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ANISOTROPIC HYDROGELS 

FIELD OF THE INVENTION 

This invention relates to an anisotropic hydrogel, methods 
of preparing anisotropic hydrogels and uses thereof. 

BACKGROUND OF THE INVENTION 

Hydrogels are hydrophilic polymer netWorks produced 
from reactions of one or more monomers or by association 

bonds betWeen chains that can absorb from at least 20% to up 
to thousands of times their dry Weight in Water. Hydrogels 
may be chemically stable or they may disintegrate and dis 
solve With time. Hydrogels may be classi?ed as either physi 
cal or chemical. Physical hydrogels have netWorks held 
together by molecular entanglements and/ or secondary forces 
such as hydrogen bonding, van der Waals interactions, ionic 
or hydrophobic forces. Physical hydrogels are not homoge 
neous due to regions of high crosslinking density and loW 
Water sWelling, called clusters, dispersed Within loW 
crosslinking density and high Water sWelling, or hydrophobic 
or ionic domains that create inhomogeneities. Chemical 
hydrogels are covalently crosslinked networks, but they may 
also be generated by crosslinking of Water-soluble polymers, 
or by converting hydrophobic polymers to hydrophilic poly 
mers. Chemical hydrogels are also not homogeneous due to 
clusters of molecular entanglements. Chain loops and free 
chain ends also produce netWork defects in both physical and 
chemical hydrogels, and they do not contribute to the perma 
nent network elasticity. 
An important characteristic of hydrogels is their sWelling 

behaviour in Water, since after preparation they have to be in 
contact With Water to yield the ?nal solvated netWork struc 
ture. Poly(vinyl alcohol) (PVA) is a hydrophilic polymer With 
various characteristics desired for biomedical applications, 
such as high degree of sWelling, uncomplicated chemical 
structure, rubbery/elastic nature, and non-toxicity. 
PVA has a relatively simple chemical formula With a pen 

dant hydroxyl group and a crystalline nature, Which alloWs it 
to form a solid hydrogel by the crosslinking of the PVA 
polymer chains. Vinyl alcohol (monomer) does not exist in a 
stable form and rearranges to its tautomer, acetaldehyde. PVA 
is produced by free radical polymerization of vinyl acetate to 
poly(vinyl acetate) (PVAc), and subsequent hydrolysis of 
PVAc gives PVA. 
PVA can be crosslinked using several methods, such as the 

use of crosslinking chemical agents, using an electron beam 
or y-irradiation, or the physical crosslinking due to crystallite 
formation. For biomedical applications, physical crosslink 
ing has the advantage of not leaving residual amounts of the 
toxic crosslinking agent, and also provides a hydrogel With 
higher mechanical strength than those obtained by crosslink 
ing PVA using either chemical or irradiative techniques. In 
chemical cross-linking, chemical agents that can react With 
the hydroxyl groups are, for example, glutaraldehyde, ethy 
laldehyde, terephthalaldehyde, formaldehyde, hydrochloric, 
boric or maleic acid. Physical crosslinking forms a hydrogel 
With a netWork of semi-crystallites of hydrogen bonds ?lled 
With solvent. 

To date, knoWn methods of producing poly(vinyl alcohol) 
(PVA) and PVA hydrogel composites provide materials 
exhibiting the normal characteristic of isotropic mechanical 
behavior, that is, the mechanical properties of the material are 
the same regardless of orientation. This is expected due to the 
random distribution of the polymer chains. The typical tensile 

