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Abstract: The wrapping of nanoparticles (NPs) by a membrane is a phenomenon of widespread and
generic interest in biology, as well as in a variety of technological applications, such as drug delivery,
clinical diagnostics, and biomedical imaging. However, the mechanisms of the interaction between
the membrane and NPs are not well understood yet. In this paper, we have presented an analytic
thermodynamic model to investigate the wrapping process of NPs by a cell membrane. It is found
that the bending energy of the deformed membrane increases nonlinearly with increasing wrapping
degree, which leads to a free energy barrier for the wrapping. On the basis of analysis results,
the wrapping of NPs can be divided into three types, i.e., impossible wrapping, barrier wrapping,
and free wrapping. Furthermore, a phase diagram for the wrapping of NPs has been constructed,
which clarifies the interrelated effects of the size and the ligand density of NPs. We hope that this
work can provide some help in understanding the physical mechanism of the wrapping of NPs.
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1. Introduction

Nanometer-sized particles have been a focus of intensive research in the biomedical field for
applications such as drug delivery, clinical diagnostics, and biomedical imaging [1-6]. In order to raise
diagnostic sensitivity and therapeutic efficiency, the ability to control and manipulate the interaction
between cell membrane and nanoparticles (NPs) is required. Generally, NPs can enter a cell through
wrapping by a cell membrane, i.e., cell endocytosis [7-11]. Experimental studies on site-targeted
drug delivery into cells have revealed that the wrapping process is critically dependent on particle
size [11-15]. Meanwhile, various models have been established to pursue the mechanism involved in
the receptor-mediated wrapping process of NPs based on thermodynamics and dynamics [7-10,15-20].
Theoretical research showed that wrapping proceeds only if the chemical binding energy density of NPs
with a membrane exceeds the bending energy density of the deformed membrane [9,10,15]. Therefore,
there exists a minimal size of NPs for wrapping to occur. Below this minimal size, NPs cannot be
internalized through receptor-mediated endocytosis. Above the minimal size, wrapping is energetically
favorable. In spite of much progress in the theory and research to date, the particular mechanisms
of the wrapping process of NPs by membrane remain unclear. For instance, how do the NP and
membrane behave during the wrapping process? Is there a connection between wrapping degree and
the level of difficulty of cellular internalization?

Based on the above issues, in this contribution we propose an analytic model to study the
wrapping process of NPs by cell membrane through cell endocytosis, including the geometry of
a deformed membrane and the free energy change with wrapping degree. Our theoretical results
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reveal that the bending energy of the membrane leads to a barrier wrapping of NP. Furthermore,
we construct a phase diagram for the wrapping of NPs in the space of radius and ligand density.
The phase diagram may provide firsthand guidance for the design of NPs for diagnostic agents and
drug delivery applications.

2. Theoretical Model

During the wrapping process of a rigid spherical particle by a membrane, as shown in Figure 1,
the membrane is divided into three regions. The first is the bound region (Region I) of the membrane
in contact with the particle, where receptors on the surface of membrane are packed on the surfaces of
NPs through binding with ligands, causing a strong change of curvature of the membrane. The second
is the deformed region nearly in contact with the particle (Region II) which causes an increase of
curvature. The last is the undeformed region (Region III) of the membrane which still maintains its
original curvature. Figure 1b shows a schematic of the partially wrapped state of a spherical particle
by a membrane. When the receptor-mediated endocytosis of NPs occurs, the driving force is the
energy releases as chemical bonds form when receptors change from free to bound states. Further,
the process can also lead to the loss of configurational entropy of the receptors. The deformation of
the cell membrane results in the increase of energy as the bending energy which prevents particle
from wrapping. Considering the three contributions to the wrapping by the membrane and using kgT
(where kp is the Boltzmann constant and T is absolute temperature) as unit of energy, we can write the
free energy change during the wrapping process as:
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where S, represents the area of the bound membrane region, ¢, and ¢ are the densities of bound
receptors in Region I and free receptors in Regions I and III, y is the released chemical energy caused
by a ligand-receptor chemical binding, x is the bending modulus of the membrane, c¢;; and ¢, are
two principal curvatures of the bound membrane surface, ¢ is the spontaneous curvature, and cf;
and ¢y, are two principal curvatures of the deformed membrane surface in Region II. The first term
in Equation (1) represents the contributions of the translational entropies of the bound and free
receptors [21,22], the second term represents the release of chemical binding energy, and the last two
terms represent the deformed bending energy of the membrane in Region I and II in which cj1, cpp,
and ¢y, are positive (convex viewed from the inside of the cell), and ¢y, is negative, respectively.

