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ABSTRACT

The aim of the present study was to make a comparison of
the in vitro release rate of diclofenac sodium (DS) from mi-
croemulsion (M) vehicles containing soybean oil, nonionic
surfactants (Brij 58 and Span 80), and different alcohols
(ethanol [E], isopropyl alcohol [I], and propanol [P]) as co-
surfactant. The optimum surfactant:cosurfactant (S:CoS)
weight ratios and microemulsion areas were detected by the
aid of phase diagrams. Three microemulsion formulations
were selected, and their physicochemical properties were ex-
amined for the pH, viscosity, and conductivity. According to
the release rate of DS, M prepared with P showed the sig-
nificantly highest flux value (0.059 ± 0.018 mg/cm2/h)
among all formulations (P G .05). The conductivity results
showed that DS-loaded microemulsions have higher con-
ductivity values (18.8-20.2 microsiemens/cm) than unloaded
formulations (16.9-17.9 microsiemens/cm), and loading DS
into the formulation had no negative effect on system stab-
ility. Moreover, viscosity measurements were examined as a
function of shear rate, and Newtonian fluid characterization
was observed for each microemulsion system. All formula-
tions had appropriate observed pH values varying from 6.70
to 6.85 for topical application. A skin irritation study was
performed with microemulsions on human volunteers, and
no visible reaction was observed with any of the formula-
tions. In conclusion, M prepared with P may be a more ap-
propriate formulation than the other 2 formulations studied
as drug carrier for topical application.

KEYWORDS: Diclofenac sodium, microemulsion, release
rate, regression modelR

INTRODUCTION

Microemulsions are clear, stable, isotropic mixtures of oil,
water, and surfactant (S), frequently in combination with a
cosurfactant (CoS).1-3 Up to date microemulsions have been
shown to be able to protect labile drug, control drug release,
increase drug solubility, and reduce patient variability. Fur-
thermore, it has proven possible to formulate preparations
suitable for most routes of administration.3,4 There are many
studies on microemulsions as topical drug delivery vehicles,
and it has been shown that microemulsion formulations have
improved transdermal and dermal delivery properties.5-16

In this study, non-ionic surfactants (Brij 58 and Span 80),
which are also compatible with the other 3 classes of surfac-
tants and retain this utility over a broad range of pH values,
were used in preference, because they have minimal toxicity.3,4

As the study aimed to examine the in vitro release of micro-
emulsion (M) formulations, diclofenac sodium (DS) was se-
lected as a model drug. DS is a nonsteroidal anti-inflammatory
drug and is widely used clinically because of its strong anal-
gesic, antipyretic, and anti-inflammatory effect.17,18

The aim of this study is to develop and compare appropriate
microemulsion formulations as drug carriers for topical ap-
plication and to demonstrate the release features of the for-
mulations with a regression model. In addition, the physico-
chemical properties of selected microemulsions for the pH,
viscosity, conductivity, droplet size distribution, and skin ir-
ritation were examined.

MATERIALS AND METHODS

Materials

Soybean oil and cellulose membrane were obtained from
Sigma Chemical Co (St Louis, MO), and DS was kindly pro-
vided by Novartis Co (Istanbul, Turkey). Brij 58, Span 80,
ethanol, isopropyl alcohol, and 1-propanol were purchased
fromMerck Co (Hohenbrunn, Germany). All chemicals used
were of analytical grade.

Preparation of Water/Oil Microemulsions

Soybean oil was used as the oil phase, and Brij 58 and Span
80 were used as surfactants. Absolute ethanol, isopropyl
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alcohol, and propanol were used as cosurfactants. To inves-
tigate the M formation regions, phase diagrams were con-
structed by titration of a series of S/CoS mixtures with
distilled water at 25-C. The boundaries of the M domains
were determined for different values of the S/CoS (wt:wt)
ratios. S/CoS weight ratios were 1:1, 2:1, 3:1, 4:1, 5:1,
and 6:1; and Span 80:Brij 58 weight ratio was 9:1 with
hydrophilic-lipophilic balance (HLB) value of 5.44.

