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Abstract: Hot-melt extrusion (HME) has great advantages for the preparation of solid dispersion
(SD), for instance, it does not require any organic solvents. Nevertheless, its application to high-
melting-point and thermosensitive drugs has been rarely reported. In this study, thermally unstable
curcumin (Cur) was used as a drug model. The HME process was systematically studied by adjusting
the gradient temperature mode and residence time, with the content, crystallinity and dissolution
of Cur as the investigated factors. The effects of barrel temperature, screw speed and cooling rate
on HME were also examined. Solubility parameters and the Flory–Huggins method were used to
evaluate the miscibility between Cur and carriers. Differential scanning calorimetry, X-ray diffraction,
Fourier transform infrared spectroscopy, equilibrium solubility and in vitro and in vivo experiments
were used to characterize and evaluate the results. An amorphous Cur SD was successfully obtained,
increasing the solubility and release of Cur. In the optimal process, the mass ratio of Cur to Eudragit®

E PO (EPO) was 1:4 and the barrel temperature was set at a gradient heating mode (130 ◦C–135 ◦C–
140 ◦C–145 ◦C–150 ◦C–155 ◦C–160 ◦C) at 100 rpm. Related pharmacokinetic test results also showed
the improved bioavailability of the drug in rats. In a pharmacodynamic analysis of Sprague–Dawley
rats, the Cmax and the bioavailability of the Cur-EPO SD were 2.6 and 1.5 times higher than those of
Cur, respectively. The preparation of the amorphous SD not only provided more solubility but also
improved the bioavailability of Cur, which provides an effective way to improve the bioavailability
of BCS II drugs.

Keywords: insoluble; dissolution; thermo-sensitive

1. Introduction

Curcumin (Cur) is a natural polyphenol, isolated from Curcuma longa, with a wide
range of pharmacological effects, such as anti-inflammatory, anti-oxidant, anti-cancer and
anti-microbial effects [1,2], and it has produced relatively low levels of adverse reactions
during clinical applications [3,4]. Cur is a thermosensitive compound that degrades without
reaching its melting point (Tm). However, its therapeutic efficacy is limited because
of its poor solubility [5]. Several methods, such as the preparation of liposomes and
nanoparticles [6,7] and self-microemulsion, have been used to increase the solubility and
dissolution rate of insoluble drugs [8–11]. Solid dispersion (SD) can also efficiently increase
the dissolution rate and solubility of insoluble drugs by changing the size and dispersion
within the carrier. Compared with the abovementioned technologies, this strategy has
advantages of high drug loading and suitability for industrial production [12,13]. To
date, solvent evaporation has been applied to prepare thermosensitive Cur SDs [5,14–16].
Although good dissolution effects and bioavailability were obtained, issues such as solvent
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residues and industrial production must be considered. In the case of hot melt extrusion
technology, there are no problems involved with the use of a large amount of solvents.

Hot-melt extrusion (HME) converts drugs and carriers into products at elevated
temperatures and rapid shear rates to produce SDs and has been widely used in the phar-
maceutical industry [17,18]. Compared with some conventional approaches, such as rotary
evaporation, which can be costly and has several disadvantages, such as requiring addi-
tional organic solvents, raw materials and extra facilities for solvent removal and to mitigate
the explosion risk. The remarkable industrial advantages of HME include the avoidance
of organic solvents, the possibility of continuous manufacturing, the high uniformity of
extrudates and the ease of processing and scaling-up [19]. However, thermosensitive drugs
or carriers, which are degraded when overheated, are rarely used in HME. Adjusting the
gradient temperature and reducing the residence time can effectively prevent the degrada-
tion of thermosensitive drugs and carriers to ensure product quality [20] In general, the
zones of the barrel have the same temperature: a lower level may cause incomplete melting
of the drug and poor dispersibility in the carrier, and a high temperature may degrade
thermosensitive drugs or carriers. Only a few studies have prepared SDs of heat-sensitive
drugs using HME. Mendonsa applied HME to mix poloxamer and ketoprofen and then
developed a poloxamer gel. The temperatures of the barrel from zones 2–4 were set at
97 ◦C to ensure the melting of the drug and polymer, with zone 5 at 90 ◦C, zones 6 and 7
at 80 ◦C and zone 8 and the die set at 70 ◦C to ensure the correct form [21]. Chuah used
HPMC, lecithin and isomalt as carriers to prepare an amorphous Cur SD through HME [22].
When the temperatures of different zones were set as 50 ◦C–100 ◦C–130 ◦C–140 ◦C–150 ◦C,
no degradation occurred, and the obtained SD showed a good anti-inflammatory activ-
ity. However, a systematic study has not been conducted on temperature control when
preparing SDs through HME.

Many thermosensetive and insoluble drugs, such as tanshinone IIA, vitamin C and
Cur, have been developed. In this work, the HME process was systematically studied to
explore its application for the preparation of SDs of heat-sensitive and insoluble drugs.
Under gradient temperature control, a thermosensitive amorphous Cur SD was successfully
prepared through HME without the degradation of the Cur. The SDs were characterized
by means of differential scanning calorimetry (DSC), X-ray diffraction (XRD) and Fourier
transform infrared spectroscopy (FTIR). Their stability and dissolution in vitro were also
studied. The dissolution rate and bioavailability were significantly improved compared
to the raw drug. Thus, this study can provide a useful reference for Cur research and the
development of oral drug delivery systems. In this paper, an SD of the thermo-sensitive
drug Cur was prepared using HME technology, expanding the scope of the application
of HME technology and providing an example of the preparation of SDs by means of the
HME of other thermo-sensitive drugs.

2. Materials and Methods
2.1. Materials

Cur with 95% purity was purchased from Shanghai Yuanye Biological Technology Co.,
Ltd. (Shanghai, China). Eudragit EPO (EPO), employed as an HME carrier, was provided
by Evonik Industries AG (Darmstadt, Germany). Tween-80 and methanol were purchased
from National Drug Group Chemical Reagents Co., Ltd. (Shanghai, China). Acetonitrile
and phosphoric acid were supplied by EMD Millipore Corporation (Billerica, MA, USA).
The acetonitrile and phosphoric acid were chromatographic grade. The other reagents
were either of analytical grade.

Fifteen male Sprague–Dawley rats (180–220 g) were provided by the Experimental Ani-
mal Center of Nanjing University of Chinese Medicine (NJUCM, Certificate no. 201804676).
The experimental procedures were in line with the requirements of the Animal Ethics
Committee of the Nanjing University of Chinese Medicine.
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2.2. Thermal Analysis

The thermal degradation temperatures of Cur and EPO were measured using a Pyris
1 thermogravimetric analyzer (PerKin Elmer, Waltham, MA, USA). Approximately 10 mg
of the sample was placed in a small aluminum pan and heated from 30 ◦C to 250 ◦C at a
heating rate of 10 ◦C/min. Nitrogen was used as a purge gas at a flow rate of 30 mL/min.

