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Abstract: Angiogenesis, sprouting of new blood vessels from pre-existing vasculatures, plays a critical
role in regulating tumor growth. Binding interactions between integrin, a heterodimeric
transmembrane glycoprotein receptor, and its extracellular matrix (ECM) protein ligands govern the
angiogenic potential of tumor endothelial cells. Integrin receptors are attractive targets in cancer
therapy due to their overexpression on tumor endothelial cells, but not on quiescent blood vessels.
These receptors are finding increasing applications in anti-angiogenic therapy via targeted delivery
of chemotherapeutic drugs and nucleic acids to tumor vasculatures. The current article attempts
to provide a retrospective account of the past developments, highlight important contemporary
contributions and unresolved set-backs of this emerging field.

Keywords: Integrin; drug delivery; angiogenesis; anti-angiogenic therapy; siRNA; tumor-homing
peptides; combination delivery of drug and nucleic acids

1. Introduction

Drug discovery research during the past several decades has indubitably produced numerous
potent anti-cancer therapeutics. A serious set-back associated with the use of many of these drugs
is their dose-limiting toxicity. For instance, block-buster chemotherapeutic Doxorubicin is known
to induce deleterious cardiotoxic effects. Besides promising initial response post-chemotherapy,
tumors often develop drug resistance which reduces penetration of subsequent doses into tumor
cells, eventually leading to treatment failure. Non-specific tissue distribution profiles of traditional
chemotherapeutics often affect both normal and tumor cells, with only suboptimal dose being able to
accumulate into the sites of interest [1]. Improvement of drug efficacy is possible with slow-release
technologies which allow the drugs to be delivered at a desired rate over an extended period. Targeted
chemotherapy which relies on specifically affecting distinct organs of interest with minimal side effects
to the healthy tissues provides an attractive strategy to increase therapeutic index of a drug. Targeting
could be passive where nanoparticulate drug accumulates via the leaky vasculature at the tumor
site. In contrast, active targeting is mediated through ligand-receptor interaction in the target cells
after the nanoparticles reach the site of interest through systemic circulation. Expression of distinct
receptors on the target cells relative to non-target cells, internalization capacity of the receptor upon
binding to the nanoparticles and density of the receptors on the cell-surface for sufficient interaction
with the ligand-decorated particles are the important parameters for successful targeted therapy [2].
Anti-angiogenic therapy, aimed at exploiting unique molecular markers expressed on tumor blood
vessels, is one of the most widely explored targeted therapy till date [3]. Angiogenesis, sprouting
of new blood vessels from pre-existing vasculatures, is a remarkable feature of tumor growth [4].
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Growing tumors get their oxygen and nutrients from these tumor neovasculature (newly formed
blood vessels around tumor). Inhibition of angiogenesis, as envisaged, would shut down supply of
nutrients to tumor cells and in consequence, cells will die simply out of starvation. This is in contrast
to therapeutic angiogenesis which is desired for treating cardiovascular diseases like myocardial
infarction [5]. Effective targeting of endothelial cells in the tumor vasculature could be accomplished
by utilizing specific receptors over expressed on the surface of tumor endothelial cells, without affecting
healthy resting vasculatures. To this end, integrin receptors, the αβ-heterodimeric transmembrane
glycoprotein receptors are one of the most highly exploited molecular markers for targeted drug/gene
delivery to tumor vasculatures [6–10].

Integrins play important roles in connecting or integrating the cell cytoskeleton to the extracellular
matrix in addition to maintaining cell-to-cell communications [11] (Figure 1). These receptors possess
three different structural domains: a large extracellular domain, one transmembrane region and
a cytoplasmic region. While the extracellular region controls ligand-binding, the cytoplasmic region
is involved in maintaining cellular proliferation, migration, and invasion [12]. In mammals at least
24 different integrins have been identified which result from a combination of α- and β- subunits in
a non-covalent fashion [13]. Ever since Cheresh and Coworkers disclosed their findings that αvβ3
integrin receptors are highly upregulated on tumor endothelial cells compared to their expression
levels in quiescent vessels of normal tissues [14,15], global efforts are being directed toward designing
efficacious systems for selective delivery of cytotoxic agents and nucleic acids to tumor vasculatures
via integrin receptors [16,17] (Figure 2). The current review briefly describes recent developments in
this emerging field with special focus on integrin-targeted nanoparticles.
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invasion [11]. 

Figure 1. Schematic diagram of integrin activation. Integrins receptors when not in interaction
with ligands from extracellular matrix (ECM) stay in an inactive conformation. Specific intracellular
protein-induced conformational change in integrins allow them to bind certain ECM ligands.
Ligand-bound integrins undergo clustering, gets attached to the actin cytoskeleton via a multiprotein
complex of Paxilin, FAK (Focal Adhesion Kinase), IPP (ILK-parvin-PINCH) and Vinculin. Activated
integrin participates to control signal transduction for maintaining cellular motility, proliferation and
invasion [11].
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Figure 2. Schematic diagram showing angiogenesis, sprouting of new blood vessels from pre-existing
vasculature as an effective mean for tumor growth. In anti-angiogenic therapy, integrin receptors
overexpressed on the nascent blood vessels are targeted to deliver drugs and genes selectively to tumor
vasculature. Apoptosis of tumor endothelial cells in the vasculature shuts down supply of nutrients to
tumor cells and eventually induces killing of bulk tumor.

2. High-Affinity Ligands of Integrin Receptors

In a pioneering study conducted more than 25 years ago, Ruoslahti group demonstrated that the
arginine-glycine-aspartic acid (RGD) sequence plays a key role in cellular adhesion of extracellular
fibronectin [18]. Subsequently, such RGD-sequences were found to be present in many other
extracellular matrices (ECMs) and integrins were identified as their receptors [19–21]. Interestingly,
many viruses have been found to exploit RGD motif of their surface glycoproteins to potentiate integrin
receptor-mediated cellular internalization processes [22]. Stated differently, tripeptide RGD is one of
the most evolutionarily conserved and efficient integrin-binding ligands.

An elegant strategy for identifying high-affinity integrin receptor ligands is using phage (a virus
that attacks bacteria) display libraries. Selection of engineered phage (from a library of peptides
expressed as fusions to phage surface proteins that specifically home to tumor vasculatures upon
injection into mice) has provided several potent peptide ligands for αvβ3, αvβ5 and α5β1 integrin
receptors [23,24]. In addition, structure-activity investigations using libraries of cyclic peptides
and peptidomimetics have also provided several highly efficient low-molecular weights αvβ3,
αvβ5 and α5β1 integrin antagonists [25,26]. αvβ3 integrin-selective cyclic peptide c(RGDfK) has
found most widespread applications in targeted delivery of chemotherapeutics to tumor and tumor
vasculatures [27–30].

3. Integrin-Selective Drug/Gene Delivery Platforms

Till date, a broad spectrum of anti-cancer therapeutics including small molecules, peptides,
peptidomimetics, antibodies, small non-coding RNAs, etc. have been selectively delivered to tumor
vasculatures via integrin receptors. Strategies employed span from direct covalent conjugation of
drugs to integrin targeting ligands to utilizing integrin targeted nanoparticulate drug carriers for
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unloading the encapsulated cargo into tumor vasculatures. Important past and recent successes in the
field are discussed below under different sub-headings based on the strategies adopted.

3.1. Integrin-Targeted Small Molecule Drug Conjugates

Over the past several years, a multitude of RGD peptides have been used in conjugation
or in combination with cytotoxic drugs for selective homing to the tumor or tumor vasculature.
In a landmark work, Arap and group [31] have conjugated Doxorubicin to a peptide sequence
CDCRGDCFC which has been shown to selectively bind to αvβ3 and αvβ5 integrin receptors.
The conjugate showed significant survival enhancement in a mouse model of human breast cancer
xenograft when used at a nominal dose equivalent of Doxorubicin. Besides inducing significant
damage to tumor tissue architecture, this conjugate was pronouncedly less toxic to liver and heart than
free Doxorubicin.

An intelligent strategy to deliver chemotherapeutics is the use of prodrugs i.e., relatively
non-cytotoxic forms of different drug molecules [32,33]. Prodrugs get converted into pharmacologically
active species by metabolism or chemical cleavage after in vivo administration. Non-cytotoxic nature
of pro-drugs enable them to be administered at significantly higher doses. RGD-based prodrugs
have been synthesized by chemically conjugating RGD4C and Cilengitide with Doxsaliform [34].
The prodrugs are converted into an active metabolite of Doxorubicin with a half-life of 1 h under
physiological conditions and penetrates the plasma membrane in MDA-MB-435 breast cancer cells.
Besides Doxorubicin, anti-tumor efficacy of several other chemotherapeutic drugs has also been
studied in conjugation with RGD based molecules. Chen and coworkers have developed a system
containing Paclitaxel conjugated with dimeric RGD peptide i.e., E[c(RGDyK)]2 (RGD) [35] These
Paclitaxel-RGD-conjugates inhibited cell proliferation via cell cycle arrest at G2/M-phase followed by
apoptosis. Integrin specific accumulation of the conjugate was observed in vivo with significant tumor
uptake at 2 h post-injection in mice bearing orthotopic MDA-MB-435 tumors.

αvβ3 integrin selective RGD peptides have been conjugated to anti-tubulin agent MonoMethyl
Auristatin E (MMAE) or MonoMethyl Auristatin F (MMAF) via polyethylene glycol and albumin
spacer [28]. MMAF-conjugates were reported to be more potent to induce killing of tumor cells than
proliferating tumor endothelial cells.

In an attempt to increase the selectivity of Doxorubicin conjugates towards tumor vasculatures,
Ryppa and group have reported on a matrix metalloproteinase-2/9 (MMP-2/MMP-9) cleavable
conjugate of a divalent RGD peptidomimetic E-[c(RGDfK)2] [36]. Upon binding of the peptide
conjugates to αvβ3 integrins, significant expression of MMP-2/9 in tumor vasculature was
hypothesized to ensure drug release at the target site. Besides Doxorubicin and Paclitaxel,
integrin-targeting peptides have been applied to conjugate Camptothecin [37,38].

The Vicent laboratory has conjugated polyglutamic acid to Paclitaxel to formulate
a macromolecular drug of ~7 nm in diameter and ornamented with cyclic RGD [39]. Targeting
αvβ3 integrin-expressing proliferating tumor endothelial cells with the conjugate blocked endothelial
cell migration towards angiogenic inducers and showed tumor regression in an orthotopic mice tumor
model. RGDfK-pHPMA-Docetaxel conjugate, ~3 nm in diameter, as reported by Ray and colleagues,
was able to reduce growth of DU145 prostate cancer xenograft in a single dose [40]. Integrin-targeted
poly(amidoamine) (PAMAM) dendrimer has been designed by Zhu and coworkers by conjugating
16.8 RGDyC units to one PAMAM unit in PEG-PAMAM-cys-aconityl-DOX (RGD-PPCD) [41,42].
Integrin-targeted conjugate showed increased tumor regression efficacy in B16 melanoma and C6
orthotopic glioma model in mice. To promote long-term drug retention, RGD-PPCD conjugated were
encapsulated within implants composed of poly (dl-lactic-co-glycolic acid), poly (dl-lactic acid) and
polyethylene glycol [43]. Enhanced tumor accumulation of Doxorubicin and better tumor regression
efficiency were observed in C6 glioma mice tumor model for implants loaded with targeted conjugates
compared to those for free drug and untargeted implants.
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Delivering therapeutics deep inside the tumor parenchyma against the enormous interstitial
pressure remains a major challenge. To this end, Ruoslahti’s laboratory has identified a peptide
motif, referred to as internalizing RGD (iRGD), R/KXXR/K, with ability of significant tumor tissue
penetration [44,45]. Conjugation to a tumor-homing peptide iRGD (CRGDK/RGPD/EC) appreciably
increases the sensitivity of tumor-imaging agent iron-oxide nanoworms as well as the potency of
anticancer drug Abraxane. Mechanistically, tumor penetration is hypothesized to be a three-stage
process where the entire peptide is first internalized through integrins αvβ3 or αvβ5 expressed on
tumor endothelial cells. Exposure of the cryptic element R/KXXR/K by cell-surface proteases then
allows its interaction to neuropilin-1 receptors and results in tumor penetration. Such penetration effect
is distinctly different from EPR as it is energy-dependent as well as receptor-dependent process unlike
the passive leakage from the tumor vessels in case of EPR. As Jiang laboratory reports, penetration
efficacy into glioma spheroids for DOX-polymer conjugates (PPCD) carrying iRGD and conventional
RGD were 144 and 115 µm, respectively [46]. iRGD-conjugated PPCD demonstrated enhanced
permeability to tumor vasculature and significantly reduced vascular diameter than that for simple
RGD-PPCD conjugates (Figure 3). Enhanced brain tumor accumulation of iRGD was reflected in
increased survival of tumor bearing mice than mice treated with conventional RGD conjugates.
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Figure 3. (a) Schematic elucidation of tumor penetrating characteristics of iRGD-PPCD and RGD-PPCD
conjugates. PPCD denotes PEG-PAMAM-cis-aconityl-DOX. RGD-PPCD conjugates, upon binding to
αv integrins, can access regions at the vicinity of tumor blood vessels, but possess limited capacity to
penetrate tumor parenchyma. iRGD-PPCD conjugates, via neuropilin-1-dependent internalization,
penetrates deeper into tumor parenchyma. (b) Assessment of tumor penetration of free DOX and
conjugates in mice bearing intracranial C6 glioma, 12 h post intravenous administration. CD31 staining
indicates blood vessel density with nuclei stained with DAPI. (c) Effects of individual treatment
group on vasculature characteristics of subcutaneous C6 glioma tumor in mice. Vascular density
and diameters are determined using Fibered confocal fluorescence microscopy. (i) Saline, (ii) DOX,
(iii) PPCD, (iv) RGD + PPCD, (v) RGD-PPCD, (vi) iRGD-PPCD and (vii) iRGD + PPCD. Reproduced
from reference [46] with permission from Elsevier.

