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Mechanical Strength for Effective Cell Growth Applications

Yan Zhang*,® Ye Zhang*,”» Han Cui,”» Mihail Barboiu,*® and Jinghua Chen*®

Abstract: The fabrication of biocompatible adaptive mate-
rials with high stiffness and self-healing properties for
medical applications is a challenging endeavor. Collagen is
a major extracellular matrix component acting as a sub-
strate for cell adhesion and migration. Dynamers are con-
stitutional polymers whose monomeric components are
linked through reversible bonds, able to modify their con-
stitution through reversible exchange of their compo-
nents. In the current work, we demonstrate that the ra-
tional combination of collagen and dynameric networks
connected with reversible covalent imine bonds is a very
important and previously unreported strategy to provide
biocompatible membranes with self-healing ability and
excellent mechanical strength. The key challenge in the
construction of such membranes is the required adaptive
interaction between collagen chains and the dynamic
cross-linkers, preventing the formation of defects. For ex-
ample, by varying structure and molecular lengths of the
dynamers, the tensile strength of the dynameric mem-
branes reach over 80 MPa, more than 400% higher than
that observed for the reference collagen membrane, and
the highest value for break strain found, was 19%. The
self-healing properties were observed when reconnecting
two membrane pieces or even from crushed status of the
membranes. Moreover, both MTT assay and confocal laser
scanning microscopy method demonstrated the good bio-
compatibility of the collagen membranes, leaving more
than 90% viability for NIH 3T3 cells after 24 h co-culture.
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Constitutional dynamic chemistry (CDC) represent an evolu-
tional approach to produce chemical diversity, implementing
dynamic molecular/supramolecular interfaces between reversi-
ble interacting constituents."” CDC has been spreading into dif-
ferent fields, including materials,>* catalysis,”> drug discovery
or®” sensing,® among others.

Dynamic constitutional materials show practical multi-stimuli
(i.e. light, temperature and pH)* or inherited self-healing prop-
erties,"” for biomedical,"" drug delivery,"? tissue engineer-
ing™ and recyclable plastics"¥ applications. Essentially, such
features are achieved through supramolecular interactions or
dynamic covalent reactions, in which the component connec-
tions can be reversibly tuned. Most of the existing dynamic co-
valent materials are made of synthetic components, such as
poly(dimethylsiloxane)," methacrylate,""” polyethylene
glycol,"” and so on. Their biocompatibility is comparatively
low to other biodynamers mostly based on chitosan,"® which
may induce inflammation responses when biomedicine related
applications are concerned.

Among natural polymers, such as chitosan, gelatin, silk and
cellulose, collagen is a main composite in extracellular matrix
and contributes as the most abundant protein in mammals.!"*
With its good biocompatibility, high cell affinity and low anti-
genicity,"™ collagen has been widely used for biomedical ap-
plications, including guided bone regeneration, corneal recon-
struction,”” wound dressing,?" therapeutic contact lenses,”?
etc. However, pure collagen membranes usually lack desirable
mechanical properties, which may bring obstacles for clinical
uses. For instance, when barrier membranes are applied for
prevention of postsurgical peritoneal adhesion,”® mechanical
stiffness is important to keep the material integrated during all
operational procedures. Thus, different approaches have been
developed to improve the properties of collagen membranes,
for example, addition of cross-linkers such as oxidized polysac-
charides® or B-cyclodextrin,®? or mixing with other poly-
mers,”” including chitosan or cellulose. Despite all these ef-
forts, the reported tensile stress values of the existing collagen
membranes were mostly limited to a few MPa, lower than
some other membranes from synthetic sources.

Amino-carbonyl/imine reversible chemistry is one of the
most frequently adopted approach for building dynamic cova-
lent materials under mild exchange conditions close to physio-
logical environments.”® Meanwhile, pH can be used to exter-
nally switch between condensed imine and hydrolyzed states,
which in turn control the polymerization states.”’-*

In the current work, we combined the dynamic polymers
-dynamers- with collagen to provide biocompatible mem-

© 2020 Wiley-VCH GmbH
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Scheme 1. Synthesis and preparation of the dynameric collagen membranes 3 a-e from collagen, C and dynameric frameworks of trialdehyde core centers 1
and polyamine connectors 2a-e. Surface (3 e) and cross-section (3a) images of the membranes have been obtained via scanning electronic microscpopy

