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ABSTRACT: Diclofenac sodium ocuserts were prepared by using different polymers such as hydroxy propyl methyl cellulose
(HPMC), hydroxy propyl cellulose (HPC), methyl cellulose (MC) and ethyl cellulose (EC) at various concentrations and
combinations using dibutyl phthalate (DBP) as plasticizer. The ocuserts is prepared by solvent casting technique. The prepared
ocuserts were evaluated for moisture absorption, moisture loss, thickness, weight variation, folding endurance and drug
content. The invitro drug release was studied using commercial semi permeable membrane. A zero order release formulation
F3 were sterilized by ethylene oxide and subjected to in vivo studies. IR spectral observation show there is no interaction of
drug with polymer which indicates the intactness of drug in formulation. Ocular toxicity test and accelerated stability studies

were also carried out for the formulation F3.
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INTRODUCTION

Drugs administered in traditional topical
ophthalmic formulation such as aqueous eye drops have
poor bioavailability due to rapid precorneal elimination.
To reach therapeutic levels frequent instillation of the
drug are required, leading to a low patient compliance.
Furthermore, the drug level in the tear film is pulsed,
with an initial period of overdosing, followed by a longer
period of underdosing" %. Consequently, numerous novel
ophthalmic drug delivery systems were developed to
achieve a higher bioavailability of drugs. Among these
formulations are in situ gelling polymer®®, microspheres’
"' nanoparticles'>"®, liposomes'®"” and ocular inserts®”
»_ The advantage of ocular inserts, which are solid
devices placed in the cul-de-sac of the eye in comparison
with liquid formulations are numerous. Because of the
prolonged retention of the devices and a controlled
release, the effective drug concentration in the eye can be
ensured over an extended time period. Dosing of the drug
is also more accurate and the risk of systemic side-effects
is decreased. Furthermore, solid devices have an
increased shelf life and the presence of additives such as
preservatives is not required. Nevertheless, despite all
these advantages ocular inserts have so far not been
widely used in ocular therapy.

Diclofenac sodium is an aryl-acetic acid
derivative in the group of Non steroidal anti-
inflammatory drugs. It is mainly employed for the
inhibition of intraoperative miosis and post-operative
inflammation in cataract surgery. In this study, an attempt
was made to prepare diclofenac sodium ocular inserts
with the target of increasing the contact time, reducing
the frequency of administration, improving patient
§7ompliance and obtaining greater therapeutic efficacy™®

MATERIALS AND METHODS

Diclofenac sodium was obtained from M/s
NATCO Pharma Ltd, Hyderabad, India. Polymers such
as HPMC-15cps, MC, EC and HPC were obtained from
Loba Chemicals, Mumbai as gift samples.
Preparation of drug reservoir

The reservoir film containing 6.25 mg of
diclofenac sodium was casted with different polymers at
various concentrations were dissolved in water and casted
on glass plate using a ring 4 cm diameter having (an area
of 12.571cm’) 3 ml capacity. Dibutyl phthalate (30 %
W/W of polymer) used as a plasticizer. After drying,
circular films of 8 mm diameter (an area of 0.5024cm”)
each containing 250 mg of diclofenac sodium was cut.
(Table 1)
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Table 1: Composition of various polymers in different formulations per ring
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Preparation of rate controlling membrane

The rate controlling membrane was casted on a
glass plate using ethyl cellulose which is dissolved in
chloroform and dibutyl phthalate (30 % w/w of polymer)
as plasticizer was prepared. Circular membranes of 10
mm diameter were cut using a special mould. Both the
drug reservoir was sealed to control the release from the
circumference®.
In vitro release studies

The in vitro release studies were carried out
using a bi chambered donor receptor compartment model
designed using commercial semi-permeable membrane of
transparent and regenerated cellulose type (Sigma
dialysis membrane). It was tied at one end of the open-
end cylinder, which acted as the donor compartment®.
The ocuserts was placed inside the donor compartment.
The semi permeable membrane was simulated ocular in
vivo conditions like corneal epithelial barrier. In order to
simulate the tear volume, 0.7 ml of pH 7.4 isotonic
phosphate buffer was placed and maintained at the same
level through out the study in the donor compartment,
which contain 25 ml of pH 7.4 isotonic phosphate buffer.
The drug content was analyzed at 276 nm using
Shimadzu 1201 UV/Vis spectrophotometer.
Evaluation of ocuserts

