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Abstract: Understanding the factors that can modify the drug release profile of a drug from
a Drug-Delivery-System (DDS) is a mandatory step to determine the effectiveness of new therapies.
The aim of this study was to assess the Amphotericin-B (AmB) kinetic release profiles from
polymeric systems with different compositions and geometries and to correlate these profiles with
the thermodynamic parameters through mathematical modeling. Film casting and electrospinning
techniques were used to compare behavior of films and fibers, respectively. Release profiles from the
DDSs were performed, and the mathematical modeling of the data was carried out. Activation energy,
enthalpy, entropy and Gibbs free energy of the drug release process were determined. AmB release
profiles showed that the relationship to overcome the enthalpic barrier was PVA-fiber > PVA-film
> PLA-fiber > PLA-film. Drug release kinetics from the fibers and the films were better fitted on
the Peppas–Sahlin and Higuchi models, respectively. The thermodynamic parameters corroborate
these findings, revealing that the AmB release from the evaluated systems was an endothermic and
non-spontaneous process. Thermodynamic parameters can be used to explain the drug kinetic release
profiles. Such an approach is of utmost importance for DDS containing insoluble compounds, such
as AmB, which is associated with an erratic bioavailability.
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1. Introduction

The effectiveness of a pharmaceutical dosage form is usually dependent on the drug release and
its dissolution in the biological fluids prior to its absorption. On the other hand, drug dissolution
is a phenomenon that results from the combination of several factors [1], such as wettability and
solubility of both the drug and excipients that compose the final product [2].
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Molecules that are insoluble in water are usually associated with an erratic bioavailability, which
is intrinsically related with the solubility and the permeability of the drug through the tissue [3].
Traditional attempts to solve this problem by generating an increment in the drug solubility by
chemical and physical approaches have been successfully made [4]. The physical approaches are
usually based on the incorporation of the insoluble drug into a drug carrier, which will be able to
control the drug release and efficiently increase its bioavailability [5]. In this context, various drug
carriers have been described in the last few decades [6], showing remarkable progress in the field of
the pharmaceutical technology to increase therapeutics [7].

A wide variety of technologies has been used in order to modify the drug’s biopharmaceutical and
pharmacokinetic properties, including liposomes, osmotic pumps, particulate systems, lipid carriers,
polymeric systems, implants, enteric coatings, and others [8]. Among these, special attention has been
paid to polymeric matrix systems, which are structures that control the release of active substances,
dissolved or dispersed into the polymer matrix that can be resistant to disintegration [9].

The release of the drug from polymeric systems refers to the process by which drug molecules
migrate from their initial position in the system to its outer surface [10]. This seemingly simple process
is affected by many complex factors, such as the physical and chemical properties of the drug and the
polymer, the structural characteristics of the system, the environment and the possible interactions
among all of these factors [11].

The most common release mechanisms of drugs loaded in polymeric matrices are diffusion,
erosion and swelling. The prevalence of a particular mechanism depends on the properties of the
polymer used [12]. In general, drugs loaded into systems based on hydrophilic polymers are released
from the matrix through water penetration into the system. This process can also be influenced by
the temperature and the transition from a glassy to a matrix relaxation state [12]. Thus, in this type
of matrix, the phenomena of swelling and diffusion are constantly found. However, for polymers of
a hydrophobic nature, drug release occurs mainly by diffusion or erosion, one or the other prevailing
according to the properties of the drug and the excipients employed [13].

Among several synthetic polymers found in the constitution of a drug delivery system, poly(vinyl
alcohol) (PVA) and poly(lactic acid) (PLA) are largely described in the literature [14–16]. PVA is
produced by the polymerization of vinyl acetate, presenting high solubility in water and high
biocompatibility. Due to these characteristics, this polymer has been mainly used in topical and
ophthalmic formulations, as well as a release control matrix. On the other hand, PLA is a hydrophobic,
biodegradable and bioactive thermoplastic aliphatic polyester derived from renewable resources [17].
Like PVA, PLA is biocompatible and safe. Its degradation leads to the production of lactic acid, which
is well tolerated by the body and does not induce significant immune responses [18]. In the course of
the development of pharmaceutical formulations, PLA has been used in drug release systems, such as
implants, injections and oral solid dispersions. It was also used as a coating agent for solid dosage
forms [18].

The quantitative evaluation of the drug release from a delivery system is of great interest in
the pharmaceutical field. Indeed, for a better understanding of this phenomenon, a wide variety of
mathematical models has been developed to fit the experimental data [19]. These models represent
release profiles obtained from the ratio between fractions of released drug versus time [20]. Among
the most commonly-used models to describe release mechanisms are: (I) the zero order kinetics
model, in which drug release happens on a linear basis [20]; (II) the first order kinetic model, which is
a mathematical model not related to biological or physicochemical phenomena [20]; (III) the Higuchi
model, which is linked to Fick’s first law and which is a model able to describe drug dissolution
from a series of pharmaceutical drug dosage forms [21]; and (IV) the Korsmeyer–Peppas model,
which is based on the release of a solute from a drug delivery system by other mechanisms. In this
case, a couple of mechanisms, based on diffusion (Fickian transport) and relaxation of the polymeric
chains due to the transition from a semi-rigid to a more flexible state (Transport Case II), prevail [22].
In an attempt to quantify the relative contributions of both phenomena, the Korsmeyer–Peppas model
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was incorporated into the (V) Peppas–Sahlin model by introducing constants that reflect the relative
contribution of each mechanism, thus allowing the quantification of each parameter [23]. Finally, other
models used to describe and explain drug release are (VI) the Hopfenberg model [24], which explains
the release of erodible systems with various geometries containing drugs at their surface, and (VII) the
Baker–Lonsdale model [25], which is based on the Higuchi model and explains the release of the drug
contained in spherical matrices.

Knowledge about drug release mechanisms from polymeric systems showed significant
improvement after the application of the mentioned mathematical models [2], which ranged from
a simple phenomenological and empirical process to probabilistic and molecular explanations/
reasoning. However, one of the key gaps that remains between practices and theory is the need
to establish the thermodynamic parameters that describe and explain drug release from these devices.
Despite the plethora of the literature regarding drug release from matrix systems, there is still
no equivalent effort to correlate drug release profiles with their thermodynamic parameters [26].
Furthermore, the analysis of these parameters would provide a valuable tool to explain mechanisms
by which the drug is released. Indeed, despite the free energy concept being a familiar tool in
pharmaceutical sciences, thermodynamic analysis is not widely used as a means to understand drug
release data [27].