Thermal behavior was examined using a DSC (NETZSCH 200 F3 thermo gravimetrical
analyzer, NETZSCH group, Erlangen, Bayern, Germany). In brief, 5 mg of powder sample
was packed into an aluminum pan with a pinhole in the lid to remove moisture and was
heated at rate of 10 ◦C/min from 30 ◦C to 210 ◦C. Nitrogen at the flow rate of 30 mL/min
was used as a purge gas. NETZSCH Proteus analysis software was used to analyze the
data. The results are shown in Figure 1.

2.3. Miscibility Study of Drug and Carriers
Solubility Parameters

The solubility parameter δ, which was originally proposed by Hildebrand and Scott
and which was improved and perfected by Small and Hansen [23], has been used to
predict the miscibility of drugs and carriers since 1999 [24]. To date, the most frequently
applied method uses Hansen–Hildebrand solubility parameters, which can be divided
into dispersive interactions (δd), polar interactions (δp) and hydrogen bonding (δh), and
which are determined through a group-contribution method [25]. For Cur, the solubility
parameters calculated on the basis of three different methods (Hoftyzer/Van Krevelen,
Hoy, and Just) are shown in Figure 2.

δ =
√

δd2 + δp2 + δh2 (1)

2.4. The Preparation of the Cur-EPO System Using HME
2.4.1. Preparation of Physical Mixture (PM)

The drug/carrier physical mixture was prepared with a mortar and pestle under liquid
nitrogen. The powder was stored in a desiccator at room temperature for further studies.

2.4.2. Preparation of Cur-EPO SD

Cur and EPO (1:4, w/w) was gently mixed with a mortar under liquid nitrogen. The
mixture was slowly added in the hot-melt extruder (Thermo Scientific, Karlsruhe, Germany)
with co-rotating 11 mm screws (length: 44 cm, L/D = 40) at a preset barrel temperature
and screw speed. The extrudate was ground using a mortar under liquid nitrogen and
then collected through 80 sieves in a desiccator for use. With the crystallinity, dissolution
and content of the drug as evaluation indices, a single-factor test was used to select the
appropriate barrel temperature, screw speed and cooling rate to optimize the preparation
process and ensure the quality and stability of the SD.

2.5. Determination of Drug Content

Cur was quantified using the HPLC method (Waters Corporation, Milford, MA, USA).
A Hedera ODS-2 C18 column (5 µm × 4.6 mm × 250 mm) was employed and maintained
at 35 ◦C [26]. All measurements were performed with the injection volume of 10 µL and the
UV wavelength set at 423 nm. Acetonitrile and 0.3% aqueous phosphoric acid solution (6:4,
v/v) was used as the mobile phase and pumped at a flow rate of 1 mL/min. The calibration
curve was linear over a range of 1.373–87.840 µg/mL, with a correlation coefficient of
approximately 0.9998.

The drug or SD was sonicated with methanol and the supernatant was collected and
analyzed through HPLC after centrifugation.

2.6. X-ray Powder Diffraction (XRD)

The samples were measured using a D/max 2500 X-ray powder diffraction system
(Rigaku, Tokyo, Japan) to determine the molecular transformation of the drug from the
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crystalline to the amorphous state. Cu Kα radiation was used at 40 kV and 100 mA. The
samples were scanned in the reflection mode from 3◦ to 40◦ using a scanning step size
of 0.02◦.

2.7. Fourier Transform Infrared Spectroscopy (FTIR)

A NEXUS870 FTIR (Thermo Nicolet, Madison, WI, USA) instrument was used to
confirm the existence of molecular interactions between the drug and polymer. The
samples were gently mixed with dry potassium bromide, compressed and analyzed from
4000 cm−1 to 400 cm−1. Each disc was scanned 10 times at a resolution of 2 cm−1.

2.8. In Vitro Dissolution Study

In vitro dissolution was conducted using a ZRS-8 GD paddle dissolution apparatus
(Tiandatianfa, Tianjin, China) with a paddle rotation speed of 100 rpm at 37 ◦C ± 0.5 ◦C
in 900 mL of pH 1.2 HCl solution according to the Chinese Pharmacopoeia, 2020, English
version. Samples equivalent to 12 mg of Cur were added to the dissolution apparatus.
Afterwards, 3 mL of samples were withdrawn at predetermined time intervals, and an
equal amount of fresh medium was added to the dissolution medium vessel. The collected
samples were centrifuged at 14,000 rpm for 10 min, and the supernatant was determined
by means of HPLC with a detection wavelength of 306 nm. Experiments were performed
in triplicate.

2.9. Equilibrium Solubility Study

An excess amount of crystalline Cur was dispersed in the pH 1.2 HCl solution with
the presence and absence of EPO at 37 ◦C. Afterward, 5 mL of samples were withdrawn
from each vessel after 24 h and centrifuged 14,000 rpm (Vortex Kylin-bell5 Vortex oscillator,
Beideng group, China) for 10 min. The supernatant was determined by means of HPLC
with a detection wavelength of 432 nm. Experiments were conducted in triplicate.

2.10. Accelerate Stability Study

The extrudates were stored in a Climacell 222 humidity chamber (MMM group,
Planegg, Germany) at 40 ◦C and 75% relative humidity (RH) for 6 months to investigate
their physical stability. DSC studies were utilized to regularly determine the crystallinity
of Cur.

2.11. In Vivo Pharmacokinetic Studies

Fifteen rats were randomly divided into three groups, which were orally administered
with 100 mg/kg pure Cur, the physical mixture of Cur-EPO, and the Cur-EPO SD [27,28].
In brief, 0.5 mL of blood samples were obtained from the orbital veins using a heparinized
tube at different times of 5, 10, 15, 20, 30, 45, 60, 90, 120, 240, 360, 480, 600 and 1440 min
and then centrifuged immediately at 4500 rpm for 10 min [29]. The plasma samples were
collected and stored at −20 ◦C for further experiments. Afterwards, 10 µL of apigenin
solution (internal standard, 0.403 µg/mL), 10 µL of ethyl acetate, and 100 µL of plasma
sample were added into a 1.5 mL Eppendorf (EP) tube, vigorously vortexed and mixed for
3 min and centrifuged at 14,000 r/min for 10 min. Approximately 80 µL of supernatant
was taken for the UPLC-MS/MS analysis. The DAS 3.0 pharmacokinetic program was
used to analyze the pharmacokinetic parameters.

