.157
https://doi.org/10.1016/j.nano.2008.04.003
https://doi.org/10.1016/j.nano.2008.04.003
https://doi.org/10.1016/j.jfda.2014.01.005
https://doi.org/10.1371/journal.pmed.1000321
https://doi.org/10.1371/journal.pmed.1000321
https://doi.org/10.1016/j.ijpharm.2007.06.050
https://doi.org/10.1088/1361-6528/aa8a3d/meta
https://doi.org/10.1088/1361-6528/aa8a3d/meta
https://doi.org/10.1200/JCO.2005.04.937
https://doi.org/10.1021/mp900090z
https://www.statista.com/statistics/309466/global-r-and-d-expenditure-for-pharmaceuticals/
https://www.statista.com/statistics/309466/global-r-and-d-expenditure-for-pharmaceuticals/
https://doi.org/10.1016/j.ijpharm.2009.04.026
https://doi.org/10.2147/IJN.S33838
https://doi.org/10.2147/IJN.S33838


285

using a novel magnetic needle and nanoparticles. Cancer Res 69(21):8310–8316. https://doi.
org/10.1158/0008-5472.CAN-09-1083

Jain KK (2008) Nanomedicine: application of Nanobiotechnology in medical practice. Med Princ 
Pract 17:89–101. https://doi.org/10.1159/000112961

Jones LH (2015) Recent advances in the molecular design of synthetic vaccines. Nat Chem 
7(12):952–960. https://doi.org/10.1038/nchem.2396

Jong WH, Hagens WI, Krystek P, Burger MC, Sips AJAM, Geertsma RE (2008) Particle 
size-dependent organ distribution of gold nanoparticles after intravenous administration. 
Biomaterials 29:1912–1919

Kahru A, Dubourguier HC (2010) From ecotoxicology to nanoecotoxicology. Toxicology 
269(2–3):105–119. https://doi.org/10.1016/j.tox.2009.08.016

Kaminski R, Chen Y, Fischer T, Tedaldi E, Napoli A, Zhang Y, Jonathan Karn J, Wenhui Hu W, 
Khalili K (2016) Elimination of HIV-1 genomes from human T-lymphoid cells by CRISPR/
Cas9 gene editing. Sci Rep 6:22555. https://doi.org/10.1038/srep22555

Kappe E (2013) Pharmaceutical lifecycle extension strategies. Int Ser Quant Mark:225–254. 
https://doi.org/10.1007/978-1-4614-7801-0_8

Kattumuri V, Katti K, Bhaskaran S et al (2007) Gum arabic as a phytochemical construct for the 
stabilization of gold nanoparticles: in vivo pharmacokinetics and X-ray-contrast-imaging stud-
ies. Small 3:333–341

Katz DF, Gao Y, Kang M (2011) Using modelling to help understand vaginal microbicidefunc-
tionality and create better products. Drug Deliv Transl Res 1:256–227. https://doi.org/10.1007/
s13346-011-0029-z

Kaur CD, Nahar M, Jain NK (2008) Lymphatic targeting of zidovudine using surface-engineered 
liposomes. J Drug Target 16(10):798–805. https://doi.org/10.1080/10611860802475688

Kesavan MP, Kotla NG, Ayyanaar S, Kumar GGV, Rajagopal G, Sivaraman G, Webster TJ, Rajesh 
J (2018) A theranostic nanocomposite system based on iron oxide-drug nanocages for tar-
geted magnetic field responsive chemotherapy. Nanomedicine S1549-9634(18):30085–30086. 
https://doi.org/10.1016/j.nano.2018.04.013

Khanna I (2012) Drug discovery in pharmaceutical industry: productivity challenges and trends. 
Drug Discov Today 17:1088–1102. https://doi.org/10.1016/j.drudis.2012.05.007

Kiessling F, Mertens ME, Grimm J, Lammers T (2014) Nanoparticles for imaging: top or flop? 
Radiology 273(1):10–28. https://doi.org/10.1148/radiol.14131520

