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The present paper provides details of the preparation of polymeric tablets and microspheres
based on piroxicam as a therapeutic active agent and the drug release study from these formu-
lations. Tablets composed of ethylcellulose, Eudragit� or mixtures of Eudragit� and synthesised
poly(oxepan-2-one) were prepared and tested. The effect of the matrix on the drug release at
37◦C was studied. The drug-loaded microparticles were prepared using solvent evaporation micro-
encapsulation. These systems were characterised by SEM and FTIR spectroscopy and the size and
size distribution were also determined. The results demonstrated that the drug release could be
modified by means of these formulations. Finally, piroxicam dissolution rate constants were calcu-
lated from Higuchi’s release model.
c© 2012 Institute of Chemistry, Slovak Academy of Sciences
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Introduction

Micro-encapsulation is a method of fabricating ma-
terials with valuable new properties in the pharmaceu-
tical industry (Phutane et al., 2010; Wang et al., 2005)
and other fields (Arshady, 1993; Tsuji, 1998; El Bahri
& Taverdet, 2007); it is one of the quality preservation
techniques of sensitive substances. In current pharma-
cology, micro-encapsulation is employed as a masking
technique and, in particular, to control and modify
drug release. However, traditional dosage forms such
as tablets still offer important advantages if they are
able to decrease the total daily dosage of a medicinal
agent (Sastry et al., 2000). These systems are based on
a wide range of biopolymers (Prestwich & Luo, 2001;
Musial et al., 2010a, 2010b). Hence, the present paper
is devoted to the preparation of several formulations
(tablets and microparticles) using different techniques
in order to modify and control the dissolution of pirox-
icam which is the active molecule.
This active agent (piroxicam) has anti-inflamma-

tory, analgesic, and antipyretic actions (Rogalsky &

Todorov, 2012). It has been formulated using differ-
ent techniques; for example, Puthli and Vavia (2009)
studied the effect of temperature storage on pirox-
icam release from solid poly(lactic-co-glycolic acid)
(PLGA) microspheres. Other researchers tested the
in vivo release of piroxicam from gelatine microcap-
sules obtained by a spray-drying technique (Piao et
al., 2008). Water-in-oil-in-water double emulsions con-
taining piroxicam were also prepared and tested by
Vlaia et al. (2009). Rajesh and Siddaramaiah (2010)
reported piroxicam release from pellets of microcrys-
talline cellulose and hydroxypropyl methylcellulose
blends.
Initially, in our research, solid dosage forms (discs)

were prepared based on ethylcellulose (EC), Eudragit�

RL100 (Eud; a copolymer of ethyl propenoate, methyl
2-methylpropenoate, and a low content of 2-methyl-
propenoic acid ester with quaternary ammonium
groups) and a mixture of Eudragit� and poly(oxepan-
2-one) (poly(caprolactone); Pcl) at two different per-
centages. The “Eudragit” copolymer is largely used
for drug formulation in the galenic industry (Khan
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& Reddy, 1997; Fujimori et al., 2002; Wen & Park,
2010; Patel et al., 2010; Jain et al., 2011) and
poly(caprolactone) has also recently been employed
in the preparation of controlled-release formulations
(Sahoo et al., 2010; Mao et al., 2007; Natarajan et al.,
2011). Ethyl cellulose has been used as a drug carrier
in oral pharmaceutical formulations and food prod-
ucts because it is generally regarded as a non-toxic,
non-irritant, very safe and stable material (Wade &
Weller, 1994; De Brabander et al., 2003; Kibbe, 2000;
Phutane et al., 2010). It has valuable properties: it is
water permeable but not water soluble (Moldenhauer
& Nairn, 1990). In these experiments, the effect of the
matrix on the drug release was studied.
Secondly, the solvent evaporation technique of

micro-encapsulation was used for the preparation of
solid microspheres based on ethylcellulose as a ma-
trix and the drug release from the microparticles
thus obtained was studied. The method is based on
an oil-in-water (O/W) emulsion followed by solvent
evaporation which leads to monolithic systems known
as microspheres (Freiberg & Zhu, 2004). This tech-
nique has been the method most commonly used
to prepare controlled-release pharmaceuticals (Lai &
Tsiang, 2004; Le Corre et al., 1994; Chung et al., 2001;
Duarte et al., 2006; Phutane et al., 2010). Ethylcellu-
lose is used for the preparation of these formulations
because it is seen to be a polymeric material suitable
for micro-encapsulation techniques.
These composite matrices are fabricated in order

to modify the release rate of a drug and to improve
its protection. The piroxicam release kinetic studies
are performed in acidic media at pH 1.2 and in alka-
line media at pH 8.0. In neutral pH, piroxicam release
was not observed because it is insoluble or only very
slightly soluble. Finally, the release data were anal-
ysed according to Higuchi’s equation (Higuchi, 1963)
and the dissolution rate constants were calculated.

