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Abstract: Heparin (Hep), with its anticoagulant activity, antiangiogenic and apoptotic effects, and
growth factor binding, plays an important role in various biological processes. Formulations as
drug delivery systems protect its biological activity, and limit the potential side effects of faulty
administration. The objective of this study was to develop novel xanthan-based materials as a delivery
carrier for heparin. The materials exhibited remarkable elastic behavior and toughness without any
crack development within the network, which also support their application for tissue engineering.
It was found that all materials possessed the ability to control the release of heparin, according to the
Korsmeyer–Peppas release model. All Hep-containing materials caused significant exchanges of the
activated partial thromboplastin time (aPTT) and prothrombin time (PT) parameters, indicating that
formulated natural/natural synthetic polymeric networks conserved heparin’s biological activity
and its ability to interrupt the blood coagulation cascade. The obtained results confirmed that
developed materials could be carriers for the controlled release of heparin, with potential applications
in topical administration.

Keywords: xanthan; oleic acid; polyurethane; heparin; drug delivery

1. Introduction

Drug delivery systems based on natural polymers became of high interest in the last
decades, due to their biocompatibility and biodegradability, as well as resource availability.
The presence of reactive groups on the natural polymers is a great advantage, because other
functional groups could be introduced, offering new physical and chemical properties.
Thus, polymer-based materials’ properties can be tailored toward specific functionalities
and adapted for different applications. One of the most important applications is their use
as a platform for controlled drug release.

Polysaccharides, which are mostly obtained from plants, animals, microbes, and
algae, are macromolecules that contain glycosidic linkages. In addition to serving as an
energy source for organisms, polysaccharides play a crucial role in the functioning of cell
membranes and other biological processes. Numerous biological processes, including
immune system control, anti-tumor activity, control of gut flora, antioxidation, etc., are
carried out by polysaccharides [1]. Polysaccharides’ structural characteristics are directly
correlated with their biological activities. The structure of polysaccharides contains a
variety of functional groups, including hydroxyl, amino, and carboxylic acid groups [2].
Novel biological activities of polysaccharides can be created by altering their chemical
structure or adding additional groups.

To deliver medications to the target site efficiently and control their pharmacokinetics,
effectiveness, toxicity, immunogenicity, and biometrics, drug delivery systems employ a
variety of multidisciplinary techniques. However, the rate of drug release, tissue selectivity,
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and drug stability in vivo are difficult to anticipate. Drug delivery systems are built with
a variety of materials and chemicals policies to address these issues [3]. The creation
of new intelligent drug delivery systems has a lot of potential, thanks to the growth of
nanotechnology. Since the structural units of nanomaterials are often smaller than cells,
they can exhibit unique functions and properties by way of their size, surface and interface
effects, etc.

Porous materials have gained significant attention in the field of drug delivery, due
to their ability to control the release of drugs. Among various porous materials, xanthan,
alginate, and polyurethanes are widely used for controlled drug delivery.

The current study was dedicated to the development of novel xanthan-based materials
as a delivery carrier for heparin.

Xanthan (Xn) is a heteropolysaccharide that is produced by Xanthomonas campestris
bacteria through aerobic fermentation. Repeating units of D-glucose connected by β1-4
linkages, as well as a side chain of D-mannose and D-glucuronic acid are present in the Xn
macromolecular chain. The primary uses of xanthan are linked to its exceptional properties,
including its high viscosity at low concentrations; its high solubility in hot and cold water;
its viscoelastic behavior; its resistance to enzymatic degradation, temperature, and salt solu-
tions; its interaction with other polymers; and also because of its straightforward processing
mechanism. The xanthan molecule’s unique helical structure gives it remarkable qualities
including its pseudoplastic nature and quick recovery, which expands its applications in a
variety of areas such as industrial applications, biomedical engineering, and agricultural
fields. In the pharmaceutical sector, drug delivery systems are where xanthan gum is
most commonly used [4]. In both culinary and non-food applications, xanthan is primarily
utilized as a suspending agent, viscosity maintainer, gel forming agent, and flocculator. The
inclusion of xanthan to uniformly suspend solid components in formulations has improved
flow behavior in fungicides, herbicides, and insecticides used in agriculture.

At low temperatures, Xn presents an ordered and rigid double helical strand structure
while a disordered and flexible coil structure is recorded at high temperatures. This
behavior, as well as its compatibility with metallic salts, stability under a wide range of pH
levels, and high viscosity at low concentrations, make it useful in specific applications [5].
Xn is also used in healthcare applications as wound dressing material [6] or as delivery
systems for biologically active compounds [7].

Numerous investigations have been conducted on hydrogels based on xanthan for
drug delivery purposes. Xanthan hydrogels enable the controlled release of drugs. Modified
Xn with succinic anhydride has been utilized to create hydrogels that are sensitive to ionic
strength for the delivery of gentamicin. A swift release of gentamicin was initially observed
as the ionic strength of the release medium increased. Subsequently, sustained drug release
was observed due to the strong interaction between polymer molecules, creating a compact
network [8]. An in situ hydrogel was synthesized to enhance the bioavailability and contact
time between the drug and the precorneal membrane for drug delivery. Mucoadhesive
polymers such as Xn and sodium alginate were employed, whereas poloxamer 407 and
poloxamer 188 were used to encapsulate moxifloxacin hydrochloride. The formulations
developed were uniform in consistency, transparent, with good spreadability, and optimal
bioadhesion properties [9]. The pore size of xanthan-based materials can be controlled
by adjusting the degree of crosslinking, which affects the diffusion of drugs through the
material. For example, Lee et al. developed a xanthan-based hydrogel with tunable
pore sizes for the controlled release of curcumin, an anti-inflammatory drug. The hydrogel
showed sustained release of curcumin for up to 24 h, and the release rate could be controlled
by varying the crosslinking density of the hydrogel [10].