Kompella UB, Amrite AC, Ravi RP, Durazo SA (2013) Nanomedicines for Back of the eye drug 
delivery, gene delivery, and imaging. Prog Retin Eye Res 36:172–198. https://doi.org/10.1016/j.
preteyeres.2013.04.001

Laloy J, Minet V, Alpan L, Mullier F, Beken S, Toussaint O, Lucas S, Dogné J (2014) Impact of 
silver nanoparticles on Haemolysis, platelet function and coagulation. Nano 1:4

Lammers T, Hennink WE, Storm G (2008) Tumor-targeted nanomedicines: principles and prac-
tice. Br J Cancer 99(3):392–397. https://doi.org/10.1038/sj.bjc.6604483

Lang P, Yeow K, Nichols A, Scheer A (2006) Cellular imaging in drug discovery. Nat Rev Drug 
Discov 5:343–356. https://doi.org/10.1038/nrd2008

Lara HH, Ixtepan-Turrent L, Garza-Treviño EN, Rodriguez-Padilla C (2010) PVP-coated silver 
nanoparticles block the transmission of cell-free and cell-associated HIV-1 in human cervical 
culture. J Nanobiotechnol 8:15

Liu H, Meagher CK, Moore CP, Phillips TE (2005) M cells in the follicle-associated epithelium 
of the rabbit conjunctiva preferentially bind and translocate latex beads. Invest Ophthalmol Vis 
Sci 46(11):4217–4223. https://doi.org/10.1167/iovs.05-0280

Mangadlao JD, Wang X, McCleese C, Escamilla M, Ramamurthy G, Wang Z, Govande M, 
Basilion JP, Burda C (2018) Prostate-specific membrane antigen targeted gold nanoparticles 
for theranostics of prostate cancer. ACS Nano 12(4):3714–3725. https://doi.org/10.1021/
acsnano.8b00940

7  Nanopharmaceuticals: Healthcare Applications and Safety Evaluations

https://doi.org/10.1158/0008-5472.CAN-09-1083
https://doi.org/10.1158/0008-5472.CAN-09-1083
https://doi.org/10.1159/000112961
https://doi.org/10.1038/nchem.2396
https://doi.org/10.1016/j.tox.2009.08.016
https://doi.org/10.1038/srep22555
https://doi.org/10.1007/978-1-4614-7801-0_8
https://doi.org/10.1007/s13346-011-0029-z
https://doi.org/10.1007/s13346-011-0029-z
https://doi.org/10.1080/10611860802475688
https://doi.org/10.1016/j.nano.2018.04.013
https://doi.org/10.1016/j.drudis.2012.05.007
https://doi.org/10.1148/radiol.14131520
https://doi.org/10.1016/j.preteyeres.2013.04.001
https://doi.org/10.1016/j.preteyeres.2013.04.001
https://doi.org/10.1038/sj.bjc.6604483
https://doi.org/10.1038/nrd2008
https://doi.org/10.1167/iovs.05-0280
https://doi.org/10.1021/acsnano.8b00940
https://doi.org/10.1021/acsnano.8b00940


286

Marill J, Anesary NM, Zhang P, Vivet S, Borghi E, Levy L, Pottier A (2014) Hafnium oxide 
nanoparticles: toward an in vitro predictive biological effect? Radiat Oncol 9:150. https://doi.
org/10.1186/1748-717X-9-150

McNeil SE (2005) Nanotechnology for the biologist. J Leukoc Biol 78(3):585–594. https://doi.
org/10.1189/jlb.0205074

McQuarrie S, Mercer J, Syme A, Suresh M, Miller G (2004) Preliminary results of nanopharma-
ceuticals used in the radioimmunotherapy of ovarian cancer. J Pharm Pharm Sci 7(4):29–34