Wrapping of a particle occurs spontaneously only when the free energy continuously decreases
as contact bound area (S;) increases. Therefore, we can analyze the values of free energy change
caused by particle wrapping using Equation (1). Before calculating the free energy change, we should
first determine the geometry of the deformed membrane, i.e., the bending energy of the deformed
membrane. In our model, we assume that the vertical cross section of membrane in Regions I and II
has radii of curvature of R and R/, respectively, as shown in Figure 1b. Further, the initial membrane is
considered to be planar with a spontaneous curvature of zero because the size of NPs is much smaller
than that of the membrane. More specifically, the size of a typical cell is about 1-10 um, which is
significantly larger than that of NPs (which are smaller than 100 nm), which means that the curvature
of NPs is at least ten times larger than the spontaneous curvature of the initial membrane. In this case,
the spontaneous curvature of the initial membrane can be ignored. On the other hand, we must
consider the contribution of the spontaneous curvature of the initial membrane if it has the same order
of magnitude as that of the NPs. In our model, therefore, both of the two principal curvatures of
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the bound membrane surface (Region I) are 1/R. Therefore, the bending energy of the membrane in
Region I by the Canham-Helfrich Hamiltonian equation is [23,24]:

2
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where 0 is the contact angle of the particle with deformed membrane, and S, = 27R?*(1 — cos ),
as shown in Figure 1. We define angle 0 as the degree of wrapping. When the particle is completely
unwrapped, the angle 6 is zero.

d?A = 47k(1 — cos 6) 2)
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Figure 1. (a) Schematic illustration of nanoparticles (NPs) internalized by cell membrane to different
degrees: away from the membrane, the partially wrapped state and fully wrapped state. (b) Schematic
geometry of a particle wrapped by an initially flat membrane.

The membrane surface in Region Il has two different principal curvatures. The first is the curvature
of the vertical cross section of membrane, —1/R’, where the negative sign represents the concave
surface. The other is the curvature of cs;, which is determined by the location on the membrane
surface and can be calculated by ¢, = sin ¢/[(R + R’) sinf — R’ sin @], where ¢ is the angle between
a vertical line on the undeformed membrane surface and the line joining the center of the vertical cross
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section of membrane and the local location on the deformed membrane surface, as shown in Figure 1.
So, the bending energy of the deformed membrane in Region II can be expressed as:

Js, [ (c1+ep2—co) }dzA
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3. Results and Discussion

According to Equations (4) and (5), we find that the bending energy of membrane in Region Il is a
function of R/R’ and 6. Therefore, we can obtain the equilibrium shape of the deformed membrane
by minimizing the bending energy for different wrapping degrees. Figure 2a shows the variations in
R/R’ with respect to wrapping degree in the equilibrium state based on Equations (4) and (5). We note
that the value of R/ R’ increases with increasing wrapping degree, 6, and reaches a maximum until the
deformed membrane touches. It should be noted that the value of R/R’ in Figure 2a is vacant because
both R and R’ are infinite when 6 = 0. More specifically, both R and R’ approach infinity before contact
of the membrane, and thus the value of R/R’ is meaningless. Figure 2b shows the calculated values of
total bending energy of the membrane and partial bending energies of the deformed membrane in
Region I and Region II. We find that the values of bending energy of the membrane in Region I and
Region II always increase with increasing 6, as shown by the red dashed line and the blue dotted line
in Figure 2b. Therefore, the total bending energy of the deformed membrane—i.e., the sum of these
two terms (black line in Figure 2b)—has the same change tendency, i.e., to increase with increasing 6.