Experimental

Chemicals

Piroxicam or feldene was purchased from Sigma–
Aldrich (Germany), Eudragit� RL100 (Mw = 150000)
from Röhm Pharma (Germany). Poly(caprolactone)
(Mw = 7286) was synthesised from 2-oxepanone and
decanedioic acid and characterised by a method pub-
lished in Belarbi et al. (2009). Ethylcellulose ethoxy-
late of 48 mass % (viscosity; 0.1 Pa s of 5 mass %
in toluene/ethanol solution (ϕr = 4 : 1) was pur-
chased from Aldrich (USA), poly(vinylalcohol) (PVA;
87–89 % purity, hydrolysed,Mw = 13000–23000) from
Sigma–Aldrich (USA). Dichloromethane (DCM; >
98 % purity) was purchased from Fluka (Switzerland)
and absolute ethanol (99 % purity) from Biochem
Chemopharma (Canada). The chemicals were used as
received.

For kinetic measurements, the buffer solution with
pH 1.2 was prepared by dissolving; 80 mL of 1 M HCl
(Cheminova International, Spain) and 2 g of NaCl
(Merck, Germany) in 1 L of water; the buffer with
pH 8.0 was prepared by dissolving 500 mL of 0.025 M
sodium tetraborate decahydrate (Fluka, Switzerland)
and 205 mL of 0.1 M HCl made up to 1 L with water.

Disc preparation

The medicinal agent and matrix (EC, Eud or a
mixture of Eud/Pcl (1 : 1 mass ratio) or (4 : 1 mass
ratio), in powder form (matrix/Piroxicam; 1 : 1 mass
ratio)) were well dispersed (using Perkin–Elmer vibra-
tor, Germany), carefully mixed in a mortar and a thick
paste was prepared with a small amount of absolute
ethanol (2 or 3 pulverisations). Then, the discs with
a diameter of 1.3 cm, using a laboratory hydraulic
press (Perkin–Elmer, Germany), were prepared from
this paste and dried at ambient temperature in desic-
cators to a constant mass.

Microspheres preparation

Microparticles were prepared in a cylindrical glass
reactor (volume of 600 mL, extermal diameter =
80 mm) with six-bladed turbine impeller (blade length
= 50 mm, blade width = 10 mm, type IKA RW 20
DZM.n; IKA, USA) plunged in a bath adjusted to
25◦C.
The monolithic systems were obtained by the emul-

sion solvent diffusion method using de-ionised water as
an external phase in which 0.5 % of PVA was dissolved
as an emulsifier. The internal phase was composed of
piroxicam with EC as the matrix (piroxicam/EC = 30
mass %) and dichloromethane (DCM) as the organic
solvent (EC/DCM = 5 mass %).
First, the drug and polymer were co-dissolved in

the organic solvent by heating them under slight re-
flux (30–35◦C) and stirred to allow homogenisation.
At the same time, PVA was dissolved in 250 g of de-
ionised water under heating and stirring. After cool-
ing to laboratory temperature, the organic phase was
emulsified with the continuous phase under mechan-
ical stirring (500 min−1) for 6 h to complete solvent
evaporation. Then, the dispersion was filtered and mi-
crospheres were vacuum-dried in a desiccator in the
presence of CaCl2.