20 

25 

30 

35 

40 

45 

50 

55 

60 

65 

2 
behavior for 10% PVA can be seen in FIG. 1, Where the 
mechanical behavior is independent of sample orientation 
(isotropy). 
Most tissues, including cardiovascular tissues, are com 

posite viscoelastic biomaterials displaying mechanical prop 
erties With varying degrees of orientation effects. This orien 
tation effect is due to the organization of the structural protein 
components such as collagen and elastin Within the tissue. 
This organization gives rise to the unique exponential stress 
strain relationship exhibited by soft tissues. Up to the present, 
PVA prepared under speci?c conditions has displayed some 
similar mechanical properties to certain soft tissues. HoW 
ever, there is no knoWn synthetic biomaterial that displays 
anisotropic mechanical behaviour similar to soft tissue. 
Even though there are several FDA approved materials for 

replacement aorta, such as Dacron or e-PTFE, these materials 
do not posses the same tensile properties as the tissue they are 
replacing, Which results in hemodynamic problems and mis 
match of mechanical properties and other problems at the 
implant/tissue junction. 

Therefore, it Would be very advantageous to be able to 
produce a material that displays mechanical properties that 
are similar to the tissue to be replaced. This Would be an 
important step toWards the development of, for example, car 
diovascular devices With improved performance and durabil 
ity. 

SUMMARY OF THE INVENTION 

A method of preparing hydrogel materials exhibiting 
anisotropic mechanical properties has been developed. 

Accordingly, the present invention includes hydrogel 
materials and a method of synthesizing hydrogel materials, 
said materials not only mimicking the exponential tensile 
properties of soft tissues, but also their orientation effect. This 
represents a signi?cant step toWard creating replacement 
devices that completely match the mechanical properties of 
the tissue being replaced. 

In one aspect of the invention there is included a hydrogel 
exhibiting anisotropic properties. In a speci?c embodiment of 
the invention the hydro gel is poly(vinyl alcohol) (PVA). The 
hydrogel may further comprise bioactive agents. 

In another aspect of the invention there is included a 
method of producing an anisotropic hydrogel, comprising: 

a) preparing a solution of poly(vinyl alcohol) With a pre 
selected concentration; 

b) thermally cycling the solution by freezing and thaWing 
to obtain a PVA hydrogel; 

c) stretching the hydrogel; and 
d) thermally cycling the hydrogel at least one more time. 
The method may also include adding bioactive agents to 

the hydro gel. 
The present invention further relates to a medical material, 

device or apparatus comprising an anisotropic hydrogel of the 
present invention. 
The present invention further includes an arti?cial material 

for replacing and reconstructing soft tissues comprising an 
anisotropic hydrogel of the present invention. 

Also included Within the scope of the present invention is a 
use of an anisotropic hydrogel of the present invention for 
tissue replacement, tissue reconstruction, bioagent entrap 
ment, bioagent delivery, preparing ultrasound or radiofre 
quency thermal therapy transmission pads, preparing substi 
tutes for ice bags, as a denture base, in soft contact lens 
material, Wound covering bandages and phantoms for medi 
cal-related uses. 
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This Summary of Invention lists several embodiments of 
the invention, and in many cases lists variations and permu 
tations of these embodiments. The Summary is merely exem 
plary of the numerous and varied embodiments. Mention of 
one or more speci?c features of a given embodiment is like 
Wise exemplary. Such embodiment can typically exist With or 
Without the feature(s) mentioned; likewise, those features can 
be applied to other embodiments of the invention, Whether 
listed in this Summary or not. To avoid excessive repetition, 
this Summary does not list or suggest all possible combina 
tions of such features. 

For purposes of summarizing the invention and the advan 
tages achieved over the prior art, certain objects and advan 
tages of the invention have been described above. Of course, 
it is to be understood that not necessarily all such objects or 
advantages may be achieved in accordance With any particu 
lar embodiment of the invention. Thus, for example, those 
skilled in the art Will recogniZe that the invention may be 
embodied or carried out in a manner that achieves or opti 
miZes one advantage or group of advantages as taught herein 
Without necessarily achieving other objects or advantages as 
may be taught or suggested herein. 

