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ABSTRACT: Morphology transition of block copolymer assemblies in response to external stimuli has attracted considerable
attention. However, our knowledge about the mechanism of such a transition is still limited, especially for rod-coil block copolymers.
Here, we report a programmable morphology evolution of assemblies induced by variation of chain ordering for rod-coil-rod triblock
copolymers. A sequence of morphology transition from ellipsoids to disks, bowls, and vesicles is observed by increasing the solution
temperature. At high temperatures, the mobility of the rod chain increases and the rigidity of the rod chain decreases. This gives rise
to an ellipsoid-to-vesicle morphology transition. Dissipative particle dynamics theoretical simulations were performed to reveal the
mechanism of this morphology transition process. It was found that the increase of rod chain mobility and the decrease of rod chain
rigidity induce a decrease of chain ordering of rod blocks as temperature increases, which results in an ellipsoid-to-vesicle
morphology transition. The gained information can guide the construction of nanoassemblies based on the rod-coil block
copolymers.

■ INTRODUCTION

In biological systems, biomacromolecules can form diverse
nanostructures and the stimuli-response behaviors of these
nanostructures are of great importance for life.1 Similarly,
synthetic polymers are capable of assembling into diverse
nanostructures, and the design of polymeric assemblies in
response to external stimuli has attracted significant interest.
Manipulating the morphology of synthetic polymeric assem-
blies is not only significant for understanding the biological
process but also important for the preparation of intelligent
materials in applications of nanoreactors, drug delivery,
cosmetics, and so forth.2−6 Given the important role of
assembly morphologies in determining various potential
applications, a series of strategies have been developed to
achieve the morphology transition of polymeric assemblies.
So far, various stimuli including temperature, pH, salt, light,

and enzyme have been applied to regulate the morphology
transition of block and graft copolymer assemblies.7−14 Among
diverse external stimuli, the temperature has attracted
particular attention due to the precise regulation in vitro with
precise control in time and space.15−23 Usually, temperature-
induced morphology transitions are primarily achieved by the
change of chain amphiphilicity, as the hydrophilic/hydro-

phobic balance is thermoresponsive and crucial for the
morphology of copolymer assemblies.16 For example, poly-
(N-isopropyl acrylamide) (PNIPAm) bearing lower critical
solution temperature (LCST) property is a typical thermor-
esponsive polymer, and the PNIPAm-based copolymer
assemblies can achieve thermal-induced morphology transi-
tions by altering temperature around the LCST.22 Note that
the LCST property refers to a significant variation of the
solvation degree in a solution under a small temperature shift.
A minor variation of the solvation degree of a polymer can
influence the self-assembly behavior of block copolymers. For
instance, Armes et al. found that poly(stearyl methacrylate)-b-
poly(benzyl methacrylate) (PSMA-b-PBzMA) copolymer
assemblies can achieve a vesicle-to-worm transition by
increasing the temperature, which is attributed to the greater
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solvation of the PBzMA core-forming blocks at higher
temperatures.17 Zhao et al. report a temperature-dependent
sphere-to-nanoribbon morphology transition of aggregates
assembled from heterografted polymers comprising the
poly(styrene-co-maleimide) backbone and heterografts of
poly(2-(dimethylamino)ethyl methacrylate) (PDMA), which
is induced by the decrease of the hydration degree of PDMA
chains at a higher temperature.21 Despite these advances in
temperature-induced self-assembly, it is still fascinating to
explore novel systems to achieve controllable morphologies
among diverse nanostructures.
In contrast to well-studied coil−coil block copolymers, the

rod-coil copolymers exhibit complicated self-assembly features
because of the ordered packing manner of rod blocks in the
aggregate core.24−36 Thus, the change of chain ordering of rod
blocks can be an important factor regulating the morphology of
rod-coil copolymer assemblies. For instance, the chain ordering
of rod blocks can be destroyed by the rod-to-coil conformation
change which is usually achieved by varying the pH or initial
solvent. The chain ordering change thus brings out a
morphology transition.27,30 As a matter of fact, the temperature
can also manipulate the chain ordering of rigid polymers in the
aggregate structure such as the homopolymer liquid crystal
(LC), thereby influencing the aggregate structures.32 This
external stimulus may cause the morphology transition of rod-
coil block copolymer assemblies in solution as well. However,
so far, limited attention is focused on the temperature-
dependent morphology transition of the rod-coil copolymer
assemblies; especially, the underlying mechanism is not well
understood.
Apart from the experimental studies, theoretical simulations

have become a powerful tool to investigate the self-assembly
behaviors of block copolymers, which break through the
experimental limitations and provide a novel perspective.37−49

