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Abstract: Alginate-based composite sponges were developed as carriers to prolong the gastric
retention time and controlled release of curcumin-loaded self-microemulsifying drug delivery systems
(Cur-SMEDDS). Liquid Cur-SMEDDS was incorporated into a solution made up of a mixture of
polymers and converted into a solid form by freeze-drying. The ratio of alginate as the main polymer,
adsorbent (colloidal silicon dioxide), and additional polymers—sodium carboxymethyl cellulose
(SCMC), hydroxypropyl methylcellulose (HPMC)—was varied systematically to adjust the drug
loading and entrapment efficiency, sponge buoyancy, and the release profile of Cur-SMEDDS. The
optimum composite sponge was fabricated from a 4% alginate and 2% HPMC mixed solution.
It immediately floated on simulated gastric fluid (SGF, pH 1.2) and remained buoyant over an 8 h
period. The formulation exhibited an emulsion droplet size of approximately 30 nm and provided
sustained release of Cur-SMEDDS in SGF, reaching 71% within 8 h compared with only 10% release
from curcumin powder. This study demonstrates the potential of alginate-based composite sponges
combined with self-microemulsifying formulations for gastroretention applications involving poorly
soluble compounds.
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1. Introduction

Curcumin, a natural polyphenol derived from the rhizome of turmeric (Curcuma longa Linn.),
has been widely used in traditional medicine for centuries. Although curcumin exerts various biological
effects, such as antioxidative [1], anti-inflammatory [2,3], antimicrobial [4], antiproliferative [5], and
anticancer effects [6], the use of curcumin is limited by its poor aqueous solubility (30 pmol/mL) [7]
and rapid metabolism, which result in low oral bioavailability [8].

Numerous drug delivery system designs have been investigated with the aim of improving the
oral bioavailability of curcumin, including nanoparticles [9] and liposomes [10]. Self-microemulsifying
drug delivery systems (SMEDDS) have been studied extensively for enhancing the oral
bioavailability of highly lipophilic compounds, such as curcumin and tetrahydrocurcumin [11–14].
Self-microemulsifying drug delivery systems are typically produced in liquid form but are recognized
as having several limitations, such as leakage from capsules and drug precipitation during storage,
which reduces the effective dose contained within the microemulsion [15]. Solid SMEDDS (S-SMEDDS)
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have been developed to overcome the limitations of liquid formulations by combining SMEDDS
with various pharmaceutical excipients to create solid dosage forms, such as tablets [12], pellets [11],
powders [16], granules [17], beads [13], and microcapsules [18].

Prolongation of gastric retention time, coupled with controlled release of curcumin, is
advantageous during treatment for gastrointestinal diseases including peptic ulcers or gastrointestinal
cancer [19]. To elevate the solubility of curcumin, SMEDDS has been one of the most successful
methods [11,13,14]. The gastric residence time of curcumin can be also prolonged by using suitable
gastroretentive drug delivery systems. The gastroretentive drug delivery systems are designed to
exhibit a lower density than the gastric contents (1.004–1.010 g/cm3) and to remain floating in the
stomach for prolonged time periods without affecting the rate of gastric emptying [20,21]. In addition,
the dosage form is expected to provide sustained and efficient drug release during residence in
the stomach.

Microporous polymeric materials, or sponges, are attractive for gastroretentive drug delivery
applications due to their inherent low-density and flotation properties, and their porous structure,
which offers opportunities for achieving efficient drug release. In addition, sponge manufacture
generally involves relatively few components and simple procedures compared with other previous
floating solid dosage forms such as beads and tablets, for which effervescent materials are needed
to provide their floating properties [12,13,22]. The incorporation of curcumin-loaded SMEDDS
within a floating sponge offers a novel formulation for local treatment of gastrointestinal diseases.
Hydroxypropyl methylcellulose (HPMC)-based sponges have recently been investigated as a carrier
for oral delivery of self-microemulsifying curcumin [14]. Although in vivo oral absorption of curcumin
in rabbit (2615.68 ng·h/mL) was significantly enhanced by these systems compared with free curcumin
(509.49 ng·h/mL), immediate release of curcumin occurred, which is anticipated to result in high
dosing frequencies and, subsequently, reduced patient compliance in practice.

Alginate is a naturally occurring polysaccharide derived from seaweed and comprises mannuronic
acid (M) and guluronic acid (G) monomers. These monomers can be rearranged in homopolymeric
blocks of consecutive G-residues (G-blocks), M-residues (M-blocks), or heteropolymeric blocks
(MG-blocks). The molecular compositions of alginates are generally referred to as high M or high G.
The block sections exhibit different chain flexibilities in solution. Most commercial grades are of the
high-M type, which provide more elastic gels. The excellent biocompatibility, biodegradability, and
broad regulatory acceptance of alginate has resulted in their use in a wide variety of pharmaceutical
applications as drug delivery vehicles in the form of microcapsules, pellets, and beads to modify drug
release profiles during oral controlled drug delivery. Sodium alginate, under acidic conditions, is
converted to a water-insoluble, compact alginic acid hydrogel that controls the release of incorporated
drugs, including tetrahydrocurcumin and β-lapachone [11,23]. The objective of this study was
to investigate the potential of a new drug delivery system, floating alginate-based sponges, as a
gastroretentive device for SMEDDS formulation of curcumin.

2. Materials and Methods

2.1. Materials

Alginate (high-M type, low viscosity) and curcumin were purchased from Sigma–Aldrich
(Buchs, Switzerland). Capryol 90 (propylene glycol monocaprylate), Labrafac PG (propylene
glycol caprylate/caprate), and Labrasol (caprylocaproyl macrogol-8 glycerides) were obtained
from Gattefossé (Saint-Priest, France). Cremophor EL (polyoxyethylene castor-oil derivatives)
was purchased from BASF (Ludwigshafen, Germany). Aerosil 200 (colloidal silicon dioxide) was
obtained from Degussa-Hüls AG (Hanau, Germany). Sodium carboxymethyl cellulose (SCMC, high
viscosity) was obtained from PC Drug Center Co., Ltd. (Bangkok, Thailand). Hydroxypropyl
methylcellulose–HPMC A15 LV; 29.5% methoxy and viscosity of 15 mPa·s (2% in water at 20 ◦C)
and HPMC A4C; 29.5% methoxy and viscosity of 400 mPa·s (2% in water at 20 ◦C))–was provided by



Sci. Pharm. 2017, 85, 11 3 of 16

Colorcon (Indianapolis, IN, USA). Hard gelatin capsules (size 00) were supplied by Capsugel (Bangkok,
Thailand). Methanol was obtained from RCI Labscan (Bangkok, Thailand). All other chemicals were
of analytical grade.

2.2. Preparation of Liquid Curcumin-Loaded Self-Microemulsifying Drug Delivery Systems

Liquid curcumin-loaded self-microemulsifying drug delivery systems (Cur-SMEDDS) was
prepared in accordance with our previous study [11]. In brief, a mixture of liquid components
–Cremophor EL (315 mg), Labrasol (315 mg), Capryol 90 (135 mg), and Labrafac PG (135 mg)– was
stirred until homogeneous. Curcumin powder (40 g) was dispersed in the liquid mixture using a
magnetic stirrer until a uniform solution was obtained. The Cur-SMEDDS formulation was stored in
tightly sealed glass bottles at room temperature before use.