After we know the bending energy of the deformed membrane, we can calculate the total free
energy change during the wrapping process based on Equation (1). Figure 3 shows the calculated
values of free energy change as a function of the wrapping degree, 6, for different NPs with radii of
20 nm, 23 nm, 25 nm, and 30 nm. In the calculations, we defined y = 20kgT [7] and x = 20kgT [24].
The density of free receptors is considered to have the same value as that of initial receptors, that is,
¢o = 0.05 [25,26], and the density of bound receptors in Region I is equal to the density of ligands
on the surface of particles, so that §; = 1. From Figure 3, we can classify the wrapping conditions of
particles into three types according to the tendency of free energy change. The first type is such that
the free energy change is always less than zero and decreases with increasing 6, as shown by the lines
of particles of 25 nm and 30 nm, which suggests that particles with large radii can be continuously
wrapped by the membrane. The second type is such that the free energy change is always larger than
zero when the radius of particle is smaller than a certain value, which suggests that the small particle
cannot be wrapped, as shown by the line of the particle of 20 nm. The last type is such that the free
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energy change is first larger than zero and then decreases to less than zero with increasing 6, as shown
by the line of the particle of 23 nm, which indicates that wrapping of the particle is unfavorable
initially, but then becomes energetically favorable when the free energy change is less than zero with
increasing 6. In other words, the membrane can wrap the particle only if the process overcomes an

energy barrier.

R/R’
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0.0
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Figure 2. (a) The calculated values of R/R’ as a function of the wrapping degree in the equilibrium
state based on Equations (4) and (5). (b) The calculated values of total bending energy and partial

bending energies of the deformed membrane in Region I and Region II.
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Figure 3. Free energy change, AE, as a membrane wraps around a spherical particle with wrapping
degree 0 for different radii of NPs.

Based on the above analysis, we can obtain two critical sizes of particles for wrapping by the
membrane. The first critical size corresponds to the condition that the free energy change is always less
than zero, and the other critical size corresponds to the condition that the free energy change becomes
less than zero when the wrapping degree 0 reaches its maximum. When the free energy change during
the wrapping process is equal to zero, based on Equation (1), we can obtain:

2
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According to Equations (2)—(5), we can calculate the maximum and minimum values

2
of {fsb {%(cbl +cp2 — 00)2} d?A + fsf [g (cf1 +cpp— co) }dzA}/[Zn(l —cosf)], respectively,
as 2.46Apx and 2.19Apx when wrapping degree 6 goes to 0 and its maximum. Therefore, we can get
the first critical radius of NPs as:
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When the radius of NPs is larger than 7., the free energy change is always less than zero and
decreases with increasing 6, which shows that these large NPs can be wrapped favorably by the
membrane. When the radius of particles is smaller than r,; but larger than 7., the free energy change
is first larger than zero and then decreases to less than zero with increasing 6, which suggests that the
wrapping of particle is unfavorable initially, but then becomes favorable with increasing wrapping
degree 6. However, when the radius of particles is smaller than r.,, the free energy change is always
larger than zero, and these small NPs cannot be wrapped by the membrane.

Figure 4 shows the calculated critical radius of 7. and 7, as the function of ligand density using
Equations (7) and (8). Clearly, we can see that the low density of ligands leads to the values of 7.
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and r increasing. The physical mechanisms are such that the low density of ligands induces a
weak chemical binding of ligands with receptors. Weak chemical binding needs a greater binding
area in order to oppose the bending energy of deformed membrane. Because bending energy is
independent of the radius of the NP, increasing particle size can result in the increase of binding area.
Therefore, the low density of ligands leads to high values of 7. and . Based on Figure 4, we divide
the wrapping condition (radius of NPs, R, and ligand density, ¢;) into three zones according to the
values of 7,1 and 7. When the radius of the nanoparticle is less than 7, the particle cannot be
wrapped by the membrane. We name this condition impossible wrapping. When the radius of the
nanoparticle is larger than r but less than r,;, the membrane can wrap the particle when the process
overcomes an energy barrier. We name this condition barrier wrapping. When the radius of the
nanoparticle is larger than r.q, the free energy change is always less than zero and the large particle can
be wrapped favorably by the membrane. This condition is named free wrapping. More importantly,
these theoretical results are consistent with experiments [11] and other theoretical results [7,10,18],
as shown in Figure 4. For example, Chithrani et al. observed that endocytosis of gold NPs of 7 nm
radius into animal cells can only occur when at least six of the NPs cluster together. This cluster radius
is of the order of about 20 nm [11]. Theoretically, Zhang et al., calculated the minimum radius of NPs is
about 22 nm for endocytosis [7]. These minimum radii are consistent with our results of r,; = 23.5 nm
and rp = 22.1 nm for §; = 1. In addition, the values of minimum radius of NPs for endocytosis
calculated by Bao et al. [10] agree well with our model prediction, as shown by the dashed line in
Figure 4.