By combining theoretical simulations with experimental
results, the essential features and mechanism of the self-
assembly system can be well revealed. For example, Jiang et al.
report the kinetics of vesicle formation of amphiphilic triblock
copolymers by combining experiments and dissipative particle
dynamics (DPD) simulations.37 DPD simulation has repro-
duced the assembling behavior in experiments and reveals that
the pathway difference for spontaneous vesicle formation can
be attributed to the existence of many metastable states in the
system.
Herein, we report a programmable morphology transition of

poly(γ-benzyl L-glutamate)-block-poly(ethylene glycol)-block-
poly(γ-benzyl L-glutamate) (PBLG-b-PEG-b-PBLG) rod-coil-
rod triblock copolymer assemblies in response to temperature.
Ellipsoids are formed at room temperature. As temperature
increases, the aggregate morphologies evolve into disks, bowls,
and vesicles in sequence. During the transition process, the
chain mobility increases, and the chain rigidity decreases.
Additionally, DPD simulation was performed to provide
detailed information such as chain ordering variation that
cannot be directly observed experimentally. By combining
experiments with theoretical simulations, the mechanism of
such a temperature-dependent morphology transition is
suggested.

■ EXPERIMENTS AND SIMULATION METHOD
Synthesis of PBLG-b-PEG-b-PBLG Triblock Copolymers.

PBLG-b-PEG-b-PBLG (BEB) triblock copolymers were synthesized
by ring-opening polymerization of BLG−NCA initiated by the NH2−

PEG−NH2 macroinitiator in anhydrous 1,4-dioxane solution. Under a
dry nitrogen atmosphere, the reaction was performed in a flame-dried
reaction bottle for 3 days at 15 °C. The reaction mixture was poured
into a large volume of anhydrous ethanol at the end of polymer-
ization. The precipitates were collected and dried under vacuum; the
products were then purified twice by repeatedly precipitating from a
chloroform solution into a large volume of anhydrous methanol. The
block copolymers were characterized by 1H NMR and GPC testing.
Since the degree of polymerization (DP) of the PEG block is known
(45), the DP of the PBLG block is determined to be 128 according to
1H NMR results. The copolymer is therefore denoted as PBLG128-b-
PEG45-b-PBLG128, and the GPC testing gives a polydispersity index
(D̵) of the block copolymers of 1.25. Details of the synthesis and
characterization for the triblock copolymers are presented in Section
1.1 of the Supporting Information.

Preparation of Aggregate Solutions. PBLG-b-PEG-b-PBLG
block copolymers were dissolved in tetrahydrofuran (THF), and the
polymer concentration was 0.1 g/L. To 1 mL of the polymer solution,
0.3 mL of deionized water was slowly added in 10 min with vigorous
stirring. After adding the deionized water, the transparent solution
became tint blue, which indicated the formation of aggregates. To
remove the organic solvent, the solution was dialyzed against
deionized water for at least 3 days. The experiments were carried
out at various temperatures from 20 to 60 °C. Details of sample
preparation are presented in Section 1.2 of the Supporting
Information.

Characterization of the Assemblies. The morphologies of the
assemblies were characterized by various electron microscopes.
Scanning electron microscope (SEM) images were obtained by a
field emission SEM (S4800, Hitachi) at an accelerating voltage of 15
kV and current of 10 A. The sample was prepared by dropping a drop
of solution on a silicon wafer and then drying it at room temperature.
The samples were sputtered by platinum before characterization. The
transmission electron microscope (TEM) images were examined by
the JEM-1400 (JEOL) instrument at an accelerating voltage of 100
kV. The morphologies of the assemblies were also obtained by the
XE-100 atomic force microscope (AFM) instrument (Park Systems)
with the noncontact mode at room temperature in air. Dynamic light
scattering (DLS) and static light scattering (SLS) measurements were
carried out on a commercial laser light scattering spectrometer (ALV/
CGS-5022) to obtain the hydrodynamic radius Rh and the radius of
gyration Rg, respectively. The instrument was equipped with an ALV-
High QE APD detector and an ALV-5000 digital correlator using a
He−Ne laser (the wavelength λ = 632.8 nm) as the light source.
Detailed information is shown in Section 1.3 of the Supporting
Information.

DPD Simulations. The DPD method adopted in the present work
is a particle-based mesoscopic simulation technique. In the method,
several neighboring molecules are coarse-grained into a single particle
which moves to obey Newton’s equations of motion, dri/dt = vi and
midvi/dt = fi. The total force fi acting on the i-th bead consists of
conservative force (Fij

C), dissipative force (Fij
D), and random force

(Fij
R), that is, fi = ∑j≠i(Fij

C + Fij
D + Fij

R). In the present work, based on
the molecular information of the PBLG128-b-PEG45-b-PBLG128
triblock copolymers synthesized in the experiments, a coarse-grained
symmetric rod-coil-rod triblock copolymer was constructed. The
triblock copolymer model consists of twelve R beads for each rod
block and four C beads for each coil block (denoted by R12C4R12). R
beads denote the PBLG rigid blocks and C beads represent the
flexible PEG blocks. The solvent bead was modeled as a single bead
(denoted by S). The particle density ρ is set to 3. The concentration
of copolymers is set as 7.5%. The units of length, time, mass, and
energy in the simulations were scaled by rc, τ, m, and kBT, respectively.
Detailed descriptions of the methods are presented in Section 2.1 of
the Supporting Information.