2.3. Preparation of Alginate-Based Sponges Loaded with Curcumin-Loaded Self-Microemulsifying Drug
Delivery Systems

2.3.1. Alginate Sponges

Separate alginate solutions with specific concentrations in the range of 3%–5% w/w were
prepared in distilled water. A weighed amount of Cur-SMEDDS was added to the solution with
continuous stirring to form an oil in water (o/w) emulsion with Cur-SMEDDS loading of 5%–20% w/w.
The emulsion was poured into 96-well plates and air bubbles were removed by storing at 5 ◦C overnight.
The resulting solidified material was freeze-dried (Martin Christ, Osterode am Harz, Germany) and
stored in a desiccator prior to use.

2.3.2. Alginate-Colloidal Silicon Dioxide Sponges

Colloidal silicon dioxide (used as an adsorbent) was dispersed into 4% w/w alginate solution with
constant agitation using a magnetic stirrer. The w/w ratio of Cur-SMEDDS to colloidal silicon dioxide
was maintained at 5:1 and 10:1. Then, Cur-SMEDDS was added to the dispersion of colloidal silicon
dioxide in alginate to obtain a specific loading between 15% and 25% w/w in a total preparation weight
of 100 g. The mixture was stirred until homogeneous, and Cur-SMEDDS loaded alginate-colloidal
silicon dioxide sponges were produced as described above.

2.3.3. Alginate-Based Composite Sponges

Individual solutions of SCMC and HPMC with specific concentration between 1% and 3% w/w
concentration were prepared in distilled water. Alginate solution (4% w/w) was blended with SCMC
or HPMC solution (1%–3% w/w) and Cur-SMEDDS was added to the polymer blend to obtain a
loading of 15% w/w in a 100 g mixture. The mixtures were stirred continuously using a magnetic
stirrer to produce an o/w emulsion and alginate-based composite sponges were prepared by storage at
5 ◦C followed by lyophilization as described above.

2.4. Investigation of Morphology

The surface internal structure of the alginate-based sponges was examined using scanning electron
microscopy (SEM). Scanning electron microscopy micrographs (six images per sponge and 100 different
pores) were analyzed to determine mean pore size [24,25]. The morphology of the SMEDDS within the
alginate-based sponges was assessed using transmission electron microscopy (TEM) (JEOL Ltd., Tokyo,
Japan). Samples of sponges (containing the equivalent of 1 g of liquid Cur-SMEDDS) were introduced
into 75 mL of simulated gastric fluid (SGF)–0.1 N hydrochloric acid (HCl),75-fold dilution—at room
temperature, and gently stirred for 8 h. The content of the SGF was then filtered and placed on
copper grids. Filter paper was used to absorb the excess fluid and samples were coated with 2%
phosphotungstic acid for 10 min. The overload fluid was removed and the sample grids were examined
by TEM after drying [12,26,27].
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2.5. Weight Variation

Twenty sponges from each formulation were selected at random and weighed individually using
a digital balance (Denver Instrument, Bohemia, NY, USA) to calculate the average sample weight.
The formulation was considered to be consistent if no more than two of the individual weights deviated
from the average weight by more than 5% [28].

2.6. Emulsion Droplet Size Analysis

Alginate-based sponges, containing the equivalent of 4 mg curcumin, were placed in 20 mL of
SGF (5-fold dilution) at room temperature, and gently stirred for 8 h. The content was filtered through
a 0.45 µm membrane filter and the droplet size and polydispersity index (PDI) of the microemulsion
were verified using a Zetasizer Nano ZS, Zeta potential and particle size analyzer (Malvern Instruments,
Malvern, UK). Dynamic light scattering measurements were obtained at a fixed angle of 90◦ and a
temperature of 25 ◦C [12]. Triplicate samples were each analyzed for 1 min, and for each measurement
ran, 12 sub-runs were performed. The data are presented as the mean ± standard deviation (SD).

2.7. Drug Content and Drug Entrapment Efficiency

Samples of alginate-based sponges (0.1 g) were weighed accurately, introduced into 50 mL
of methanol, and sonicated for 90 min. The solution was filtered through a 0.45 µm membrane
filter and analyzed for curcumin content using UV–vis spectrophotometry (Thermo Spectronic
genesys 5, Haverhill, MA, USA) at 425 nm. The actual amount of curcumin was calculated from
the absorbance value, by comparison with the linear equation derived using a serial dilution of
curcumin in methanol [28,29]. Each formulation was analyzed in triplicate. The curcumin entrapment
efficiency (EE) of sponges loaded with Cur-SMEDDS was also calculated with respect to the initial
content of curcumin in the sponges [29,30] according to Equation (1):

EE = A/B × 100% (1)

where A is the measured amount of curcumin in the sponges and B is the initial amount contained in
the formulation. Data are presented as the mean ± SD (n = 3).

2.8. Water Sorption Capacity of Alginate-Based Sponges

The water adsorption capacities of alginate-based sponges were evaluated by immersing samples
in 10 mL of SGF at 37 ± 0.5 ◦C. Samples were removed from the medium at time intervals of 30, 60, 90,
120, 180, 240, 300, 360, 420, and 480 min, and excess fluid was carefully removed using filter paper.
The samples were weighed immediately using a digital balance [21] and the percentage water
adsorption of the sponge (Wad) was calculated using Equation (2):

Wad = (Wt − Wo)/Wo × 100 (2)

where Wt represents the sample weight at a particular immersion time in SGF and Wo is the initial
weight. Values are expressed as the mean ± SD (n = 20).

2.9. Buoyancy

Samples of alginate-based sponge were added to 70 mL SGF that was maintained at 37 ◦C and
gently stirred at 75 rpm using a magnetic stirrer. The lag time to float and the floating behavior of the
sponges in the test medium were recorded for a period of 8 h. The time taken for the samples to float
to the top of the medium was defined as floating lag time, and the time period over which the sponges
floated on the surface of the medium was classified as floating duration [27,31].



Sci. Pharm. 2017, 85, 11 5 of 16

2.10. In Vitro Drug Release from Alginate-Based Sponges

In vitro drug release of curcumin from alginate-based sponges was monitored using a USP XXIII
Dissolution Apparatus II (paddle type) (Hanson Research Corporation, Chatsworth CA, USA). Hard
gelatin capsules filled with sponges (0.1 g) were added to 450 mL of SGF at 37 ± 0.5 ◦C, and the
rotation speed was set at 50 rpm [31,32]. Aliquots of release medium (5 mL) were withdrawn at 30,
60, 90, 120, 180, 240, 300, 360, 420, and 480 min, and replaced by an equal volume of fresh medium.
The samples were filtered using a 0.45 µm filter, and the amount of drug released was quantified
spectrophotometrically at a wavelength of 425 nm by comparison with a standard curve of absorbance
versus curcumin concentration. Each formulation was tested in triplicate, and data were presented as
the mean ± SD. A plot of percentage cumulative release of curcumin against time was constructed to
demonstrate the release profile.

2.11. Stability Studies

Stability testing of alginate-based sponge samples, prepared under optimized formulation
conditions, was carried out for 6 months according to the International Conference on Harmonisation
(ICH) guidelines Q 1 A (R2), which are concerned with stability testing of new drug substances and
products. “Intermediate” testing conditions were applied (30 ± 2 ◦C/65% ± 5% relative humidity
(RH)), as well as “accelerated” conditions (45 ± 2 ◦C/75% ± 5% RH) [33]. Capsules filled with sponges
were placed in a tightly sealed glass container and stored within a constant climate chamber (Memmert
HPP 260, Schwabach, Germany) with humidity and temperature controlled under both conditions.
After 3 and 6 months, the optimized sponges loaded with Cur-SMEDDS were evaluated for physical
characteristics, emulsion droplet size, and curcumin content.