The choice of a polymer and the type of device to be used as the drug delivery system depends
on the release mechanism that is intended to be obtained, the route of administration to be used and
the drug physicochemical characteristics. In this study, the drug of choice was Amphotericin B (AmB),
an antibiotic whose molecule has an amphoteric and amphiphilic character [28]. Clinically recognized for
its effectiveness against systemic fungal infections and leishmaniasis, the AmB molecule is highly water
insoluble and poorly permeable through tissues. The physicochemical properties of AmB contribute to
its low bioavailability, which explains the fact that the current dosage forms of this drug available on the
market are restricted to intravenous administration [29]. Due to the therapeutic potential of AmB and
the need for its administration by different routes to better reach the target tissues, a large number of
studies that develop new delivery systems has been continually described [30].

In addition to the use of mathematical models of drug release, the activation energy (Ea) of the
process and other thermodynamic parameters such as enthalpy (∆H), entropy (∆S) and Gibbs free
energy (∆G) are important parameters that may help to explain the drug release from delivery systems.
Therefore, the aim of this study was to assess the AmB kinetic release profiles from polymeric systems
with different compositions (hydrophilic (PVA) or hydrophobic (PLA)) and geometries (planar (film) or
cylindrical (fiber)) and to correlate these profiles with the aforementioned thermodynamic parameters.

2. Results and Discussion

2.1. Production of Systems

In this study, different polymeric systems were developed aiming to produce an AmB drug
delivery system for topical administration. Since AmB is an amphiphilic drug with high molecular
weight and peculiar physicochemical characteristics [31], polymers with different natures such as PVA
(hydrophilic) and PLA (hydrophobic) were chosen to produce these drug delivery systems. Afterwards,
systems with the same polymer composition and different geometries such as films and nanofibers
were successfully produced.

The statistical analysis of the influence of the polymer composition and the desired geometry
showed that both factors were significant (p < 0.05), which was confirmed by the differences in
their kinetic release profile. Therefore, an elaborated statistical model was obtained (Equation (A6)).
The composition of the polymeric systems was the factor of the greatest effect magnitude over the
amount of AmB released, as can be seen in the Pareto diagram (Figure 1). Indeed, the systems
composed of PVA presented the highest percentage of drug release when compared to the PLA-based
systems. This effect was attributed to the chemical nature of the polymers evaluated in which the
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hydrophilic polymer, PVA, provides a higher water penetration into the matrix, as can be seen by the
wettability test, favoring the solvation of AmB contained therein and, consequently, the release process.
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2.2. Scanning Electron Microscopy

The micrographic analysis of the PVA films revealed a smooth surface (Figure 2). Additionally,
a slight precipitation of AmB that was not solubilized in the hydrophilic matrix was observed. On the
other hand, the PLA films presented a homogeneous structure and no phase separation between the
polymer and the drug (Figure 3). For the electrospinning systems, both fibers presented surfaces
with pores and the average diameter of 350 ± 16 nm and 1.73 ± 10.4 µm for PVA (Figure 4) and PLA
(Figure 5) fibers, respectively.
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Figure 5. Scanning Electronic Microscopy (SEM) of the PLA fiber containing Amphotericin B.

2.3. Superficial Wettability

Wettability is a parameter that describes the tendency of a liquid to wet (or spread over) a solid
surface. This characteristic can be represented by the angle between the edge of the droplet surface
and the liquid/solid interface, called the contact angle, which relates to the surface tension by
Young’s equation [32]. Briefly, as the tendency of a drop to spread out over a solid surface increases,
the contact angle decreases. Thus, the contact angle provides an inverse measure of wettability [33].
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The measurements here performed showed that for the PVA samples, the wettability is higher when
compared to those produced with the PLA, probably due to the inherent hydrophilicity of this polymer.
Analysis of the resting angle between the wetting agent drop and the surface of the evaluated system
indicated that a significant difference exists between the PLA systems (p < 0.05). Indeed, PLA-films,
when compared to the same polymer fiber, had a higher contact angle indicating a lower wettability.
On the other hand, by comparing the different PVA systems, fibers had a higher wettability than the
film structure (p < 0.05) (Figure 6). Furthermore, it is comprehensible that electrospinning samples
require greater energy to initiate the interaction between the medium and the polymer, probably due
to their strong interactions among the polymer chains that form the fiber [31]. However, once this
barrier was broken, the wettability was superior for PVA films.
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2.4. Evaluation of the AmB Content in the Systems

PVA film had a concentration of 33.4 ± 0.1 µg AmB per milligram of dosed film, while the fiber of
the same polymer showed 11.6 ± 0.2 µg of drug per milligram of fiber. For systems consisting of PLA
polymer, film and fiber, these values were 8.6 ± 0.2 µg and 10.8 ± 0.2 µg of AmB by system milligrams,
respectively (Table 1).

Table 1. Quantitative analysis of Amphotericin B (AmB) presented in the evaluated systems.

System Concentration
(µg of AmB/ mg of system)

PVA Films 33.4 ± 0.1
PVA Fibers 11.6 ± 0.2
PLA Films 8.6 ± 0.2
PLA Fibers 10.8 ± 0.2

2.5. AmB Kinetics Release Profile

The AmB release profiles obtained for all of the systems at different temperatures can be observed
in Figure 7. A difference in the release profile was noticed between the hydrophilic evaluated
systems. The PVA film had a greater controlled release, reaching its maximum percentage of drug
released (84.3 ± 0.7%) after 120 h and a 20% burst release. On the other hand, PVA fibers presented
a higher percentage of drug released with a higher burst release (around 59%), reaching the maximum
percentage (97.05 ± 0.35%) after 72 h of the experiment. The behavior observed for PVA fibers could
be due to the synergism between the absence of chemical cross linking and the increased surface area
presented by this geometry, favoring the wetting process and, therefore, enhancing the AmB leakage.
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Concerning the PLA systems, the drug release profile has also changed according to the system’s
organizational structure. For PLA films, a low drug release profile was observed, probably due to
the hydrophobicity of the polymer and its rigid structure, presenting a maximum AmB release of
4.12 ± 0.35% after 72 h. In the case of PLA fibers, similar to the PVA fibers, a better interaction with
the solvent due to the greater wettability of the system was observed, explaining the greater drug
release observed (14.02 ± 0.12% after 48 h) (Table 2). Regarding the different temperatures used for
study, the variation between 25 ◦C and 45 ◦C had little effect on the drug release profiles (Table 2).
In fact, as will be further explained, the drug release mechanisms in all systems studied here have
an endothermic nature (∆H > 0). Consequently, the differences seen when comparing the release
profiles can be matched with the thermodynamic parameters calculated [34].