For the M formulation, surfactants were mixed and melted
at 60-C, then added to the appropriate amount of soybean
oil. CoS was added into this mixture, and the formulation
was performed by titrating slowly with distilled water, while
stirring mixture with a stirring bar using a magnetic stirrer
(IKA Labortechnik, Staufen, Germany) (9 rpm) until turbid-
ity was observed. Ideal S/CoS weight ratios and microemul-
sion areas were detected with the aid of phase diagrams
drawn using a computer program developed in the Computer
Center, Faculty of Pharmacy, University of Ege.19 Three M
formulations were selected using the gravity center of the mi-
croemulsion formation area.20 DS was added into the mi-
croemulsions by stirring at the last stage. All formulations
contain 1% (wt/wt) DS.

Selection of M Formulations for Further Studies

For further studies, 3 M formulations were selected based on
pseudoternary phase diagrams. Microemulsions mentioned
in Table 1 were chosen from the gravity center of the M
formation area for studies such as in vitro release, conduc-
tivity, physicochemical property tests, and skin irritation.

Droplet Size Determinations

The particle size distribution and average droplet size of mi-
croemulsions were determined using Zeta Sizer 3000 HSA
(Malvern HPPS, UK).

In Vitro Drug Release Studies

Release studies were performed using vertical passive dif-
fusion cells (area 6.15 cm2), with a cellulose membrane. The

cellulose (molecular weight G12 000) membrane was first
hydrated in the buffer solution at 20-C for 24 hours. The
membrane was then clamped between the donor and receptor
compartments of the cells. The receptor solution was 20 mL
of phosphate buffer pH 7.4, and it was maintained at 37-C ±
0.5-C using a thermostatic water bath (Variomag, Germany)
and was magnetically stirred at 600 rpm throughout the ex-
periment. The donor compartment contained 1 g sample.

The aliquots (0.7 mL) withdrawn at specified intervals from
receptor compartment were then replaced by a fresh receptor
solution. The samples were immediately analyzed directly
for drug concentration spectrophotometrically at 277 nm.
Three replicates of each experiment were performed.21

Regression Model

For each microemulsion formulation, a curve estimation was
performed, and changes of release rate against time were
examined using least square linear regression analysis. For-
mulations were used in the regression model as dummy
variables.22

Conductivity Measurements

The effect of the amount of water phase of microemulsions
was monitored quantitatively by measuring the electrical
conductivity. The water phase was added drop by drop into
the mixture of oil phase (soybean oil-S-CoS), and after add-
ing a drop of water, the electrical conductivity was measured
using a conductometer WPA CM 35 (Cambridge, UK), at
20-C ± 0.2-C. Furthermore, the conductivity of all M for-
mulations with and without DS was measured.

Viscosity Measurements

Viscosity measurements were performed at 25.0-C ± 0.1-C
using a Brookfield digital viscometer-III rheometer V 3.3 HB
(Middleboro, MA) (Spindle: SC4-21) at 200 rpm.

pH Measurements

The observed pH values of the samples were measured by a pH
meter (Jenway 3040 Ion Analyze, Combined Glass Electrode,
Mettler-Toledo, Greifensee, Switzerland), at 20-C ± 2-C.

Skin Irritation Study

Formulations were tested on the inner arms of 9 human vo-
lunteers for 8 hours. M samples (0.1 g) with or without DS
were placed on a gauze dressing (1�1 cm2) and then ap-
plied directly onto the skin of inner arms, fixed with stretch
adhesive tape. There was at least 1-cm distance between

Table 1. The Contents of the Microemulsion Formulations
Without Diclofenac Sodium*

Formulations
Oil
(%)

Water
(%)

Brij 58
(%)

Span80
(%)

Cosurfactant
(%)

ME 34.6 4.5 5.2 46.9 8.7
MI 32.5 6.3 5.1 45.9 10.2
MP 27.2 10 5.2 47.1 10.5

* ME indicates microemulsion prepared with ethanol; MI,
microemulsion prepared with isopropyl alcohol; and MP,
microemulsion prepared with propanol.
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application areas on each arm. After 8 hours, erythema was
measured with Mexameter (n:8) (Courage+Khazaka Inst,
Germany).23 For control, the skin of inner arms was also
measured before application of the formulations.