3.2. Integrin-Assisted Therapeutic Peptide and Protein-Conjugates

In addition to small-molecule drugs, integrin receptor-mediated targeting has been investigated
to deliver therapeutic peptide and proteins to their specific site of action. Ellerby and coworkers have
reported conjugation of CNGRC and RGD4C sequences to a pro-apoptotic peptide (KLAKLAK)2 [47].
The interesting design involved guiding the pro-apoptotic sequence to the tumor vasculature via
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the tumor-homing sequences. (KLAKLAK)2 domain triggered apoptosis only when internalized
into tumor cells by mitochondrial membrane permeabilization and reduced chances of non-specific
toxicity. Conjugation of RGD-4C to a naturally occurring anti-microbial peptide tachyplesin reduced
colony-formation ability in TSU prostate cancer cells and induced tumor growth regression in syngenic
mice models of prostate cancer and melanoma [48].

Tumor Necrosis Factor (TNF) is a cytokine that plays a dominant role in apoptosis, cell
survival and immunity. Interestingly, αvβ3 integrin-specific ACDCRGDCFCG peptide conjugated
to mouse TNF-α resulted in high binding-avidity [49]. Only a sub-nanogram level dose of the
conjugate was sufficient to trigger significant tumor regression when the conjugate was combined
with a chemotherapeutic drug melphalan. Conjugation of TRAIL (TNF related apoptosis inducing
factor) with the ACDCRGDCFC peptide resulted in a dose-dependent binding in microvascular
endothelial cells and exhibited high degree of apoptosis in αvβ3 and αvβ5-positive tumor cells [50].
In vivo anti-tumor efficacy of the conjugates was further enhanced in combination with irinotecan
hydrochloride in mouse tumor xenograft models. As investigated by Jiang and coworkers, recombinant
mutated human TNF-α (RGD-rmhTNF-α) showed ability to bind αvβ3 integrin in vitro, enhanced
intratumoral uptake of Doxorubicin via increased permeability into tumor blood-vessels and
synergistic anti-tumor efficacy with Doxorubicin in tumor xenograft models [51].

Besides TNF, endostatin and IL-12 have been conjugated to integrin-targeted peptides.
IL-12, an interleukin produced by dendritic cells for stimulating growth and function of T cells, has
adverse cytotoxicity which limits its therapeutic application. IL-12 when conjugated to RGD-4C, besides
retaining the full potential of IL-12, significantly inhibited tumor progression in a neuroblastoma model
as compared to native IL-12 [52]. Therapeutic potential of Endostatin, an endogenous inhibitor of
angiogenesis has been enhanced by amino or carboxyl terminal RGD-modification of a point mutated
endostatin [53]. The modification enhanced tumor localization and growth regression of ovarian and
colon tumors in athymic mice.

3.3. Integrin-Targeted Lipid- and Polymer-Based Nanoparticles

Integrin-targeted nanomedicine is of special interest for successful delivery of drugs and genes to
tumors and tumor vasculatures. Enhanced vascular leakiness added to the lack of proper lymphatic
drainage in a properly vascularized solid tumor, popularly referred to as the Enhanced Permeability
and Retention effect (EPR) [54], impart nanoparticles with a capacity of passive tumor targeting when
their diameter falls in the range of 100–200 nm [55]. However, active-targeting based on selective
binding of nanoparticles to certain membrane receptors overexpressed on tumors suggest an alternate
strategy to account for patient heterogeneity and inherent complexity of tumor microenvironment.
A combination of passive and active targeting could be advantageous to overcome tumor drug
resistance and provide better therapeutic outcomes [9]. Size, shape and surface properties are
of paramount importance when designing targeted nanoparticles. Cellular uptake of 100-nm
nanoparticles was found to be 2.5-fold higher in comparison to particles of 1-µm diameter [56].
Similarly, surface-curvature is important to detect aggregation and receptor-binding ability [57].
A perfect integrin-targeted nanoparticulate system should reach its target at ease, get recognized by
the receptor, bind to the integrins and deliver its payload to the tumor site with minimum drug loss to
the healthy tissues. The current review highlights recent advances on integrin-assisted as well as lipid-
and polymer-based nanomedicine.

3.3.1. Small Molecule Drugs

Liposomes decorated with integrin-targeting ligands have been extensively studied for
anti-angiogenic therapy [58]. These liposomes are often modified by introducing a polyethylene
glycol (PEG) moiety to decipher stealth-like characteristics so the chances of non-specific interactions
with the phagocytic cells can be reduced [59]. In vivo efficacy of several anticancer drugs has been
enhanced using such sterically stabilized integrin-targeted liposomes as delivery vehicles. Xiong and
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coworkers have demonstrated the enhanced potency of Doxorubicin-containing liposomes with RGD
motif tagged to the distal end of PEG coating. RGD motif containing liposomes facilitated Doxorubicin
uptake in melanoma cells by integrin-mediated endocytosis [60]. RGD-modified liposomes exhibited
higher in vitro cytotoxicity, enhanced circulation time and higher tumor uptake as compared to the
unmodified liposomes. As a result, melanoma tumor regression was also significant for RGD-modified
liposomes. Murphy’s group conjugated c(RGDfK) peptide to PEGylated liposomes to encapsulate
Doxorubicin and the resulting nanoparticle showed a 15-fold decrease in tumor volume compared
to the free drug without any significant weight loss, when administered systemically [30]. Similarly,
c(RGDyK)-decorated PEGylated nanocarriers have been designed for pH-responsive delivery of
Doxorubicin [61].

Recent work from Chaudhuri’s laboratory has demonstrated the implications of liposomes
containing RGDK-lipopeptides to deliver the anti-cancer drug Curcumin to mouse tumor vasculatures.
Mechanistically, the formulation was able to induce tumor growth regression via inhibition of
Vascular Endothelial Growth Factor (VEGF)-induced STAT3 (Signal transducer and activator of
transcription) phosphorylation [62]. With a purpose to increase circulation lifetime of the liposomes,
RGDK-lipopeptide was PEGylated during the next stage of investigation. Application of liposomes
functionalized with these PEGylated RGDK-lipopeptide for co-delivery of Doxorubicin and Curcumin
to mouse tumor vasculature had resulted in 2–3-fold tumor regression compared to the formulations
containing individual drugs [63].

Kokkoli and coworkers have reported a fibronectin-mimetic peptide PR_b that has a potential to
specifically bind to integrin α5β1, thereby providing a tool to target tumor cells overexpressing integrin
α5β1. Stealth liposomes containing PR_b peptide-amphiphile in the bilayer of the liposomes with
encapsulated Doxorubicin were proved to be equally cytotoxic as free Doxorubicin [64]. Liposomes
surface-modified with c(RGDyK) and loaded with Paclitaxel were able to reduce tumor volume by
~1.2-fold in a PC-3 tumor xenograft model when compared to the untargeted liposomes [65]. As shown
by Dai’s group, mTOR inhibitor Rapamycin loaded inside PEG-PCL polymer micelles, when combined
with Doxorubicin-loaded cyclic octapeptide liposomes targeting integrin α3, appreciable tumor
growth reduction was observed in mice bearing triple negative breast cancer [66]. Liposomes
containing c(RGDfC) peptide and loaded with antiangiogenic drug patupilone (EPO906) resulted in
a potent antitumor effect in mice bearing neuroblastoma and RH30-rhabdomyosarcoma [67]. Selective
recent advances on integrin-targeted nanoparticles for delivery of chemotherapeutics are highlighted
in Table 1.

Table 1. A non-exhaustive list of integrin receptor-targeted small molecule drug delivery systems.

Vehicle Type Integrin-Targeting
Sequence Drug Loading/

Encapsulation Mice Tumor Model References

Liposome cRGDf Doxorubicin 80–150 µg per µmol of
lipid/ND C26 carcinoma [29]

RGDm Doxorubicin Lipid/drug 15:1
(w/w)/ND B16 melanoma [60]

RGD Paclitaxel ND/90% SKOV-3 ovarian cancer [68]

c(RGDyK) Paclitaxel 5% of the SPC +
cholesterol weight/84% PC-3 prostate cancer [65]

cRGDfC EPO906 ND/>95%
Kelly neuroblastoma,

RH-30
rhabdomyosarcoma

[67]

Ac-CRGDS Gemcitabine/Pirfenidone

50–2000 µg/50%
(Gemcitabine), 10–100
µg (Pirfenidone)/98%

(Pirfenidone)

PSCs/Panc-1 pancreatic
cancer [69]

RGDK Curcumin Lipid/drug 15:1
(w/w)/85–90% B16F10 melanoma [62]
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Table 1. Cont.

Vehicle Type Integrin-Targeting
Sequence Drug Loading/

Encapsulation Mice Tumor Model References

PEG-RGDK Curcumin/
Doxorubicin

Lipid/drug 10:1
(w/w)/74% (Curcumin)
& 100% (Doxorubicin)

B16F10 melanoma [63]

Polymeric
nanoparticle cRGDf MMAE/F ND/ ND C26 carcinoma [70]

iRGD Paclitaxel 5 mg drug per 20 mg of
copolymer/>90% H22 hepatic tumor [71]

c(RGDyK) Doxorubicin 10%/60% B16 melanoma [61]

c(RGDfK) Pt (IV) 30–50% of the polymer
(w/w)/3%

MCF7MFP1 breast
cancer [72]

Polymeric
micelle RGD4C Paclitaxel 1.25 mg drug per 2.5 mg

of polymer/ ND
MDA-MB-435 breast

tumor [73]

c(RGDyK) Docetaxel 5 mg of drug per 10 mg
of PLA-PEG/90% U87MG glioblastoma [74]

c(RGDyK) Paclitaxel 10–50% (w/w to
polymer)/98–63% U87MG glioblastoma [75]

RGD4C Doxorubicin ND/ND MDA-435 LCC6 derived
tumors [76]

Polymer
conjugate iRGD Doxorubicin NA C6 glioma [46]

RGDfK Aminohexyl-geldanamycin 20–27% DU145 prostate cancer [77]

ND: Not discussed; NA: Not applicable.

Apart from liposomal delivery systems, numerous studies have been reported on the design
of integrin-targeted polymeric nanoparticles. To name a few recent advances, cRGDyK-PEG-PLA
micelles of ~35 nm in diameter were used by Zhan and coworkers to encapsulate Paclitaxel [75].
Targeted micelles showed a seven-fold decrease in tumor volume compared to control in a U87MG
glioblastoma mouse model and increased mean survival of mice. Similar micelles have also been
used to encapsulate Docetaxel [74] and curcumin [78]. PEO-PCL micelles decorated with RGD4C
having Doxorubicin conjugated to the micellar core via acid-sensitive hydrazone linkage exhibited
enhanced tumor accumulation in a DOX-sensitive LCC6WT tumor model [76]. Similar micelles
with DOX conjugated via a stable amide linkage showed higher efficacy in a DOX-resistant
LCC6MDR model. As shown by Kataoka’s group, PEG-PGA micelles incorporating platinum-based
anticancer drug (1,2-diaminocylohexane) platinum (II), demonstrated fast accumulation in the
tumor tissue in U87MG orthotopic glioblastoma model when their surface was decorated with
20 mol % cRGDfK as compared to the untargeted cRAD micelles [79]. The targeted micelles were
also equally effective in inhibiting lymph node metastasis in a syngeneic melanoma model [80].
cRGDyK was used by Qiu and coworkers to decorate polymeric nanoparticles composed of
a block-copolymer poly(ethylene glycol)-poly(2,4,6-trimethoxy benzylidene pentaerythritol carbonate).
These pH-sensitive nanoparticles efficiently incorporated Doxorubicin and showed significant tumor
regression efficacy [61] (Figure 4). An interesting development in the polymeric nanoparticle domain
is polymersome, a vesicle generated via self-assembly of block copolymers. iRGD-conjugated pH
sensitive polymersomes of poly (oligoethylene glycol methacrylate)-poly(2-(diisopropylamino) ethyl
methacrylate) has been successfully used to encapsulate Paclitaxel and the resulting vesicle has
shown significant anti-tumor effect in peritoneal tumors from gastric (MKN-45P) or colon (CT26)
origin [81]. Usual limitations of polymeric nanoparticles such as non-specific interactions with blood
components due to excess positive charge can be controlled by designing charge-reversal polymers.
These are usually acid-labile amidized cationic polymers which stay inert in the circulation but can be
activated in the tumor target sites via pH alteration [82]. To address circulation-instability of cargo
before it could reach the tumor target, covalent conjugation is an interesting alternative to simple
encapsulation. Stimuli-responsive polymeric nanoparticles can ensure sustained protection of payload
until internalization into the target cells where the encapsulated drug or protein could be released in
response to certain triggers like light, pH, redox conditions, temperature, etc. [83,84].
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Tumor growth curve in mice treated with saline, NT-NPs and 10% c(RGDyK)-NP. Reproduced from
reference [61] with permission from Elsevier.