Other features and advantages of the present invention Will 
become apparent from the folloWing detailed description. It 
should be understood, hoWever, that the detailed description 
and the speci?c examples While indicating preferred embodi 
ments of the invention are given by Way of illustration only, 
since various changes and modi?cations Within the spirit and 
scope of the invention Will become apparent to those skilled in 
the art from this detailed description. 

BRIEF DESCRIPTION OF THE DRAWINGS 

The invention Will be more fully understood from the fol 
loWing detailed description thereof taken in connection With 
the accompanying draWings, Which form a part of this appli 
cation, and in Which: 

FIG. 1 is a plot shoWing stress-strain behavior of isotropic 
10% PVA (prior art); 

FIG. 2 is a plot shoWing the effect of 25% initial strain on 
anisotropy of 10% PVA cycle 6 (longitudinal and perpendicu 
lar strips); 

FIG. 3 is a plot shoWing the effect of 50% initial strain on 
anisotropy of 10% PVA cycle 6 (longitudinal and perpendicu 
lar strips); 

FIG. 4 is a plot shoWing the effect of 75% initial strain on 
anisotropy of 10% PVA cycle 6 (longitudinal and perpendicu 
lar strips); 

FIG. 5 is a plot shoWing the effect of 100% initial strain on 
anisotropy of 10% PVA cycle 6 (longitudinal and perpendicu 
lar strips); 

FIG. 6 is a plot shoWing stress-strain for longitudinal strips 
as a function of initial strain (cycle 6); 

FIG. 7 is a plot shoWing the effect of 75% strain on a 10% 
PVA (cycle 2); 

FIG. 8 is a plot shoWing 75% strain on a 10% PVA (cycle 

3); 
FIG. 9 is a plot shoWing 75% strain on a 10% PVA (cycle 

4); 
FIG. 10 is a plot shoWing 75% strain on a 10% PVA (cycle 

5); 
FIG. 11 is a plot shoWing 75% strain on a 10% PVA (cycle 

6); 
FIG. 12 is a plot shoWing stress-strain for longitudinal 

strips as a function of number of cycles 
FIG. 13 is a plot shoWing comparison of 75% strain on 

anisotropic 10% PVA (cycle 3) and porcine aortic root; and 
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4 
FIG. 14 is a plot shoWing a comparison of curves of aorta 

(both directions), the anisotropic PVA sheet sample (75% 
initial strainicycle 3), and the anisotropic PVA tubular con 
duit (75% initial strain4cycle 3). 

DETAILED DESCRIPTION OF THE INVENTION 

A neW type of PVA hydrogel has been prepared having 
properties that mimic the full range of mechanical properties 
displayed by soft tissues, for example, cardiovascular soft 
tissues such as vascular grafts, aortic root and heat valve 
lea?ets. Included in the advantageous properties of the PVA 
hydrogels of the present invention is the fact that, like soft 
tissues, their mechanical properties are anisotropic, that is 
they differ depending on orientation. 

Accordingly, in one aspect of the invention there is 
included a hydrogel exhibiting anisotropic properties. In a 
speci?c embodiment of the invention the hydrogel is a hydro 
philic polymer that forms physical cross-links by thermal 
cycling. In a further embodiment of the invention, the hydro 
gel is poly(vinyl alcohol) (PVA). PVA has the unique charac 
teristic of being able to form physical cross-links by thermal 
cycling, Which alloWs the material to form crystallites using 
freeZing and thaWing cycles. The hydrogel may further com 
prise bioactive agents. 
The term “bioactive agents” as used herein includes, but is 

not limited to one or more of cells, antibodies, cytokines, 
thrombins, thrombin inhibitors, proteases, anticoagulants, 
heparin, groWth factors, collagen crosslinking inhibitors, 
matrix inhibitors, glycosaminoglycans and antimicrobial 
agents, among others. In an embodiment of the invention, the 
cell cultures are eukaryotic cell cultures, for example, but not 
limited to vascular cells such as endothelial cells, smooth 
muscle cells, and ?broblasts and other connective tissue cells 