Table 2. Time of the maximum percentage of the drug released as a function of the temperature.

System Temperatures (◦C/K) % Release Time (h)

PVA Films

25/298 79.27 ± 1.60 120
32/305 82.10 ± 0.92 120
37/310 82.30 ± 1.21 120
45/318 84.32 ± 0.70 120

PVA Fibers

25/298 91.19 ± 0.92 96
32/305 95.23 ± 0.61 72
37/310 96.24 ± 1.05 72
45/318 97.05 ± 0.35 72

PLA Films

25/298 3.11 ± 0.61 96
32/305 3.31 ± 0.35 96
37/310 3.52 ± 0.35 96
45/318 4.12 ± 0.35 72

PLA Fibers

25/298 10.18 ± 0.61 48
32/305 10.38 ± 0.35 48
37/310 10.38 ± 0.31 48
45/318 14.02 ± 0.12 48

A possible explanation for the lower release profiles of the AmB from systems constituted by
PLA when compared to those with PVA, in addition to the already mentioned hydrophobicity of PLA,
could be a greater interaction of the drug with the polymer. It could be hypothesized that a possible
interaction of AmB with PLA-chloroform may occur during the production of the system, leading to
a greater drug-polymer interaction, thus hindering the further dissolution of AmB.
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2.6. Mathematical Models of Releasing Kinetics

The results obtained from the modeling (adjusted-R2 and RMSE) for each system evaluated at
the specific temperatures, as well as their respective constant rates are shown in Table 3. The kinetic
release profile presented by the electrospinning systems (PVA and PLA fibers) at all temperatures were
better fitted by the Peppas–Sahlin model (Figure 8a,b), which explains that drug release occurs through
coupling of the Fickian diffusion phenomena and the transition of the polymer from a semi-rigid to
a flexible state, generating a relaxation of the polymer chains. The application of this model allows
the estimation (Mathematical modeling (M)) of each of these mechanisms in the drug release process
through the constants k1 and k2. Once k1 > k2, the Fickian diffusion is the major factor in drug
release. However, when k2 > k1, the relaxation of the polymer chains is the predominant step [20].
The experimental data reveal predominance of the diffusion (positive values for k1) relative to the
relaxation of the polymeric chains (Table 3).

Table 3. Adjustment of the mathematical model to the kinetic data and the in vitro release rate constants
of the process according to the temperature variation.

SYSTEM Temperature
(◦C/K)

Mathematical
Model Equation R2 Adjusted RMSE Constants

PVA Films

25/298
Higuchi F = KH × t0.5

0.91 6.34 KH = 7.19 (min) −0.5

32/305 0.93 6.10 KH = 7.38 (min) −0.5

37/310 0.92 6.53 KH = 7.52 (min) −0.5

45/318 Peppas–Sahlin F = k1 × tm + k2 × t2m 0.98 3.13 k1 =18.85/k2 = −1.05

PVA Fibers

25/298

Peppas–Sahlin F = k1 × tm + k2 × t2m

0.98 3.65 k1 =29.21/k2 = −1.86

32/305 0.97 4.70 k1 = 30.13/k2 = −2.33

37/310 0.97 4.91 k1 = 31.01/k2 = −2.40

45/318 0.95 6.05 k1 = 32.08/k2 = −2.50

PLA Films

25/298 – – – – –

32/305

Higuchi F = KH × t0.5

0.87 0.56 KH = 0.34 (min) −0.5

37/310 0.85 0.67 KH = 0.38 (min) −0.5

45/318 0.90 0.55 KH = 0.43 (min) −0.5

PLA Fibers

25/298

Peppas–Sahlin F = k1 × tm + k2 × t2m

0.72 2.40 k1 = 3.05/k2 = −0.267

32/305 0.73 1.77 k1 = 3.58/k2 = −0.279

37/310 0.75 1.78 k1 = 4.03/k2 = −0.28

45/318 0.82 1.95 k1 = 4.79/k2 = −0.38

For the PLA films, the release model with the best fit was the one proposed by Higuchi (Figure 8c).
This model explains that the drug release process occurs only through Fickian diffusion and is
commonly found in systems with hydrophobic constituents [20]. Since in this type of system, the water
intake is limited and, therefore, the hydrolysis process significantly slow, the drug diffusion is the
only mechanism to explain the AmB release from the PLA films in the studied conditions. For this
system, the curve experimentally obtained at 25 ◦C did not provide a significant slope for its further
mathematical modeling. Thus, the data modelling was not possible. However, due to the results
obtained at the higher temperatures for the same system, it is possible to hypothesize that the AmB
release may also occur by Fickian diffusion.

PVA films are hydrophilic polymeric structures in which the water is able to easily permeate,
leading to the swelling of the matrix. At temperatures of 25, 32 and 37 ◦C, this system had the AmB
release majorly determined by a Fickian diffusion process, which was best fitted by the Higuchi model.
However, at 45 ◦C, the system showed a different dissolution profile, and the data were best fitted by
the Peppas–Sahlin model (Figure 8d). The diffusion constant (k1) was higher than the chain relaxation
constant (k2), which might mean that this increase in temperature caused a relaxation of the PVA chains
(Transport Case II) that could have significantly influenced the drug release.
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2.7. Thermodynamic Parameters

The analysis of the drug kinetics release at different temperatures proposed in this study allowed
the application of a thermodynamic approach to its evaluation. Therefore, it was possible to determine
the activation energy (Ea) for the AmB release process in which high Ea values indicated that
a greater amount of energy was needed to move the drug from the polymer matrix to the dissolution
medium [35].

Among the PVA-based systems, fibers had a higher Ea when compared to films,
3.677 ± 0.074 kJ·mol−1 and 2.032 ± 0.066 kJ·mol−1, respectively. This is probably the result of the
electrospinning process, which leads to the formation of an air surface layer over the porous structure
(Figure 4), then requiring more energy for wetting to occur and to trigger the drug release process [36].
In contrast, among the PLA systems, films showed higher Ea, equivalent to 12.908 ± 1.475 kJ·mol−1,
which corroborates the lower wettability observed. The PLA fibers, despite the packaging promoted
during the electrospinning [37], presented polymer unpacking in the dissolution medium, resulting in
a small contact surface and, consequently, a smaller Ea (1.763 ± 0.017 kJ·mol−1) to start the releasing
process compared to the PLA films.