(SEM).

branes with good self-healing properties and strong mechani-
cal stiffness for effective cell-growth applications. Upon air-
drying method is aimed to be as simple and broadly applicable
as possible to obtain thin and compact layer of collagen mem-
branes. This study leads to a greater fundamental understand-
ing of how swelling, self-healing, mechanical strength, degra-
dation, thermostability and cell toxicity can be optimized at
the nanoscale to optimize mechanical stiffness of newly de-
signed collagen membranes that hold great potentials for vari-
ous biomedical applications. The relatively straightforward
quantification of mechanical strength of dynameric collagen,
relevant to subsequently construct membranes in larger scale
based on such probes, is a very important and previously unre-
ported strategy.

Synthesis and Characterization of the Collagen Mem-
branes. Collagen (C) is known for its triple helix structure with
three polypeptide strands binding together, where extra
amino groups can be found in multiple Lysines for further dy-
namic modifications.” In the current study, various dynameric
frameworks cross-linkers were selected to connect the collagen
through reversible imine bonds. The cross-linkers themselves
were also dynamic polymers synthesized through imine forma-
tion reaction, starting from 1,3,5-benzenetricarboxaldehyde (1)
core-centers_and multi-amino-connectors of different lengths
and hydrophilicity (Scheme 1), including short chain diethyle-
netriamine (2a), extended chains with 2,2'-(ethylenedioxy)bi-
s(ethylamine) (2b) and 4,7,10-trioxa-1,13-tridecanediamine
(2¢c), also polyethylene glycol (PEG) based polymers, such as
polyethylene glycol bis(3-aminopropyl) (2d, M,~1500) and
amino-terminated 4-armed-polyethylene glycol (2e). Trialde-
hyde 1 was chosen for its high cross-linking ability, whereas
the water solubility of the resulted dynamers is relying on the
addition of amines 2a-e. The ratio between the trialdehyde
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and amines were set as 1:1 (for 2a-d) or 1:0.6 (for 2e), where
one third of the aldehyde groups was left for further reaction
with amino groups of collagen. The resulted dynameric cross-
linkers were firstly dissolved in ethanol to make the stock solu-
tions of 50 mMm, which were subsequently mixed with collagen
water solution (10 mm) and transferred to Teflon molds for nat-
ural evaporation of solvent. After air-drying for 2-3 days at RT,
thin layers of dynameric collagen membranes were obtained
(Scheme 1).

Fourier transform infrared (FT-IR) spectroscopy was used to
analyze the structural changes of the materials. As shown in
Figure S1, the vibrational band at 1692 nm of aldehyde groups
(1) almost disappeared after cross-linking with collagen and
formed the membranes, showing high conversions of the
imine formation process. Moreover, the surface morphology of
collagen membranes was observed by using scanning electron
microscopy (SEM), in which dense and nonporous structures
were identified (Scheme 1). From the cross-section images
under SEM, the thickness of the membranes was determined
to be around 20 um thinner than the collagen membranes pre-
pared from other methods.!*>

Tailoring the Mechanical Strength of the Collagen Mem-
branes. The mechanical stiffness of the collagen membranes
was measured by placing the samples (3 cm X7 cm) to tensile
and compression testers, with a 50 N crosshead at a speed of
5mmmin~' at RT (Figure S2). The typical stress-strain curves
for all membranes have been illustrated in Figure 1. The mem-
brane composed of pure collagen show the smallest tensile
stress (21.9 MPa) and strain at break (2.4%). The cross-linking
with various dynamers improve its mechanical properties.
Among the membranes with shorter dynamer cross-linkers,
such as 3a (39.1 MPa, 3.0%), 3b (41.7 MPa, 48%) and 3c
(65.1 MPa, 9.9%), both the values of tensile stress (up to

© 2020 Wiley-VCH GmbH
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Figure 1. a) Tensile stress-strain curves collagen C, dynameric collagen 3a-e membranes and reduced 3 e membrane. b) The highest tensile stress and break
strain for each membrane. ¢) Cutting and rejoining of the self-healing membranes. d) Stress-strain curves of the original and the re-healed membrane 3a.