Each class of integrin-targeted nanoparticulate delivery system has its unique advantages and
shortcomings. Liposomes have distinct advantages of encapsulating hydrophilic drugs at their aqueous
compartments vs hydrophobic drugs at the lipid bilayers. A size range of 50–1000 nm for liposomes
which is appreciably larger than 10–100 nm size of micelles might provide the advantage of higher
drug loading which is also evident from Table 1. However, liposomes have the limitation of fast
elimination via the reticuloendothelial system [85]. Polymeric micelles may have limited stability, slow
extravasation and liver toxicity due to slower clearance despite having the advantages of conjugating
multiple drug molecules via the multiplicity of polymer functional groups [86]. Interestingly,
small-sized protein-loaded PEG-lipid micelles have demonstrated more efficient targeting of Lewis
Lung Carcinoma than long-circulating large liposomes [87]. Comparative studies on the application of
liposomes, micelles and polymeric nanoparticles side-by-side for anti-angiogenic therapy are missing
in the literature which may shed light on new design concepts. Lipid-polymer hybrid nanoparticles
which include complimentary characteristics from polymer and lipid-based nanoparticles could be
interesting candidates for future investigations [88,89].

3.3.2. Nucleic Acids

Integrin-assisted and nanoparticle-mediated delivery of therapeutic nucleic acids is a promising
alternative to viral vectors as a strategy to target genetic mutations observed in cancer (Table 2).
Immunogenicity and a lack of specificity of viral vehicles have been addressed via development of
non-viral targeted nanoparticles [90]. Cheresh’s laboratory has reported the use of a cationic lipid-based
nanoparticle containing an αvβ3 integrin targeting ligand to selectively deliver a mutant Raf gene
to angiogenic blood vessels in tumor-bearing mice [91]. Apoptosis of tumor endothelium ultimately
resulted in tumor cell apoptosis and significant regression of primary and metastatic tumor burden.
Recently, Chaudhuri and coworkers have demonstrated that once an RGD-lipopeptide is modified
with a lysine residue at the C-terminus, liposomes containing these non-cyclic conformationally
unstrained tetrapeptide are able to target genes to mouse tumor vasculatures via α5β1 integrins [92].
A similar observation from the same group reported that cationic amphiphiles containing the RGDGWK
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hexapeptide sequence can deliver genes to the cultured cells preferably viaα5β1 integrins. A significant
tumor growth inhibition was observed when an electrostatic complex of anti-cancer gene p53 and
the liposomes was intravenously administered into mice bearing aggressive B16F10 tumors [93].
Integrin-targeted stealth liposomes were as equally effective as siRNA carrier in vivo. Liposomes
with diameters of 160–180 nm functionalized with RGDK-PEG lipopeptide carrying encapsulated
siRNA targeted to the cell cycle regulator CDC20 were able to target tumor and tumor endothelial cells
via integrin α5β1 when tested in vitro. Significant growth inhibition of mice melanoma tumor was
observed upon systemic injection of these carriers. Inhibitory effect was accompanied by an appreciable
degree of apoptosis in tumor and endothelial cells and reduction in tumor blood vessel density [94].
A cell-penetrating peptide-decorated liposomal platform has also been reported by Chaudhuri’s
laboratory and has been explored to deliver anti-angiogenic siRNA targeted against VEGF in mice
bearing melanoma tumor [95].

Wang et al. have developed an integrin-targeted siRNA delivery system based on
a multifunctional lipid carrier abbreviated as EHCO. The study was aimed at delivering anti-HIF-1a
siRNA with the intention to knockdown the expression of HIF-1a, a key transcription factor responsible
for the survival of cancer cells in hypoxic environments [96]. c(RGDfK) was conjugated to the lipoplex
surface through a PEG moiety by a sulfhydryl-malimide coupling reaction. This RGD-based delivery
system had shown significant tumor regression in athymic mice bearing human glioma U87 xenografts.
Another example of integrin-mediated siRNA delivery has been reported by Schiffelers et al. where
self-assembling nanoparticles containing PEGylated polyethyleneimine with RGD motif present at
the distal end of PEG moiety have been used to deliver siRNA targeted against Vascular Endothelial
Growth Factor Receptor-2 VEGFR2 [97]. The nanoparticles selectively accumulated in tumors and
significantly reduced expression of the VEGFR2 gene as well as tumor angiogenesis, leading to tumor
regression. Selective recent advances on integrin-targeted nanoparticles for nucleic acid delivery are
highlighted in Table 2.

Table 2. A non-exhaustive list of integrin-receptor mediated nucleic acid delivery systems.

Vehicle Integrin-Targeting
Sequence Nucleic Acid +/− Drug Nucleic Acid

Encapsulation
Mice Tumor

Model References

Liposome RGDK p-CMV-p53 ND B16F1
melanoma [92]

RGDGWK p-CMV-p53 ND B16F10
melanoma [93]

PEG-RGDK CDC20 siRNA 88–90% B16F10
melanoma [94]

c(RGDfK) VEGFR2 siRNA >90% OS-RC-2-kidney
carcinoma [98]

RGD PAX3-FOXO1 siRNA/
protamine ND Rh30 alveolar

rhabdomyosarcoma [99]

mAb E7P6 Integrin β6-siRNA 85–87% HT-29 colon
cancer [100]

Polymeric
nanoparticle RGD-PEG-DSPE MDR1siRNA/Doxorubicin ND MCF7/A

tumor [101]

iRGD Survivin shRNA/
Paclitaxel 94% A549/T lung

cancer [102]

GRGDSPK STAT1 mRNA 75% Collagen-induced
arthritis [103]

c(RGDfK) pCMV6-AP-2α 67% MGC803
gastric tumor [104]

RGD4C MCL-1 siRNA ND MDA-MB-435
breast cancer [105]

Polymeric
micelle RGD4C P-gp siRNA/

Doxorubicin ND MDA-MB-435
Breast tumor [106]

Polyplex c(ACDCRGDCFC) VEGFR1 siRNA ND CT-26 colon
adenocarcinoma [107]

ND: Not discussed.
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Positively charged RGD-lipid-Protamine nanoparticles with diameters of 222 nm were used
to deliver siRNA targeted against PAX3-FOXO1 (P3F), a fusion transcript expressed in alveolar
rhabdomyosarcoma (ARMS) [99]. Statistically significant tumor growth delay was observed in
a xenograft ARMS model. Integrin targeted P123 Pluronic block copolymers were used to compose
nanoparticles of ~20 nm diameter tagged with c(RGDfK) with an aim to encapsulate AP-2α (activating
protein 2α) protein expression plasmid [104]. AP-2α plays an important role to inhibit anti-apoptotic
Bcl2 and upregulate apoptotic Bax/Cytochrome/Apaf1/caspase-9 network. Four-fold reduction in
tumor size compared to untargeted conjugate was observed in a primary gastric tumor animal model.
Systemically injected cRGD-modified polyion complex-assembled gold nanoparticles could target
HeLa tumor and have shown enhanced gene silencing ability in the tumor [108].

3.3.3. Combination Delivery of Nucleic Acids and Drugs

Non-specific distribution of chemotherapeutic drugs and development of multi-drug resistance
often impairs success of chemotherapy. Resistance to common drugs like anthracyclines and taxanes is
commonly associated to overexpression of drug-transporter protein P-gp encoded by MDR1 gene in
tumor cells. Prior inhibition of P-gp via targeted siRNA delivery is an attractive strategy with potential
to increase the level of drug accumulation into tumor. To this end, Xiong and group designed a micellar
system from poly (ethylene oxide)-block poly (εcaprolactone) (PEO-b-PCL) block copolymers where
PCL block has been functionalized with polyamines for chemically conjugating siRNA or Doxorubicin
via hydrazone linkages (Figure 5a,b). The system was further modified with RGD4C motif for
αvβ3 integrin-mediated tumor targeting and tagged with cell-penetrating peptide Tat for increased
membrane fusion. The micelles were able to release Doxorubicin in a pH dependent mechanism
and demonstrated significant cellular uptake, improved dox penetration in vitro and tumor specific
accumulation in multi-drug resistant MDA-MB-435 human tumor models [106].

In a different strategy used by Jiang and coworkers, RGD-PEG-DSPE containing cationic
liposomes carrying MDR1 siRNA has been shown to be preferentially accumulated in drug-resistant
MCF7/A tumors and reversed the drug resistance by downregulating P-gp expression level in the
tumor cells [101]. Four doses of siRNA-liposome complex were administered via the tail vein in
BALB/c mice bearing MCF7/A tumors, following the administration of Doxorubicin encapsulated
in the same targeting liposomes. This sequential administration of liposomal siRNA and drug
significantly reduced the growth of drug-resistant tumors compared to the regression in case of
liposomal drug alone. Overall, such a combination strategy of chemotherapeutic drugs and siRNA
could be a promising modality for treating drug-resistant tumors.

Positively charged iRGD-TPGS/Pluronic P85-PEI nanoparticles with diameters of 141–160 nm
have been used by Shen and coworkers to co-deliver Paclitaxel and short hairpin RNA targeted against
Survivin, an apoptosis inhibitor protein [102]. ~80% downregulation of Survivin expression was
observed in the tumor tissue which resulted in 2–3-fold tumor volume regression compared to the
untargeted control group. Near-infrared guided smart nanocarriers composed of a stimuli-responsive
DNA Y-motif, two temperature-sensitive polymer and gold nanorods were constructed by Zhang and
colleagues to co-deliver Doxorubicin and PLK1 siRNA [109]. The interesting design feature allowed
reversible photothermal interconversion between PEG and RGD decoration on the surface while drug
release was mediated via endogenous miRNA and ATP as stimuli (Figure 5c,d).
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siRNA against P-gp and DOX designed to overcome multidrug resistance. Drugs are encapsulated
at the micellar core and the shell of the micelles are modified with RGD or TAT peptides. (b) In vivo
near-infrared fluorescent imaging of athymic nude mice bearing MDA-MB-435/LCC6MDR1-resistant
tumors upon intravenous administration with RGD- and NON-micelles-DOX-Cy5.5 and RGD- and
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© 2011 American Chemical Society. (c) Schematic illustration of smart nanocarriers (SNC) capable
of NIR-mediated siRNA and DOX co-delivery with endogenous miRNA and ATP as the controllers
of intracellular cargo release. (d) Tumor growth inhibition efficacy of the SNCs in mice bearing
subcutaneous HeLa tumors. * p < 0.05, ** p < 0.01 (two tailed Student’s t-test). Reprinted (adapted)
with permission from reference [109], Copyright © 2011 American Chemical Society.

4. Is RGD-Mediated Targeting Good Enough?

The RGD motif has been one of the most explored ligands for antiangiogenic therapy.
RGD-mediated therapy has its distinct advantages since the target integrins, like αvβ3, are expressed
on angiogenic tumor endothelial cells in addition to the tumor cells in numerous cancers [12,110],
while not on the quiescent vasculatures. A targeting ligand may not play a role in the overall
tumor accumulation of the nanoparticles if the target is not adequately expressed on the tumor
vasculature. In such case, targeted and non-targeted particle often show similar tumoral uptake via EPR
effect [111–113]. Transferrin-targeted nanoparticles formed with cyclodextrin-containing polycations
and siRNA showed similar tumor localization compared to the non-targeted control nanoparticle as
determined via PET [114]. Similarly, folate-targeting did not alter tumor accumulation of liposomes in
mouse M109 and human KB carcinomas, and mouse J6456 lymphoma [115]. Integrin-targeting can
be distinguished from folate- and transferrin-mediated targeting since the expression of these two
widely used receptors are limited to cancer cells only [8]. RGD-decorated nanoparticles can achieve
dual targeting via initial binding to the integrins in the tumor blood vessels followed by binding
to the integrins of tumor cells after extravasation. On the other hand, folate supplied through food
intake possibly competes with receptor-binding of folate-targeted nanoparticles, which may ultimately
reduce concentration of intracellularly delivered drug [116].