All simulations were performed in 60 × 60 × 60 rc
3 cubic boxes

under the periodic boundary conditions. The equations of motion
were integrated by a modified velocity-Verlet algorithm with time step
Δt = 0.02τ, where time unit τ = (mrc

2/kBT)
1/2. To mimic the process

of morphology transition, the simulation conditions were changed
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correspondingly which represents the whole heating process from 20
to 60 °C. Every case was carried out by at least 1 × 106 DPD steps. To
guarantee that the observations were not accidental, the simulations
were carried out with different initial random configurations. The
detailed information can be found in Section 2.2 of the Supporting
Information.

■ RESULTS AND DISCUSSION
Morphology Evolution with the Variation of Temper-

atures. The self-assemblies of PBLG-b-PEG-b-PBLG (BEB)
copolymers were prepared by a selective precipitation method.
The experiments were carried out at various temperatures from
20 to 60 °C. The morphologies of the aggregates are
characterized by SEM (Figure 1), AFM (Figure S2), and

TEM (Figure S3). Figure 1a shows the SEM image of the
ellipsoids formed at 20 °C. The average length and width of
the ellipsoids are about 133 and 98 nm, respectively. When the
preparation temperature is increased to 25 °C, disk-like
structures are formed (Figure 1b). The mean diameter of the
disks is 306 nm, and the height of the disks is around 45 nm
(Figure S2f). Larger disks can be obtained at 30 °C (Figure
1c). Further increasing the temperature to 35 °C, curved disks
emerge (Figure 1d). When the preparation temperature
reaches 45 °C, bowl-shaped structures are formed, and the
diameter and height of bowls are around 488 nm (Figure 1e)
and 120 nm, respectively (Figure S2g). Eventually, vesicles
with a diameter of around 546 nm are observed at 60 °C
(Figure 1f).
To better understand the temperature-dependent morphol-

ogy evolution in solution, we performed DLS as well as SLS
experiments to characterize the morphologies. The apparent
hydrodynamic radius (Rh) for each aggregate is shown in
Figure 1e. The Rh of these aggregates increases from around
110 nm to nearly 300 nm, which verifies the size variation

trend of aggregates observed in microscopy images. Addition-
ally, the morphology change can be monitored by the ratio of
the average radius of gyration (Rg) to Rh. Generally, the Rg/Rh
value of spherical aggregates is in the range of 0.77 (solid
sphere) and 1 (vesicle). For nonspherical aggregates, the Rg/Rh
value is usually larger than 1.22 As shown in Figure 1e, the Rg/
Rh value of the aggregates formed at 20 °C is 1.29, which
corresponds to the ellipsoid structures.26 When the temper-
ature increases to 60 °C, the Rg/Rh value of the aggregates
decreases to 0.96, which indicates the vesicle structures. The in
situ light scattering results correspond well with the
morphology evolution process observed by electron micro-
scopes. The influence of drying on the sample morphology
during the specimen preparation can be ruled out. Note that
the 2D disk-like micelles can be well captured at a specific
temperature. This finding indicates that the polypeptide
copolymers are favorable for the formation of 2D assemblies.
According to the literature, the Rg/Rh value of 2D structures is
usually between 1.0 and 1.5.33 In the present work, the Rg/Rh
value of the 2D aggregates formed at 25 °C is 1.22, which well
agrees with the reported data.

Mechanism of Temperature-Dependent Morphology
Evolution. As well known, in concentrated solutions,
polypeptide homopolymers can form LC structures. The
change of chain packing manner in the LC structure can be
induced by increasing temperature.34 The high concentration
of polypeptide chains within the micelle core can endow the
polypeptide assemblies with unique LC-like properties.35

