Huang et al. Nanoscale Research Letters 2014, 9:653
http://www.nanoscalereslett.com/content/9/1/653

® Nanoscale Research Letters

a SpringerOpen Journal

NANO EXPRESS Open Access

Temperature-induced reversible self-assembly of
diphenylalanine peptide and the structural
transition from organogel to crystalline nanowires

Renliang Huang'?, Yuefei Wang?, Wei Qi**", Rongxin Su** and Zhimin He?

Abstract

Controlling the self-assembly of diphenylalanine peptide (FF) into various nanoarchitectures has received great amounts
of attention in recent years. Here, we report the temperature-induced reversible self-assembly of diphenylalanine peptide
to microtubes, nanowires, or organogel in different solvents. We also find that the organogel in isopropanol transforms
into crystalline flakes or nanowires when the temperature increases. The reversible self-assembly in polar solvents may
be mainly controlled by electronic and aromatic interactions between the FF molecules themselves, which is associated
with the dissociation equilibrium and significantly influenced by temperature. We found that the organogel in the
isopropanol solvent made a unique transition to crystalline structures, a process that is driven by temperature and may
be kinetically controlled. During the heating-cooling process, FF preferentially self-assembles to metastable nanofibers
and organogel. They further transform to thermodynamically stable crystal structures via molecular rearrangement after
introducing an external energy, such as the increasing temperature used in this study. The strategy demonstrated in this
study provides an efficient way to controllably fabricate smart, temperature-responsive peptide nanomaterials and
enriches the understanding of the growth mechanism of diphenylalanine peptide nanostructures.
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Background

Supramolecular self-assembly, a ubiquitously spontaneous
process in nature, plays an important role in building
highly ordered and functional structures in biology. It also
provides a powerful tool for creating supramolecular
nanostructures for various applications [1-5]. A substantial
amount of research has focused on this issue, and various
artificial self-assembling systems have been developed for
peptides [1-4], peptide amphiphiles [5-7], and aromatic
small molecules [8-10]. In particular, peptide-based supra-
molecular nanostructures have received great attention in
recent years due to their excellent biocompatibility and
functional diversity. Therefore, many peptide-based build-
ing blocks, including aromatic dipeptides [1,4,11-14],
surfactant-like peptides [15], amyloid peptide fragments
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[16,17], and cyclic peptides [3], have been designed and
developed for the construction of organized supra-
molecular nanostructures. Among these peptide-based
self-assembling molecules, diphenylalanine peptide (L-
Phe-L-Phe, FF), which is the core recognition motif of
Alzheimer's AP peptides, is a fascinating unit that can
self-assemble into diverse structures, such as micro-
tubes, nanowires, and microcrystals. These assembled
nanomaterials are extremely attractive as potential
building blocks in the field of sensors, imaging, nano-
fabrication, and so on [1,4,18-21].

Controlling the self-assembly of small molecules into
highly ordered architectures is an interesting topic in
supramolecular chemistry. For the diphenylalanine pep-
tide, the use of different organic solvents is employed to
control the self-assembly behavior. For instance, dipheny-
lalanine self-assembles to hollow tubular structures in
aqueous or methanol solutions [22-26]. A structural tran-
sition from FF microtubes to highly uniform nanowires
was demonstrated in our previous study by introducing
acetonitrile as a cosolvent in water [27]. Interestingly,
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diphenylalanine also self-assembles in toluene or chloro-
form and forms amorphous nanofibers (gel), which are
significantly different from the crystalline nanowires previ-
ously mentioned [19]. Another control strategy is the
addition of a surface in the assembly solution, such as
glass [27,28], or porous membrane [28]. The coexistence
of the solvent and the surface makes controlling the
morphologies of the peptide assemblies easier and more
efficient. In these studies, the self-assembly of diphenylala-
nine peptides generally occurred at room temperature.
Previously, Heredia et al. [29] demonstrated an irreversible
phase transition of FF nanotubes from the hexagonal
phase to another (most likely orthorhombic) crystalline
phase at approximately 140°C to 150°C, indicating that
temperature may be an important factor for controlling
the structures of FF assemblies; however, the effect of
temperature on the self-assembly of FF is often neglected.
This study aims to develop a temperature-based control
method for the self-assembly of diphenylalanine.

Temperature was considered an important parameter
in the vapor-assisted self-assembly of diphenylalanine, in
which a high temperature (e.g.,150°C, 220°C) was re-
quired for the structural transition or evaporation of FF
molecules. For example, Ryu and Park reported a high
temperature (150°C) aniline vapor aging process to
synthesize a well-aligned peptide nanowire array starting
from an amorphous peptide thin film [30]. By increasing
the temperature to 250°C, the FF molecules evaporated
and self-assembled on a substrate to form single crystal-
line nanowires [31]. These previous studies focus on the
vapor-assisted self-assembly at high temperature; how-
ever, it is still unclear how the temperature (especially,
temperatures lower than 100°C) influences the self-
assembly of diphenylalanine in solvents or the structures
of assemblies.

