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New Preparation Method Using Microwave, Kinetics, In
Vitro Dissolution-Diffusion, and Anti-Inflammatory Study of
Diclofenac- Proline Co–Crystal
Ilma Nugrahani,*[a] Dwi Utami,[b] Livia Ayuningtyas,[a] Afrillia Nuryanti Garmana,[a] and
Rozana Oktaviary*[a]

In this study, we developed a novel and simple method to
prepare an established diclofenac-proline co-crystal (DPC) using
microwave. In addition, we also evaluate the pharmaceutical
properties of the co-crystal, including dissolution, diffusion, and
anti-inflammatory profile. The kinetics of co-crystal formation
was investigated using Fourier-transform infrared spectroscopy.
The co-crystal yield was confirmed physically by differential
scanning calorimetry and powder x-ray diffraction, while the
chemical stability of the drug during and after microwaving
was confirmed using thin layer chromatography, ultraviolet

spectrophotometry and high-performance liquid chromatogra-
phy. Experiment results demonstrated that microwave can
generate the stable and uniform quality of diclofenac-proline
co-crystal efficiently. Furthermore, the process was investigated
to follow a second order kinetic, which is different than the
neat-grinding process previously reported. Moreover, our
findings revealed that co-crystals with L-proline can signifi-
cantly improve the dissolution, diffusion, and anti-inflammation
activity of diclofenac acid.

Introduction

Poor homogeneity and low purity are two primary obstacles
faced in the development of co-crystal production. Usually,
starting materials are still found in the resulting co-crystal
product, corresponding to low yield.[1–3] Some methods have
been reported to address these issues, including neat grinding,
liquid-assisted grinding, hot extrusion, and slow evaporation,
all of which have specific advantages and disadvantages.[4–7]

Mechanochemical processes such as grinding, with or without
solvents, is laborious in terms of maintaining the continuity
due to particle size, surface property changes, and the electro-
static effect during the process.[8] Other methods such as slow
evaporation have disadvantages, including difficulty maintain-
ing the co-solubility of the parent materials in solution due to
their inherent different polarities and dielectric constants,[9–11]

while the hot extrusion/melting method has a high risk of
chemical instability due to heat exposure.[12–15] Our previous
study reported a novel co-crystal from acid form of diclofenac
(DA), with L-proline (LP) as the co-former.

We termed the co-crystal a diclofenac-proline co-crystal
(DPC) and we screened the 3D structure and studied its co-
crystallization using the neat-grinding method.[16–17] To scale up
the preparation of the co-crystals in the laboratory, in addition
to neat and solvent dropped grinding, we attempted co-
melting/extrusion but it failed due to the instability of the
components at the high temperature required. Compared with
other methods, our findings indicated that the best method for
the preparation of DPC was the liquid-assisted grinding
technique. However, since this method is performed manually,
it is difficult to measure the energy involved as well as to
quantify, validate, and standardize the method.[18]

Currently, microwaving is widely employed in chemical
research and industry. In general, microwaving works by
exciting the rotational energy using the wavelength on a
meter–micrometer scale.[19–22] This technique has been tried for
various extraction, chemical production, and crystal engineer-
ing processes, and has been proven to be more sustainable
than conventional methods.[23–27] However, to date, microwav-
ing is not frequently used for co-crystallization, only a few
reports about it.[28–32]

The aim of this study was to develop a method for the
preparation of DPC using a domestic microwave (MW) with low
energy (399 W). This trial was based on previous conventional
methods that are solvent-drop grinding and neat
grinding.[4–7,16–7] The process was then further investigated to
better understand the dynamic co-crystal formation with the
MW. In previous research, we used diffractogram profile to
determine the kinetic of co-crystal production with neat
grinding method. Meanwhile, in present MW method develop-
ment kinetic study we used Fourier-transform infrared (FTIR)
spectra.
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In addition, we evaluated physical and chemical stability of
the DPC, along with other crucial factors such as the dissolution
and diffusion, which had previously not been studied. Finally,
the in-vivo anti-inflammatory activity of the DPC was examined
using Wistar rats after ethical and protocol approval. All results
demonstrated integrated and consistent data, confirming that
DPC improve the pharmaceutical aspects and in-vivo activity of
DA. Collectively, this research findings supported data that DPC
is a promising candidate for development in dosage form
formulations which is able to be generated using MW.

