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Abstract: Cocrystallization is an important route to tuning the solubility in drugs development,
including improving and reducing. Five cocrystals of aripiprazole (ARI) with resveratrol (RSV) and
kaempferol (KAE), ARI-RSV, ARI2-RSV1·MeOH, ARI-KAE, ARI-KAE·EtOH, ARI-KAE·IPA, were
synthesized and characterized. The single crystal of ARI2-RSV1·MeOH, ARI-KAE·EtOH, and ARI-
KAE·IPA were analyzed by single crystal X-ray diffraction (SCXRD). The SCXRD showed multiple
intermolecular interactions between API and the coformers, including hydrogen bond, halogen
bond, and π-π interactions. Dissolution rate of the two nonsolvate ARI-RSV and ARI-KAE cocrystals
were investigated through powder dissolution experiment in pH = 4.0 acetate buffer and pH = 6.8
phosphate buffer. The result showed that RSV could reduce the dissolution rate and solubility of
ARI in both medium through cocrystallization. However, KAE improved the dissolution rate and
solubility of ARI in pH = 4.0 medium, on the contrary, the two solubility indicators of ARI were both
reduced for ARI-KAE cocrystal.

Keywords: cocrystal; aripiprazole; resveratrol; kaempferol; dissolution rate

1. Introduction

Drug cocrystal screening has become a widely used method to improve the physico-
chemical properties of an active pharmaceutical ingredient (API) [1]. An active pharmaceu-
tical ingredient (API) cocrystallized with another or more cocrystal coformers (CCF) at a
certain stoichiometric ratio through hydrogen bonds, van der Waals forces, or other nonco-
valent interactions, which the multiple components are both in the same crystal lattice, is a
cocrystal [2–5]. Researches on the application performance of drug cocrystals mainly focus
on the following aspects: improving drug solubility and dissolution rate [6–12]; improving
drug chemical stability [13–15]; improving thermal stability [15,16]; reducing the hygro-
scopicity [14,17–19]; reducing photodegradation [20,21]; improving the tabletability [12,22];
reducing the bitterness [23]; improving the bioavailability [10,11,24,25]; and improving the
permeability [26–28]. ESTEVE laboratory announced the success of the Phase II clinical
trial of tramadol and celecoxib cocrystals for the treatment of acute pain, and subsequently,
the review article on drug combination therapy by EMA (European Medicines Agency)
made the multidrug cocrystals (MDC) become the superstar [29,30]. MDC may have the
potential advantages of synergy, complementary mechanisms, enhancing the solubility
and dissolution of at least one component, and improving bioavailability [31,32].

Aripiprazole (ARI, Figure 1a) is a third-generation atypical antipsychotic drug [33].
It is a polymorphic compound with more than 10 crystalline forms, including nine anhy-
drous polymorphs, one hydrate, and four solvates (ethanol, methanol n-propanol, and
1,2-dichlorethane) [34–41]. The equilibrium solubility of ARI in water is 0.00001%, w/v,
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which pKa in 20% aqueous ethanol is 7.6 (20% ethanol, at 25 ◦C) [34]. ARI has been devel-
oped into a variety of dosage forms, including tablets, orally disintegrating tablets, oral
liquids, intramuscular injections, sustained-release tablets, and digital tablets. Therefore,
tuning the solubility and dissolution rate is important for different routes of administration.
Recently, cocrystals have been used to change the dissolution and stability of ARI. For exam-
ple, Nanubolu and Cho reported cocrystals of ARI with a variety of polyphenolic hydroxyl
compounds [42,43]. Among them, the maximum ARI concentration from aripiprazole-
orcinol (ARI-ORC) was 6.4 mg/L, which was four times greater than pure ARI powder.
Zhao published the cocrystals of ARI with organic acids [44]. The six multi-component
crystals all show high stability and low hygroscopicity, but their dissolution behaviors
were different. In addition, aripiprazole long-acting injection has muscle irritation [45],
and reducing muscle irritation is a great significance for improving patient compliance.
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Figure 1. Chemical structures of the aripiprazole (a), resveratrol (b), and kaempferol (c).

Resveratrol (RSV, Figure 1b), a naturally occurring polyphenol, has a variety of func-
tions, including antioxidants, anti-inflammatory, anti-aging, cardioprotective, and neu-
roprotective activities, and is beneficial to human health. The solubility of RSV in water
is 3 mg/100 mL, and the pKa is 9.22. In addition, animal studies have shown that it can
penetrate the blood–brain barrier [46]. It is reported that resveratrol produced anti-anxiety
and anti-psychotic effects in mouse anxiety and schizophrenia models [47]. The cocrystal
of RSV can improve the physical and chemical properties of RSV. In 2016, Zhou reported
cocrystals of RSV with 4-amin obenzamide (RSV-4ABZ) and isoniazid (RSV-ISN) [12]. In
a wide range of pH, both cocrystals showed higher solubility than pure RSV. In 2017, He
reported that RSV cocrystals could enhance powder solubility and increase the tensile
strength of tablets under compression pressure, providing guidance for formulation and
process development [48]. Kaempferol (KAE, Figure 1c) is a flavonoid compound widely
found in vegetables, fruits, and Chinese Medicinal materials, with a slightly solubility in
water and a pKa of 6.34 (most acidic, 25 ◦C). It has various biological functions such as
antioxidant, anti-inflammatory, anti-cancer, liver protection, and improving the symptoms
of metabolic syndrome. It is safe and non-toxic, and has good development and application
prospects [49]. In 2016, He published cocrystals of kaempferol with D/L-proline, which
could improve the solubility of pure kaempferol [50].

Yin reported that slow-release cocrystals of oxaliplatin with flavonoids delayed hydrol-
ysis and reduced toxicity [51]. Preparing cocrystal of ARI with RSV and KAE, which have
low solubility, expect to reduce the solubility of ARI to achieve the purpose of long-acting
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treatment. Therefore, it is hoped to form a cocrystal of ARI with RSV and KAE, which have
anti-inflammatory effects, to reduce muscle irritation while reducing the solubility of ARI.

In the present work, in order to adjust the solubility and dissolution rate, we choose
two insoluble polyphenols, RSV and KAE, which have central nervous system activity,
as coformer. The cocrystallization of ARI with RAV and KAE was carried out by the
solvent volatilization method, anti-solvent method, and liquid-assisted grinding method.
We synthesized five cocrystals of aripiprazole (ARI) with RSV and KAE, ARI-RSV, ARI2-
RSV1·MeOH, ARI-KAE, ARI-KAE·EtOH, ARI-KAE·IPA. We got the single crystal of ARI2-
RSV1·MeOH, ARI-KAE·EtOH, and ARI-KAE·IPA, which are suitable for SCXRD analysis,
and their crystallographic characteristics were described in detail. The cocrystal structure
was also characterized by powder X-ray diffraction (PXRD), differential scanning calorime-
try (DSC), thermogravimetric analysis (TGA), and attenuated total reflection Fourier’s
transform infrared spectroscopy (ATR-FTIR). Moreover, the dissolution behavior of two
non-solvate cocrystals were studied at different pH medium.