Herein, we report the temperature-induced reversible
self-assembly of diphenylalanine peptide in solvents. Differ-
ent solvents, including acetonitrile, acetonitrile-H,O, H,O,
HFIP-H,O, and isopropanol, were chosen to demonstrate
the assembly behavior. A temperature-responsive FF orga-
nogel in isopropanol is outlined. In this system, we further
demonstrate a temperature-induced structural transition
from an organogel to a crystalline flake-like structure in
isopropanol. Additionally, the nanofibers in the organogel
transferred into uniform crystalline nanowires with the as-
sistance of a glass surface at an increased temperature. This
temperature-based control process and the results of this
study provide an efficient method for controlling the self-
assembly of diphenylalanine peptide.

Methods
Materials
The lyophilized diphenylalanine peptide (NH,-Phe-Phe-
COOH, FF) was purchased from Bachem (Bubendorf,
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Switzerland). The 1,1,1,3,3,3-hexafluoro-2-propanol (HFIP)
was bought from Sigma-Aldrich (St. Louis, MO, USA).
Acetonitrile and isopropanol were obtained from Aladdin
Industrial Co. (Shanghai, China). All other reagents were of
the highest grades available commercially.

Temperature-induced self-assembly of FF in different
solvents

Suspensions were prepared using 2 mg diphenylalanine
peptide added to 1 mL each of acetonitrile, acetonitrile-
water (95:5v/v), pure water (H,O), or isopropanol. The
resulting suspensions were then heated to 90°C for
5 min, forming a transparent solution. The FF nano-
wires, microtubes, or transparent gels were formed dur-
ing cooling to ambient temperature (25°C) without any
disturbance.

Temperature-induced reversible self-assembly

After the formation of FF assemblies following the pro-
cedure mentioned above, the solution or gel containing
FF assemblies was heated to 90°C for 5 min again. The
assemblies were disassembled leading to the formation
of a transparent solution. Then, the solution was cooled
to 25°C without any disturbance. The disassembled FF
molecules further self-assembled to nanowires, micro-
tubes, or an organogel in different solvents again. All the
heating-cooling experiments were carried out in the
sealed tubes to prevent the volatilization of solvents.
Three heating-cooling cycles were operated to confirm
this reversible self-assembly process.

Temperature-induced structural transition in isopropanol
The FF organogel was stored at either —25°C for over
2 months or 25°C for 3 days. Next, 50 uL FF gel was de-
posited onto a microscopic glass coverslip and sequen-
tially air-dried at -25°C and 25°C, respectively. The
resulting samples were then observed by scanning elec-
tron microscopy.

Scanning electron microscopy

All the samples were sputter coated with platinum using
an E1045 Pt-coater (Hitachi, Tokyo, Japan) and then im-
aged by using an S-4800 field emission scanning electron
microscope (Hitachi High-Technologies Co., Tokyo,
Japan) at an acceleration voltage of 5 kV. To observe the
real structure of the organogel, the sample was prepared
by flash freezing with liquid nitrogen followed by air
drying at —-45°C.

X-ray diffraction

X-ray diffraction measurements were performed on a D8
Focus powder diffractometer (Bruker, Karlsruhe, Germany).
The diffraction intensity of CuKa radiation (wavelength of
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1.5418 nm) was measured under 40 kV and 40 mA with a
scan rate of 2°/min in a 26 range between 3° and 50°.

Size distribution measurement

The size distribution and mean diameter, d, of FF assem-
blies in HFIP-water were determined using a Zetasizer
Nano (0.4 nm to 10 pm, Malvern Instruments, Worcester-
shire, UK) particle size analyzer. The FF self-assembly was
performed in a quartz cell directly following the heating-
cooling procedure. The initial temperature was set at 90°C,
and then, the samples were cooled to 80°C, 70°C, 60°C,
50°C, 40°C, and 30°C. All the temperature points were
maintained for 30 min to ensure the complete self-
assembly of the FF. The experimental analysis was re-
peated three times.