3. Results and Discussion
3.1. Thermal Analysis

Knowledge of the the thermodynamic properties of drugs is essential for the prepa-
ration of SDs through HME [30]. As shown in Figure 1a, the endothermic peak of Cur
occurred at 181.5 ◦C (Tm); however, significant thermal degradation is shown at 174 ◦C (Td)
in Figure 1b without reaching the Tm, thus verifying Cur as a thermosensitive drug. The
glass transition temperature values for EPO, PVP VA and soluplus were 56.1 ◦C, 106 ◦C
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and 75.6 ◦C. The TGA thermogram of PVP VA showed a weight loss of approximately
4% between 50 ◦C and 100 ◦C; this may due to the evaporation of water, since PVP VA is
highly hygroscopic. According to the thermodynamic properties of Cur, an appropriate
barrel temperature should be selected to ensure that the drug–carrier system melts, and
this was set below 174 ◦C to avoid the degradation of Cur.
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3.2. Miscibility Study

• Solubility Parameters

According to the theory proposed by Greenhalgh [31], the miscibility of the drug and
carrier depends on the difference in their ∆δt values. Compounds with similar values of δ
are miscible because the energy of mixing released by interactions within the components is
balanced by the energy released by the interaction between the components [32]. Figure 2
shows that all calculated ∆δt values were <7. With regard to the total solubility parameter,
the difference in ∆δt between Cur and the carrier was small, thus denoting miscibility.



Molecules 2021, 26, 4964 6 of 17

Molecules 2021, 26, x FOR PEER REVIEW 6 of 18 
 

 

3.2. Miscibility Study 
 Solubility Parameters 

According to the theory proposed by Greenhalgh [31], the miscibility of the drug and 
carrier depends on the difference in their Δδt values. Compounds with similar values of 
δ are miscible because the energy of mixing released by interactions within the compo-
nents is balanced by the energy released by the interaction between the components [32]. 
Figure 2 shows that all calculated Δδt values were <7. With regard to the total solubility 
parameter, the difference in Δδt between Cur and the carrier was small, thus denoting 
miscibility. 

 
Figure 2. Solubility parameters of samples. 

3.3. Preparation of Cur-EPO SD 
The weight ratio of Cur to EPO was 1:4. The HME process is important because Cur 

is easily decomposed at high temperatures. 

3.3.1. The Determination of the Carrier and the Ratio of the Carrier and the Drug 
The effects of carriers were investigated with the cumulative dissolution rate of Cur 

as the evaluation index. As shown in Figure 3, the incorporation of EPO into the Cur-SD 
substantially improved the Cur dissolution rate. Therefore, EPO was selected as the car-
rier of the Cur SD, and the ratio of the Cur-EPO was 1:4. 

Figure 2. Solubility parameters of samples.

3.3. Preparation of Cur-EPO SD

The weight ratio of Cur to EPO was 1:4. The HME process is important because Cur is
easily decomposed at high temperatures.

3.3.1. The Determination of the Carrier and the Ratio of the Carrier and the Drug

The effects of carriers were investigated with the cumulative dissolution rate of Cur
as the evaluation index. As shown in Figure 3, the incorporation of EPO into the Cur-SD
substantially improved the Cur dissolution rate. Therefore, EPO was selected as the carrier
of the Cur SD, and the ratio of the Cur-EPO was 1:4.

3.3.2. Single Factor Test for Preparation Process

• Effect of Barrel Temperature

Choosing the proper barrel temperature is important in preparing amorphous SDs
and improving Cur dissolution [33]. HME may produce a residue of the crystalline drug
at a low extrusion temperature or degrade the drug at a high temperature. Isothermal
(140 ◦C and 160 ◦C) and gradient (130 ◦C–135 ◦C–140 ◦C–145 ◦C–150 ◦C–155 ◦C–160 ◦C)
temperature methods were used to prepare the Cur-EPO SD through HME. As shown
in Table 1 and Figure 4, the preparation of different temperature control methods greatly
affected the thermal stability of the drugs. The content of raw Cur was 95%. When the
barrel temperature was set to 160 ◦C, the drug was degraded, and the content of Cur was
only 80%. Cur almost had no degradation when the barrel temperature was 140 ◦C and
a temperature gradient (130 ◦C–135 ◦C–140 ◦C–145 ◦C–150 ◦C–155 ◦C–160 ◦C) was used.
However, the related DSC curves (Figure 4) showed that when the barrel temperature was
140 ◦C, crystals still existed in the SD, and the corresponding cumulative dissolution rate
was low. Therefore, the barrel temperature was set as a gradient heating mode (130 ◦C–
135 ◦C–140 ◦C–145 ◦C–150 ◦C–155 ◦C–160 ◦C).
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Table 1. The preparation process of the Cur-EPO SD.

Barrel Temperature/◦C Screw
Speed/rmp Cooling Method The Content

of Cur/%

1 140 100 Room temperature 95
2 130–135–140–145–150–155–160 100 Room temperature 95
3 160 100 Room temperature 80
4 130–135–140–145–150–155–160 50 Room temperature 92
5 130–135–140–145–150–155–160 150 Room temperature 94
6 130–135–140–145–150–155–160 100 Ice-water bath 95
7 130–135–140–145–150–155–160 100 liquid nitrogen 95
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Figure 4. The dissolution of SD (a) and DSC curves (b) under different temperature control conditions.

• Effect of Screw Speed

The screw speed is another factor affecting the final product and its stability [34]. Table 1
and Figure 5 show that the majority of Cur degradation occurred at the screw speed of
50 rpm, possibly due to the low screw speed. When the speed was extremely low, the
drug stayed in the barrel for a long time and then became extremely prone to thermal
degradation. Figure 5 shows that when the barrel speed was 150 rpm, a crystal peak still
occurred in the SD. An extremely fast screw speed (150 rpm) was not able to obtain the
desired Cur-EPO SD and caused a short residence time of Cur in the barrel; the thermal
energy and shear force provided by the instrument were unable to destroy the crystal
lattice of the drug [35] When the screw speed was 100 rpm, Cur existed in an amorphous
form, and its dissolution reached the highest rate (Figure 5).

• Effect of Cooling Method

The cooling method is also an important process involved in HME. An appropriate
cooling method can prevent potential phase separation and drug nucleation and can thus
be used to obtain amorphous SDs [36]. When the barrel temperature and screw speed
were constant, the effect of the cooling method on the Cur-EPO SD was not remarkable
(Figure 6). The mass fraction of Cur in all three cooling methods was approximately 95%,
and almost no thermal degradation occurred. No significant difference in dissolution was
observed in the presence of the carrier. Therefore, the final choice of cooling method was
liquid nitrogen cooling.
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The best preparation process was as follows: a screw speed of 100 rpm, a gradient
temperature of 130 ◦C–135 ◦C–140 ◦C–145 ◦C–150 ◦C–155 ◦C–160 ◦C, and cooling by liquid
nitrogen. Under such conditions, the drug was dispersed in the carrier in an amorphous
state, and a strong molecular interaction occurred between the drugs and carriers.