Results and Discussion

Characterization and kinetics study using Fourier-transform
infrared (FTIR)

Previous studies of co-crystal dynamics have been performed
using infrared instruments such as near infrared, Raman and
even rarely FTIR.[16–17,33] In this study, FTIR was used to observe
changes in the spectra at wavelength regions of � 3170–3175
and 3268–3271 cm@1, which presented the intra-molecular
hydrogen bond of -NH***O=C in DPC, as well as the broad

spectra at � 1950–2000 cm@1.[16–17] The result of FTIR analysis
are depicted in Figure 2 as the first characterization of the co-
crystal formation.

The time when the maximum AUC reached the steady state
can be considered as the optimum time for processing.
Figure 2a revealed that the DPC produced by MW-assisted-
ethanol. was reached optimally after 5–12 minutes. After 12
minutes, the AUC decreased, indicated the breaking of hydro-
gen bonding. Near the melting point, the specific peaks of DPC
were lost, that are the area of 3170–3175 cm@1 and 1950–
2000 cm@1.

Ethanol system produced co-crystal immediately after the
addition of solvent (Figure 2a), While distinctive DPC peaks
from methanol system can only be clearly observed after 1
minute of MW treatment (Fig 2b). Furthermore, physically,
ethanol and methanol-assisted system melted at different
times. Melting occurred after 20 minutes for ethanol and after
25 minutes for methanol. This result revealed that MW-assisted
ethanol produced DPC more efficiently than MW-assisted
methanol. However, Figure 2a-b indicated that ethanol and
methanol systems have similar optimum time for co-crystal-
lization. Figure 2b shows that optimum time for MW-assisted
ethanol as well as MW-assisted methanol are 5–12 minutes,
indicated by the occurrence of specific DPC peaks after this
time. After the optimum time, FTIR spectra is shown to
decrease gradually until the melting point. Meanwhile, MW-
assisted-water system and neat mixture had optimum times of
15–25 and 30–40 minutes and then melted at 40 and 45
minutes, respectively (Figure 2c and 2d). After melting, the
compound produced from these methods was unstable, as
shown by the irregular and yellow-brownish color-fused liquid
in Figure 3. The conditions of the melted mixtures are shown in
Figure 3a-d below.

Figure 1. Chemical structure of diclofenac acid (left) and L-proline (right)

Figure 2. FTIR spectra compilation of DPC from MW treatment: (a) assisted by ethanol, (b) assisted by methanol, (c) assisted by water and (d) neat mixture.
Note: red arrows marked the specific peaks of DPC formation.
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Due to its high specificity and clarity, the spectra at �
1950–2000 cm@1 was selected to measure the kinetics of
crystallization. To increase selectivity, the FTIR spectra were first
derived and the changes during the MW method are presented
in Figure 4. The area under the curve (AUC) of the absorbance
was found to be correlated with the amount of DPC. Figure 5
shows the order reaction generated from the increasing curve.

We focused on the specific spectra at 1970–200 cm@1 to be
monitored as shown in Figure 4. The changes in the DPC
vibrational energy due to intermolecular hydrogen bonds
formation are shown to increase until the optimum, then
decrease.

The kinetics were then analyzed, which resulted in the
profile depicted in Figure 5. Our results then revealed the
polynomial profile, which resulted in the quadratic equations,
indicating that co-crystal formation follows a second order
reaction. This data differs from previous reports indicating that
the neat-grinding co-crystallization method proceeds with a
first order profile.[16–17] It is likely that the differences are due to
the different energy types used in the different methods.