Results and discussion
To demonstrate the temperature-induced self-assembly,
we chose three different solvents as the self-assembly
media: acetonitrile, acetonitrile-H,O, and H,O. As shown
in Figure 1, diphenylalanine peptide was dissolved in sol-
vents at 90°C for 5 min leading to a transparent solution.
When the solution was cooled to 25°C, a large number of
the FF assemblies were formed during the cooling process.
Figure 2a,b shows the visual change in the physical ap-
pearance from a transparent solution to white assemblies
in the acetonitrile solution. The scanning electron micros-
copy (SEM) image showed that the assemblies consisted
of uniform nanowires approximately 100 nm in diameter
(Figure 2c). Following the heating-cooling procedure, the
FF self-assembled into nanowires and microtubes in the
acetonitrile-water solution (Figure 2d,ef) or in water
(Additional file 1: Figure Sla-c).

Interestingly, the formed nanowires or microtubes fur-
ther disassembled when they were reheated to 90°C, again
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forming a transparent solution. During the cooling process
(from 90°C to 25°C), the white FF assemblies were formed
again in the solutions (Figure 2a,b,d,e and Additional file 1:
Figure Sla-b). More than three heating-cooling cycles
were performed to confirm the reversible self-assembly
phenomenon. SEM was used to observe the resulting sam-
ples after three cycles (Additional file 1: Figure S2). The
results indicated that the nanowires from both the first
and third cycles had the same morphology and similar
sizes. X-ray diffraction (XRD) was used to characterize
the crystal structure using the FF nanowires formed in
acetonitrile-H,O (third cycle) solution, a commonly
used self-assembly medium. As shown in Additional
file 1: Figure S3, the XRD spectrum was identical to
that in our previous study [27], in which a hexagonal
crystal structure was observed.

In addition to the temperature-induced self-assembly,
HFIP was often used in previous studies to dissolve
diphenylalanine peptide and then initiate the supra-
molecular self-assembly in aqueous or organic solvents.
To verify that the reversible self-assembly behavior of FF
was dependent on temperature alone, we prepared nano-
wires using the HFIP-initiated self-assembly method (see
Additional file 1). We found that the formed FF nano-
wires could also again disassemble at high temperature
(90°C) and self-assemble again during the cooling process
(Additional file 1: Figure S1d-f). These results indicate
that temperature plays a definite role in the self-assembly
and disassembly of the FF peptide. Furthermore, the FF
molecules self-assembled into nanostructures in the solu-
tion at low temperature (e.g., 25°C), and the resulting
nanostructures then disassembled at high temperature
(e.g., 90°C) again. This temperature-induced self-assembly
and disassembly is perfectly reversible in different
solvents.

Disassembly
25°C

(0]
N |
HaN L -"“‘J\OH
0O
Phe-Phe
CH,CN/H,0 1 (CH,),CHOH

Assembly Assembly
— —-
o —2 —

90 °C
t Glass surface

Disassembly
-25°C

organogel to crystalline nanowires.

Structural transition
Figure 1 Schematic illustration. The temperature-induced reversible self-assembly of diphenylalanine peptide and the structural transition from
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Figure 2 Temperature-induced self-assembly in acetonitrile and acetonitrile-water solution. (a, b) Photographs of FF dissolved in
acetonitrile solvent at 90°C and FF assemblies formed at 25°C. () SEM image of the FF nanowires formed in acetonitrile solvent. (d, e)
Photographs of FF dissolved in acetonitrile-water solution (95:5 v/v) at 90°C and FF assemblies formed at 25°C. (f) SEM image of the FF nanowires

formed in acetonitrile-water solution (95:5 v/v).

To better understand the temperature-induced self-
assembly, dynamic light scattering (DLS) analysis was used
to track the self-assembly of FF in an HFIP-H,O (1:49 v/v)
solution during the cooling process (Figure 3). After heat-
ing the sample to 90°C, the DLS results showed no peak,
suggesting that the FF was well dissolved in the solution.
After decreasing the sample temperature from 90°C to
40°C, DLS curves showed two new peaks: one peak was
centered at approximately 0.65 nm and exhibited no sig-
nificant change, but the other peak increased gradually
from 59 to 190 nm during the cooling process (Figure 3b).

The results suggest that the solution may contain small FF
oligomers, which further self-assembled into nanowires
via a nucleation and growth process as the temperature
decreases. When the temperature decreased to 30°C, lar-
ger assemblies with a broad size distribution were formed,
as evidenced by the DLS curve (Figure 3a).

