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last three years
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The eye is a complex structure with a variety of anatomical barriers and clearance mechanisms, so the

provision of safe and effective ophthalmic drug delivery technology is a major challenge. In the past few

decades, a number of reports have shown that nano-delivery platforms based on polymeric micelles are

of great interest, because of their hydrophobic core that encapsulates lipid-soluble drugs and small size

with high penetration, allowing long-term drug retention and posterior penetration in the eye.

Furthermore, as an ocular delivery platform, polymeric micelles not only cover the single micellar drug

delivery system formed by poloxamer, chitosan or other polymers, but also include composite drug

delivery systems like micelle-encapsulated hydrogels and micelle-embedded contact lenses. In this

review, a number of ophthalmic micelles that have emerged in the last three years will be systematically

reviewed, with a summary of and discussion on their unique advantages or unique drug delivery

performance. Last but not least, the current challenges of polymeric micelle formulations in potential

clinical ophthalmic therapeutic applications will also be proposed, which might be helpful for future

design of ocular drug delivery formulations.
1. Introduction

The eye is a small and complex organ with unique anatomical
barriers that make effective intraocular drug delivery a great
challenge.1,2 Although the hydrophilic corneal stroma mainly
allows the diffusion of hydrophilic molecules,3 the delivery of
many effective hydrophobic drugs has been signicantly
hampered. In order to solve this problem, a number of nano-
material based formulations have been designed and have
emerged as a possible solution to solve this issue in the past few
decades,4,5 in terms of nanosized micelles, liposomes, or
microemulsions.6–9 As a typical example, nanomicelles have
attracted much attention due to their high hydrophobic drug
loading and controllable drug release abilities.10 Although there
are many approaches for nanosized micelle construction, the
polymeric formulation remains one of themost popular designs
as polymeric micelles can be easily functionally optimized due
to their exible polymer chains.11,12
vative Drug Target Research, State Key

ool of Pharmaceutical Sciences, Xiamen

wucsh@xmu.edu.cn; wuyl@xmu.edu.cn

halmology and Visual Science & Ocular

& Affiliated Xiamen Eye Center, School

102, China. E-mail: cheng-li@xmu.edu.cn

ering, National University of Singapore, 9

gapore. E-mail: lizb@imre.a-star.edu.sg

–5254
Considering the design towards effective ophthalmic
delivery, polymeric nanoscale carriers have great potential
owing to their small size, which results in good corneal pene-
tration, intraocular absorption, and eye irritation or tearing
reduction.10,13 Furthermore, polymeric micelles can be self-
assembled from hydrophobic cores and hydrophilic shells.14

This unique feature endows them with the ability to trap lipo-
philic drugs and prevent undesired drug exposure to a variety of
biological barriers in the eye, such as corneal or conjunctival
barriers.1,15,16 More importantly, made of amphiphilic mole-
cules or block copolymers, polymeric nanosized micelles can be
formed at low concentration above the critical micelle concen-
tration (CMC).17 In comparison with low molecular weight non-
ionic surfactants, polymeric micelles have a lower CMC and
thus maintain a more stable shape, resulting in longer drug
retention and enhanced therapeutic effects.18,19 Although there
are a number of advantages of polymeric nanomicelle based
formulations for ophthalmic drug delivery, drug retention time
will still be shortened due to eye clearance mechanisms such as
tears and blinking, leading to low efficiency of administration
in the process of topical ocular administration, which leads to
poor drug penetration against eye barriers.20

In recent years, polymeric nanosized micellar eye prepara-
tions have emerged in order to solve the above problems
hampering ophthalmic drug delivery,21 as illustrated in Scheme
1. For example, the physical properties of polymeric micelles
could be tuned by using different hydrophilic or hydrophobic
© 2021 The Author(s). Published by the Royal Society of Chemistry
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Scheme 1 Illustration of polymeric nanosized micelle formulations
with tailorable behavior for potential ophthalmic drug delivery
applications.
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fragments, such as polyethylene glycol (PEG)-based micelles for
good dispersity, chitosan (CS) micelles for enhanced uptake,
etc.22,23 On the one hand, the stability, adhesion, or penetration
of polymeric micelle formulations could also be tailored, which
is conducive to the long-term ophthalmic delivery of thera-
peutic drugs.24,25 Last but not least, polymer micelles have been
developed as a promising technique for preventing premature
disintegration and release of therapeutic drugs. To better
understand the recent development in this eld, this report
aims to review the novel polymeric micelle preparations for
ocular drug delivery published in the last three years, which are
mainly divided into two categories (in terms of direct delivery
carriers or indirect delivery carriers). The unique advantages,
excellent properties, and drug delivery performance of these
polymeric micelle formulations will be carefully described in
detail and summarized. Furthermore, the characteristics of
these polymer micelles and the current challenges will be dis-
cussed in a comprehensive manner. Lastly, a summary of the
clinical value of these polymeric micelle formulations as well as
future prospects will also be presented.
2. Characteristics of polymeric
micelles

Micelles are a kind of ordered molecular aggregate, including
nonionic surfactants26 and polymeric micelles.11 They both have
a common feature of containing hydrophilic fragments and
hydrophobic fragments. Similar to surfactants, polymeric
micelles are self-assembly structures formed spontaneously by
amphiphilic segments in water.10 When the concentration of
block or gra copolymers in water reaches a certain level,
microphase separation in the hydrophobic and hydrophilic
© 2021 The Author(s). Published by the Royal Society of Chemistry
segments of polymers will occur. As a result, the typical core–
shell micelles with hydrophobic segment inward and hydro-
philic segment outward will be formed automatically.