The heating characteristics of a particular material (e.g., a
solvent) under MW irradiation conditions are dependent on the
ability of a specific substance to convert electromagnetic
energy into kinetic energy. The MW method require solvent

with a high value for this parameter in order to support the
rapid nature of this process. Commonly organic solvents are
classified according to their heating efficiency in the MW field,
with the heating efficiency of ethanol 0.941, followed by
methanol at 0.659, and water at 0.123.[34–35] In this case, the
hydroxyl group of the ethanol bridges the formation of
hydrogen bonds, which are supported by the increasing
rotational energy from the molecules of both components and
is faster than methanol and water. A longer alkyl chain than
methanol causes the -OH to become more active.[36] Without
organic solvent support, DPC can be prepared. However, longer
time is required to activate the kinetic energy between the two
compounds. The longer process can be compared with analog
processes such as neat grinding; however, this method is more
time intensive than solvent dropped grinding.[17]

This phenomenon can also be explained with other
reasons. In addition to the highest rotation energy of methanol
and ethanol compared with the other materials used, the
volatility/penetration of these solvents is appropriate to reach
the deepest layer of the solid molecules.[29] Furthermore, the
dielectric constant is congenial to the DPC binary system.[34–35]

Finally, other variables are affected by different factors,
including the powder‘s charge, moisture content, and fre-
quency of rotational energy.

Differential scanning calorimetry (DSC) and powder X-ray
diffractometry (PXRD) confirmation

The thermograms collected from DSC and diffractogram from
PXRD measurement were shown in Figure 6 and 7. DPC
products from the optimum time which were 5–12 minutes of
MW using methanol and ethanol, 15–40 minutes for water, and
30–45 minutes for the neat system have a distinctive melting
point at around 156.7–158.7 °C. The endothermic curves of DPC
from methanol, ethanol, and water system were symmetrical
and close to the single crystal’s reported before, compared to
the physical mixture which positioned in the top of Figure 6.[17]

However, the thermogram of the neat mixture was not
symmetrical. It is indicated that the neat system did not able to
yield the cocrystal purely even until 30–45 minutes.

The thermal profile then was confirmed with PXRD data in
Figure 7. In this figure, the peak patterns were compared with
the previous reports of the standard. All diffractograms show
the specific peaks on 2θ=4.29°; 9.73°; 11.54°; 13.18°; 14.31°;
19.42°; 20.48°; and 25.46°; these are equal to the reported DPC
as the reference, with the specific peak at 2θ=9.84°. The red
star in Figure 7 represents the 1–0-0 plane.[17]

However, confirming DSC result, diffractogram of the neat
system still showed some small peaks remained from the
starting material’s, signed by the yellow stars. Neat system also
can produce DPC, however it needs the longer time (30-45
minutes), which caused the breaking of intermolecular bonding
before the proper result is yielded. All data lead to conclude
that the best systems for co-crystallization are MW-assisted-
ethanol and MW-assisted-methanol, followed by water system
and the neat system.

Figure 3. Melted DPC after (a) 20 minutes for MW-assisted-ethanol system,
(b) 25 minutes for MW-assisted-methanol system, (c) 40 minutes for MW-
assisted-water system, and (d) 45 minutes for neat mixture.
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Chemical stability testing using thin layer chromatography
(TLC), ultraviolet (UV) spectroscopy, and reverse-phase high
performance liquid chromatography (HPLC)

The chemical stability was analyzed by TLC, UV spectrometry,
and HPLC. Firstly, TLC result (Supplementary Material, Figure 2)
revealed that no other spot except DA exists until the melting
point of co-crystals, indicating that the MW did not destroy the
active compound. All samples show only the similar diclofenac
spot, with no changes shown by L-proline spot. These results
confirm that no chemical changes occurred during the MW
time of each system. Next, as shown in Figure 8, the UV spectra
at 276 nm show no change of the drug in DPC from the MW
method.

Lastly, HPLC analysis was conducted to further confirm
previous analysis result. The chormatograms are depicted in
Figure 9(a) and (b). As shown in Figure 9(a), DPC sampled at
optimum MW time period for every production method
developed in this research were compared to the physical
mixture. All DPC sample generated peaks with similar AUC and
retention time to physical mixture after detection at 254 nm.
However, upon exceeding optimum time, DPC powder melted,
followed by the degradation of co-crystal. After melted, new
peaks occurred and the chromatogram was different to that of

physical mixture. This observation suggests the possibility of
degradation product.