The results of skin irritation study were evaluated using re-
peated measures analysis of variance (ANOVA), with α:
0.05 (P G .05) taken as the level of significance.

Statistical Analysis

The differences in the results of in vitro release studies were
evaluated using 1-way ANOVA followed by post hoc anal-
ysis (Duncan) for significance at P G .05.

RESULTS AND DISCUSSION

The phase diagrams of the 3 selected systems are presented
in Figure 1. It can be seen that the water/oil (w/o) M area of
microemulsion prepared with P (MP) was slightly larger
than the areas of M prepared with E (ME) and M prepared
with I (MI). As shown in Table 1, MP can incorporate more
water content into the formulation than MI or ME. This
feature can be an advantage for loading water soluble drugs
into the M.

The mean droplet diameters of microemulsions are shown
on Table 2. The mean droplet size of M-loaded DS de-
creased slightly compared with the mean droplet size of M
without the drug. Currently, it is not clear by which mech-

anism the droplet size was decreased. However, the 2 pos-
sible solutions are (1) a certain portion of the undissolved
drug could have acted as an emulsifying agent by depositing
drug particles at the interface of the M; or (2) by the depo-
sition of the drug at the interface of the M, reduced motility
of the S was thought to decrease the particle size of drug-
loaded microemulsions as previously demonstrated.2

Figure 2 shows the release profiles of microemulsions of DS
from the 3 M formulations. The cumulative amount of DS
that had permeated through the cellulose membrane (μg/cm2)
was plotted as a function of time (hours) (Figure 2). It is
possible to calculate the steady-state flux (J) obtained from
the slope of linear portion (2-8 hours) of the graph.24 In an
earlier study, the release of diclofenac from gel dosage form
through the synthetic membrane was examined, when plot-
ting the penetration rate vs time, linear relationship was
obtained.25 The values of flux of DS through cellulose mem-
brane from M formulations were shown in Table 3. When
all formulations were evaluated according to the release
rate of DS, MP showed the significantly highest flux value
(0.059 mg/cm2/h) among all formulations (P G .05). In a
prior study performed with diclofenac diethylamine and
cellulose membrane, it was observed that there is a strong
correlation between the water phase concentration and the
flux value of the drug. The maximum flux value of diclofenac
diethylamine was obtained from w/o microemulsion contain-
ing the highest percentage of water.15 In this study, MP has
the highest water content and highest flux value of DS among

Figure 1. Pseudo-ternary phase diagrams of microemulsion systems: The dark gray areas belong to the transparent water/oil
microemulsion systems and the light gray areas show the turbid states of the investigated systems.

Table 2. The Particle Size Distributions of Water/Oil Microemulsions With/Without Diclofenac Sodium*

Formulations ME ME+DS MI MI+DS MP MP+DS

Mean diameter (nm) 13.3 ± 0.3 11.0 ± 0.4 11.7 ± 0.5 9.2 ± 0.1 11.6 ± 0.1 11.5 ± 0.5
Polydispersity index (PDI) 0.206 ± 0.110 0.210 ± 0.160 0.140 ± 0.108 0.155 ± 0.116 0.243 ± 0.112 0.270 ± 0.175

* ME indicates microemulsion prepared with ethanol; DS, diclofenac sodium; MI, microemulsion prepared with isopropyl alcohol; and MP,
microemulsion prepared with propanol.
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the formulations studied and this fact supports the observation
above (Table 3). This observation also agrees with the ear-
lier study, which indicated that the release rate of diclofenac
diethylammonium from the investigated systems depends sig-
nificantly on the water volume fractions.26

In the beginning of release process of the formulations, MP
has the highest release rate and ME has higher release rate
than MI, which is the lowest. Later, the changes on the release
rates of all formulations were similar (P 9 .05).