Among the blocks of polymeric micelles, the hydrophilic
blocks are mostly biocompatible copolymers such as poly-
ethylene glycol (PEG), polyoxyethylene (PEO), etc.27,28 The
hydrophobic blocks are mainly biodegradable copolymers such
as polylactic acid (PLA),6 poly-3-caprolactone (PCL), polybenzyl
aspartic acid (PBLA), etc.29,30 By taking advantage of these
hydrophilic and hydrophobic segments, three blocks of hydro-
philic–hydrophobic–hydrophilic copolymers as micellar mate-
rials could be designed, such as poloxamer (PEO–PPO–PEO),
etc.28 In addition to the variety of materials, polymeric micelles
can form a wide variety of shapes, including spherical,15 rod-
like,31 worm-like,32 dandelion ower-like,33 and star-like
shapes,34 among others, and the shape of a micelle is related
to the length or type of its hydrophilic and hydrophobic
segments.

As the most signicant parameter of micelles, the CMC
determines the minimum concentration for micelle structure
formation.17 When the polymer concentration is below the
CMC, the polymer chains are freely dispersed in the solution as
monomers. When the polymer concentration is higher than the
CMC, a large number of polymeric micelles can be self-
assembled. In the water-based environment inside the body,
the drug might be rapidly released once the polymer concen-
tration drops below the CMC, which means that a lower CMC is
ideal.

Polymeric micelle formulations have excellent drug delivery
capability. For example, drugs with good water solubility mainly
solubilize on the surface of micelles, while those with poor
water solubility mainly solubilize in the core of micelles. And
amphiphilic drugs are mainly solubilized at the interface of
hydrophilic and lipophilic micelles.15 It is worth mentioning
that polymeric micelles are oen used to deliver drugs with
strong lipophilic properties to improve their poor water solu-
bility. Because of their similar size to lipoproteins and viruses,
they can effectively avoid the phagocytic effect in the body and
remain in the blood circulation for a long time, releasing drugs
slowly and extending the half-life period of drugs in the
body.10,12,25,35

At present, polymeric micelles have a wide range of appli-
cations, including anti-tumor, anti-bacterial,23 anti-inamma-
tory,35 and wound healing activities,36 gene delivery,37 blood–
brain barrier penetration and so on.38 Due to their excellent
properties, polymeric micelles have many advantages over
traditional dosage forms for ocular delivery, in terms of good
corneal penetration, improved solubility of insoluble drugs, or
increased drug retention, indicating their promising applica-
tions in ophthalmic drug delivery.

Themicelles applied to the eye can be divided into direct and
indirect acting vectors. As the direct carrier of polymeric
micelles, most of them are eye drops or injection preparations.
These micellar eye drops can increase the loading capacity of
insoluble drugs compared to commercial dosage forms. In
addition, these polymeric micelles have advanced their overall
properties (adhesion, corneal penetrability, stability, safety, etc.)
Nanoscale Adv., 2021, 3, 5240–5254 | 5241
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by combining different polymeric fragments in recent years.10,15

Among them, modifying groups on the surface of micelles
might impart charge or targeting ability, thus improving the
adhesion and specicity of micelles, which has positive signif-
icance for improving the efficiency of drug delivery.3,11 In recent
years, polymeric micelles, as carriers of indirect action, have
mostly existed in hydrogels or contact lenses.39 They can
combine the respective characteristics of micelles, hydrogels
and contact lenses to improve the ability for drug delivery in the
eye. Both of these can improve the retention of micelles in the
eye, reducing the drug loss by the tear washing effect. It
provides a new idea for the clinical transformation of micelles
as drug delivery carriers.13
3. Polymeric micelles that act directly
as the delivery vector

In most eye administration systems, the polymeric micelles
serve as the primary delivery vehicle for direct ocular drug
delivery. In this case, polymeric micelles could function by drug
packaging or direct delivery into the eye.11 In the following
section, the polymeric micelle formulations which are suitable
for ophthalmic drug delivery will be summarized, in terms of
polymeric micelles with surface modications or the ones
without surface modications, and the details are presented in
Table 1.
3.1. Polymeric micelles without surface modications

Non-surface modied polymeric micelles account for most of
the polymeric micelles which are directly used as ocular delivery
carriers.40 These micelles exhibit excellent properties without
modication. The research progress in this eld in the last three
years will be summarized by dividing them into polyethylene
glycol (PEG) polymerized micelles, Soluplus® polymeric
micelles, Solutol polymeric micelles, and other types of poly-
meric micelle.

3.1.1. Polyethylene glycol (PEG) polymerized micelles.
Polyethylene glycol (PEG) is a kind of polymer with good water
solubility. It is stable, non-toxic, viscous and easy to obtain, so it
is widely used in the hydrophilic blocks of polymer micelles. In
terms of the hydrophobic segment, PLA is a popular hydro-
phobic choice, and it is oen polymerized with PEG to prepare
micelles. For example, Kasper et al. prepared a methoxy-poly(-
ethylene-glycol)–hexyl iodide poly(lactic acid) (mPEGhexPLA)
nanomicelle for delivery of cyclosporine A (CsA) in the treat-
ment of uveitis.41 Calcineurin inhibitor CsA is not only poor in
water solubility, but also organotoxic. This unique mPEGhex-
PLA polymeric micelle could address the problems of drug
insolubility, low bioavailability, and toxicity. It also enabled
drug concentrations to reach a high concentration of 0.5%
compared to commercial emulsions (0.05%), breaking the
limitations of traditional formulations. Furthermore, the PEG
shell could reduce the hemolysis side effect caused by CsA. On
the other hand, a similar study was carried out by Yu et al., in
which CSA-loaded mPEG–PLA micelles were prepared.42 More
interestingly, the micelle freeze-dried powder was
5242 | Nanoscale Adv., 2021, 3, 5240–5254
experimentally veried with good stability (3 months). The drug
retention effect was 4.5 times higher than that of the commer-
cial 0.05% emulsion. In vitro and in vivo experiments have
conrmed the sustained-release effect of micelles. In addition,
the stability of PEG–PLAmicelles has also been demonstrated in
other studies. For example, Dahmana et al. developed
a methoxy-poly(ethylene glycol)–dihexyl-iodide-poly(lactic acid)
(mPEG–dihexPLA) micelle, which improved the solubility of
spironolactone.43 The micelle preparation was stabilized at 5 �C
for 12 months and was well tolerated, preventing the delayed
effects of glucocorticoids (e.g., dexamethasone) on corneal
wound healing (Fig. 1a). In addition, the comprehensive
performance of PEG–PLA can also be improved by adding
excipients such as hydroxypropyl methyl cellulose (HPMC). For
example, Liu et al. produced an NH2–PEG-b-PLA/HPMC encap-
sulated in FK 506.44 This micelle not only exhibited the solu-
bilization of PEG–PLA, but also displayed the adhesion and
stability imparted by HMPC. Compared with traditional prep-
arations, this ophthalmic preparation showed good sustained
release (up to 80% aer 200 h) and cumulative penetration
(280.16 � 7.33 mg cm�2), and was proven to have a good anti-
gra rejection reaction in animal experiments. Therefore, the
PEG–PLA micelle system has good clinical prospects. However,
some studies have shown that PEG-b-PLA micelles were poten-
tially toxic and could cause neuroendocrine disrupting effects.45