To calculate other thermodynamic parameters, the Eyring equation was used [38]. It is important
to note that changes in the thermodynamic parameters also represent changes in the drug release
behavior, which are, at least, under the influence of the surrounding environment, the type of
polymer and the type of system. An enthalpy change between the four formulations may be the
result of a change in the behavior of any of these component factors [39]. Additionally, the ∆H
calculated suggests that all systems presented release processes of an endothermic nature (∆H > 0) [34].
This assumption is in accordance with the results found in the experimental data, where there was
an increase in the drug release when the temperature was higher, revealing that the release requires
heat to occur. Furthermore, the systems’ entropy was negative (∆S < 0), which characterizes a decrease
in the system disorder, once the drug diffuses in the medium to try to reach an equilibrium between
the amount inside and outside of the drug delivery [34].

The thermodynamic of the reaction process is correlated to the variations in the ∆G, the most
important thermodynamic parameter associated with the release kinetics [40]. Furthermore, ∆G reveals
the spontaneity of the process when a negative value is calculated for this parameter [41]. In this context,
all systems had a positive free energy (∆G > 0), which features a non-spontaneous natural process.
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The thermodynamic data corroborate the findings of the release kinetic study, showing that
systems that had higher percentages of drug release were those with the lowest free energy values.
Indeed, the PLA film was the system that showed the greatest release limitation and, at the end,
showed the highest values for the Gibbs free energy parameter. On the other hand, the PVA fibers
had lower experimental ∆G values, indicating that the more free energy a process has, the greater
the system's difficulty to release the drug from the polymeric matrix. The thermodynamic data
obtained are summarized in Table 4, for all evaluated systems. For the PVA films, these parameters
were obtained only for the first three evaluated temperatures in which the release mechanism was
maintained. This was due to the fact that at 45 ◦C, the system changed its release behavior, and thus,
it was not possible to determine the transition activation energy of the process.

Table 4. Activation energy and thermodynamic parameters of the Amphotericin B release process.

System Activation Energy
(Ea, kJ·mol−1)

Enthalpy
(∆H, kJ·mol−1)

Entropy
(∆S, J/(kg·K)) Gibbs Free Energy (∆G)

PVA Films 2.032 ± 0.066 0.600 ± 0.015 −0.2282 ± 0.001

Temperature (K) ∆G (kJ·mol−1)

298 68.609 ± 0.455
305 70.207 ± 0.467
310 71.349 ± 0.474
318 -

PVA Fibers 3.677 ± 0.074 1.162 ± 0.036 −0.2130 ± 0.001

Temperature (K) ∆G (kJ·mol−1)

298 64.612 ± 0.027
305 66.106 ± 0.028
310 67.171 ± 0.028
318 68.877 ± 0.028

PLA Films 12.908 ± 1.475 10.961 ± 0.170 −0.2177 ± 0.001

Temperature (K) ∆G (kJ·mol−1)

298 -
305 77.344 ± 0.344
310 78.466 ± 0.350
318 80.241 ± 0.332

PLA Fibers 1.763 ± 0.017 15.214 ± 0.284 −0.1849 ± 0.001

Temperature (K) ∆G (kJ·mol−1)

298 70.440 ± 0.547
305 71.635 ± 0.412
310 72.560 ± 0.414
318 74. 040 ± 0.418

The overall results show that the relationship to overcome the enthalpy barrier (Ea) is PLA-film
> PLA-fiber > PVA-film > PVA-fiber (Figure 9). From this study, it can be suggested that changes in
the structural and the constitutive parameters of the pharmaceutical dosage forms induce synergistic
changes for the system as a whole. Indeed, these changes are related not only to the drug release
behavior, but also to the polymer nature, its molecular organization and the dissolution medium. It can
be hypothesized that a change in the enthalpy between both formulations may be the result of a change
in the behavior of any factor, concerning the composition and the geometry of the system. In this case,
it was observed that a different interaction may exist between systems of similar composition that
differ only in their geometrical organization.
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3. Materials and Methods

3.1. Materials

Poly (vinyl alcohol) (98% hydrolysis degree, Mw 13,000–23,000 g/mol) and methanol came
from Sigma-Aldrich®, St. Louis, MO, USA. Poly(lactic acid) (Mw 200,000 g/mol) was a donation
from Natureworks, Minnetonka, MN, USA. Dimethylsulfoxide, glutaraldehyde (aqueous solution
25% (v/v)), sodium chloride (Pro Analyses), dibasic sodium phosphate (P.A.) and chloroform were
purchased from Vetec® Química Fina, Brazil. Potassium chloride (P.A.) was procured from Isofar,
Brazil. Monobasic potassium phosphate (P.A.) was from Reagen, Brazil. Anforicin B (the amphotericin
micellar system) was from Cristália (Itapira, São Paulo, Brazil), and amphotericin B drug powder
(AmB) was purchased from Indofine Chemical Company, Inc. (Hillsborough, NJ, USA).

3.2. Methods

3.2.1. Development of Polymeric Systems

PVA Films

PVA films were prepared using the casting approach with a few modifications [42]. Briefly,
PVA powder was accurately weighed, introduced in water and completely dissolved at 90 ◦C for
15 min to form a 10% (w/v) solution. The obtained solution was cooled slowly at room temperature
under magnetic stirring. Moreover, the pH was adjusted to 2.0 with HCl 1M, and an amount of
glutaraldehyde was added to obtain a concentration of 26 mM. Afterwards, the AmB was added to
achieve a 10% (w/v) solution, followed by ultrasound bath for 10 min. The cross-linking reaction was
carried out for 16 h in a polyethylene dish (diameter of 5.5 cm). The system was, then, dried at room
temperature and protected from light.

PVA Fibers

The PVA fibers were prepared using the electrospinning technique [37]. Briefly, PVA powder
was accurately weighed, introduced in water and completely dissolved at 90 ◦C for 15 min to achieve
a 10% (w/v) solution. Afterwards, Fungizone® was added to the PVA solution to achieve a 5% (w/v)
solution. The electrospinning was carried out by means of a high voltage power supply (Model
PS/FC60P02.0-11, Glassman High Voltage Inc., High Bridge, NJ, USA) and a digital controlled syringe
pump (Model 100, KD, Scientific Inc., Holliston, MA, USA). Electrospinning parameters such as
distance from the needle to the collection plate, voltage and flow rate were fixed at 12 cm, 17.5 kV and
0.5 mL/h, respectively.

PLA Films

Similar to the PVA film production, the PLA films were prepared using the casting approach.
PLA was accurately weighed and dissolved in chloroform for 45 min by magnetic stirring to generate
a 10% (w/v) solution. Afterwards, Fungizone® was added to the PLA solution to form a 1.32% (w/v)
solution, followed by ultrasound bath for 10 min. The solution was placed for 10 h in a glass dish
(diameter of 5.5 cm). The films were dried at room temperature, protected from light.