Therefore, it is reasonable to deduce that the reason for the
present programmable morphology evolution of polypeptide
assemblies can be related to the change of chain ordering in
response to temperature. Temperature usually influences the
mobility of the polymer chains, and the chains become mobile
by increasing the temperature.21 Additionally, the chain rigidity
of the PBLG rod block can be decreased at higher
temperatures.30 Based on these speculations, the change of
chain mobility and rigidity can be two important factors that
cause the variation of chain ordering at different temperatures,
which eventually induce morphology changes.
To verify this assumption, we performed two control

experiments. First, we examined the influence of chain mobility
on the morphology transition. The chain mobility can be
increased by decreasing the attraction between PBLG chains.
Note that the phenyl groups play an important role in the
interaction between the PBLG chains, we replaced the phenyl
group in the PBLG block with ethyl groups to reduce the
interaction between the BEB copolymers.29 The chemical
formulas of BEB and BEB-Et block copolymers are shown in
Figure 2a. 1H NMR characterized the BEB copolymers before
(BEB) and after (BEB-Et) modification. As shown in Figure
2b, all signal characteristics of PBLG and PEG blocks are
visible. In addition, the signals at δ = 4.2 ppm and δ = 1.2 ppm,
which are ascribed to the ethyl group, appear as shown in the
dotted boxes. Then, assemblies were prepared from both BEB
and BEB-Et at room temperature. The TEM images show that
the BEB copolymers self-assemble into ellipsoids as expected
(Figure 2c). However, the BEB-Et copolymers form vesicles
rather than ellipsoids under the same condition (Figure 2d).
According to the above results, the increase of PBLG chain
mobility at higher temperatures can be one reason for the
ellipsoid-to-vesicle morphology transition.
Second, we examined the effect of polypeptide chain rigidity

on the morphology transition of the block copolymers. In the

Figure 1. Temperature-dependent morphology transition of BEB
copolymer assemblies from ellipsoid to vesicle: (a) ellipsoids at 20 °C,
(b) disk-like micelles at 25 °C, (c) larger disk-like structures at 30 °C,
(d) bended disk at 35 °C, (e) bowl-like structures at 45 °C, (f)
vesicles at 60 °C. The insets show schematic illustrations of each
morphology. The green and red parts denote PBLG blocks and PEG
blocks, respectively. (g) Plots of Rg/Rh and Rh for the assemblies
formed at different temperatures. Scale bars = 300 nm.

Langmuir pubs.acs.org/Langmuir Article

https://dx.doi.org/10.1021/acs.langmuir.0c03644
Langmuir 2021, 37, 3148−3157

3150

http://pubs.acs.org/doi/suppl/10.1021/acs.langmuir.0c03644/suppl_file/la0c03644_si_001.pdf
http://pubs.acs.org/doi/suppl/10.1021/acs.langmuir.0c03644/suppl_file/la0c03644_si_001.pdf
http://pubs.acs.org/doi/suppl/10.1021/acs.langmuir.0c03644/suppl_file/la0c03644_si_001.pdf
http://pubs.acs.org/doi/suppl/10.1021/acs.langmuir.0c03644/suppl_file/la0c03644_si_001.pdf
http://pubs.acs.org/doi/suppl/10.1021/acs.langmuir.0c03644/suppl_file/la0c03644_si_001.pdf
http://pubs.acs.org/doi/suppl/10.1021/acs.langmuir.0c03644/suppl_file/la0c03644_si_001.pdf
https://pubs.acs.org/doi/10.1021/acs.langmuir.0c03644?fig=fig1&ref=pdf
https://pubs.acs.org/doi/10.1021/acs.langmuir.0c03644?fig=fig1&ref=pdf
https://pubs.acs.org/doi/10.1021/acs.langmuir.0c03644?fig=fig1&ref=pdf
https://pubs.acs.org/doi/10.1021/acs.langmuir.0c03644?fig=fig1&ref=pdf
pubs.acs.org/Langmuir?ref=pdf
https://dx.doi.org/10.1021/acs.langmuir.0c03644?ref=pdf


polypeptide system, the rigid nature of the polypeptide chain is
mainly ascribed to α-helix conformation.36 We performed
circular dichroism (CD) experiment to measure the change of
α-helix conformation of the PBLG-b-PEG-b-PBLG chain in
THF at various temperatures. The spectra in Figure 2e shows
peaks in the negative region at a wavelength around 222 nm,
which indicates the α-helix conformation of PBLG. At higher
temperatures, the intensity of this band slightly decreases,
which suggests the slight decrease of α-helix content. (Details
of the measurement of the helix fraction are shown in Section
1.6 of Supporting Information and Table S1). Figure 2f shows
the decrease of the helix fraction of PBLG chains with
increasing temperature. The helicity of PBLG blocks at 20 °C
is 92.5%. With increasing temperature, the helicity of PBLG
blocks decreases to 91.3% (25 °C) and 85.8% (60 °C), which
suggests the slight decrease of chain rigidity of PBLG blocks in
the investigated temperature range. Note that the content of α-
helix conformation is still more than 85% at 60 °C, which

indicates that the PBLG blocks still maintain their rigid nature.
To further evaluate the rigidity variation of PBLG blocks, Rh of
PBLG homopolymers in THF at different temperatures was
also characterized by DLS (Figure S4). It is found that the Rh

value of the PBLG homopolymers slightly decreases with
increasing temperature, which is consistent with the result of
the CD experiment. These results indicate that the PBLG
chain rigidity decreases at high temperatures. When the rod
PBLG chains become flexible, the chain ordering can be
broken.27 As a result, an ellipsoid-to-vesicle morphology
transition can be induced.

