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Abstract—Solid dispersions (SD) of curcumin-
polyvinylpyrrolidone in the ratio of 1:2, 1:4, 1:5, 1:6, and 1:8 were
prepared in an attempt to increase the solubility and dissolution.
Solubility, dissolution, powder X-ray diffraction (XRD), differential
scanning calorimetry (DSC) and Fourier transform infrared
spectroscopy (FTIR) of solid dispersions, physical mixtures (PM)
and curcumin were evaluated. Both solubility and dissolution of
curcumin solid dispersions were significantly greater than those
observed for physical mixtures and intact curcumin. The powder
X-ray diffractograms indicated that the amorphous curcumin was
obtained from all solid dispersions. It was found that the optimum
weight ratio for curcumin:PVP K-30 is 1:6. The 1:6 solid dispersion
still in the amorphous from after storage at ambient temperature for 2
years and the dissolution profile did not significantly different from
freshly prepared.

Keywords—Curcumin,  polyvinylpyrrolidone  K-30, solid
dispersion, dissolution, physicochemical.

I. INTRODUCTION

URCUMIN is the main constituent extracted from the

spice turmeric. It has a number of pharmacological
effects [1] such as anti-inflammatory, antibacterial, anticancer.
Therefore, it is regarded as a high potential to develop into
modern drug. Curcumin is practically insoluble in water at
acidic or neutral pH. It is incompletely absorbed; its oral
bioavailability about 60% [2]. This effect is probably due the
poor solubility and slow dissolution. Solid dispersions is one
of the successful methods in improving drug dissolution [3],
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[4] and to obtain better bioavailability [5], [6]. Solid
dispersion is defined as the dispersion of one or more active
ingredients in an inert hydrophilic carrier or matrix at solid
state prepared by the fusion, solvent or solvent-fusion method
[7]. This system allows a particle size reduction of drug to
nearly a molecular level. As this system exposed to aqueous
media, the carrier is dissolved and the drug is released as very
fine particles for quick dissolution and absorption [8].
Hydrophilic synthetic polymers have been widely investigated
as carrier substance for solid dispersions. PVP K-30 is
amongst the most frequently used as the carrier. It can
improve the solubility and dissolution of many poorly water
soluble drugs [9], [10].

The aim of this study was to increase the solubility and
dissolution of curcumin by solid dispersion using PVP K-30
as a hydrophilic carrier. The solubility, dissolution and
physicochemical  characterizations based on  X-ray
diffractometry, differential scanning calorimetry and FTIR
spectroscopy were evaluated. Since the storage time might
decrease the dissolution rate, the dissolution property and
X-ray diffraction pattern of solid dispersion which exhibited
the optimum dissolution were examined.

Il. MATERIALS AND METHODS

A. Materials

Pure curcumin was isolated in our laboratory. In brief, dried
powder of Curcuma longa rhizome was macerated in hexane
and ethyl acetate, respectively. The ethyl acetate extract was
then dried in vaccuo, subsequently separated by vacuum silica
gel column chromatography using chloroform-methanol
system as an eluent and LH-20 gel filtration chromatography
using methanol as eluent to produce curcumin (yield; 4.55
%). PVP K-30 (Kollidon 30, average molecular weight of
45,000) was obtained from BASF, Thailand. All other
reagents were of analytical-reagent grade.

B. Methods

Solid Dispersion Preparations
Solid dispersions of curcumin:PVVP K-30 in the weight ratio
of 1:2, 1:4, 1.5, 1:6, and 1:8 were prepared by solvent method.
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To the solution of curcumin (1 g) in acetone (50 ml), the
amount of PVP K-30 was added. The minimum amount of
methanol was added to solubilize the PVP K-30. The solvents
were removed under reduced pressure at 40°C and dried under
vacuum at room temperature for 5 hours. The samples were
pulverized using mortar and pestle and the 0.05-0.25 mm
particle size fractions were obtained by sieving.

The physical mixtures were prepared by manually mixing
the appropriate amount of the 0.05-0.25 mm particle size
fractions of curcumin and PVP K-30.

Solubility Studies

The solubilities of curcumin in various concentrations of
PVP K-30 were determined by adding excess amount of
curcumin to glass vials containing 20 ml of aqueous solutions
of PVP K-30. These vials were shaken in a thermostatically
water bath maintained at 37+0.1°C until equilibrium. The
supernatants were filtered through a 0.45 pum pore size
Millipore membrane filter at the same temperature. The
filtrates were suitably diluted with phosphate buffer pH 6.5
and assayed spectrophotometrically at 427 nm for the
concentration of curcumin. All experiments were determined
in triplicate. The solubilities of curcumin physical mixtures
and solid dispersions in simulated gastric fluid without pepsin
or simulated intestinal fluid without pancreatin were
determined by following the aforementioned.