Alginates (Alg) are natural anionic polysaccharides that present numerous advantages
such as good availability, biocompatibility, and biodegradability [11,12], and low toxicity,
thickening, and gelling properties, which make them suitable for numerous applications,
including drug-controlled release systems [13–15]. Alginates consist of 1,4-linked β-d-
mannuronic acid (M) and 1,4 α-l-guluronic acid (G) residues; their composition and the
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sequence of G and M residues are dependent on the sources used to extract alginate. It
is worth mentioning that the M/G ratio and its structure substantially influence alginate
properties. Alginates may also mix consistently with a range of other polymers to make
films, membranes, microbeads, scaffolds, and hydrogels that work well as platforms
for research into how cells interact with their microenvironments. It is important to
remember that alginates could be formed in the form of gel under mild circumstances,
unlike other polysaccharides [16]. Alginates do not affect the viability of cells, and are also
safe for biological systems [17]. Due to their swelling properties through the hydrophilic
groups, solubility (covalent bonds prevent them from dissolving even after swelling) [18],
and pH-sensitive responsiveness, alginate-based polymeric systems have been shown
to be more effective in controlled/sustained drug release investigations. Since alginates
contain carboxyl groups, they aid in the dissolution of alginate in neutral and alkaline pH
conditions, protecting the drug molecules from acidic environments. In contrast, microbial
infections have been acknowledged as a severe issue in recent years, and the substance
used should be harmless and widely available. As a result, the use of naturally occurring
alginate as an antimicrobial agent and as a material for wound dressings has been growing
quickly for years. Alginate-based porous materials have been extensively studied for drug
delivery applications, due to their ability to form gels in the presence of divalent cations
such as calcium ions. The gelation process forms a network of pores that can trap drugs and
control their release. Alginate-based materials can also be easily modified by incorporating
other polymers or molecules to enhance their drug delivery properties. For example, Balanč
et al. developed porous alginate-based microspheres loaded with resveratrol, a natural
antioxidant. The microbeads exhibited a sustained release of resveratrol for up to 8 h, and
the release rate could be controlled by varying the concentration of calcium ions in the
polymeric matrix [19].

Alginates are readily available in a variety of forms in moderate environments without
the need of hazardous chemicals.

The synthetic polymers known as polyurethanes (PUs) have urethane (or carbamate)
linkages (–NH–COO–) in their primary chains. The vast array of building elements that
may be included into PUs allows for the customization of their material attributes to serve
a number of purposes. It is significant that PUs can be produced in vast quantities and
treated in a variety of ways. These factors have led to the widespread use of PUs in industry,
such as for foams, coatings, fibers, adhesives, sealants, electronics, elastomers, actuators,
and biomaterials [20,21].

Their biocompatibility, durability, and mechanical properties extended their appli-
cation in the medical field to wound dressings, catheters, hospital beddings, or surgical
drapes [22]. There has been a lot of interest in biodegradable PUs to address the requirement
for tissue repair and regeneration. Biodegradable PU mimics the biomechanical behaviors
of soft and elastic tissues by exhibiting high mechanical strength, softness, and high elastic-
ity. The adaptable chemistry of PU synthesis can also produce a variety of biodegradable
PUs to fulfill the unique requirements of various tissues. Hydrolyzable linkages, such as
ester, amide, anhydride, and carbonate linkages, are incorporated into polymer backbones
to create biodegradable polyurethanes (PUs) [23]. Thermoplastic polyurethanes (PUs)
are linear, and can be produced into three-dimensional (3D) scaffolds using a number
of manufacturing processes. They are referred to as elastomers because of their extreme
elasticity and softness, which set them apart from widely used materials. Polyurethane-
based porous materials are commonly used for drug delivery applications, due to their
ability to form porous structures with high surface area and tunable pore size. The pore
size of polyurethane-based materials can be controlled by adjusting the concentration of
the porogen used during synthesis. The release rate of drugs from polyurethane-based
materials can also be controlled by varying the degree of crosslinking, or by incorporating
other polymers or molecules to modify the drug release behavior. For example, Wang et al.
developed a polyurethane-based porous material loaded with doxorubicin, an anti-cancer
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drug. The material exhibited sustained release of doxorubicin for up to 24 h, and the release
rate could be controlled by varying the degree of crosslinking [24].

It was reported [25] that PU exhibited overall biocompatibility and excellent resistance
to thrombosis. Despite this, the development of polyurethane heart valves faces several
points of stagnation, due to limitations in their long-term biological durability, as well
as to the competition with mechanical and bioprosthetic valves. In this study, we used a
water-soluble PU as a binder and plasticizer, in order to assure the mechanical strength of
the developed materials [26]. This aspect is very important, while the mechanical integrity
under dynamic flow conditions assures medical device function.

In conclusion, xanthan, alginate, and polyurethanes are versatile materials that can be
used to develop controlled drug release systems with tunable properties. The structural
importance of these materials lies in their ability to form porous structures with high surface
area and tunable pore size, which can be used to trap drugs and control their release. These
materials have shown great potential in drug delivery applications, and further research
in this area is expected to lead to the development of more effective and efficient drug
delivery systems.

Heparin (Hep) is a poly-anionic, poly-dispersive, highly sulfated linear polysaccharide
consisting of alternating N acetyl-d-glucosamine and d-iduronate residues [27]. Heparin
inhibits intracellular protein kinase activity during signal transduction [28], and modulates
the function and expression of numerous growth factors. It has an important role in
modulating smooth muscle cell migration, as well as in neointimal proliferation.

Hep interacts with proteins through hydrophobic effects and hydrogen bonding. Being
water-soluble, it is present in some tissue such as arterial blood vessels, the liver, and the
lungs. It is frequently used as an anticoagulant for the prevention of venous thrombosis
and pulmonary embolism. Heparin binds to antithrombin III and accelerates the enzyme-
neutralizing effect of a serine protease inhibitor, thus preventing the formation of thrombin.
It was approached in our study because, in our opinion, the dosages and controlled release
of heparin could expand its medical applications. Due to its low half-life, Hep is eliminated
in a short time and, as a result, its frequent use can induce systemic side effects. The
interest for materials that do not provoke thrombosis, that are associated with a high
level of morbidity and mortality, is continuously increasing. This is why numerous efforts
are directed towards improving the biomaterials used as devices in short- or long-term
treatments to prevent thrombosis.

Having in mind that drug delivery systems allow reduced dosage and frequency of
administration of drugs, thus reducing drug-related side effects, we used xanthan/modified
xanthan, polyurethane, and alginate as a matrix to obtain materials with a controlled
release of Hep. The materials were characterized in terms of mechanical and morphological
properties, and the Hep release mechanism was monitored.

2. Results and Discussion
2.1. FTIR (Fourier Transform Infrared Spectroscopy) Analysis of Materials

FTIR spectra of the obtained materials are shown in Figure 1.
In Figure 1A are presented the FTIR spectra of xanthan–alginate-based materials.

The broad adsorption bands at 3338 cm−1 are attributed to the presence of –OH groups.
Stretching vibrations of aliphatic C–H were identified at 2923–2856 cm−1 [29]. The bands
present in the region between 1633 and 1598 cm−1 were assigned to asymmetric and
symmetric stretching vibrations of carboxylate ions. The presence of glucuronic acid
residues from alginate were evidenced by the peak at 773 cm−1. The chemical modification
of Xn was evidenced by the increase in the absorption band at 1737 cm−1, characteristic
for the carbonyl group. Furthermore, an intensification of the stretching vibrations of
the –CH2– groups at 2922 cm−1 was recorded [15,30]. In samples containing heparin (Xn–
Alg–Hep and XnOA–Alg–Hep), bands at 1433–1434 cm−1 and 1029 cm−1 were recorded,
corresponding to asymmetric stretching of –COO- and to asymmetric stretching of C–O–C,
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respectively; meanwhile, in the region 1240–1155 cm−1, characteristic absorption bands of
S=O asymmetric stretching associated to sulphate groups of Hep were observed [31].
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Figure 1. FTIR spectra of the materials ((A)—materials based on Xn–Alg matrix; (B)—materials based
on Xn–PU matrix).