Microparticles characterisation

The mean diameters and size distribution of mi-
croparticles were calculated from the results of opti-
cal microscopy (H600LL microscope, Hund Wetzlar,
Germany), by counting more than 500 microparticles
using appropriate lenses.
The surface morphology of the microparticles was

characterised by SEM using QuantaTM 200 (FEI,
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France) at 70 Pa under 12.5 kV of accelerated tension.
The microspheres were deposited on a double-scotched
carbon film fixed on a metal support.
Extractions of the drug from microparticles us-

ing an appropriate solvent were performed in trip-
licate; 50 mg of dried microparticles was soaked
in 50 mL of absolute ethanol under stirring in
a sealed bottle for 4 h. The resulting solution
was analysed by UV-VIS spectroscopy (Shimadzu
UV-2401 PC, Shimadzu, Japan) after an appropri-
ate dilution with ethanol. The loading efficiency
(Piroxicamloaded, %) and the encapsulation efficiency
(Yield, %) were calculated according to the following
equations:

Piroxicamloaded =

=
mass of piroxicam in microparticles

mass of microparticles
× 100 (1)

Yield =
mass of piroxicam in microparticles

initial mass of piroxicam
× 100
(2)

The microspheres were characterised by infrared
spectroscopy, and the infrared spectra of pure piroxi-
cam, EC and corresponding microparticles so obtained
were compared. The FTIR spectra were recorded from
500 cm−1 to 4000 cm−1 using an FTIR-8300 Shimadzu
spectrophotometer (Shimadzu, Japan). The samples
in disc form were prepared with approximately 1 % of
solid compound mixed and ground in dried KBr.
The drug-loading in the microspheres and drug re-

lease were determined using a UV-VIS spectropho-
tometer (Shimadzu UV-2401 PC, Shimadzu, Japan).
The piroxicam released was analysed in acidic solu-
tion (pH 1.2) at a wavelength (λmax) of 333 nm at
which a molar extinction coefficient (ε) was equal to
25400 L mol−1 cm−1 and, in alkaline solution (pH 8.0)
at λmax = 352 nm where ε = 18300 L mol−1 cm−1

Fig. 1. SEM images of piroxicam-loaded microparticles; spherical form (A), spherical and irregular forms (B–D).
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Table 1. Microparticles characteristics and encapsulation results

d10/µm d32/µm d43/µm Dispersiona Piroxicamloaded/% Yield/%

395.7 506.0 550.1 1.39 16.79 ± 1.67 55.96 ± 5.56

a) Calculated as d43/d10; d10 – the number mean diameter calculated as
∑

nidi/
∑

ni, d32 – the surface mean diameter calculated

as
∑

nid
3
i /

∑
nid

2
i , d43 – the weight mean diameter calculated as

∑
nid

4
i /

∑
nid

3
i .

and in ethanol at λmax = 324 nm where ε = 20800
L mol−1 cm−1.
The release kinetic studies of the active agent

from formulations (tablets and microparticles) are
performed in a cylindrical double-wall glass reactor
(100 mL), kept at a temperature of (37 ± 0.5)◦C (tem-
perature of the human body). The discs, inserted in a
permeable fibre glass basket, or 100 mg of micropar-
ticles, were soaked in a known volume of simulated
liquid at pH 1.2 or pH 8.0 (100 mL for tablets and
50 mL for microspheres). The dissolution medium was
stirred magnetically at a rotation speed of 500 min−1

to achieve good homogenisation. Samples (1 mL) of
the solution were collected for analysis at different
time intervals. After an appropriate dilution, the sam-
ple was analysed using a UV-VIS spectrophotometer.
All the experiments were performed in triplicate.

Results and discussion

Microparticles characterisation

By means of the SEM and optical microscope, the
surface and morphology of the microparticles were
characterised and the size and size distribution deter-
mined. The SEM images in Fig. 1 show the shape and
surface morphology of the microparticles. The popu-
lations of microparticles have the shape of a woolly
ball with spherical and egg forms.
Taking the microparticles’ forms into account, the

microparticle mean diameter was measured and finally
the number mean diameter, the weight mean diame-
ter and the surface mean diameter were calculated by
examining more than 500 microparticles. The charac-
teristics of microparticles, including the mean diame-
ter, the percentage of piroxicam-loadedmicroparticles,
and the encapsulation yield obtained by extractions,
are given in Table 1.
The IR spectrum of microparticles was compared

with the polymer matrix and pure piroxicam spec-
tra (Fig. 2). We noted the presence of some signif-
icant IR bands of piroxicam in the microparticles’
spectrum at the same wave number: at 750 cm−1

for the out-of-plane bending of the ring Csp2—H
bonds, at 1560 cm−1 of aromatic C——C vibration and
at 3360cm−1 of free O—H stretch. The micropar-
ticles’ spectrum appears as the sum of pure pirox-
icam and EC spectra, so the FTIR analysis con-
firms the presence of piroxicam in the microparti-
cles.