Powder X-ray Diffraction Studies

X-ray diffraction patterns were obtained using a X-ray
diffractometer (Philips PW 3710, Netherland) with CuKa
radiation, collimated by a 0.08°divergence slit and a 0.2°
receiving slit and scanned at a rate of 2.4°/min over the 26
range of 2-40°.

Differential Scanning Calorimetry Studies

Differential scanning calorimetry was performed on a
differential scanning calorimeter (Perkin-Elmer DSC7, USA).
Samples (5-10 mg) were heated in hermetically sealed
aluminium pans with a heating rate of 10°C/min under
nitrogen atmosphere (flow rate 20 ml/min).

Fourier Transform Infrared Spectroscopy Studies

Fourier transform infrared spectra were obtained on a
Perkin-Elmer spectrometer equipped with a deuterated
triglycine sulfate detector. Samples were prepared in KBr
discs.

Dissolution Studies

The dissolution of curcumin, solid dispersions and physical
mixtures was determined using a dissolution apparatus
(Hanson Model SR2, USA). The dissolution media consisted
of 900 ml of simulated gastric fluid without pepsin and
simulated intestinal fluid without pancreatin pH 6.5. The
paddles were rotated at 50+1 rpm and the temperature was
maintained at 37+£0.5°C. The amount of each sample was
equivalent to 30 mg of curcumin and sprinkled directly on the
surface of the dissolution medium. A 5 ml aliquot was

withdrawn at appropriate time intervals, filtered, diluted with
dissolution medium and replaced with a 5 ml of fresh
dissolution medium after each sampling to maintain the
constant volume. The amount of curcumin was determined
spectrophotometrically at 421 nm and 427 nm for simulated
gastric fluid without pepsin and simulated intestinal fluid
without pancreatin pH 6.5, respectively without the
interference of PVP K-30. Curcumin concentration was
calculated and expressed as percentage of curcumin dissolved
from the mean of six determinations.

Aging Study

Curcumin-PVP K-30 solid dispersion which exhibited the
fastest dissolution was selected for stability study. The solid
dispersion was stored in screw-capped bottles at ambient
temperature (30£2°C) for 2 years. After 1 year and 2 years of
the storage, the dissolution and X-ray diffraction pattern were
examined.

I1l. RESULTS AND DISCUSSION

Commercially available curcumin is isolated from the plant
Curcuma Longa L. The pure curcumin on the market
consisted of three naturally occurring curcuminoids:
curcumin, demethoxycurcumin and bisdemethoxycurcumin,
which curcumin as the main constituent [11]. In this present
study, curcumin was isolated from our laboratory by the
method described above in order to avoid interference form
demethoxycurcumin and bisdemethoxycurcumin.

Solubility Studies

The solubility profile of curcumin in various concentrations
of PVP K-30 was shown in Fig. 1. Curcumin was practically
insoluble in water. A significant increase in its solubility was
observed as the concentration of PVP K-30 increased. Similar
result was obtained by Gines, et al. [12]. It was suggested
that PVP K-30 might form the soluble complex with
curcumin.
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Fig. 1 Solubility profile of curcumin in various concentrations of
PVP K-30 at 37£0.1°C

The solubilities of curcumin, physical mixtures, solid
dispersions in simulated gastric fluid without pepsin or
simulated intestinal fluid without pancreatin, pH 6.5, were
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shown in Figs. 2-3. The solubility of curcumin in simulated
gastric fluid without pepsin or simulated intestinal fluid
without pancreatin pH 6.5 was very low and quantitation of
curcumin was not possible because the concentration of
curcumin was below the detection limit of the analytical
system. For physical mixtures, a slight increase in curcumin
solubility compared to the solubility of curcumin in the same
medium was found. In all solid dispersion systems, the
curcumin solubility was markedly higher than that of pure
curcumin and physical mixtures. The increase in curcumin
solubility was linear with respect to the weight fraction of
PVP K-30. At 1:6 and 1:8 curcumin-PVP K-30 solid
dispersions, the increase in curcumin solubility in simulated
gastric fluid without pepsin was approximately 16- and 26-
fold, respectively compared with 1:2 curcumin-PVP K-30.
And at 1:6 and 1:8 curcumin-PVP K-30 solid dispersions, the
increase in curcumin solubility in simulated intestinal fluid
without pancreatin was approximately 4- and 5-fold,
respectively compared with 1:2 curcumin-PVP K-30. The
increase in solubility of curcumin by PVP K-30 may probably
be due to the formation of soluble complex between PVP K-
30 and curcumin.
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Fig. 2 The solubility of curcumin, physical mixtures and solid