3.4. The Characterization of the SD
3.4.1. DSC

DSC was carried out to assess the crystalline state of raw Cur powder, EPO, the
Cur and EPO physical mixture, and the Cur-EPO samples. As is shown in Figure 7, a
sharp melting endothermic peak appeared at 181.8 ◦C in the DSC curve of raw Cur, which
stemmed from the melting of Cur crystals. The DSC thermogram of the physical mixture
showed a shallow endothermic peak at 171.5 ◦C, indicating the presence of Cur crystals.
The melting peaks of Cur were broadened and shifted more to a lower temperature, which
could be attributable to the mixing effect [37]. By contrast, the SD of the Cur-EPO samples
presented no endothermic peak around the melting point of the crystals. It should be noted
that when the crystallinity of a drug is under 2%, the melting peaks of the drug cannot
generally be detected via DSC [38]. For this reason, further studies using XRD were carried
out to assess the crystallinity of the SD.
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3.4.2. XRD

The XRD patterns of the samples are depicted in Figure 8. Cur showed the charac-
teristic crystalline peaks of 2θ = 8.80◦, 14.46◦, 17.24◦, 17.78◦, 18.00◦, 21.06◦, 23.30◦, 24.58◦,
27.38◦ and 29.20◦ [39]. The X-ray diffractogram of EPO is typical of amorphous materials,
with no sharp peaks [40]. There was a very strong peak at 17.25◦ 2θ in the curve of Cur.
Corresponding signals also appeared in the physical mixture (PM) at the same angle,
although these were weakened. On the contrary, no sharp crystal diffraction peaks were
found in the SD, which means that amorphous Cur-EPO SDs were successfully prepared.
A similar phenomenon has been reported by Li [41].

3.4.3. FTIR

FTIR studies were conducted to confirm the presence of interactions between Cur
and EPO. As can be seen in Figure 9, there was a broad peak at 3510 cm−1, which was
assigned to phenolic hydroxyl group stretching of Cur [42]. The FTIR-spectra of pure
EPO show the presence of two characteristic bands at 2770 and 2820 cm−1, corresponding
to valence vibrations of non-ionized dimethylamino groups [43]. An absorption peak
at 1680 cm−1 was assigned to the carbonyl group of EPO. In the spectrum of the SD,
the bands at 3510 cm−1 disappeared and the carbonyl peak of EPO was shifted to lower



Molecules 2021, 26, 4964 11 of 17

wavelengths, which indicates that a hydrogen bond interaction between Cur and EPO may
have occurred [44,45]. In addition, the stretching vibration peak intensity of EPO in the SD
at 2770 cm−1 and 2820 cm−1 was also weakened. This might be due to the interaction of
the protonated dimethylamino group from EPO with the phenolic hydroxyl group from
Cur, which is similar to those published in the literature [46].
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3.5. In Vitro Dissolution Study

The content of three batches of SDs was almost 95%, as detected using HPLC, and SDs
were subjected to a dissolution test. As shown in Figure 10, the SD was completely released
within 1 h and no degradation of Cur occurred, which means that immediate-release
Cur-EPO SDs with no degradation were successfully prepared via HME.
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3.6. Equilibrium Solubility Studies

Cur solubility was extremely poor (HPLC results could not be effectively measured);
hence, 0.5% Tween was added to the dissolution medium. Excess Cur raw drug, the
physical mixture, and the SD were added to a hydrochloric acid solution with pH 1.2,
containing 0.5% Tween-80, and the equilibrium solubility is shown in Table 2. The solubility
of the Cur-EPO SD was five times higher than that of Cur, indicating that the SD preparation
can effectively improve Cur solubility [47,48].

Table 2. The equilibrium solubility of Cur (mean ± RSD, n = 3).

Samples Equilibrium Solubility of Cur (µg/mL)

Cur 39.03% ± 0.63%
Physical mixture 152.94% ± 1.45%

SD 234.20% ± 2.33%

3.7. Acceleration of Stability Study

After the SDs were subjected to the environment of 40 ◦C and RH75% for a period
of time, the stability of the SDs were determined using DSC, and the results are shown in
Figure 11. The DSC curves confirmed no recrystallization of the amorphous drug in the
SDs, suggesting good physical stability [49]. This phenomenon could be ascribed to the
molecular interaction and good miscibility between the drug and carrier.

3.8. Pharmacokinetic Study

The mean plasma concentrations are shown in Figure 12 and Table 3. The Cmax of the
SD was 3791.120 ± 22.2 ng/mL, which was 2.6 times higher than that of Cur. No significant
difference was found between the physical mixture (PM) and Cur. The bioavailability of
the Cur-EPO SD was 1.5 times higher than that of Cur and therefore was consistent with
the solubility and dissolution results. Pharmacokinetics indicated that the preparation
of Cur-EPO SD via HME can enhance the bioavailability to some degree due to its rapid
metabolism in the liver and intestines [50,51]. Additional works must be conducted to
increase the bioavailability of the prepared SDs. It can be seen in Figure 13 that endogenous
substances in plasma show no interference with Cur, and the retention time is consistent
with that of the control, indicating that the specificity of this method is good.



Molecules 2021, 26, 4964 13 of 17

Molecules 2021, 26, x FOR PEER REVIEW 13 of 18 
 

 

3.6. Equilibrium Solubility Studies 
Cur solubility was extremely poor (HPLC results could not be effectively measured); 

hence, 0.5% Tween was added to the dissolution medium. Excess Cur raw drug, the phys-
ical mixture, and the SD were added to a hydrochloric acid solution with pH 1.2, contain-
ing 0.5% Tween-80, and the equilibrium solubility is shown in Table 2. The solubility of 
the Cur-EPO SD was five times higher than that of Cur, indicating that the SD preparation 
can effectively improve Cur solubility [47,48]. 

Table 2. The equilibrium solubility of Cur (mean ±RSD, n = 3). 

Samples Equilibrium Solubility of Cur (μg/mL) 
Cur 39.03% ± 0.63% 

Physical mixture 152.94% ± 1.45% 
SD 234.20% ± 2.33% 

3.7. Acceleration of Stability Study 
After the SDs were subjected to the environment of 40 °C and RH75% for a period of 

time, the stability of the SDs were determined using DSC, and the results are shown in 
Figure 11. The DSC curves confirmed no recrystallization of the amorphous drug in the 
SDs, suggesting good physical stability [49]. This phenomenon could be ascribed to the 
molecular interaction and good miscibility between the drug and carrier. 

 
Figure 11. The DSC curves of the SD in different months. 

3.8. Pharmacokinetic Study 
The mean plasma concentrations are shown in Figure 12 and Table 3. The Cmax of the 

SD was 3791.120 ± 22.2 ng/mL, which was 2.6 times higher than that of Cur. No significant 
difference was found between the physical mixture (PM) and Cur. The bioavailability of 
the Cur-EPO SD was 1.5 times higher than that of Cur and therefore was consistent with 
the solubility and dissolution results. Pharmacokinetics indicated that the preparation of 
Cur-EPO SD via HME can enhance the bioavailability to some degree due to its rapid 
metabolism in the liver and intestines [50,51]. Additional works must be conducted to 
increase the bioavailability of the prepared SDs. It can be seen in Figure 13 that 

Figure 11. The DSC curves of the SD in different months.