Fig. 2. Infrared spectra of; piroxicam (a), ethylcellulose (b),
microparticles (c).

Discs characteristics

The characteristics of the tablets prepared and
tested are listed in Table 2.

Study of drug release from tablets

The release studies were carried out in a buffered
solution at pH 1.2 and 37◦C and the influence of the
matrix on the piroxicam release was studied. All for-
mulations were seen to be intact throughout the dis-
solution studies. The percentage of piroxicam released
from discs relative to time is shown in Fig. 3.
In general, the percentage of drug released at infi-

nite time does not exceed 18 % for the reason that the
piroxicam is insoluble in water and slightly soluble in
a buffered solution at pH 1.2. The effect of the matrix
is noticeable; the presence of Pcl in tablets improves
the drug release. The piroxicam released is more sig-
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Table 2. Piroxicam discs characteristics tested in acidic and alkaline media

Composition d h m0 mi
Tablet pH

(mass %) cm cm mg mg

T1 Eud/Pirox (50/50) 1.25 0.18 262.0 131.00 1.2
T2 Eud/Pcl/Pirox (40/10/50) 1.25 0.18 252.0 126.00 1.2
T3 Eud/Pcl/Pirox (25/25/50) 1.30 0.19 304.8 152.40 1.2
T4 EC/Pirox (50/50) 1.26 0.18 263.0 131.50 1.2
T5 EC/Pirox (50/50) 1.25 0.24 275.7 137.85 8.0

d – Disc diameter, h – disc width, m0 – disc mass, mi: initial mass of piroxicam in disc.

Fig. 3. Release profiles of piroxicam from polymeric tablets;
– T1, � – T2, � – T3, and • – T4.

Fig. 4. Release profiles of piroxicam from EC tablets (T4 and
T5) at; � – pH 1.2 and – pH 8.0.

nificant when the Pcl percentage in the tablets was
increased. For example, after 2 h (the time correspond-
ing to the drug retention in the human stomach), the
percentages of the drug released from T1, T2, and T3
are 1.5 %, 3.2 %, and 4.3 %, respectively. The results
can be explained by the hydrophilic character of Pcl.
The process is not simple; two matter transfers take
place when the tablet is in contact with liquid: the liq-
uid enters the matrix-polymer and initiates the drug
dissolution. At this stage, the drug can be released
from the dosage form. Hence, the tablets containing

Pcl absorb a larger volume of liquid which facilitates
the drug dissolution and diffusion through the matrix
structure. This is confirmed by the experimental re-
sults for the water levels absorbed by the dosage form
after 30 h, which are respectively: 37.8 %, 54.2 %, and
88.4 % for T1(Eud), T2(Eud/Pcl in mass % 40/10)
and T3(Eud/Pcl in mass % 25/25) dosage forms.
As regards the EC matrix, the rate of the drug

release is very slow. In effect, after 2 h, the percentage
of piroxicam released from T4 does not exceed 0.7 %
which is clearly due to the low absorption of water by
a tablet (5.4 % after 30 h).
The effect of the pH of the release medium was

also studied for tablets composed of EC as the ma-
trix. Fig. 4 presents the release profiles obtained; the
piroxicam is released rapidly at pH 8.0.
We noted that, for example, after 5 h the percent-

age of piroxicam released in an acidic medium was
0.8 %, whereas in an alkaline solution it exceeded
1.8 %. This finding can also be explained by the ab-
sorption rate of release medium by the tablet which
facilitates dissolution of the active agent and, subse-
quently, its diffusion. After 30 h of release, the percent-
age of alkaline liquid (pH 8.0) absorbed by a tablet was
7.6 % while the percentage of absorbed acidic liquid
(pH 1.2) was 5.4 %. In addition, the diffusion of pirox-
icam from these systems may be favoured largely by
its solubility in the alkaline medium.