3. Results and Discussion

3.1. Alginate-Based Sponges Containing Curcumin-Loaded Self-Microemulsifying Drug Delivery Systems

The highly porous alginate-based sponges containing curcumin-loaded SMEDDS were yellow in
color (Figure 1) and highly flexible.
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Figure 1. Macroscopic appearance of alginate-based sponges loaded with curcumin-loaded
self-microemulsifying drug delivery systems (Cur-SMEDDS)—4% alginate, 2% hydroxypropyl
methylcellulose (HPMC) A15 LV and 15% Cur-SMEDDS. (A) The prepared sponges; (B) Sponge
inserts in gelatin capsules.



Sci. Pharm. 2017, 85, 11 6 of 16

3.1.1. Alginate Sponges

Alginate-based sponges were prepared using a 3%–5% w/w alginate solution with variable
amounts of Cur-SMEDDS to enable selection of the best formulation, by evaluation of physical
appearance and drug loading capacity. The sponges prepared using 3% w/w alginate solution
displayed oil leakage when the Cur-SMEDDS loading exceeded 10% w/w (Table 1). The use of
a higher concentration alginate solution (4% and 5%) was effective in preventing oil leakage and in
enhancing the loading of liquid Cur-SMEDDS to a level of 20% w/w.

As expected, the sponge weight increased as the concentration of alginate solution and
Cur-SMEDDS loading in the formulation increased (Table 1). The weight of the majority of sponge
preparations was associated with values of standard deviation below 2, which confirmed the high
degree of process uniformity.

The curcumin loading of alginate-based sponges increased as expected, with increasing amounts
of curcumin-loaded SMEDDS in the formulation (Table 1), reaching a maximum of 15% w/w when
the sponges were prepared using a 4% w/w alginate solution. High curcumin loading efficiencies
between 80% and 92% were achieved. Sponges comprising 4% alginate were considered the optimum
formulation in the present study, since the resultant sponges exhibited no oil leakage, uniform weight,
high curcumin loading (15% w/w), and the maximum observed mean entrapment efficiency of 92%.

Table 1. Weight, curcumin content, and entrapment efficiency of alginate-based sponges containing
curcumin-loaded self-microemulsifying drug delivery systems (Cur-SMEDDS).

Alginate Solution
Concentration

(% w/w)
Cur-SMEDDS

Loading (% w/w) Oil Leakage Weight (mg ± SD) Curcumin Content
(% w/w)

Encapsulation
Efficiency
(% ± SD)

3

5 no 19.1 ± 0.5 2.20 ± 0.02 83 ± 0.9
10 no 30.6 ± 0.7 2.77 ± 0.03 85 ± 0.9
15 yes 44.4 ± 1.1 3.21 ± 0.01 90 ± 0.3
20 yes 56.1 ± 1.0 3.37 ± 0.01 91 ± 0.4

4

5 no 21.0 ± 0.3 1.88 ± 0.01 80 ± 0.5
10 no 32.9 ± 0.3 2.66 ± 0.03 88 ± 1.0
15 no 45.2 ± 0.8 3.09 ± 0.04 92 ± 1.2
20 yes 58.5 ± 1.9 3.24 ± 0.03 91 ± 1.0

5

5 no 23.7 ± 0.6 1.68 ± 0.04 79 ± 1.8
10 no 35.9 ± 0.6 2.46 ± 0.05 87 ± 1.9
15 no 46.3 ± 3.5 2.85 ± 0.14 89 ± 4.4
20 no 57.6 ± 5.5 3.07 ± 0.07 90 ± 1.9

SD: Standard deviation.

3.1.2. Alginate-Colloidal Silicon Dioxide Sponges

Alginate-colloidal silicon dioxide sponges were composed of a 4% w/w alginate solution and
variable amount of Cur-SMEDDS and colloidal silicon dioxide. The optimal ratio of Cur-SMEDDS
and colloidal silicon dioxide that yielded the maximum Cur-SMEDDS loading in sponges was
determined. The weight variation, curcumin content, and entrapment efficiency of the alginate-based
sponges incorporating colloidal silicon dioxide are presented in Table 2. Colloidal silicon dioxide
has been utilized previously as an adsorbent for S-SMEDDS. Sermkaew et al. [12] developed
Andrographis paniculata SMEDDS pellets which contained up to 35% of the liquid form, and
Setthacheewakul et al. [11] prepared Cur-SMEDDS pellets that could load liquid SMEDDS up to
37%. In the present study, the maximum Cur-SMEDDS loading of 25% in alginate-colloidal silicon
dioxide sponges was achieved by the sponge formulation comprising 4% alginate and Cur-SMEDDS
to colloidal silicon dioxide at the ratio of 10:1. The use of colloidal silicon dioxide decreased
curcumin loading or loading efficiency compared with alginate-based sponges (Table 1). Therefore,
colloidal silicon dioxide was excluded from the formulations. In this case, the high amount of
adsorbent could completely adsorb the SMEDDS; nevertheless, the alginate to colloidal silicon
dioxide ratio declined, resulting in the inability to transform the mixture to a sponge. In addition,
Bertram et al. [34] defined that lyophilization did not change the physical state of their polymers,
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and larger amounts of the crystalline polymer as colloidal silicon dioxide resulted in an inability to
form sponges after freeze-drying. In a preliminary study of alginate-based sponges on drug release,
curcumin was released by more than 50% in first hour. Thus, additional polymers would be a good
choice to modify release of sponges in further study.

Table 2. Weight, drug content, and entrapment efficiency of the alginate-colloidal silicon dioxide sponges.

Alginate
Solution

Concentration
(% w/w)

Cur-SMEDDS
Loading
(% w/w)

Cur-SMEDDS:Colloidal
Silicon Dioxide Oil Leakage Weight

(mg ± SD)
Curcumin
Content
(% w/w)

Encapsulation
Efficiency
(% ± SD)

4 15 5:1 no 54.6 ± 0.9 2.49 ± 0.01 86 ± 0.3
20 no 69.4 ± 1.0 2.66 ± 0.01 87 ± 0.3

4
15

10:1
no 50.4 ± 0.8 2.68 ± 0.02 86 ± 0.8

20 no 63.5 ± 0.7 2.90 ± 0.03 88 ± 0.8
25 no 79.6 ± 0.7 2.96 ± 0.02 89 ± 0.6

3.1.3. Alginate-Based Composite Sponges

Alginate-based composite sponges loaded with Cur-SMEDDS (15% w/w) were produced using a
4% w/w alginate solution and variable amounts of additional polymer (SCMC, HPMC A15 LV, and
HPMC A4C provided in solution) to enable selection of the optimal controlled release formulation,
evaluated by drug release. Composite sponges were produced by combining (1) alginate and SCMC or
(2) alginate and HPMC. Both HPMC A15 LV and A4C had a degree of methoxy substitution of 29.5%
(by weight) and the average viscosity at 20 ◦C of each 2% (by weight) aqueous solution was 15 and
400 mPa·s respectively. Oil leakage was not observed in any of the formulations. Curcumin content
declined with increasing polymer (Table 3). These results showed that drug could be substituted with
the polymer since its addition resulted in lower drug content. An increase in the amount of polymer
added increased the curcumin encapsulation efficiency to around 96% in composite sponges containing
SCMC or HPMC A15 LV.

Table 3. Weight, drug content, and entrapment efficiency of the composite sponges.