Chain Ordering Variation during the Morphology
Transition Revealed by Theoretical Simulations. From
the above experimental results, we learn that the variation of
chain mobility and rigidity are responsible for the changes in
the aggregate morphology. Due to the limitation of
experimental methods, the details of chain behaviors are
hard to be observed, and theoretical simulations can be a

Figure 2. Effect of chain mobility and rigidity of polypeptide on copolymer assemblies at different temperatures. (a) Chemical formulas of the BEB
and BEB-Et block copolymers, (b) 1H NMR of the BEB copolymers before and after substituting the phenyl group with the ethyl group (blue
dotted boxes represent the position of the characteristic peak of the ethyl group), (c,d) Typical TEM images of ellipsoids and vesicles formed by
BEB and BEB-Et copolymers at room temperature, (e) CD spectra of the BEB copolymer dissolved in the THF solvent at different temperatures,
(f) temperature dependence of helix fraction for BEB in THF. Scale bars = 400 nm.

Langmuir pubs.acs.org/Langmuir Article

https://dx.doi.org/10.1021/acs.langmuir.0c03644
Langmuir 2021, 37, 3148−3157

3151

http://pubs.acs.org/doi/suppl/10.1021/acs.langmuir.0c03644/suppl_file/la0c03644_si_001.pdf
http://pubs.acs.org/doi/suppl/10.1021/acs.langmuir.0c03644/suppl_file/la0c03644_si_001.pdf
http://pubs.acs.org/doi/suppl/10.1021/acs.langmuir.0c03644/suppl_file/la0c03644_si_001.pdf
https://pubs.acs.org/doi/10.1021/acs.langmuir.0c03644?fig=fig2&ref=pdf
https://pubs.acs.org/doi/10.1021/acs.langmuir.0c03644?fig=fig2&ref=pdf
https://pubs.acs.org/doi/10.1021/acs.langmuir.0c03644?fig=fig2&ref=pdf
https://pubs.acs.org/doi/10.1021/acs.langmuir.0c03644?fig=fig2&ref=pdf
pubs.acs.org/Langmuir?ref=pdf
https://dx.doi.org/10.1021/acs.langmuir.0c03644?ref=pdf


powerful tool to support the experimental findings.37−49 In the
present work, DPD simulations are performed to examine the
detailed chain mobility and rigidity in various morphologies at
the corresponding temperature. The PBLG-b-PEG-b-PBLG
copolymers are mapped into coarse-grained rod-coil-rod
copolymer chains in the DPD simulations (Figure 3a). The
coarse-grained model consists of twelve R beads for each rod
block and four C beads for each coil block (denoted by
R12C4R12). The rod blocks and the coil blocks represent the
rigid PBLG blocks and the PEG blocks, respectively. The rod
blocks are linearly arranged and treated as rigid bodies, while
the coil blocks are modeled as flexible chains. The solvents in
the solution are denoted by S beads. The interaction
parameters between DPD beads are represented by the
repulsion parameter of aij. The neighboring beads in the
copolymers are connected via the harmonic spring force. The
rigidity of the rod blocks is controlled by a three-body angle
potential, Uijk

c = 1/2kc(cos(θ) − cos(π))2. Details of the DPD
method, simulation model, and the simulation parameter
settings can be found in Sections 2.1−2.2 in the Supporting
Information.
To simulate the increase of temperature from 20, 25, 35, to

60 °C in the experiments, kBT are set as 0.99, 1.00, 1.02, and
1.11, and kc are set as 50, 48, 46, and 40, respectively. As
shown in Figure 3b, when the temperature is low (kBT = 0.99,
kc = 50), small ellipsoids can be obtained. The small ellipsoids
turn to small disks with increasing temperature (kBT = 1.00, kc
= 48). Further increasing the temperature (kBT = 1.02, kc =
46), small disks fuse into large disks and curve into bowl-like

aggregates. Eventually, at higher temperatures (kBT = 1.11, kc =
40), the bowl-like aggregates close and vesicles are formed.
Thus, the ellipsoid-disk-bowl-vesicle morphology transitions at
various temperatures are well reproduced in simulations by
tunning the mobility of copolymers and rigidity of rod blocks.
To get an insight into the morphology transitions, the