175 %) and the break strain (up to 400%) were increased with
the length of the amine connectors. This phenomenon can be
attributed to the combined effects of dynamically lubricant be-
tween the collagen structures and the higher water content
from the longer chain dynamers. For the membranes contain-
ing polymeric PEG components (3d,e), their mechanical
strengths were even higher. For example, the highest tensile
stress (81.7 MPa, +400%) was observed from the membrane
that linked with 3 e, much higher than most of the other colla-
gen based membranes,®*" accompanied with a break strain of
8.6% (+400%), probably owing to the amine-terminated four-
arm linker, leaving more spots for multiple cross-linking oppor-
tunities by imine bonds. On the other hand, the highest break
strain was almost 10 times bigger for the membrane 3d
(19.8%) than the reference membrane C. This can be explained
by the longest linker chain between neighboring amines,
giving the highest flexibility for the resulted dynameric colla-
gen membrane. However, due to the decreased cross-linking
sites, its tensile strength (40.2 MPa) was a bit lower than that
of 3e.

Moreover, to examine the dynameric imine bonding effect
during the membrane formation, the imine synthesized from
trialdehyde 1 and amine 2 e was reduced with NaBH, first and
further applied to physically cross-linked collagen. The resulted
collagen membrane in which reduced polyamine dynamers
would not bind to collagen, showed comparatively lower ten-
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sile strength, with the maximum value around 75% of that
from membrane 3 e, indicating the importance of inserting re-
versibly imine bonds between collagen and dynamers during
the membrane preparation process. Furthermore, the highest
tensile stress and break strain for each collagen membrane
have been summarized in Figure 1b, from which a clear trend
of the influences of linker length and dynamer non-bonding
effects on the mechanical properties of the membranes can be
observed.

Further investigations revealed that the dynameric frame-
works 1-:2a-e can form nanoparticles in water, with average di-
ameter ranging from 100-200 nm (Figure S4), as determined
by dynamic light scattering (DLS). The comparatively small size
of the dynamic particles can provide higher exposure of free
aldehyde groups, leading to multivalent effects while interact-
ing with the amino groups in collagen. This can explain the en-
hanced mechanical strength of this type of cross-linked colla-
gen membranes than the ones made from other methods.

Self-Healing Ability of the Collagen Membranes. The rever-
sibility of the amino-carbonyl/imine reaction enabled the self-
healing properties of the membranes at RT. The membrane 3a
was first fabricated into rod-shaped samples (50 mmx 10 mm)
and cut into two pieces, which was stained with rhodamine B
and methylene blue, respectively, for better visualization effect.
Afterwards, the two membrane pieces were put together with
slight overlapping, with the presence of a few drops of deion-

© 2020 Wiley-VCH GmbH
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ized water. As can be seen in Figure 1a, the two pieces were
rejoined after 2 h at RT. Meanwhile, the collagen membrane
was cut into a large number of very small pieces, and paved in
a Teflon mold with the addition of a few drops of water. After
6 h at RT, one whole self-standing piece of membrane was ob-
tained (Figure 1c¢), demonstrating again the strong self-healing
and recovery ability of the dynamic covalent membranes.
Moreover, a more precise analysis was carried out by cutting
membrane 3a into two pieces, the tensile stress was measured
after re-healing the two parts, while comparing to the value of
the original membrane. Figure 1d illustrates that the tensile
strain of 3a was maintained for the re-built membrane, but
the mechanical stress was decreased to less than half of the
original number, with resulted in a calculated healing efficiency
of 44.4%. This can be explained by the shorter membrane size
and stiffer texture after the overlapping of rejoining process.
The dry membrane surface also increased the difficulty of the
imine exchange reaction under this specific conditions as pre-
viously observed for chitosan membranes.!"®

Swelling, Thermostability and Degradation of the Colla-
gen Membranes. The swelling behavior is an important issue
related to the cross-linking degree of the membranes and im-
pacting on their performances in an aqueous environment.
Therefore, all the freeze-dried collagen membranes were
placed in phosphate buffered saline (PBS) solution at 37°C,
and the weight was measured after determined time intervals.
Figure 2a illustrates the change of swelling ratios with time for
the prepared membranes. It was clear that the membrane with
pure collagen gave the highest swelling ratios due to the lack
of cross-linking process. All the other membranes provided
lower values, among which, the swelling ratio of membrane
3¢ was comparatively lower than the others, probably owing
to the good solubility and short length of the dynamic cross-
linker contained in the structure. Additionally, the pure colla-
gen membrane was gradually dissolved in water, making diffi-
cult to measure the weight after 2 h. These results also demon-
strated that the physical stability of the membranes was great-
ly enhanced after the cross-linking procedure. Appropriate
degradation rate is crucial for biomedical membranes. Fig-
ure 2b showed the in vitro degradation profile of the collagen
membranes in PBS (pH 7.4) at 37 °C. Generally, fast degradation
rate was detected for collagen membranes, C in the first
5 days, with up to 80% mass loss. The presence of cross-link-
ing slowed down the degradation process, especially for the
PEG-based membranes 2a and 2d,e, probably coming from
the tight dynameric frameworks connections, leading to a
higher retention of the membrane masses, up to 23% after
45 days.