Afterward, all systems were checked by focusing on the
time of retention of DA, that is 5.24 minutes as shown in Fig
9(b). Here is shown that all chromatograms from ethanol,
methanol, water, and neat system, have the similar retention
time and AUC. This confirmed the stability of systems until
optimum time period of MW process. By combining the kinetic
and stability data, the duration of MW treatment for each
solvent system in DPC production can be standardized for
future application.

All physical and chemical data support the conclusion that
the homogeneous DPC can be obtained quickly using MW
treatment due to the efficiency of the energy transferred by
the equipment. This is in line with the strategic future goals of
environmental conservation, which involves less chemicals and
reagent, and includes reduced energy consumption, waste, and
pollutants.[37–38] The next experiment results then describe the
impact of DPC formation on the drug performance by a series
of dissolution, diffusion, and by anti-inflammatory test.

Figure 4. Absorbance intensity changes in FTIR spectra at 1970–2010 cm@1 in: (a) MW-assisted-ethanol system, (b) MW-assisted-methanol system, (c) MW-
assisted-water system, and (d) neat mixture.
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Dissolution testing

Ethanol and methanol systems were the two most efficient MW
co-crystal production method, which generated DPC with
almost identical characteristics and stability profile. Therefore,
only one representative (MW-assisted-ethanol system) was
chosen for in-vitro dissolution and diffusion testing. Along with
the solubility improvement, dissolution testing in stomach and
intestine medium[39] showed an increasing dissolution rate of
DPC (collected from the ethanol system) as depicted in
Figure 10. Indeed, DPC released the parent drug faster than did
pure DA, as determined by the zwitterionic capacity, which
increased the rate and solubility of both media types. At
pH 1.2, DA was released at a maximum of 20% from the DPC
after 30 minutes, compared with DA was released at a
maximum of 12% after 60 minutes and from physical mixture
after 45 minutes as much as 15%. This result showed that the
dissolution of DA in pH 1.2 was poor, due to the acidity of DA
(pKa=4.8), the total drug released amount was very limited at
this pH. As well as the previous data, Figure 10 shows that the
DA was completely released at pH 6.8 after 30 minutes from
the DPC, 45 minutes from DA, and 60 minutes from physical
mixture. However, in pH 6.8, almost all drugs were released.
These data confirm that the DPC had an improved dissolution
profile from that of DA significantly in the intestinal pH. LP in
physical mixture also pushed the dissolution rate due to its
properties as a deep eutectic solvent in the solution, which has
been established in many reports.[38–41] However, DPC remain
superior by increasing the DA dissolution rate compared to DA
alone and physical mixture.

Diffusion testing

Diffusion testing was conducted with two similar media
samples used in dissolution test and the results are shown in
Figure 11. These experiments also revealed a similar phenom-
enon in that DPC was predominant, with an increasing rate and
quantity of DA diffusion up to � 4 folds. The DPC diffused
maximally after 2 hours, followed by PM and the pure DA.
Furthermore, diffusion testing results revealed that the highest
penetration occurred from the DPC system in pH 6.8.

Anti-inflammatory activity testing

Inhibition of an inflammatory response is presented as a
percentage. Our experimental results from pure DA, DPC from
the MW-ethanol and methanol system (chosen as the two most
efficient co-crystal production method), and carrageenan as a
positive control are shown in Table 1 and Figure 12. Both DPC
obtained from MW-water system and neat mixture were
omitted from in-vivo study, assuming no potential inflamma-
tion inducer (e.g. organic solvent) used during production. Our
results had a p value < 0.05, with the data showing a normal
distribution. Finally, in-vivo test results are shown in Figure 12.
On the histogram, the increase in inflammation in the
maximum control group occurred in the third hour. The
inflammation was caused by the release of prostaglandin in the
third phase so that the resulting inflammation was at a
maximum.[42] Carrageenan can induce inflammation in three
phases, with the first phase being histamine and 5-HT release.