surface areas of the four representative assemblies are
evaluated. The surface area of these assemblies is defined as
the sum of the areas of all surfaces in the simulation box (i.e.,
ellipsoids, disks, bowls, and vesicles) and is evaluated through
Delaunay triangulation of a 3D point set of the copolymer
beads. Surface change usually occurs during morphology
transitions.55 As shown in Figure 3c, for the ellipsoids formed
at a low temperature, the surface area is large. As the
temperature increases, the ellipsoids fuse into disks leading to a
decrease of surface area. The following two processes of disks
curving into bowls and bowl closing (vesicle forming) also give
rise to the loss of some surface area. The result indicates that
variation in temperature drives the assemblies to reduce the
surface area in the morphology transition pathway. Generally,
vesicle forms when the energy loss due to surface tension
effects is too large.50,51 Due to the complex self-assembly
process as well as morphology transitions, the exact surface
tension is difficult to be evaluated. Thus, we calculate
conservative energy change during the morphology transitions
to examine the driving force for the entire process. The
conservative energy can be calculated by ∑i>j1/2aij(rc − rij)

2

where aij and rij are the interaction strength and distance
between i and j beads, respectively. The total conservative

Figure 3. Theoretical simulation of the ellipsoid-disk-bowl-vesicle transition of rod-coil-rod copolymer assemblies. (a) DPD model of the rod-coil-
rod triblock copolymer (denoted by R12C4R12). (b) Representative snapshots of the aggregates assembled from rod-coil-rod triblock copolymers at
different temperatures: ellipsoids (kc = 50, kBT = 0.99), disks (kc = 48, kBT = 1.00), bowls (kc = 46, kBT = 1.02), and vesicles (kc = 40, kBT = 1.11),
respectively. (c) Change of surface area during the morphology transitions. (d) Change of conservative energy between copolymers and solvent
during the morphology transitions.
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energy (Etol) is the pairwise interaction energy between the
solvent beads and the beads of copolymers in the aggregates.
Etol can be divided into two parts, that is, the interaction
between coil blocks and solvent (ECS) and the interaction
between rod blocks and solvent (ERS). As shown in Figure 3d,
Etol decreases during the process of morphology transitions
which indicates that the copolymers undergo an energy-
favorable pathway. The decrease of Etol is contributed by the
decrease of both ECS and ERS, which is because both coil blocks
and rod blocks tend to stay in a stable state. The above results
reveal that the behavior of aggregation, fusion, and closure is
energy-favorable.

Knowing the detailed changes of mobility and rigidity is
important to understand the temperature-induced morphology
transitions. The end-to-end distance of rod blocks and the
mean-square displacement (MSD) of rod-coil-rod triblock
copolymers were evaluated to examine the variation of rigidity
and mobility of copolymers, respectively. Because the end-to-
end distance of rod blocks is related to the chain stiffness, and
larger D means that polymer chains have a greater ability to
move (i.e., MSD ∼ Dt, where D is the diffusion coefficient). As
shown in Figure 4a, the end-to-end distance of rod blocks
decreases gradually during the ellipsoid-disk-bowl-vesicle
morphology transition. This means the rigidity of rod blocks
decreases. Figure 4b shows that the D values of rod-coil-rod

Figure 4. Rigidity of rod blocks and mobility of copolymers. (a) Change of end−end distance during the morphology transitions. (b) MSD of the
copolymer under various simulation conditions. The diffusion coefficient, D, is provided for various morphologies from ellipsoids to vesicles. (c)
Arrangement of rod blocks in the morphologies. Left: the representative cross-sectional slices of the ellipsoid, disk, bowl, and vesicle, respectively.
Right: the detailed arrangement of the rod blocks. The direction of rod blocks is measured by the angle θ between the x-axis and the normalized
vectors of rod blocks. The colors range from blue (rod block arranges along the x-axis) to red (rod block arranges perpendicular to the x-axis).

Figure 5. Morphology transition kinetics from ellipses to vesicles with different temperature programs. (a) Ellipsoids self-assembled from BEB
copolymers at 20 °C. (b−f) SEM images obtained by changing the solution temperature to 60 °C directly and then incubating for various times:
(b) 5, (c) 10, (d) 20, (e) 30, and (f) 60 min. (g,h) Temporal variation of Rh with different temperature programs: (g) ellipsoids are formed at 20
°C, and the solutions are subjected to 25, 35, and 60 °C, respectively, (h) solutions are quenched back to 20 °C from 25, 35, and 60 °C. Scales bars
= 500 nm.
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triblock copolymers in the ellipsoid, disk, bowl, and vesicle
aggregates have obvious sequential increases. The copolymers
at higher temperatures have greater mobility which can
influence the arrangement of rod-coil-rod copolymers in
assemblies.
The arrangement manner of copolymer chains is accordingly