Alginate
Solution

Concentration
(% w/w)

Cur-SMEDDS
Loading
(% w/w)

Added Polymer (% w/w) Sponge Weight
(mg ± SD)

Curcumin
Content
(% w/w)

Encapsulation
Efficiency
(% ± SD)

4 15

SCMC
1 48.4 ± 1.5 2.92 ± 0.03 88 ± 1.1
2 51.3 ± 1.5 2.88 ± 0.02 89 ± 0.6
3 53.3 ± 1.9 2.82 ± 0.03 97 ± 1.1

HPMC A4C
1 47.1 ± 0.9 2.95 ± 0.05 85 ± 1.5
2 51.7 ± 2.5 2.71 ± 0.02 87 ± 0.7
3 54.0 ± 1.0 2.56 ± 0.01 88 ± 0.3

HPMC A15 LV
1 47.6 ± 2.7 2.89 ± 0.05 91 ± 1.6
2 49.5 ± 2.7 2.83 ± 0.04 93 ± 1.2
3 52.5 ± 2.9 2.78 ± 0.02 96 ± 0.8

SCMC: sodium carboxymethyl cellulose; HPMC: hydroxypropyl methylcellulose.

3.2. Morphology and Pore Size of Composite Sponges

Scanning electron micrographs of composite sponges containing HPMC A15 LV revealed a highly
porous surface and internal structure with roughly spherical pores of dimensions less than 100 µm,
as shown in Figure 2. The average pore diameter was obtained from measurements of 100 pores,
and measured 72.3 ± 7.2, 56.4 ± 6.8, and 40 ± 5.8 µm for composite sponges containing 1%, 2%,
and 3% w/w HPMC. The reduction of pore size with increasing content of HPMC in the composite
sponge simply correlated with the higher sponge density and is similar to the effect of increased
carrageenan content on sponge structure reported by Bertram et al. [34].
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3.3. Measurement of the Self-Microemulsifying Drug Delivery Systems Droplet Size in Composite Sponges

The average droplet size of curcumin microemulsions—which were extracted from lyophilized
composite sponges containing 2% w/w HPMC by stirring in SGF at room temperature for 8 h—was
29.9 ± 0.2 nm. This value was comparable to the droplet size in liquid Cur-SMEDDS formulations.
The small polydispersity index value of 0.089 ± 0.010 indicated the uniformity of the microemulsion
droplets encapsulated within the sponge. The composite sponges provided resultant microemulsion
droplet sizes of less than 50 nm. This demonstrated that the sponges are effective solid microemulsion
delivery systems.

Transmission electron microscopy micrographs of the Cur-SMEDDS microemulsion extracted
from composite sponge containing 2% w/w HPMC A15 LV revealed that the droplets were almost
spherical in shape (Figure 3). This finding confirmed that sponge preparation using lyophilization did
not affect the emulsion droplet size, similar to other S-SMEDDS formulations as pellets [11], tablets [12],
and other sponges [14].
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3.4. Sorption Behavior of Composite Sponges in Simulated Gastric Fluid

The highly porous composite sponges—containing 4% alginate, 1%–3% HPMC A15 LV, and 15%
Cur-SMEDDS—hydrated rapidly in SGF in less than 30 min, and uptake of SGF proceeded gradually
over 8 h, resulting in sample weight increases of 350%–550% with decreasing HPMC content of the
sponge, from 3% to 1% w/w (Figure 4). This behavior may be explained by the higher density of the
polymer network within the sponge, which impedes fluid penetration.
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3.5. Buoyancy of Alginate-Based Sponges

Buoyancy studies were carried out using a magnetic stirrer. All sponge formulations floated
immediately in SGF at 37 ◦C and remained afloat for over 8 h. Thus, the buoyancy characteristics of
the sponges were not influenced by the amount or type of polymer used in the preparation.

3.6. In Vitro Release of Curcumin from Alginate-Based Sponges

From Figure 5, cumulative curcumin release from alginate-based sponges containing 3%–5%
alginate and 5%–10% Cur-SMEDDS—formulation 3A(5), 4A(5), 5A(5), and 5A(10)—were low
and limited to 40%. Cumulative release of curcumin from alginate-based sponges using 3%–5%
alginate with 10%–15% Cur-SMEDDS—formulation 3A(10), 4A(10), and 4A(15)—was much higher,
approximately 80%. A possible explanation for this is that the lower curcumin content of these
sponges provided low curcumin release. In a prior study [13,35], drug release was retarded when
using a high-viscosity alginate and also with increased amount of alginate in the matrices. Moreover,
permeation of the solution into the matrices may be obstructed because the higher polymer content
provided a smaller pore diameter, as mentioned earlier.

Adjustments to the formulation were made based on the amount of liquid SMEDDS, the maximum
drug release, and physical properties. Alginate-based sponges containing 3% alginate and 10% w/w
Cur-SMEDDS achieved a maximum curcumin release of 90% in 8 h. However, the formulation was
not considered for further studies since it contained only 10% w/w of liquid SMEDDS.

The release profile of alginate-based sponges containing 4% alginate and 15% Cur-SMEDDS
displayed no significant difference from that observed for alginate-based sponges, which used 4%
alginate with 10% Cur-SMEDDS (around 80% in 8 h), but they did provide a greater Cur-SMEDDS
loading capacity (15% w/w). Hence, alginate-based sponges containing 4% alginate and 15%
Cur-SMEDDS were selected for further studies.



Sci. Pharm. 2017, 85, 11 10 of 16
Sci. Pharm. 2017, 85, 11 10 of 16 

 

 307 

Figure 5. Release profiles of curcumin from alginate-based sponges in simulated gastric fluid at  308 
37 °C. Data represent the mean ± SD (n = 3). 309 

3.6. In Vitro Release of Curcumin from Alginate-Based Sponges 310 

From Figure 5, cumulative curcumin release from alginate-based sponges containing 3%–5% 311 
alginate and 5%–10% Cur-SMEDDS—formulation 3A(5), 4A(5), 5A(5), and 5A(10)—were low and 312 
limited to 40%. Cumulative release of curcumin from alginate-based sponges using 3%–5% alginate 313 
with 10%–15% Cur-SMEDDS—formulation 3A(10), 4A(10), and 4A(15)—was much higher, 314 
approximately 80%. A possible explanation for this is that the lower curcumin content of these 315 
sponges provided low curcumin release. In a prior study [13,35], drug release was retarded when 316 
using a high-viscosity alginate and also with increased amount of alginate in the matrices. Moreover, 317 
permeation of the solution into the matrices may be obstructed because the higher polymer content 318 
provided a smaller pore diameter, as mentioned earlier. 319 

Adjustments to the formulation were made based on the amount of liquid SMEDDS, the 320 
maximum drug release, and physical properties. Alginate-based sponges containing 3% alginate and 321 
10% w/w Cur-SMEDDS achieved a maximum curcumin release of 90% in 8 h. However, the 322 
formulation was not considered for further studies since it contained only 10% w/w of  323 
liquid SMEDDS. 324 

The release profile of alginate-based sponges containing 4% alginate and 15% Cur-SMEDDS 325 
displayed no significant difference from that observed for alginate-based sponges, which used  326 
4% alginate with 10% Cur-SMEDDS (around 80% in 8 h), but they did provide a greater Cur-SMEDDS 327 
loading capacity (15% w/w). Hence, alginate-based sponges containing 4% alginate and  328 
15% Cur-SMEDDS were selected for further studies. 329 

Colloidal silicon dioxide was used in this study as an adsorbent to increase the SMEDDS loading 330 
capacity of the sponges. Colloidal silicon dioxide was able to increase the drug loading capacity 331 

Figure 5. Release profiles of curcumin from alginate-based sponges in simulated gastric fluid at 37 ◦C.
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Colloidal silicon dioxide was used in this study as an adsorbent to increase the SMEDDS loading
capacity of the sponges. Colloidal silicon dioxide was able to increase the drug loading capacity
because of its high specific surface area (200 m2/g) [36]. However, the presence of colloidal silicon
dioxide at a SMEDDS:adsorbant ratio of 5:1 and 10:1 had little effect on the release of curcumin at 15%
and 20% w/w curcumin loading (Figure 6). Cumulative release was limited to around 40% and 70%,
respectively, in 8 h. However, it is of note that alginate-based sponges without colloidal silicon dioxide
resulted in a higher cumulative curcumin release of 70%–80% in 8 h, indicating that strong binding
between curcumin and the adsorbent reduces drug delivery efficiency. This finding is consistent with
the findings of Sadeghi et al. [37], who reported that the addition of 1% colloidal silicon dioxide to a
physical mixture of propranolol and Eudragit RS resulted in a reduction in drug release to 60% into
distilled water over 20 min (particle size 250–300 µm).