2. Results and Discussion
2.1. Single Crystal X-ray Diffraction Analysis (SCXRD)

Data of the three cocrystal solvate were collected by SCXRD to investigate the inter-
molecular interactions between the API and coformer. The corresponding crystallographic
data and refinement details are summarized in Table 1, and the hydrogen bonds geometry
are listed in Table 2.

Table 1. Data Collection and Refinement Parameters for the cocrystals.

Compounds ARI2-RSV1·MeOH ARI-KAE·EtOH ARI-KAE·IPA

Empirical formula C61H70Cl4N6O8 C40H43Cl2N3O9 C41H45Cl2N3O9
Formula weight 1157.03 780.67 794.7
Temperature/K 296.15 100.00 (10) 296.15
Crystal system monoclinic triclinic triclinic

Space group Pn P-1 P-1
a/Å 14.837 (4) 11.1969 (2) 9.219 (3)
b/Å 10.201 (2) 13.9621 (3) 10.708 (4)
c/Å 21.184 (5) 14.0547 (3) 20.176 (7)
α/◦ 90 61.715 (2) 94.863 (5)
β/◦ 109.556 (3) 86.352 (2) 92.821 (4)
γ/◦ 90 79.081 (2) 97.687 (5)

Volume/Å3 3021.3 (12) 1898.96 (7) 1963.0 (11)
Z 2 2 2

$calcg/cm3 1.272 1.365 1.344
µ/mm−1 0.254 2.039 0.225
Radiation MoKα (λ = 0.71073) CuKα (λ = 1.54184) MoKα (λ = 0.71073)

2θ/◦ 3.992 to 55.138 7.146 to 147.818 3.854 to 54.746
Goodness-of-fit on F2 1.032 1.054 1.031

Final R indexes [I ≥ 2σ (I)] R1 = 0.0799, wR2 = 0.1792 R1 = 0.0438, wR2 = 0.1233 R1 = 0.0498, wR2 = 0.1225
Final R indexes [all data] R1 = 0.1366, wR2 = 0.2097 R1 = 0.0451, wR2 = 0.1244 R1 = 0.0740, wR2 = 0.1385

CCDC NO. 2072710 2072711 2072712

ARI2-RSV1·MeOH crystallized in the Pn space group. The asymmetric unit contains
two aripiprazole molecules, one resveratrol molecule and one methanol solvent molecule,
as shown in Figure 2a. Three adjacent aripiprazole molecules form an ARI tri-molecular
motif through hydrogen bonds (N3-H3· · ·O4 and N6-H6A· · ·O2) and halogen bonds
(C-Cl· · ·O) (Figure 2b). Each resveratrol molecule connects with three ARI tri-molecules
motifs through three hydrogen bonds (O5-H5A· · ·N5, O6-H6B· · ·O4, and O7-H7· · ·N)
(Figure 2c). Along the ac plane, a layered hydrogen bond network is formed through
N-H· · ·O, O-H· · ·N, O-H· · ·O hydrogen bonds and C-Cl· · ·O halogen bonds, as shown
in Figure 2d.



Molecules 2021, 26, 2414 4 of 16

Table 2. Hydrogen bonding table for the cocrystals.

Compounds D-H· · ·A d(D-H)/Å d(H· · ·A)/Å d(D· · ·A)/Å ∠D-H· · ·A/◦ Symmetry Code

ARI2-RSV1·MeOH

O5-H5A· · ·N5 0.82 1.93 2.702(9) 157.1
O6-H6B· · ·O4 0.82 1.98 2.765(8) 161.4 −3/2 + X, 1 − Y, −1/2 + Z

O7-H7· · ·N 0.82 1.99 2.660(9) 138.9 −1 + X, + Y, + Z
O8A-H8AA· · ·O7 0.82 2.07 2.89(2) 176 −1 + X, + Y, + Z

N3-H3· · ·O4 0.86 2.02 2.884(8) 177.8 −2 + X, + Y, −1 + Z
N6-H6A· · ·O2 0.86 2 2.863(9) 177.2 2 + X, + Y,1 + Z

ARI-KAE·EtOH

O2-H2A· · ·O9 0.82 1.88 2.6801(18) 166.6 −1 + X, 1 + Y, −1 + Z
O3-H3· · ·O7 0.82 1.87 2.6755(19) 168 −X, 1 − Y, 1 − Z
O6-H6· · ·O9 0.82 2.05 2.7633(16) 145.1 1 − X, 1 − Y, 1 − Z

O7-H7A· · ·N3 0.82 2.02 2.813(2) 163.8
O8-H8· · ·O4 0.82 1.91 2.6325(16) 147.1
N1-H1· · ·O4 0.86 1.95 2.7728(18) 160.1 1 − X, 1 − Y, 1 − Z

ARI-KAE·IPA

N3-H3· · ·O6 0.86 1.98 2.839(2) 172.3 1 + X, +Y, +Z
O9-H9· · ·N2 0.82 1.96 2.782(3) 175.2 2 − X, 1 − Y, 1 − Z

O3-H3A· · ·O9 0.82 1.82 2.631(2) 172.5
O4-H4A· · ·O6 0.82 1.9 2.628(2) 147.5
O7-H7· · ·O2 0.82 1.99 2.691(2) 143.5 −1 + X, +Y, +Z
O8-H8· · ·O2 0.82 1.9 2.711(2) 170.3 3 − X, 2 − Y, 2 − Z
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The crystal structure of ARI-KAE·EtOH was in the P-1 space group; the asymmetric
unit contains an aripiprazole molecule, a kaempferol molecule, and an ethanol molecule,
as shown in Figure 3a. Kaempferol and aripiprazole form dimers through N1-H1· · ·O4
and O6-H6· · ·O9 hydrogen bonds, and the dimers form tetramers through O2-H2A· · ·O9
hydrogen bonds, and the tetramers motif were connected by two molecules ethanol through
the O7-H7A· · ·N3 hydrogen bond with aripiprazole and the O3-H3· · ·O7 with kaempferol,
which form a 1D hydrogen bond chain along the a-axis (Figure 3b). Figure 3c shows the
π-π interaction along the [110] crystal plane; the π-π interaction is formed between benzene
ring of the 4-hydroxyphenyl on kaempferol and the benzene ring of dihydroquinolinone
on aripiprazole, the distance is about 3.54 Å; another two type π-π interactions are formed,
the benzene ring of the dichlorophenyl group on aripiprazole contacted with the benzene
rings of the dichlorophenyl group on the another aripiprazole and the benzene ring of
the benzopyran group on kaempferol, and the interaction distances are about 3.82 Å and
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3.54 Å, respectively. Figure 3d shows the stacking structure of the 2D layer hydrogen bond
network along the [011] crystal plane.