120

: , :
r,, based on Eq. (7)
r, based on Eq. (8)

+ Experimental result (Chithrani and Chan 2007) |
o Theoretical result (Zhang et al. 2009)
- Theoretical result (Bao and Bao 2005)
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Figure 4. The calculated critical radius of r,; and 7, as a function of ligand density using Equations (7)
and (8), and comparisons with experimental and other theoretical results.

Based on the established model, we can know that the size limit of NPs during the wrapping
process is strongly affected by the densities of receptors, the released chemical energy caused by
ligand-receptor chemical binding (u), and the rigidity of cell membranes (i.e., bending modulus).
From Equations (7) and (8), we find that low densities of receptors and small y result in a large
critical size of NPs. Similar results and discussions have also been reported in our previous work [22].
In extraordinary instances of a receptor-free membrane, the loss of configurational entropy of the
receptors in Equation (1) should be ignored, and the wrapping process is driven by the adhesion
energy between the membrane and NP. In this case, the critical size of NPs becomes much larger
than the case in our model because the adhesion energy is much smaller than the released chemical
energy (¢). On the other hand, we consider that ligand-receptor chemical binding is instantaneous
and much faster than the diffusion of receptors. Therefore, receptor density in the Regions I-II-III
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is considered to be a constant during the wrapping process and the relative dynamical process is
neglected in our model [7,8,22]. Besides the effects of the densities of receptors and the released
chemical energy, the rigidity of cell membranes—i.e., bending modulus (x)—also determines the size
limit of NPs. The value of bending modulus used in our calculations is that of typical cancer cell [24].
For different cells, as expressed in Equations (7) and (8), a large bending modulus of the membranes
results in a large critical radius of NPs because large bending modulus means strong resistance and
difficulty for wrapping. It should be noted that most NPs used in nano medicine are usually in the
180-250 nm range, which is significantly larger than the critical radius of NPs calculated in our model.
This means that NPs with large sizes can be fully wrapped by cell membranes. However, NPs cannot
been wrapped if their size is less than the critical radius according to our modeling results.

Furthermore, we only consider the wrapping process of a single spherical NP in our model.
The effects of membrane curvature, particle shape and orientation, and interactions between NPs
on the wrapping process are not considered. Fortunately, the effects of these factors have been
discussed in the existing literature [27-31]. Remarkably, Tang et al. recently formulated a model to
theoretically investigate the effects of the particle shape and orientation, and interactions between NPs,
on wrapping process. Their results revealed the roles of the shape, rotation, and initial orientation of
the NP, and interactions between NPs, on receptor-mediated endocytosis, and provide good guidelines
for the design of NP-based drug delivery systems [30,31].

4. Conclusions

In conclusion, we present an analytical model to study the wrapping process of NPs by cell
membrane. Through investigating the geometry of a deformed membrane, we find that the bending
energy of the deformed membrane increases with increasing wrapping degree, which leads to an
energy barrier for wrapping. Therefore, according to the size of NPs and ligand density, the wrapping
of NPs can be divided into three types, i.e., impossible wrapping, barrier wrapping, and free wrapping.
A phase diagram for the wrapping of NPs in the space of radius and ligand density was constructed.
Agreement between theoretical results and experimental observations implies that the proposed model
could be applicable to understanding the basic physical mechanism of the wrapping of NPs.