Even though RGD is the most sought-after ligand for integrin-mediated angiogenesis, a few
other integrin-binding peptides have also been explored for similar purposes. The laminin-derived
peptide sequence SIKVAV known to bind integrins α3β1 and α6β1 has been explored to design
gold nanoparticles to enhance target-specific uptake [117]. Similar sequences when used to decorate
a polymer-coated virus allowed tumor-specific uptake of the modified virus via α6 integrins [118].
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Apart from integrin-binding peptides, those targeting a handful of other pro-angiogenic receptors have
been exploited to design nanoparticles. Peptide KPQPRPLS targeting Vascular Endothelial Growth
Factor Receptor-1 and peptide KATWLPPR targeting Neuropilin-1 have been used to functionalize
gold nanoparticles with an aim to alter the balance between Pro- and anti-angiogenic factors [119].
Surface modification of nanoparticles with laminin-binding peptide YIGSR has been shown to improve
targeting to metastatic melanoma [120]. Heparan sulfate receptors expressed on angiogenic endothelial
cells have been selectively targeted using CGKRK peptide-modified PEG-co-PCL nanoparticles in
a U87MG brain tumor model [121].

Multivalent targeting through simultaneous binding of multiple receptors may provide an
interesting avenue to increase tumor accumulation of delivered drugs. Poly-(lactide-co-glycolide)
nanoparticles dually functionalized with RGD and transferrin showed increased accumulation in
retinal cells and highly reduced laser-induced choroidal neovascularization in rats [122]. Similarly,
αvβ3-integrin- and galectin-1-targeted paramagnetic liposomes showed synergistically elevated
uptake in the treatment of angiogenesis [123]. Given the heterogeneity of receptor expression
across tumors, developing screening techniques where nanoparticles of varying receptor-targeting
functionality and biophysical characters (shape, size, charge, etc) can be rationally identified for
specificity, affinity and avidity of binding.

5. Future Perspectives

The integrin receptor has been a star player in targeted drug delivery as clearly evidenced in recent
literature. Integrin-targeted nanoparticles with diameters of 100–200 nm offer dual advantages of
active-targeting and passive EPR-mediated effect which help enhance therapeutic efficacy by reducing
drug dosage and often imparting selective tumor targeting ability. Unfortunately, studies aimed
at comparing efficacies of distinct delivery systems are still missing. A wide variety of polymer
and lipid-based systems have been studied to deliver a plethora of drugs and nucleic acids, often
in different tumor models and with a wide range of dosage, making it difficult to determine their
comparative potency. Most studies have only looked at the relative capacity of targeted vs non-targeted
vehicles. Efficiency of delivery as determined via percentage of accumulated drug dose at the tumor
site [124] (vs. vital organs) is largely missing in literature. In addition, anti-tumor efficacy of the
nanoparticles has been evaluated solely based on tumor volume shrinkage rather than ensuring
a complete remission. Such temporary anti-angiogenic effect has been shown [125] to induce invasion
and metastasis necessitating development of targeted therapy for intervening on both localized early
stage and metastatic late stage tumors [126].

Despite promising preclinical results, only two integrin-targeted systems are being investigated in
clinical trials [127] (ClinicalTrials.gov identifier NCT02106598) which seemingly suggests shortcoming
of carrier design and a lack of effective preclinical models able to closely mimic clinical tumor
microenvironment. Complexity of heterogeneous tumor tissue composed of cancer stem cells,
blood vessels, immune cells and extracellular matrix can be accurately studied by recently developed
organ-on-a-chip technology [128]. Cutting-edge engineering of chips to recapitulate interactions
between tumor and stroma, tumor vs vasculature and tumor vs extracellular matrix components
can aid in more accurate prescreening of the targeted nanoparticles than in conventional 2D cell
culture. High degree of reproducibility in the production of nanoparticles achieved via microfluidic
technology is helpful for large-scale production [129,130]. Preclinical investigations should elucidate
in-depth evaluation of immunogenic effect and non-specific toxicity of the vehicle in addition to tissue
distribution and pharmacokinetic profiles. There is room for improvement in design strategies to
generate integrin ligands with even higher specificity. Detailed structure–activity relationships with
due consideration to zeta potential, hydrodynamic diameter, flexibility of ligand-display, multi-valency
and spatial segregation of ligands, shape of the vehicle [55], drug-encapsulation and release-kinetics
are needed to be investigated for proper optimization of the vehicle [131,132]. In-depth research
is needed to address the effects of integrin internalization, recycling and saturation to control the



Bioengineering 2018, 5, 76 14 of 20

delivered drug. Reproducibility of preclinical data and evaluation in patient-derived tumor models
are the key steps to consider. Heterogeneity of receptor expression across patients and even across
different regions of the same tumor certainly poses challenge towards active-targeting. A more refined
understanding of angiogenic process through Big data produced from genomics, transcriptomics and
proteomics can aid in developing precision nanotherapeutics [133]. Prior determination of integrin
expression in biopsy samples from individual patients might provide a more defined clinical strategy.
A close collaboration between bench scientists and clinicians could help overcome the large gap that
still exists between preclinical and clinical outcomes of anti-angiogenic therapy.

Acknowledgments: This work was supported by Doctoral Research Fellowship provided to PM at CSIR-Indian
Institute of Chemical Technology from Council of Scientific and Industrial Research (CSIR), Government of
India, New Delhi. PM acknowledges Arabinda Chaudhuri (CSIR-IICT) and Kingshuk Dutta (University of
Massachusetts Amherst) for constructive suggestions.

Conflicts of Interest: The author declares no conflict of interest.

References

1. Danhier, F.; Feron, O.; Preat, V. To exploit the tumor microenvironment: Passive and active tumor targeting
of nanocarriers for anti-cancer drug delivery. J. Control. Release 2010, 148, 135–146. [CrossRef] [PubMed]

2. Bae, Y.H.; Park, K. Targeted drug delivery to tumors: Myths, reality and possibility. J. Control. Release 2011,
153, 198–205. [CrossRef] [PubMed]

3. Folkman, J. Tumor angiogenesis: Therapeutic implications. New Engl. J. Med. 1971, 285, 1182–1186. [PubMed]
4. Folkman, J. New perspectives in clinical oncology from angiogenesis research. Eur. J. Cancer 1996, 32,

2534–2539. [CrossRef]
5. Fan, Z.; Xu, Z.; Niu, H.; Gao, N.; Guan, Y.; Li, C.; Dang, Y.; Cui, X.; Liu, X.L.; Duan, Y.; et al. An injectable

oxygen release system to augment cell survival and promote cardiac repair following myocardial infarction.
Sci. Rep. 2018, 8, 1371. [CrossRef] [PubMed]

6. Schnittert, J.; Bansal, R.; Storm, G.; Prakash, J. Integrins in wound healing, fibrosis and tumor stroma: High
potential targets for therapeutics and drug delivery. Adv. Drug Deliv. Rev. 2018, 129, 37–53. [CrossRef]
[PubMed]

7. Hart, S.L. Integrin-mediated vectors for gene transfer and therapy. Curr. Opin. Mol. Ther. 1999, 1, 197–203.
[PubMed]

8. Danhier, F.; Le Breton, A.; Preat, V. RGD-based strategies to target alpha(v) beta (3) integrin in cancer therapy
and diagnosis. Mol. Pharm. 2012, 9, 2961–2973. [CrossRef] [PubMed]

9. Duro-Castano, A.; Gallon, E.; Decker, C.; Vicent, M.J. Modulating angiogenesis with integrin-targeted
nanomedicines. Adv. Drug Deliv. Rev. 2017, 119, 101–119. [CrossRef] [PubMed]

10. Weis, S.M.; Cheresh, D.A. Tumor angiogenesis: Molecular pathways and therapeutic targets. Nat. Med. 2011,
17, 1359–1370. [CrossRef] [PubMed]

11. Backer, M.V.; Backer, J.M. Imaging key biomarkers of tumor angiogenesis. Theranostics 2012, 2, 502–515.
[CrossRef] [PubMed]

12. Desgrosellier, J.S.; Cheresh, D.A. Integrins in cancer: Biological implications and therapeutic opportunities.
Nat. Rev. Cancer 2010, 10, 9–22. [CrossRef] [PubMed]

13. Hynes, R.O. Integrins: Bidirectional, allosteric signaling machines. Cell 2002, 110, 673–687. [CrossRef]
14. Brooks, P.C.; Clark, R.A.; Cheresh, D.A. Requirement of vascular integrin alpha v beta 3 for angiogenesis.

Science 1994, 264, 569–571. [CrossRef] [PubMed]
15. Brooks, P.C.; Montgomery, A.M.; Rosenfeld, M.; Reisfeld, R.A.; Hu, T.; Klier, G.; Cheresh, D.A. Integrin alpha

v beta 3 antagonists promote tumor regression by inducing apoptosis of angiogenic blood vessels. Cell 1994,
79, 1157–1164. [CrossRef]

16. Ley, K.; Rivera-Nieves, J.; Sandborn, W.J.; Shattil, S. Integrin-based therapeutics: Biological basis, clinical use
and new drugs. Nat. Rev. Drug Discov. 2016, 15, 173–183. [CrossRef] [PubMed]

17. Fu, S.; Xu, X.; Ma, Y.; Zhang, S.; Zhang, S. RGD peptide-based non-viral gene delivery vectors targeting
integrin alphavbeta3 for cancer therapy. J. Drug Target. 2018, 26, 1–11. [CrossRef] [PubMed]

http://dx.doi.org/10.1016/j.jconrel.2010.08.027
http://www.ncbi.nlm.nih.gov/pubmed/20797419
http://dx.doi.org/10.1016/j.jconrel.2011.06.001
http://www.ncbi.nlm.nih.gov/pubmed/21663778
http://www.ncbi.nlm.nih.gov/pubmed/4938153
http://dx.doi.org/10.1016/S0959-8049(96)00423-6
http://dx.doi.org/10.1038/s41598-018-19906-w
http://www.ncbi.nlm.nih.gov/pubmed/29358595
http://dx.doi.org/10.1016/j.addr.2018.01.020
http://www.ncbi.nlm.nih.gov/pubmed/29414674
http://www.ncbi.nlm.nih.gov/pubmed/11715943
http://dx.doi.org/10.1021/mp3002733
http://www.ncbi.nlm.nih.gov/pubmed/22967287
http://dx.doi.org/10.1016/j.addr.2017.05.008
http://www.ncbi.nlm.nih.gov/pubmed/28502767
http://dx.doi.org/10.1038/nm.2537
http://www.ncbi.nlm.nih.gov/pubmed/22064426
http://dx.doi.org/10.7150/thno.3623
http://www.ncbi.nlm.nih.gov/pubmed/22737188
http://dx.doi.org/10.1038/nrc2748
http://www.ncbi.nlm.nih.gov/pubmed/20029421
http://dx.doi.org/10.1016/S0092-8674(02)00971-6
http://dx.doi.org/10.1126/science.7512751
http://www.ncbi.nlm.nih.gov/pubmed/7512751
http://dx.doi.org/10.1016/0092-8674(94)90007-8
http://dx.doi.org/10.1038/nrd.2015.10
http://www.ncbi.nlm.nih.gov/pubmed/26822833
http://dx.doi.org/10.1080/1061186X.2018.1455841
http://www.ncbi.nlm.nih.gov/pubmed/29564914


Bioengineering 2018, 5, 76 15 of 20

18. Pierschbacher, M.D.; Ruoslahti, E. Cell attachment activity of fibronectin can be duplicated by small synthetic
fragments of the molecule. Nature 1984, 309, 30–33. [CrossRef] [PubMed]

19. Ruoslahti, E. RGD and other recognition sequences for integrins. Annu. Rev. Cell Dev. Biol. 1996, 12, 697–715.
[CrossRef] [PubMed]

20. Grant, D.S.; Tashiro, K.; Segui-Real, B.; Yamada, Y.; Martin, G.R.; Kleinman, H.K. Two different laminin
domains mediate the differentiation of human endothelial cells into capillary-like structures in vitro. Cell
1989, 58, 933–943. [CrossRef]

21. Miyauchi, A.; Alvarez, J.; Greenfield, E.M.; Teti, A.; Grano, M.; Colucci, S.; Zambonin-Zallone, A.; Ross, F.P.;
Teitelbaum, S.L.; Cheresh, D.; et al. Recognition of osteopontin and related peptides by an alpha v beta 3
integrin stimulates immediate cell signals in osteoclasts. J. Biol. Chem. 1991, 266, 20369–20374. [PubMed]