Molecules 2021, 26, x FOR PEER REVIEW 5 of 16 
 

 

Figure 2. (a) The asymmetric unit for ARI2-RSV1·MeOH (methanol is disorder), (b) ARI tri-molecu-
lar motif, (c) three ARI tri-molecular motif linked to RSV, (d) 2D sheet along c axis. 

The crystal structure of ARI-KAE·EtOH was in the P-1 space group; the asymmetric 
unit contains an aripiprazole molecule, a kaempferol molecule, and an ethanol molecule, 
as shown in Figure 3a. Kaempferol and aripiprazole form dimers through N1-H1⋯O4 and 
O6-H6⋯O9 hydrogen bonds, and the dimers form tetramers through O2-H2A⋯O9 hy-
drogen bonds, and the tetramers motif were connected by two molecules ethanol through 
the O7-H7A⋯N3 hydrogen bond with aripiprazole and the O3-H3⋯O7 with kaempferol, 
which form a 1D hydrogen bond chain along the a-axis (Figure 3b). Figure 3c shows the 
π-π interaction along the [110] crystal plane; the π-π interaction is formed between ben-
zene ring of the 4-hydroxyphenyl on kaempferol and the benzene ring of dihydroquino-
linone on aripiprazole, the distance is about 3.54 Å; another two type π-π interactions are 
formed, the benzene ring of the dichlorophenyl group on aripiprazole contacted with the 
benzene rings of the dichlorophenyl group on the another aripiprazole and the benzene 
ring of the benzopyran group on kaempferol, and the interaction distances are about 3.82 
Å and3.54 Å, respectively. Figure 3d shows the stacking structure of the 2D layer hydro-
gen bond network along the [011] crystal plane. 

 
Figure 3. (a) The asymmetric unit for ARI-KAE·EtOH, (b) hydrogen bonds, (c) π-π interaction, (d) 2D sheet along [011]. 

ARI-KAE·IPA crystal structure also belongs to P-1 space group; the asymmetric unit 
contains an aripiprazole molecule, a kaempferol molecule and an isopropanol molecule, 
as shown in Figure 4a. Kaempferol and aripiprazole form a dimer through N3-H3⋯O6 
and O7-H7⋯O2 hydrogen bonds, and the dimers forms a tetramer through O8-H8⋯O2 
hydrogen bonds. The tetramers were connected by two isopropanol molecules through 
O9-H9⋯N2 and O3-H3A⋯O9 hydrogen bonds, forming a 1D hydrogen bond chain along 
the [111] direction (Figure 4b). The 1D hydrogen bond chain packing together through π-

Figure 3. (a) The asymmetric unit for ARI-KAE·EtOH, (b) hydrogen bonds, (c) π-π interaction, (d) 2D sheet along [011].

ARI-KAE·IPA crystal structure also belongs to P-1 space group; the asymmetric unit
contains an aripiprazole molecule, a kaempferol molecule and an isopropanol molecule,
as shown in Figure 4a. Kaempferol and aripiprazole form a dimer through N3-H3· · ·O6
and O7-H7· · ·O2 hydrogen bonds, and the dimers forms a tetramer through O8-H8· · ·O2
hydrogen bonds. The tetramers were connected by two isopropanol molecules through O9-
H9· · ·N2 and O3-H3A· · ·O9 hydrogen bonds, forming a 1D hydrogen bond chain along
the [111] direction (Figure 4b). The 1D hydrogen bond chain packing together through π-π
interactions and other weak intermolecular interactions, formed a binary parallel hydrogen
bond chain along the [111] direction (Figure 4c).

Both ARI-KAE·EtOH and ARI-KAE·IPA, the solvent participated in the hydrogen
bonding at the hydrogen bond chain between aripiprazole and kaempferol. It may be that
the solvent is more conducive to improving the stability of the crystal.
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2.2. Powder X-ray Diffraction Analysis (PXRD)

Powder X-ray diffraction analysis is a powerful tool to determine whether a cocrystal
is formed or not. Therefore, the powder X-ray diffraction characterization of monomer
components and drug cocrystal is performed (Figures 5 and 6). The characteristic peaks of
ARI are at 10.93◦, 11.96◦, 14.31◦, 14.85◦, 16.51◦, 19.26◦, 20.26◦, 22.03◦; the characteristic peaks
of RSV are at 6.55◦, 10.06◦, 13.20◦, 16.31◦, 20.21◦, 22.24◦, 25.20◦; while the characteristic
peaks of ARI-RSV are at 6.51◦, 8.64◦, 9.79◦, 10.94◦, 12.32◦, 15.78◦, 19.56◦, 20.87◦, 24.89◦;
the characteristic diffraction peaks of ARI2-RSV1·MeOH are at 6.55◦, 8.75◦, 9.83◦, 10.95◦,
12.40◦, 15.80◦, 17.64◦, 18.85◦, 19.61◦, 24.94◦.
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Figure 6 shows that the characteristic peaks of KAE are at 7.17◦, 8.87◦, 10.25◦, 14.39◦,
16.60◦, 23.49◦. The characteristic peaks of ARI-KAE are at 9.58◦, 10.06◦, 15.50◦, 18.35◦,
18.60◦, 19.09◦, 21.58◦, 22.07◦, 25.14◦, 25.55◦; the characteristic peaks of ARI-KAE-IPA are at
8.35◦, 9.07◦, 14.97◦, 16.74◦, 18.21◦, 23.17◦. Experimental and calculated PXRD patterns of
cocrystals are available in Supplementary Materials.
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2.3. Thermal Analysis

In order to analyze the thermal behavior of each monomer components and drug
cocrystal, DSC and TGA analyses were performed, the result is shown in Figures 7 and 8.
The endothermic peak of pure ARI is at 142 ◦C, which corresponds to aripiprazole poly-
morph Form II. The melting endothermic peak of RSV is at 270.9 ◦C. KAE shows two
endothermic events at 131.2 ◦C and 288.2 ◦C, respectively. The broad endothermic peak at
about 131.2 ◦C should be caused by dehydration, which corresponds to the 4.5% weight loss
in TGA before melting. The melting endothermic peak of ARI-RSV is a single peak at 166 ◦C,
indicating that a cocrystal is formed instead of a physical mixture. ARI2-RSV1·MeOH shows
two endothermic events at 120 ◦C (the inserted small image) and 176.6 ◦C, the endothermic
peak at 120 ◦C is caused by the partial liberation of methanol, which corresponds to the
2.21% (theoretical value is 2.8%) weight loss in TGA; 176.6 ◦C is the melting endothermic
peak of the cocrystal. ARI-KAE also shows a single endothermic peak at 173 ◦C, indicat-
ing that a cocrystal was formed. There are two endothermic peaks for ARI-KAE-IPA, at
126.9 ◦C and 173.9 ◦C; the endothermic peak at 126.9 ◦C is caused by the removal of one
molecule of isopropanol, which corresponds to 7.04% (theoretical value is 7.6%) weight
loss at the range of 110 ◦C to 180 ◦C in TGA. The melting point of each cocrystal is basically
between the melting points of API and coformers.
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2.4. Attenuated Total Reflection Fourier’s Transform Infrared Spectroscopy (ATR-FTIR)