The FTIR spectra of materials based on Xn and PU are presented in Figure 1B. It was
observed that a broad signal between 3348 and 3373 cm−1 remained. This signal is due to
the superimposition of –NH– stretching vibrations of the urethane group of the Pus, as
well as to terminal Xn or XnOA groups. Furthermore, the presence of the carbonyl group
from the PU structure was evidenced by the bands from the region of 1739–1625 cm−1 [32].
The presence of heparin in Xn–PU–Hep and XnOA–PU–Hep materials was confirmed by
the appearance of signals between 1430 and 1404 cm−1 attributed to –COO- group. The
bands present in the region of 1037 cm−1 correspond to asymmetric stretching of C–O–C
bonds [31]. In the region of 1249 cm−1, characteristic signals of asymmetric stretching of
S=O group were observed.

Comparing heparin-containing samples’ spectra with the FTIR spectra of Hep, some
shifting in the peaks was observed from 1434 cm−1 to 1431 cm−1, or from 1041 cm−1 to
1035 cm−1. These shifts were attributed to strong hydrogen bonding interactions between
polymeric matrices and heparin [33].
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2.2. Mechanical Properties

The uniaxial compressive measurements were used to assess the elasticity, toughness,
and stability of various materials based on the xanthan/chemically modified xanthan matrix
loaded with heparin (Hep). The assessment of the influence of the materials formulations
on the compressive mechanical performance sponges revealed that all materials exhibited
typical compressive stress–strain (σ–ε) profiles characteristic of macroporous materials,
as shown in Figure 2A. All of the formulations could be compressed to over 50% strain
without any fracture development, due to the complete release of solvent (ethanol) from the
macroporous structures of the formulations (see SEM images, Figure 3) upon compression.
In addition, as Figure 2A shows, the stress–strain profile of the Xn–Alg–Hep system
comprised the following three domains: (1) up to 15% strain was observed as an initial linear
elastic domain; (2) up to around 60% plateau domain strain was noted; and afterwards,
(3) a densification domain as a result of the gradual compression of the pores was observed.
On the other hand, the stress–strain profiles of the Xn–PU–Hep, XnOA–Hep, and XnOA–
PU–Hep systems revealed only two regions: the linear elastic domain up to about 80%,
68%, and the 61% strain and beyond the densification domain. Therefore, the elasticity
and toughness of the prepared materials could be controlled either by incorporation of PU
within the Xn matrix, or by its modification with OA. Other authors reported similar results
related to the same systems loaded with antifungal or anti-inflammatory compounds [15],
or for other gels based on an alginate/gelatin methacryloyl interpenetrating network [34]
nano clay and natural polysaccharides [35], or for sponge-based systems on two oppositely
charged polyelectrolytes (chitosan and poly(cyclodextrin citrate)) [36].
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Figure 2. The mechanical properties of swollen Hep-loaded formulations under compression:
(A) stress–strain profiles of Hep-loaded formulations; (B) linear dependence of stress–strain curves;
(C) elastic modulus (wine color) determined according to the standard method; (D) maximum sus-
tained compression (dark cyan color) and compressive strength (light grey color). The standard
deviations are presented as error bars.
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The elastic moduli (G, kPa) of all formulations were determined from the slopes of
the linear parts of the stress−strain curves (Figure 2B), in agreement with the protocol
already established for materials having Xn as a matrix component [15]. As can be seen
from Figure 2C, the Xn–Alg–Hep system exhibited the highest elastic modulus, being
fifteen-times higher than that of the Xn–PU–Hep system.

The mechanical properties of the Hep-containing formulations depend on the com-
position of the formulation of the matrix, i.e., the presence of Alg or PU in the mixture
with Xn (Figure 2C,D). All samples exhibited remarkable elastic behavior and toughness
without any crack development within the network, which also supports their applications
for tissue engineering. The Xn–Alg–Hep formulations exhibited a modulus of elasticity of
36.71 kPa and a compressive strength of 49.94 kPa at 77.34% strain, while the Xn–PU–Hep
formulations displayed a modulus of elasticity of only 2.48 kPa and a compressive strength
of 34.37 kPa at 80.44% strain, which support a robust network with high toughness for
the former ones. The use of XnOA in the preparation of Hep-loaded formulations led to
more rigid networks, since the maximum sustained compression decreased to 68.39% for
the XnOA–Alg–Hep formulation and 60.86% for the XnOA–PU–Hep material. Thus, the
sustained compression of Xn-based formulations could be modulated either by changing
the entrapped polymer (Alg or PU) or by modification of Xn with AO. The variety of pore
sizes displayed by the Xn-based formulations (Table 1) support different applications for
these materials. Generally, large pores are beneficial for cell attachment [37], while small
pores enhance the mechanical performance of porous scaffolds/constructs [38]. Thus, the
improvement in the compressive nominal stress of materials could be correlated to the
decrease in pore sizes and in the wall thickness (Table 1), and to non-covalent interac-
tions established between components of materials, which provide the basis for energy
dissipation required for the improvement in the material’s mechanical properties [39].

Table 1. Average pore sizes and pore wall thicknesses for all sponges were determined from SEM
micrographs with ImageJ1.41o.

Samples Code Average Pore Size, µm Average Pore Wall
Thickness, µm

Xn–PU 110.03 ± 18.55 42.47 ± 4.79
XnOA–PU 50.35 ± 8.23 5.82 ± 1.31

Xn–PU–Hep 49.39 ± 9.94 11.24 ± 3.26
XnOA–PU–Hep 45.87 ± 15.50 30.42 ± 11.25

Xn–Alg 61.64 ± 17.68 90.79 ± 12.02
XnOA–Alg 53.28 ± 7.61 28.39 ± 6.28

Xn–Alg–Hep 46.66 ± 11.39 25.78 ±6.40
XnOA–Alg–Hep 45.73 ± 31.52 41.86 ± 4.14
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2.3. Drug Delivery

The release of drugs from the polymeric matrix was also studied. The importance of
mathematical models in the evaluation of drug release processes is well known. The kinetics
models have the role of clarifying the release mechanism, and allowing the measurement
of some important parameters.

Two mathematical models were used to fit the release data: the Korsmeyer–Peppas
and Higuchi models [40].