Molecules 2021, 26, x FOR PEER REVIEW 14 of 18 
 

 

endogenous substances in plasma show no interference with Cur, and the retention time 
is consistent with that of the control, indicating that the specificity of this method is good. 

Table 3. The pharmacokinetic parameters of raw Cur, PM and the SD in rats after oral administra-
tion (n = 5, mean ± RSD). 

Parameters Cur PM * SD ** 
Cmax (ng/mL) 1464.322 ± 24.7 2484.783 ± 26.8 3791.120 ± 22.2 

Tmax (min) 22 ± 22.3 24 ± 22.8 20 ± 0 
AUC0–t (ng/mL min) 267081.009 ± 32.5 265975.190 ± 21.5 387231.473 ± 17.2 
AUC0–∞ (ng/mL min) 533813.494 ± 67.0 275084.394 ± 15.8 619877.046 ± 39.7 

t1/2 z (h) 23.00 ± 53.8 7.03 ± 91.9 12.82 ± 35.7 
Compare to raw Cur, * p > 0.05, ** p < 0.01. 

 
Figure 12. The plasma concentration-time curves of Cur in rats after oral administration of Cur (a), PM (b), the SD (c) and 
Cur, PM, SD (d) (n = 5, mean ± SD). 

Figure 12. The plasma concentration-time curves of Cur in rats after oral administration of Cur (a), PM (b), the SD (c) and
Cur, PM, SD (d) (n = 5, mean ± SD).



Molecules 2021, 26, 4964 14 of 17

Table 3. The pharmacokinetic parameters of raw Cur, PM and the SD in rats after oral administration
(n = 5, mean ± RSD).

Parameters Cur PM * SD **

Cmax (ng/mL) 1464.322 ± 24.7 2484.783 ± 26.8 3791.120 ± 22.2
Tmax (min) 22 ± 22.3 24 ± 22.8 20 ± 0

AUC0–t (ng/mL min) 267,081.009 ± 32.5 265,975.190 ± 21.5 387,231.473 ± 17.2
AUC0–∞ (ng/mL min) 533,813.494 ± 67.0 275,084.394 ± 15.8 619,877.046 ± 39.7

t1/2 z (h) 23.00 ± 53.8 7.03 ± 91.9 12.82 ± 35.7
Compare to raw Cur, * p > 0.05, ** p < 0.01.
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4. Discussion

Cur has a poor thermal stability, which makes it difficult to prepare a Cur SD through
HME. The thermal decomposition of drugs mainly depends on the heating temperature
and exposure time. Hot-melt extruders have an independent temperature control cylinder,
which can set different temperatures in order to control the degree of heating of the drug,
and a twin-screw structure, which can be used to control the heating time of the drug
by setting the screw speed. The barrel temperature and screw speed must be adjusted
to control the heating rate and barrel time of the drug [52]. The ability to prepare a
thermosensitive drug as an SD by means of HME depends on two key factors, namely,
barrel temperature and screw speed. In this experiment, a gradient temperature control
mode was used to set the barrel temperature, adjust the appropriate screw speed, control
the degree and time of heating, and reduce the probability of thermal degradation of
the drug. The thermal properties of Cur were changed in the SD, namely, the single
endothermic peak disappeared, and Cur was distributed in the carrier in an amorphous
state, thus increasing the solubility and release of Cur [53]. Related pharmacokinetic test
results also showed the improved bioavailability of the drug in rats.
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5. Conclusions

In summary, under the gradient temperature control, an amorphous Cur-EPO SD
with no degradation was successfully prepared through HME. After formulation as ASDs,
the in vitro dissolution of the drug was remarkably increased, as compared to the bulk
drug. The dissolution rate and bioavailability were significantly improved compared to the
raw drug, which can provide a useful reference for Cur research and for the development
of oral drug delivery systems. Physicochemical characterization by means of DSC and
XRD analysis revealed that Cur was in an amorphous state and that all the ingredients
in the formulation were compatible. Related pharmacokinetic test results showed that
SDs could achieve better bioavailability of poorly-water-soluble drugs (BSC class II drugs).
Nevertheless, the question of whether these design strategies can indeed provide better
oral bioavailability still needs to be confirmed through preclinical and clinical studies.

Author Contributions: Investigation, X.Z. (Xiaotong Zhang), W.Z. and X.Z. (Xinyi Zhang); resources,
L.D.; writing—original draft preparation, W.F. All authors have read and agreed to the published
version of the manuscript.

Funding: This research was funded by the 55th batch of postdoctoral funds for scientific research,
grant number 021062001001.

Institutional Review Board Statement: The study was conducted according to the guidelines of the
Declaration of Helsinki, and approved by the Animal Ethics Committee of the Nanjing University of
Chinese Medicine(Approval No. 201804676 in 2018).

Informed Consent Statement: Not applicable.

Data Availability Statement: The raw data is available from the authors upon request.

Acknowledgments: Thanks to Di Liuqing for his scientific research platform.

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

References
1. Shakeri, A.; Ward, N.; Panahi, Y.; Sahebkar, A. Anti-Angiogenic Activity of Curcumin in Cancer Therapy: A Narrative Review.

Curr. Vasc. Pharmacol. 2019, 17, 262–269. [CrossRef]
2. Kareem, S.M.; Mahmood, S.S.; Hindi, N.K. Effects of Curcumin and Silymarin on the Shigella dysenteriae and Campylobacter

jejuni In vitro. J. Gastrointest. Cancer 2020, 51, 824–828. [CrossRef]
3. Zeng, L.; Yu, G.; Hao, W.; Yang, K.; Chen, H. The efficacy and safety of Curcuma longa extract and curcumin supplements on

osteoarthritis: A systematic review and meta-analysis. Biosci. Rep. 2021, 41, BSR20210817. [CrossRef]
4. Pancholi, V.; Smina, T.P.; Kunnumakkara, A.B.; Maliakel, B.; Krishnakumar, I.M. Safety assessment of a highly bioavailable

curcumin-galactomannoside complex (CurQfen) in healthy volunteers, with a special reference to the recent hepatotoxic reports
of curcumin supplements: A 90-days prospective study. Toxicol. Rep. 2021, 8, 1255–1264. [CrossRef] [PubMed]

5. He, Y.; Liu, H.; Bian, W.; Liu, Y.; Liu, X.; Ma, S.; Zheng, X.; Du, Z.; Zhang, K.; Ouyang, D. Molecular Interactions for the
Curcumin-Polymer Complex with Enhanced Anti-Inflammatory Effects. Pharmaceutics 2019, 11, 442. [CrossRef]

6. Dudhipala, N.; Veerabrahma, K. Candesartan cilexetil loaded solid lipid nanoparticles for oral delivery: Characterization,
pharmacokinetic and pharmacodynamic evaluation. Drug Deliv. 2016, 23, 395–404. [CrossRef] [PubMed]