For each M formulation, curve estimation was performed
and the changes of release rate against time were examined.
The results of statistical analyses of curve estimation were
used in order to develop regression models that have the
best r2. These results were considered to be quadratic (sec-
ond degree) and cubic (third degree) effect of time, in addi-
tion to the linear effect of time. Then, 3 regression models
were obtained for each formulation by using linear and quad-
ratic effect of time. In former literature analyzed using a mul-

tiple linear regression model, drug permeability, was also
modeled as a function of time.25,27,28 Afterwards, 2 dummy
variables22 were selected (Equation 1) (Table 4) and 1 model
was defined for 3 microemulsions (Equation 2). The cal-
culated model showed good predictive abilities of release of
DS from microemulsions through cellulose membrane. The
r2 of this defined model was found to be 90.4%.

y ¼ aþ bxþ dummy variables ð1Þ

yðpermeationÞ ¼ 0:016þ ½0:062∗hour� − �0:002∗hour2�

þ 0:09∗½MP ¼ 1�þ 0:047∗½ME ¼ 1� ð2Þ

As has been reported previously, in order to study electrical
conduction of non-ionic microemulsions, a small amount of
aqueous electrolyte must be added to provide the charges
necessary for the charge transport.29-31 However, the ad-
dition of salt, especially sodium chloride, can significant-
ly affect the phase behaviors and structural properties of
microemulsions,4 and that even may result in phase separa-
tion. For this reason, in this study, the conductivity measure-
ments were performed without deliberate incorporation of
an electrolyte. With M formulations without water fraction,
low conductivity values were obtained. It is known that auto-
protolysis constants (K) for aliphatic alcohols are –logK = ~20
and for water, –logK = 14. Therefore, the solutions of alco-
hols are better conductors than water, and the conductiv-
ities of alcohols are also greatly increased by the presence
of water.32 The appropriate electrical conductivity values
for the conductivity study were obtained with formulations
without water and DS, primarily enabled by the presence of
alcohols; then the electrical conductivity values of micro-
emulsions with and without DS were compared. DS-loaded
microemulsions clearly showed higher conductivity values
than unloaded formulations. As shown in Table 5, the con-
ductivity values of unloaded microemulsions vary between
16.9 and 17.9μScm−1 and drug-loaded microemulsions vary
between 18.8 and 20.2 μScm−1. In the present study, the ef-
fect of the water phase on the amount of microemulsions
was also evaluated. Electrical conductivity increases in drug-
loaded formulations when the amount of water is increased.
The titration process, performed by adding water, continued

Figure 2. In vitro release profiles of diclofenac sodium through
cellulose membrane from MP, ME, and MI. ME indicates
microemulsion prepared with ethanol; MI, microemulsion
prepared with isopropyl alcohol; and MP, microemulsion
prepared with propanol.

Table 3. Release Rates of All Formulations Studied Through
Cellulose Membrane*

Formulations MP (± SD) ME (± SD) MI (± SD)

Flux
(mg/cm2/h)

0.059 ± 0.018 0.040 ± 0.002 0.038 ± 0.003

* ME indicates microemulsion prepared with ethanol; MI,
microemulsion prepared with isopropyl alcohol; MP, microemulsion
prepared with propanol; and SD, standard deviation.

Table 4. DummyVariables ThatWere Taken for each Formulation*

Formulations MP ME MI

Dummy variables 1
0
0

1
1
0

0
0
0

* ME indicates microemulsion prepared with ethanol; MI,
microemulsion prepared with isopropyl alcohol; and MP,
microemulsion prepared with propanol.
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until ~4.5% to 10% water content of the formulation. A lin-
ear increase was observed on the electrical conductivity of
the drug-loaded microemulsions by adding water drop by
drop (Figure 3). After certain percentages of water, conduc-
tivity values remain constant. As shown in Figure 3, MP,
ME, and MI conductivity values remained constant after
~1%, 1.5%, and 4% water content, respectively.