The Higuchi equation is based on Fick’s first law of diffusion, which was the start-
ing point for quantitative measurements in the controlled release studies. The Higuchi
model was developed to cover various porous systems and especially for evaluating the
release kinetics of water-soluble and encapsulated materials with a low solubility that are
encapsulated into solid matrices.

The Higuchi model was used to assess the release kinetics of the active agents from
the porous materials. Equation (1) represents the simplified Higuchi model:

Mt = kH ×
√

t (1)

where kH is the release constant of Higuchi expressed in mg × min−1/2, and Mt is the
concentration at time t.

The Korsmeyer–Peppas model was developed to describe the drug release from
polymeric systems (Equation (2)):

Mt

M∞
= k× tn (2)

where M∞ is the amount of drug in the initial state, Mt is the amount of drug released
at time t, k is the release rate constant expressed in min−n, and n (dimensionless) is the
exponent of release as a function of time t.

A value of the exponent of release equal to 0.5 indicates a Fickian diffusion mechanism
of the drug from the inside of the material (the drug release is governed by diffusion), while
a value of the exponent of release between 0.5 and 1 indicates non-Fickian diffusion (the
drug release is governed by the swelling or relaxation of the polymeric chain).

Hep was not covalently bound in either the Xn–Alg/XnOA–Alg or Xn–PU/XnOA–PU
matrix, but there was no doubt that electrostatic synergy was formed between heparin and
the matrix components. A similar release trend was observed for all materials.

Figure 4 and Table 2 show information related to the Hep release profile from the
studied materials. According to this information, our experimental data were best fitted by
the Korsmeyer–Peppas model.

Xn–Alg–Hep, XnOA–Alg–Hep, and XnOA–PU–Hep presented non-Fickian transport
(n value between 0.63 and 0.69), with heparin being released due to the combined effect
of diffusion and polymer swelling. The amount of drug released at the initial burst phase,
as well as the cumulative amount of drug released, were related to the porosity of the
microparticles.

As seen in Figure 4, the materials comprising unmodified Xn presented a faster release
profile, probably due to its hydrolytic degradation (rate constant between 2.6–2.9).

The use of XnOA as a polymeric matrix component led to a slower release process of
Hep (rate of the drug release between 0.5–1.7).

The values of the transport parameter n (Table 2), being greater than 0.5 for all the
tested materials, indicated non-Fickian diffusion. However, a value of 0.88 suggests a
more significant contribution of swelling and/or erosion to the drug release mechanism,
compared to a value of 0.62. This means that the release rate may slow down more
significantly over time for materials with a greater n value, due to the increased effect of
swelling and/or erosion on the polymer matrix (Figure 4).
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Table 2. The kinetic parameters for drug release experiments.

Sample
Korsmeyer–Peppas Model Higuchi Model

k, min−n n R2 kH , min−1/2 R2

Xn–Alg–Hep 2.6178 0.6318 0.99305 5.1032 0.97595
XnOA–Alg–Hep 0.5786 0.8879 0.99539 4.1623 0.90118

Xn–PU–Hep 2.9552 0.6249 0.99034 5.5620 0.97474
XnOA–PU–Hep 1.7456 0.6977 0.98959 4.7566 0.95603

It is important to note that the value of n was not the only factor that determined
the drug release rate and mechanism. Other factors, such as the chemical composition,
structure, and degradation characteristics of the polymeric matrix, can also affect the drug
release behavior.

The literature supports the notion that a smaller pore size distribution and lower
porosity can lead to a slower release rate of drugs, while a larger pore size distribution and
higher porosity can lead to a faster release rate of drugs. The specific relationship between
pore size, porosity, and drug release rate can vary depending on the specific drug and
delivery system, but these general trends have been observed in numerous studies.

One study investigated the effect of pore size and porosity on drug release from a
polyurethane-based matrix system containing paclitaxel. The results showed that increasing
the pore size and porosity of the matrix increased the drug release rate. This was attributed
to the increased diffusivity of the drug through the larger pores, and the increased surface
area of the matrix due to the higher porosity [41].

Another study evaluated the effect of pore size and porosity on the release of red
cabbage’s anthocyans from an alginate cryogel. The study found that increasing the pore
size and porosity of the cryogel increased the drug release rate. The authors attributed this
to the increased penetration of the release medium into the cryogel and the higher surface
area available for bioactive principle diffusion [42].

In a similar study, the effect of pore size and porosity on the release of doxorubicin
hydrochloride from an alginate hydrogel was investigated. The study found that increasing
the porosity of the hydrogel increased the drug release rate, while increasing the pore size
had a minimal effect. The authors attributed the increase in drug release rate to the higher
surface area available for drug diffusion in the more porous hydrogels [43].



Molecules 2023, 28, 2757 10 of 16

Corroborating the data from Tables 1 and 3 with those concerning the release rate
of heparin (Figure 4), indeed, its release rate was higher in the case of the Xn–PU–Hep
material, which had the highest porosity (83.11%) and pore size (49.39 µm).

Table 3. Density and porosity of the tested materials.

Material Density, g/cm3 Porosity, %

Xn–Alg–Hep 0.021 71.26
Xn–PU–Hep 0.022 83.11

XnOA–Alg–Hep 0.024 44.43
XnOA–PU–Hep 0.030 60.0

As expected, the chemical modification of xanthan determined a greater degree of
packing of the polymer chains by establishing hydrophobic interactions between the
hydrocarbon chains of the oleic acid, which led to a decrease in the porosity and pore sizes
of the materials in question. All of this is reflected by the decrease in the release rate of
heparin in the environment (e.g., XnOA–Alg–Hep).

The biggest influence on the release speed was related mainly to the porosity of
materials, with the pore size having a smaller affect on the delivery process.

Overall, this study suggests that there is a correlation between drug release from a
xanthan/alginate and xanthan/polyurethane matrix, the porosity, and pore dimensions.
However, the exact nature of this correlation may depend on the specific drug and matrix
system being used.

2.4. Antithrombotic Activity

Blood–biomaterials interactions are dependent on various pathological/health biolog-
ical parameters, and also are strongly connected with the surface properties and the end
application of the medical devices [44]. Blood contains cells (platelets, red cells, and white
cells) and plasma; the liquid phase is abundant in proteins and other small molecules, and
the surface of the biomaterial interacts with these components. Blood–surface interactions
are very complex and involve biological processes such as protein adsorption, fibrinolysis,
complement activation, platelet interactions, blood coagulation, and other cellular reac-
tions [45]. Activated partial thromboplastin time (aPTT) and prothrombin time (PT) are
reliable blood tests used to evaluate the behavior of the material. The aPTT values provide
information about the effect of tested materials on possible delays in blood coagulation
through the intrinsic pathway and prothrombin time (PT) to assess the material-induced
changes in the extrinsic pathway of the coagulation cascade [46,47]. The in vitro antico-
agulant activity of the prepared materials was evaluated in coagulation assays, such as
the aPTT and PT, and other coagulation parameters, as the end-point for heparin-induced
antithrombotic activity. The obtained results for some coagulation factors are presented
in Table 4. Despite the analyzed materials containing a small amount of heparin, all of
them caused significant exchanges of the aPPT and PT parameters (prolonging of the aPTT
and PT), and the values exceeded the measurement limit of the instrument, 600 s and
120 s, respectively, indicating an antithrombotic effect. Similar data have been reported
by Liu et al. on silk fibroin–polyurethane film containing heparin, as blood compatibility
materials [48].