Therefore, it is very necessary to study the pharmacokinetics
aer administration.

The other most common micelle is the PEG–PCL polymeric
micelle. The negatively charged PEG–PCL micelles can reach
deeper during corneal transport than the chitosan-coated
micelles.27 PCL has good biocompatibility and biodegrad-
ability, whichmakes PEG–PCLmicelles a safe and effective drug
delivery carrier.46 As shown by Elmowafy et al., metazolamide
(MTZ)-loaded mPEG–PCL micelles were prepared and injected
into the corneal surface to treat glaucoma (Fig. 1b).47 The
micelle could effectively encapsulate MTZ (EE was 93%) and
improve its bioavailability. In vitro release experiments and
animal models also veried the sustained-release effect of
micelles and their ocular tolerance. This indicates that PEG–
PCL micelles can be used as a good delivery vector for insoluble
drugs. In Shi et al.'s study, mPEG–PCL micelles were also used
for the delivery of axitinib, a tyrosine kinase inhibitor.48 This
micelle effectively increases drug solubility, shows good histo-
compatibility, and can effectively penetrate the cornea against
angiogenesis. It provides a new treatment method for corneal
neovascularization related corneal diseases in ophthalmology.
These polymeric micelles exhibit excellent corneal transport
performance of PEG–PCL, but the disadvantage is that it’s hard
to reach the deeper segment (i.e., retina).

In addition to the two hydrophobic fragments mentioned
above, there are many other hydrophobic blocks copolymerized
with PEG to form polymeric micelles. PEG shells are extensively
utilized, and play an important role in enhancing the corneal
penetration and adhesion of micelles.49 Han et al. designed
a novel organic–inorganic hybrid micelle by linking a bi-
polyhedral oligomeric silsesquioxane (BPOSS) group to a poly-
ethylene glycol–polypropylene glycol aminoester (PEG–PPG)
© 2021 The Author(s). Published by the Royal Society of Chemistry
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Fig. 1 PEG-based polymeric micelles that act directly as the delivery vector. (a) Spironolactone/mPEG–dihexPLA micelle that prevented the
delayed effect of glucocorticoids on corneal wound healing. Reproduced from ref. 43 with permission from the American Chemical Society,
copyright 2018. (b) MTZ-loaded mPEG–PCL micelle used to treat glaucoma. Reproduced from ref. 47 with permission from Elsevier B.V.,
copyright 2019. (c) BPOSS–PEG–PPG micelle with high adhesion that prevented the eye clearance mechanism. Reproduced from ref. 50 with
permission from Elsevier B.V., copyright 2021. (d) Synthesis and administration methods of a tacrolimus loaded mPEG–PLGA micelle. Repro-
duced from ref. 52 with permission from Elsevier B.V., copyright 2019.
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copolymer (BPEP).50 POSS could enhance the intercellular
adhesion, and the addition of the PEG shell obviously improved
the overall adhesion of polymeric micelles. Therefore, the AMB-
loaded polymeric micelle could be effectively released and
retained in the cornea, thus greatly improving the drug loss
problems associated with conventional preparations (Fig. 1c).
Animal models have veried that the polymeric micelles have
longer corneal retention and better penetration compared to
commercial dosage forms. However, the improvement of
corneal permeability by the POSS system was limited by the
large volume of AMB and corneal epithelial tight junction
barrier. This design has a positive effect on the development of
5244 | Nanoscale Adv., 2021, 3, 5240–5254
ocular drugs in the future. A hyaluronic acid (HA) modied
mPEG-b-PAE block copolymer micelle prepared by Li et al. also
improved the penetration ability of genistein (the cumulative
penetration rate was 17%) to rabbit corneas in vitro compared
with free genistein (11%). The solubility of the hydrophobic
drug was improved and the formation of new blood vessels was
successfully inhibited.51 Similar experiments have been
demonstrated by Liu et al.52 A methoxy poly(ethylene glycol)-
block-poly(D,L)-lactic-co-glycolic acid (mPEG-b-PLGA) micelle
was synthesized to improve the corneal penetration of tacroli-
mus (Fig. 1d). The result of cumulative permeability is obviously
better than that of commercial eye drops. In vivo
© 2021 The Author(s). Published by the Royal Society of Chemistry
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immunouorescence analysis further veried that the drugs
could effectively reduce the immune rejection aer corneal
transplantation. The PEG hydrophilic shell can help the drug-
loaded micelles pass through the hydrophilic corneal stroma
and improve drug absorption. But in the initial stage, tacroli-
mus was rapidly released at pH 7.4, which was related to
dissociation of surface-attached tacrolimus. Another prepara-
tion based on PLGA–PEG was developed by Hiroki et al.53 This
study optimized the formulation of non-inammatory biode-
gradable polymer containing sunitinib, which realized self-
aggregation in depot and continuous inhibition of VEGF
signals through vitreous injection. The preparation could
maintain the treatment level in the retinal pigment epithelium/
choroid and retina for more than 6 months. However, focal
yellow vitreous humor and lens discoloration have been
observed in some animals, which has become an important
obstacle to clinical application.