PLA Fibers

As for the PVA fibers, PLA fibers were prepared using the electrospinning technique [37].
The PLA was accurately weighed and dissolved in chloroform for 45 min to produce a 15% (w/v)
solution. Afterwards, Fungizone® was added to the PLA solution to achieve a 1.32% (w/v) solution.
The electrospinning was carried out by means of a high voltage power supply (Model PS/FC60P02.0-11,
Glassman High Voltage Inc., NJ, USA) and a digital controlled syringe pump (Model 100, KD, Scientific
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Inc., Holliston, MA, USA). Electrospinning parameters such as distance from the needle to the collection
plate, voltage and flow rate were fixed at 12 cm, 17.5 kV and 0.5 mL/h, respectively.

3.2.2. Factorial Design and Statistical Analysis of the Systems

A 22 full factorial design (Table 5) was used to evaluate the influence of two major factors: the
polymeric composition of the matrix (PVA as a hydrophilic polymer and PLA as a hydrophobic one,
respectively) and the geometry of the system (films with planar geometry and fibers with cylindrical
geometry). Statistical analyses were performed using the GraphPad Prism 5.03 software (GraphPad®

Software, San Diego, CA, USA). Initially, the Shapiro–Wilk test was used to evaluate the normal
distribution data, followed by the Bartlett test to evaluate the homogeneity of the variances. Finally,
differences between the mean values were evaluated by applying the analysis of variance (ANOVA),
and the differences between means were considered statistically significant when the p-value wasless
than 0.05.

Table 5. Factorial design used on the production of the polymeric systems.

Factor Level (−1) Level (+1)

Geometry Film Fiber
Composition PLA PVA

3.2.3. Scanning Electron Microscopy

SEM analyses were performed by JEOL JSM-5610 LV Scanning Electron Microscope
(JEOL USA, Inc., Tokyo, Japan) to evaluate the morphology of the systems. The systems were placed
on a carbon tape fixed on a stainless steel sample holder. Then, the samples were metalized with
gold by the sputtering process. Analyses were performed using an acceleration voltage up to 30 kV.
The electrospinning systems had their average diameter calculated by the Software 1.46r ImageJ
(National Institutes of Health, Bethesda, MD, USA).

3.2.4. Superficial Wettability

Surface wettability of the systems was determined by measuring the static contact angle of a water
droplet using a goniometer coupled to a horizontal microscope (KSV CAM 200 Optical Tensiometer,
KSV Instruments, Västra Frölunda, Sweden). Measurements were made at room temperature (22 ◦C)
with relative air humidity varying from 40% to 50%.

3.2.5. Drug Entrapment Efficiency

The amount of AmB entrapped into the system was measured with an analytical method
previously validated. For drug extraction, 1 mg of each system was transferred to 3 mL of dimethyl
sulfoxide (DMSO) and submitted to an ultrasound bath (USC-1800A-UNIQUE, UNIQUE, Indaiatuba,
São Paulo, Brazil) for 15 min at room temperature. Moreover, the samples were analyzed by UV-Vis
spectrophotometry (Libra S32 UV/Vis Spectrophotometer, Biochrom Ltd, Cambridge, UK) at the
wavelength of 416 nm. Drug concentrations were calculated from the obtained absorbance value using
an analytical curve of AmB in DMSO, previously developed (y = 97x + 0.01, R2 = 0.9998, “where y
stands for the absorbance value, while x is AmB concentration”).

3.2.6. Kinetic Release Assay

Once the amounts of drug loading of the systems were different (5 for PVA and 1.32 for PLA),
the kinetics release assays were performed using fragments of the films or the fibers containing a total
nominal amount of 125 µg of AmB, which represents 100% in the future calculations to produce the
kinetics release profile. The systems were placed into a recipient with 25 mL of a Phosphate-Buffered
Saline (PBS):methanol (80:20 v/v) mixture. These samples were incubated, under the temperatures



Materials 2017, 10, 651 14 of 18

of 25, 32, 37 and 45 ◦C and a tangential agitation at 100 rpm (TE-420-TECNAL, TECNAL, Piracicaba,
São Paulo, Brazil). These temperatures cover a range of temperatures necessary for a good evaluation
of the delivery system, the average of the human body temperature (from 32 to 37 ◦C), the room
temperature (25 ◦C) and the temperature for predicting hyperthermia (45 ◦C) [5]. Aliquots were
collected at specific times (1, 2, 3, 4, 5, 6, 10, 24, 48, 72, 96 and 120 h) and analyzed by UV-Vis
spectrophotometry (Libra S32 UV/Vis Spectrophotometer, Biochrom Ltd, Cambridge, UK) at the
wavelength of 409 nm. Drug concentrations were calculated from the absorbance value obtained using
an analytical curve of AmB in PBS:methanol (80:20 v/v) previously developed (y = 0.033x + 0.0062,
R2 = 0.9964).

3.2.7. Mathematical Modeling of the Kinetics Release

The drug release data of the systems were modeled using the Excel®(Microsoft, Santa Rosa, CA,
USA) Add-In-DDSolver [19], followed by the testing of the main mathematical models of dissolution
(Table 6) along with the respective equations and parameters. The percentage of the drug released
during the dissolution process was evaluated as a function of time and applied to mathematical models.
The adjusted coefficient of determination (adjusted-R2) was used to compare the adjustment of the
theoretical models to the experimental data. When comparing models with different numbers of
parameters, the R2 tends to increase when the number of parameters increases [20]. The adjusted-R2

can be calculated from Equation (A1). The nearer to the unit this value is, the better the adjustment of
the model to the data. Differently from the adjusted-R2, the square Root Mean Squared Error (RMSE)
evaluates the difference between the values observed experimentally and those adjusted by the model,
according to Equation (A2). The smaller the RMSE, the better the adjustment of the experimental data
to the model. Thus, the model that better describes the experimental data will be the one that presents
the biggest adjusted-R2 and the smaller RMSE.

Table 6. Mathematical models of the kinetics release.