Sodium carboxymethyl cellulose (SCMC), HPMC A15 LV, and HPMC A4C respectively were
included in alginate-based sponges loaded with Cur-SMEDDS to investigate the effect on curcumin
release profiles. All three added polymers reduced the release of curcumin from the composite sponges,
with increased amounts of the polymer resulting in decreased curcumin release. Composite sponges
using 4% alginate and 3% SCMC exhibited cumulative curcumin release of 70% in 8 h compared with
approximately 50% from composite sponges containing 4% alginate and 3% HPMC A4C (Figure 7).
The viscosity of HPMC A4C is higher than HPMC A15 LV (400 and 15 mPa·s, respectively) resulting in
slower drug release from alginate–HPMC A4C than from alginate–HPMC A15 LV composite sponges.
Thus, curcumin release from alginate-based sponges loaded with Cur-SMEDDS may be controlled by
varying the type and amount of SCMC and HPMC polymers. In common with several other controlled
drug delivery systems, which function due to polymer swelling and gelling behavior, drug transport
through the composite sponge matrix will be retarded by higher polymer concentrations and higher
polymer viscosities [12,13,35].



Sci. Pharm. 2017, 85, 11 11 of 16

Sci. Pharm. 2017, 85, 11 11 of 16 

 

because of its high specific surface area (200 m2/g) [36]. However, the presence of colloidal silicon 332 
dioxide at a SMEDDS:adsorbant ratio of 5:1 and 10:1 had little effect on the release of curcumin at 333 
15% and 20% w/w curcumin loading (Figure 6). Cumulative release was limited to around 40% and 334 
70%, respectively, in 8 h. However, it is of note that alginate-based sponges without colloidal silicon 335 
dioxide resulted in a higher cumulative curcumin release of 70%–80% in 8 h, indicating that strong 336 
binding between curcumin and the adsorbent reduces drug delivery efficiency. This finding is 337 
consistent with the findings of Sadeghi et al. [37], who reported that the addition of 1% colloidal 338 
silicon dioxide to a physical mixture of propranolol and Eudragit RS resulted in a reduction in drug 339 
release to 60% into distilled water over 20 min (particle size 250–300 µm). 340 

Sodium carboxymethyl cellulose (SCMC), HPMC A15 LV, and HPMC A4C respectively were 341 
included in alginate-based sponges loaded with Cur-SMEDDS to investigate the effect on curcumin 342 
release profiles. All three added polymers reduced the release of curcumin from the composite 343 
sponges, with increased amounts of the polymer resulting in decreased curcumin release. Composite 344 
sponges using 4% alginate and 3% SCMC exhibited cumulative curcumin release of 70% in 8 h 345 
compared with approximately 50% from composite sponges containing 4% alginate and 3% HPMC 346 
A4C (Figure 7). The viscosity of HPMC A4C is higher than HPMC A15 LV (400 and 15 mPa·s, 347 
respectively) resulting in slower drug release from alginate–HPMC A4C than from alginate–HPMC 348 
A15 LV composite sponges. Thus, curcumin release from alginate-based sponges loaded with Cur-349 
SMEDDS may be controlled by varying the type and amount of SCMC and HPMC polymers. In 350 
common with several other controlled drug delivery systems, which function due to polymer 351 
swelling and gelling behavior, drug transport through the composite sponge matrix will be retarded 352 
by higher polymer concentrations and higher polymer viscosities [12,13,35]. 353 

 354 

Figure 6. Effect of colloidal silicon dioxide addition on curcumin release from alginate-based sponges. 355 
Data are presented as the mean ± SD (n = 3). 356 

 357 

Figure 6. Effect of colloidal silicon dioxide addition on curcumin release from alginate-based sponges.
Data are presented as the mean ± SD (n = 3).Sci. Pharm. 2017, 85, 11 12 of 16 

 

 358 

Figure 7. Effect of added polymer (A: sodium carboxymethyl cellulose (SCMC), B: HPMC A4C, and 359 
C: HPMC A15 LV) on the release of curcumin from alginate-based composite sponges. Data are 360 
presented as the mean ± SD (n = 3). 361 

3.7. The Optimized Composite Sponges 362 

The release profile in SGF of the optimized composite sponges loaded with Cur-SMEDDS  363 
(15% w/w) and prepared from 4% w/w alginate and 2% w/w HPMC A15 LV is compared with liquid 364 
Cur-SMEDDS and curcumin powder, as shown in Figure 8. Curcumin powder exhibited low aqueous 365 
solubility (30 pmol/mL) [7], resulting in less than 10% cumulative release in 8 h. As expected, liquid 366 
Cur-SMEDDS provided an immediate release (nearly 90%) in 1 h, since they rapidly formed an o/w 367 
microemulsion when in contact with the dissolution medium. Consequently, only novel developed 368 
alginate-based composite sponges loaded with Cur-SMEDDS showed sustained release properties, 369 
and reached 71% in 8 h. These results corroborate the ideas of Shishu et al. [32], who suggested that 370 
buoyant formulations (floating tablets of curcumin β-cyclodextrin (β-CD) complex) could sustain 371 
release of curcumin from the matrix tablets. Only 50% of curcumin was released in 5 h and almost 372 
completely released in 24 h. For the release pattern of plain curcumin and curcumin floating tablets, 373 
both release profiles were very low (2.25% in 24 h), whereas curcumin released from the curcumin  374 
β-CD complex was around 90% in 2 h. 375 

In this case, the HPMC A15 LV gel formed when the sponges contacted water, and the gel 376 
performed as a barrier to the controlled release system. To explain the release of curcumin from the 377 
polymer-based matrix sponges, a fraction of curcumin could penetrate through the small holes while 378 
some also remained inside the matrices, since the alginate-based sponges are insoluble in acid 379 
solutions. It is possible that it might be completely released in gut lumen after alginate degradation. 380 

Figure 7. Effect of added polymer (A: sodium carboxymethyl cellulose (SCMC), B: HPMC A4C,
and C: HPMC A15 LV) on the release of curcumin from alginate-based composite sponges. Data are
presented as the mean ± SD (n = 3).