Slow or controlled release has always been one of the most
prominent functions of micelles. Guo et al. developed a poly(-
ethylene glycol)-block-poly(glycidyl methacrylate) (PEG-b-PGMA)
micelle.54 This micelle had slow and controlled release proper-
ties due to the hydrolysis of PGMA that could generate
a hydrophilic hydroxyl group. The self-assembled micelles were
highly antifungal and the frequency of drug administration in
Fig. 2 (a) Scheme of Soluplus® nanomicelle for uveitis treatment. Repro
(b) Scheme of the F127/TGPS polymeric micelle for high permeability dru
Chemical Society, copyright 2018.

© 2021 The Author(s). Published by the Royal Society of Chemistry
animal experiments was reduced from eight to three times per
day. This indicates that the sustained release ability of polymer
micelles will play a positive role in future clinical practice.

As demonstrated above, polymeric micelles with PEG shells
have not only good biocompatibility and water solubility, but
also good corneal penetration and sustained-release properties,
and could serve as a hydrophilic block with signicant clinical
value. However, the drawback is that it cannot reach deeper
areas, which requires injection.

3.1.2. Soluplus® polymeric micelles. Soluplus®, also
known as polyvinyl caprolactam–polyvinyl acetate–polyethylene
glycol gra copolymer (PVCL–PVA–PEG), has been used as
a polymer carrier in solid dispersion, hot-melt extrusion, and
supersaturated self-emulsifying drug release systems to
improve the solubility and bioavailability of insoluble drugs. At
the same time, it can also act as a carrier of polymer micellar
drug release systems to stabilize nanoparticles by inhibiting
crystal aggregation.55

Studies have shown that PVCL–PVA–PEG polymeric micelles
can signicantly improve the solubility of drugs and have a high
encapsulation rate.56 The low water solubility and stability of
myricetin (Myr) were signicantly improved with the polymeric
micelle eye preparation, thereby reducing the loss of the drug.
Myr-micelles were labeled with Cou6 and the micelle uptake
duced from ref. 58 with permission from Elsevier B.V., copyright 2021.
g delivery. Reproduced from ref. 67 with permission from the American
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effect of human corneal epithelial (HCE) cells was observed by
uorescence microscopy. It was found that the uorescence
intensity increased gradually from 5 to 90 min. Myr micelles
were well tolerated in rabbit eyes aer injection. In addition, the
corneal permeability of micelles at 30 min was more than 4
times that of free drugs, and it also showed a good penetrating
effect on the corneal epithelium under a uorescence micro-
scope. This micelle greatly enhances the properties of Myr.
Different antioxidants have also been studied. For example, Li
et al. have used Soluplus®micelles to improve the solubility and
stability of resveratrol.57 The Sol-Res micelle had a strong HCE
cell uptake effect at 60 min. The inhibitory effect of micelles on
inammatory mediators was veried by a rabbit corneal wound
model, and the results showed complete healing at 72 h. The
excellent anti-inammatory effect of these micelles may be
related to the long-term existence of micelles in the circulatory
system and their aggregation in the inammatory region, which
was illustrated in research conducted by Mehra and co-
workers.58 They chose everolimus as the treatment for uveitis
aer extraocular treatment, and the Soluplus®micelle was used
as a partial delivery medium to prepare the Soluplus-everolimus
nanomicelle. This micelle has low CMC (7.2 mg mL�1), high
encapsulation efficiency (97.4 � 1.1%), high corneal perme-
ability (compared to free drugs), good ocular tolerance and
improved stability. It was proven that the polymeric micelles
may be potential nanocarriers for the treatment of uveitis
(Fig. 2a). In addition to enhancing corneal penetration, Sol-
uplus® micelles signicantly increase the amount of drugs that
penetrates the sclera. This kind of study was conducted by
Varela-Garcia et al. who used Soluplus® to increase the solu-
bility of acyclovir.59 The results showed that the addition of
drugs had no obvious effect on the size of micelles. In addition,
increasing the temperature could improve Soluplus's adhesion
to the eye. The nal measurement of permeability revealed that
the amount of drug penetrating the sclera was nearly 10 times
greater than the amount penetrating the cornea, which may be
related to the porous structure of the sclera.60 This indicates
that this micelle is expected to be an important carrier for drug
delivery in the posterior ocular segment. However, the drawback
is that different drugs encapsulated in Soluplus® have different
behaviors in corneal and scleral penetration, which is related to
the drug's diffusion manner in the eye.

Soluplus® micelles are used as delivery vehicles for most
ocular drugs, and they not only improve solubility, stability, and
bioavailability, but also increase corneal and scleral penetra-
tion. To a certain extent, their application makes up for the
shortage of the existing carrier materials, presenting good
application prospects for ocular drug delivery.

3.1.3. Solutol® HS 15 polymeric micelles. Solutol® HS 15
(HS 15), a polyethylene glycol (PEG)-based lithium dodecyl
stearate amphiphilic compound with strong stability and
enhanced mucosal permeability, is a low-toxicity solubilizing
agent for injection.59,61 It is worth mentioning that its solubi-
lizing effect is very impressive, which endows it with good
prospects in ocular delivery.

For example, Younes et al. prepared streptozotocin (STZ)-
loaded Solutol binary hybrid micelles (with Pluronic® F68
5246 | Nanoscale Adv., 2021, 3, 5240–5254
(F68), Brij® 58 (B58), and Pluronic® L121 (L121)) using thin-
lm hydration.62 The solubility of STZ was improved by nearly
339 times. As a topical antifungal agent, the very low water
solubility of STZ limits its ocular application. But this micelle
not only signicantly improved its solubility, but also explored
the two optimal formulations: B58-Transcutol® P at the 20 : 1
ratio of HS 15 : drug, and B58-propylglycol at the 20 : 1 ratio of
HS 15 : drug. It may be due to the addition of these dressings
that it has a high adhesion. Instead of this binary hybrid
micelle, Hou et al. developed an HS 15 polymeric micelle that
coated Myr.63 The micelle has an extremely small particle size
(�12 nm), which is conducive to corneal penetration and eye
absorption.64 The experimental results showed that micelles
have good short-term stability and rabbit eye tolerance. Fluo-
rescence microscopy showed that the micelle had higher
corneal penetration than free Myr and its anti-inammatory
effect was also veried in a rabbit eye model.