ATR-FTIR is fast and nondestructive characterization methods for cocrystals. The
infrared spectrum curves of API and drug cocrystals are shown in Figures 9 and 10. In
cocrystals, the presence of hydrogen bonds averages the density of the electron cloud, so the
vibration frequency of C=O decreases. The stretching vibration peak of C=O of ARI occurs
at 1673 cm−1, and the stretching vibration peak of C=O of KAE occurs at 1658 cm−1. The
stretching vibration peak of C=O has changed in cocrystal, ARI2-RSV1·MeOH at 1660 cm−1,
ARI-RSV at 1662 cm−1, ARI-KAE at 1643 cm−1, and ARI-KAE·IPA at 1646 cm−1. The
stretching vibration peak of -OH of RSV occurs at 3184 cm−1, KAE occurs at 3309 cm−1. In
the cocrystal, -OH has a stretching vibration peak change due to hydrogen bond association,
such as ARI2-RSV1·MeOH at 3317 cm−1, ARI-RSV at 3301 cm−1, ARI-KAE at 3338 cm−1,
and ARI-KAE·IPA at 3201 cm−1.
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2.5. Dissolution Rate

The dissolution curves of ARI, RSV, KAE, and their cocrystal in pH = 4.0 acetate buffer
is shown in Figure 11. As exhibited in Figure 11a, both ARI-RSV and ARI-KAE reduced
the dissolution rate and solubility of ARI in the pH = 4.0 medium. The solubility of ARI in
ARI-KAE decreased for about 33%, and to ARI-RSV it reduced for about 42%. Since the
dissolution of ARI is pH-dependent, the solubility of ARI at pH = 4.0 was significantly
improved (120 µg/mL); however, it did not improve the dissolution of KAE in a positive
correlation compared with at pH = 6.8. (Figure 11b). Due to the mutual dissolution
inhibition effect of ARI and RSV, the dissolution of RSV in ARI-RSV was also significantly
inhibited, which was reduced for about 20%.

The dissolution curves of ARI, RSV, KAE, and their cocrystal in pH = 6.8 phosphate
buffer is shown in Figure 12. The result showed that ARI-KAE improves the dissolution of
ARI under the condition of pH = 6.8 medium, the dissolution rate is significantly increased,
and the solubility is increased for about 50% (Figure 12a). This is due to the endpoint
concentration of pure KAE under this condition (1.5 µg/mL) which is twice as high as
pure ARI (0.7 µg/mL); however, it is unexpected that the dissolution rate of KAE in ARI-
KAE is not reduced, the endpoint concentration is doubled (3 µg/mL) (Figure 12b). The
ARI-RSV significantly reduced the dissolution rate of ARI, and the solubility decreased
by an order of magnitude; though the endpoint concentration of pure RSV was about
50 times higher than that of pure ARI, but did not increase the dissolution rate of ARI
from the cocrystal (Figure 12a). The high concentration of RSV in the system (solubility:
30 µg/mL) limited the dissolution of ARI. The ARI also inhibited the dissolution of RSV
(Figure 12c), indicating that RSV and ARI can inhibit each other’s dissolution in pH = 6.8
phosphate buffer.
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3. Materials and Methods
3.1. Materials

Aripiprazole was obtained from Jiangsu Nhwa Pharmaceutical Co., Ltd. (Jiangsu,
China), and resveratrol and kaempferol were purchased from Shanghai Macklin Biochem-
ical Co., Ltd. (Shanghai, China). All other reagents were of analytical grade (Shang-
hai Lingfeng Chemical Reagent Co., Ltd., Shanghai, China) and were used without
further purification.

3.2. Preparation of Cocrystal

ARI-RSV: liquid-assisted grinding (LAG) was used to prepare ARI-RSV. LAG was
performed by manually grinding the ARI powder (224.0 mg, 0.5 mmol) and RSV powder
(114.0 mg, 0.5 mmol) in a mortar and pestle for 30 min, and a few drops of acetonitrile
were added before starting the manual grinding. The ground product was vacuum dried
at 60 ◦C for 4 h, and, finally, a white powder ARI-RSV was obtained.

ARI2-RSV1·MeOH: ARI (44.8 mg, 0.1 mmol) and RSV (22.8 mg, 0.1 mmol) were
dissolved in 2 mL of mixed solvent of methanol and dichloromethane (3:1, v/v). The
solution was then left at room temperature to slowly evaporate. The solution was filtered
by 0.45 µm PTFE filters before evaporating. White flake crystals of the ARI2-RSV1·MeOH
were obtained after 24 h, which were suitable for single crystal X-ray diffraction experiment.

ARI-KAE·EtOH: ARI (44.8 mg, 0.1 mmol) and KAE (28.6 mg, 0.1 mmol) were dissolved
in 2 mL of mixed solvent of ethanol and ethyl acetate (1:1, v/v), and then added 8 mL of
anti-solvent n-heptane. Leaving the drug solution at room temperature overnight, ARI-
KAE·EtOH were obtained as yellow flaky crystals, which were suitable for single crystal
X-ray diffraction experiment. Unfortunately, they were prepared only one time.

ARI-KAE·IPA: 60 mL of isopropanol was heated to dissolve ARI (896 mg, 2 mmol)
and KAE (572 mg, 2 mmol), then 60 mL of n-heptane was added and well mixed. The
mixture was left overnight to obtain yellow needle-like crystals, which were suitable for
single crystal X-ray diffraction experiment.

ARI-KAE: ARI (896 mg, 2 mmol) and KAE (572 mg, 2 mmol) were dissolved in 40 mL
of mixed solvent of dichloromethane and tetrahydrofuran (1:1, v/v), and then 60 mL of
n-heptane was added. The mixture was left at room temperature overnight to obtain yellow
and small granular crystals.