The conductivity results obtained showed that loading DS
and the addition of the appropriate amount of water phase
into the formulation had no negative effects on system stab-
ility. When an unstable emulsion system and phase separa-
tion occurs, the conductivity values are greatly reduced.33

In previous literature, it has been reported that the lowest
isoconductivity plots extend to the largest droplet radii.33-35

Similarly, in this study, the size of the droplets for unloaded
microemulsion with low conductivity values were greater
than those of drug-loaded formulations with higher conduc-
tivity values.

Viscosity measurements were examined as a function of sheer
rate, and Newtonian fluid characterization was observed for
each drug-loaded microemulsion system (Figure 4). A
similar characteristic was also found for unloaded micro-
emulsions. As a result of viscosity measurements, it was
observed that viscosity values of drug-loaded microemul-

sions were higher than the values of unloaded formulations
(Table 5).

The M formulations with and without DS had appropriate
observed pH values varying from 6.70 to 6.85 for topical
application (Table 5). Incorporation of DS did not signifi-
cantly affect the observed pH value of the microemulsions.

As the result of irritation study, no visible reaction was seen
with any of the formulations after an 8-hour application on
the inner arms of volunteers. The erythema values of formu-
lations with and without DS were lower than control values,
meaning that lightening of skin color did occur.

The results of the skin irritation study were analyzed accord-
ing to repeated measures ANOVA. It was seen that the dif-
ference between erythema values of formulations and control
was insignificant (P =.387). There was also no significant
difference among the erythema values of any of the formula-
tions (P 9 .05) (Table 6). Consequently, addition of DS and
different cosurfactants in the formulations has no effect on
skin irritation features of microemulsions. Detailed skin tests
have to be performed on more volunteers before these formu-
lations can be used for DS as a vehicle for topical application.

CONCLUSION

The results of in vitro release study, physicochemical prop-
erty tests, and skin irritancy study showed that all 3 M for-
mulations studied may be appropriate vehicles for topical

Table 5. The Conductivity, Viscosity, and Observed pH Values of Water/Oil Microemulsions With/Without Diclofenac Sodium*

Formulations

Unloaded Microemulsions DS-Loaded Microemulsions

Conductivity σ
(microsiemens/cm)

Viscosity ή
(cps) pH

Conductivity σ
(microsiemens/cm)

Viscosity ή
(cps) pH

ME 16.9 87 6.70 18.8 176 6.70
MI 16.9 80 6.75 20.2 174 6.85
MP 17.9 90 6.75 18.8 194 6.70

* DS indicates diclofenac sodium; ME, microemulsion prepared with ethanol; MI, microemulsion prepared with isopropyl alcohol; and MP,
microemulsion prepared with propanol.

Figure 3. Electrical conductivity (σ) as a function of water phase
volume fraction (%wt/wt) in the systems ME+DS, MP+DS,
and MI+DS. ME indicates microemulsion prepared with ethanol;
DS, diclofenac sodium; MP, microemulsion prepared with
propanol; MI, microemulsion prepared with isopropyl alcohol.

Figure 4. Viscosity (cP) of drug-loaded microemulsion systems
(ME+DS, MP+DS, MI+DS) as a function of shear rate (1/s).
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application; however, MP may be preferable because it has
both the highest percentage of water for the increased facility
of loading water soluble drugs and the highest flux value of
the drug studied.

ACKNOWLEDGMENTS

The authors wish to thank Research Foundation of Ege Uni-
versity for financial support given to this study (19/ECZ/2000).
The authors are grateful to Dr Timur Köse, Faculty of Medi-
cine, Ege University, Department of Biostatistics and Med-
ical Informatics, for the statistical analysis.

REFERENCES

1. Comelles F, Pascual A. Microemulsions with butyl lactate as
cosurfactant. J Dispers Sci Tech. 1997;18:161Y175.

2. Park KM, Kim CH. Preparation and evaluation of flurbiprofen-loaded
microemulsion for parenteral delivery. Int J Pharm. 1999;181:
173Y179.