22. Triantafilou, K.; Takada, Y.; Triantafilou, M. Mechanisms of integrin-mediated virus attachment and
internalization process. Crit. Rev. Immunol. 2001, 21, 311–322. [CrossRef] [PubMed]

23. Pasqualini, R.; Ruoslahti, E. Organ targeting in vivo using phage display peptide libraries. Nature 1996, 380,
364–366. [CrossRef] [PubMed]

24. Ruoslahti, E. Vascular zip codes in angiogenesis and metastasis. Biochem. Soc. Trans. 2004, 32, 397–402.
[CrossRef] [PubMed]

25. Heckmann, D.; Meyer, A.; Marinelli, L.; Zahn, G.; Stragies, R.; Kessler, H. Probing integrin selectivity:
Rational design of highly active and selective ligands for the alpha5beta1 and alphavbeta3 integrin receptor.
Angew. Chem. Int. Ed. Engl. 2007, 46, 3571–3574. [CrossRef] [PubMed]

26. Pfaff, M.; Tangemann, K.; Muller, B.; Gurrath, M.; Muller, G.; Kessler, H.; Timpl, R.; Engel, J. Selective
recognition of cyclic RGD peptides of NMR defined conformation by alpha IIb beta 3, alpha V beta 3, and
alpha 5 beta 1 integrins. J. Biol. Chem. 1994, 269, 20233–20238. [PubMed]

27. Temming, K.; Meyer, D.L.; Zabinski, R.; Senter, P.D.; Poelstra, K.; Molema, G.; Kok, R.J. Improved efficacy of
alphavbeta3-targeted albumin conjugates by conjugation of a novel auristatin derivative. Mol. Pharm. 2007,
4, 686–694. [CrossRef] [PubMed]

28. Temming, K.; Lacombe, M.; van der Hoeven, P.; Prakash, J.; Gonzalo, T.; Dijkers, E.C.; Orfi, L.; Keri, G.;
Poelstra, K.; Molema, G.; et al. Delivery of the p38 MAPkinase inhibitor SB202190 to angiogenic endothelial
cells: Development of novel RGD-equipped and PEGylated drug-albumin conjugates using platinum
(II)-based drug linker technology. Bioconjugate Chem. 2006, 17, 1246–1255. [CrossRef] [PubMed]

29. Schiffelers, R.M.; Koning, G.A.; ten Hagen, T.L.; Fens, M.H.; Schraa, A.J.; Janssen, A.P.; Kok, R.J.; Molema, G.;
Storm, G. Anti-tumor efficacy of tumor vasculature-targeted liposomal doxorubicin. J. Control. Release 2003,
91, 115–122. [CrossRef]

30. Murphy, E.A.; Majeti, B.K.; Barnes, L.A.; Makale, M.; Weis, S.M.; Lutu-Fuga, K.; Wrasidlo, W.; Cheresh, D.A.
Nanoparticle-mediated drug delivery to tumor vasculature suppresses metastasis. Proc. Natl. Acad. Sci. USA
2008, 105, 9343–9348. [CrossRef] [PubMed]

31. Arap, W.; Pasqualini, R.; Ruoslahti, E. Cancer treatment by targeted drug delivery to tumor vasculature in
a mouse model. Science 1998, 279, 377–380. [CrossRef] [PubMed]

32. Mooney, R.; Abdul Majid, A.; Batalla, J.; Annala, A.J.; Aboody, K.S. Cell-mediated enzyme prodrug cancer
therapies. Adv. Drug Deliv. Rev. 2017, 118, 35–51. [CrossRef] [PubMed]

33. Giang, I.; Boland, E.L.; Poon, G.M. Prodrug applications for targeted cancer therapy. AAPS J. 2014, 16,
899–913. [CrossRef] [PubMed]

34. Burkhart, D.J.; Kalet, B.T.; Coleman, M.P.; Post, G.C.; Koch, T.H. Doxorubicin-formaldehyde conjugates
targeting alphavbeta3 integrin. Mol. Cancer Ther. 2004, 3, 1593–1604. [PubMed]

35. Chen, X.; Plasencia, C.; Hou, Y.; Neamati, N. Synthesis and biological evaluation of dimeric RGD
peptide-paclitaxel conjugate as a model for integrin-targeted drug delivery. J. Med. Chem. 2005, 48, 1098–1106.
[CrossRef] [PubMed]

36. Ryppa, C.; Mann-Steinberg, H.; Fichtner, I.; Weber, H.; Satchi-Fainaro, R.; Biniossek, M.L.; Kratz, F. In vitro
and in vivo evaluation of doxorubicin conjugates with the divalent peptide E-[c(RGDfK)2] that targets
integrin alphavbeta3. Bioconjugate Chem. 2008, 19, 1414–1422. [CrossRef] [PubMed]

37. Dal Pozzo, A.; Esposito, E.; Ni, M.; Muzi, L.; Pisano, C.; Bucci, F.; Vesci, L.; Castorina, M.; Penco, S. Conjugates
of a novel 7-substituted camptothecin with RGD-peptides as alpha(v) beta (3) integrin ligands: An approach
to tumor-targeted therapy. Bioconjugate Chem. 2010, 21, 1956–1967. [CrossRef] [PubMed]

http://dx.doi.org/10.1038/309030a0
http://www.ncbi.nlm.nih.gov/pubmed/6325925
http://dx.doi.org/10.1146/annurev.cellbio.12.1.697
http://www.ncbi.nlm.nih.gov/pubmed/8970741
http://dx.doi.org/10.1016/0092-8674(89)90945-8
http://www.ncbi.nlm.nih.gov/pubmed/1939092
http://dx.doi.org/10.1615/CritRevImmunol.v21.i4.10
http://www.ncbi.nlm.nih.gov/pubmed/11922076
http://dx.doi.org/10.1038/380364a0
http://www.ncbi.nlm.nih.gov/pubmed/8598934
http://dx.doi.org/10.1042/bst0320397
http://www.ncbi.nlm.nih.gov/pubmed/15157146
http://dx.doi.org/10.1002/anie.200700008
http://www.ncbi.nlm.nih.gov/pubmed/17394271
http://www.ncbi.nlm.nih.gov/pubmed/8051114
http://dx.doi.org/10.1021/mp0700312
http://www.ncbi.nlm.nih.gov/pubmed/17683157
http://dx.doi.org/10.1021/bc0600158
http://www.ncbi.nlm.nih.gov/pubmed/16984135
http://dx.doi.org/10.1016/S0168-3659(03)00240-2
http://dx.doi.org/10.1073/pnas.0803728105
http://www.ncbi.nlm.nih.gov/pubmed/18607000
http://dx.doi.org/10.1126/science.279.5349.377
http://www.ncbi.nlm.nih.gov/pubmed/9430587
http://dx.doi.org/10.1016/j.addr.2017.09.003
http://www.ncbi.nlm.nih.gov/pubmed/28916493
http://dx.doi.org/10.1208/s12248-014-9638-z
http://www.ncbi.nlm.nih.gov/pubmed/25004822
http://www.ncbi.nlm.nih.gov/pubmed/15634653
http://dx.doi.org/10.1021/jm049165z
http://www.ncbi.nlm.nih.gov/pubmed/15715477
http://dx.doi.org/10.1021/bc800117r
http://www.ncbi.nlm.nih.gov/pubmed/18578486
http://dx.doi.org/10.1021/bc100097r
http://www.ncbi.nlm.nih.gov/pubmed/20949910


Bioengineering 2018, 5, 76 16 of 20

38. Dal Pozzo, A.; Ni, M.H.; Esposito, E.; Dallavalle, S.; Musso, L.; Bargiotti, A.; Pisano, C.; Vesci, L.; Bucci, F.;
Castorina, M.; et al. Novel tumor-targeted RGD peptide-camptothecin conjugates: Synthesis and biological
evaluation. Bioorg. Med. Chem. 2010, 18, 64–72. [CrossRef] [PubMed]

39. Eldar-Boock, A.; Miller, K.; Sanchis, J.; Lupu, R.; Vicent, M.J.; Satchi-Fainaro, R. Integrin-assisted drug
delivery of nano-scaled polymer therapeutics bearing paclitaxel. Biomaterials 2011, 32, 3862–3874. [CrossRef]
[PubMed]

40. Ray, A.; Larson, N.; Pike, D.B.; Gruner, M.; Naik, S.; Bauer, H.; Malugin, A.; Greish, K.; Ghandehari, H.
Comparison of active and passive targeting of docetaxel for prostate cancer therapy by HPMA copolymer-
RGDfK conjugates. Mol. Pharm. 2011, 8, 1090–1099. [CrossRef] [PubMed]

41. Zhu, S.; Qian, L.; Hong, M.; Zhang, L.; Pei, Y.; Jiang, Y. RGD-modified PEG-PAMAM-DOX conjugate: In vitro
and in vivo targeting to both tumor neovascular endothelial cells and tumor cells. Adv. Mater. 2011, 23,
84–89. [CrossRef] [PubMed]

42. Zhang, L.; Zhu, S.; Qian, L.; Pei, Y.; Qiu, Y.; Jiang, Y. RGD-modified PEG-PAMAM-DOX conjugates: In vitro
and in vivo studies for glioma. Eur. J. Arm. Biopharm. 2011, 75, 232–240. [CrossRef] [PubMed]

43. Wang, K.; Zhang, X.; Zhang, L.; Qian, L.; Liu, C.; Zheng, J.; Jiang, Y. Development of biodegradable polymeric
implants of RGD-modified PEG-PAMAM-DOX conjugates for long-term intratumoral release. Drug Deliv.
2015, 22, 389–399. [CrossRef] [PubMed]

44. Sugahara, K.N.; Teesalu, T.; Karmali, P.P.; Kotamraju, V.R.; Agemy, L.; Girard, O.M.; Hanahan, D.;
Mattrey, R.F.; Ruoslahti, E. Tissue-penetrating delivery of compounds and nanoparticles into tumors.
Cancer Cell 2009, 16, 510–520. [CrossRef] [PubMed]

45. Sugahara, K.N.; Teesalu, T.; Karmali, P.P.; Kotamraju, V.R.; Agemy, L.; Greenwald, D.R.; Ruoslahti, E.
Coadministration of a tumor-penetrating peptide enhances the efficacy of cancer drugs. Science 2010, 328,
1031–1035. [CrossRef] [PubMed]

46. Wang, K.; Zhang, X.; Liu, Y.; Liu, C.; Jiang, B.; Jiang, Y. Tumor penetrability and anti-angiogenesis using
iRGD-mediated delivery of doxorubicin-polymer conjugates. Biomaterials 2014, 35, 8735–8747. [CrossRef]
[PubMed]

47. Ellerby, H.M.; Arap, W.; Ellerby, L.M.; Kain, R.; Andrusiak, R.; Rio, G.D.; Krajewski, S.; Lombardo, C.R.;
Rao, R.; Ruoslahti, E.; et al. Anti-cancer activity of targeted pro-apoptotic peptides. Nat. Med. 1999, 5,
1032–1038. [CrossRef] [PubMed]

48. Chen, Y.; Xu, X.; Hong, S.; Chen, J.; Liu, N.; Underhill, C.B.; Creswell, K.; Zhang, L. RGD-Tachyplesin inhibits
tumor growth. Cancer Res. 2001, 61, 2434–2438. [PubMed]

49. Curnis, F.; Gasparri, A.; Sacchi, A.; Longhi, R.; Corti, A. Coupling tumor necrosis factor-alpha with alphaV
integrin ligands improves its antineoplastic activity. Cancer Res. 2004, 64, 565–571. [CrossRef] [PubMed]

50. Cao, L.; Du, P.; Jiang, S.H.; Jin, G.H.; Huang, Q.L.; Hua, Z.C. Enhancement of antitumor properties of TRAIL
by targeted delivery to the tumor neovasculature. Mol. Cancer Ther. 2008, 7, 851–861. [CrossRef] [PubMed]

51. Jiang, C.; Niu, J.; Li, M.; Teng, Y.; Wang, H.; Zhang, Y. Tumor vasculature-targeted recombinant mutated
human TNF-alpha enhanced the antitumor activity of doxorubicin by increasing tumor vessel permeability
in mouse xenograft models. PLoS ONE 2014, 9, e87036.