Figure 5. The kinetic equation of: (a) MW-assisted-ethanol system, (b) MW-assisted-methanol system, (c) MW-assisted-water system, and (d) neat mixture.
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The second phase is mediated by kinin, while the third phase is
mediated by prostaglandin.[43]

The administration of DPC can inhibit inflammation from
the first hour after carrageenan administration. Inhibition of
inflammation by the DA group, which were significantly distinct
from the positive control group was achieved at 1 to 3 hours.
Meanwhile, the DPC group showed significantly greater

inhibition compared with the other groups, from the first to
the sixth hour. However, the work-onset factor of the DPC was
not signed to be changed. Judging from the data, DPC revealed
� 1.5 times stronger than DA. This increasing effect is expected
to be supported by the increase in solubility, dissolution, and
diffusion as explained previously. As the final impact, the rate
of absorption should be going up. Therefore, it can be
concluded that the solubility of DA is the determinate step for
the dissolution, diffusion, and absorption rate of the DPC. As
shown in Figure 12, anti-inflammatory activity of DPC prepared
with the assistance of either methanol or ethanol are similar
statistically.

Conclusions

Present experiment has proven that microwave can produce
homogenous diclofenac-proline co-crystal either with the
assistance of methanol, ethanol, water, or a neat system and
follows a second order kinetics. The ethanol dropped MW was
the fastest method, followed by methanol and water. The

Figure 6. DSC thermogram of: (a) physical mixture, (b) DPC from MW-
assisted-ethanol system, (c) DPC from MW-assisted-methanol system, (d) DPC
from MW-assisted-water system, and (e) DPC from neat mixture after each
optimum time of heating.

Figure 7. X-ray powder diffractogram of: (a) physical mixture, (b) DPC from
MW-assisted-ethanol system, (c) DPC from MW-assisted-methanol system, (d)
DPC from MW-assisted-water system, (e) DPC from neat mixture and (f) DPC
calculated as the reference. All diffractograms of MW system reveal a
different pattern from PM and similar to the calculated standard.

Figure 8. UV absorbance spectra of DPC sampled before melting.
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longest process was the neat system without any liquid
dropped. The novel findings indicated that diclofenac-proline
co-crystal increase the dissolution and diffusion rate of the acid

form of diclofenac, and produced 1.5 times higher anti-
inflammatory activity, with a longer duration of effect. Thus,
with a simple and inexpensive process, this technique can be
developed as a green and cost-efficient method for scaling up
the production of diclofenac-proline co-crystal for further
research and drug development.

Supporting Information Summary

Solvent-assisted microwave method for diclofenac-L-proline co-
crystal preparation, characterization, performance evaluation
and stability study are described. From kinetic model evalua-
tion, ethanol was found to be the best solvent in assisting the
formation of intermolecular interaction between diclofenac
acid and L-proline which was reached after only 5 minutes of
microwaving. The resulting co-crystal will eventually revert to
its starting materials after the optimum microwaving period are
exceeded. No degradation products were observed after MW
treatment until optimum time period was reached.

Figure 9. (a) overlaid chromatograms of (1) melted MW-assisted-ethanol
system sampled at 20 minutes, (2) melted MW-methanol system sampled at
25 minutes, (3) melted MW-assisted-water system sampled at 40 minutes, (4)
MW neat mixture sampled at 45 minutes, (5) physical mixture, (6) MW-
assisted-ethanol system at optimum point, (7) MW-assisted-methanol system
at optimum point, (8) MW-assisted-water system at optimum point, (9) neat
mixture at optimum point and (b) overlaid chromatograms of: (1) physical
mixture as the reference; (2-5) MW-assisted-ethanol system after micro-
waving for 5, 10, 12 minutes, respectively; (6-8) are the chromatograms of
MW-assisted-methanol system after 5, 10, 12 minutes, respectively; (9-10)
MW-water-system after 15 and 25 minutes; (11-12) neat system after 30 and
40 minutes (b).