In summary, HS 15 has the characteristics of high solubili-
zation ability, low toxicity, and good tolerance, and can form
ultra-small micelles in ocular delivery and improve corneal
permeability. The disadvantage of this preparation is that it’s
oen used as an injection, which causes clinical
inconvenience.65

3.1.4. Other polymeric micelles. In addition to the above
categories of micelles, there are many other polymeric micelles
that are directly used as delivery carriers such as poloxamer,
chitosan, etc.,10 whichmight also play an indelible role in ocular
drug delivery. For instance, Grimaudo et al. developed a polox-
amer 407 (F127)/vitamin E derivative TPGS (1 : 1 molar ratio),
a micellar polymeric micelle for encapsulation of CsA.66 This
novel ocular micelle formulation offers superior stability and
solubility compared to the commercially available Ikervis®.
This micelle is different from other micelles in that its TPGS
segment can release vitamin E and play an antioxidant role, and
the presence of polypropylene oxide (PPO) blocks in this micelle
can interfere with the accumulation of bilayer lipids in epithe-
lial cells to increase drug penetration (Fig. 2b).67 Because the
micelles contained no oil phase, delivery of CsA didn't not cause
irritation to the eye. The nal results showed that the mixed
micelles dispersed into the sclera and maintained CsA release
(the CsA accumulation reached 145 � 27 mg cm�2 aer 48 h).
Therefore, this CsA eye preparation, with a good performance
improvement compared with commercial preparations, has
good clinical signicance. However, non-surface modied
micelles cannot achieve satisfactory results in some aspects
(i.e., adhesion, cell uptake, and targeting performance). There-
fore, to improve these properties, surface modication is
necessary.
3.2. Polymeric micelles with surface modications

Traditional polymeric micelles only need to design appropriate
proportion and type of polymer blocks according to drug usage
requirements, without the need to modify functional groups on
the surface of the micelle formulation. However, recent reports
have shown that specic tissue or organ targeting could be
achieved by modifying a specic antibody or ligand on the
© 2021 The Author(s). Published by the Royal Society of Chemistry
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Fig. 3 Scheme of polymeric micelles with surface modification. (a) Hexapeptide-modified FK 506/PEP–PEG–PBG micelle with positive charge
that can bind the negatively chargedmucin layer. Reproduced from ref. 71 with permission from the American Chemical Society, copyright 2019.
(b) Structure of a lipid-modified nucleoside. Orange represents hydrophobic groups, and yellow represents DNA. Micelles can be functionalized
by hybridization with complementary DNA or RNA strands (gray), which can then covalently bind to a fluorescent dye (green) or noncovalently
bind to an aptamer or drug molecule (purple). Reproduced from ref. 72 with permission from Elsevier Ltd, copyright 2017. (c) Peptide-modified
LatA/PEG-b-PPS micelle with enhanced uptake of SC cells and reduced uptake of HUVECs. Reproduced from ref. 74 with permission from
Wiley-VCH GmbH, copyright 2020. (d) CSO-VV-SA micelle can target PepT-1 to increase drug retention. Reproduced from ref. 78 with
permission from Elsevier Ltd, copyright 2019.

© 2021 The Author(s). Published by the Royal Society of Chemistry Nanoscale Adv., 2021, 3, 5240–5254 | 5247
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polymeric micelle surface, with enhanced bioavailability or
reduced systemic toxicity.68,69 In case of the eye's complex
environment, the physiological barrier of the cornea and
conjunctiva at the front of the eye is one of the biggest diffi-
culties in drug delivery.70 The structure and function of poly-
meric micelles can greatly affect the bioavailability of
therapeutic molecules in vivo. Appropriate surface modica-
tions of polymeric micelle formulations can not only enhance
drug delivery, but also increase corneal penetration and
improve target efficiency.

As a typical example, Lin et al. developed a positive nano-
micelle loaded with tacrolimus (FK 506), which is formed from
an amphiphilic polyethylene glycol–polyglutamic acid benzyl
ester block copolymer (PEP–PEG–PBG).71 The surface of the
micelle is modied with hexapeptides with rich basic amino
acids, in order to give the micelle its positive electrical power in
tears (Fig. 3a). In this case, the unique formulation can interact
with the negatively charged mucin layer which is present on the
surface of the eye. Furthermore, PEP–PEG–PBG micelles with
strong positive electrical properties have a good retention effect
on the eye surface, compared with the FK 506 suspension or
commercial FK 506 formulation in terms of the drug's corneal
permeability. Experimental results of the in vivo dry eye disease
model have proven that the surface modication of polymeric
micelles could exibly utilize the ocular environment to
enhance the retention of the drug-carrying micelles, which
achieved a better therapeutic effect.

A similar functional micelle designed by Herrmann et al. to
improve corneal adhesion was formed by using lipid modied
deoxyribonucleic acid (DNA) strands. In detail, the dodecyne
modication on deoxyuracil was conducted to endow the
hydrophilic DNA strands with hydrophobicity,72 which allows
the spontaneous formation of modied DNA strand based
micelles. This micelle can then be hybridized with comple-
mentary DNA or ribonucleic acid (RNA) strands to obtain
a functional micelle shell. It is worth mentioning that the
electronegative micelle surface is capable of non-covalently
binding to aptamers carrying drug molecules (Fig. 3b).
Although the adhesion mechanism of the nanoparticles has not
been clearly revealed, the results showed that the micelles had
better adhesion to the porcine cornea than monomer drugs.
The ability of the polymeric micelles to deliver kanamycin B and
the therapeutic effectiveness were also demonstrated in porcine
corneal germicidal experiments in a keratitis mouse model. In
short, surface modication to improve micelle adhesion is of
great signicance. However, the limitation of this study is lack
of relevant experiments on biocompatibility and safety, so it is
unknown whether the preparation has negative effects on
human tissues or cells.