The thermal stability of the collagen membranes were sub-
sequently evaluated. From the thermogravimetric analysis
(TGA) two significant weight losses were observed (Fig-
ure S5a): one from 50 to 150°C, indicating the removal of
water from the matrixes; and the other from 250-450 °C, repre-
senting thorough decomposition of the materials, with the col-
lagen helix structure completely disintegrated into a random
coil polypeptide. The differential thermal gravity (DTG) result
was consistent with the TGA profile (Figure S5b). Meanwhile,
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Figure 2. a) Swelling kinetics and b) degradation profile of the collagen, C
and dynameric collagen 3a-e membranes from PBS (pH 7.4) at 37°C.

an extra valley at 320 °C was detected for the two membranes
containing PEG, indicating the decomposition of the PEG part.
Furthermore, in the differential scanning calorimetry (DSC)
analysis (Figure S5¢), the collagen membrane C showed a de-
naturation temperature at 107.3°C, whereas the values for the
cross-linked collagen membranes 3a,b were slightly higher, up
to 115.4°C.

Biocompatibility of the Dynameric Collagen Membranes.
The MTT assay was used to study the cytotoxicity of the dyna-
meric collagen membranes. NIH 3T3 cells were treated with
gradient-diluted membrane leachates, 100, 50, 25 and 12.5%
of the original concentration, respectively (Figure 3a). All the
leachates from pure collagen increased the cell viability to
some extent, which is consistent with the good biocompatibil-
ity of collagen itself. After cross-linking, some membrane leach-
ates, for example, 3¢ and 3 e with lower concentrations exhib-
ited an enhancement of the cell viability, whereas an slight de-
crease at above 95% after 24 h was observed for all the cross-
linked membranes with 100% concentration.lillok?
Therefore, the potential toxicity of the possible dynameric
frameworks cross-linking did not obviously affect the cell via-
bility in the current case. All the dynamic collagen membranes

© 2020 Wiley-VCH GmbH
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Figure 3. a) Cytotoxicity of the collagen membranes on NIH 3T3 cells for
24 h (n=6). Confocal laser scanning microscopy (CLSM) images of NIH 3T3
cells cultured on b) collagen membrane, C and dynameric collagen mem-
branes: c) 3a; d) 3b; e) 3¢; f) 3d and g) 3 e for 3 days in vitro, cells were
stained green with Calcein-AM and red with Propidium lodide (PI). Scale
bar: 50 um.

demonstrated enough il lok? ll l biocompatibility for further
biomedical applications.

Besides the membrane leachates, the direct contact tests
were also employed to investigate the cytotoxicity of the dyna-
meric membranes. In this experiment, NIH 3T3 cell suspensions
were placed directly on the membrane surfaces and incubated
for 72 h. All membranes exhibited appreciable stability during
the cultivation period. Afterwards, the cells were stained with
calcein acetoxymethyl ester (Calcein-AM, green-fluorescence)
and propidium iodide (P, red-fluorescence) for the observation
of live and dead cells, respectively. By using confocal laser
scanning microscopy (CLSM), cell numbers and morphologies
can be clearly observed. As shown in Figure 3b-g, all the sam-
ples of dynameric membranes exhibited similar fluorescence
for the live cells, whereas their spindle-shaped morphology
showed no difference than the reference sample containing
collagen membrane. Very few dead cells (red spots) were ob-
served, demonstrating again the negligible cytotoxicity of the
dynameric collagen membranes.