Medina C, Santos-Martinez MJ, Radomski A, Corrigan OI, Radomski MW (2007) Nanoparticles: 
pharmacological and toxicological significance. Br J Pharmacol 150(5):552–558. https://doi.
org/10.1038/sj.bjp.0707130

Mo Y, Barnett ME, Takemoto D, Davidson H, Kompella UB (2007) Human serum albumin 
nanoparticles for efficient delivery of Cu, Zn superoxide dismutase gene. Mol Vis 13:746–757

Moghimi SM, Hunter AC, Murray JC (2005) Nanomedicine: current status and future prospects. 
FASEB J 19(3):311–330. https://doi.org/10.1096/fj.04-2747rev

Moghimi S, Peer D, Langer R (2011) Reshaping the future of Nanopharmaceuticals:ad Iudicium. 
ACS Nano 5:8454–8458. https://doi.org/10.1021/nn2038252

Montana M, Ducros C, Verhaeghe P, Terme T, Vanelle P, Rathelot P (2011) Albumin-bound pacli-
taxel: the benefit of this new formulation in the treatment of various cancers. J Chemother 
23(2):59–66. https://doi.org/10.1179/joc.2011.23.2.59

Namdari M, Eatemadi A, Soleimaninejad M, Hammed AT (2017) A brief review on the application 
of nanoparticle enclosed herbal medicine for the treatment of infective endocarditis. Biomed 
Pharmacother 87:321–331. https://doi.org/10.1016/j.biopha.2016.12.099

Nel A, Xia T, Madler L, Li N (2006) Toxic potential of materials at the nanolevel. Science 
311:622–627. https://doi.org/10.1126/science.1114397

Notario-Pérez F, Ruiz-Caro R, Veiga-Ochoa MD (2017) Historical development of vaginal micro-
bicides to prevent sexual transmission of HIV in women: from past failures to future hopes. Int 
J Nanomedicine:1767–1787

Oberdorster G, Maynard A, Donaldson K et al (2005) Principles for characterizing the potential 
human health effects from exposure to nanomaterials: elements of a screening strategy. Part 
Fibre Toxicol 2:8. https://doi.org/10.1186/1743-8977-2-8

Pan Y, Leifert A, Ruau D, Neuss S, Bornemann J, Shmid G, Brandhu W, Simon U, Jahnen-Dechent 
W (2009) Gold nanoparticles of diameter 1.4 nm trigger necrosis by oxidative stress and mito-
chondrial damage. Small. 5:2067–2076

Panessa-Warren BJ, Maye MM, Warren JB, Crosson KM (2009) Single walled carbon nano-
tube reactivity and cytotoxicity following extended aqueous exposure. Environ Pollut 
157(4):1140–1151. https://doi.org/10.1016/j.envpol.2008.12.028

Park K (2007) Nanotechnology: what it can do for drug delivery. J Control Release 120(1–2):1. 
https://doi.org/10.1016/j.jconrel.2007.05.003

Park K (2017) The drug delivery field at the inflection point: time to fight its way out of the egg. J 
Control Release. https://doi.org/10.1016/j.jconrel.2017.07.030

Patil US, Adireddy S, Jaiswal A, Mandava S, Lee BR, Chrisey DB (2015) In vitro/in vivo toxic-
ity evaluation and quantification of Iron oxide nanoparticles. Int J Mol Sci 16:24417–24450. 
https://doi.org/10.3390/ijms161024417

Paul S, Mytelka D, Dunwiddie C et al (2010) How to improve R&D productivity: the pharmaceuti-
cal industry's grand challenge. Nat Rev Drug Discov. https://doi.org/10.1038/nrd3078

Pautler M, Brenner S (2010) Nanomedicine: promises and challenges for the future of public 
health. Int J Nanomed 5:803–809. https://doi.org/10.2147/IJN.S13816

Peer D, Karp JM, Hong S, Farokhzad OC, Margalit R, Langer R (2007) Nanocarriers as an 
emerging platform for cancer therapy. Nat Nanotechnol 2:751–760. https://doi.org/10.1038/
nnano.2007.387