It is generally acknowledged that plasma proteins are firstly adsorbed onto the surface
of the material, and can initiate the coagulation cascade. Fibrinogen (Fg) plays a key role
in the coagulation cascade, as the protein can bind platelet glycoprotein IIb/IIIa receptor
and activated platelets. Low Fg values indicate blood compatibility of the material surface,
and the normal biochemical domain in the blood is 200–400 mg/dL. All of the materials
with Hep induced a decrease in fibrinogen values. Heparin is an indirect anticoagulant
that activates antithrombin via a high-affinity pentasaccharide sequence, and promotes its
capacity to inactivate thrombin and coagulation factor Xa. As a result of inactivation, factor
Xa showed a reduced ability to bind to fibrinogen, and Hep-induced antithrombotic activity
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resulted [49]. The values for other proteins, albumin (g/dL), and total proteins (g/dL) were
comparable to those of the reference. Generally, the hematocrit (the percentage of red blood
cells in blood, the oxygen carrier) and hemoglobin levels were slightly increased in the
presence of the tested materials, but the values for these biological parameters remained
within their normal domains. Having in mind that the sustained release of heparin from
different polymeric matrixes is still in its early stage of development, there are many several
issues to be managed in order to reach clinical applications.

Table 4. Preanalytical blood parameters for the characterization of antithrombotic activity.

Material Hematocrit
(%)

Hemoglobin
(g/L)

PT
(s)

aPTT
(s)

Fibrinogen
(mg/dL)

Albumin
(g/dL)

Total Proteins
(g/dL)

Reference 34.5 11.2 12.1 24.3 346 4.0 6.17
Xn–Alg–Hep n.a. n.a. n.c. n.c. 184 3.8 6.30

XnOA–Alg–Hep 46.8 18.7 n.c. n.c. 296 4.8 6.56
Xn–PU–Hep 44.1 14.1 n.c. n.c. 205 3.7 6.41

XnOA–PU–Hep 44.8 14.3 n.c. n.c. 202 3.8 6.40

n.c.—no coagulation; n.a.—not available.

3. Materials and Methods
3.1. Materials

Xanthan gum (Xn), with a molar ratio of D-glucose:D-mannose:D-glucuronic:pyruvic acid
ketal:O-acetyl of 3.0:3.0:2.0:0.6:1.7, and a molecular weight of approximately 2.5× 106 Da from
CP Kelco, U.S., was used as matrix. Heparin sodium (Hep, >150 IU/mg) was acquired
from Sigma-Aldrich and used as received. 4-toluenesulfonyl chloride (TsCl), pyridine
(Py), methylene chloride, oleic acid, 4,4′-methylene dicyclohexyl diisocyanate (H12MDI),
4,4′-diphenylmethane diisocyanate (MDI), dimethylol propionic acid (DMPA), polyhexam-
ethylene carbonate diol (PHC–M 2000), 1,4-butanediol (BD), and triethylamine (TEA) were
purchased from Sigma-Aldrich (USA).

3.2. Synthesis of Xanthan Oleate

The esterification of xanthan with oleic acid was performed according to the method
presented by Dimofte et al. [15]. The esterification of xanthan with oleic acid was performed
in the presence of TsCl and Py, in methylene chloride. A round-bottomed flask was used,
and varying amounts of TsCl (5.1 g), pyridine (6 mL), oleic acid (8.5 mL), and methylene
chloride (50 mL) were mixed together at room temperature using a magnetic stirrer. After
24 h, 10 g of xanthan was introduced to the flask and stirred for an additional 3 h. The
resulting product (XaAO) was filtered and sequentially washed with methylene chloride,
water, and ethanol, before being dried at room temperature.

3.3. Synthesis of Polyurethane

The synthesis of polyurethane was carried out following the method presented in
reference [12]. Initially, 4,4’-methylene dicyclohexyl diisocyanate (H12MDI—10.48 g) or
4,4′-diphenylmethane diisocyanate (MDI—10 g), and 2.64 g of dimethylol propionic acid
(DMPA) were stirred in 30 g of acetone (99.5 wt% purity) as the solvent. Additionally,
2–3 drops of dibutyltin dilaurate (DBTL) were included as a catalyst. The mixture was
homogenized under reflux conditions (56 ◦C, 2 h). In the next step, 28 g of polyhexam-
ethylene carbonate diol (PHC–M 2000) was added and stirred for 30 min. Then, 0.54 g of
1,4-butanediol (BD) was included as a chain extender, and stirring was continued for an
additional hour at 56 ◦C. Finally, the polycarbonate urethane, which contained carboxylic
groups, was neutralized using 2 g of triethylamine (TEA, 99 wt% purity) for 30 min. The re-
action was completed by slowly adding deionized water (30 g) over approximately 30 min,
resulting in an anionic polyurethane water dispersion.



Molecules 2023, 28, 2757 12 of 16

3.4. Preparation of Biomaterials

Equal amounts of xanthan (Xn) or modified xanthan (XnOA) and polyurethane (PU)
or alginate (Alg) were mixed in distilled water at a material:water ratio of 1:100 and heated
at 70 ◦C for 60 min. To this mixture, heparin was added at a matrix:heparin ratio of 1:0.25.
The codes of the materials obtained by freeze–thawing cycles, followed by lyophilization,
are as follows: Xn–Alg–Hep; XnAO–Alg–Hep; Xn–PU–Hep; XnAO–PU–Hep.

3.5. FTIR (Fourier Transform Infrared Spectroscopy) Analysis

The FTIR spectra of the materials were recorded using a Vertex 70 FTIR (Brüker, Karl-
sruhe, Germany) that was equipped with an ATR device (ZnSe crystal) with a 45-degree
angle of incidence. The spectra were analyzed in the ranges of 4000–400 cm−1 and
4500–600 cm−1. For the measurements, an average of 64 scans and a spectral resolution of
2 cm−1 were used.