It Was found that the anisotropic effect produced in the PVA 
is a function of strain, number of thermal cycles and PVA 
solution concentration. Accordingly, in another aspect of the 
invention there is included a method of producing an aniso 
tropic hydrogel, comprising: 

a) preparing a solution of poly(vinyl alcohol) With a pre 
selected concentration; 

b) thermally cycling the solution by freeZing and thaWing 
to obtain a PVA hydrogel; 

c) stretching the hydrogel; and 
d) thermally cycling the hydrogel at least one more time. 
In an embodiment of the invention, the solvent for the PVA 

solution in a) is Water, distilled Water, isotonic saline or an 
isotonic buffered saline. Suitably the solvent is distilled 
Water. In a further embodiment of the invention, the concen 
tration of the PVA solution in a) is about 5% to about 25% 
(W/W), suitably about 7% to about 15%, more suitably about 
10%. The PVA solution (suitably With a MW of 146,000 to 
186,000, 99+% hydrolyzed) may be prepared by heating, for 
example at a temperature of about 80° C. to about 100° C., 
suitably at about 90° C., for an amount of time to achieve the 
desired solution, for example for about 2 to about 4 hours, 
suitably about 3 hours. 

It is an embodiment of the invention that the PVA solution 
in a) may be poured into molds of the desired shape of the ?nal 
device or apparatus. 

It is a further embodiment of the invention that thermal 
cycling of the PVA solution involves cooling the solution 
from a starting temperature of about 10° C. to about 30° C., 
suitably about 15° C. to about 25° C., more suitably about 20° 
C., to ?nishing temperature of about — 1 0° C. to about —30° C., 
suitably about —15° C. to about —25° C., more suitably about 
—20° C., at a rate of from about 05° C./min to about 005° 
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C./min, suitably about 01° C./min, and holding the solution 
at the ?nishing temperature for a suitable length of time, for 
example from about 0.5 hour to about 2 hour, suitably about 
1 hour. To complete one thermal cycle the cooled solution is 
heated back to the starting temperature at a rate of from about 
05° C./min to about 005° C./min, suitably about 0.1 ° C./min. 
The resulting PVA hydrogel is then stretched to a strain of 
about 25% to about 100%, suitably about 50% to about 90%, 
more suitably about 70% to about 80%, even suitably about 
75%. FolloWing stretching, the PVA hydrogel may optionally 
be thermally cycled, using the same procedure described 
above for the ?rst thermal cycle, until a material having the 
desired mechanical properties are obtained. In an embodi 
ment of the invention the PVA hydro gel is cycled 1-6, suitably 
2-5, more suitably 3 times folloWing stretching. 

The present invention further includes a method of produc 
ing an anisotropic hydrogel, comprising: 

a) preparing a solution of poly(vinyl alcohol) With a pre 
selected concentration While heating and mixing for 3 hours 
at a temperature around 900 C.; and 

b) thermally cycling the solution by freezing from about 
20° C. to about —20° C. at a rate ofabout 0.l° C./min, holding 
it at about —20° C. for about one hour, and then thaWing it 
back to 20° C. at a thaWing rate of about 0.l°/min. 