Pepic I, Hafner A, Lovric J, Perina Lakos G (2014) Nanotherapeutics in the EU: an overview on 
current state and future directions. Int J Nanomedicine 1005. https://doi.org/10.2147/ijn.s55359

O. S. Adeyemi et al.

https://doi.org/10.1186/1748-717X-9-150
https://doi.org/10.1186/1748-717X-9-150
https://doi.org/10.1189/jlb.0205074
https://doi.org/10.1189/jlb.0205074
https://doi.org/10.1038/sj.bjp.0707130
https://doi.org/10.1038/sj.bjp.0707130
https://doi.org/10.1096/fj.04-2747rev
https://doi.org/10.1021/nn2038252
https://doi.org/10.1179/joc.2011.23.2.59
https://doi.org/10.1016/j.biopha.2016.12.099
https://doi.org/10.1126/science.1114397
https://doi.org/10.1186/1743-8977-2-8
https://doi.org/10.1016/j.envpol.2008.12.028
https://doi.org/10.1016/j.jconrel.2007.05.003
https://doi.org/10.1016/j.jconrel.2017.07.030
https://doi.org/10.3390/ijms161024417
https://doi.org/10.1038/nrd3078
https://doi.org/10.2147/IJN.S13816
https://doi.org/10.1038/nnano.2007.387
https://doi.org/10.1038/nnano.2007.387
https://doi.org/10.2147/ijn.s55359


287

Pernodet N, Fang XH, Sun Y et al (2006) Adverse effects of citrate/gold nanoparticles on human 
dermal fibroblasts. Small 2:766–773

Pinho SS, Reis CA (2015) Glycosylation in cancer: mechanisms and clinical implications. Nat Rev 
Cancer 15(9):540–555. https://doi.org/10.1038/nrc3982

Poduslo JF, Wengenack TM, Curran GL, Wisniewski T, Sigurdsson EM, Macura SI, Borowski BJ, 
Jack CR Jr (2002) Molecular targeting of Alzheimer's amyloid plaques for contrast-enhanced 
magnetic resonance imaging. Neurobiol Dis 11:315–332. https://doi.org/10.1006/
nbdi.2002.0550

Rapoport N (2007) Physical stimuli-responsive polymeric micelles for anti-cancer drug delivery. 
Prog Polym Sci 32:962–990. https://doi.org/10.1016/j.progpolymsci.2007.05.009

Ray PC, Yu H, Fu PP (2009) Toxicity and environmental risks of nanomaterials: challenges and 
future needs. J Environ Sci Health C Environ Carcinog Ecotoxicol Rev 27(1):1–35. https://doi.
org/10.1177/0748233710393395

Rivera GP, Hühn D, del Mercato LL, Sasse D, Parak WJ (2010) Nanopharmacy: inorganic 
nanoscale devices as vectors and active compounds. Pharmacol Res 62(2):115–125. https://
doi.org/10.1016/j.nano.2015.08.006

Schipper ML, Iyer G, Koh AL, Cheng Z, Ebenstein Y, Aharoni A, Keren S, Bentolila LA, Li J, Rao 
J, Chen X, Banin U, Wu AM, Sinclair R, Weiss S, Gambhir SS (2009) Particle size, surface 
coating, and PEGylation influence the biodistribution of quantum dots in living mice. Small 
5(1):126–134. https://doi.org/10.1002/smll.200800003

Sharma P, Garg S (2010) Pure drug and polymer based nanotechnologies for the improved solubil-
ity, stability, bioavailability and targeting of anti-HIV drugs. Adv Drug Deliv Rev 62:491–502. 
https://doi.org/10.1016/j.addr.2009.11.019

Statista (2017) Global pharmaceutical R&D spending 2008–2022 | Statista. In:Statista
Thakur RS, Agrawal R (2015) Application of nanotechnology in pharmaceutical formu-

lation design and development. Curr Drug Ther 10(1):20–34. https://doi.org/10.217
4/157488551001150825095729