Figure 10. Dissolution profile of MW-assisted-ethanol system (DPC) com-
pared to diclofenac acid (DA) and physical mixture (PM) in pH 1.2 and 6.8
media.

Figure 11. Diffusion profile of MW-assisted-ethanol system (DPC) compared
to diclofenac acid (DA) and physical mixture (PM) in pH 1.2 and 6.8 media.

Figure 12. The inflammation volume percentage of carrageenan, diclofenac
acid (DA), MW-assisted-ethanol system (DPC MW-AE) and MW-assisted-
methanol system (DPC MW-AM) groups in 6 h observation.

Full Papers

13402ChemistrySelect 2019, 4, 13396–13403 © 2019 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim

Wiley VCH Donnerstag, 05.12.2019
1945 / 153561 [S. 13402/13403] 1



Acknowledgements

This research was supported by Research and Community Service
of Bandung Institute of Technology, Indonesia, by Community
Service and Innovation Program Funding Program, 2018. Some
parts of experiments were supported by Uekusa’s Laboratory,
Tokyo Institute of Technology.

Conflict of Interest

The authors declare no conflict of interest.

Keywords: crystal engineering · diclofenac · drug delivery · L-
proline · microwave chemistry

[1] A. Karagianni, M. Malamarati, K. Kachrimanis, Pharmaceutics 2018, 10, 1–
30.

[2] A. Delori, T. Friziz, W. Jones, CrystEngComm 2012, 14, 2350–2362.
[3] S. G. Fleischman, J. A. Kuduva, B. McMahon, R. D. B. Walsh, N. Rodriguez-

Hernedo, M. J. Zawarotko, Cryst. Growth Des. 2003, 3, 909–919.
[4] D. Hasa, R. G. Schneider, D. Voinovich, W. Jones, Angew. Chem., Int. Ed.

Engl. 2015, 54, 7371–7375.
[5] E. Gagnière, D. Mangin, J. Valour, J. Klein, O. Monnier, J. Cryst. Growth

2011, 316,118-125.
[6] D. Dennis, A. R. Steven, A. Nokhodchi, Adv. Drug. Delivery Rev. 2017, 117,

178–195.
[7] K. I. Izutsu, T. Koide, N. Takata, Y. Ikeda, M. Ono, M. Inoue, T. Fukami, E.

Yonemochi, Chem. Pharm. Bull. 2016, 64, 1421–1430.
[8] R. Kuroda, K. Higashiguchi, S. Hasebe, Y. Imai, CrystEngComm 2004,

6,463-468.
[9] M. Malamatari, S. A. Ross, D. Douroumis, S. P. Velaga, Adv. Drug. Delivery

Rev. 2017, 117,162-177.
[10] A. Gavezzotti, V. Colombo, L. L. Presti, Cryst. Growth Des. 2016, 16, 6095–

6104.
[11] S. L. Childs, N. Rodriguez-Hornedo, L. S. Reddy, A. Jayasankar, C.

Maheshwari, L. McCausland, R. Shipplett, B. C. Stahlya, CrystEngComm
2008, 10, 856–864.

[12] H. Abourahma, D. S. Cocuzza, J. Melendez, J. M. Urban, CrystEngComm
2011, 13, 1–22.

[13] K. Boksa, A. Otte, R. Pinal, J. Pharm. Sci. 2014, 103, 2904–2910.
[14] D. Daurio, C. Medina, R. Saw, K. Nagapudi, F. Alvarez-Nunez, Pharmaceu-

tics 2011, 3, 582–600.
[15] M. Rodrigues, B. Baptista, K. A. Lopes, M. C. Sarraguca, Int. J. Pharm.

2018, 547, 404–420.
[16] I. Nugrahani, D. Utami, S. Ibrahim, Y. P. Nugraha, H. Uekusa, Eur. J.

Pharm. Sci. 2018, 117, 168–176.

[17] I. Nugrahani, D. Utami, B. Permana, S. Ibrahim, J. App. Pharm. Sci. 2018,
8, 57–63.