Dissolution Mathematical Model Equation Parameter (s)

Zero Order F = k0 × t k0
(1)

First Order F = 100×
(

1− e−k1×t
)

k1
(2)

Higuchi F = KH × t0.5 KH
(3)

Korsmeyer–Peppas F = kKP × tn kKP
(4), n(5)

Hopfenberg F = 100× [1− (kHB × t)n]. kHB
(6), n(7)

Baker–Lonsdale 2/3 × [1− (1− F/100)2/3]− F/100 = kBL × t kBL
(8)

Peppas–Sahlin F = k1 × tm + k2 × t2m k1
(9), k2

(10), m(11)

(1) The zero-order release constant; (2) the first-order release constant; (3) the Higuchi release constant; (4) the release
constant incorporating structural and geometric characteristics of the drug-dosage form; (5) the diffusional exponent
indicating the drug-release mechanism; (6) the combined constant in the Hopfenberg model kHB = k0/(C0 × a0),
where k0 is the erosion rate constant; C0 = the initial concentration of the drug in the matrix; and a0= the initial radius
for a sphere or cylinder structure or the half thickness for a slab; (7) n = 1, 2 and 3 for a slab, cylinder and sphere
structure, respectively; (8) the combined constant in the Bakerd sphere structure kBL =

[
3 × D× Cs/(r2

0 × C0
)
],

where D is the diffusion coefficient, Cs is the saturation solubility, r0 is the initial radius for a sphere or cylinder
structure or the half-thickness for a slab and C0 is the initial drug loading in the matrix; (9) the constant related to
the Fickian kinetics; (10) the constant related to Case II relaxation kinetics; (11) the diffusional exponent.

3.2.8. Thermodynamic Parameters

The performance of the release kinetics assays at different temperatures for all systems, in triplicate,
allowed us to calculate the thermodynamic parameters. The activation energy (Ea) was calculated
by the Arrhenius equation (Equation (A3)), in which Ea is the activation energy (kJ·mol−1), K0 is the
Arrhenius constant, k2 is the reaction constant, Rg is the universal gas constant (8314 J·mol−1·K−1)
and T is the absolute temperature (Kelvin). The changes in the thermodynamic activation parameters,
the Gibbs free energy (∆G*), the enthalpy (∆H*) and the entropy (∆S*) were calculated using the Eyring
equation (Equation (A4)) where Kb and h are the Boltzmann (Rg/N, 1.38 × 10−23 J mol−1 K−1) and
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Planck (6.62 × 10−34 J s−1) constants, respectively [19]. The relationship between the activation Gibbs
free energy, the enthalpy and the entropy obeys Equation (A5) [43].

4. Conclusions

Different polymeric systems showed different AmB release profiles, with the PVA fiber system
being the one with the highest percentage of drug released. The adjustment of the experimental data to
the mathematical models showed that the spinning systems follow the Peppas–Sahlin model. Among
the systems with film structure, both the PVA and the PLA fit the Higuchirelease model. However,
PVA films underwent a transition mechanism in most of the evaluated temperatures, thus following
the Peppas–Sahlin model. Regarding the thermodynamic data, the activation energy showed a close
correlation to the systems’ wettability and the drug release kinetics. Other thermodynamic parameters
such as enthalpy, entropy and free energy also agreed with and corroborated the kinetic data obtained
for all evaluated systems. The ∆G were different for all studied systems, which shows that the AmB
release was hindered, depending on the organization of the polymer chains and the hydrophobicity
of the polymer used. The variation of unfavorable free energy was in line with the action of the
sustained release of the product. Additionally, for a specific polymer, changes in the sample processing
significantly altered the drug release rate; however, the mathematical model remained the same.
Finally, this manuscript shows the utmost importance of the use of different temperatures on the drug
release assays. Indeed, a short variation in this parameter can cause a change in the drug release kinetic
profile. In in vivo situations, in which some of the temperatures used in this work might be present,
the pharmacological response of the drug might be affected, as a slower or faster release would change
the drug plasmatic concentrations.
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Appendix A

Equation List

Equation (A1): Determination of the adjusted determination coefficient (R2 adjusted), where nd is
the number of analyzed data and p the number of parameters.

R2
adjusted = 1−

(
11R2

)
× (nd − 1)

(nd − p)
(A1)

Equation (A2): Determination of the mean square error root, where yexp and ycalc, respectively,
are the value obtained experimentally and the value calculated by the model, and nd is the number of
analyzed data.

√
MSE =

√
∑
(
yexp − ycalc

)2

nd
(A2)

Equation (A3): Arrhenius equation, where Ea is the activation energy (kJ·mol−1), Rg is the
universal gas constant (8314 J/mol·K), T is the temperature (Kelvin), K0 is the Arrhenius constant and
K2 is the constant of the reaction.

lnK2 = lnK0 −
Ea

Rg
× 1

T
(A3)



Materials 2017, 10, 651 16 of 18

Equation (A4): Eyring Equation, where Kb is the Boltzma constant, h is the Plank constant, Rg is
the universal gas constant, K2 is the reaction constant and T is the temperature (Kelvin).

ln
(

K2

T

)
=

[
ln
(

Kb
h

)
+

∆S
Rg

]
− ∆H

Rg
× 1

T
(A4)

Equation (A5): Gibbs free energy equation, which relates the enthalpy (∆H), entropy (∆S) and
temperature (T).

∆G = ∆H − T × ∆S (A5)

Equation (A6): Statistical model designed for the release of Amphotericin B (AmB) correlating
both factors (A) geometry and (B) system composition.

AmB released = 47.51 + 4.8A + 41.06B + 1.67AB (A6)

References

1. Narasimhan, B. Mathematical models describing polymer dissolution: Consequences for drug delivery.
Adv. Drug Deliv. Rev. 2001, 48, 195–210. [CrossRef]

2. Siepmann, J.; Siepmann, F. Mathematical modeling of drug dissolution. Int. J. Pharm. 2013, 453, 12–24.
[CrossRef] [PubMed]

3. Lennernas, H.; Abrahamsson, B. The use of biopharmaceutic classification of drugs in drug discovery and
development: Current status and future extension. J. Pharm. Pharmacol. 2005, 57, 273–285. [CrossRef]
[PubMed]

4. Avdeef, A. Physicochemical profiling (solubility, permeability and charge state). Curr. Top. Med. Chem.
2001, 1, 277–351. [CrossRef] [PubMed]

5. Beg, S.; Swain, S.; Rizwan, M.; Irfanuddin, M.; Malini, D.S. Bioavailability enhancement strategies: Basics,
formulation approaches and regulatory considerations. Curr. Drug Deliv. 2011, 8, 691–702. [CrossRef]
[PubMed]

6. Stella, V.J.; Nti-Addae, K.W. Prodrug strategies to overcome poor water solubility. Adv. Drug Deliv. Rev.
2007, 59, 677–694. [CrossRef] [PubMed]

7. Liechty, W.B.; Kryscio, D.R.; Slaughter, B.V.; Peppas, N.A. Polymers for drug delivery systems. Annu. Rev.
Chem. Biomol. Eng. 2010, 1, 149–173. [CrossRef] [PubMed]