As we know, amino acids and some peptides exist as
zwitterions in aqueous solutions. The carboxylate and
amino groups can be ionized as the deprotonated (-COQO")
and protonated (-NH3") forms. Due to the rapid self-
assembly of FF in solvents, it is difficult to determine the

-
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Figure 3 DLS analysis. (a) Size distribution of FF assemblies in HFIP-H,O solution (1:49 v/v) with different temperatures. (b) The size of the
smallest (first peak in (a)) and the largest number of (highest peak in (a)) FF assembilies.
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pK, values. Previously, temperature has been shown to
play an important role in the dissociation of -NH3",
while having less influence on -COOH ([32,33]. By in-
creasing temperature from 25°C to 90°C, the value of
pK, (-logKa, -NH3+) decreased, leading to a significant
shift of the equilibrium to the -NH, side at a fixed pH
value (e.g., pH ~ 7 in our case). As a result, this dissoci-
ation equilibrium led to the change in electronic interac-
tions and hydrogen bonding between FF-FF and FF-
solvent molecules. In this case, a high solubility was
achieved at 90°C. With decreasing temperature, the dis-
sociation equilibrium shifts to the -NH;" side. In this case,
the electronic repulsion was eliminated, and the strength
of hydrogen bonds (e.g., FE-FE, FF-solvent) increased, be-
cause of the enhanced hydrogen bond donor (HBD) ability
of NH3" compared to NH,. Meanwhile, this change in
electronic interaction and hydrogen bonding was also ac-
companied by the enhancement of aromatic stacking be-
tween aromatic side chains, which is an important driving
force for the self-assembly of FF. At 25°C, the isoelectric
(pI) value of FF is approximately 5.5 [24]. In this study, the
pH values of the solvents used for self-assembly were ap-
proximately 7, which is close to the p/ value. The forma-
tion of FF nanowires in these solvents suggests that
electrostatic and aromatic interaction may play a crucial
role in the self-assembly.

We demonstrated the reversible self-assembly of the FF
peptide in strongly polar solvents. Furthermore, we chose
isopropanol as a weakly polar self-assembly medium. To
confirm whether temperature could induce the reversible
self-assembly, the FF peptide was dissolved in isopropanol
at 90°C and then left at room temperature. After 30 min, a
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stable transparent organogel appeared. The gel was heated
back up to 90°C, leading to a clear solution again within
several minutes. Then, the solution was cooled to 25°C,
and the organogel regenerated (Figure 4a,b). To observe
the real morphology of the FF organogel, the samples were
prepared by flash freezing with liquid nitrogen followed by
drying under vacuum at -45°C. SEM images (Figure 5a,b)
show that the organogel consists of long, flexible, non-
crystalline nanofibers (no obvious characteristic peak ap-
peared in the XRD pattern between 26 of 10° and 50°, data
not shown). Similar nanofibers were also observed by Yan
et al. [19] in toluene and chloroform solvents. After heat-
ing and cooling for more than three cycles, the morph-
ology of the nanofibers exhibited no change. Our results
indicate a temperature-induced reversible self-assembly of
the FF in isopropanol similar to that in acetonitrile and
water as previously described, leading to a temperature-
responsive peptide organogel.

The organogel was stored at -25°C for 2 months
during which no change in physical appearance (trans-
parent) occurred, indicating high stability of the FF orga-
nogel (Figure 4c). However, when the gel was placed at 25°C
for 3 days, some visible aggregates formed at the bottom
of the organogel (Figure 4d). The SEM images show that
the aggregates had a flake-like structure (Figure 5c,d).
Such FF flakes were also previously observed in DMSO
and pyridine solvents [34]. The crystalline structure of the
FF flakes was also similar to that of the nanowires and
microtubes formed in acetonitrile and water previously re-
ported by our group (Figure 6) [27]. In a previous study, a
polar solvent, such as ethanol, was used to induce the
structural transition of FF nanofibers (gel) to microcrystals

Figure 4 FF solution and organogel. Photographs of FF solution (a) and organogel (b) formed in the isopropanol solvent at 90°C and 25°C,
respectively. Photographs of FF organogel stored at —25°C for 2 months (c) and 25°C for 3 days (d).
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Figure 5 FF organogel and flake-like aggregates. SEM images of FF organogel (a, b) formed in isopropanol solvent at 25°C and flake-like
aggregates (¢, d) generated in organogel during storage at 25°C for 3 days.
.

[35]. Here, we have demonstrated that temperature
could also induce such structural transition. When the
organogel containing flake-like aggregates was heated
back up to 90°C, it formed a clear solution. After cool-
ing to 25°C, the organogel generated again.