Author Contributions: Conceptualization, X.M. and X.L.; methodology, X.L.; investigation, X.L.; writing—original
draft preparation, X.M. and X.L.; writing—review and editing, X.M. and X.L.; funding acquisition, X.M. and X.L.

Funding: This work was funded by Natural Science Foundation of Guangdong Province
(Grants No. 2017A030313389 and 2018A030313125), the Science and Technology Project of Guangzhou
(Grant No. 201805010002), and Dongguan Polytechnic 2018 political school enterprise project (ZXHQ201813).

Conflicts of Interest: The authors declare no conflict of interest.

References

1. Alivisatos, A.P. Semiconductor Clusters, Nanocrystals, and Quantum Dots. Science 1996, 271, 933-937.
[CrossRef]

2. Cao, Y.C,;Jin, R;; Mirkin, C.A. Nanoparticles with Raman Spectroscopic Fingerprints for DNA and RNA
Detection. Science 2002, 297, 1536-1540. [CrossRef] [PubMed]

3. Cobley, C.M.; Chen,].; Cho, E.C.; Wang, L.V.; Xia, Y. Gold nanostructures: A class of multifunctional materials
for biomedical applications. Chem. Soc. Rev. 2011, 40, 44-56. [CrossRef] [PubMed]

4. Dykman, L.A.; Khlebtsov, N.G. Uptake of Engineered Gold Nanoparticles into Mammalian Cells. Chem. Rev.
2014, 114, 1258-1288. [CrossRef] [PubMed]

5. Kim, S,; Lee, S.Y.; Cho, H.-J. Doxorubicin-Wrapped Zinc Oxide Nanoclusters for the Therapy of Colorectal
Adenocarcinoma. Nanomaterials 2017, 7, 354. [CrossRef] [PubMed]

6. Mondal, S.; Manivasagan, P.; Bharathiraja, S.; Santha Moorthy, M.; Nguyen, V.; Kim, H.; Nam, S.; Lee, K.; Oh, J.
Hydroxyapatite Coated Iron Oxide Nanoparticles: A Promising Nanomaterial for Magnetic Hyperthermia
Cancer Treatment. Nanomaterials 2017, 7, 426. [CrossRef] [PubMed]


http://dx.doi.org/10.1126/science.271.5251.933
http://dx.doi.org/10.1126/science.297.5586.1536
http://www.ncbi.nlm.nih.gov/pubmed/12202825
http://dx.doi.org/10.1039/B821763G
http://www.ncbi.nlm.nih.gov/pubmed/20818451
http://dx.doi.org/10.1021/cr300441a
http://www.ncbi.nlm.nih.gov/pubmed/24279480
http://dx.doi.org/10.3390/nano7110354
http://www.ncbi.nlm.nih.gov/pubmed/29143771
http://dx.doi.org/10.3390/nano7120426
http://www.ncbi.nlm.nih.gov/pubmed/29207552

Nanomaterials 2018, 8, 899 90f 10

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

Zhang, S.; Li, J.; Lykotrafitis, G.; Bao, G.; Suresh, S. Size-Dependent Endocytosis of Nanoparticles. Adv. Mater.
2009, 21, 419-424. [CrossRef] [PubMed]

Yuan, H.; Zhang, S. Effects of particle size and ligand density on the kinetics of receptor-mediated endocytosis
of nanoparticles. Appl. Phys. Lett. 2010, 96, 033704. [CrossRef]

Yuan, H.; Li, J; Bao, G.; Zhang, S. Variable Nanoparticle-Cell Adhesion Strength Regulates Cellular Uptake.
Phys. Rev. Lett. 2010, 105, 138101. [CrossRef] [PubMed]

Bao, G.; Bao, X.R. Shedding light on the dynamics of endocytosis and viral budding. Proc. Natl. Acad.
Sci. USA 2005, 102, 9997-9998. [CrossRef] [PubMed]