3. Lawrence MJ, Rees GD. Microemulsion-based media as novel drug
delivery systems. Adv Drug Del Rev. 2000;45:89Y121.

4. Paul BK, Moulik SP. Microemulsions: an overview. J Dispers Sci
Tech. 1997;18:301Y367.

5. Trotta M, Gasco MR, Morel S. Release of drugs from oil-water
microemulsions. J Control Release. 1989;10:237Y243.

6. Osborne DW, Ward AJI, O’Neil KJ. Microemulsions as topical drug
delivery vehicles: in-vitro transdermal studies of a model hydrophilic
drug. J Pharm Pharmacol. 1991;43:451Y454.

7. Thacharodi D, Panduranga Rao K. Transdermal absorption of
nifedipine from microemulsions of lipophilic skin penetration enhancers.
Int J Pharm. 1994;111:235Y240.

8. Delgado-Charro MB, Iglesias-Vilas G, Blanco-Mendez J,
López-Quintela MA, Marty JP, Guy RH. Delivery of a hydrophilic
solute through the skin from novel microemulsion systems. Eur J Pharm
Biopharm. 1997;43:37Y42.

9. Kreilgaard M, Pedersen EJ, Jaroszewski JW. NMR characterization
and transdermal drug delivery potential of microemulsion systems.
J Control Release. 2000;69:421Y433.

10. Baroli B, López-Quintela MA, Delgado-Charro MB, Fadda AM,
Blanco-Méndez J. Microemulsions for topical delivery of 8-methoxsalen.
J Control Release. 2000;69:209Y218.

11. Alvarez-Figueroa MJ, Blanko-Mendez J. Transdermal delivery of
methotrexate iontophoretic delivery from hydrogels and passive delivery
from microemulsions. Int J Pharm. 2001;215:57Y65.

12. Rhee Y-S, Choi J-G, Park E-S, Chi S-C. Transdermal delivery
of ketoprofen using microemulsions. Int J Pharm. 2001;228:
161Y170.

13. Richter T, Keipert S. In vitro permeation studies comparing bovine
nasal mucosa, porcine cornea and artificial membrane: androstenedione
in microemulsions and their components. Eur J Pharm Biopharm.
2004;58:137Y143.

14. Sintov AC, Shapiro L. New microemulsion vehicle facilitates
percutaneous penetration in vitro and cutaneous drug bioavailability in
vivo. J Control Release. 2004;95:173Y183.

15. Djordjevic L, Primorac M, Stupar M. In vitro release of diclofenac
diethylamine from caprylocaproyl macrogolglycerides based
microemulsions. Int J Pharm. 2005;296:73Y79.

16. Sintov AC, Botner S. Transdermal drug delivery using
microemulsion and aqueous systems: influence of skin storage
conditions on the in vitro permeability of diclofenac from aqueous
vehicle systems. Int J Pharm. 2006;311:55Y62.

17. Naito S, Tominaga H. Percutaneous absorption of diclofenac sodium
ointment. Int J Pharm. 1985;24:115Y124.

18. Adayeye CM, Li PK. Diclofenac sodium. In: Florey K, ed.
Analytical Profiles of Drug Substances. New York, NY: Academic Press
Inc; 1990:123Y144.

19. Ege MA, Karasulu HY, Guneri T. Triangle phase diagram analysis
software. Paper presented at: The 4th International Postgraduate
Research Symposium on Pharmaceutics; Sept 20-22, 2004; Istanbul.
Istanbul: Istanbul University; :36.

20. Kantarci G, Karasulu HY, Ozguney I, Guneri T. Phase behaviour of
microemulsion systems containing short chain alcohols as co-surfactant.
Acta Pharmaceutica Sciencia. 2002;44:77Y85.

21. Dureja H, Tiwary AK, Gupta S. Simulation of skin permeability in
chitosan membranes. Int J Pharm. 2001;213:193Y198.

22. Draper NR, Smith H. More complicated models. In: Draper NR, ed.
Applied Regression Analysis. 2nd ed. New York, NY: John Wiley and
Sons Inc; 1980:218Y280.