The Project on Emerging Nanotechnologies. Consumer Products (updated 2010). http://www.
nanotechproject.org/inventories/consumer/. Accessed 5 Nov 2017

The Project on Emerging Nanotechnologies. Health and fitness (updated 2010). http://www.
nanotechproject.org/inventories/consumer/browse/categories/healthfitness/sunscreen/page3/. 
Accessed 5 Nov 2017

Torre LA, Siegel RL, Ward EM, Jemal A (2016) Global cancer incidence and mortal-
ity rates and trends—an update. Cancer Epidemiol Biomarkers Prev 25(1). https://doi.
org/10.1158/1055-9965

U.S.  Environmental Protection Agency: Pharmaceuticals and Personal Care Products Drug 
Disposal and Stewardship (2010) Ramifications for the Environment and Human Health. http://
www.epa.gov/ppcp/projects/disposal.html. Accessed 22 Nov 2017

U.S. Food and Drug Administration (2010) Disposal by flushing of certain unused medicines: what 
you should know. U.S. Department of Human and Health Services. http://www.fda.gov/drugs/
resourcesforyou/consumers/buyingusingmedicinesafely/ensuringsafeuseofmedicine/safedis-
posalofmedicines/ucm186187.htm. Accessed 22 Nov 2017

Van Vlerken L, Vyas T, Amiji M (2007) Poly (ethylene glycol)-modified Nanocarriers for tumor-
targeted and intracellular delivery. Pharm Res 24(8):1405–1414. https://doi.org/10.1007/
s11095-007-9284-6

Vanić Ž, Škalko-Basnet N (2013) Nanopharmaceuticals for improved topical vaginal therapy: can 
they deliver? Eur J Pharm Sci 50:29–41. https://doi.org/10.1016/j.ejps.2013.04.035

Villiers CL, Freitas H, Couderc R, Villiers MB, Marche PN (2009) Analysis of the toxicity of 
gold nanoparticles on the immune system: effect on dendritic cell functions. J Nanopart Res 
12:55–60

Wagner V, Dullaart A, Bock AK, Zweck A (2006) The emerging nanomedicines landscape. Nat 
Biotechnol 24:1211–1217. https://doi.org/10.1038/nbt1006-1211

7  Nanopharmaceuticals: Healthcare Applications and Safety Evaluations

https://doi.org/10.1038/nrc3982
https://doi.org/10.1006/nbdi.2002.0550
https://doi.org/10.1006/nbdi.2002.0550
https://doi.org/10.1016/j.progpolymsci.2007.05.009
https://doi.org/10.1177/0748233710393395
https://doi.org/10.1177/0748233710393395
https://doi.org/10.1016/j.nano.2015.08.006
https://doi.org/10.1016/j.nano.2015.08.006
https://doi.org/10.1002/smll.200800003
https://doi.org/10.1016/j.addr.2009.11.019
https://doi.org/10.2174/157488551001150825095729
https://doi.org/10.2174/157488551001150825095729
http://www.nanotechproject.org/inventories/consumer/
http://www.nanotechproject.org/inventories/consumer/
http://www.nanotechproject.org/inventories/consumer/browse/categories/healthfitness/sunscreen/page3/
http://www.nanotechproject.org/inventories/consumer/browse/categories/healthfitness/sunscreen/page3/
https://doi.org/10.1158/1055-9965
https://doi.org/10.1158/1055-9965
http://www.epa.gov/ppcp/projects/disposal.html
http://www.epa.gov/ppcp/projects/disposal.html
http://www.fda.gov/drugs/resourcesforyou/consumers/buyingusingmedicinesafely/ensuringsafeuseofmedicine/safedisposalofmedicines/ucm186187.htm
http://www.fda.gov/drugs/resourcesforyou/consumers/buyingusingmedicinesafely/ensuringsafeuseofmedicine/safedisposalofmedicines/ucm186187.htm
http://www.fda.gov/drugs/resourcesforyou/consumers/buyingusingmedicinesafely/ensuringsafeuseofmedicine/safedisposalofmedicines/ucm186187.htm
https://doi.org/10.1007/s11095-007-9284-6
https://doi.org/10.1007/s11095-007-9284-6
https://doi.org/10.1016/j.ejps.2013.04.035
https://doi.org/10.1038/nbt1006-1211