Study of drug release from microparticles

The piroxicam release kinetic studies from mi-
croparticles were performed in both a simulated gas-
tric medium (pH 1.2) and intestinal medium (pH 8.0)
at 37◦C. Fig. 5 shows the release profiles obtained. In
these formulations, a significant quantity of piroxicam
is released (6.8 %) after 2 h when compared with all
tablets. In this case, the surface of contact of micropar-
ticles with liquid is more pronounced than in tablets;
this property favours the drug release.
As regards the effect of the pH of the release

medium on the drug release, the release profiles
showed a rapid dissolution of the active agent in alka-
line medium. After 5 h, the percentage of piroxicam
released did not exceed 8 % at pH 1.2; however, 18 %
of the drug was released at pH 8.0.
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Fig. 5. Release profiles of piroxicam from ethycellulose mi-
croparticles at; � – pH 1.2 and – pH 8.0.

Fig. 6. Fractional release of piroxicam from discs as a function
of the square root of time; – T1, � – T2, � – T3, and• – T4.

Data analysis

Korsmeyer–Peppas (Korsmeyer et al., 1983) de-
rived a simple relationship which described drug re-
lease from a polymeric system:

Mt/M∞ = k(t)n (3)

where Mt/M∞ is the fraction of drug released, t is the
release time, k is the kinetic constant (with units of
t−n) incorporating the structural and geometric char-
acteristics of the release device and n is the release
exponent indicative of the mechanism of release. This
equation can be used to analyse the first 60 % of a
release curve where the release is linearly related to
tn, irrespective of geometric shape.
Although the constant k in Eq. (3) is one of the

constants of the drug release rate, it should not be
used for comparison because there is different kinetics
with different values of n. Therefore, for calculation of
the release rate of the drug, the data in this study were
subjected to the Higuchi equation (Higuchi, 1963):

W = (2ADCst)1/2 (4)

where W is the amount of drug released per unit area
(cm2) at time t (min), A (g cm−3) is the total concen-
tration of drug in the tablet, while D (cm2 min−1) is
the diffusion coefficient of drug in the matrix, and Cs
(g cm−3) is the solubility of drug in the matrix. This
equation may be reduced to a simple equation:

Q = at1/2 + c (5)

Eq. (5), for release data dependent on the square
root of time, would give a straight line release profile,
where Q is the percentage of drug released at time t
(min), a (min−1/2) is the square root time dissolution
rate constant, and c is the constant. The lag period,
prior to release, is defined as (–c/a)2. In this case, we
can compare the dissolution rate constants as reported
in various research papers (Vlaia et al., 2009; Casas
et al., 2010; Mourão et al., 2010).
Examples of plots of the fractional drug release as

a function of the square root of time are given in Fig. 6
and the results of the dissolution data and the coef-
ficients of determination (r2) for tablets are given in
Table 3 and for microparticles in Table 4.
From the results of Higuchi’s equation plots, the

square root dissolution rate constants varied from
0.055 × 10−2 min−1/2 to 0.987 × 10−2 min−1/2. For
the tablets’ dissolution at pH 1.2, the piroxicam re-
lease rate increases when Pcl matrix is used (Ta-
ble 3) and it is lower in the EC matrix. The effect
of pH media on the dissolution rate is notable both
for tablets and microspheres; it increases in alkaline
media.
The coefficients of correlation (r2) are above 0.99

when Mt/M∞ does not exceed 10 %, except for micro-
spheres’ dissolution in acidic media where r2 = 0.964.
This may be due to the low concentration of piroxicam
in the dissolution liquid. In effect, in the first time of
kinetics (the first five hours of the drug release), the
liquid concentration does not exceed 0.03 mg mL−1,
so it can cause disruptions in the optical density val-
ues since the same sampling time schedule is main-
tained and probably the dissolution equilibrium be-
tween samples is not attained for some points.
From the results of the Korsmeyer–Peppas equa-

tion, the value of k cannot be compared since n are
different. However, the exponent n can be used to
characterise the drug release mechanisms as Fick dif-
fusion, when n = 0.5 and as a non-Fickian model if
n is different from 0.5. From the kinetic results, the
exponent n varied from 0.457 to 0.524 which is near
0.5 for Eud and Pcl matrix tablets and from 0.186
to 0.378 so below 0.5 for EC matrix, whatever the
type of formulation. We concluded that the drug re-
lease behaviour was governed by diffusion, according
to a Fickian mechanism in Eudragit� and Pcl ma-
trixes and a non-Fickian mechanism in EC matrix.
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Table 3. Coefficients of correlation and dissolution rate constants of piroxicam from tablets