Sci. Pharm. 2017, 85, 11 12 of 16

3.7. The Optimized Composite Sponges

The release profile in SGF of the optimized composite sponges loaded with Cur-SMEDDS
(15% w/w) and prepared from 4% w/w alginate and 2% w/w HPMC A15 LV is compared with
liquid Cur-SMEDDS and curcumin powder, as shown in Figure 8. Curcumin powder exhibited
low aqueous solubility (30 pmol/mL) [7], resulting in less than 10% cumulative release in 8 h.
As expected, liquid Cur-SMEDDS provided an immediate release (nearly 90%) in 1 h, since they
rapidly formed an o/w microemulsion when in contact with the dissolution medium. Consequently,
only novel developed alginate-based composite sponges loaded with Cur-SMEDDS showed sustained
release properties, and reached 71% in 8 h. These results corroborate the ideas of Shishu et al. [32],
who suggested that buoyant formulations (floating tablets of curcumin β-cyclodextrin (β-CD) complex)
could sustain release of curcumin from the matrix tablets. Only 50% of curcumin was released
in 5 h and almost completely released in 24 h. For the release pattern of plain curcumin and curcumin
floating tablets, both release profiles were very low (2.25% in 24 h), whereas curcumin released from
the curcumin β-CD complex was around 90% in 2 h.Sci. Pharm. 2017, 85, 11 13 of 16 
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In this case, the HPMC A15 LV gel formed when the sponges contacted water, and the gel
performed as a barrier to the controlled release system. To explain the release of curcumin from the
polymer-based matrix sponges, a fraction of curcumin could penetrate through the small holes while
some also remained inside the matrices, since the alginate-based sponges are insoluble in acid solutions.
It is possible that it might be completely released in gut lumen after alginate degradation.

An oral dose of curcumin at 20–80 mg/kg twice daily has been reported in the treatment of gastric
ulcers in rats [38], whereas no exact dosage has been reported for humans. Although the developed
sponge systems in this study contained a relatively low drug content of 3 mg/capsule, the amount
of curcumin released was approximately 10 times greater compared to the plain curcumin, as shown
in Figure 8. In addition, with the prolonged contact time of curcumin with the gastric ulcers for 8 h
compared to the normal retention time of plain curcumin in the stomach (1–2 h), the sponge systems
are expected to enhance the treatment efficacy. However, further research in animal models and clinical
studies are needed to evaluate the potential use of this new delivery system in humans.

To examine the release kinetics of the optimized formulation, the release data obtained from
in vitro drug release studies were plotted in various kinetic models: zero-order, first-order, and
Higuchi’s model [39]. From the data analysis in Table 4, the Higuchi models achieved the highest
correlations (R2 = 0.9546) with obtained data, which were plotted as cumulative percentage drug
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release versus square root of time. Higuchi kinetics equation describes dissolution of modified release
pharmaceutical dosage forms. This indicated that the release of curcumin from the polymeric matrices
seemed like a diffusion-controlled mechanism. The aqueous medium could infiltrate into microporous
structure, leading to formation of o/w microemulsion at the surface and inside of sponges. Therefore,
curcumin was mostly released by diffusion through the microporosity of sponges.

Table 4. Correlation coefficient (R2) of the model equations applied to the release of the optimal
formulation sponge (composite sponges loaded with Cur-SMEDDS (15% w/w), which were prepared
from 4% w/w alginate and 2% w/w HPMC A15 LV) using various mathematical models.

Kinetic Model
Zero-order First-order Higuchi

Qt = K0t logQt = logQ0 − K1t/2.303 Q = KH t1/2

R2 0.7865 0.9009 0.9546

The stability of the “optimized” sponge formulation was evaluated in terms of physical
appearance, emulsion droplet size, and curcumin content after 6 months of both intermediate
(30 ± 2 ◦C/65% ± 5% RH) and accelerated storage conditions (45 ± 2 ◦C/75% ± 5% RH),
and were found to be acceptable. No changes in physical appearance, including color and oil leakage,
of the sponges were observed after stability study. Curcumin content decreased by less than 3%
under both storage conditions after 6 months. The emulsion droplet size increased by only 8.7%
(from 30 nm to 32.6 nm) after 6 months under accelerated storage conditions (Table 5), demonstrating
the high physicochemical stability of the Cur-SMEDDS-loaded sponges.

Table 5. Stability of alginate/HPMC composite sponges loaded with Cur-SMEDDS. Data are presented
as the mean ± SD (n = 3).

Time (Months) Oil Leakage Emulsion Droplet
Size (nm) PDI Curcumin Content

(% w/w)

(A) 30 ◦C/65% RH

0 no 29.9 ± 0.2 0.089 ± 0.010 100.5 ± 1.4
3 no 31.5 ± 2.0 0.125 ± 0.035 99.7 ± 2.3
6 no 31.2 ± 1.4 0.118 ± 0.050 97.4 ± 2.5

(B) 45 ◦C/75% RH

0 no 29.92 ± 0.24 0.089 ± 0.010 100.5 ± 1.4
3 no 31.39 ± 1.44 0.139 ± 0.045 99.7 ± 2.0
6 no 32.60 ± 0.77 0.136 ± 0.070 98.1 ± 1.8

PDI: Polydispersity index; RH: relative humidity.

4. Conclusions

Cur-SMEDDS were loaded in composite sponges based on alginate and HPMC using a
freeze-drying method. The sponges floated in SGF for 8 h, and exhibited gradual and sustained
release of around 70% of the curcumin content in 8 h, compared with less than 10% from curcumin
powder, and immediate release of 90% from liquid Cur-SMEDDS formulations. These findings
demonstrate the potential of composite sponges as gastroretentive delivery devices for SMEDDS
formulations of curcumin and other poorly water-soluble compounds.

Acknowledgments: This research was supported financially by the Thailand Research Fund under the
Royal Golden Jubilee Ph.D. programme (PHD/0103/2553) and the Faculty of Pharmaceutical Sciences,
Prince of Songkla University. We also gratefully acknowledge the assistance of Allan Coombes (Prince of
Songkla University, Hat-Yai, Thailand) and Mark I. McDermott (Texas A&M university, College station, Texas,
USA) with English editing of the manuscript.



Sci. Pharm. 2017, 85, 11 14 of 16

Author Contributions: R.W. and N.S. conceived and designed the experiments; A.P. performed the experiments;
A.P. and N.S. analyzed the data; R.W. and A.P. wrote the paper.

Conflicts of Interest: The authors declare no conflict of interest.

References

1. Somparn, P.; Phisalaphong, C.; Nakornchai, S.; Unchern, S.; Morales, N. Comparative antioxidant activities
of curcumin and its demethoxy and hydrogenated derivatives. Biol. Pharm. Bull. 2007, 30, 74–78. [CrossRef]
[PubMed]

2. Chainani-Wu, N. Safety and anti-inflammatory activity of curcumin: A component of tumeric
(Curcuma longa). J. Altern. Complement. Med. 2003, 9, 161–168. [CrossRef] [PubMed]

3. Wang, X.; Jiang, Y.; Wang, Y.; Huang, M.; Ho, C.; Huang, Q. Enhancing anti-inflammation activity of
curcumin through o/w nanoemulsions. Food Chem. 2008, 108, 419–424. [CrossRef] [PubMed]

4. Mun, S.H.; Joung, D.K.; Kim, Y.S.; Kang, O.H.; Kim, S.B.; Seo, Y.S.; Kim, Y.C.; Lee, D.S.;
Shin, D.W.; Kweon, K.T.; et al. Synergistic antibacterial effect of curcumin against methicillin-resistant
Staphylococcus aureus. Phytomedicine 2013, 20, 714–718. [CrossRef] [PubMed]

5. Goel, A.; Kunnumakkara, A.B.; Aggarwal, B.B. Curcumin as “Curecumin”: From kitchen to clinic.
Biochem. Pharmacol. 2008, 75, 787–809. [CrossRef] [PubMed]

6. Yoysungnoen, P.; Wirachwong, P.; Changtam, C.; Suksamrarn, A.; Patumraj, S. Anti-cancer and
anti-angiogenic effects of curcumin and tetrahydrocurcumin on implanted hepatocellular carcinoma in nude
mice. World J. Gastroenterol. 2008, 14, 2003–2009. [CrossRef] [PubMed]