8. Kiryukhin, M.V. Active drug release systems: Current status, applications and perspectives.
Curr. Opin. Pharmacol. 2014, 18, 69–75. [CrossRef] [PubMed]

9. Grund, S.; Bauer, M.; Fischer, D. Polymers in drug delivery—State of the art and future trends.
Adv. Eng. Mater. 2011, 13, B61–B87. [CrossRef]

10. Kaunisto, E.; Marucci, M.; Borgquist, P.; Axelsson, A. Mechanistic modelling of drug release from
polymer-coated and swelling and dissolving polymer matrix systems. Int. J. Pharm. 2011, 418, 54–77.
[CrossRef] [PubMed]

11. Lao, L.L.; Peppas, N.A.; Boey, F.Y.; Venkatraman, S.S. Modeling of drug release from bulk-degrading
polymers. Int. J. Pharm. 2011, 418, 28–41. [CrossRef] [PubMed]

12. Anseth, K.S.; Bowman, C.N.; Brannon-Peppas, L. Mechanical properties of hydrogels and their experimental
determination. Biomaterials 1996, 17, 1647–1657. [CrossRef]

13. Natarajan, J.V.; Nugraha, C.; Ng, X.W.; Venkatraman, S. Sustained-release from nanocarriers: A review.
J. Control. Release 2014, 193, 122–138. [CrossRef] [PubMed]

14. Barbanti, S.H.; Zavaglia, C.A.C.; Duek, E.A.R. Polímeros bioreabsorvíveis na engenharia de tecidos. Polímeros
2005, 15, 13–21. [CrossRef]

15. De Souza Costa, E., Jr.; Mansur, H.S. Preparação e caracterização de blendas de quitosana/poli (álcool
vinílico) reticuladas quimicamente com glutaraldeído para aplicação em engenharia de tecido. Quím. Nova
2008, 31, 1460–1466. [CrossRef]

16. Hassan, C.M.; Peppas, N.A. Structure and applications of poly(vinyl alcohol) hydrogels produced by
conventional crosslinking or by freezing/thawing methods. In Biopolymers PVA Hydrogels, Anionic
Polymerisation Nanocomposites; Springer: Berlin/Heidelberg, Germany, 2000; pp. 37–65.

http://dx.doi.org/10.1016/S0169-409X(01)00117-X
http://dx.doi.org/10.1016/j.ijpharm.2013.04.044
http://www.ncbi.nlm.nih.gov/pubmed/23618956
http://dx.doi.org/10.1211/0022357055263
http://www.ncbi.nlm.nih.gov/pubmed/15807982
http://dx.doi.org/10.2174/1568026013395100
http://www.ncbi.nlm.nih.gov/pubmed/11899112
http://dx.doi.org/10.2174/156720111797635504
http://www.ncbi.nlm.nih.gov/pubmed/21864253
http://dx.doi.org/10.1016/j.addr.2007.05.013
http://www.ncbi.nlm.nih.gov/pubmed/17628203
http://dx.doi.org/10.1146/annurev-chembioeng-073009-100847
http://www.ncbi.nlm.nih.gov/pubmed/22432577
http://dx.doi.org/10.1016/j.coph.2014.09.010
http://www.ncbi.nlm.nih.gov/pubmed/25265597
http://dx.doi.org/10.1002/adem.201080088
http://dx.doi.org/10.1016/j.ijpharm.2011.01.021
http://www.ncbi.nlm.nih.gov/pubmed/21256939
http://dx.doi.org/10.1016/j.ijpharm.2010.12.020
http://www.ncbi.nlm.nih.gov/pubmed/21182912
http://dx.doi.org/10.1016/0142-9612(96)87644-7
http://dx.doi.org/10.1016/j.jconrel.2014.05.029
http://www.ncbi.nlm.nih.gov/pubmed/24862321
http://dx.doi.org/10.1590/S0104-14282005000100006
http://dx.doi.org/10.1590/S0100-40422008000600034


Materials 2017, 10, 651 17 of 18

17. Ramot, Y.; Haim-Zada, M.; Domb, A.J.; Nyska, A. Biocompatibility and safety of pla and its copolymers.
Adv. Drug Deliv. Rev. 2016, 107, 153–162. [CrossRef] [PubMed]

18. Rowe, R.C.; Sheskey, P.J.; Quinn, M.E.; Press, P. Handbook of Pharmaceutical Excipients; Pharmaceutical Press:
London, UK, 2009; Volume 6.

19. Zhang, Y.; Huo, M.; Zhou, J.; Zou, A.; Li, W.; Yao, C.; Xie, S. DDsolver: An add-in program for modeling and
comparison of drug dissolution profiles. AAPS J. 2010, 12, 263–271. [CrossRef] [PubMed]

20. Costa, P.; Lobo, J.M.S. Modeling and comparison of dissolution profiles. Eur. J. Pharm. Sci. 2001, 13, 123–133.
[CrossRef]

21. Higuchi, W.I. Diffusional models useful in biopharmaceutics. Drug release rate processes. J. Pharm. Sci.
1967, 56, 315–324. [CrossRef]

22. Korsmeyer, R.W.; Gurny, R.; Doelker, E.; Buri, P.; Peppas, N.A. Mechanisms of solute release from porous
hydrophilic polymers. Int. J. Pharm. 1983, 15, 25–35. [CrossRef]

23. Peppas, N.A.; Sahlin, J.J. A simple equation for the description of solute release. III. Coupling of diffusion
and relaxation. Int. J. Pharm. 1989, 57, 169–172. [CrossRef]

24. Hopfenberg, H. Controlled Release Polymeric Formulations; American Chemical Society: Washington, DC,
USA, 1976.

25. Dash, S.; Murthy, P.N.; Nath, L.; Chowdhury, P. Kinetic modeling on drug release from controlled drug
delivery systems. Acta Pol. Pharm. 2010, 67, 217–223. [PubMed]

26. Maria, G.; Luta, I. Precautions in using global kinetic and thermodynamic models for characterization of
drug release from multivalent supports. Chem. Pap. 2011, 65, 542–552. [CrossRef]

27. Aragon, D.M.; Rosas, J.E.; Martinez, F. Relationship between the solution thermodynamic properties of
naproxen in organic solvents and its release profiles from PLGA microspheres. J. Microencapsul. 2013, 30,
218–224. [CrossRef] [PubMed]

28. Hartsel, S.; Bolard, J. Amphotericin B: New life for an old drug. Trends Pharmacol. Sci. 1996, 17, 445–449.
[CrossRef]

29. Kayser, O.; Olbrich, C.; Yardley, V.; Kiderlen, A.F.; Croft, S.L. Formulation of Amphotericin B as
nanosuspension for oral administration. Int. J. Pharm. 2003, 254, 73–75. [CrossRef]

30. Hamill, R.J. Amphotericin b formulations: A comparative review of efficacy and toxicity. Drugs 2013, 73,
919–934. [CrossRef] [PubMed]

31. Torrado, J.J.; Espada, R.; Ballesteros, M.P.; Torrado-Santiago, S. Amphotericin b formulations and drug
targeting. J. Pharm. Sci. 2008, 97, 2405–2425. [CrossRef] [PubMed]

32. Yuan, Y.; Lee, T.R. Contact angle and wetting properties. In Surface Science Techniques; Bracco, G., Hols, B.,
Eds.; Springer Series: Berlin, Germany, 2013; p. 663.