3.3. Characterization Method
3.3.1. Single-Crystal X-ray Diffraction

ARI2-RSV1·MeOH and ARI-KAE·IPA Single Crystal X-ray Diffraction (SCXRD) data
were collected on a Bruker Apex2 CCD diffractometer (graphite monochromated MoKα

radiation, λ = 0.71073 Å) (Karlsruhe, Germany) at 296 K. ARI-KAE·EtOH SCXRD data
was recorded on XtaLAB PRO diffractometer (graphite monochromated CuKα radiation,
λ = 0.154184 Å) (Rigaku, Japan) at 100 K. Data reduction and unit cell refinement were
performed with the software SAINT. Crystal structures were solved using direct methods
in Shelxs-13 and refined using Shelxl-97 [52]. All non-hydrogen atoms were refined by
using full-matrix least squares methods. CIF files can be obtained free of charge from
https://www.ccdc.cam.ac.uk/structures (accessed on 24 March 2021) and the Cambridge
Crystallographic Data Centre, Cambridge, UK, with the deposition Number 2072710 (ARI2-
RSV1·MeOH), 2072711 (ARI-KAE·EtOH), 2072712 (ARI-KAE·IPA).

3.3.2. Powder X-ray Diffraction

Powder X-ray Diffraction (XPRD) patterns of the samples were collected by using a
X’PERT POWDER X-ray diffractometer (PANalytical, Holland) in the θ/2θ scan mode with
Cu-Kα radiation (λ = 1.540598 Å). Each X-ray diffractogram was recorded over a 2θ degree
of 5◦ to 40◦ at a scanning step size of 0.01313◦ and a scanning rate of 2◦ per minute. Silicon
was used as an external calibrant.

https://www.ccdc.cam.ac.uk/structures
https://www.ccdc.cam.ac.uk/structures
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3.3.3. Thermogravimetric Analysis

Netzsch TG 209F3 equipment (Netzsch, Selb, Germany) was used for thermogravi-
metric analysis (TGA), with a flow of 20 mL/min nitrogen protection, and at a scan rate of
10 K/min from 50 to 200 ◦C.

3.3.4. Differential Scanning Calorimetry

Netzsch DSC 200F3 equipment (Netzsch, Selb, Germany) was used for differential
scanning calorimetry (DSC) analysis, and the sample underwent a heat process (10 K/min
from 50 to 300 ◦C) with a flow rate of 40 mL/min N2 as protection atmosphere.

3.3.5. Attenuated Total Reflection Fourier’s Transform Infrared Spectroscopy

A Fourier transform infrared spectrometer (Vertex 70, Brooke Billerica, MA, USA) was
used for infrared spectroscopy. In addition, using the attenuated total reflectance (ATR)
accessory, the Zn-Se crystal was used to verify the spectrum compared with the sample.
The scan range was 400 cm−1 to 4000 cm−1 with the resolution at 2 cm−1.

3.4. Powder Dissolution

A dissolution measurement was conducted according to the Chinese pharmacopoeia
2015 edition paddle method on FADT-1202RC automatic sampling dissolution apparatus
(Shanghai Fukesi analysis instrument Co., LTD., Shanghai, China). Accurately weighted
60 mg of ARI, 90.5 mg of ARI-RSV, 98.3 mg of ARI-KAE, in triplicate, were milled and
passed through 100 mesh sieves. Then, cocrystal and API were added into dissolution
vessels that contained 500 mL pH = 4.0 acetate buffer or pH = 6.8 phosphate buffer. The
suspension was stirred at 50 rpm (pH = 4.0) or 100 rpm (pH = 6.8) throughout the whole
process. The medium temperature was 37 ± 0.5 ◦C. At 5, 10, 15, 30, 45, 60, 90, 120, 180, 240,
300, 360, 480, 720, 960, and 1200 min, 1 mL of the dissolution samples were withdrawn and
replaced by an equal volume of the fresh medium. All the withdraw suspensions were
filtered with 0.22 µm nylon filter before high-performance liquid chromatography (HPLC).
LC-20AD HPLC (Shimadazu, Kyoto, Japan) was used to analyze the concentration of ARI.
The Agilent XDB-C18 column (250 × 4.6 mm, 5 µm) was used for separation and analysis,
with a column temperature at 35 ◦C and UV detection wavelength at 215 nm. The mobile
phase was a mixture of acetonitrile and 0.02 M potassium dihydrogen phosphate water
(40:60, v/v). The pH of the potassium dihydrogen phosphate buffer was adjusted to 2.5
with phosphoric acid. The isocratic elution was 15 min, with a flow rate 0.8 mL/min.

4. Conclusions

Cocrystal of aripiprazole (ARI) with resveratrol (RSV) and kaempferol (KAE) were
synthesized by the solvent volatilization method, anti-solvent method, and liquid-assisted
grinding method. The five cocrystals were characterized by using various methods. The
cocrystals ARI2-RSV1·MeOH, ARI-KAE·EtOH, and ARI-KAE·IPA were crystallized in the
Pn, P-1, and P-1 space groups, respectively. There are not only hydrogen bonds but also
halogen bonds in the ARI2-RSV1·MeOH crystal, and the ARI tri-molecular motif is unique,
which was not found in the reported API crystals. ARI-KAE·EtOH and ARI-KAE·IPA have
almost the same tetramers motif; the only difference lies in the way the solvated molecules
are connected.

Due to the mutual dissolution inhibition effect of ARI and RSV, ARI-RSV significantly
inhibited the dissolution of both components. ARI-KAE tunes the dissolution rate of ARI
at different pH medium, while the dissolution rate of the KAE form ARI-KAE is stable,
and KAE acts more like a buffer. Although the buffering effect of the dissolution rate is not
notable, it still has enlightening significance.

Traditional drug cocrystal design strategies mostly focus on solving the solubility
of insoluble drugs, or improving drug stability, permeability, and other physicochemical
properties. In this work, we use the basic principles of drug cocrystals to design special drug
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cocrystals to tune the dissolution behavior of the drug (including reducing the dissolution
rate) and provide new design ideas of cocrystal for different routes of administration.

Supplementary Materials: The following are available online, Figure S1: Experimental and calcu-
lated PXRD patterns of cocrystals.

Author Contributions: Conceptualization, C.H.; Data curation, R.M. and Y.C.; Formal analysis,
R.M.; Funding acquisition, G.Z.; Investigation, W.L., F.L. and C.D.; Methodology, W.L., C.D., G.Z.
and C.H.; Resources, G.Z. and Y.C.; Software, F.L. and C.D.; Validation, F.L.; Visualization, Y.C.;
Writing—original draft, W.L.; Writing—review & editing, C.H. All authors have read and agreed to
the published version of the manuscript.

Funding: This research was funded by the Six Talent Peak project in Jiangsu Province (Grant No.
2019-SWYY-128).

Institutional Review Board Statement: Not applicable.

Informed Consent Statement: Not applicable.

Data Availability Statement: Date of the compounds are available from the authors.

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

Sample Availability: Samples of the compounds are available from the authors.

References
1. Kumar, A.; Kumar, S.; Nanda, A. A Review about Regulatory Status and Recent Patents of Pharmaceutical Co-Crystals. Adv.