[18] D. Braga, L. Maini, F. Grepioni, Chem. Soc. Rev. 2013, 42, 7638–7348.
[19] G. B. Dudley, R. Richert, A. E. Stiegman, Chem. Sci. 2015, 6, 2144–2152.
[20] L. Perreux, A. A. Loupy, Tetrahedron 2001, 57, 199–223.
[21] S. Ravichandran, E. Karthikeyan, Int. J. ChemTech. Res. 2011, 3, 466–470.
[22] N. Yoshikawa in Advances in Induction and Microwave Heating of Mineral

and Organic Materials (Ed: S. Grundas), Intech, Croatia, 2011, pp. 3–23.
[23] J. Jacob, Int. J. Chem. 2012, 4, 29–43
[24] K. Mahajan, M. Swami, R. V. Singh, Russ. J. Coord. Chem. 2009, 35, 179–

185.
[25] W. N. Sandoval, V. Pham, E. S. Ingle, P. S. Liu, J. R. Lill, Comb. Chem. High

Throughput Screening 2007, 10, 751–765.
[26] F. Mavandi, A. Pilotti, Drug Discovery Today 2006, 11, 165–174.
[27] B. Rejasse, S. Lamare, M. D. Legoy, T. Besson, J. Enzyme Inhib. Med. Chem.

2007, 7, 518–526.
[28] S. Pagire, S. Korde, R. Ambardekar, S. Deshmukh, R. C. Dash, R. Dhumal,

A. Paradkar, CrystEngComm 2013, 15, 3705–3710.
[29] Y. Xiao, Y. Q. Liu, G. Li, P. Huang, Supramol. Chem. 2015, 27, 161–166.
[30] H. L. Lin, G. C. Zhang, T. Y. Huang, S. Y. Lin, J. Pharm. Sci. 2014, 103,

2386–2395.
[31] S. Shi, J. H. Hwang, J. Miner. Mater. Charact. Eng. 2003, 2, 101–110.
[32] O. Kappe, Chem. Soc. Rev. 2008, 37, 1127–1139.
[33] United States Pharmacopeial Convention in United States Pharmacopeia

and National Formulary (USP 41-NF 36), United States Pharmacopeial
Convention, Rockville, 2016, pp. 1209–1210.

[34] R. P. Tofani, Y. C. Sumirtapura, S. T. Darijanto, Sci. Pharm. 2016, 84, 634–
645.

[35] H. W. Dibbern, UV and IR Spectra of some important drugs 1st Edition,
Editio Carbor, Aulendorf, 1980, pp. 18.

[36] J. M. Lee, J. Prausnitz. (2010), Chem. Phys. Lett. 2010, 492, 55–59.
[37] C. O. Kappe, A. Stadler, D. Elinger in MWs in Organic and Medicinal

Chemistry 2nd Edition, Wiley-VCH, Weinheim, 2012, pp.1-7.
[38] S. O. Nelson, J. Food Eng. 1994, 2, 365–384.
[39] S. Baikacz, J. Adamek, Talanta 2017, 168, 329–335.
[40] M. Faggian, S. Sut, B. Perissutti, V. Baldan, I. Grabnar, S. Dall’Acqua,

Molecules 2016, 21, 1531–1542.
[41] C. G. Gonzalez, N. R. Mustafa, E. G. Wilson, R. Verpoorte, Y. H. Choi,

Flavour Fragrance J. 2017, 33, 91–96.
[42] S. Sut, M. Faggian, V. Baldan, G. Poloniato, I. Castagliuolo, I. Grabnar, B.

Perissutti, P. Brun, F. Maggi, D. Voinovich, G. Peron, S. Dall’Acqua,
Molecules 2017, 22, 1921–1932.

[43] M. P. Holsapple, M. Schnur, K. G. Yim, Agents and actions 1980, 10, 368–
373.

Submitted: September 6, 2019
Accepted: November 26, 2019

Full Papers

13403ChemistrySelect 2019, 4, 13396–13403 © 2019 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim

Wiley VCH Donnerstag, 05.12.2019
1945 / 153561 [S. 13403/13403] 1