Higuchi’s equation Korsmeyer–Peppas’s equation
Formulation

Q × 102 = at1/2 + c r2 n k/(min−n) r2

T1 y = 0.146x + 0.019 0.993 0.484 0.009 0.993
T2 y = 0.282x + 0.230 0.994 0.457 0.024 0.989
T3 y = 0.396x – 0.173 0.991 0.524 0.022 0.992
T4 y = 0.055x + 0.089 0.991 0.378 0.019 0.984
T5 y = 0.101x + 0.247 0.992 0.358 0.017 0.996

Table 4. Coefficients of correlation and dissolution rate constants of piroxicam from microparticles

Higuchi’s equation Korsmeyer–Peppas’s equation
pH

Q × 102 = at1/2 + c r2 n k/(min−n) r2

1.2 y = 0.387x + 3.578 0.964 0.186 0.161 0.984
8.0 y = 0.987x + 2.614 0.991 0.329 0.100 0.994

Conclusions

The study was focused on the preparation of
controlled-release formulations based on piroxicam as
an active agent. The aim was achieved since we ob-
tained various rates of drug release. The effect of
matrix on the drug release was remarkable (Fig. 2).
For the tablets tested, the piroxicam release can
be improved using the mixtures of Eudragit� and
poly(caprolactone) supports and it can be decelerated
using ethylcellulose, as a function of the desired prop-
erties of dosage form. Also, the use of ethylcellulose
microparticles enables the release of a significant per-
centage of piroxicam. The global effect of the pH of
the release medium on the drug release is significant
(Figs. 4 and 5).

Acknowledgements. We would like to express our gratitude
to Professor Néji Besbes and the CNRSM (Centre National
des Recherches en Sciences des Matériaux) Technopole of Borj
Cédria, Tunisia for their contributions and the characterisation
of the loaded microparticles.

References

Arshady, R. (1993). Microcapsules for food. Journal of Microen-
capsulation, 10, 413–435. DOI: 10.3109/02652049309015320.

Belarbi, L., Boudouaia, N., & Mesli, A. (2009). Synthese et car-
acterisation de poly(ε-caprolactone) a partir d’ε-caprolactone
et differents diacides. Physical and Chemical News, 46, 104–
110.

Casas, M., Ferrero, C., & Jiménez-Castellanos, M. R. (2010).
Graft tapioca starch copolymers as novel excipients for
controlled-release matrix tablets. Carbohydrate Polymers,
80, 71–77. DOI: 10.1016/j.carbpol.2009.10.065.

Chung, T. W., Huang, Y. Y., & Liu, Y. Z. (2001). Effects of
the rate of solvent evaporation on the characteristics of drug
loaded PLLA and PDLLA microspheres. International Jour-
nal of Pharmaceutics, 212, 161–169. DOI: 10.1016/s0378-
5173(00)00574-3.

De Brabander, C., Vervaet, C., & Remon, J. P. (2003). De-
velopment and evaluation of sustained release mini-matrices
prepared via hot melt extrusion. Journal of Controlled Re-
lease, 89, 235–247. DOI: 10.1016/s0168-3659(03)00075-0.

Duarte, A. R. C., Costa, M. S., Simplício, A. L., Car-
doso, M. M., & Duarte, C. M. M. (2006). Preparation
of controlled release microspheres using supercritical fluid
technology for delivery of anti-inflammatory drugs. Inter-
national Journal of Pharmaceutics, 308, 168–174. DOI:
10.1016/j.ijpharm.2005.11.012.

El Bahri, Z., & Taverdet, J. L. (2007). Preparation and opti-
mization of 2,4-D loaded cellulose derivatives microspheres
by solvent evaporation technique. Journal of Applied Poly-
mer Science, 103, 2742–2751. DOI: 10.1002/app.25488.

Freiberg, S., & Zhu, X. X. (2004). Polymer microspheres for con-
trolled drug release. International Journal of Pharmaceutics,
282, 1–18. DOI: 10.1016/j.ijpharm.2004.04.013.