3.6. Scanning Electron Microscopy (SEM)

SEM images were obtained at a magnification of 200× using a VEGA TESCAN mi-
croscope (Tescan, Kohoutovice, Czech Republic), with an acceleration voltage of 20 kV, at
room temperature, with a low-vacuum secondary electron detector.

3.7. Determination of Materials’ Porosities

The density of the studied materials (ρpb) was calculated using Equation (3):

ρpb =
Wi
V

=
Wi

L× l × h
, g/cm3 (3)

where Wi (g) represents the dry weight of the sample, V (cm3) is the volume of the studied
material (equal with the product of length, L (cm), width, l (cm) and height, h (cm) of
the sample).

The porosities of the studied materials were determined using the saturation method
described by Long et al. [50]. Ethanol was used as the wetting fluid. Material samples with
weights between 0.0100 and 0.182 g were immersed in ethanol. After 24 h, the samples
were withdrawn, and the excess ethanol was removed using filter paper. All of the samples
were re-weighed, and their porosities were calculated according to Equation (4):

Porosity =
W f −Wi

ρEtOH ×V
× 100, % (4)

where Wf is the weight of the sample after immersion in ethanol, and ρEtOH represents the
density of ethanol.

3.8. Mechanical Tests

Ethanol-swollen samples, as plates of about 8–10 mm thickness, 10–12 mm width,
and 5–7 mm height, were tested using a Shimadzu Testing Machine (EZ-LX/EZ-SX Series,
Kyoto, Japan). An initial force of 0.1 N was applied before performing each measurement.
The cross-head speed was 1 mm ×min−1, while the applied force was fixed at 20 N. The
compressive stresses (σ, kPa), strains (ε), and elastic moduli (G, kPa) were evaluated at
room temperature following the procedure previously published in [51,52].

3.9. In Vitro Drug Release

An amount equivalent to 25 mg of heparin from each formulation was incubated at
37 ◦C in 25 mL of phosphate buffer solution (PBS, pH = 7). Aliquots of 4 mL were taken at
30 min intervals for a total duration of 240 min, and the absorbance intensities at 260 nm
were measured using a Jenway 6405 spectrophotometer (Jenway Ltd., Dunmow, UK). The
concentrations of the released drugs were evaluated based on the calibration curve of
heparin. In order not to change the hydrodynamic profile, after each sampling, the release



Molecules 2023, 28, 2757 13 of 16

medium was supplemented with 4 mL of fresh PBS solution. The calibration curve for
heparin was plotted using the absorbances of the standard solutions containing different
concentrations of heparin in PBS (0.05, 0.1, 0.2, 0.5, and 1 mg/mL) at 260 nm. The experi-
ments were performed in triplicate, and the standard deviations (SDs) were computed.

3.10. Blood Coagulation

The measurements of the activated partial thromboplastin time (aPTT), the prothrom-
bin time (PT), and fibrinogen were carried out according to the routine procedure [53].
In brief, PT, aPTT, and fibrinogen were measured on integral blood with anticoagulant
(aqueous sodium citrate 3.8% w/v; ratio 1/9 v/v). The materials were incubated with
5 mL of blood at room temperature, for 30 min, and then were separated by centrifugation
(2500 rpm, 10 min). The biochemical parameters in blood plasma were determined using a
semi-automatic Helena coagulometer with 2 channels, photo-optical technique coagulation
systems and a PT-Fibrinogen kit (International Sensitivity Index (ISI) = 1.07). The control
sample was considered the free integral blood.

4. Conclusions

Materials containing heparin with controlled release were obtained using xanthan/modified
xanthan, polyurethane, and alginate as matrices. The mechanical properties of the Hep-
containing formulations were found to depend on the composition of the matrix. All of the
samples exhibited impressive elastic behavior and toughness without any crack develop-
ment within the network, making them suitable for tissue engineering. The Xn–Alg–Hep
formulations showed a modulus of elasticity of 36.71 kPa and a compressive strength of
49.94 kPa at 77.34% strain, while the Xn–PU–Hep formulations displayed a modulus of
elasticity of only 2.48 kPa and a compressive strength of 34.37 kPa at 80.44% strain, indicat-
ing a robust network with high toughness for the former formulations. The use of XnOA
in the preparation of Hep-loaded formulations led to more rigid networks. Additionally,
the dense pore walls provided great structural support to the entire interconnected porous
network, resulting in high elasticity, flexibility, and non-brittleness in comparison with the
Xn-based formulations.

The release of heparin in Xn–Alg–Hep, XnOA–Alg–Hep, and XnOA–PU–Hep exhib-
ited non-Fickian transport (n values between 0.43 and 0.85), due to the combined effect of
diffusion and polymer swelling. The use of XnOA as a component of the polymeric matrix
led to a slower release process of Hep (release rate between 0.5–0.7) compared to the matrix
containing chemically unmodified xanthan (2.6–2.9). Porosity was the most significant
factor that affected the release speed, with a considerable statistical difference in the release
rate of heparin from the tested materials. The critical Fisher coefficient (0.0393) was much
lower than the theoretical value (322.57). The analysis of the variation coefficients showed
that the difference in pore size between the tested materials had a relatively small impact
on the drug release speed (with a negative coefficient value of −0.1776).

In coagulation assays, such as the aPTT and PT, and other coagulation parameters, the
in vitro anticoagulant activities of the prepared materials were evaluated as the endpoint
for heparin-induced antithrombotic activity. All Hep-containing materials prolonged the
aPTT and PT, proving their antithrombotic effects. These results indicate that formulated
natural/natural synthetic polymeric networks maintained the biological activity of heparin
and its ability to interrupt the blood coagulation cascade.

The results confirmed that the materials based on alginate, polyurethane, and mod-
ified/unmodified xanthan could serve as carriers for the controlled release of heparin,
with potential applications in topical administration. Together with the preclinical results
in animals, these findings should encourage investigation of strategies that target new
thromboresistance materials.
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19. Balanč, B.; Trifković, K.; Ðord̄ević, V.; Marković, S.; Pjanović, R.; Nedović, V.; Bugarski, B. Novel Resveratrol Delivery Systems
Based on Alginate-Sucrose and Alginate-Chitosan Microbeads Containing Liposomes. Food Hydrocoll. 2016, 61, 832–842.
[CrossRef]

20. Joshi, M.; Adak, B.; Butola, B.S. Polyurethane Nanocomposite Based Gas Barrier Films, Membranes and Coatings: A Review on
Synthesis, Characterization and Potential Applications. Prog. Mater. Sci. 2018, 97, 230–282. [CrossRef]

21. Anghel, N.; Dinu, V.M.; Verestiuc, L.; Spiridon, I.A. Transcutaneous Drug Delivery Systems Based on Collagen/Polyurethane
Composites Reinforced with Cellulose. Polymers 2021, 13, 1845. [CrossRef] [PubMed]