7. Dudhipala, N.; Janga, K.Y.; Gorre, T. Comparative study of nisoldipine-loaded nanostructured lipid carriers and solid lipid
nanoparticles for oral delivery: Preparation, characterization, permeation and pharmacokinetic evaluation. Artif. Cells Nanomed.
Biotechnol. 2018, 46, 616–625. [CrossRef] [PubMed]

8. Dai, W.G.; Dong, L.C.; Song, Y.Q. Nanosizing of a drug/carrageenan complex to increase solubility and dissolution rate. Int. J.
Pharm. 2007, 342, 201–207. [CrossRef] [PubMed]

9. Singh, D.; Tiwary, A.K.; Bedi, N. Canagliflozin loaded SMEDDS: Formulation optimization for improved solubility, permeability
and pharmacokinetic performance. J. Pharm. Investig. 2019, 49, 67–85. [CrossRef]

10. Hadipour Moghaddam, S.P.; Farhat, S.; Vatanara, A. Porous Microparticles Containing Raloxifene Hydrochloride Tailored by
Spray Freeze Drying for Solubility Enhancement. Adv. Pharm. Bull. 2018, 8, 217–223. [CrossRef]

11. Hong, W.; Guo, F.; Yu, N.; Ying, S.; Lou, B.; Wu, J.; Gao, Y.; Ji, X.; Wang, H.; Li, A.; et al. A Novel Folic Acid Receptor-Targeted
Drug Delivery System Based on Curcumin-Loaded β-Cyclodextrin Nanoparticles for Cancer Treatment. Drug Des. Devel. Ther.
2021, 15, 2843–2855. [CrossRef] [PubMed]

12. Bisht, S.; Feldmann, G.; Soni, S.; Ravi, R.; Karikar, C.; Maitra, A.; Maitra, A. Polymeric nanoparticle-encapsulated curcumin
(“nanocurcumin”): A novel strategy for human cancer therapy. J. Nanobiotechnol. 2007, 5, 3. [CrossRef] [PubMed]

http://doi.org/10.2174/1570161116666180209113014
http://doi.org/10.1007/s12029-019-00301-1
http://doi.org/10.1042/BSR20210817
http://doi.org/10.1016/j.toxrep.2021.06.008
http://www.ncbi.nlm.nih.gov/pubmed/34195017
http://doi.org/10.3390/pharmaceutics11090442
http://doi.org/10.3109/10717544.2014.914986
http://www.ncbi.nlm.nih.gov/pubmed/24865287
http://doi.org/10.1080/21691401.2018.1465068
http://www.ncbi.nlm.nih.gov/pubmed/29688077
http://doi.org/10.1016/j.ijpharm.2007.04.032
http://www.ncbi.nlm.nih.gov/pubmed/17560055
http://doi.org/10.1007/s40005-018-0385-5
http://doi.org/10.15171/apb.2018.026
http://doi.org/10.2147/DDDT.S320119
http://www.ncbi.nlm.nih.gov/pubmed/34234415
http://doi.org/10.1186/1477-3155-5-3
http://www.ncbi.nlm.nih.gov/pubmed/17439648


Molecules 2021, 26, 4964 16 of 17

13. Van Ngo, H.; Ngo, V.T.-K.; Vo, V.T.; Nguyen, P.K.; Vo Van, T.; Tran, P.H.-L.; Tran, T.T.-D. Effects of Absorbent on the Dissolution Rate
of PEG-Based Solid Dispersions Containing Poorly Water-Soluble Drug; Springer: Singapore, 2018; pp. 515–518.

14. Shin, M.S.; Yu, J.S.; Lee, J.; Ji, Y.S.; Joung, H.J.; Han, Y.M.; Yoo, H.H.; Kang, K.S. A Hydroxypropyl Methylcellulose-Based Solid
Dispersion of Curcumin with Enhanced Bioavailability and its Hepatoprotective Activity. Biomolecules 2019, 9, 281. [CrossRef]
[PubMed]

15. Song, I.S.; Cha, J.S.; Choi, M.K. Characterization, in Vivo and in Vitro Evaluation of Solid Dispersion of Curcumin Containing
d-α-Tocopheryl Polyethylene Glycol 1000 Succinate and Mannitol. Molecules 2016, 21, 1386. [CrossRef] [PubMed]

16. Kulthe, V.V.; Chaudhari, P.D.; Aboul-Enein, H.Y. Freeze-dried amorphous dispersions for solubility enhancement of thermosensi-
tive API having low molecular lipophilicity. Drug Res. 2014, 64, 493–498. [CrossRef] [PubMed]

17. Vo, A.Q.; Feng, X.; Morott, J.T.; Pimparade, M.B.; Tiwari, R.V.; Zhang, F.; Repka, M.A. A novel floating controlled release drug
delivery system prepared by hot-melt extrusion. Eur. J. Pharm. Biopharm. 2016, 98, 108–121. [CrossRef] [PubMed]

18. Almotairy, A.; Almutairi, M.; Althobaiti, A.; Alyahya, M.; Sarabu, S.; Alzahrani, A.; Zhang, F.; Bandari, S.; Repka, M.A. Effect of
pH modifiers on the solubility, dissolution rate, and stability of telmisartan solid dispersions produced by hot-melt extrusion
technology. J. Drug Deliv. Sci. Technol. 2021, 65, 102674. [CrossRef]

19. Malaquias, L.F.B.; Sá-Barreto, L.C.L.; Freire, D.O.; Silva, I.C.R.; Karan, K.; Durig, T.; Lima, E.M.; Marreto, R.N.; Gelfuso, G.M.;
Gratieri, T.; et al. Taste masking and rheology improvement of drug complexed with beta-cyclodextrin and hydroxypropyl-β-
cyclodextrin by hot-melt extrusion. Carbohydr. Polym. 2018, 185, 19–26. [CrossRef]

20. Yang, F.; Su, Y.; Zhang, J.; Dinunzio, J.; Leone, A.; Huang, C.; Brown, C.D. Rheology Guided Rational Selection of Processing
Temperature To Prepare Copovidone-Nifedipine Amorphous Solid Dispersions via Hot Melt Extrusion (HME). Mol. Pharm. 2016,
13, 3494–3505. [CrossRef] [PubMed]

21. Mendonsa, N.S.; Murthy, S.N.; Hashemnejad, S.M.; Kundu, S.; Zhang, F.; Repka, M.A. Development of poloxamer gel formulations
via hot-melt extrusion technology. Int. J. Pharm. 2018, 537, 122–131. [CrossRef] [PubMed]

22. Chuah, A.M.; Jacob, B.; Jie, Z.; Ramesh, S.; Mandal, S.; Puthan, J.K.; Deshpande, P.; Vaidyanathan, V.V.; Gelling, R.W.; Patel, G.;
et al. Enhanced bioavailability and bioefficacy of an amorphous solid dispersion of curcumin. Food Chem. 2014, 156, 227–233.
[CrossRef]