Pharm. Bull. 2018, 8, 355–363. [CrossRef] [PubMed]
2. Kuminek, G.; Cao, F.; da Rocha, A.B.D.; Cardoso, S.G.; Rodriguez-Hornedo, N. Cocrystals to facilitate delivery of poorly soluble

compounds beyond-rule-of-5. Adv. Drug Deliv. Rev. 2016, 101, 143–166. [CrossRef]
3. Thipparaboina, R.; Kumar, D.; Chavan, R.B.; Shastri, N.R. Multidrug co-crystals: Towards the development of effective therapeutic

hybrids. Drug Discov. Today 2016, 21, 481–490. [CrossRef] [PubMed]
4. Almarsson, O.; Peterson, M.L.; Zaworotko, M. The A to Z of pharmaceutical cocrystals: A decade of fast-moving new science and

patents. Pharm. Pat. Anal. 2012, 1, 313–327. [CrossRef]
5. Aitipamula, S.; Banerjee, R.; Bansal, A.K.; Biradha, K.; Cheney, M.L.; Choudhury, A.R.; Desiraju, G.R.; Dikundwar, A.G.; Dubey,

R.; Duggirala, N.; et al. Polymorphs, Salts, and Cocrystals: What’s in a Name? Cryst. Growth Des. 2012, 12, 2147–2152. [CrossRef]
6. Ranjan, S.; Devarapalli, R.; Kundu, S.; Vangala, V.R.; Ghosh, A.; Reddy, C.M. Three new hydrochlorothiazide cocrystals: Structural

analyses and solubility studies. J. Mol. Struct. 2017, 1133, 405–410. [CrossRef]
7. Tao, Q.; Chen, J.-M.; Ma, L.; Lu, T.-B. Phenazopyridine Cocrystal and Salts That Exhibit Enhanced Solubility and Stability. Cryst.

Growth Des. 2012, 12, 3144–3152. [CrossRef]
8. Sugandha, K.; Kaity, S.; Mukherjee, S.; Isaac, J.; Ghosh, A. Solubility Enhancement of Ezetimibe by a Cocrystal Engineering

Technique. Cryst. Growth Des. 2014, 14, 4475–4486. [CrossRef]
9. Martin, F.A.; Pop, M.M.; Borodi, G.; Filip, X.; Kacso, I. Ketoconazole Salt and Co-crystals with Enhanced Aqueous Solubility.

Cryst. Growth Des. 2013, 13, 4295–4304. [CrossRef]
10. Zhu, B.; Zhang, Q.; Wang, J.-R.; Mei, X. Cocrystals of Baicalein with Higher Solubility and Enhanced Bioavailability. Cryst. Growth

Des. 2017, 17, 1893–1901. [CrossRef]
11. Chen, Y.; Li, L.; Yao, J.; Ma, Y.-Y.; Chen, J.-M.; Lu, T.-B. Improving the Solubility and Bioavailability of Apixaban via Apixaban–

Oxalic Acid Cocrystal. Cryst. Growth Des. 2016, 16, 2923–2930. [CrossRef]
12. Zhou, Z.; Li, W.; Sun, W.-J.; Lu, T.; Tong, H.H.Y.; Sun, C.C.; Zheng, Y. Resveratrol cocrystals with enhanced solubility and

tabletability. Int. J. Pharm. 2016, 509, 391–399. [CrossRef] [PubMed]
13. Hickey, M.B.; Peterson, M.L.; Scoppettuolo, L.A.; Morrisette, S.L.; Vetter, A.; Guzmán, H.; Remenar, J.F.; Zhang, Z.; Tawa, M.D.;

Haley, S.; et al. Performance comparison of a co-crystal of carbamazepine with marketed product. Eur. J. Pharm. Biopharm. 2007,
67, 112–119. [CrossRef] [PubMed]

14. McNamara, D.P.; Childs, S.L.; Giordano, J.; Iarriccio, A.; Cassidy, J.; Shet, M.S.; Mannion, R.; O’Donnell, E.; Park, A. Use of a
Glutaric Acid Cocrystal to Improve Oral Bioavailability of a Low Solubility API. Pharm. Res. 2006, 23, 1888–1897. [CrossRef]

15. Chen, A.M.; Ellison, M.E.; Peresypkin, A.; Wenslow, R.M.; Variankaval, N.; Savarin, C.G.; Natishan, T.K.; Mathre, D.J.; Dormer,
P.G.; Euler, D.H.; et al. Development of a pharmaceutical cocrystal of a monophosphate salt with phosphoric acid. Chem. Commun.
2007, 419–421. [CrossRef]

16. Variankaval, N.; Wenslow, R.; Murry, J.; Hartman, R.; Helmy, R.; Kwong, E.; Clas, S.-D.; Dalton, C.; Santos, I. Preparation and
Solid-State Characterization of Nonstoichiometric Cocrystals of a Phosphodiesterase-IV Inhibitor and l-Tartaric Acid. Cryst.
Growth Des. 2006, 6, 690–700. [CrossRef]

http://doi.org/10.15171/apb.2018.042
http://www.ncbi.nlm.nih.gov/pubmed/30276131
http://doi.org/10.1016/j.addr.2016.04.022
http://doi.org/10.1016/j.drudis.2016.02.001
http://www.ncbi.nlm.nih.gov/pubmed/26869329
http://doi.org/10.4155/ppa.12.29
http://doi.org/10.1021/cg3002948
http://doi.org/10.1016/j.molstruc.2016.12.019
http://doi.org/10.1021/cg300327x
http://doi.org/10.1021/cg500560w
http://doi.org/10.1021/cg400638g
http://doi.org/10.1021/acs.cgd.6b01863
http://doi.org/10.1021/acs.cgd.6b00266
http://doi.org/10.1016/j.ijpharm.2016.06.006
http://www.ncbi.nlm.nih.gov/pubmed/27282539
http://doi.org/10.1016/j.ejpb.2006.12.016
http://www.ncbi.nlm.nih.gov/pubmed/17292592
http://doi.org/10.1007/s11095-006-9032-3
http://doi.org/10.1039/B612353H
http://doi.org/10.1021/cg050462u


Molecules 2021, 26, 2414 15 of 16

17. Trask, A.V.; Motherwell, W.D.S.; Jones, W. Pharmaceutical Cocrystallization: Engineering a Remedy for Caffeine Hydration.
Cryst. Growth Des. 2005, 5, 1013–1021. [CrossRef]

18. Basavoju, S.; Boström, D.; Velaga, S.P. Indomethacin–Saccharin Cocrystal: Design, Synthesis and Preliminary Pharmaceutical
Characterization. Pharm. Res. 2008, 25, 530–541. [CrossRef]