Besides structural modications for micelle formation,
surface modication could also be an important method to
improve functionality. For example, Song et al. synthesized
a linolenic acid (LNA) modied methoxy polyethylene glycol
(mPEG) and oligochitosan (CS) conjugate (mPEG–CS–LNA),
which showed the signicantly improved solubility of ampho-
tericin B (AMB).73 The introduction of hydrophobic LNA to the
backbone of mPEG–CS conjugates could lead to the formation
5248 | Nanoscale Adv., 2021, 3, 5240–5254
of a stable polymeric micelle, with enhanced cellular uptake of
encapsulated drugs thanks to the membrane permeability of
LNA. Fortunately, this micelle has a good sustained-release
effect, and low nephrotoxicity or hemolysis. However, the de-
ciency of this study is that there is no ophthalmic in vivo
experiment, which may be related to the size of the drug-loaded
micelle (257.94 � 10.42 nm) that might affect penetration
ability. On the other hand, tissue or cellular targeting ability is
another important purpose of surface modication of poly-
meric micelles. For example, Stack et al. developed a polymeric
micelle that targets the Schlemm's canal (SC), in order to
address the off-target side effect of the actin depolymerizer
latrunculin A (tLatA-MC).74 High-affinity peptides modied on
poly(ethylene glycol)-block-poly(propylene sulde) (PEG-b-PPS)
micelles could bind to vascular endothelial growth factor-3
(VEGFR3) receptors that are highly expressed in secondary
(SC) cells. Studies have shown that the increased intraocular
pressure in glaucoma is related to the high hardness of SC
endothelial cells, and the polymeric micelle can effectively
deliver LatA with the ability of soening cells to SC cells.75 It is
worth mentioning that in this study, the introduction of
peptides increased the micelle uptake by SC cells, but human
umbilical vein endothelial cell (HUVEC) uptake was unexpect-
edly decreased at the same time (Fig. 3c), which may be related
to the altered membrane interactions induced by palmitic acid
in the micelles.76 And this decrease in intake was alleviated aer
loading with LatA. But it is still unclear whether this micelle has
a similar effect in other cells. In short, these uncertainties make
clinical translation of polymeric micelle formulations remain
a challenge. In conclusion, this micelle effectively delivers LatA
and shows a signicant intraocular pressure reduction effect
(30–50%) in vivo. In another case, Xu et al. designed a nano-
micellar preparation prepared in chitosan oligosaccharide-
valylvaline-stearic acid (CSO-VV-SA) loaded with dexametha-
sone (Dex) for partial ocular delivery.77 The slow turnover of
chitosan-oligosaccharides in the mucous layer increased drug
retention on the surface of the eye.78 Modication of the surface
of the micelle by valylvaline (VV) enhanced the recognition
between the nanomicelle and peptide transporter-1 (PepT-1),
which ultimately promoted the penetration of Dex into the
anterior and posterior segments, thereby enhancing the
bioavailability of the drug (Fig. 3d). The uorescence of the eyes
of rats showed that the uorescence was mainly distributed in
the corneal epithelium, indicating that it was hard to penetrate
the cornea. However, the conjunctival epithelium and stroma
had stronger uorescence, while the same phenomenon was
also observed in the sclera, choroid and retina, indicating that
the gelatin reached the posterior segment through the
conjunctival pathway.

Last but not least, responsive drug delivery systems, such as
light response,79 pH response, temperature response, etc.,
provide a targeted drug release platform, which can better exert
the efficacy of the drug. For example, Uppalapati et al. designed
an electrically responsive sodium dodecyl benzene sulfonate
(SDBS)–polypyrrole (Ppy) nanomicelle to investigate its drug
delivery mechanism to dexamethasone and its phosphate
(DexP).80 As a medium to improve drug solubility, Ppy was
© 2021 The Author(s). Published by the Royal Society of Chemistry
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modied into the micellar shell to give it electrical responsive-
ness. The results showed that the electrically driven release of
negative ion Dexp was more efficient than that of uncharged
Dex, but the cycle of alternating potential could cause a sudden
release of both drugs. In addition, the preparation lacked
characterization in vivo and is difficult to be directly applied in
clinical study due to its color.

Many benets of surface modication of polymeric micelles
are obvious as mentioned above, such as improved adhesion
and specic targeting. In the case of ocular drug delivery, most
of the polymeric micelles used for the eye only need to penetrate
the cornea to meet the needs of therapeutic drugs. However,
there are very fewmicelle related studies that can be delivered to
the posterior segment of the eyeball by topical administration,
which remains a challenge.
4. Polymeric micelles that act
indirectly as the delivery vector

Polymeric micelles can also play the role of auxiliary materials
on which they do not act as direct delivery carriers, but become
part of the delivery carrier, for example, wrapping micelles in
hydrogels or wrapping micelles in other materials like contact
lenses, and so on.2,21 However, the role of micelles remains the
same: to encapsulate drugs to improve the solubility of insol-
uble drugs.13 Next, we will discuss this part from micellar-gel
systems and micellar loading systems.
4.1. Micelle-gel platform

In micelle-gel systems, micelles can be encapsulated in hydro-
gels. Micelles can encapsulate drugs, and gels can improve
overall adhesion and reduce drug loss due to factors such as
tears.21,81,82 However, different polymers also exhibit different
characteristics. Some polymers have the properties of gelling
because of their special fragments. They can undergo sol–gel
transformation when temperature,83 pH and other factors
change.84 Micellar loaded hydrogel systems are also promising
because they combine the best of both micelles and hydrogels.