In summary, we have developed a series of dynameric colla-
gen membranes connected through dynamic framework link-
ers, leading to excellent mechanical strength, self-healing prop-
erties and good biocompatibility. Nevertheless, the novel
membranes were notably robust, showing self-healing ability
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even from a crushed status. Meanwhile, by varying the struc-
tural composition and length of the dynamic cross-linkers, the
stiffness and flexibility of the membranes can be tuned accord-
ingly, in which the tensile strength of the membranes can
reach over 80 MPa, more than 400% higher than that was ob-
served for the reference collagen membrane and highly superi-
or compared to the current state-of-the-art biomaterial
sourced membranes. Moreover, the implantation of natural col-
lagen as the starting material also endowed the membrane
with good biocompatibility, resulting in more than 90 % viabili-
ty for NIH 3T3 cells, which can also be directly observed from
confocal laser scanning microscopy after live—dead cell stain-
ing. The current work provides a new strategy for the design
and preparation of biocompatible membranes with excellent
properties, which can further lead to broad applications in bio-
medical fields, such as wound healing, prevention of peritoneal
adhesions or tissue regeneration, among others.

Acknowledgements

We are grateful for the financial support from Natural Science
Foundation of Jiangsu Province (BK20180625), National Natural
Science Foundation of China (21574059), National First-class
Discipline Program of Light Industry Technology and Engineer-
ing (LITE2018-20) and Fundamental Research Funds for the
Central Universities (JUSRP51709A).

Conflict of interest

The authors declare no conflict of interest.

Keywords: cell growth . collagen - dynamers - dynamic
constitutional chemistry - self-healing

[1] a) J-M. Lehn, Chem. Soc. Rev. 2007, 36, 151-160; b) Constitutional Dy-
namic Chemistry, Vol. 322 (Ed.: M. Barboiu), Springer Verlag, Berlin, 2012.

[2] a)Y. Liu, J-M. Lehn, A. K. H. Hirsch, Acc. Chem. Res. 2017, 50, 376-386;
b) Y. Zhang, M. Barboiu, Chem. Rev. 2016, 116, 809-834.

[3] P. Chakma, D. Konkolewicz, Angew. Chem. Int. Ed. 2019, 58, 9682 -9695;
Angew. Chem. 2019, 131, 9784-9797.

[4] Y. Zhang, Y. Zhang, O. Ramstrom, Catal. Rev. Sci. Eng. 2020, 62, 66-95.

[5] F. Schaufelberger, O. Ramstréom, J. Am. Chem. Soc. 2016, 138, 7836—
7839.

[6] P. Zhang, L. Yue, M. Vazquez-Gonzalez, Z. Zhou, W.-H. Chen, Y.S. Sohn,
R. Nechushtai, I. Willner, ACS Nano 2020, 14, 1482-1491.

[7]1 R. Caraballo, H. Dong, J.P. Ribeiro, J. Jiménez-Barbero, O. Ramstréom,
Angew. Chem. Int. Ed. 2010, 49, 589-593; Angew. Chem. 2010, 122,
599-603.

[8] a)H. Zou, Y. Hai, H. Ye, L. You, J. Am. Chem. Soc. 2019, 141, 16344
16353.

[9] a) M. Barboiu, Chem. Commun. 2010, 46, 7466-7476; b)H. Sun, C.P.
Kabb, M. B. Sims, B. S. Sumerlin, Prog. Polym. Sci. 2019, 89, 61-75.

[10] N. Roy, B. Bruchmann, J.-M. Lehn, Chem. Soc. Rev. 2015, 44, 3786-3807.

[11] Y. Zhang, Y. Qi, S. Ulrich, M. Barboiu, O. Ramstréom, Mater. Chem. Front.
2020, 4, 489-506.

[12] S. Ulrich, Acc. Chem. Res. 2019, 52, 510-519.

[13] H.W. Ooi, S. Hafeez, C. A. van Blitterswijk, L. Moroni, M. B. Baker, Mater.
Horiz. 2017, 4, 1020-1040.

[14] P.R. Christensen, A. M. Scheuermann, K.E. Loeffler, B. A. Helms, Nat.
Chem. 2019, 11, 442 -448.