23. Stefanis, E.; Panayiotou, C. Prediction of Hansen Solubility Parameters with a New Group-Contribution Method. Int. J.
Thermophys. 2008, 29, 568–585. [CrossRef]

24. Leuner, C.; Dressman, J. Improving drug solubility for oral delivery using solid dispersions. Eur. J. Pharm. Biopharm. 2000, 50,
47–60. [CrossRef]

25. Van Krevelen, D.W. Cohesive Properties and Solubility. Chapter 7. Prop. Polym. 2009, 189–227. [CrossRef]
26. Karimpour, M.; Feizi, M.A.H.; Mahdavi, M.; Krammer, B.; Verwanger, T.; Najafi, F.; Babaei, E. Development of curcumin-loaded

gemini surfactant nanoparticles: Synthesis, characterization and evaluation of anticancer activity against human breast cancer
cell lines. Phytomedicine 2019, 57, 183–190. [CrossRef] [PubMed]

27. Fan, W.; Zhang, X.; Zhu, W.; Di, L. The Preparation of Curcumin Sustained-Release Solid Dispersion by Hot-Melt Extrusion-II.
Optimization of Preparation Process and Evaluation In Vitro and In Vivo. J. Pharm. Sci. 2020, 109, 1253–1260. [CrossRef]

28. Kheiri Manjili, H.; Ghasemi, P.; Malvandi, H.; Mousavi, M.S.; Attari, E.; Danafar, H. Pharmacokinetics and in vivo delivery of
curcumin by copolymeric mPEG-PCL micelles. Eur. J. Pharm. Biopharm. 2017, 116, 17–30. [CrossRef]

29. Pi, C.; Yuan, J.; Liu, H.; Zuo, Y.; Feng, T.; Zhan, C.; Wu, J.; Ye, Y.; Zhao, L.; Wei, Y. In vitro and in vivo evaluation of curcumin
loaded hollow microspheres prepared with ethyl cellulose and citric acid. Int. J. Biol. Macromol. 2018, 115, 1046–1054. [CrossRef]
[PubMed]

30. Baird, J.A.; Taylor, L.S. Evaluation of amorphous solid dispersion properties using thermal analysis techniques. Adv. Drug Del.
Rev. 2012, 64, 396–421. [CrossRef] [PubMed]

31. Greenhalgh, D.J.; Williams, A.C.; Timmins, P.; York, P. Solubility parameters as predictors of miscibility in solid dispersions. J.
Pharm. Sci. 1999, 88, 1182–1190. [CrossRef]

32. Chokshi, R.J.; Zia, H.; Sandhu, H.K.; Shah, N.H.; Malick, W.A. Improving the Dissolution Rate of Poorly Water Soluble Drug by
Solid Dispersion and Solid Solution. Drug Deliv. 2007, 14, 33–45. [CrossRef]

33. Liu, H.; Wang, P.; Zhang, X.; Shen, F.; Gogos, C.G. Effects of extrusion process parameters on the dissolution behavior of
indomethacin in Eudragit® E PO solid dispersions. Int. J. Pharm. 2010, 383, 161–169. [CrossRef] [PubMed]

34. Shah, S.; Maddineni, S.; Lu, J.; Repka, M.A. Melt extrusion with poorly soluble drugs. Int. J. Pharm. 2013, 453, 233–252. [CrossRef]
[PubMed]

35. Reitz, E.; Podhaisky, H.; Ely, D.; Thommes, M. Residence time modeling of hot melt extrusion processes. Eur. J. Pharm. Biopharm.
2013, 85, 1200–1205. [CrossRef] [PubMed]

36. Lang, B.; Mcginity, J.W.; Williams, R.O., 3rd. Dissolution enhancement of itraconazole by hot-melt extrusion alone and the
combination of hot-melt extrusion and rapid freezing–effect of formulation and processing variables. Mol. Pharm. 2014, 11,
186–196. [CrossRef]

37. Ng, C.L.; Lee, S.-E.; Lee, J.-K.; Kim, T.-H.; Jang, W.S.; Choi, J.-S.; Kim, Y.-H.; Kim, J.-K.; Park, J.-S. Solubilization and formulation
of chrysosplenol C in solid dispersion with hydrophilic carriers. Int. J. Pharm. 2016, 512, 314–321. [CrossRef]

38. Dong, L.; Mai, Y.; Liu, Q.; Zhang, W.; Yang, J. Mechanism and Improved Dissolution of Glycyrrhetinic Acid Solid Dispersion by
Alkalizers. Pharmaceutics 2020, 12, 82. [CrossRef]

http://doi.org/10.3390/biom9070281
http://www.ncbi.nlm.nih.gov/pubmed/31311168
http://doi.org/10.3390/molecules21101386
http://www.ncbi.nlm.nih.gov/pubmed/27763524
http://doi.org/10.1055/s-0033-1363249
http://www.ncbi.nlm.nih.gov/pubmed/24443307
http://doi.org/10.1016/j.ejpb.2015.11.015
http://www.ncbi.nlm.nih.gov/pubmed/26643801
http://doi.org/10.1016/j.jddst.2021.102674
http://doi.org/10.1016/j.carbpol.2018.01.011
http://doi.org/10.1021/acs.molpharmaceut.6b00516
http://www.ncbi.nlm.nih.gov/pubmed/27602878
http://doi.org/10.1016/j.ijpharm.2017.12.008
http://www.ncbi.nlm.nih.gov/pubmed/29253585
http://doi.org/10.1016/j.foodchem.2014.01.108
http://doi.org/10.1007/s10765-008-0415-z
http://doi.org/10.1016/S0939-6411(00)00076-X
http://doi.org/10.1016/B978-0-08-054819-7.00007-8
http://doi.org/10.1016/j.phymed.2018.11.017
http://www.ncbi.nlm.nih.gov/pubmed/30776589
http://doi.org/10.1016/j.xphs.2019.11.020
http://doi.org/10.1016/j.ejpb.2016.10.003
http://doi.org/10.1016/j.ijbiomac.2018.04.171
http://www.ncbi.nlm.nih.gov/pubmed/29727658
http://doi.org/10.1016/j.addr.2011.07.009
http://www.ncbi.nlm.nih.gov/pubmed/21843564
http://doi.org/10.1021/js9900856
http://doi.org/10.1080/10717540600640278
http://doi.org/10.1016/j.ijpharm.2009.09.003
http://www.ncbi.nlm.nih.gov/pubmed/19748557
http://doi.org/10.1016/j.ijpharm.2012.11.001
http://www.ncbi.nlm.nih.gov/pubmed/23178213
http://doi.org/10.1016/j.ejpb.2013.07.019
http://www.ncbi.nlm.nih.gov/pubmed/23933247
http://doi.org/10.1021/mp4003706
http://doi.org/10.1016/j.ijpharm.2016.08.062
http://doi.org/10.3390/pharmaceutics12010082