As demonstrated previously, the synergistic effect of the
solvent and surface allows for easier control of the FF
nanostructures [27]. Here, we further investigated the ef-
fect of temperature on the structural transition of the FF

—— Nanowires
—— Flake microcrystal

Counts

2 theta/°

Figure 6 XRD patterns. Powder XRD patterns of the diphenylalanine
nanowires formed on a glass surface (a) and the flake-like aggregates

formed in the organogel (b).

assemblies on a glass surface. The FF organogel was formed
in isopropanol after heating at 90°C and cooling to 25°C.
Afterwards, we deposited approximately 50 pL organogel
on a glass surface and stored it at 25°C for air drying. An-
other sample was prepared by depositing approximately
50 pL organogel on a glass surface and drying at —25°C.
SEM images of these two samples show that higher tem-
peratures induce the complete structural transition of FF
nanofibers to crystalline nanowires (Figure 7a,b). The crys-
talline structure of the nanowires was confirmed by XRD
characterization. As shown in Figure 6, the nanowires were
similar in crystalline structure to the flake-like aggregates,
as well as the microtubes and nanowires formed in polar
solvents. At a lower temperature (-25°C), some of the flex-
ible nanofibers remained unchanged while others were
transformed into rigid nanowires (Figure 7c,d). Addition-
ally, we also prepared two samples using toluene as the
self-assembly medium following the same procedure. In
this case, nanofibers formed but no structural transition
was observed, suggesting that the temperature-induced
structural change was highly dependent on the solvent
properties. Additionally, at the same temperature (25°C),
the FF microcrystal generated in the organogel and the uni-
form nanowires formed on a glass surface. In addition to
temperature effects, the coexistence of the solvent and the
surface, along with the drying process, also has a significant
influence on the assemblies' morphologies. However, the
surface-assisted assembly mechanism still remains unclear
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during organogel drying at —25°C.

Figure 7 SEM images of FF nanowires and a mixture of nanofibers and nanowires. (a, b) SEM images of FF nanowires formed on a glass
surface during the air drying of the organogel at 25°C. (¢, d) SEM images of a mixture of nanofibers and nanowires formed on a glass surface

and needs to be investigated in the future. Overall, our re-
sults demonstrate that higher temperature (e.g., 25°C) could
induce the structural transition of the FF organogel (nanofi-
bers) formed in isopropanol to the crystalline flake-like ag-
gregates or the nanowires on a glass surface.

Organic solvents such as acetonitrile [27], tetrahydro-
furan [34], ethanol [35], chloroform, and toluene [19]
have been used to control the self-assembly of dipheny-
lalanine peptide in previous works. In the crystalline FF
assemblies, intermolecular hydrogen bonding exists in
peptide-peptide and peptide-solvent molecules and is
thought to be an essential contributor to the formation
of such architectures [24]. The solvent properties that
are related to the formation of hydrogen bonds such as

Table 1 Solvent parameters and the corresponding
morphology of FF assemblies

Group Solvent HBD HBA Morphology
| Water 117 047 Microtube
| Acetonitrile 0.19 040 Nanowire
| Tetrahydrofuran 0.00 0.55 Mesocrystal
| Pyridine 0.00 0.64 Mesocrystal
Il Isopropanol 0.76 0.84 Gel/nanowire
Il Chloroform 0.20 0.10 Organogel
Il Toluene 0.00 0.10 Organogel

hydrogen bond donation (HBD) ability and hydrogen
bond acceptance (HBA) ability (or electron pair donation
ability) should be the important determinants for the
diphenylalanine self-assembly. Table 1 summarizes the
property parameters of water and organic solvents [36], as
well the corresponding morphology of the FF assemblies
[19,27,34]. According to the morphology of the FF assem-
blies, the solvents are divided into three groups. Group I
consists of solvents in which crystalline assemblies are
formed; group II contains isopropanol in which organogel
(nanofibers) and crystalline assemblies (nanowire, flake)
are formed at different temperatures; and group III in-
cludes chloroform and toluene in which organogel (nano-
fibers) are formed. As shown in Table 1, the solvents in
group I have high HBA ability or electron pair donation
ability, suggesting that these solvent molecules are capable
of forming hydrogen bonds with the -NH;" or NH,
groups in FF molecules. This statement is validated by the
corresponding hexagonal crystal structure seen in the XRD
analysis [24]. Conversely, the solvents in group III have low
HBD and HBA ability, which does not allow strong hydro-
gen bond interaction with FF molecules. In this case, the FF
intermolecular interaction, such as the 7-77 interaction, con-
tributes preferentially to the self-assembly of FF and leads
to the formation of a stable organogel.