dispersions in simulated gastric fluid without pepsin at 37+0.1°C
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Fig. 3 The solubility of curcumin, physical mixtures and solid
dispersions in simulated intestinal fluid without pancreatin at
37£0.1°C

Powder X-ray Diffraction

The powder X-ray diffractograms of pure curcumin,
physical mixtures and solid dispersions were shown in Fig. 4.
The characteristic peaks of curcumin appeared at a diffraction

angle of 20 at 7.96, 8.90, 12.26, 14.54, 17.24°, etc indicating
that curcumin is present as a crystalline form. PVP K-30 is
amorphous powder having no crystalline structure. The
diffraction patterns of all physical mixtures showed several
peaks which similar to that in pure curcumin, indicating that
the crystallinity of curcumin was not changed. The absence of
crystalline peaks attributable to curcumin in all solid
dispersion systems revealed that curcumin crystals were
transformed to an amorphous state. In the crystallization
process of curcumin from supersaturated solution, PVP K-30
might inhibit the association of curcumin molecules to form
the crystal nucleus and inhibiting the crystal growth [13]. In
addition, the hydrogen bonding between curcumin and PVP
K-30, verified by FTIR analysis, would inhibit curcumin
crystallization and causing curcumin precipitated out in the
amorphous form [14]. A similar behavior was previously
observed for ketoconazole [15] and flunarizine [9].
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Fig. 4 Powder X-ray diffractograms of curcumin, physical mixtures
and solid dispersions

Fourier Transform Infrared Spectroscopy

FTIR spectroscopy was carried out to further elucidate the
interaction between curcumin and PVP K-30 in the solid state.
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Figs. 5-6 show the FTIR spectra of curcumin, phy sical
mixtures and solid dispersions. The FTIR spectrum of pure
curcumin showed an absorption band at 3507 cm™, assigned
to the O-H stretching vibration. FTIR spectrum of PVP K-30
showed broad peaks at about 3050-3720 cm™. The FTIR
spectra of all physical mixtures were similar to the synthetic
spectra producing by the addition of curcumin and PVP K-30.
This indicates no interaction between curcumin and PVP
K-30. This was consistent with the results obtained from X-
ray diffraction studies. In particular, the O-H stretching
vibration at 3507 cm™ of all solid dispersions was
disappeared. Therefore, the solid dispersions show an
interaction such as the intermolecular hydrogen bonding
between curcumin and PVP K-30. This interaction caused to
change curcumin crystalline structure to amorphous form [10].
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Fig. 5 FTIR spectra of curcumin, PVP K-30 and physical mixtures
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Fig. 6 FTIR spectra of curcumin, PVP K-30 and solid dispersions
Differential Scanning Calorimetry

The DSC thermograms of curcumin, PVP K-30, physical
mixtures and solid dispersions were illustrated in Fig. 7. The

DSC curve of pure curcumin showed a single sharp
endothermic peak at 181.4°C, with the enthalpy of fusion was
119.8 J/g, corresponding to the melting point of curcumin. In
all physical mixtures, the DSC curves showed broad
endotherms with peak temperature slightly shifted to lower
temperature than pure curcumin and the enthalpy of fusion of
curcumin decreased. The decrease of the enthalpy of fusion of
curcumin in physical mixtures was the result of the
solubilizing effect of PVP K-30 during heating process [16];
only that part of curcumin which is in excess shows a melting
endotherm. This indicated that a crystalline form of curcumin
still present, confirming the results from X-ray diffraction
studies. This type of interaction was prevoiusly observed in
the physical mixtures of naproxen:PVP [17] and piroxicam-
PVP K-30 [14]. On the other hand, all solid dispersion
systems showed no endothermic peaks of curcumin. The
disappearance of thermal features of curcumin indicates that
some interaction between curcumin and PVP K-30 occurred.
These findings may be due to the formation of an
amorphous solid solution [18] which has been known to cause
an increase in drug dissolution [7].
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Fig. 7 DSC thermograms of curcumin, PVP K-30,
solid dispersions and physical mixtures