23. Yener G, İncegül T, Yener N. Importance of using solid lipid
microspheres as carriers for UV filters on the example octyl methoxy
cinnamate. Int J Pharm. 2003;258:203Y207.

24. Ferreira LAM, Seiller M, Grossiord JL, Marty JP, Wepierre J.
Vehicle influence on in vitro release of glucose: w/o, w/o/w and o/w
systems compared. J Control Release. 1995;33:349Y356.

25. Ho HO, Huang FC, Sokoloski TD, Sheu MT. The influence of
cosolvents on the in-vitro percutaneous penetration of diclofenac sodium
from a gel system. J Pharm Pharmacol. 1994;46:636Y642.

26. Parsaee S, Sarbolouki MN, Parnianpour M. In-vitro release of
diclofenac diethylammonium from lipid-based formulations. Int J
Pharm. 2002;241:185Y190.

27. Pattarino F, Marengo E, Gasco MR, Carpignano R. Experimental
design and partial last squares in the study of complex mixtures:
microemulsions as drug carriers. Int J Pharm. 1993;91:157Y165.

Table 6. Mean of Erythema Values of Microemulsion Formulations
With/Without Diclofenac Sodium and Control*

Formulation
Number of
Volunteers†

Mean of Erythema
Values ± SEM

Control 9 208.2 ± 10.6
ME 9 177.3 ± 14.7
ME-DS 9 174.6 ± 13.6
MI 9 172.8 ± 21.1
MI-DS 9 179.1 ± 22.2
MP 9 189.6 ± 22.3
MP-DS 9 191.2 ± 15.1

* ME indicates microemulsion prepared with ethanol; DS, diclofenac
sodium; MI, microemulsion prepared with isopropyl alcohol; and MP,
microemulsion prepared with propanol.
† Inclusive age range of all volunteers was 22 to 49; male/female
distribution was 1 male/8 females.

AAPS PharmSciTech 2007; 8 (4) Article 91 (http://www.aapspharmscitech.org).

E6



28. Bjerregaard S, Söderberg I, Vermehren C, Frokjaer S.
Formulation and evaluation of release and swelling mechanism
of a water in oil emulsion using factorial design. Int J Pharm.
1999;193:1Y11.

29. Ezrahi S, Wachtel E, Aserin A, Garti N. Structural polymorphism in
a four-component nonionic microemulsion. J Colloid Interface Sci.
1997;191:277Y290.

30. Weigert S, Eicke H-F, Meier W. Electric conductivity near the
percolation transition of a nonionic water-in-oil microemulsion. J Phys
A. 1997;242:95Y103.

31. Ozer O, Muguet V, Roy E, Grossiord JL, Seiller M. Stability study
of w/o/w viscosified multiple emulsions. Drug Dev Ind Pharm.
2000;26:1185Y1189.

32. Gutman V, ed. Coordination chemistry in proton containing donor
solvents. In: Coordination Chemistry in Non-Aqueous Solutions. Vienna,
Austria: Springer-Verlag; 1968:56Y59.

33. Li F, Vipulanandan C, Mohanty KK. Microemulsion and solution
approaches to nanoparticle iron production for degradation of
trichloroethylene. Colloids Surf A Physicochem Eng Asp. 2003;223:
103Y112.

34. Eicke HF, Meier W, Hammerich H. On electric conductivity
of infinitive clusters in water-in-oil microemulsions. Langmuir. 1994;
10:2223Y2227.

35. Bumajdad A, Eastoe J. Conductivity of water-in-oil microemulsions
stabilized by mixed surfactants. J Colloid Interface Sci. 2004;274:
268Y276.

AAPS PharmSciTech 2007; 8 (4) Article 91 (http://www.aapspharmscitech.org).

E7



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages false
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile (Color Management Off)
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 290
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 290
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /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
  /CropMonoImages true
  /MonoImageMinResolution 800
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /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)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [2834.646 2834.646]
>> setpagedevice