7. Kaminaga, Y.; Nagatsu, A.; Akiyama, T.; Sugimoto, N.; Yamazaki, T.; Maitani, T.; Mizukami, H. Production
of unnatural glucosides of curcumin with drastically enhanced water solubility by cell suspension cultures
of Catharanthus roseus. FEBS Lett. 2003, 555, 311–316. [CrossRef]

8. Anand, P.; Kunnumakkara, A.; Newman, R.; Aggarwal, B. Bioavailability of Curcumin: Problems and
Promises. Mol. Pharm. 2007, 4, 807–818. [CrossRef] [PubMed]

9. Kakran, M.; Sahoo, N.G.; Tan, I.L.; Li, L. Preparation of nanoparticles of poorly water-soluble antioxidant
curcumin by antisolvent precipitation methods. Nanopart Res. 2012, 14, 757. [CrossRef]

10. Prasad, S.; Tyagi, A.K.; Aggarwal, B.B. Recent Developments in Delivery, Bioavailability, Absorption and
Metabolism of Curcumin: The Golden Pigment from Golden Spice. Cancer Res. Treat. 2014, 46, 2–18.
[CrossRef] [PubMed]

11. Setthacheewakul, S.; Mahattanadul, S.; Phadoongsombut, N.; Pichayakorn, W.; Wiwattanapatapee, R.
Development and evaluation of self-microemulsifying liquid and pellet formulations of curcumin, and
absorption studies in rats. Eur. J. Pharm. Biopharm. 2010, 76, 475–485. [CrossRef] [PubMed]

12. Sermkaew, N.; Wiwattanawongsa, K.; Ketjinda, W.; Wiwattanapatapee, R. Development, Characterization
and Permeability Assessment Based on Caco-2 Monolayers of Self-Microemulsifying Floating Tablets of
Tetrahydrocurcumin. AAPS PharmSciTech 2013, 14, 321–331. [CrossRef] [PubMed]

13. Sriraksa, S.; Sermkaew, N.; Setthacheewakul, S.; Wiwattanapatapee, R. Floating Alginate Beads as Carriers
for Self-Emulsifying System Containing Tetrahydrocurcumin. Adv. Mater. Res. 2012, 506, 517–520. [CrossRef]

14. Petchsomrit, A.; Sermkaew, N.; Wiwattanapatapee, R. Hydroxypropylmethyl cellulose-based sponges loaded
self-microemulsifying curcumin: Preparation, characterization, and in vivo oral absorption studies. J. Appl.
Polym. Sci. 2016, 133. [CrossRef]

15. Nazzal, S.; Smalyukh, I.I.; Lavrentovich, O.D.; Khan, M.A. Preparation and in vitro characterization of a
eutectic based semisolid self-nanoemulsified drug delivery system (SNEDDS) of ubiquinone: Mechanism
and progress of emulsion formation. Int. J. Pharm. 2002, 235, 247–265. [CrossRef]

16. Oh, D.H.; Kang, J.H.; Kim, D.W.; Lee, B.J.; Kim, J.O.; Yong, C.S.; Choi, H.G. Comparison of solid
self-microemulsifying drug delivery system (solid SMEDDS) prepared with hydrophilic and hydrophobic
solid carrier. Int. J. Pharm. 2011, 420, 412–418. [CrossRef] [PubMed]

17. Shao, A.; Chen, G.; Jiang, N.; Li, Y.; Zhang, X.; Wen, L.; Yang, F.; Wei, S. Development and evaluation of
self-microemulsifying liquid and granule formulations of Brucea javanica oil. Arch. Pharm. Res. 2013, 36,
993–1003. [CrossRef] [PubMed]

http://dx.doi.org/10.1248/bpb.30.74
http://www.ncbi.nlm.nih.gov/pubmed/17202663
http://dx.doi.org/10.1089/107555303321223035
http://www.ncbi.nlm.nih.gov/pubmed/12676044
http://dx.doi.org/10.1016/j.foodchem.2007.10.086
http://www.ncbi.nlm.nih.gov/pubmed/26059118
http://dx.doi.org/10.1016/j.phymed.2013.02.006
http://www.ncbi.nlm.nih.gov/pubmed/23537748
http://dx.doi.org/10.1016/j.bcp.2007.08.016
http://www.ncbi.nlm.nih.gov/pubmed/17900536
http://dx.doi.org/10.3748/wjg.14.2003
http://www.ncbi.nlm.nih.gov/pubmed/18395899
http://dx.doi.org/10.1016/S0014-5793(03)01265-1
http://dx.doi.org/10.1021/mp700113r
http://www.ncbi.nlm.nih.gov/pubmed/17999464
http://dx.doi.org/10.1007/s11051-012-0757-0
http://dx.doi.org/10.4143/crt.2014.46.1.2
http://www.ncbi.nlm.nih.gov/pubmed/24520218
http://dx.doi.org/10.1016/j.ejpb.2010.07.011
http://www.ncbi.nlm.nih.gov/pubmed/20659556
http://dx.doi.org/10.1208/s12249-012-9912-2
http://www.ncbi.nlm.nih.gov/pubmed/23319299
http://dx.doi.org/10.4028/www.scientific.net/AMR.506.517
http://dx.doi.org/10.1002/app.42966
http://dx.doi.org/10.1016/S0378-5173(02)00003-0
http://dx.doi.org/10.1016/j.ijpharm.2011.09.007
http://www.ncbi.nlm.nih.gov/pubmed/21944892
http://dx.doi.org/10.1007/s12272-013-0113-7
http://www.ncbi.nlm.nih.gov/pubmed/23595551


Sci. Pharm. 2017, 85, 11 15 of 16

18. Kim, D.W.; Kang, J.H.; Oh, D.H.; Yong, C.S.; Choi, H.G. Development of novel flurbiprofen-loaded solid
self-microemulsifying drug delivery system using gelatin as solid carrier. J. Microencapsul. 2012, 29, 323–330.
[CrossRef] [PubMed]

19. Rajasekaran, S.A. Therapeutic potential of curcumin in gastrointestinal diseases. World J. Gastrointest.
Pathophysiol. 2011, 2, 1–14. [CrossRef] [PubMed]

20. Singh, B.N.; Kim, K.H. Floating Drug Delivery System—An Approach To Oral Controlled Drug Delivery.
J. Control Release 2000, 63, 235–259. [CrossRef]

21. Arora, S.; Ali, J.; Ahuja, A.; Khar, R.K.; Baboota, S. Floating Drug Delivery Systems: A Review.
AAPS PharmSciTech 2005, 6, E372–E390. [CrossRef] [PubMed]

22. Shishu; Gupta, N.; Aggarwal, N. Bioavailability Enhancement and Targeting of Stomach Tumors Using
Gastro-Retentive Floating Drug Delivery System of Curcumin—“A Technical Note”. AAPS PharmSciTech
2008, 9, 810–813. [CrossRef]

23. Torelli-Souza, R.; Cavalcante Bastos, L.; Nunes, H.; Camara, C.; Amorim, R. Sustained release of an
antitumoral drug from alginate-chitosan hydrogel beads and its potential use as colonic drug delivery.
J. Appl. Polym. Sci. 2012, 126, E409–E418. [CrossRef]

24. Zhang, Q.; Lu, H.; Kawazoe, N.; Chen, G. Pore size effect of collagen scaffolds on cartilage regeneration.
Acta Biomater. 2014, 10, 2005–2013. [CrossRef] [PubMed]

25. Ikeda, T.; Ikeda, K.; Yamamoto, K.; Ishizaki, H.; Yoshizaw, Y.; Yanagiguchi, K.; Yamada, S.; Hayashi, Y.
Fabrication and Characteristics of Chitosan Sponge as a Tissue Engineering Scaffold. Biomed. Res. Int. 2014,
2014, 786892. [CrossRef] [PubMed]