Fujimori, J., Yonemochi, E., Fukuoka, E., & Terada, K. (2002).
Application of Eudragit RS to thermo-sensitive drug de-
livery systems. I. Thermo-sensitive drug release from ac-
etaminophen matrix tablets consisting of Eudragit RS/PEG
400 blend polymers. Chemical & Pharmaceutical Bulletin,
50, 408–412. DOI: 10.1248/cpb.50.408.

Higuchi, T. (1963). Mechanism of sustained-action medication.
Theoretical analysis of rate of release of solid drugs dis-
persed in solid matrices. Journal Pharmaceutical Sciences,
52, 1145–1149. DOI: 10.1002/jps.2600521210.

Jain, V., Jain, D., & Singh, R. (2011). Factors affecting the
morphology of eudragit S-100 based microsponges bearing
dicyclomine for colonic delivery. Journal of Pharmaceutical
Sciences, 100, 1545–1552. DOI: 10.1002/jps.22360.

Khan, M. A., & Reddy, I. K. (1997). Development of solid oral
dosage forms with acrylate polymers. S.T.P Pharma Sci-
ences, 7, 483–490.

Kibbe, A. H. (2000). Handbook of pharmaceutical excipients.
Washington, DC, USA: American Pharmaceutical Associa-
tion.

Korsmeyer, R. W., Gurny, R., Doelker, E., Buri, P., & Peppas,
N. A. (1983). Mechanisms of solute release from porous hy-
drophilic polymers. International Journal of Pharmaceutics,
15, 25–35. DOI: 10.1016/0378-5173(83)90064-9.

Lai, M. K., & Tsiang, R. C. C. (2004). Encapsulating ac-
etaminophen into poly(l-lactide) microcapsules by solvent-

Unangemeldet
Heruntergeladen am | 23.03.15 14:37



786 K. Diaf et al./Chemical Papers 66 (8) 779–786 (2012)

evaporation technique in an O/W emulsion. Journal of Mi-
croencapsulation, 21, 307–316. DOI: 10.1080/0265204041000
1673928.

Le Corre, P. Le Guevello, P., Gajan, V., Chevanne, F., &
Le Verge, R. (1994). Preparation and characterization of
bupivacaine-loaded polylactide and polylactide-co-glycolide
microspheres. International Journal of Pharmaceutics, 107,
41–49, DOI: 10.1016/0378-5173(94)90300-X.

Mao, Z., Wang, B., Ma, L., Gao, C., & Shen, J. (2007). The
influence of polycaprolactone coating on the internaliza-
tion and cytotoxicity of gold nanoparticles. Nanomedicine:
Nanotechnology, Biology, and Medicine, 3, 215–223. DOI:
10.1016/j.nano.2007.04.001.

Moldenhauer, M. G., & Nairn, J. G. (1990). Formulation pa-
rameters affecting the preparation and properties of microen-
capsulated ion-exchanged resins containing theophylline.
Journal of Pharmaceutical Sciences, 79, 659–666. DOI:
10.1002/jps.2600790802.

Mourão, S. C., da Silva, C., Bresolin, T. M. B., Serra, C.
H. R., & Porta, V. (2010). Dissolution parameters for
sodium diclofenac-containing hypromellose matrix tablet. In-
ternational Journal of Pharmaceutics, 386, 201–207. DOI:
10.1016/j.ijpharm.2009.11.022.

Musial, W., Kokol, V., & Voncina, B. (2010a). Deposition
and release of chlorhexidine from non-ionic and anionic
polymer matrices. Chemical Papers, 64, 346–353. DOI:
10.2478/s11696-010-0013-y.

Musial, W., Kokol, V., & Voncina, B. (2010b). Lidocaine hy-
drochloride preparations with ionic and non-ionic polymers
assessed at standard and increased skin surface temperatures.
Chemical Papers, 64, 84–90. DOI: 10.2478/s11696-009-0089-
4.

Natarajan, V., Krithica, N., Madhan, B., & Sehgal, P. K.
(2011). Formulation and evaluation of quercetin polycapro-
lactone microspheres for the treatment of rheumatoid arthri-
tis. Journal of Pharmaceutical Sciences, 100, 195–205. DOI:
10.1002/jps.22266.