Dissolution Studies

The dissolution profiles of pure curcumin, physical
mixtures and solid dispersions in simulated gastric fluid
without pepsin and simulated intestinal fluid without
pancreation were shown in Figs. 8-9. The dissolution of pure
curcumin and physical mixtures was negligible and less than
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1% of pure curcumin and physical mixtures being dissolved
within 60 minutes. The pure curcumin exhibited the slowest
dissolution rate because of its hydrophobicity that caused the
powder to float on the surface of the dissolution medium and
prevented its surface contacting the medium. In all cases, the
dissolution rates of curcumin solid dispersions were
remarkably enhanced compared to their corresponding
physical mixtures and pure curcumin. Several mechanisms
have been proposed to account for the increase in the
dissolution kinetic of drug from solid dispersions [19]. These
mechanisms include the reduction of drug crystalite size, a
solubilization effect of carrier, an absence of drug aggregation
and agglomeration, an improvement in drug wettability, the
conversion of drug to the amorphous state. The increased in
curcumin dissolution from these solid dispersions can thus be
contributed by several factors such as an excellent wettability,
which could be observed clearly from the solid dispersion
since it rapidly left the surface and was dispersed in the bulk
of the dissolution medium, a markedly increase in curcumin
solubility, the solubilizing effect of the carrier, an absence of
aggregation and agglomeration and the formation of high
energy amorphous state as confirmed by DSC, FTIR and XRD
data. An increase in the curcumin dissolution of solid
dispersions was observed until the ratio of 1:6 and then the
increase in the weight fraction of PVP K-30 did not marked
affect the further release rate of curcumin. This result was
similar to that found by Akbuka, et al. [20]. No significant
difference (p>0.05) in curcumin dissolution, in the first 10
minutes, were observed between solid dispersions in ratio of
1:6 and 1:8 which more than 100-fold increase in dissolution
as compared with pure drug. It is considered that an optimum
weight ratio of curcumin and PVP K-30 is approximately 1:6.
This indicated that the amount of PVP K-30 in the system is a
determining factor in the diffusion process with in the
curcumin-matrix system.

Aging Study

The dissolution profiles of freshly prepared curcumin-PVP
K-30 solid dispersions in the ratio of 1:6 and aged samples
stored at ambient temperature for 1 year and 2 years were
shown in Fig. 10. The dissolution profiles of aged sample
showed a slight decrease in drug dissolution. This may be due
to the coarsening of the solid dispersion particles. However,
the storage for 2 years did not appear to have any marked
effect on the dissolution profiles and the 2-way ANOVA
yielded no significant difference between the released amount
either after 5 min (p>0.05) or after 60 min (p>0.05).
No changes in X-ray diffraction patterns were observed in the
aged sample after storage for 1 year and 2 years (the XRD
patterns were not shown). This indicative of a stabilization
effect of PVP K-30.
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Fig. 8 Dissolution profiles of curcumin, physical mixtures
and solid dispersions in simulated gastric fluid without pepsin
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Fig. 9 Dissolution profiles of curcumin, physical mixtures and solid
dispersions in simulated intestinal fluid without pancreatin
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Fig. 10 Dissolution profiles of freshly prepared 1:6 curcumin-PVP
K-30 and aged samples in simulated intestinal fluid without
pancreatin after storage at ambient temperature for 1 year and 2 years

125



International Journal of Medical, Medicine and Health Sciences
ISSN: 2517-9969
Vol:3, No:7, 2009

ACKNOWLEDGMENT

This work was supported by Drug Delivery System
Excellence Center, Faculty of Pharmaceutical Sciences and
Prince of Songkla University, Thailand.

[1]
[2]

[3]

[4]

[5]

[6]

[71

(8]

[9]

[10]

[11]

[12]

[13]

[14]

[15]

[16]

[17]

[18]

[19]

[20]

REFERENCES

H.P.T. Ammon, and M.A. Wahl, “Pharmacology of curcumin,” Planta.
Med., vol. 57, pp. 1-7, 1991.

V. Ravindranath, and N. Chandrasekhara, “Absorption and tissue
distribution of curcumin in rats,” Toxicology, vol. 16(3), pp. 259-265,
1980.