investigated. Four representative cross-sectional slices of these
assemblies are shown in Figure 4c. The arrangement of the rod
blocks in these cross-sectional slices is exhibited. We also
measure the direction of rod blocks which is manifested by the
absolute value of cosine of the orientation angle (|cos θ|)
between the x-axis and the normalized vectors of rod blocks.
The rod blocks in ellipsoid arrange basically along the x-axis
and then turn to arrange mainly perpendicular to the x-axis in
the disk, forming an oblate structure. Due to invagination, the
arrangement of rod blocks starts to become less organized and
the oblate bilayer structure curves. When the bowl closes, the
rod blocks in vesicles are not evenly arranged around the circle,
indicating that the rod blocks are relatively disordered. Typical
density profiles of the rod blocks, as well as coil blocks along
the long axis of the bowls and vesicles, are shown in Figure S6.
The above theoretical results confirm that due to the

increase of temperature, the thermal energy leads to an
increase in the mobility of copolymer chains and a decrease in
the rigidity of rod blocks simultaneously. Both the increase of
mobility and the decrease of the rigidity of copolymers change
the arrangements of rod-coil-rod triblock copolymers, inducing
transitions from ellipsoids to vesicles.
Kinetics of Morphology Transition. To study the

temporal evolution of assembly morphologies, we prepared
assemblies by adding 3 mL of water to 10 mL of PBLG-b-PEG-
b-PBLG solution in THF (0.1 g/L) at 20 °C. Then, the
solution was directly subjected to 60 °C (no dialysis was
conducted). At set intervals within the annealing process, the
sample solution (0.5 mL) was pipetted into 10 mL of
deionized water to freeze the aggregate morphology. The
morphology transition process is captured by SEM. As shown
in Figure 5a, ellipsoids are formed at 20 °C. When incubating
at 60 °C, aggregate morphology transitions against time are
observed. After incubating for 5 min, the ellipsoids fuse into
small disk-like structures (Figure 5b). With increasing the
incubating time, the disk-like micelles fuse to form larger disk-
like micelles (10 min, Figure 5c). The disk-like micelles bend
(20 min, Figure 5d) into bowl-like structures (30 min, Figure
5e). Finally, vesicles are formed (60 min, Figure 5f). Further

increasing the incubating time exerts no apparent influence on
the aggregate morphology; the whole transition process is
finished within 1 h. A reverse morphology transition process,
that is, from the vesicle to disk then to ellipsoids can be
observed by cooling the solution from 60 to 20 °C.
Additionally, the solution prepared at 20 °C was also subjected
to 25 and 35 °C, respectively. The temporal evolution of
aggregate morphologies shows that disks or bowls can be
found instead of vesicles in the same incubation period.
Detailed SEM images are shown in Figure S5.
We also measured the Rh of BEB copolymer assemblies in

situ to monitor the kinetic morphology transition in solution.
Figure 5g shows the temporal variation of Rh at different
incubation temperatures. BEB assemblies are first prepared at
20 °C and then subjected to 25, 35, and 60 °C respectively.
During the incubation, Rh of BEB assemblies increases. At the
same incubation time, Rh is larger at higher incubation
temperatures. When the morphology transition is completed,
the Rh of BEB assemblies is different, which also indicates that
various intermediate morphologies are stable at the corre-
sponding temperature. Additionally, Figure 5h presents the
corresponding cooling process. By quenching the temperature
from 60, 35, and 25 °C back to 20 °C, respectively, the Rh of
BEB assemblies decreases. However, the Rh of all the BEB
assemblies cannot completely turn back to its original value.
Combining with SEM results, this phenomenon is ascribed to
the fact that the disk-like structures are difficult to fully
disassemble into ellipsoids once they form.
To mimic this kinetic process in DPD simulations, we set

the simulation settings from kBT = 0.99, kc = 50 to kBT = 1.11,
kc = 40 directly corresponding to the experimental settings in
the experiments (i.e., 20−60 °C). The morphology transitions
can be observed over time. Figure 6a−f show the detailed
transition processes. Ellipsoids are first observed at low
temperature. After the changes in simulation conditions, the
formed primary micelles get close and fuse into disks. Then,
bowls emerge and vesicles form as the simulation continues.
To monitor the morphology transition process, the volume
variation of these aggregates during morphology transitions is
calculated. The volume is the quantity of the three-dimensional
space enclosed by a closed surface. In the simulations, the
volume of aggregates was obtained by calculating the number
of simulation box lattices occupied by the aggregates. As shown
in Figure 6g, the volume of six typical assemblies decreases
gradually. It is attributed to the aggregation, fusion, and closure

Figure 6. Kinetics of morphology transition in the simulation. (a−f) Typical snapshots during the morphology transitions: (a) 2.00 × 104 τ, (b)
4.00 × 104 τ, (c) 4.02 × 104 τ, (d) 4.10 × 104 τ, (e) 4.14 × 104 τ, and (f) 4.20 × 104 τ, where kBT = 0.99, kc = 50 at the beginning and then changes
to kBT = 1.11, kc = 40 after 2.0 × 104 τ. (g) Volume changes during the transition process.
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behaviors. Due to the aggregation of polymer chains, the self-
assembly of copolymers and the fusion of assembles decrease
the occupied volume. The closure of disks causes a slight
change in the volume because no obvious stretching or
compression occurs.57