288

Webster TJ, Lee S, An SS (2015) Today's diverse nano-theranostic applications and tomorrow's 
promises. Int J Nanomedicine 10(Spec Iss):1–2. https://doi.org/10.2147/IJN.S93426

Weissig V, Guzman-Villanueva D (2015) Nanopharmaceuticals (part 2): products in the pipeline. 
Int J Nanomedicine 10:1245–1257. https://doi.org/10.2147/IJN.S65526

Weissig V, Pettinger TK, Murdock N (2014) Nanopharmaceuticals (part 1): products on the mar-
ket. Int J Nanomedicine 9:4357–4373. https://doi.org/10.2147/IJN.S46900

Williams GC, Sinko PJ (1999) Oral absorption of the HIV protease inhibitors: a current update. 
Adv Drug Deliv Rev 39:211–238. https://doi.org/10.1016/S0169-409X(99)00027-7

Wong TW, Dhanawat M, Rathbone MJ (2014) Vaginal drug delivery: strategies and concerns in 
polymeric nanoparticle development. Expert Opin Drug Deliv 11:1419–1434

Wurl O, Obbard JP (2004) A review of pollutants in the sea surface microlayer (SML): a unique 
habitat for microorganisms. Mar Pollut Bull 48:1016–1030

Yang S, Chen Y, Gu K et al (2013) Novel intravaginal nanomedicine for the targeted delivery of 
saquinavir to CD4+ immune cells. Int J Nanomedicine 8:2847–2858

Zhang T, Sturgis TF, Youan BB (2011) pH-responsive nanoparticles releasing tenofovir intended 
for the prevention of HIV transmission. Eur J Pharm Biopharm 79(3):526–536

Zhao G, Rodriguez BL (2013) Molecular targeting of liposomal nanoparticles to tumor microenvi-
ronment. Int J Nanomedicine 8:61–71. https://doi.org/10.2147/IJN.S37859

Zolnik BS, González-Fernández A, Sadrieh N, Dobrovolskaia MA (2010) Nanoparticles and the 
immune system. Endocrinology 151(2):458–465. https://doi.org/10.1210/en.2009-1082

Zuverza-Mena N, Medina-Velo IA, Barrios AC, Tan W, Peralta-Videa JR, Gardea-Torres dey JL 
(2015) Copper nanoparticles/compounds impact agronomic and physiological parameters in 
cilantro (Coriandrum sativum). Environ Sci Process Impacts 17(10):1783–1793

O. S. Adeyemi et al.

https://doi.org/10.2147/IJN.S93426
https://doi.org/10.2147/IJN.S65526
https://doi.org/10.2147/IJN.S46900
https://doi.org/10.1016/S0169-409X(99)00027-7
https://doi.org/10.2147/IJN.S37859
https://doi.org/10.1210/en.2009-1082

	Chapter 7: Nanopharmaceuticals: Healthcare Applications and Safety Evaluations
	7.1 Introduction
	7.2 Nanopharmaceuticals
	7.2.1 Applications of Nanopharmaceuticals
	7.2.2 Drug Delivery
	7.2.3 Cell Imaging Agents
	7.2.4 Cancer Treatment
	7.2.5 HIV/AIDS Treatment
	7.2.6 Intravaginal Microbicides
	7.2.7 Enhancement of Anticancer Agents

	7.3 Safety Evaluations
	7.3.1 Potential Health Risk
	7.3.2 Environmental Risks

	7.4 Conclusion
	References