Molecules 2021, 26, 4964 17 of 17

39. Alizadeh, N.; Malakzadeh, S. Antioxidant, antibacterial and anti-cancer activities of β-and γ-CDs/curcumin loaded in chitosan
nanoparticles. Int. J. Biol. Macromol. 2020, 147, 778–791. [CrossRef]

40. Bhatia, M.; Saini, M. Formulation and evaluation of curcumin microsponges for oral and topical drug delivery. Prog. Biomater.
2018, 7, 239–248. [CrossRef]

41. Li, J.; Lee, I.W.; Shin, G.H.; Chen, X.; Park, H.J. Curcumin-Eudragit® E PO solid dispersion: A simple and potent method to solve
the problems of curcumin. Eur. J. Pharm. Biopharm. 2015, 94, 322–332. [CrossRef]

42. Li, L.; Yao, P. High dispersity, stability and bioaccessibility of curcumin by assembling with deamidated zein peptide. Food Chem.
2020, 319, 126577. [CrossRef]

43. Bukhovets, A.V.; Fotaki, N.; Khutoryanskiy, V.V.; Moustafine, R.I. Interpolymer Complexes of Eudragit(®) Copolymers as Novel
Carriers for Colon-Specific Drug Delivery. Polymers 2020, 12, 1459. [CrossRef]

44. Aggarwal, B.B.; Harikumar, K.B. Potential Therapeutic Effects of Curcumin, the Anti-inflammatory Agent, Against Neurodegen-
erative, Cardiovascular, Pulmonary, Metabolic, Autoimmune and Neoplastic Diseases. Int. J. Biochem. Cell Biol. 2009, 41, 40–59.
[CrossRef]

45. Meng, F.; Trivino, A.; Prasad, D.; Chauhan, H. Investigation and correlation of drug polymer miscibility and molecular interactions
by various approaches for the preparation of amorphous solid dispersions. Eur. J. Pharm. Sci. 2015, 71, 12–24. [CrossRef]

46. Jeganathan, B.; Prakya, V. Interpolyelectrolyte complexes of Eudragit® EPO with hypromellose acetate succinate and Eudragit®

EPO with hypromellose phthalate as potential carriers for oral controlled drug delivery. AAPS PharmSciTech 2015, 16, 878–888.
[CrossRef] [PubMed]

47. Butreddy, A.; Sarabu, S.; Bandari, S.; Batra, A.; Lawal, K.; Chen, N.N.; Bi, V.; Durig, T.; Repka, M.A. Influence of Plasdone™ S630
Ultra—an Improved Copovidone on the Processability and Oxidative Degradation of Quetiapine Fumarate Amorphous Solid
Dispersions Prepared via Hot-Melt Extrusion Technique. AAPS PharmSciTech 2021, 22, 196. [CrossRef] [PubMed]

48. Yusuf, H.; Rahmawati, R.A.; Syamsur Rijal, M.A.; Isadiartuti, D. Curcumin micelles entrapped in eudragit S-100 matrix: A
synergistic strategy for enhanced oral delivery. Future Sci. OA 2021, 7, FSO677. [CrossRef] [PubMed]

49. Chivate, A.; Garkal, A.; Hariharan, K.; Mehta, T. Exploring novel carrier for improving bioavailability of Itraconazole: Solid
dispersion through hot-melt extrusion. J. Drug Deliv. Sci. Technol. 2021, 63, 102541. [CrossRef]

50. Huang, Y.; Cao, S.; Zhang, Q.; Zhang, H.; Fan, Y.; Qiu, F.; Kang, N. Biological and pharmacological effects of hexahydrocurcumin,
a metabolite of curcumin. Arch. Biochem. Biophys. 2018, 646, 31–37. [CrossRef]

51. Attia, Y.A.; Alharthi, M.A.; Hassan, S.S. Turmeric (Curcuma longa Linn.) as a phytogenic growth promoter alternative for
antibiotic and comparable to mannan oligosaccharides for broiler chicks. Rev. Mex. Cienc. Pecu. 2017, 8, 11–21. [CrossRef]

52. Guo, Z.; Lu, M.; Li, Y.; Pang, H.; Lin, L.; Liu, X.; Wu, C. The utilization of drug-polymer interactions for improving the chemical
stability of hot-melt extruded solid dispersions. J. Pharm. Pharmacol. 2014, 66, 285–296. [CrossRef] [PubMed]

53. Shin, S.C.; Cho, C.W. Physicochemical characterizations of piroxicam-poloxamer solid dispersion. Pharm. Dev. Technol. 1997, 2,
403–407. [CrossRef] [PubMed]

http://doi.org/10.1016/j.ijbiomac.2020.01.206
http://doi.org/10.1007/s40204-018-0099-9
http://doi.org/10.1016/j.ejpb.2015.06.002
http://doi.org/10.1016/j.foodchem.2020.126577
http://doi.org/10.3390/polym12071459
http://doi.org/10.1016/j.biocel.2008.06.010
http://doi.org/10.1016/j.ejps.2015.02.003
http://doi.org/10.1208/s12249-014-0252-2
http://www.ncbi.nlm.nih.gov/pubmed/25591951
http://doi.org/10.1208/s12249-021-02069-9
http://www.ncbi.nlm.nih.gov/pubmed/34184149
http://doi.org/10.2144/fsoa-2020-0131
http://www.ncbi.nlm.nih.gov/pubmed/33815823
http://doi.org/10.1016/j.jddst.2021.102541
http://doi.org/10.1016/j.abb.2018.03.030
http://doi.org/10.22319/rmcp.v8i1.4309
http://doi.org/10.1111/jphp.12145
http://www.ncbi.nlm.nih.gov/pubmed/24433427
http://doi.org/10.3109/10837459709022639
http://www.ncbi.nlm.nih.gov/pubmed/9552469

	Introduction 
	Materials and Methods 
	Materials 
	Thermal Analysis 
	Miscibility Study of Drug and Carriers 
	The Preparation of the Cur-EPO System Using HME 
	Preparation of Physical Mixture (PM) 
	Preparation of Cur-EPO SD 

	Determination of Drug Content 
	X-ray Powder Diffraction (XRD) 
	Fourier Transform Infrared Spectroscopy (FTIR) 
	In Vitro Dissolution Study 
	Equilibrium Solubility Study 
	Accelerate Stability Study 
	In Vivo Pharmacokinetic Studies 

	Results and Discussion 
	Thermal Analysis 
	Miscibility Study 
	Preparation of Cur-EPO SD 
	The Determination of the Carrier and the Ratio of the Carrier and the Drug 
	Single Factor Test for Preparation Process 

	The Characterization of the SD 
	DSC 
	XRD 
	FTIR 

	In Vitro Dissolution Study 
	Equilibrium Solubility Studies 
	Acceleration of Stability Study 
	Pharmacokinetic Study 

	Discussion 
	Conclusions 
	References