Interestingly, isopropanol has a high HBA ability (0.84)
capable of forming hydrogen bonds with the FF molecules.
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According to the mechanism previously discussed, the
crystalline assemblies should form in isopropanol. How-
ever, the experimental results indicate that FF preferen-
tially self-assembled to nanofibers and organogel during
the cooling process from 90°C to 25°C. This structure
remained stable and unchanged at a low temperature
(-25°C) and transformed into crystalline flake or nanowire
at a higher temperature (e.g., 25°C). The formation of the
organogel may be attributed to both the high HBD and
HBA ability of isopropanol, which allows it to form inter-
molecular hydrogen bonds with both amino and carbonyl
groups. Hydrogen bonding between isopropanol and car-
bonyl groups may inhibit the formation of hydrogen bonds
between the FF molecules themselves, namely, head-to-tail
chains (-NH,-H...OOC-), which is a key intermolecular
interaction in the formation of crystalline structures
[24,37]. Therefore, in this case, the initial FF self-assembly
into an organogel was guided by other intermolecular in-
teractions (e.g., 77-7r interaction). The importance of hydro-
gen bonds between the solvent and the carbonyl group on
the supramolecular self-assembly was also demonstrated in
other peptides [38].

Additionally, the HBA ability of isopropanol is slightly
higher than the HBD ability (0.84 vs 0.76, Table 1). Simi-
lar to the solvents in group I, isopropanol should be cap-
able of directing the self-assembly of the FF molecules
to a crystalline structure with thermodynamic stability.
We expected the self-assembly of the FF in isopropanol
to be a kinetically controlled process. The nanofibers
and organogel were formed by the fast self-assembly of
the FF molecules guided by the strong -7 interaction.
Furthermore, the nanofibers transformed to crystalline
flakes or nanowires via the slow self-assembly as a result
of the FF molecular rearrangement, which was guided
by the hydrogen bonds between peptide-peptide and
peptide-water molecules and the -7 interaction be-
tween aromatic side chains. The external energy, e.g.,
the high temperature, is used to overcome the energy
barrier and speed up the ‘slow” self-assembly process.
Therefore, crystalline flake-like aggregates appeared in
the organogel and uniform nanowires formed at 25°C on
a glass surface. A similar kinetically controlled process
was also found in the self-assembly of ferrocene-FF (Fc-
FF), which initially self-assembled to metastable nano-
spheres and further reorganized to thermodynamically
stable nanofibers with the introduction of a mechanical
force [39]. In this study, the temperature-induced struc-
tural transition from an organogel (nanofibers) to crys-
talline flakes and nanowires was initially found for the
FF self-assembly system.

Conclusions
In summary, we demonstrated the temperature-triggered
reversible self-assembly of diphenylalanine peptide into
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microtubes, nanowires, and an organogel in different sol-
vents. In polar solvents, the dissociation equilibrium of the
FF molecules was highly dependent on temperature,
which likely led to the change in the electronic and aro-
matic interactions between the FF molecules themselves
and induced the reversible self-assembly. Furthermore, we
demonstrated the temperature-induced structural transi-
tion of an organogel in isopropanol to crystalline flakes
and nanowires. We infer that self-assembly of the FF in
isopropanol with high HBD and HBA ability, unlike in
chloroform/toluene (low HBD and HBA ability), is a kinet-
ically controlled process. The nanofibers and organogel
were preferentially formed by the fast self-assembly of FF
molecules guided by a strong 7-7 interaction and trans-
formed to crystalline structures by introducing external
energy (e.g., increased temperature) to overcome the en-
ergy barrier.
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Competing interests
The authors declare that they have no competing interests.

Authors’ contributions

RLH, YFW, and WQ designed the research. RLH and YFW performed the
research and contributed equally to this work. RLH, YFW, WQ, RXS, and ZMH
analyzed the data and wrote the paper. All authors read and approved the
final manuscript.

Acknowledgements

This work was supported by the Natural Science Foundation of China

(Nos. 21306134, 21476165, 51173128), the 863 Program of China (Nos.
2012AA06A303, 2013AA102204), the Ministry of Science and Technology of
China (No. 2012YQ090194), the Ministry of Education (No. 20130032120029),
the Beiyang Young Scholar of Tianjin University (2012), and the Program of
Introducing Talents of Discipline to Universities of China (No. BO6006).

Author details

'School of Environmental Science and Engineering, Tianjin University, Tianjin
300072, People’s Republic of China. “State Key Laboratory of Chemical
Engineering, School of Chemical Engineering and Technology, Tianjin
University, Tianjin 300072, People’s Republic of China. 3Collaborative
Innovation Center of Chemical Science and Engineering (Tianjin), Tianjin
300072, People’s Republic of China.

Received: 1 November 2014 Accepted: 26 November 2014
Published: 3 December 2014

References

1. Yan XH, Zhu PL, Li JB: Self-assembly and application of diphenylalanine-
based nanostructures. Chem Soc Rev 2010, 39:1877-1890.