Chithrani, B.D.; Chan, W.C.W. Elucidating the Mechanism of Cellular Uptake and Removal of Protein-Coated
Gold Nanoparticles of Different Sizes and Shapes. Nano Lett. 2007, 7, 1542-1550. [CrossRef] [PubMed]
Ding, B,; Tian, Y.; Pan, Y,; Shan, Y.; Cai, M.; Xu, H.; Sun, Y.; Wang, H. Recording the dynamic endocytosis of
single gold nanoparticles by AFM-based force tracing. Nanoscale 2015, 7, 7545-7549. [CrossRef] [PubMed]
Chithrani, B.D.; Ghazani, A.A.; Chan, W.C.W. Determining the Size and Shape Dependence of Gold
Nanoparticle Uptake into Mammalian Cells. Nano Lett. 2006, 6, 662—668. [CrossRef] [PubMed]

Ma, X; Wu, Y;; Jin, S;; Tian, Y,; Zhang, X,; Zhao, Y.,; Yu, L.; Liang, X.-J]. Gold Nanoparticles Induce
Autophagosome Accumulation through Size-Dependent Nanoparticle Uptake and Lysosome Impairment.
ACS Nano 2011, 5, 8629-8639. [CrossRef] [PubMed]

Lipowsky, R.; Dobereiner, H.G. Vesicles in contact with nanoparticles and colloids. Europhys. Lett. 1998,
43,219-225. [CrossRef]

Mirigian, S.; Muthukumar, M. Kinetics of particle wrapping by a vesicle. J. Chem. Phys. 2013, 139. [CrossRef]
[PubMed]

Vacha, R.; Martinez-Veracoechea, FJ.; Frenkel, D. Receptor-Mediated Endocytosis of Nanoparticles of Various
Shapes. Nano Lett. 2011, 11, 5391-5395. [CrossRef] [PubMed]

Gao, H.J.; Shi, W.D,; Freund, L.B. Mechanics of receptor-mediated endocytosis. Proc. Natl. Acad. Sci. USA
2005, 102, 9469-9474. [CrossRef] [PubMed]

Yi, X.; Shi, X.; Gao, H. Cellular Uptake of Elastic Nanoparticles. Phys. Rev. Lett. 2011, 107, 098101. [CrossRef]
[PubMed]

Agudo-Canalejo, J.; Lipowsky, R. Critical Particle Sizes for the Engulfment of Nanoparticles by Membranes
and Vesicles with Bilayer Asymmetry. ACS Nano 2015, 9, 3704-3720. [CrossRef] [PubMed]

Tzlil, S.; Deserno, M.; Gelbart, W.M.; Ben-Shaul, A. A Statistical-Thermodynamic Model of Viral Budding.
Biophys. ]. 2004, 86, 2037-2048. [CrossRef]

Li, X.L,; Xing, D. A simple method to evaluate the optimal size of nanoparticles for endocytosis based on
kinetic diffusion of receptors. Appl. Phys. Lett. 2010, 97, 153704. [CrossRef]

Canham, P.B. The minimum energy of bending as a possible explanation of the biconcave shape of the
human red blood cell. J. Theor. Biol. 1970, 26, 61-81. [CrossRef]

Helfrich, W. Elastic properties of lipid bilayers: Theory and possible experiments. Z. Naturforsch. Teil C
Biochem. Biophys. Biol. Virol. 1973, 28, 693-703. [CrossRef]

Quinn, P; Griffiths, G.; Warren, G. Density of newly synthesized plasma membrane proteins in intracellular
membranes II. Biochemical studies. J. Cell Biol. 1984, 98, 2142-2147. [CrossRef] [PubMed]

Briggs, ].A.G.; Wilk, T.; Fuller, S.D. Do lipid rafts mediate virus assembly and pseudotyping? J. Gen. Virol.
2003, 84, 757-768. [CrossRef] [PubMed]

Bahrami, A.H.; Raatz, M.; Agudo-Canalejo, J.; Michel, R.; Curtis, EM.; Hall, CK.; Gradzielski, M.;
Lipowsky, R.; Weikl, TR. Wrapping of nanoparticles by membranes. Adv. Colloid Interface Sci. 2014,
208, 214-224. [CrossRef] [PubMed]