Distinct Transition Pathway of Rod-Coil Block
Copolymer Assemblies. For the formation of vesicles from
the coil−coil system, the dynamic morphology transition
process usually undergoes a sphere−cylinder−lamellae−vesicle
transition, which is well-known as the cone−column
mechanism.52−54 For example, poly(styrene-b-isoprene) (PS-
b-PI) copolymers can self-assemble into spheres in solution,
and the micellar morphology changes from spheres to cylinders
to vesicles in response to the change of environmental
conditions.52 However, through the present experiments and
simulations, we found that the disks appear instead of cylinder
structures during the morphology transition process of the rod-
coil system. That is, the rod-coil system has a different
morphology transition pathway from the coil−coil system. In
the case of the coil−coil block copolymer assemblies, the
morphology transition is governed by three dominant
contributions including the interactions of solvated corona
blocks, the interfacial tension between the micelle core and
surrounding solvent, and the stretching of the core blocks.53,54

Due to the repulsive interaction between the hydrophobic
block and the solvent, the flexible copolymer chains tend to
form small spheres. To reduce the interfacial tension, spheres
favor to form short rods, and the high end-cap energies drive
the short rods to form long rods (cylinders).55,56 Then, the
cylinders fuse into lamellae to reduce the interface tension.
After the formation of this structure, the lamellae curves and
vesicles form easily because the bending energy is weak.
In contrast, the core blocks in the rod-coil system are rigid,

which means that the copolymer chains are relatively extended.
Compared to the coil−coil system, the rod-coil system is more
difficult to form spheres or short rod morphologies because the
alignment of hydrophobic rod blocks has a significant impact
on the morphologies. In the present work, the rod-coil-rod
copolymers first self-assemble into ellipsoids to minimize the
defects in the arrangement of hydrophobic rod blocks.57 The
formed ellipsoids fuse into disks which can minimize the
interfacial contact between the solvent and the hydrophobic
rod blocks in an energy favorable way. To reduce the edge
energy, the disks close and vesicles form once the bending
energy decreases.
To deepen the understanding of the mechanism, the

morphology transitions of triblock copolymers with coil
hydrophobic blocks (A12C4A12, A denotes the coil hydro-
phobic block) are also examined by simulations. The results
are presented in Figure S7. The simulation parameter settings
are the same as the R12C4R12 system. The copolymers with
hydrophobic coil blocks form small vesicles at 20 °C (Figure
S7). By careful examination, we find that the formation of
vesicles follows a sphere-cylinder-lamellae-vesicle morphology
transition, which is consistent with the results reported in the
literature.52 Such a pathway is significantly different from the
ellipsoid-disk-bowl-vesicle transition process of the rod-coil
systems.
We also investigate the effect of rod block length on the

morphology transition process for the rod-coil systems. Rod-
coil-rod copolymers with various lengths of rod hydrophobic
blocks (R8C4R8 and R16C4R16) are examined, and the results
are presented in Figure S8. For the rod-coil system, the longer

hydrophobic rod blocks have a high degree of chain ordering,
which greatly influences the arrangement of copolymers and
enhances the stability of self-assembled oblate bilayers (Figure
S8). Thus, R16C4R16 only forms large disks instead of vesicles
with temperature increases. While the copolymers with shorter
hydrophobic rod blocks (R8C4R8) form vesicles easily than
R12C4R12, the reason is that shorter hydrophobic rod blocks
have greater mobility and less chain rigidity, which decreases
the chain ordering of rod blocks. These results further verify
that the chain ordering of rod blocks in the rod-coil assemblies
plays an important role in the assembly morphologies, which
well supports the proposed mechanism.

■ CONCLUSIONS
In summary, an ellipsoid−disk−bowl−vesicle morphology
transition of PBLG-b-PEG-b-PBLG polypeptide-based triblock
copolymers in response to temperature was found from
experiments and DPD simulations. At room temperature, the
polypeptide copolymers self-assemble into ellipsoids. By
increasing the temperature, the ellipsoids first fuse into disk-
like structures and then wrap up into vesicles. During the
morphology transition process, the chain mobility increases
and the chain rigidity decreases by increasing the temperature,
which results in the change of PBLG block ordering. The
variation of chain ordering induces an ellipsoid-to-vesicle
morphology transition, which exhibits a difference in contrast
to the coil−coil block copolymer system. This programmable
morphology transition shows a distinct transition pathway of
rod-coil copolymer assemblies, and the obtained results can
guide the precise control of the nanoassembly morphologies.
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