19. Bak, A.; Gore, A.; Yanez, E.; Stanton, M.; Tufekcic, S.; Syed, R.; Akrami, A.; Rose, M.; Surapaneni, S.; Bostick, T.; et al. The Co-
Crystal Approach to Improve the Exposure of a Water-Insoluble Compound: AMG 517 Sorbic Acid Co-Crystal Characterization
and Pharmacokinetics. J. Pharm. Sci. 2008, 97, 3942–3956. [CrossRef]

20. Geng, N.; Chen, J.-M.; Li, Z.-J.; Jiang, L.; Lu, T.-B. Approach of Cocrystallization to Improve the Solubility and Photostability of
Tranilast. Cryst. Growth Des. 2013, 13, 3546–3553. [CrossRef]

21. Vangala, V.R.; Chow, P.S.; Tan, R.B.H. Co-Crystals and Co-Crystal Hydrates of the Antibiotic Nitrofurantoin: Structural Studies
and Physicochemical Properties. Cryst. Growth Des. 2012, 12, 5925–5938. [CrossRef]

22. Krishna, G.R.; Shi, L.; Bag, P.P.; Sun, C.C.; Reddy, C.M. Correlation Among Crystal Structure, Mechanical Behavior, and
Tabletability in the Co-Crystals of Vanillin Isomers. Cryst. Growth Des. 2015, 15, 1827–1832. [CrossRef]

23. Bandari, S.; Dronamraju, V.; Eedara, B.B. Development and preliminary characterization of levofloxacin pharmaceutical cocrystals
for dissolution rate enhancement. J. Pharm. Investig. 2017, 47, 583–591. [CrossRef]

24. Stavropoulos, K.; Johnston, S.C.; Zhang, Y.; Rao, B.G.; Hurrey, M.; Hurter, P.; Topp, E.M.; Kadiyala, I. Cocrystalline Solids of
Telaprevir with Enhanced Oral Absorption. J. Pharm. Sci. 2015, 104, 3343–3350. [CrossRef] [PubMed]

25. Jung, M.-S.; Kim, J.-S.; Kim, M.-S.; Alhalaweh, A.; Cho, W.; Hwang, S.-J.; Velaga, S.P. Bioavailability of indomethacin-saccharin
cocrystals. J. Pharm. Pharmacol. 2010, 62, 1560–1568. [CrossRef] [PubMed]

26. Sanphui, P.; Devi, V.K.; Clara, D.; Malviya, N.; Ganguly, S.; Desiraju, G.R. Cocrystals of Hydrochlorothiazide: Solubility and
Diffusion/Permeability Enhancements through Drug–Coformer Interactions. Mol. Pharm. 2015, 12, 1615–1622. [CrossRef]

27. Saikia, B.; Bora, P.; Khatioda, R.; Sarma, B. Hydrogen Bond Synthons in the Interplay of Solubility and Membrane Permeabil-
ity/Diffusion in Variable Stoichiometry Drug Cocrystals. Cryst. Growth Des. 2015, 15, 5593–5603. [CrossRef]

28. Yan, Y.; Chen, J.-M.; Lu, T.-B. Simultaneously enhancing the solubility and permeability of acyclovir by crystal engineering
approach. CrystEngComm 2013, 15, 6457–6460. [CrossRef]

29. López-Cedrún, J.; Videla, S.; Burgueño, M.; Juárez, I.; Aboul-Hosn, S.; Martín-Granizo, R.; Grau, J.; Puche, M.; Gil-Diez, J.-L.;
Hueto, J.-A.; et al. Co-crystal of Tramadol–Celecoxib in Patients with Moderate to Severe Acute Post-surgical Oral Pain: A
Dose-Finding, Randomised, Double-Blind, Placebo- and Active-Controlled, Multicentre, Phase II Trial. Drugs R&D 2018, 18,
137–148.

30. Gascon, N.; Almansa, C.; Merlos, M.; Vela, J.M.; Encina, G.; Morte, A.; Smith, K.; Plata-Salaman, C. Co-crystal of tramadol-
celecoxib: Preclinical and clinical evaluation of a novel analgesic. Expert Opin. Investig. Drugs 2019, 28, 399–409. [CrossRef]
[PubMed]

31. Aitipamula, S.; Chow, P.S.; Tan, R.B.H. Trimorphs of a pharmaceutical cocrystal involving two active pharmaceutical ingredients:
Potential relevance to combination drugs. Crystengcomm 2009, 11, 1823–1827. [CrossRef]

32. Cheney, M.L.; Weyna, D.R.; Shan, N.; Hanna, M.; Wojtas, L.; Zaworotko, M.J. Coformer Selection in Pharmaceutical Cocrystal
Development: A Case Study of a Meloxicam Aspirin Cocrystal That Exhibits Enhanced Solubility and Pharmacokinetics. J. Pharm.
Sci. 2011, 100, 2172–2181. [CrossRef]

33. Swainston Harrison, T.; Perry, C.M. Aripiprazole: A review of its use in schizophrenia and schizoaffective disorder. Drugs 2004,
64, 1715–1736. [CrossRef]

34. Ardiana, F.; Lestari, M.L.; Indrayanto, G. Aripiprazole. Profiles Drug Subst. Excip. Relat. Methodol. 2013, 38, 35–85. [PubMed]
35. Brittain, H.G. Aripiprazole: Polymorphs and solvatomorphs. Profiles Drug Subst. Excip. Relat. Methodol. 2012, 37, 1–29. [PubMed]
36. Nanubolu, J.B.; Sridhar, B.; Babu, V.; Jagadeesh, B.; Ravikumar, K. Sixth polymorph of aripiprazole—An antipsychotic drug.

Crystengcomm 2012, 14, 4677–4685. [CrossRef]
37. Braun, D.E.; Gelbrich, T.; Kahlenberg, V.; Tessadri, R.; Wieser, J.; Griesser, U.J. Conformational polymorphism in aripiprazole:

Preparation, stability and structure of five modifications. J. Pharm. Sci. 2009, 98, 2010–2026. [CrossRef]
38. Braun, D.E.; Gelbrich, T.; Kahlenberg, V.; Tessadri, R.; Wieser, J.; Griesser, U.J. Stability of Solvates and Packing Systematics of

Nine Crystal Forms of the Antipsychotic Drug Aripiprazole. Cryst. Growth Des. 2009, 9, 1054–1065. [CrossRef]
39. Delaney, S.P.; Pan, D.; Yin, S.X.; Smith, T.M.; Korter, T.M. Evaluating the Roles of Conformational Strain and Cohesive Binding in