It has been shoWn that the mechanical properties of the 
PVA hydrogels, including elasticity and strength, can be 
altered by changing the PVA concentration, the number of 
freeze/thaW cycles, the process thaWing rate, the freezing 
holding time, and the freezing temperature. Increasing the 
PVA concentration results in hydrogels With higher crystal 
linity and added stability upon sWelling, Which increases its 
tensile strength and tear resistance. The loWer the initial con 
centration of PVA, the feWer the polymer chains in solution, 
and there may be a loWer number of crystalline regions cre 
ated in the cycled PVA. Increasing the number of freeze/thaW 
cycles increases the strength and stiffness of the hydrogel by 
reinforcing existing crystals Within the structure. Decreasing 
the thaWing rate of frozen PVA solutions increases the tensile 
strength. While not Wishing to be limited by theory, this may 
be because the solutions are kept for longer periods at tem 
peratures below 00 C., alloWing for increasing movements of 
polymer chains Which results in further entanglements and 
increased crystallite size and numbers. The freezing holding 
time also has an effect, With samples frozen up to 10 days 
giving the most mechanically strong PVA hydrogels. The 
freezing temperature also has an effect. Again, While not 
Wishing to be limited by theory, the freezing temperature 
controls the phase equilibria and dynamics, Where the loWer 
the temperature of the system, the loWer the amount of unfro 
zen solvent in the liquid regions. Therefore, the loWer the 
temperature, the less opportunity for chain mobility in the 
polymer rich regions, providing less opportunity for crystal 
lite groWth and formation. This may explain Why keeping the 
frozen PVA solutions at —l0° C. produces someWhat more 
rigid hydrogels than those kept for the same period of time at 
—20 or —30° C. The freezing rate Was shoWn not to have a large 
effect on the properties of the hydrogel. PVA hydrogels not 
only have tensile strength and elongation, but also ?exibility 
and elasticity. The ability of PVA hydrogels to recover to their 
original shape after being deformed to strains of 50% has 
been shoWn, Which demonstrates their excellent persistence 
and repeatability of their recovery. 

Physical crosslinking alloWs PVA hydrogels to retain their 
original shape and be extended up to six times their size. This 
demonstrates their rubbery and elastic nature and their high 
mechanical strength. While not Wishing to be limited by 
theory, it has been proposed that the physical cross-linking 
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6 
process is an entropic reordering phenomena. Water is likely 
to bind to the polymer by hydrogen bonding. When the solu 
tion freezes, ice crystals force the polymer chains close to 
each other forming regions or nuclei of high local polymer 
concentration. When the material thaWs, these nuclei act as 
crosslinking sites for polymer molecules, Which realign and 
form hydrogen bonds to form crystallites and polymer chain 
entanglements. The crystalline regions are formed Within the 
polymer rich regions, With further cycling increasing both the 
size and number of the crystalline regions by repeating the 
process. On a molecular level, the crystallites of PVA can be 
described as having a layered structure, With a double layer of 
molecules held together by hydrogen bonds, While Weaker 
van der Waals forces operate betWeen the double layers. This 
folded chain structure leads to ordered regions (crystallites) 
Within an unordered, amorphous polymer matrix. The 
mechanical properties of PVA are very unique compared to 
other polymers. The stress-strain curves for the polymeric 
materials are initially linear and then curve toWards the strain 
axis. On the other hand, the PVA curve displays an exponen 
tial stress-strain curve similar to the characteristics of soft 
biological tissues, With the curve shifting toWards the stress 
axis. 
PVA materials have been reported to be ideal candidates as 

biomaterials, due to their high degree of sWelling, uncompli 
cated chemical structure, rubbery/ elastic nature, non-toxicity, 
non-carcinogenicity, and bioadhesive characteristics. Some 
of the biomedical applications for the materials of the present 
invention include tissue reconstruction and replacement, bio 
active agent entrapment, bioactive agent delivery, an ultra 
sound or radio frequency thermal therapy transmission pad, 
as a substitute for an ice bag, as a denture base, soft contact 
lens material, Wound covering bandage, for example, for burn 
victims, phantoms for medical related use, for example for 
training and education, ultrasound and magnetic resonance 
imaging and robotic surgery, among other medical applica 
tions. 

Accordingly, the present invention, further relates to a 
medical material, device or apparatus comprising the aniso 
tropic hydrogel of the present invention. It is an embodiment 
of the invention that the anisotropic hydrogel is prepared 
using a method of the present invention. 
The anisotropic hydrogel of the present invention is par 

ticularly useful in surgical and other medical applications as 
an arti?cial material for replacing and reconstructing soft 
tissues in humans and other animals. Soft tissue that may be 
replaced or reconstructed using the hydrogel of the present 
invention include, but are not limited to, vascular vessels, 
such as aorta (large diameter) and coronary arteries (small 
diameter), heart valve lea?ets, heart valve stent, cartilage, 
ligaments and skin. 