52. Dickerson, E.B.; Akhtar, N.; Steinberg, H.; Wang, Z.Y.; Lindstrom, M.J.; Padilla, M.L.; Auerbach, R.;
Helfand, S.C. Enhancement of the antiangiogenic activity of interleukin-12 by peptide targeted delivery of
the cytokine to alphavbeta3 integrin. Mol. Cancer Res. 2004, 2, 663–673. [PubMed]

53. Yokoyama, Y.; Ramakrishnan, S. Addition of integrin binding sequence to a mutant human endostatin
improves inhibition of tumor growth. Int. J. Cancer 2004, 111, 839–848. [CrossRef] [PubMed]

54. Matsumura, Y.; Maeda, H. A new concept for macromolecular therapeutics in cancer chemotherapy:
Mechanism of tumoritropic accumulation of proteins and the antitumor agent smancs. Cancer Res. 1986, 46,
6387–6392. [PubMed]

55. Blanco, E.; Shen, H.; Ferrari, M. Principles of nanoparticle design for overcoming biological barriers to drug
delivery. Nat. Biotechol. 2015, 33, 941–951. [CrossRef] [PubMed]

56. Desai, M.P.; Labhasetwar, V.; Walter, E.; Levy, R.J.; Amidon, G.L. The mechanism of uptake of biodegradable
microparticles in Caco-2 cells is size dependent. Pharm. Res. 1997, 14, 1568–1573. [CrossRef] [PubMed]

57. Khanbabaie, R.; Jahanshahi, M. Revolutionary impact of nanodrug delivery on neuroscience.
Curr. Neuropharmacol. 2012, 10, 370–392. [CrossRef] [PubMed]

http://dx.doi.org/10.1016/j.bmc.2009.11.019
http://www.ncbi.nlm.nih.gov/pubmed/19942441
http://dx.doi.org/10.1016/j.biomaterials.2011.01.073
http://www.ncbi.nlm.nih.gov/pubmed/21376390
http://dx.doi.org/10.1021/mp100402n
http://www.ncbi.nlm.nih.gov/pubmed/21599008
http://dx.doi.org/10.1002/adma.201003944
http://www.ncbi.nlm.nih.gov/pubmed/21360776
http://dx.doi.org/10.1016/j.ejpb.2011.03.025
http://www.ncbi.nlm.nih.gov/pubmed/21496485
http://dx.doi.org/10.3109/10717544.2014.895457
http://www.ncbi.nlm.nih.gov/pubmed/24670095
http://dx.doi.org/10.1016/j.ccr.2009.10.013
http://www.ncbi.nlm.nih.gov/pubmed/19962669
http://dx.doi.org/10.1126/science.1183057
http://www.ncbi.nlm.nih.gov/pubmed/20378772
http://dx.doi.org/10.1016/j.biomaterials.2014.06.042
http://www.ncbi.nlm.nih.gov/pubmed/25023394
http://dx.doi.org/10.1038/12469
http://www.ncbi.nlm.nih.gov/pubmed/10470080
http://www.ncbi.nlm.nih.gov/pubmed/11289111
http://dx.doi.org/10.1158/0008-5472.CAN-03-1753
http://www.ncbi.nlm.nih.gov/pubmed/14744770
http://dx.doi.org/10.1158/1535-7163.MCT-07-0533
http://www.ncbi.nlm.nih.gov/pubmed/18413798
http://www.ncbi.nlm.nih.gov/pubmed/15634755
http://dx.doi.org/10.1002/ijc.20336
http://www.ncbi.nlm.nih.gov/pubmed/15300795
http://www.ncbi.nlm.nih.gov/pubmed/2946403
http://dx.doi.org/10.1038/nbt.3330
http://www.ncbi.nlm.nih.gov/pubmed/26348965
http://dx.doi.org/10.1023/A:1012126301290
http://www.ncbi.nlm.nih.gov/pubmed/9434276
http://dx.doi.org/10.2174/157015912804499456
http://www.ncbi.nlm.nih.gov/pubmed/23730260


Bioengineering 2018, 5, 76 17 of 20

58. Abu Lila, A.S.; Ishida, T.; Kiwada, H. Recent advances in tumor vasculature targeting using liposomal drug
delivery systems. Expert Opin. Drug Deliv. 2009, 6, 1297–1309. [CrossRef] [PubMed]

59. Woodle, M.C.; Newman, M.S.; Cohen, J.A. Sterically stabilized liposomes: Physical and biological properties.
J. Drug Target. 1994, 2, 397–403. [CrossRef] [PubMed]

60. Xiong, X.B.; Huang, Y.; Lu, W.L.; Zhang, X.; Zhang, H.; Nagai, T.; Zhang, Q. Enhanced intracellular delivery
and improved antitumor efficacy of doxorubicin by sterically stabilized liposomes modified with a synthetic
RGD mimetic. J. Control. Release 2005, 107, 262–275. [CrossRef] [PubMed]

61. Qiu, L.; Hu, Q.; Cheng, L.; Li, L.; Tian, C.; Chen, W.; Chen, Q.; Hu, W.; Xu, L.; Yang, J.; et al. cRGDyK
modified pH responsive nanoparticles for specific intracellular delivery of doxorubicin. Acta Biomater. 2016,
30, 285–298. [CrossRef] [PubMed]

62. Mondal, G.; Barui, S.; Saha, S.; Chaudhuri, A. Tumor growth inhibition through targeting liposomally bound
curcumin to tumor vasculature. J. Control. Release 2013, 172, 832–840. [CrossRef] [PubMed]

63. Barui, S.; Saha, S.; Mondal, G.; Haseena, S.; Chaudhuri, A. Simultaneous delivery of doxorubicin and
curcumin encapsulated in liposomes of pegylated RGDK-lipopeptide to tumor vasculature. Biomaterials
2014, 35, 1643–1656. [CrossRef] [PubMed]

64. Shroff, K.; Kokkoli, E. PEGylated liposomal doxorubicin targeted to alpha5beta1-expressing MDA-MB-231
breast cancer cells. Langmuir 2012, 28, 4729–4736. [CrossRef] [PubMed]

65. Cao, Y.; Zhou, Y.; Zhuang, Q.; Cui, L.; Xu, X.; Xu, R.; He, X. Anti-tumor effect of RGD modified PTX loaded
liposome on prostatic cancer. Int. J. Clin. Exp. Med. 2015, 8, 12182–12191. [PubMed]

66. Dai, W.; Yang, F.; Ma, L.; Fan, Y.; He, B.; He, Q.; Wang, X.; Zhang, H.; Zhang, Q. Combined mTOR inhibitor
rapamycin and doxorubicin-loaded cyclic octapeptide modified liposomes for targeting integrin alpha3 in
triple-negative breast cancer. Biomaterials 2014, 35, 5347–5358. [CrossRef] [PubMed]

67. Scherzinger-Laude, K.; Schonherr, C.; Lewrick, F.; Suss, R.; Francese, G.; Rossler, J. Treatment of
neuroblastoma and rhabdomyosarcoma using RGD-modified liposomal formulations of patupilone
(EPO906). Int. J. Nanomed. 2013, 8, 2197–2211.

68. Zhao, H.; Wang, J.C.; Sun, Q.S.; Luo, C.L.; Zhang, Q. RGD-based strategies for improving antitumor activity
of paclitaxel-loaded liposomes in nude mice xenografted with human ovarian cancer. J. Drug Target. 2009,
17, 10–18. [CrossRef] [PubMed]

69. Ji, T.; Li, S.; Zhang, Y.; Lang, J.; Ding, Y.; Zhao, X.; Zhao, R.; Li, Y.; Shi, J.; Hao, J.; et al. An MMP-2 responsive
liposome integrating antifibrosis and chemotherapeutic drugs for enhanced drug perfusion and efficacy in
pancreatic cancer. ACS Appl. Mater. Interfaces 2016, 8, 3438–3445. [CrossRef] [PubMed]

70. Temming, K.; Meyer, D.L.; Zabinski, R.; Dijkers, E.C.; Poelstra, K.; Molema, G.; Kok, R.J. Evaluation of
RGD-targeted albumin carriers for specific delivery of auristatin E to tumor blood vessels. Bioconjugate Chem.
2006, 17, 1385–1394. [CrossRef] [PubMed]

71. Zhu, Z.; Xie, C.; Liu, Q.; Zhen, X.; Zheng, X.; Wu, W.; Li, R.; Ding, Y.; Jiang, X.; Liu, B. The effect of hydrophilic
chain length and iRGD on drug delivery from poly(epsilon-caprolactone)-poly(N-vinylpyrrolidone)
nanoparticles. Biomaterials 2011, 32, 9525–9535. [CrossRef] [PubMed]

72. Graf, N.; Bielenberg, D.R.; Kolishetti, N.; Muus, C.; Banyard, J.; Farokhzad, O.C.; Lippard, S.J. Alpha(V)beta(3)
integrin-targeted PLGA-PEG nanoparticles for enhanced anti-tumor efficacy of a Pt(IV) prodrug. ACS Nano
2012, 6, 4530–4539. [CrossRef] [PubMed]

73. Hu, Z.; Luo, F.; Pan, Y.; Hou, C.; Ren, L.; Chen, J.; Wang, J.; Zhang, Y. Arg-Gly-Asp (RGD) peptide conjugated
poly (lactic acid)-poly (ethylene oxide) micelle for targeted drug delivery. J. Biomed. Mater. Res. A. 2008, 85,
797–807. [CrossRef] [PubMed]

74. Li, A.J.; Zheng, Y.H.; Liu, G.D.; Liu, W.S.; Cao, P.C.; Bu, Z.F. Efficient delivery of docetaxel for the treatment
of brain tumors by cyclic RGD-tagged polymeric micelles. Mol. Med. Rep. 2015, 11, 3078–3086. [CrossRef]
[PubMed]

75. Zhan, C.; Gu, B.; Xie, C.; Li, J.; Liu, Y.; Lu, W. Cyclic RGD conjugated poly(ethylene glycol)-co-poly(lactic
acid) micelle enhances paclitaxel anti-glioblastoma effect. J. Control. Release 2010, 143, 136–142. [CrossRef]
[PubMed]

76. Xiong, X.B.; Ma, Z.; Lai, R.; Lavasanifar, A. The therapeutic response to multifunctional polymeric
nano-conjugates in the targeted cellular and subcellular delivery of doxorubicin. Biomaterials 2010, 31,
757–768. [CrossRef] [PubMed]

http://dx.doi.org/10.1517/17425240903289928
http://www.ncbi.nlm.nih.gov/pubmed/19780711
http://dx.doi.org/10.3109/10611869408996815
http://www.ncbi.nlm.nih.gov/pubmed/7704484
http://dx.doi.org/10.1016/j.jconrel.2005.03.030
http://www.ncbi.nlm.nih.gov/pubmed/16125816
http://dx.doi.org/10.1016/j.actbio.2015.11.037
http://www.ncbi.nlm.nih.gov/pubmed/26602824
http://dx.doi.org/10.1016/j.jconrel.2013.08.302
http://www.ncbi.nlm.nih.gov/pubmed/24036260
http://dx.doi.org/10.1016/j.biomaterials.2013.10.074
http://www.ncbi.nlm.nih.gov/pubmed/24239109
http://dx.doi.org/10.1021/la204466g
http://www.ncbi.nlm.nih.gov/pubmed/22268611
http://www.ncbi.nlm.nih.gov/pubmed/26550128
http://dx.doi.org/10.1016/j.biomaterials.2014.03.036
http://www.ncbi.nlm.nih.gov/pubmed/24726747
http://dx.doi.org/10.1080/10611860802368966
http://www.ncbi.nlm.nih.gov/pubmed/19016068
http://dx.doi.org/10.1021/acsami.5b11619
http://www.ncbi.nlm.nih.gov/pubmed/26759926
http://dx.doi.org/10.1021/bc060087z
http://www.ncbi.nlm.nih.gov/pubmed/17105215
http://dx.doi.org/10.1016/j.biomaterials.2011.08.072
http://www.ncbi.nlm.nih.gov/pubmed/21903260
http://dx.doi.org/10.1021/nn301148e
http://www.ncbi.nlm.nih.gov/pubmed/22584163
http://dx.doi.org/10.1002/jbm.a.31615
http://www.ncbi.nlm.nih.gov/pubmed/17896765
http://dx.doi.org/10.3892/mmr.2014.3017
http://www.ncbi.nlm.nih.gov/pubmed/25434368
http://dx.doi.org/10.1016/j.jconrel.2009.12.020
http://www.ncbi.nlm.nih.gov/pubmed/20056123
http://dx.doi.org/10.1016/j.biomaterials.2009.09.080
http://www.ncbi.nlm.nih.gov/pubmed/19818492


Bioengineering 2018, 5, 76 18 of 20

77. Greish, K.; Ray, A.; Bauer, H.; Larson, N.; Malugin, A.; Pike, D.; Haider, M.; Ghandehari, H. Anticancer
and antiangiogenic activity of HPMA copolymer-aminohexylgeldanamycin-RGDfK conjugates for prostate
cancer therapy. J. Control. Release 2011, 151, 263–270. [CrossRef] [PubMed]

78. Zhao, L.; Yang, C.; Dou, J.; Xi, Y.; Lou, H.; Zhai, G. Development of RGD-functionalized PEG-PLA micelles
for delivery of curcumin. J. Biomed. Nanotechnol. 2015, 11, 436–446. [CrossRef] [PubMed]

79. Miura, Y.; Takenaka, T.; Toh, K.; Wu, S.; Nishihara, H.; Kano, M.R.; Ino, Y.; Nomoto, T.; Matsumoto, Y.;
Koyama, H.; et al. Cyclic RGD-linked polymeric micelles for targeted delivery of platinum anticancer drugs
to glioblastoma through the blood-brain tumor barrier. ACS Nano 2013, 7, 8583–8592. [CrossRef] [PubMed]

80. Makino, J.; Cabral, H.; Miura, Y.; Matsumoto, Y.; Wang, M.; Kinoh, H.; Mochida, Y.; Nishiyama, N.; Kataoka, K.
cRGD-installed polymeric micelles loading platinum anticancer drugs enable cooperative treatment against
lymph node metastasis. J. Control. Release 2015, 220, 783–791. [CrossRef] [PubMed]

81. Simon-Gracia, L.; Hunt, H.; Scodeller, P.; Gaitzsch, J.; Kotamraju, V.R.; Sugahara, K.N.; Tammik, O.;
Ruoslahti, E.; Battaglia, G.; Teesalu, T. iRGD peptide conjugation potentiates intraperitoneal tumor delivery
of paclitaxel with polymersomes. Biomaterials 2016, 104, 247–257. [CrossRef] [PubMed]

82. Zhang, B.; Wang, K.; Si, J.; Sui, M.; Shen, Y. Charge-Reversal Polymers for Biodelivery. In Bioinspired
and Biomimetic Polymer Systems for Drug and Gene Delivery; Gu, Z., Ed.; Chemical Industry Press:
Chengdu, China, 2014.