26. Patel, Y.L.; Sher, P.; Pawar, A.P. The Effect of Drug Concentration and Curing Time on Processing and
Properties of Calcium Alginate Beads Containing Metronidazole by Response Surface Methodology.
AAPS PharmSciTech 2006, 7, E24–E30. [CrossRef] [PubMed]

27. Ma, N.; Xu, L.; Wang, Q.; Zhang, X.; Zhang, W.; Li, Y.; Jin, L.; Li, S. Development and evaluation of new
sustained-release floating microspheres. Int. J. Pharm. 2008, 358, 82–90. [CrossRef] [PubMed]

28. Remya, K.S.; Beena, P.; Bijesh, P.V.; Sheeba, A. Formulation Development, Evaluation and Comparative
Study of Effects of Super Disintegrants in Cefixime Oral Disintegrating Tablets. J. Young Pharm. 2010, 2,
234–239. [CrossRef] [PubMed]

29. Singhal, P.; Tomar, A.; Goel, K.; Pandey, M.; Saraf, S.A. Preparation and evaluation of stomach-specific ion
tropically emulsion gelled alginate beads of tinidazole. Der Pharm. Lett. 2010, 2, 272–282.

30. Ratanajiajaroen, P.; Ohshima, M. Synthesis, release ability and bioactivity evaluation of chitin beads
incorporated with curcumin for drug delivery applications. J. Microencapsul. 2012, 29, 549–558. [CrossRef]
[PubMed]

31. Strübing, S.; Metz, H.; Mäder, K. Characterization of poly(vinyl acetate) based floating matrix tablets.
J. Control Release 2008, 126, 149–155. [CrossRef] [PubMed]

32. Bhimavarapu, R.; Nissankararao, S.; Nagavani, S.; Ramadevi, S.; Durga, P.L. Design, development and
in vitro evaluation of gastro retentive alginate floating beads for ranitidine hydrochloride. J. Chem.
Pharm. Res. 2013, 5, 377–381.

33. Huynh-Ba, K. (Ed.) Understanding ICH Guidelines Applicable to Stability Testing. In Handbook of Stability
Testing in Pharmaceutical Development: Regulations, Methodologies, and Best Practices; Springer: New York, NY,
USA, 2009; pp. 21–41.

34. Bertram, U.; Bodmeier, R. In situ gelling, bioadhesive nasal inserts for extended drug delivery: In vitro
characterization of a new nasal dosage form. Eur. J. Pharm. Sci. 2006, 27, 62–71. [CrossRef] [PubMed]

35. Liew, C.V.; Chan, L.W.; Ching, A.L.; Heng, P.W. Evaluation of sodium alginate as drug release modifier in
matrix tablets. Int. J. Pharm. 2006, 309, 25–37. [CrossRef] [PubMed]

36. Wang, J.; Trinkle, D.; Derbin, G.; Martin, K.; Desai, D.; Sharif, S.; Timmins, P. Moisture adsorption and
desorption properties of colloidal silicon dioxide and its impact on layer adhesion of a bilayer tablet
formulation. J. Excip. Food Chem. 2014, 5, 21–31.

37. Sadeghi, F.; Mosaffa, F.; Garekani, H.A. Effect of Particle Size, Compaction Force and Presence of Aerosil 200
on the Properties of Matrices Prepared from Physical Mixture of Propranolol Hydrochloride and Eudragit
RS or RL. Iran. J. Basic Med. Sci. 2007, 10, 197–205.

http://dx.doi.org/10.3109/02652048.2011.651497
http://www.ncbi.nlm.nih.gov/pubmed/22233141
http://dx.doi.org/10.4291/wjgp.v2.i1.1
http://www.ncbi.nlm.nih.gov/pubmed/21607160
http://dx.doi.org/10.1016/S0168-3659(99)00204-7
http://dx.doi.org/10.1208/pt060347
http://www.ncbi.nlm.nih.gov/pubmed/16353995
http://dx.doi.org/10.1208/s12249-008-9096-y
http://dx.doi.org/10.1002/app.36928
http://dx.doi.org/10.1016/j.actbio.2013.12.042
http://www.ncbi.nlm.nih.gov/pubmed/24384122
http://dx.doi.org/10.1155/2014/786892
http://www.ncbi.nlm.nih.gov/pubmed/24804246
http://dx.doi.org/10.1208/pt070486
http://www.ncbi.nlm.nih.gov/pubmed/17233538
http://dx.doi.org/10.1016/j.ijpharm.2008.02.024
http://www.ncbi.nlm.nih.gov/pubmed/18407442
http://dx.doi.org/10.4103/0975-1483.66794
http://www.ncbi.nlm.nih.gov/pubmed/21042477
http://dx.doi.org/10.3109/02652048.2012.668954
http://www.ncbi.nlm.nih.gov/pubmed/22512346
http://dx.doi.org/10.1016/j.jconrel.2007.11.013
http://www.ncbi.nlm.nih.gov/pubmed/18180069
http://dx.doi.org/10.1016/j.ejps.2005.08.005
http://www.ncbi.nlm.nih.gov/pubmed/16213127
http://dx.doi.org/10.1016/j.ijpharm.2005.10.040
http://www.ncbi.nlm.nih.gov/pubmed/16364576


Sci. Pharm. 2017, 85, 11 16 of 16

38. Mahattanadul, S.; Reanmongkol, W.; Yano, S.; Panichayupakaranant, P.; Phdoongsombut, N. Preventive and
curative effects of curcumin on the development of gastric inflammatory diseases in rats. J. Nat. Med. 2006,
60, 191–197. [CrossRef]

39. Mujtaba, A.; Kohli, K. In vitro/in vivo evaluation of HPMC/alginate based extended-release matrix tablets
of cefpodoxime proxetil. Int. J. Biol. Macromolec. 2016, 89, 434–441. [CrossRef] [PubMed]

© 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/10.1007/s11418-006-0035-5
http://dx.doi.org/10.1016/j.ijbiomac.2016.05.010
http://www.ncbi.nlm.nih.gov/pubmed/27155235
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Materials and Methods 
	Materials 
	Preparation of Liquid Curcumin-Loaded Self-Microemulsifying Drug Delivery Systems 
	Preparation of Alginate-Based Sponges Loaded with Curcumin-Loaded Self-Microemulsifying Drug Delivery Systems 
	Alginate Sponges 
	Alginate-Colloidal Silicon Dioxide Sponges 
	Alginate-Based Composite Sponges 

	Investigation of Morphology 
	Weight Variation 
	Emulsion Droplet Size Analysis 
	Drug Content and Drug Entrapment Efficiency 
	Water Sorption Capacity of Alginate-Based Sponges 
	Buoyancy 
	In Vitro Drug Release from Alginate-Based Sponges 
	Stability Studies 

	Results and Discussion 
	Alginate-Based Sponges Containing Curcumin-Loaded Self-Microemulsifying Drug Delivery Systems 
	Alginate Sponges 
	Alginate-Colloidal Silicon Dioxide Sponges 
	Alginate-Based Composite Sponges 

	Morphology and Pore Size of Composite Sponges 
	Measurement of the Self-Microemulsifying Drug Delivery Systems Droplet Size in Composite Sponges 
	Sorption Behavior of Composite Sponges in Simulated Gastric Fluid 
	Buoyancy of Alginate-Based Sponges 
	In Vitro Release of Curcumin from Alginate-Based Sponges 
	The Optimized Composite Sponges 

	Conclusions 