© 2020 Wiley-VCH GmbH


https://doi.org/10.1039/B616752G
https://doi.org/10.1039/B616752G
https://doi.org/10.1039/B616752G
https://doi.org/10.1021/acs.accounts.6b00594
https://doi.org/10.1021/acs.accounts.6b00594
https://doi.org/10.1021/acs.accounts.6b00594
https://doi.org/10.1021/acs.chemrev.5b00168
https://doi.org/10.1021/acs.chemrev.5b00168
https://doi.org/10.1021/acs.chemrev.5b00168
https://doi.org/10.1002/anie.201813525
https://doi.org/10.1002/anie.201813525
https://doi.org/10.1002/anie.201813525
https://doi.org/10.1002/ange.201813525
https://doi.org/10.1002/ange.201813525
https://doi.org/10.1002/ange.201813525
https://doi.org/10.1080/01614940.2019.1664031
https://doi.org/10.1080/01614940.2019.1664031
https://doi.org/10.1080/01614940.2019.1664031
https://doi.org/10.1021/jacs.6b04250
https://doi.org/10.1021/jacs.6b04250
https://doi.org/10.1021/jacs.6b04250
https://doi.org/10.1021/acsnano.9b06047
https://doi.org/10.1021/acsnano.9b06047
https://doi.org/10.1021/acsnano.9b06047
https://doi.org/10.1002/anie.200903920
https://doi.org/10.1002/anie.200903920
https://doi.org/10.1002/anie.200903920
https://doi.org/10.1002/ange.200903920
https://doi.org/10.1002/ange.200903920
https://doi.org/10.1002/ange.200903920
https://doi.org/10.1002/ange.200903920
https://doi.org/10.1021/jacs.9b07175
https://doi.org/10.1021/jacs.9b07175
https://doi.org/10.1021/jacs.9b07175
https://doi.org/10.1039/c0cc00341g
https://doi.org/10.1039/c0cc00341g
https://doi.org/10.1039/c0cc00341g
https://doi.org/10.1016/j.progpolymsci.2018.09.006
https://doi.org/10.1016/j.progpolymsci.2018.09.006
https://doi.org/10.1016/j.progpolymsci.2018.09.006
https://doi.org/10.1039/C5CS00194C
https://doi.org/10.1039/C5CS00194C
https://doi.org/10.1039/C5CS00194C
https://doi.org/10.1039/C9QM00598F
https://doi.org/10.1039/C9QM00598F
https://doi.org/10.1039/C9QM00598F
https://doi.org/10.1039/C9QM00598F
https://doi.org/10.1021/acs.accounts.8b00591
https://doi.org/10.1021/acs.accounts.8b00591
https://doi.org/10.1021/acs.accounts.8b00591
https://doi.org/10.1039/C7MH00373K
https://doi.org/10.1039/C7MH00373K
https://doi.org/10.1039/C7MH00373K
https://doi.org/10.1039/C7MH00373K
https://doi.org/10.1038/s41557-019-0249-2
https://doi.org/10.1038/s41557-019-0249-2
https://doi.org/10.1038/s41557-019-0249-2
https://doi.org/10.1038/s41557-019-0249-2
http://www.chemeurj.org

Chemistry—A European Journal

Communication

Chemistry
Europe

doi.org/10.1002/chem.202003269 Socetes Puiehing

[15]

[16]

[171

[18]

[19]

[20]

[21]

[22]

[23]

J.-C. Lai, J-F. Mei, X.-Y. Jia, C-H. Li, X.-Z. You, Z. Bao, Adv. Mater. 2016,
28, 8277 -8282.

Y. Peng, Y. Yang, Q. Wy, S. Wang, G. Huang, J. Wu, Polymer 2018, 157,
172-179.

D.E. Apostolides, T. Sakai, C.S. Patrickios, Macromolecules 2017, 50,
2155-2164.

a) L. Marin, B.C. Simionescu, M. Barboiu, Chem. Commun. 2012, 48,
8778-8780; b) L. Marin, I. Stoica, M. Mares, V. Dinu, B. C. Simionescu, M.
Barboiu, J. Mater. Chem. B 2013, 1, 3353-3358; c) L. Marin, S. Moraru,
M.-C. Popescu, A. Nicolescu, C. Zgardan, B. C. Simionescu, M. Barboiu,
Chem. Eur. J. 2014, 20, 4814-4821.

a)J. Sun, J. Su, C. Ma, R. Géstl, A. Herrmann, K. Liu, H. Zhang, Adv.
Mater. 2020, 32, 1906360; b) S. You, S. Liu, X. Dong, H. Li, Y. Zhu, L. Hu,
ACS Biomater. Sci. Eng. 2020, 6, 1977 -1988.