Accordingly, the present invention further includes an arti 
?cial material for replacing and reconstructing soft tissues 
comprising the anisotropic hydrogel of the present invention. 
It is an embodiment of the invention that the anisotropic 
hydrogel is prepared using a method of the present invention. 
The poly(vinyl alcohol) hydrogel of the present invention 

can also comprise a bioactive agent to provide the hydrogel 
With suitable physiological properties for it to be used as a soft 
tissue replacement. The bioactive agent can be chosen based 
upon the particular application planned for the replacement, 
and the particular physiological properties required of the 
replacement in the application involved. Many such bioactive 
agents Would be released gradually from the hydrogel after 
implantation, and thereby delivered in vivo at a controlled, 
gradual rate. The hydrogel can thus act as a bioactive agent 
delivery vehicle, for example, a drug delivery vehicle. Other 
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bioactive agents can be incorporated in to the hydrogel in 
order to support cellular growth and proliferation on the sur 
face of the material. Bioactive agents Which can be included 
in the material include, for example, one or more of cell lines, 
antibodies, cytokines, thrombins, thrombin inhibitors, pro 
teases, anticoagulants, heparin, groWth factors, collagen 
crosslinking inhibitors, matrix inhibitors, glycosaminogly 
cans and antimicrobial agents. Heparins are particularly suit 
able agents for incorporating into vascular grafts, because of 
their anticoagulant properties, and thus their ability to inhibit 
thrombosis on the surface of the hydrogel. 

In order to embed bioactive agents into the hydrogel of the 
present invention any of a pre-steriliZed poWder, aqueous 
solution or aqueous suspension can be mixed into the starting 
sterile poly(vinyl alcohol) solution. After the bioactive agent 
is incorporated into the poly(vinyl alcohol) solution, it is 
processed along With the poly(vinyl alcohol) solution accord 
ing to the method described herein. Bioactive agents can also 
be introduced into the hydrogel by placing the hydrogel into 
a bath containing an aqueous solution of the agent and alloW 
ing the agent to diffuse into the hydrogel. 

Accordingly, the method of the present invention may fur 
ther comprise adding one or more bioactive agents to the PVA 
solution in a) or incorporating one or more bioactive agents 
into the hydrogel after d). 

The concentration of the one or more bioactive agents in 
the mixture may be selected for the particular application 
involved. For heparin incorporation into a vascular graft, 
concentrations Will typically range from 1 unit/ml to 1,000, 
000 units/ml. LoWer concentrations may be employed to 
inhibit coagulation on the graft surface, and higher concen 
trations Will be used Where local infusion of heparin into the 
blood is desired to inhibit thrombosis doWnstream of the 
graft, as described in Chen et al. (J. Vascular Surgery, v. 22, 
pp., 237-247, 1995). 

The hydro gel of the present invention can be also be used to 
support the proliferation of eukaryotic cell cultures. Vascular 
cells such as endothelial cells, smooth muscle cells, and ?bro 
blasts and other connective tissue cells, can thus be incorpo 
rated into the hydrogel. Human aortic endothelial cells and 
human dermal ?broblasts are also compatible With the hydro 
gels of the present invention. Hydrogels modi?ed by such cell 
lines are, in turn, especially Well adapted for implantation into 
the human body, and for use as soft tissue replacement parts 
in the human body. Indeed, replacement parts modi?ed by 
such cell lines are better able to adapt and adjust to changing 
physical and physiological conditions in the body, and 
thereby to prevent any failure of the hydrogel Which might 
otherWise occur. These cellular lines can be incorporated into 
the hydrogel for example, after it has been produced, via 
standard cell culture protocol generally knoWn in the art. It is 
especially effective to culture human aortic endothelial cells 
and human dermal ?broblasts using direct topical seeding and 
incubation in cell culture medium. 