2. Gao XY, Matsui H: Peptide-based nanotubes and their applications in
bionanotechnology. Adv Mater 2005, 17:2037-2050.

3. Bong DT, Clark TD, Granja JR, Ghadiri MR: Self-assembling organic
nanotubes. Angew Chem Int Ed 2001, 40:988-1011.

4. Zhao J, Huang RL, Qi W, Wang YF, Su RX, He ZM: Self-assembly of
diphenylalanine based peptides: molecular design, structural control and
applications. Prog Chem 2014, 26:1445-1459.

5. Zhao XB, Pan F, Xu H, Yaseen M, Shan HH, Hauser CAE, Zhang SG, Lu JR:
Molecular self-assembly and applications of designer peptide amphiphiles.
Chem Soc Rev 2010, 39:3480-3498.


http://www.biomedcentral.com/content/supplementary/1556-276X-9-653-S1.doc

Huang et al. Nanoscale Research Letters 2014, 9:653
http://www.nanoscalereslett.com/content/9/1/653

6. Cui HG, Webber MJ, Stupp SI: Self-assembly of peptide amphiphiles: from
molecules to nanostructures to biomaterials. Biopolymers 2010, 94:1-18.

7. Capito RM, Azevedo HS, Velichko YS, Mata A, Stupp SI: Self-assembly of
large and small molecules into hierarchically ordered sacs and
membranes. Science 2008, 319:1812-1816.

8. Guo PP, Chen PL, Liu MH: Shuttle-like supramolecular nanostructures
formed by self-assembly of a porphyrin via an oil/water system.
Nanoscale Res Lett 2011, 6:529.

9. Jiao TF, Huang QQ, Zhang QR, Xiao DB, Zhou JX, Gao FM: Self-assembly of
organogels via new luminol imide derivatives: diverse nanostructures
and substituent chain effect. Nanoscale Res Lett 2013, 8:278.

10. Jiao TF, Wang YJ, Zhang QR, Zhou JX, Gao FM: Regulation of substituent
groups on morphologies and self-assembly of organogels based on
some azobenzene imide derivatives. Nanoscale Res Lett 2013, 8:160.

11, Huang RL, Wu SK, Li AT, Li Z: Integrating interfacial self-assembly and
electrostatic complexation at an aqueous interface for capsule synthesis
and enzyme immobilization. J Mater Chem A 2014, 2:1672-1676.

12. Huang RL, Wang YF, Qi W, Su RX, He ZM: Chemical catalysis triggered
self-assembly for the bottom-up fabrication of peptide nanofibers and
hydrogels. Mater Lett 2014, 128:216-219.

13. Huang RL, Qi W, Feng LB, Su RX, He ZM: Self-assembling peptide-
polysaccharide hybrid hydrogel as a potential carrier for drug delivery.
Soft Matter 2011, 7:6222-6230.

14. MaH, Fei J, Cui Y, Zhao J, Wang A, Li J: Manipulating assembly of cationic
dipeptides using sulfonic azobenzenes. Chem Commun 2013, 49:9956-9958.

15. Vauthey S, Santoso S, Gong HY, Watson N, Zhang SG: Molecular
self-assembly of surfactant-like peptides to form nanotubes and
nanovesicles. Proc Natl Acad Sci 2002, 99:5355-5360.

16.  Lu K, Jacob J, Thiyagarajan P, Conticello VP, Lynn DG: Exploiting amyloid
fibril lamination for nanotube self-assembly. J Am Chem Soc 2003,
125:6391-6393.

17. Krysmann M, Castelletto V, Hamley I: Fibrillisation of hydrophobically
modified amyloid peptide fragments in an organic solvent. Soft Matter
2007, 3:1401-1406.

18. Han TH, Moon HS, Hwang JO, Seok SI, Im SH, Kim SO: Peptide-templating
dye-sensitized solar cells. Nanotechnology 2010, 21:215606.

19. Yan X, Cui Y, He Q, Wang K, Li J: Organogels based on self-assembly of
diphenylalanine peptide and their application to immobilize quantum
dots. Chem Mat 2008, 20:1522-1526.

20. Yan X, Su'Y, Li J, Frih J, Méhwald H: Uniaxially oriented peptide crystals
for active optical waveguiding. Angew Chem Int Ed 2011, 50:11186-11191.

21, Yan X, Li J, Mohwald H: Self-assembly of hexagonal peptide microtubes
and their optical waveguiding. Adv Mater 2011, 23:2796-2801.

22. Ryu J, Lim SY, Park CB: Photoluminescent peptide nanotubes. Adv Mater
2009, 21:1577-1581.

23. Na N, Mu X, Liu Q, Wen J, Wang F, Ouyang J: Self-assembly of diphenylalanine
peptides into microtubes with “turn on” fluorescence using an aggregation-
induced emission molecule. Chem Commun 2013, 49:10076-10078.