X. Lei, Y-G. Jia, W. Song, D. Qi, J. Jin, J. Liu, L. Ren, ACS Appl. Bio Mater.
2019, 2, 3861 -3869.

A. Veeruraj, L. Liu, J. Zheng, J. Wu, M. Arumugam, Mater. Sci. Eng. C
2019, 95, 29-42.

S. Xu, S. Zhou, B. Mao, J. Chen, Z. Zhang, ACS Sustainable Chem. Eng.
2019, 7, 12248-12260.

X. Cai, S. Hu, B. Yu, Y. Cai, J. Yang, F. Li, Y. Zheng, X. Shi, Carbohydr.
Polym. 2018, 201, 201-210.

[24] Y. Chen, W. Song, X. Zhao, Q. Han, L. Ren, RSC Adv. 2018, 8, 18153 -
18162.

[25] M. Ansarizadeh, S. Mashayekhan, M. Saadatmand, Int. J. Biol. Macromol.
2019, 125, 383-391.

[26] M. E. Belowich, J. F. Stoddart, Chem. Soc. Rev. 2012, 41, 2003 - 2024.

[27] I. Janica, V. Patroniak, P. Samori, A. Ciesielski, Chem. Asian J. 2018, 13,
465-481.

[28] Y. Tao, S. Liu, Y. Zhang, Z. Chi, J. Xu, Polym. Chem. 2018, 9, 878-884.

[29] I. Goldberga, R. Li, M. J. Duer, Acc. Chem. Res. 2018, 51, 1621 -1629.

[30] L. Ge, Y. Xu, X. Li, L. Yuan, H. Tan, D. Li, C. Mu, ACS Sustainable Chem.
Eng. 2018, 6, 9153 -9166.

[31] a) R. A. Hortensius, J. H. Ebens, M. J. Dewey, B. A. C. Harley, ACS Biomater.
Sci. Eng. 2018, 4, 4367 -4377; b) X. Lei, Y. Jia, W. Song, D. Qi, J. Jin, J. Liu,
L. Ren, ACS Appl. Bio Mater. 2019, 2, 3861-3869H MDuplicate of
ref. 20, please delete or change and renumber, if necessary ll .

Manuscript received: July 12, 2020
Accepted manuscript online: August 6, 2020
Version of record online: Il Il 1, 0000

Chem. Eur. J. 2020, 26, 1-7 www.chemeurj.org

© 2020 Wiley-VCH GmbH

KK These are not the final page numbers!