S. Okonogi, T. Oguchi, E. Yonemochi, S. Puttipipatkhachorn and K.
Yamamoto, “Improved dissolution of ofloxacin via solid dispersion,”
Int. J. Pharm., vol. 156, pp.175-180, 1997.

M. Franco, G. Trapani, A. Latrofa, C. Tullio, M.R. Provenzano, M.
Serra, M. Muggironi, et al., “Dissolution properties and anticonvulsant
activity of phenytoin-polyethylene glycol 6000 and
polyvinylpyrrolidone K-30 solid dispersions,” Int. J. Pharm., vol. 225,
pp. 63-73, 2001.

R.N. Pan, J.H. Chen, and R.R. Chen, “Enhancement of dissolution and
bioavailability of piroxicam in solid dispersion systems,” Drug. Dev.
Ind. Pharm., vol 26(9), pp. 989-994, 2000.

N. Kohri, Y. Yamayoshi, H. Xin, K. Iseki, N. Sato, S. Todo, and
K. Miyazaki, “Improving the Oral Bioavailability of Albendazole in
Rabbits by the Solid dispersion Technique,” J. Pharm. Pharmacol., vol.
51(2), pp. 159-164, 1999.

W.L. Chiou, and S. Riegleman, “Pharmaceutical Applications of Solid
Dispersions Dispersion Systems,” J. Pharm. Sci., vol 60(9), pp. 1281-
1302, 1971.

A.T.M. Serajuddin, “Solid dispersion of poorly water-soluble drugs:
early promises, subsequent problems and recent breakthroughs,” J.
Pharm. Sci., vol. 88, pp. 1058-1066, 1999.

M.T. Marin, M.V. Margarit, and G.E. Salcedo, “Characterization and
solubility study of solid dispersions of flunarizine and
polyvinylpyrrolidone,” 1l Farmaco., vol. 57, pp. 723-727, 2002.

V. Tantishaiyakul, N. Kaewnopparat, and S. Ingkatawornwong,
“Properties of solid dispersions of piroxicam in polyvinylpyrrolidone,”
Int. J. Pharm., 181, pp. 143-151, 1999.

H.H. Tonnesen, “Solubility, chemical and photochemical stability of
curcumin in surfactant solutions,” Pharmazie, vol. 57(12), pp. 820-824,
2002.

J.M. Gines, MJ. Arias, M.A. Holgado, M.F. Arevalo, and A.M.
Rabasco, “Dissolution rate study of triamterene-urea solid dispersions,”
Drug Dev. Ind. Pharm., vol. 20, pp. 2729-2740, 1994.

H. Sekikawa, M. Nakano, and T. Arita, “Inhibitory effect of
polyvinylpyrrolidone on the crystallization of drugs,” Chem. Pharm.
Bull., vol. 6, pp. 118-126, 1978.

V. Tantishaiyakul, N. Kaewnopparat, and S. Ingkatawornwong,
“Properties of solid dispersions of piroxicam in polyvinylpyrrolidone
K-30,” Int. J. Pharm., vol. 143, pp. 59-66, 1996.

Mooter, G., Wuyts, M., Blaton, N., Busson, R., Grobet, P., Augustijns,
P., Kinget, R., “Physical stabilisation of amorphous ketoconazole in
solid dispersions with polyvinylpyrrolidone K 25,”. Eur. J. Pharm. Sci.
vol. 12, pp. 261-269, 2001.

L.P. Ruan, B.Y. Yu, G.M. Fu, and D. Zhu, “Improving the solubility of
ampelopsin by solid dispersions and inclusion complexes,” J.
Pharm. Biomed. Anal., vol. 38(3), pp. 457-464, 2005.

G.P. Bettinetti, P. Mura, F. Giordano, and M. Setti, “Thermal behavior
and physicochemical properties of naproxen in mixtures with
polyvinylpyrrolidone,” Thermochimica. Acta., vol. 199, pp. 165-171,
1992.

M. Moneghini, A. Carcano, G. Zingone, B. Perissutti, “Studies in
Dissolution Enhancement of Atenolol: Part I,” Int. J. Pharm., vol. 175,
pp. 177-183, 1998.

J.L. Ford, “The current status of solid dispersions,” Pharm. Acta. Helv.,
vol. 61(3), pp. 69-88, 1986.

J. Akbuga, A. Gursoy, and E. Kendi, “The preparation and stability of
fast release furosemide-PVP solid dispersion,” Drug Dev. Ind. Pharm.,
vol. 14, pp. 1439-1464, 1988.

126