24, Kim J, Han TH, Kim Y-I, Park JS, Choi J, Churchill DG, Kim SO, Ihee H: Role of
water in directing diphenylalanine assembly into nanotubes and
nanowires. Adv Mater 2010, 22:583-587.

25.  Goerbitz CH: The structure of nanotubes formed by diphenylalanine, the
core recognition motif of Alzheimer's beta-amyloid polypeptide.

Chem Commun 2006, 22:2332-2334.

26.  Mason TO, Chirgadze DY, Levin A, Adler-Abramovich L, Gazit E, Knowles TPJ,
Buell AK: Expanding the solvent chemical space for self-assembly of
dipeptide nanostructures. ACS Nano 2014, 8:1243-1253.

27. Huang RL, Qi W, Su RX, Zhao J, He ZM: Solvent and surface controlled
self-assembly of diphenylalanine peptide: from microtubes to nanofibers.
Soft Matter 2011, 7:6418-6421.

28. Huang RL, Su RX, Qi W, Zhao J, He ZM: Hierarchical, interface-induced
self-Assembly of diphenylalanine: formation of peptide nanofibers and
microvesicles. Nanotechnology 2011, 22:245609.

29. Heredia A, Bdikin |, Kopyl S, Mishina E, Semin S, Sigov A, German K, Bystrov V,
Gracio J, Kholkin AL: Temperature-driven phase transformation in self-
assembled diphenylalanine peptide nanotubes. J Phys D-Appl Phys 2010, 43.

30. Ryu J, Park CB: High-temperature self-assembly of peptides into vertically
well-aligned nanowires by aniline vapor. Adv Mater 2008, 20:3754-3758.

31. Lee JS, Yoon |, Kim J, hee H, Kim B, Park CB: Self-assembly of
semiconducting photoluminescent peptide nanowires in the vapor
phase. Angew Chem Int Ed 2011, 50:1164-1167.

Page 9 of 9

32, Clarke RGF, Collins CM, Roberts JC, Trevani LN, Bartholomew RJ, Tremaine PR:
lonization constants of aqueous amino acids at temperatures up to 250°C
using hydrothermal pH indicators and UV-visible spectroscopy: glycine,
a-alanine, and proline. Geochim Cosmochim Acta 2005, 69:3029-3043.

33, Gillespie SE, Oscarson JL, Izatt RM, Wang P, Renuncio JAR, Pando C:
Thermodynamic quantities for the protonation of amino acid amino
groups from 323.15 to 398.15 K. J Solution Chem 1995, 24:1219-1247.

34, SuY,Yan X, Wang A, Fei J, Cui Y, He Q, Li J: A peony-flower-like hierarchical
mesocrystal formed by diphenylalanine. J Mater Chem 2010, 20:6734-6740.

35. Zhu P, Yan X, Su 'Y, Yang Y, Li J: Solvent-induced structural transition of
self-assembled dipeptide: from organogels to microcrystals. Chem Eur J
2010, 16:3176-3183.

36. Marcus Y: The properties of organic liquids that are relevant to their use
as solvating solvents. Chem Soc Rev 1993, 22:409-416.

37.  Gorbitz CH: Nanotube formation by hydrophobic dipeptides. Chem Eur J
2001, 7:5153-5159.

38, Hirst AR, Smith DK: Solvent effects on supramolecular gel-phase materials:
two-component dendritic gel. Langmuir 2004, 20:10851-10857.

39, Wang YF, Huang RL, Qi W, Wu ZJ, Su RX, He ZM: Kinetically controlled
self-assembly of redox-active ferrocene-diphenylalanine: from
nanospheres to nanofibers. Nanotechnology 2013, 24:465603.

doi:10.1186/1556-276X-9-653

Cite this article as: Huang et al: Temperature-induced reversible self-
assembly of diphenylalanine peptide and the structural

transition from organogel to crystalline nanowires. Nanoscale Research
Letters 2014 9:653.

Submit your manuscript to a SpringerOpen®
journal and benefit from:

» Convenient online submission

» Rigorous peer review

» Immediate publication on acceptance

» Open access: articles freely available online
» High visibility within the field

» Retaining the copyright to your article

Submit your next manuscript at » springeropen.com




	Abstract
	Background
	Methods
	Materials
	Temperature-induced self-assembly of FF in different solvents
	Temperature-induced reversible self-assembly
	Temperature-induced structural transition in isopropanol
	Scanning electron microscopy
	X-ray diffraction
	Size distribution measurement

	Results and discussion
	Conclusions
	Additional file
	Competing interests
	Authors’ contributions
	Acknowledgements
	Author details
	References