https://doi.org/10.1002/adma.201602332
https://doi.org/10.1002/adma.201602332
https://doi.org/10.1002/adma.201602332
https://doi.org/10.1002/adma.201602332
https://doi.org/10.1016/j.polymer.2018.09.038
https://doi.org/10.1016/j.polymer.2018.09.038
https://doi.org/10.1016/j.polymer.2018.09.038
https://doi.org/10.1016/j.polymer.2018.09.038
https://doi.org/10.1021/acs.macromol.7b00236
https://doi.org/10.1021/acs.macromol.7b00236
https://doi.org/10.1021/acs.macromol.7b00236
https://doi.org/10.1021/acs.macromol.7b00236
https://doi.org/10.1039/c2cc34337a
https://doi.org/10.1039/c2cc34337a
https://doi.org/10.1039/c2cc34337a
https://doi.org/10.1039/c2cc34337a
https://doi.org/10.1039/c3tb20558d
https://doi.org/10.1039/c3tb20558d
https://doi.org/10.1039/c3tb20558d
https://doi.org/10.1002/chem.201304714
https://doi.org/10.1002/chem.201304714
https://doi.org/10.1002/chem.201304714
https://doi.org/10.1002/adma.201906360
https://doi.org/10.1002/adma.201906360
https://doi.org/10.1021/acsbiomaterials.9b01649
https://doi.org/10.1021/acsbiomaterials.9b01649
https://doi.org/10.1021/acsbiomaterials.9b01649
https://doi.org/10.1021/acsabm.9b00464
https://doi.org/10.1021/acsabm.9b00464
https://doi.org/10.1021/acsabm.9b00464
https://doi.org/10.1021/acsabm.9b00464
https://doi.org/10.1016/j.msec.2018.10.055
https://doi.org/10.1016/j.msec.2018.10.055
https://doi.org/10.1016/j.msec.2018.10.055
https://doi.org/10.1016/j.msec.2018.10.055
https://doi.org/10.1016/j.carbpol.2018.08.065
https://doi.org/10.1016/j.carbpol.2018.08.065
https://doi.org/10.1016/j.carbpol.2018.08.065
https://doi.org/10.1016/j.carbpol.2018.08.065
https://doi.org/10.1039/C8RA02160K
https://doi.org/10.1039/C8RA02160K
https://doi.org/10.1039/C8RA02160K
https://doi.org/10.1016/j.ijbiomac.2018.12.078
https://doi.org/10.1016/j.ijbiomac.2018.12.078
https://doi.org/10.1016/j.ijbiomac.2018.12.078
https://doi.org/10.1016/j.ijbiomac.2018.12.078
https://doi.org/10.1039/c2cs15305j
https://doi.org/10.1039/c2cs15305j
https://doi.org/10.1039/c2cs15305j
https://doi.org/10.1002/asia.201701629
https://doi.org/10.1002/asia.201701629
https://doi.org/10.1002/asia.201701629
https://doi.org/10.1002/asia.201701629
https://doi.org/10.1039/C7PY02108A
https://doi.org/10.1039/C7PY02108A
https://doi.org/10.1039/C7PY02108A
https://doi.org/10.1021/acs.accounts.8b00092
https://doi.org/10.1021/acs.accounts.8b00092
https://doi.org/10.1021/acs.accounts.8b00092
https://doi.org/10.1021/acssuschemeng.8b01482
https://doi.org/10.1021/acssuschemeng.8b01482
https://doi.org/10.1021/acssuschemeng.8b01482
https://doi.org/10.1021/acssuschemeng.8b01482
https://doi.org/10.1021/acsbiomaterials.8b01154
https://doi.org/10.1021/acsbiomaterials.8b01154
https://doi.org/10.1021/acsbiomaterials.8b01154
https://doi.org/10.1021/acsbiomaterials.8b01154
https://doi.org/10.1021/acsabm.9b00464
https://doi.org/10.1021/acsabm.9b00464
https://doi.org/10.1021/acsabm.9b00464
http://www.chemeurj.org

Chemistry
Communication Europe .
Chemistry-A European Journal doi.org/10.1002/chem.202003269 Socetes ublishing
COMMUNICATION
Self-healing technology: Dynameric Dynameric Collagen Memoranes B " I Biomaterials

collagen membranes with high mechan-

ical strength, biocompatibility and self- Y. Zhang, Y. Zhang, H. Cui, M. Barboiu,*

healing properties have been prepared, J. Chen*
showing a great potential for biomedi- EE-EE
cal applications.
Dynameric Collagen Self-healing

Membranes with High Mechanical
Strength for Effective Cell Growth
Applications

Dynameric collagen self-healing membranes with high mechanical strength for effective cell growth applications
(Barboiu) @MihailBarboiu @enscmchimiemtp SPACE RESERVED FOR IMAGE AND LINK

Share your work on social media! Chemistry - A European Journal has added Twitter as a means to promote your
article. Twitter is an online microblogging service that enables its users to send and read text-based messages of up to
140 characters, known as “tweets”. Please check the pre-written tweet in the galley proofs for accuracy. Should you or
your institute have a Twitter account, please let us know the appropriate username (i.e., @accountname), and we will
do our best to include this information in the tweet. This tweet will be posted to the journal’s Twitter account
@ChemEurJ (follow us!) upon online publication of your article, and we recommended you to repost (“retweet”) it to
alert other researchers about your publication.

Please check that the ORCID identifiers listed below are correct. We encourage all authors to provide an ORCID identifier
for each coauthor. ORCID is a registry that provides researchers with a unique digital identifier. Some funding agencies
recommend or even require the inclusion of ORCID IDs in all published articles, and authors should consult their funding
agency guidelines for details. Registration is easy and free; for further information, see http://orcid.org/.

Dr. Yan Zhang

Ye Zhang

Han Cui

Dr. Mihail Barboiu http://orcid.org/0000-0003-0042-9483
Prof. Jinghua Chen

Chem. Eur. J. 2020, 26, 1 -7 www.chemeurj.org 7 © 2020 Wiley-VCH GmbH

These are not the final page numbers! 22


http://www.chemeurj.org