33. Buckton, G. The role of compensation analysis in the study of wettability, solubility, disintegration and
dissolution. Int. J. Pharm. 1990, 66, 175–182. [CrossRef]

34. Vasiliu, S.; Bunia, I.; Racovita, S.; Neagu, V. Adsorption of cefotaxime sodium salt on polymer coated ion
exchange resin microparticles: Kinetics, equilibrium and thermodynamic studies. Carbohydr. Polym. 2011, 85,
376–387. [CrossRef]

35. Xu, W.; Yang, Y. Drug release and its relationship with kinetic and thermodynamic parameters of drug
sorption onto starch acetate fibers. Biotechnol. Bioeng. 2010, 105, 814–822. [CrossRef] [PubMed]

36. Zhang, W.; Zhang, Z.; Wang, X. Investigation on surface molecular conformations and pervaporation
performance of the poly(vinyl alcohol) (PVA) membrane. J. Colloid Interface Sci. 2009, 333, 346–353. [CrossRef]
[PubMed]

37. Ghorani, B.; Tucker, N. Fundamentals of electrospinning as a novel delivery vehicle for bioactive compounds
in food nanotechnology. Food Hydrocoll. 2015, 51, 227–240. [CrossRef]

38. Laidler, K.J.; King, M.C. Development of transition-state theory. J. Phys.Chem. 1983, 87, 2657–2664. [CrossRef]
39. Efentakis, M.; Buckton, G. Modelling drug release from hydrophobic matrices by use of thermodynamic

activation parameters. Int. J. Pharm. 1990, 60, 229–234. [CrossRef]
40. Tapia, C.; Buckton, G.; Newton, J.M. Factors influencing the mechanism of release from sustained release

matrix pellets, produced by extrusion/spheronisation. Int. J. Pharm. 1993, 92, 211–218. [CrossRef]
41. Ferrero, C.; Massuelle, D.; Doelker, E. Towards elucidation of the drug release mechanism from compressed

hydrophilic matrices made of cellulose ethers. II. Evaluation of a possible swelling-controlled drug release
mechanism using dimensionless analysis. J. Control. Release 2010, 141, 223–233. [CrossRef] [PubMed]

http://dx.doi.org/10.1016/j.addr.2016.03.012
http://www.ncbi.nlm.nih.gov/pubmed/27058154
http://dx.doi.org/10.1208/s12248-010-9185-1
http://www.ncbi.nlm.nih.gov/pubmed/20373062
http://dx.doi.org/10.1016/S0928-0987(01)00095-1
http://dx.doi.org/10.1002/jps.2600560302
http://dx.doi.org/10.1016/0378-5173(83)90064-9
http://dx.doi.org/10.1016/0378-5173(89)90306-2
http://www.ncbi.nlm.nih.gov/pubmed/20524422
http://dx.doi.org/10.2478/s11696-011-0041-2
http://dx.doi.org/10.3109/02652048.2012.717114
http://www.ncbi.nlm.nih.gov/pubmed/23369165
http://dx.doi.org/10.1016/S0165-6147(96)01012-7
http://dx.doi.org/10.1016/S0378-5173(02)00686-5
http://dx.doi.org/10.1007/s40265-013-0069-4
http://www.ncbi.nlm.nih.gov/pubmed/23729001
http://dx.doi.org/10.1002/jps.21179
http://www.ncbi.nlm.nih.gov/pubmed/17893903
http://dx.doi.org/10.1016/0378-5173(90)90397-M
http://dx.doi.org/10.1016/j.carbpol.2011.02.039
http://dx.doi.org/10.1002/bit.22594
http://www.ncbi.nlm.nih.gov/pubmed/19882717
http://dx.doi.org/10.1016/j.jcis.2009.01.058
http://www.ncbi.nlm.nih.gov/pubmed/19249794
http://dx.doi.org/10.1016/j.foodhyd.2015.05.024
http://dx.doi.org/10.1021/j100238a002
http://dx.doi.org/10.1016/0378-5173(90)90076-G
http://dx.doi.org/10.1016/0378-5173(93)90282-K
http://dx.doi.org/10.1016/j.jconrel.2009.09.011
http://www.ncbi.nlm.nih.gov/pubmed/19766681


Materials 2017, 10, 651 18 of 18

42. Cano, A.I.; Cháfer, M.; Chiralt, A.; González-Martínez, C. Physical and microstructural properties of
biodegradable films based on pea starch and PVA. J. Food Eng. 2015, 167, 59–64. [CrossRef]

43. Fil, B.A.; Yilmaz, M.T.; Bayar, S.; Elkoca, M.T. Investigation of adsorption of the dyestuff astrazon red violet
3rn (basic violet 16) on montmorillonite clay. Braz J. Chem. Eng. 2014, 31, 171–182. [CrossRef]

© 2017 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
article distributed under the terms and conditions of the Creative Commons Attribution
(CC BY) license (http://creativecommons.org/licenses/by/4.0/).

http://dx.doi.org/10.1016/j.jfoodeng.2015.06.003
http://dx.doi.org/10.1590/S0104-66322014000100016
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Results and Discussion 
	Production of Systems 
	Scanning Electron Microscopy 
	Superficial Wettability 
	Evaluation of the AmB Content in the Systems 
	AmB Kinetics Release Profile 
	Mathematical Models of Releasing Kinetics 
	Thermodynamic Parameters 

	Materials and Methods 
	Materials 
	Methods 
	Development of Polymeric Systems 
	Factorial Design and Statistical Analysis of the Systems 
	Scanning Electron Microscopy 
	Superficial Wettability 
	Drug Entrapment Efficiency 
	Kinetic Release Assay 
	Mathematical Modeling of the Kinetics Release 
	Thermodynamic Parameters 


	Conclusions 
	