22. Wendels, S.; Avérous, L. Biobased Polyurethanes for Biomedical Applications. Bioact. Mater. 2021, 6, 1083–1106. [CrossRef]
[PubMed]

23. Zhang, C.; Wen, X.; Vyavahare, N.R.; Boland, T. Synthesis and Characterization of Biodegradable Elastomeric Polyurethane
Scaffolds Fabricated by the Inkjet Technique. Biomaterials 2008, 29, 3781–3791. [CrossRef] [PubMed]

24. Wang, X.; Zhang, J.; Cheng, R.; Meng, F.; Deng, C.; Zhong, Z. Facile Synthesis of Reductively Degradable Biopolymers Using
Cystamine Diisocyanate as a Coupling Agent. Biomacromolecules 2016, 17, 882–890. [CrossRef] [PubMed]

25. Mosier, J.; Nguyen, N.; Parker, K.; Simpson, C.L. Calcification of Biomaterials and Diseased States. In Biomaterials—Physics and
Chemistry—New Edition; InTech: London, UK, 2018; pp. 37–60. [CrossRef]

26. Spiridon, I.; Anghel, N.; Dinu, M.V.; Vlad, S.; Bele, A.; Ciubotaru, B.I.; Verestiuc, L.; Pamfil, D. Development and Performance of
Bioactive Compounds-Loaded Cellulose/Collagen/ Polyurethane Materials. Polymers 2020, 12, 1191. [CrossRef]

27. Linhardt, R.J.; Claude, S. Hudson Award Address in Carbohydrate Chemistry. Heparin: Structure and Activity. J. Med. Chem.
2003, 46, 2551–2564. [CrossRef]

28. Herbert, J.M.; Clowes, M.; Lea, H.J.; Pascal, M.; Clowes, A.W. Protein Kinase C Expression Is Required for Heparin Inhibition of
Rat Smooth Muscle Cell Proliferation in Vitro and in Vivo. J. Biol. Chem. 1996, 271, 25928–25935. [CrossRef]

29. Anghel, N.; Dinu, M.V.; Doroftei, F.; Spiridon, I. Xanthan Matrix as Drug Delivery System. Rev. Chim. 2021, 72, 89–98. [CrossRef]
30. Spiridon, I.; Apostol, I.; Anghel, N.C.; Zaltariov, M.F. Equilibrium, Kinetic, and Thermodynamic Studies of New Materials Based

on Xanthan Gum and Cobalt Ferrite for Dye Adsorption. Appl. Organomet. Chem. 2022, 36, e6670. [CrossRef]
31. Aksoy, E.A.; Sezer, U.A.; Kara, F.; Hasirci, N. Heparin/Chitosan/Alginate Complex Scaffolds as Wound Dressings: Characteriza-

tion and Antibacterial Study against Staphylococcus Epidermidis. J. Biomater. Tissue Eng. 2015, 5, 104–113. [CrossRef]
32. Gregorí Valdés, B.S.; Gomes, C.S.B.; Gomes, P.T.; Ascenso, J.R.; Diogo, H.P.; Gonçalves, L.M.; Galhano, R.; Santos, D.; Ribeiro,

H.M.; Bordado, J.C. New Biocompatible Polyurethanes: Synthesis, Structural Characterization and Cytotoxicity. Preprints 2018,
20180904452018. [CrossRef]

33. Cheng, Q.; He, Y.; Ge, Y.; Zhou, J.; Song, G. Ultrasensitive Detection of Heparin by Exploiting the Silver Nanoparticle-Enhanced
Fluorescence of Graphitic Carbon Nitride (g-C3N4) Quantum Dots. Microchim. Acta 2018, 185, 332. [CrossRef] [PubMed]

34. Clapacs, Z.; Neal, S.; Schuftan, D.; Tan, X.; Jiang, H.; Guo, J.; Rudra, J.; Huebsch, N. Biocompatible and Enzymatically Degradable
Gels for 3d Cellular Encapsulation under Extreme Compressive Strain. Gels 2021, 7, 101. [CrossRef] [PubMed]

35. Wang, X.; Hou, X.; Zou, P.; Zhang, M.; Ma, L. Development of Cationic Cellulose-Modified Bentonite-Alginate Nanocomposite
Gels for Sustained Release of Alachlor. ACS Omega 2022, 7, 20032–20043. [CrossRef] [PubMed]

36. Gauzit Amiel, A.; Palomino-Durand, C.; Maton, M.; Lopez, M.; Cazaux, F.; Chai, F.; Neut, C.; Foligné, B.; Martel, B.; Blanchemain,
N. Designed Sponges Based on Chitosan and Cyclodextrin Polymer for a Local Release of Ciprofloxacin in Diabetic Foot Infections.
Int. J. Pharm. 2020, 587, 119677. [CrossRef]

37. Matsiko, A.; Gleeson, J.P. Scaffold Mean Pore Size Influences Mesenchymal Stem Cell Chondrogenic Differentiation and Matrix
Deposition. Tissue Eng. Part A 2015, 21, 486–497. [CrossRef]

38. Loh, Q.L.; Choong, C. Three-Dimensional Scaffolds for Tissue Engineering Applications: Role of Porosity and Pore Size. Tissue
Eng. Part B Rev. 2013, 19, 485–502. [CrossRef]

39. Murugesan, S.; Xie, J.; Linhardt, R.J. Immobilization of Heparin: Approaches and Applications. Curr. Top. Med. Chem. 2008, 8,
80–100. [CrossRef]

40. Malekjani, N.; Jafari, S.M. Modeling the Release of Food Bioactive Ingredients from Carriers/Nanocarriers by the Empirical,
Semiempirical, and Mechanistic Models. Compr. Rev. Food Sci. Food Saf. 2021, 20, 3–47. [CrossRef]

41. Seo, E.H.; Na, K. Polyurethane Membrane with Porous Surface for Controlled Drug Release in Drug Eluting Stent. Biomater. Res.
2014, 18, 15. [CrossRef]

42. Dikmetas, D.N.; Uysal, E.; Karbancioglu-Guler, F.; Gurmen, S. The Production of PH Indicator Ca and Cu Alginate ((1,4)- β
-d-Mannuronic Acid and α -l-Guluronic Acid) Cryogels Containing Anthocyanin Obtained via Red Cabbage Extraction for
Monitoring Chicken Fillet Freshness. Int. J. Biol. Macromol. 2023, 231, 123304. [CrossRef] [PubMed]

43. Siboro, S.A.P.; Anugrah, D.S.B.; Ramesh, K.; Park, S.H.; Kim, H.R.; Lim, K.T. Tunable Porosity of Covalently Crosslinked
Alginate-Based Hydrogels and Its Significance in Drug Release Behavior. Carbohydr. Polym. 2021, 260, 117779. [CrossRef]
[PubMed]