Patel, S. N., Prajapati, P. H., Patel, C. N., Patel, C. M., &
Patel, T. D. (2010). Formulation and development of enteric
coated tablets of prednisolone as colon targeted drug delivery.
Journal of Global Pharma Technology, 2, 128–132.

Phutane, P., Shidhaye, S., Lotlikar, V., Ghule, A., Sutar, S.,
& Kadam, V. (2010). In vitro evaluation of novel sustained
release microspheres of glipizide prepared by the emulsion
solvent diffusion-evaporation method. Pharmaceutics, 2, 35–
41. DOI: 10.4103/0975-1483.62210.

Piao, M. G., Yang, C. W., Li, D. X., Kim, J. O., Jang, K.
Y., Yoo, B. K., Kim, J. A., Woo, J. S., Lyoo, W. S., Han,
S. S, Lee, Y. B., Kim, D. D., Yong, C. S., & Choi, H. G.
(2008). Preparation and in vivo evaluation of piroxicam-
loaded gelatin microcapsule by spray drying technique. Bi-
ological and Pharmaceutical Bulletin, 31, 1284–1287. DOI:
10.1248/bpb.31.1284.

Prestwich, G. D., & Luo, Y. (2001). Novel biomaterials for drug
delivery. Expert Opinion on Therapeutic Patents, 11, 1395–
1410. DOI: 10.1517/13543776.11.9.1395.

Puthli, S., & Vavia, P. R. (2009). Stability studies of micropar-
ticulate system with piroxicam as model drug. AAPS Pharm-
SciTech, 10, 872–880. DOI: 10.1208/s12249-009-9280-8.

Rajesh, N., & Siddaramaiah (2010). Design and evaluation of
controlled release of piroxicam from the pellets of microcrys-
talline cellulose and hydroxypropylmethyl cellulose blends.
International Journal of PharmTech Research, 2, 1465–1473.

Rogalsky, V., & Todorov, I. N. (2012). Drug information por-
tal. Retreived May 20, 2011, from http://www.druglib.com/
druginfo/piroxicam/description pharmacology/

Sahoo, S., Sasmal, A., Sahoo, D., & Nayak, P. (2010). Synthe-
sis and characterization of chitosan-polycaprolactone blended
with organoclay for control release of doxycycline. Jour-
nal of Applied Polymer Science, 118, 3167–3175. DOI:
10.1002/app.32474.

Sastry, S. V., Nyshadham, J. R., & Fix, J. A. (2000). Recent
technological advances in oral drug delivery – a review. Phar-
maceutical Science & Technology Today, 3, 138–145. DOI:
10.1016/s1461-5347(00)00247-9.

Tsuji, K. (1998). Recent trends in pesticide formulations. In C.
L. Foy, D. W. Pritchard, & G. B. Beestman (Eds.), Formula-
tion Science: Proceedings from Formulation Forum ’97 (pp.
53–83). Hattiesburg, MS, USA: The Association of Formula-
tion Chemists.

Vlaia, L., Vlaia, V., Miclea, L. M., Olariu, I., & Coneac, G.
(2009). Topical W/O/W double emulsions of piroxicam: In
vitro drug release study. Farmacia, 57, 639–647.

Wade, A., & Weller, P. J. (1994) Handbook of pharmaceutical
excipients (2nd ed.). Washington, DC, USA: Pharmaceutical
Press.

Wang, S. H., Zhang, L. C., Lin, F., Sa, X. Y., Zuo, J. B.,
Shao, Q. X., Chen, G. S., & Zeng, S. (2005). Controlled re-
lease of levonorgestrel from biodegradable poly(D,L-lactide-
co-glycolide) microspheres: In vitro and in vivo studies. In-
ternational Journal of Pharmaceutics, 301, 217–225. DOI:
10.1016/j.ijpharm.2005.05.038.

Wen, H., & Park, K. (2010). Oral controlled release formulation
design and drug delivery. New Jersey, NJ, USA: Wiley.

Unangemeldet
Heruntergeladen am | 23.03.15 14:37



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (None)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 300% \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 524288
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org?)
  /PDFXTrapped /False

  /SyntheticBoldness 1.000000
  /Description <<
    /DEU <>
    /ENU <>
  >>
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [5952.756 8418.897]
>> setpagedevice