83. Dutta, K.; Hu, D.; Zhao, B.; Ribbe, A.E.; Zhuang, J.; Thayumanavan, S. Templated self-assembly of a covalent
polymer network for intracellular protein delivery and traceless release. J. Am. Chem. Soc. 2017, 139,
5676–5679. [CrossRef] [PubMed]

84. KC, R.B.; Thapa, B.; Xu, P. pH and redox dual responsive nanoparticle for nuclear targeted drug delivery.
Mol. Pharm. 2012, 9, 2719–2729.

85. Bhujbal, S.V.; de Vos, P.; Niclou, S.P. Drug and cell encapsulation: Alternative delivery options for the
treatment of malignant brain tumors. Adv. Drug Deliv. Rev. 2014, 67–68, 142–153. [CrossRef] [PubMed]

86. Yokoyama, M. Polymeric micelles as a new drug carrier system and their required considerations for clinical
trials. Expert Opin. Drug Deliv. 2010, 7, 145–158. [CrossRef] [PubMed]

87. Weissig, V.; Whiteman, K.R.; Torchilin, V.P. Accumulation of protein-loaded long-circulating micelles and
liposomes in subcutaneous Lewis lung carcinoma in mice. Pharm. Res. 1998, 15, 1552–1556. [CrossRef]
[PubMed]

88. Gao, F.; Zhang, J.; Fu, C.; Xie, X.; Peng, F.; You, J.; Tang, H.; Wang, Z.; Li, P.; Chen, J. iRGD-modified
lipid-polymer hybrid nanoparticles loaded with isoliquiritigenin to enhance anti-breast cancer effect and
tumor-targeting ability. Int. J. Nanomed. 2017, 12, 4147–4162. [CrossRef] [PubMed]

89. Zhang, T.; Prasad, P.; Cai, P.; He, C.; Shan, D.; Rauth, A.M.; Wu, X.Y. Dual-targeted hybrid nanoparticles of
synergistic drugs for treating lung metastases of triple negative breast cancer in mice. Acta Pharmacol. Sin.
2017, 38, 835–847. [CrossRef] [PubMed]

90. Wang, K.; Huang, Q.; Qiu, F.; Sui, M. Non-viral delivery systems for the application in p53 cancer gene
therapy. Curr. Med. Chem. 2015, 22, 4118–4136. [CrossRef] [PubMed]

91. Hood, J.D.; Bednarski, M.; Frausto, R.; Guccione, S.; Reisfeld, R.A.; Xiang, R.; Cheresh, D.A. Tumor regression
by targeted gene delivery to the neovasculature. Science 2002, 296, 2404–2407. [CrossRef] [PubMed]

92. Pramanik, D.; Majeti, B.K.; Mondal, G.; Karmali, P.P.; Sistla, R.; Ramprasad, O.G.; Srinivas, G.; Pande, G.;
Chaudhuri, A. Lipopeptide with a RGDK tetrapeptide sequence can selectively target genes to proangiogenic
alpha5beta1 integrin receptor and mouse tumor vasculature. J. Med. Chem. 2008, 51, 7298–7302. [CrossRef]
[PubMed]

93. Samanta, S.; Sistla, R.; Chaudhuri, A. The use of RGDGWK-lipopeptide to selectively deliver genes to mouse
tumor vasculature and its complexation with p53 to inhibit tumor growth. Biomaterials 2010, 31, 1787–1797.
[CrossRef] [PubMed]

94. Majumder, P.; Bhunia, S.; Bhattacharyya, J.; Chaudhuri, A. Inhibiting tumor growth by targeting liposomally
encapsulated CDC20siRNA to tumor vasculature: Therapeutic RNA interference. J. Control. Release 2014,
180, 100–108. [CrossRef] [PubMed]

95. Majumder, P.; Bhunia, S.; Chaudhuri, A. A lipid-based cell penetrating nano-assembly for RNAi-mediated
anti-angiogenic cancer therapy. Chem. Commun. 2018, 54, 1489–1492. [CrossRef] [PubMed]

http://dx.doi.org/10.1016/j.jconrel.2010.12.015
http://www.ncbi.nlm.nih.gov/pubmed/21223983
http://dx.doi.org/10.1166/jbn.2015.1919
http://www.ncbi.nlm.nih.gov/pubmed/26307827
http://dx.doi.org/10.1021/nn402662d
http://www.ncbi.nlm.nih.gov/pubmed/24028526
http://dx.doi.org/10.1016/j.jconrel.2015.10.017
http://www.ncbi.nlm.nih.gov/pubmed/26474676
http://dx.doi.org/10.1016/j.biomaterials.2016.07.023
http://www.ncbi.nlm.nih.gov/pubmed/27472162
http://dx.doi.org/10.1021/jacs.7b01214
http://www.ncbi.nlm.nih.gov/pubmed/28406017
http://dx.doi.org/10.1016/j.addr.2014.01.010
http://www.ncbi.nlm.nih.gov/pubmed/24491927
http://dx.doi.org/10.1517/17425240903436479
http://www.ncbi.nlm.nih.gov/pubmed/20095939
http://dx.doi.org/10.1023/A:1011951016118
http://www.ncbi.nlm.nih.gov/pubmed/9794497
http://dx.doi.org/10.2147/IJN.S134148
http://www.ncbi.nlm.nih.gov/pubmed/28615942
http://dx.doi.org/10.1038/aps.2016.166
http://www.ncbi.nlm.nih.gov/pubmed/28216624
http://dx.doi.org/10.2174/0929867322666151001121601
http://www.ncbi.nlm.nih.gov/pubmed/26423086
http://dx.doi.org/10.1126/science.1070200
http://www.ncbi.nlm.nih.gov/pubmed/12089446
http://dx.doi.org/10.1021/jm800915y
http://www.ncbi.nlm.nih.gov/pubmed/18956861
http://dx.doi.org/10.1016/j.biomaterials.2009.10.027
http://www.ncbi.nlm.nih.gov/pubmed/19889452
http://dx.doi.org/10.1016/j.jconrel.2014.02.012
http://www.ncbi.nlm.nih.gov/pubmed/24556418
http://dx.doi.org/10.1039/C7CC08517F
http://www.ncbi.nlm.nih.gov/pubmed/29359766


Bioengineering 2018, 5, 76 19 of 20

96. Wang, X.L.; Xu, R.; Wu, X.; Gillespie, D.; Jensen, R.; Lu, Z.R. Targeted systemic delivery of a therapeutic
siRNA with a multifunctional carrier controls tumor proliferation in mice. Mol. Pharm. 2009, 6, 738–746.
[CrossRef] [PubMed]

97. Schiffelers, R.M.; Ansari, A.; Xu, J.; Zhou, Q.; Tang, Q.; Storm, G.; Molema, G.; Lu, P.Y.; Scaria, P.V.;
Woodle, M.C. Cancer siRNA therapy by tumor selective delivery with ligand-targeted sterically stabilized
nanoparticle. Nucleic Acids Res. 2004, 32, e149. [CrossRef] [PubMed]

98. Sakurai, Y.; Hatakeyama, H.; Sato, Y.; Hyodo, M.; Akita, H.; Ohga, N.; Hida, K.; Harashima, H.
RNAi-mediated gene knockdown and anti-angiogenic therapy of RCCs using a cyclic RGD-modified
liposomal-siRNA system. J. Control. Release 2014, 173, 110–118. [CrossRef] [PubMed]

99. Rengaswamy, V.; Zimmer, D.; Suss, R.; Rossler, J. RGD liposome-protamine-siRNA (LPR) nanoparticles
targeting PAX3-FOXO1 for alveolar rhabdomyosarcoma therapy. J. Control. Release 2016, 235, 319–327.
[CrossRef] [PubMed]

100. Song, L.; Fan, Z.; Jun, N.; Benjia, L.; Zequn, L.; Xilong, W.; Zhongming, J.; Yong, H.; Xiaohong, W.; Kai, C.; et al.
Tumor specific delivery and therapy mediate by integrin beta6-target immunoliposomes for beta6-siRNA in
colon carcinoma. Oncotarget 2016, 7, 85163–85175. [CrossRef] [PubMed]

101. Jiang, J.; Yang, S.J.; Wang, J.C.; Yang, L.J.; Xu, Z.Z.; Yang, T.; Liu, X.Y.; Zhang, Q. Sequential treatment
of drug-resistant tumors with RGD-modified liposomes containing siRNA or doxorubicin. Eur. J.
Pharm. Biopharm. 2010, 76, 170–178. [CrossRef] [PubMed]

102. Shen, J.; Meng, Q.; Sui, H.; Yin, Q.; Zhang, Z.; Yu, H.; Li, Y. iRGD conjugated TPGS mediates codelivery of
paclitaxel and survivin shRNA for the reversal of lung cancer resistance. Mol. Pharm. 2014, 11, 2579–2591.
[CrossRef] [PubMed]

103. Scheinman, R.I.; Trivedi, R.; Vermillion, S.; Kompella, U.B. Functionalized STAT1 siRNA nanoparticles
regress rheumatoid arthritis in a mouse model. Nanomedicine 2011, 6, 1669–1682. [CrossRef] [PubMed]

104. Wang, W.; Liu, Z.; Sun, P.; Fang, C.; Fang, H.; Wang, Y.; Ji, J.; Chen, J. RGD peptides-conjugated pluronic
triblock copolymers encapsulated with AP-2alpha expression plasmid for targeting gastric cancer therapy
in vitro and in vivo. Int. J. Mol. Sci. 2015, 16, 16263–16274. [CrossRef] [PubMed]

105. Garg, S.M.; Falamarzian, A.; Vakili, M.R.; Aliabadi, H.M.; Uludag, H.; Lavasanifar, A. Polymeric micelles for
MCL-1 gene silencing in breast tumors following systemic administration. Nanomedicine 2016, 11, 2319–2339.
[CrossRef] [PubMed]

106. Xiong, X.B.; Lavasanifar, A. Traceable multifunctional micellar nanocarriers for cancer-targeted co-delivery
of MDR-1 siRNA and doxorubicin. ACS Nano 2011, 5, 5202–5213. [CrossRef] [PubMed]

107. Kim, J.; Kim, S.W.; Kim, W.J. PEI-g-PEG-RGD/small interference RNA polyplex-mediated silencing of
vascular endothelial growth factor receptor and its potential as an anti-angiogenic tumor therapeutic strategy.
Oligonucleotides 2011, 21, 101–107. [CrossRef] [PubMed]

108. Yi, Y.; Kim, H.J.; Mi, P.; Zheng, M.; Takemoto, H.; Toh, K.; Kim, B.S.; Hayashi, K.; Naito, M.; Matsumoto, Y.;
et al. Targeted systemic delivery of siRNA to cervical cancer model using cyclic RGD-installed unimer
polyion complex-assembled gold nanoparticles. J. Control. Release 2016, 244, 247–256. [CrossRef] [PubMed]

109. Zhang, P.; Wang, C.; Zhao, J.; Xiao, A.; Shen, Q.; Li, L.; Li, J.; Zhang, J.; Min, Q.; Chen, J.; et al.
Near infrared-guided smart nanocarriers for microrna-controlled release of doxorubicin/siRNA with
intracellular ATP as fuel. ACS Nano 2016, 10, 3637–3647. [CrossRef] [PubMed]