Bahrami, A.H.; Lipowsky, R.; Weikl, T.R. The role of membrane curvature for the wrapping of nanoparticles.
Soft Matter 2016, 12, 581-587. [CrossRef] [PubMed]

Spangler, E.J.; Upreti, S.; Laradji, M. Partial wrapping and spontaneous endocytosis of spherical nanoparticles
by tensionless lipid membranes. J. Chemn. Phys. 2016, 144, 044901. [CrossRef] [PubMed]


http://dx.doi.org/10.1002/adma.200801393
http://www.ncbi.nlm.nih.gov/pubmed/19606281
http://dx.doi.org/10.1063/1.3293303
http://dx.doi.org/10.1103/PhysRevLett.105.138101
http://www.ncbi.nlm.nih.gov/pubmed/21230813
http://dx.doi.org/10.1073/pnas.0504555102
http://www.ncbi.nlm.nih.gov/pubmed/16009932
http://dx.doi.org/10.1021/nl070363y
http://www.ncbi.nlm.nih.gov/pubmed/17465586
http://dx.doi.org/10.1039/C5NR01020A
http://www.ncbi.nlm.nih.gov/pubmed/25864702
http://dx.doi.org/10.1021/nl052396o
http://www.ncbi.nlm.nih.gov/pubmed/16608261
http://dx.doi.org/10.1021/nn202155y
http://www.ncbi.nlm.nih.gov/pubmed/21974862
http://dx.doi.org/10.1209/epl/i1998-00343-4
http://dx.doi.org/10.1063/1.4813921
http://www.ncbi.nlm.nih.gov/pubmed/23902020
http://dx.doi.org/10.1021/nl2030213
http://www.ncbi.nlm.nih.gov/pubmed/22047641
http://dx.doi.org/10.1073/pnas.0503879102
http://www.ncbi.nlm.nih.gov/pubmed/15972807
http://dx.doi.org/10.1103/PhysRevLett.107.098101
http://www.ncbi.nlm.nih.gov/pubmed/21929271
http://dx.doi.org/10.1021/acsnano.5b01285
http://www.ncbi.nlm.nih.gov/pubmed/25840649
http://dx.doi.org/10.1016/S0006-3495(04)74265-4
http://dx.doi.org/10.1063/1.3502489
http://dx.doi.org/10.1016/S0022-5193(70)80032-7
http://dx.doi.org/10.1515/znc-1973-11-1209
http://dx.doi.org/10.1083/jcb.98.6.2142
http://www.ncbi.nlm.nih.gov/pubmed/6563038
http://dx.doi.org/10.1099/vir.0.18779-0
http://www.ncbi.nlm.nih.gov/pubmed/12655075
http://dx.doi.org/10.1016/j.cis.2014.02.012
http://www.ncbi.nlm.nih.gov/pubmed/24703299
http://dx.doi.org/10.1039/C5SM01793A
http://www.ncbi.nlm.nih.gov/pubmed/26506073
http://dx.doi.org/10.1063/1.4939764
http://www.ncbi.nlm.nih.gov/pubmed/26827231

Nanomaterials 2018, 8, 899 10 of 10

30. Tang, H,; Ye, H.; Zhang, H.; Zheng, Y. Wrapping of nanoparticles by the cell membrane: The role of
interactions between the nanoparticles. Soft Matter 2015, 11, 8674-8683. [CrossRef] [PubMed]

31. Tang, H.; Zhang, H.; Ye, H.; Zheng, Y. Receptor-mediated endocytosis of nanoparticles: Roles of shapes,
orientations, and rotations of nanoparticles. J. Phys. Chem. B 2018, 122, 171-180. [CrossRef] [PubMed]

® © 2018 by the authors. 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/10.1039/C5SM01460C
http://www.ncbi.nlm.nih.gov/pubmed/26381589
http://dx.doi.org/10.1021/acs.jpcb.7b09619
http://www.ncbi.nlm.nih.gov/pubmed/29199830
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Theoretical Model 
	Results and Discussion 
	Conclusions 
	References