For example, Wang et al. prepared an FK 506-coated PEG–
PBG polymeric micelle (with a size of 292 nm), which was then
co-encapsulated in a temperature-sensitive hydrogel with ciliary
neurotrophic factor (CNTF).85 The hydrogel was CS based and
could gel at 37 �C under physiological conditions. On the one
hand, the hydrogel reduced the release rate of FK 506 compared
with the micelles alone. On the other hand, the system could
also protect the retinal ganglion cells (RGCs) and had the
potential to repair the optic nerve in a rabbit optic nerve injury
model. It was considered to be a novel combination.

Furthermore, this system can also be used for antimicrobial
applications. Annabi et al. developed an antimicrobial adhe-
sive hydrogel system containing a ciprooxacin (CPX)-loaded
micelle.86 They used F127 to form CPX loaded micelles,
which were then combined with GelCORE hydrogel formed by
gelatin methacryloyl (GelMA) and a photoinitiator to form the
system. The hydrogel had good adhesion and antibacterial
effects on the cornea, and can supplement corneal defects and
© 2021 The Author(s). Published by the Royal Society of Chemistry
promote healing (Fig. 4a). Compared with free CPX, this
system had a better sustained release effect. The inhibitory
effect of the micellar loaded hydrogel on both Gram-negative
and Gram-positive bacteria was veried by using Staphylo-
coccus aureus and Pseudomonas aeruginosa. This system
provides a new idea for drug delivery in other eye diseases. A
micellar-gel system also used to repair corneal wounds was
utilized by Puglisi et al.87 They encapsulated the antioxidant
ferulic acid in an F68 micelle and added hyaluronic acid to the
micelle, which was then cross-linked with 3-polylysine to
constitute the system (Fig. 4b). The particle size of the micelle-
gel system was about 300 nm, but the particle size increased
aer freeze-drying. Compared with micellar preparation, this
system signicantly prolonged the drug release duration (2
days). The system has been shown to promote the growth of
broblasts and can accumulate up to 100 mg cm�2 in damaged
cornea. Notably, they found that the accumulation of ferulic
acid was higher in the intact cornea than in the damaged
cornea, possibly due to the increased reactive oxygen species
(ROS) in the hot-brined eyeball, which degraded the amount of
ferulic acid.88

Therefore, as a novel strategy for ocular drug delivery,
micelle-gel systems on the one hand can increase the solubility
of insoluble drugs through micelles and on the other hand can
improve ocular adhesion by using hydrogels.89 In addition,
compared with micelles, the system can further improve the
sustained-release ability of drugs.
4.2. Micelle-loaded platform

Contact lenses (CLs) have been studied extensively as ocular
drug delivery devices because of portability, high adhesion, and
so on.39 The introduction of polymer micelles can not only
increase the drug loading, but also enhance the slow release
properties of the drug. However, the direct introduction of some
insoluble drugs can reduce the transmittance and swelling
properties of contact lenses.90 The introduction of micelles can
improve this problem.91

Xu et al. designed a kind of micelle-loaded contact lens (CL-
M) to achieve the sustained-release of timolol and latanoprost
(144 h and 120 h, respectively, in simulated tears, and 120 h and
96 h, respectively, in rabbit eyes).92 The CL-M was fabricated by
free radical polymerization of mPEG–PLA and monomer
hydroxyethyl methacrylate (HEMA). Compared with eye drops,
the CL-M remarkably increased the average retention time in
the eye (by 79.6 and 122.2 times, respectively) and bioavail-
ability (by 2.2 and 7.3 times, respectively). The potential thera-
peutic effect of glaucoma has also been demonstrated in animal
models (Fig. 4c).

Mun et al. designed a micellar embedded contact lens con-
sisting of a cholesterol–hyaluronic acid (C–HA) and ethylene
glycol dimethacrylate (EGDMA)–(HEMA) copolymer CL
(Fig. 4d).93 The particle size of the C–HA micelle was about
290 nm. The CL could extend the slow-release effect of cyclo-
sporine for more than 12 days. In vitro and in vivo experiments
proved that it has a good therapeutic effect on dry eye disease.
The clinical feasibility of this strategy was proven.
Nanoscale Adv., 2021, 3, 5240–5254 | 5249
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Fig. 4 Polymeric micelles that act indirectly as the delivery vector. (a) F127 and GelMA based micelle-gel systems can adhere and fill corneal
lesions. Reproduced from ref. 86 with permission from the Royal Society of Chemistry, copyright 2020. (b) System of ferulic acid/F68micelle and
HA–3-polylysine nanogel for corneal wound healing. Reproduced from ref. 87 with permission from Elsevier B.V., copyright 2019. (c) CL-M with
long time drug delivery of timolol and latanoprost. Reproduced from ref. 92 with permission from Elsevier B.V., copyright 2019. (d) The synthesis
process of cyclosporine/C–HA micelle-embedded HEMA–EGDMA CLs. Reproduced from ref. 93 with permission from Royal Society of
Chemistry, copyright 2019.
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This micellar loaded contact lens can greatly enhance the
slow and controlled release of the drug because the drug has to
go through two steps: rst, it diffuses through the micellar
structure into the contact lens hydrogel, and then it diffuses out
through the contact lens hydrogel.

5. Future challenges of polymeric
micelles

As a multifunctional nanotechnology for hydrophobic drug
encapsulation, polymeric micelles still face many serious chal-
lenges despite their excellent drug delivery capabilities, as
shown in Fig. 5.

The innovative development of polymer blocks faces major
challenges. Since polymeric micelles are formed by self-
assembly of amphiphilic copolymers, the arrangement and
chemistry of hydrophilic and hydrophobic fragments determine
the chemical properties of the resulting micelles.94,95 Two-block
or three-block micelles are the most commonly used copolymer
types at present.22 It is a new challenge whether to break
through and innovate new types. In addition, the change of the
block will affect all properties of micelles such as CMC,
encapsulation efficiency, degradation rate and so on.11,15 In this
case, this eld still remains largely unexplored.