44. Bhatt, A.; Nair, R.P.; Raju, R.; Geeverghese, R.; Lekshmi, P. Product evaluation: Blood compatibility studies. In Biomedical Product
and materials Evaluation Standards and Ethics; Woodhead Publishing Series in Biomaterials: Cambridge, UK, 2022; pp. 435–459.
[CrossRef]

45. Braune, S.; Latour, R.A.; Reinthaler, M.; Landmesser, U.; Lendlein, A.; Jung, F. In Vitro Thrombogenicity Testing of Biomaterials.
Adv. Healthc. Mater. 2019, 8, 1900527. [CrossRef]

http://doi.org/10.1016/j.foodhyd.2016.07.005
http://doi.org/10.1016/j.pmatsci.2018.05.001
http://doi.org/10.3390/polym13111845
http://www.ncbi.nlm.nih.gov/pubmed/34199447
http://doi.org/10.1016/j.bioactmat.2020.10.002
http://www.ncbi.nlm.nih.gov/pubmed/33102948
http://doi.org/10.1016/j.biomaterials.2008.06.009
http://www.ncbi.nlm.nih.gov/pubmed/18602156
http://doi.org/10.1021/acs.biomac.5b01578
http://www.ncbi.nlm.nih.gov/pubmed/26810050
http://doi.org/10.5772/intechopen.71594
http://doi.org/10.3390/polym12051191
http://doi.org/10.1021/jm030176m
http://doi.org/10.1074/jbc.271.42.25928
http://doi.org/10.37358/RC.21.1.8406
http://doi.org/10.1002/aoc.6670
http://doi.org/10.1166/jbt.2015.1296
http://doi.org/10.20944/preprints201809.0445.v1
http://doi.org/10.1007/s00604-018-2864-9
http://www.ncbi.nlm.nih.gov/pubmed/29926199
http://doi.org/10.3390/gels7030101
http://www.ncbi.nlm.nih.gov/pubmed/34449624
http://doi.org/10.1021/acsomega.2c01805
http://www.ncbi.nlm.nih.gov/pubmed/35722019
http://doi.org/10.1016/j.ijpharm.2020.119677
http://doi.org/10.1089/ten.tea.2013.0545
http://doi.org/10.1089/ten.teb.2012.0437
http://doi.org/10.2174/156802608783378891
http://doi.org/10.1111/1541-4337.12660
http://doi.org/10.1186/2055-7124-18-15
http://doi.org/10.1016/j.ijbiomac.2023.123304
http://www.ncbi.nlm.nih.gov/pubmed/36681229
http://doi.org/10.1016/j.carbpol.2021.117779
http://www.ncbi.nlm.nih.gov/pubmed/33712135
http://doi.org/10.1016/B978-0-12-823966-7.00022-0
http://doi.org/10.1002/adhm.201900527


Molecules 2023, 28, 2757 16 of 16

46. Horakova, J.; Mikes, P.; Saman, A.; Svarcova, T.; Jencova, V.; Suchy, T.; Heczkova, B.; Jakubkova, S.; Jirousova, J.; Prochazkova,
R. Comprehensive Assessment of Electrospun Scaffolds Hemocompatibility. Mater. Sci. Eng. C 2018, 82, 330–335. [CrossRef]
[PubMed]

47. Narayanan, K.B.; Zo, S.M.; Han, S.S. Novel Biomimetic Chitin-Glucan Polysaccharide Nano/Microfibrous Fungal-Scaffolds for
Tissue Engineering Applications. Int. J. Biol. Macromol. 2020, 149, 724–731. [CrossRef]

48. Liu, X.Y.; Zhang, C.C.; Xu, W.L.; Ouyang, C. Controlled Release of Heparin from Blended Polyurethane and Silk Fibroin Film.
Mater. Lett. 2009, 63, 263–265. [CrossRef]

49. Kuchinka, J.; Willems, C.; Telyshev, D.V.; Groth, T. Control of Blood Coagulation by Hemocompatible Material Surfaces–A Review.
Bioengineering 2021, 8, 215. [CrossRef]

50. Long, Q.; Zhang, Z.; Qi, G.; Wang, Z.; Chen, Y.; Liu, Z.Q. Fabrication of Chitosan Nanofiltration Membranes by the Film Casting
Strategy for Effective Removal of Dyes/Salts in Textile Wastewater. ACS Sustain. Chem. Eng. 2020, 8, 2512–2522. [CrossRef]

51. Raschip, I.E.; Dinu, M.V.; Fifere, N.; Darie-Nita, R.; Pamfil, D.; Popirda, A.; Logigan, C. Thermal, mechanical and water sorption
properties of xanthan-based composite cryogels. Cellulose Chem. Technol. 2020, 54, 915–924. [CrossRef]

52. Spiridon, I.; Andrei, I.M.; Anghel, N.; Dinu, M.V.; Ciubotaru, B.I. Development and Characterization of Novel Cellulose
Composites Obtained in 1-Ethyl-3-Methylimidazolium Chloride Used as Drug Delivery Systems. Polymers 2021, 13, 2176.
[CrossRef]

53. Glynn, J.J.; Polsin, E.G.; Hinds, M.T. Crosslinking Decreases the Hemocompatibility of Decellularized, Porcine Small Intestinal
Submucosa. Acta Biomater. 2015, 14, 96–103. [CrossRef] [PubMed]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.

http://doi.org/10.1016/j.msec.2017.05.011
http://www.ncbi.nlm.nih.gov/pubmed/29025666
http://doi.org/10.1016/j.ijbiomac.2020.01.276
http://doi.org/10.1016/j.matlet.2008.10.006
http://doi.org/10.3390/bioengineering8120215
http://doi.org/10.1021/acssuschemeng.9b07026
http://doi.org/10.35812/CelluloseChemTechnol.2020.54.88
http://doi.org/10.3390/polym13132176
http://doi.org/10.1016/j.actbio.2014.11.038
http://www.ncbi.nlm.nih.gov/pubmed/25463505

	Introduction 
	Results and Discussion 
	FTIR (Fourier Transform Infrared Spectroscopy) Analysis of Materials 
	Mechanical Properties 
	Drug Delivery 
	Antithrombotic Activity 

	Materials and Methods 
	Materials 
	Synthesis of Xanthan Oleate 
	Synthesis of Polyurethane 
	Preparation of Biomaterials 
	FTIR (Fourier Transform Infrared Spectroscopy) Analysis 
	Scanning Electron Microscopy (SEM) 
	Determination of Materials’ Porosities 
	Mechanical Tests 
	In Vitro Drug Release 
	Blood Coagulation 

	Conclusions 
	References