Also included Within the scope of the present invention is a 
use of an anisotropic hydrogel of the present invention for 
tissue replacement, tissue reconstruction, bioagent entrap 
ment, bioagent delivery, preparing ultrasound or radiofre 
quency thermal therapy transmission pads, preparing substi 
tutes for ice bags, as a denture base, in soft contact lens 
material, Wound covering bandages and phantoms for medi 
cal-related uses. 

As used herein, the terms “comprises”, “comprising”, 
“including” and “includes” are to be construed as being inclu 
sive and open ended, and not exclusive. Speci?cally, When 
used in this speci?cation including claims, the terms “com 
prises”, “ including” and “includes” and varia comprising , 
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8 
tions thereof mean the speci?ed features, steps or components 
are included. These terms are not to be interpreted to exclude 

the presence of other features, steps or components. 
While the present invention has been described With refer 

ence to What are presently considered to be the preferred 
examples, it is to be understood that the invention is not 
limited to the disclosed examples. To the contrary, the inven 
tion is intended to cover various modi?cations and equivalent 
arrangements included Within the spirit and scope of the 
appended claims. 

All publications, patents and patent applications are herein 
incorporated by reference in their entirety to the same extent 
as if each individual publication, patent or patent application 
Was speci?cally and individually indicated to be incorporated 
by reference in its entirety. Where a term in the present appli 
cation is found to be de?ned differently in a document incor 
porated herein by reference, the de?nition provided herein is 
to serve as the de?nition for the term. 

EXAMPLES 

Example 1 

Method for Producing Anisotropic PVA 

A PVA (suitably With a MW of 146,000 to 186,000, 99+% 
hydrolyzed) solution With the desired concentration in dis 
tilled Water Was prepared by heating While mixing for 3 hours 
at a temperature around 900 C. The solution Was then poured 
into molds. The molds Were then thermally cycled once (cycle 
1) by freeZing by cooling from about 20° C. to about —20° C. 
at a rate of about 01° C./min, holding at —20° C. for one hour, 
and then thaWing by heating back to 20° C. at a Warming rate 
of about 0.1 °/min. This process represents one cycle. The 
mold Was opened and the PVA sheet Was stretched to a desired 
strain in a range of betWeen about 25 to about 100%. The 
stretched sample Was then secured by a custom designed 
mold. A set of 5 custom design plates Were built in order to 
study the effect of strain and of the number of thermal cycles 
up to 6 cycles. 

Example 2 

The Effect of Strain on Anisotropic Mechanical 
Properties 

To study the effect of strain on anisotropic mechanical 
properties, a 10% PVA solution concentration Was used. In 
this study, ?ve non-stretched samples Were physically cross 
linked through one freeZe-thaW cycle as described in 
Example 1 . One of the samples Was left un-stretched and used 
as control. The remaining four samples Were each stretched 
and secured in the sample molds at 25, 50, 75, and 100% 
strain. The molds Were then closed and placed in a Water bath, 
together With the control, and all samples Were cycled up to 
cycle six, using the freeZe-thaW cycling procedure described 
in Example 1 . All the cycle six samples, including the control, 
Were cut in either longitudinal or perpendicular direction to 
the applied stress. Five samples (n:5) Were cut in each direc 
tion With dimensions of 25x5 mm2. The mechanical testing 
Was performed using an INSTRONTM hydraulic mechanical 
system. All the samples Were tested With a gauge length of 
~10 mm While being submerged in a Water tank kept at 37° C. 
The mechanical properties Were measured using tensile test 
(stress-strain). Results of the effect of strain are shoWn for 
each strain, together With the results for the isotropic sample 
(control), in FIGS. 2 to 5. FIG. 6 compares the stress-strain 