The clinical application of polymeric micelles faces signi-
cant challenges. Despite their potential, polymeric micelles
have been a tough sell. At present, few micellar products are
used in clinical application.12 Due to the special structure of the
eye, higher biocompatibility and stability are required, which
makes the clinical application more difficult. Posterior admin-
istration is also a problem, such as vitreous implantation, which
requires not only skilled and specialized procedures, but also
frequent administration.11 In addition, there are many biolog-
ical barriers to the eye, and these biological barriers may differ
from species to species.1 All of these challenges make clinical
Fig. 5 Potential challenges for polymeric micelle formulations in future

© 2021 The Author(s). Published by the Royal Society of Chemistry
trials more complicated. Furthermore, the use of nano-
medicines in clinical trials depends on ensuring the quality of
the nal product through implementation and validation of
good manufacturing practice (GMP). The production method of
nanomicelles is not reproducible or scalable, which makes it
difficult for it to pass the requirements of GMP. Besides, the fact
that the regulation of nanomedicines is still immature is
a major barrier to the clinical use of polymeric micelles, indi-
cating that regulations onmanufacturing processes and process
control, quality characterization, drug quality, product speci-
cation and stability might need to be improved.96 Furthermore,
there are many variable unknowns such as chemical structure
(i.e., the chemical composition of micelles can cause changes
on the surface of cell membranes such as palmitic acid changes
membrane interactions74), charge (i.e., the slow degradation of
micelles will reduce the electrical properties, thus reducing the
adhesion to the mucin layer71) and surface (i.e., the surface of
the hydrophilic micelles may adhere to several other substances
including drugs, which can affect the release properties of the
micelles52) that need to be considered for polymeric micelles,
which hinder their clinical development.22

The use of polymeric micelles is limited by the anatomy of the
eye, which is divided into four parts: the anterior corneal region,
the cornea, the anterior segment, and the posterior segment.10,11

The size and charge of the micelles determine the transmittance
of the anterior part, and the blood–eye barrier as well as blood–
retinal barrier are factors that hinder drug access to the posterior
segment.1 These physical barriers are also the biggest impedi-
ments to drug delivery. Therefore, the development road of
polymeric micelles might still be full of difficulties.
6. Advances of polymeric micelles

Over the past few years, the development of polymeric micelles
for ocular drug delivery has improved while more and more
ophthalmic drug delivery applications.
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micellar preparations with unique properties have been
emerging, which have been described above.

In terms of structure, polymeric micelles have been further
innovated. The organic–inorganic hybrid structure formed by
connecting POSS to the PEG–PPG polymer makes the micelle
adhesion better and can effectively prevent the scouring by eye
tears.50 The introduction of PGMA into PEG–PGMA micelles
endows them with the properties of slow and controlled release
because PGMA can be hydrolyzed to produce hydrophilic
hydroxyl groups at neutral pH, while previous studies could only
do it at non-neutral pH.54 In respect of structural modication,
the modication of PEP–PEG–PBG with peptides and the DNA
chain with a hydrophobic structure can make the formed
micelles charged and improve their corneal adhesion.71,72 In
addition, the modication of PEG-b-PPS with targeted peptides
can effectively target SC cells and increase their uptake, which is
a new strategy for the treatment of glaucoma.74

In terms of formulation, the polymeric micelles have
explored advanced formulations. Micelle formulations (i.e.,
PEG–PCL, PEG–PLA, PEG–PLGA, and HS 15) are not innovative
in structure, and this has been improved in ocular application,
signicantly improving various data including drug loading
rate, corneal penetration, safety, and stability compared with
previous traditional preparations or current commercial prep-
arations.41–43,46–48 For example, two optimal formulations (B58-
Transcutol® P at the 20 : 1 ratio of HS 15 : drug; B58-
propylglycol at the 20 : 1 ratio of HS 15 : drug) were developed
to improve the solubility of STZ by nearly 339 times.62

In terms of function, polymeric micelles have a more
progressive delivery capability in ocular drug delivery. The CSO-
VV-SA micelle improves the bioavailability of the posterior
segment through the conjunctival pathway, and achieves
topical drug delivery in the deep part of the eye.77 The design of
some responsive eye nanomicelles has also made progress (i.e.,
photoresponse and magnetic response).80 In addition, the
introduction of drug-loaded micelles in contact lenses can
further confer drug delivery function, providing a new reference
for clinical application.90–93 Both drug release and biocompati-
bility of these micelles have excellent results.

In summary, in the last three years, a number of polymeric
micelles have been developed for ocular drug delivery, which
have different functions and characteristics that have been
improved in different ways. However, frequent administration
and shallow delivery distance remain the biggest problems, so
overcoming the ocular physiological barrier to improve the drug
delivery depth and bioavailability remains challenging.

7. Conclusion and prospects

Over the past few decades, polymeric micelles have proven to be
an effective nanotechnology for ocular drug delivery. It can
signicantly improve the solubility of insoluble drugs, so as to
solve the problem of insoluble drugs in ocular applications. But
due to the special anatomy and physical barrier of the eye, the
drug delivery process is difficult. In recent years, more andmore
micelles with excellent properties have been reported. These
polymeric micelles use various polymer blocks to improve the
5252 | Nanoscale Adv., 2021, 3, 5240–5254
loading and release capacity and stability of drugs, and effec-
tively overcome some ocular barriers through topical adminis-
tration, achieving effective treatment in the anterior or
posterior. These novel polymeric micelles overcome the vital
issue of drug loss and signicantly improve the bioavailability
of drugs compared to traditional dosage forms and formula-
tions currently on themarket. In the future, more andmore new
micelles will be developed to solve the existing problems. High
biocompatibility, drug loading, bioavailability and stability of
the micelles will be expected, which requires more systematic
studies of the size, shape, charge, adhesion and other capabil-
ities of the polymer micelles.
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