110. Zitzmann, S.; Ehemann, V.; Schwab, M. Arginine-glycine-aspartic acid (RGD)-peptide binds to both tumor
and tumor-endothelial cells in vivo. Cancer Res. 2002, 62, 5139–5143. [PubMed]

111. Alexis, F.; Pridgen, E.; Molnar, L.K.; Farokhzad, O.C. Factors affecting the clearance and biodistribution of
polymeric nanoparticles. Mol. Pharm. 2008, 5, 505–515. [CrossRef] [PubMed]

112. Gullotti, E.; Yeo, Y. Extracellularly activated nanocarriers: A new paradigm of tumor targeted drug delivery.
Mol. Pharm. 2009, 6, 1041–1051. [CrossRef] [PubMed]

113. Yu, B.; Tai, H.C.; Xue, W.; Lee, L.J.; Lee, R.J. Receptor-targeted nanocarriers for therapeutic delivery to cancer.
Mol. Membr. Biol. 2010, 27, 286–298. [CrossRef] [PubMed]

114. Bartlett, D.W.; Su, H.; Hildebrandt, I.J.; Weber, W.A.; Davis, M.E. Impact of tumor-specific targeting on the
biodistribution and efficacy of siRNA nanoparticles measured by multimodality in vivo imaging. Proc. Natl.
Acad. Sci. USA 2007, 104, 15549–15554. [CrossRef] [PubMed]

115. Gabizon, A.; Horowitz, A.T.; Goren, D.; Tzemach, D.; Shmeeda, H.; Zalipsky, S. In vivo fate of folate-targeted
polyethylene-glycol liposomes in tumor-bearing mice. Clin. Cancer Res. 2003, 9, 6551–6559. [PubMed]

http://dx.doi.org/10.1021/mp800192d
http://www.ncbi.nlm.nih.gov/pubmed/19296675
http://dx.doi.org/10.1093/nar/gnh140
http://www.ncbi.nlm.nih.gov/pubmed/15520458
http://dx.doi.org/10.1016/j.jconrel.2013.10.003
http://www.ncbi.nlm.nih.gov/pubmed/24120854
http://dx.doi.org/10.1016/j.jconrel.2016.05.063
http://www.ncbi.nlm.nih.gov/pubmed/27261335
http://dx.doi.org/10.18632/oncotarget.13209
http://www.ncbi.nlm.nih.gov/pubmed/27835891
http://dx.doi.org/10.1016/j.ejpb.2010.06.011
http://www.ncbi.nlm.nih.gov/pubmed/20600887
http://dx.doi.org/10.1021/mp400576f
http://www.ncbi.nlm.nih.gov/pubmed/24236909
http://dx.doi.org/10.2217/nnm.11.90
http://www.ncbi.nlm.nih.gov/pubmed/22087799
http://dx.doi.org/10.3390/ijms160716263
http://www.ncbi.nlm.nih.gov/pubmed/26193262
http://dx.doi.org/10.2217/nnm-2016-0178
http://www.ncbi.nlm.nih.gov/pubmed/27527491
http://dx.doi.org/10.1021/nn2013707
http://www.ncbi.nlm.nih.gov/pubmed/21627074
http://dx.doi.org/10.1089/oli.2011.0278
http://www.ncbi.nlm.nih.gov/pubmed/21375397
http://dx.doi.org/10.1016/j.jconrel.2016.08.041
http://www.ncbi.nlm.nih.gov/pubmed/27590214
http://dx.doi.org/10.1021/acsnano.5b08145
http://www.ncbi.nlm.nih.gov/pubmed/26905935
http://www.ncbi.nlm.nih.gov/pubmed/12234975
http://dx.doi.org/10.1021/mp800051m
http://www.ncbi.nlm.nih.gov/pubmed/18672949
http://dx.doi.org/10.1021/mp900090z
http://www.ncbi.nlm.nih.gov/pubmed/19366234
http://dx.doi.org/10.3109/09687688.2010.521200
http://www.ncbi.nlm.nih.gov/pubmed/21028937
http://dx.doi.org/10.1073/pnas.0707461104
http://www.ncbi.nlm.nih.gov/pubmed/17875985
http://www.ncbi.nlm.nih.gov/pubmed/14695160


Bioengineering 2018, 5, 76 20 of 20

116. Misra, R.; Acharya, S.; Sahoo, S.K. Cancer nanotechnology: Application of nanotechnology in cancer therapy.
Drug Discov. Today 2010, 15, 842–850. [CrossRef] [PubMed]

117. Roskamp, M.; Coulter, T.; Ding, Y.; Perrins, R.; Espinosa Garcia, C.; Pace, A.; Hale, S.; Robinson, A.;
Williams, P.; Aguilera Peral, U. SIKVAV peptide functionalized ultra-small gold nanoparticles for selective
targeting of α6β1 integrin in hepatocellular carcinoma. In Proceedings of the Applied Nanotechnology and
Nanoscience International Conference, Abingdon, UK, 21 April 2017; ANNIC: Berlin, Germany, 2018.

118. Stevenson, M.; Hale, A.B.; Hale, S.J.; Green, N.K.; Black, G.; Fisher, K.D.; Ulbrich, K.; Fabra, A.;
Seymour, L.W. Incorporation of a laminin-derived peptide (SIKVAV) on polymer-modified adenovirus
permits tumor-specific targeting via alpha6-integrins. Cancer Gene Ther. 2007, 14, 335–345. [CrossRef]
[PubMed]

119. Roma-Rodrigues, C.; Heuer-Jungemann, A.; Fernandes, A.R.; Kanaras, A.G.; Baptista, P.V. Peptide-coated
gold nanoparticles for modulation of angiogenesis in vivo. Int. J. Nanomed. 2016, 11, 2633–2639.

120. Sarfati, G.; Dvir, T.; Elkabets, M.; Apte, R.N.; Cohen, S. Targeting of polymeric nanoparticles to lung
metastases by surface-attachment of YIGSR peptide from laminin. Biomaterials 2011, 32, 152–161. [CrossRef]
[PubMed]

121. Hu, Q.; Gao, X.; Kang, T.; Feng, X.; Jiang, D.; Tu, Y.; Song, Q.; Yao, L.; Jiang, X.; Chen, H.; et al.
CGKRK-modified nanoparticles for dual-targeting drug delivery to tumor cells and angiogenic blood
vessels. Biomaterials 2013, 34, 9496–9508. [CrossRef] [PubMed]

122. Singh, S.R.; Grossniklaus, H.E.; Kang, S.J.; Edelhauser, H.F.; Ambati, B.K.; Kompella, U.B. Intravenous
transferrin, RGD peptide and dual-targeted nanoparticles enhance anti-VEGF intraceptor gene delivery to
laser-induced CNV. Gene Ther. 2009, 16, 645–659. [CrossRef] [PubMed]

123. Kluza, E.; van der Schaft, D.W.; Hautvast, P.A.; Mulder, W.J.; Mayo, K.H.; Griffioen, A.W.; Strijkers, G.J.;
Nicolay, K. Synergistic targeting of alphavbeta3 integrin and galectin-1 with heteromultivalent paramagnetic
liposomes for combined MR imaging and treatment of angiogenesis. Nano Lett. 2010, 10, 52–58. [CrossRef]
[PubMed]

124. Elias, A.; Crayton, S.H.; Warden-Rothman, R.; Tsourkas, A. Quantitative comparison of tumor delivery for
multiple targeted nanoparticles simultaneously by multiplex ICP-MS. Sci. Rep. 2014, 4, 5840. [CrossRef]
[PubMed]

125. Loges, S.; Mazzone, M.; Hohensinner, P.; Carmeliet, P. Silencing or fueling metastasis with VEGF inhibitors:
Antiangiogenesis revisited. Cancer Cell 2009, 15, 167–170. [CrossRef] [PubMed]

126. Marelli, U.K.; Rechenmacher, F.; Sobahi, T.R.; Mas-Moruno, C.; Kessler, H. Tumor targeting via integrin
ligands. Front. Oncol. 2013, 3, 222. [CrossRef] [PubMed]

127. Phillips, E.; Penate-Medina, O.; Zanzonico, P.B.; Carvajal, R.D.; Mohan, P.; Ye, Y.; Humm, J.; Gonen, M.;
Kalaigian, H.; Schoder, H.; et al. Clinical translation of an ultrasmall inorganic optical-PET imaging
nanoparticle probe. Sci. Transl. Med. 2014, 6, 260ra149. [CrossRef] [PubMed]

128. Ahn, J.; Sei, Y.J.; Jeon, N.L.; Kim, Y. Tumor microenvironment on a chip: The progress and future perspective.
Bioengineering 2017, 4, 64. [CrossRef] [PubMed]

129. Whitesides, G.M. The origins and the future of microfluidics. Nature 2006, 442, 368–373. [CrossRef] [PubMed]
130. Kim, Y.; Fay, F.; Cormode, D.P.; Sanchez-Gaytan, B.L.; Tang, J.; Hennessy, E.J.; Ma, M.; Moore, K.;

Farokhzad, O.C.; Fisher, E.A.; et al. Single step reconstitution of multifunctional high-density
lipoprotein-derived nanomaterials using microfluidics. ACS Nano 2013, 7, 9975–9983. [CrossRef] [PubMed]

131. Deci, M.B.; Liu, M.; Dinh, Q.T.; Nguyen, J. Precision engineering of targeted nanocarriers. Wiley Interdiscip
Rev. Nanomed. Nanobiotechnol. 2018, 10, e1511. [CrossRef] [PubMed]

132. Papademetriou, I.T.; Garnacho, C.; Schuchman, E.H.; Muro, S. In vivo performance of polymer nanocarriers
dually-targeted to epitopes of the same or different receptors. Biomaterials 2013, 34, 3459–3466. [CrossRef]
[PubMed]

133. Yang, W.H.; Xu, J.; Mu, J.B.; Xie, J. Revision of the concept of anti-angiogenesis and its applications in tumor
treatment. Chronic Dis. Transl. Med. 2017, 3, 33–40. [CrossRef] [PubMed]

© 2018 by the author. Licensee MDPI, Basel, Switzerland. This article is an open access
article distributed under the terms and conditions of the Creative Commons Attribution
(CC BY) license (http://creativecommons.org/licenses/by/4.0/).

http://dx.doi.org/10.1016/j.drudis.2010.08.006
http://www.ncbi.nlm.nih.gov/pubmed/20727417
http://dx.doi.org/10.1038/sj.cgt.7701022
http://www.ncbi.nlm.nih.gov/pubmed/17235355
http://dx.doi.org/10.1016/j.biomaterials.2010.09.014
http://www.ncbi.nlm.nih.gov/pubmed/20889205
http://dx.doi.org/10.1016/j.biomaterials.2013.09.001
http://www.ncbi.nlm.nih.gov/pubmed/24054848
http://dx.doi.org/10.1038/gt.2008.185
http://www.ncbi.nlm.nih.gov/pubmed/19194480
http://dx.doi.org/10.1021/nl902659g
http://www.ncbi.nlm.nih.gov/pubmed/19968235
http://dx.doi.org/10.1038/srep05840
http://www.ncbi.nlm.nih.gov/pubmed/25068300
http://dx.doi.org/10.1016/j.ccr.2009.02.007
http://www.ncbi.nlm.nih.gov/pubmed/19249675
http://dx.doi.org/10.3389/fonc.2013.00222
http://www.ncbi.nlm.nih.gov/pubmed/24010121
http://dx.doi.org/10.1126/scitranslmed.3009524
http://www.ncbi.nlm.nih.gov/pubmed/25355699
http://dx.doi.org/10.3390/bioengineering4030064
http://www.ncbi.nlm.nih.gov/pubmed/28952543
http://dx.doi.org/10.1038/nature05058
http://www.ncbi.nlm.nih.gov/pubmed/16871203
http://dx.doi.org/10.1021/nn4039063
http://www.ncbi.nlm.nih.gov/pubmed/24079940
http://dx.doi.org/10.1002/wnan.1511
http://www.ncbi.nlm.nih.gov/pubmed/29436157
http://dx.doi.org/10.1016/j.biomaterials.2013.01.069
http://www.ncbi.nlm.nih.gov/pubmed/23398883
http://dx.doi.org/10.1016/j.cdtm.2017.01.002
http://www.ncbi.nlm.nih.gov/pubmed/29063054
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	High-Affinity Ligands of Integrin Receptors 
	Integrin-Selective Drug/Gene Delivery Platforms 
	Integrin-Targeted Small Molecule Drug Conjugates 
	Integrin-Assisted Therapeutic Peptide and Protein-Conjugates 
	Integrin-Targeted Lipid- and Polymer-Based Nanoparticles 
	Small Molecule Drugs 
	Nucleic Acids 
	Combination Delivery of Nucleic Acids and Drugs 


	Is RGD-Mediated Targeting Good Enough? 
	Future Perspectives 
	References