Crystalline Polymorphs of Aripiprazole. Cryst. Growth Des. 2013, 13, 2943–2952. [CrossRef]
40. Delaney, S.P.; Smith, T.M.; Pan, D.; Yin, S.X.; Korter, T.M. Low-Temperature Phase Transition in Crystalline Aripiprazole Leads to

an Eighth Polymorph. Cryst. Growth Des. 2014, 14, 5004–5010. [CrossRef]
41. Zeidan, T.A.; Trotta, J.T.; Tilak, P.A.; Oliveira, M.A.; Chiarella, R.A.; Foxman, B.M.; Almarsson, O.; Hickey, M.B. An unprecedented

case of dodecamorphism: The twelfth polymorph of aripiprazole formed by seeding with its active metabolite. Crystengcomm
2016, 18, 1486–1488. [CrossRef]

42. Cho, M.-Y.; Kim, P.; Kim, G.-Y.; Lee, J.-Y.; Song, K.-H.; Lee, M.-J.; Yoon, W.; Yun, H.; Choi, G.J. Preparation and Characterization of
Aripiprazole Cocrystals with Coformers of Multihydroxybenzene Compounds. Cryst. Growth Des. 2017, 17, 6641–6652. [CrossRef]

43. Nanubolu, J.B.; Ravikumar, K. Correlating the melting point alteration with the supramolecular structure in aripiprazole drug
cocrystals. CrystEngComm 2016, 18, 1024–1038. [CrossRef]

http://doi.org/10.1021/cg0496540
http://doi.org/10.1007/s11095-007-9394-1
http://doi.org/10.1002/jps.21280
http://doi.org/10.1021/cg400518w
http://doi.org/10.1021/cg300887p
http://doi.org/10.1021/cg5018642
http://doi.org/10.1007/s40005-016-0302-8
http://doi.org/10.1002/jps.24534
http://www.ncbi.nlm.nih.gov/pubmed/26094780
http://doi.org/10.1111/j.2042-7158.2010.01189.x
http://www.ncbi.nlm.nih.gov/pubmed/21039541
http://doi.org/10.1021/acs.molpharmaceut.5b00020
http://doi.org/10.1021/acs.cgd.5b01293
http://doi.org/10.1039/c3ce41017j
http://doi.org/10.1080/13543784.2019.1612557
http://www.ncbi.nlm.nih.gov/pubmed/31023091
http://doi.org/10.1039/B904616J
http://doi.org/10.1002/jps.22434
http://doi.org/10.2165/00003495-200464150-00010
http://www.ncbi.nlm.nih.gov/pubmed/23668402
http://www.ncbi.nlm.nih.gov/pubmed/22469315
http://doi.org/10.1039/c2ce25306b
http://doi.org/10.1002/jps.21574
http://doi.org/10.1021/cg8008909
http://doi.org/10.1021/cg400358e
http://doi.org/10.1021/cg500569x
http://doi.org/10.1039/C5CE02467F
http://doi.org/10.1021/acs.cgd.7b01281
http://doi.org/10.1039/C5CE02400E


Molecules 2021, 26, 2414 16 of 16

44. Zhao, Y.; Sun, B.; Jia, L.; Wang, Y.; Wang, M.; Yang, H.; Qiao, Y.; Gong, J.; Tang, W. Tuning Physicochemical Properties of
Antipsychotic Drug Aripiprazole with Multicomponent Crystal Strategy Based on Structure and Property Relationship. Cryst.
Growth Des. 2020, 20, 3747–3761. [CrossRef]

45. Raoufinia, A.; Baker, R.A.; Eramo, A.; Nylander, A.G.; Landsberg, W.; Kostic, D.; Larsen, F. Initiation of aripiprazole once-monthly
in patients with schizophrenia. Curr. Med Res. Opin. 2015, 31, 583–592. [CrossRef]

46. Bastianetto, S.; Ménard, C.; Quirion, R. Neuroprotective action of resveratrol. Biochim. Biophys. Acta 2015, 1852, 1195–1201.
[CrossRef]

47. Magaji, M.G.; Iniaghe, L.O.; Abolarin, M.; Abdullahi, O.I.; Magaji, R.A. Neurobehavioural evaluation of resveratrol in murine
models of anxiety and schizophrenia. Metab. Brain Dis. 2017, 32, 437–442. [CrossRef]

48. He, H.; Zhang, Q.; Li, M.; Wang, J.-R.; Mei, X. Modulating the Dissolution and Mechanical Properties of Resveratrol by
Cocrystallization. Cryst. Growth Des. 2017, 17, 3989–3996. [CrossRef]

49. Ren, J.; Lu, Y.; Qian, Y.; Chen, B.; Wu, T.; Ji, G. Recent progress regarding kaempferol for the treatment of various diseases. Exp.
Ther. Med. 2019, 18, 2759–2776. [CrossRef]

50. He, H.; Huang, Y.; Zhang, Q.; Wang, J.-R.; Mei, X. Zwitterionic Cocrystals of Flavonoids and Proline: Solid-State Characterization,
Pharmaceutical Properties, and Pharmacokinetic Performance. Cryst. Growth Des. 2016, 16, 2348–2356. [CrossRef]

51. Yin, H.-M.; Wu, N.; Zhou, B.-J.; Hong, M.-H.; Zhu, B.; Qi, M.-H.; Ren, G.-B. Slow-Release Drug–Drug Cocrystals of Oxaliplatin
with Flavonoids: Delaying Hydrolysis and Reducing Toxicity. Cryst. Growth Des. 2021, 21, 75–85. [CrossRef]

52. Sheldrick, G. A Short History of ShelX. Acta Crystallogr. Sect. A Found. Crystallogr. 2008, 64, 112–122. [CrossRef] [PubMed]

http://doi.org/10.1021/acs.cgd.0c00022
http://doi.org/10.1185/03007995.2015.1006356
http://doi.org/10.1016/j.bbadis.2014.09.011
http://doi.org/10.1007/s11011-016-9927-6
http://doi.org/10.1021/acs.cgd.7b00637
http://doi.org/10.3892/etm.2019.7886
http://doi.org/10.1021/acs.cgd.6b00142
http://doi.org/10.1021/acs.cgd.0c00622
http://doi.org/10.1107/S0108767307043930
http://www.ncbi.nlm.nih.gov/pubmed/18156677

	Introduction 
	Results and Discussion 
	Single Crystal X-ray Diffraction Analysis (SCXRD) 
	Powder X-ray Diffraction Analysis (PXRD) 
	Thermal Analysis 
	Attenuated Total Reflection Fourier’s Transform Infrared Spectroscopy (ATR-FTIR) 
	Dissolution Rate 

	Materials and Methods 
	Materials 
	Preparation of Cocrystal 
	Characterization Method 
	Single-Crystal X-ray Diffraction 
	Powder X-ray Diffraction 
	Thermogravimetric Analysis 
	Differential Scanning Calorimetry 
	Attenuated Total Reflection Fourier’s Transform Infrared Spectroscopy 

	Powder Dissolution 

	Conclusions 
	References