The prepared ocuserts were evaluated for
moisture absorption30, moisture loss®’, thickness, weight
variation, folding endurance and drug content.
Formulation F3 was sterilized by using ethylene oxide.
The test for sterility of formulation F3 was carried out
according to the method prescribed in Indian
Pharmacopoeia for detecting the presence of viable forms
of Bacteria, fungi and yeast using fluid thioglycollate
media and chopped meat medium having positive and
negative control. Accelerated stability studies were
carried out exposing the formulation F3 to the
temperature of 4° C, 37° C and 60° C for 42 days. Ocular
toxicity test were conducted in 6 male healthy rabbits
weighing about 1.5 kg. The eyes were washed with all
glass double distilled water warmed to body temperature..

The medicated disc was placed in cul-de-sac of right eye
keeping the left eye as control.

RESULTS AND DISCUSSION

In the present study, efforts have been made to
prepare ocuserts of Diclofenac sodium using different
polymers such as HPMC, HPC, MC and EC*' (Table 1).
The ocuserts were prepared as membrane permeation
controlled devices with the drug loading sufficient
enough for ‘Once a day’ therapy.

F7 and F10 exhibit low percentage moisture
absorption which could be due to its low degree of
hydrophilicity than other formulations. The formulation
F3 and F1 had more percentage moisture absorption due
to HPMC, which is hydrophilic in nature. Moisture loss
study revealed that F7 and F10 show low moisture loss,
which is due to low moisture degree of hydrophilicity of
polymer compared to other formulations. F1 and F3 show
maximum moisture loss due to its hydrophilicity. All the
batches were formulated to have thickness as minimum
as possible in order to minimize irritation to the eyes. All
batches were found to have thickness in the range of
0.172+0.02mm to 0.227+0.22mm and weight uniformity
in the range of 19.38 to 24.83mg with minimum intra
batch variations. Folding endurance and content
uniformity values avowed the fact that the process used
in the study is capable of giving films with uniform drug
content with unsubstantial differences in targeted drug
loading in addition to the physical stability of the film
against the mechanical stress. The drug content analysis
data revealed that all batches having the maximum drug
loading (Table 2). The minimum standard deviation
values revealed the fact that process used in the study is
capable of giving film of uniform magnitude.

In vitro dissolution study of formulation F3 was
found to release 94.76% of drug in a zero order pattern
for the extended period of 24 hrs (Fig 1 & 2). Hence it
was considered as the formulation of choice for in vivo
studies. The in vivo release was found to be 73.80% of
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loaded drug at the end of 24 hrs. To establish the
correlation between in vitro — in vivo release data
regression analysis was carried out. The correlation value
of 0.9972 indicated correctness of the in vitro method
followed and adaptability of the delivery system to the
biological system where it can release the drug in
concentration independent manner fig 3. Formulation F3
passed the test for sterility.

The sterilized ocuserts were tested for their
sterility. It was found visually that the fluid thioglycollate
media containing sterilized ocuserts and chopped meat
medium containing sterilized ocuserts were free from
turbidity. This confirms the absence of aerobic bacteria
and anaerobic bacteria and fungi. From this ethylene
oxide sterilization was found to be convenient for
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sterilizing ocuserts. The rabbit eye subjected to ocular
toxicity test did not show any signs of irritations or
inflammations. The results of accelerated stability studies
indicate that they are stable both physically and
chemically at 4° C and 37° C. The period of expiry for the
formulation F3 was determined by FREE and BLYTHE
method. By this method it is known that the time to 90%
potency is 114 days if the F3 is stored at 25°C.

CONCLUSION

Formulation F3 has achieved the targets of
present study as prolonged zero order release, increase in
contact time and reduction in frequency of administration
and thus improve patient compliance.

Table 2: Physicochemical Evaluation of different formulations

Formulation | *Percentage * Percentage *Thickness in * Weight * Folding * Drug content
code Moisture Moisture Loss | mm + SD uniformity in Endurance = | in mg = SD

Absorption +SD mg + SD SD

+SD
F1 7.37+0.365 1.672+0.11 0.227+0.002 23.14+0.095 93+2.52 0.2567+0.0227
F2 5.95+0.118 12.61+0.096 0.168+0.0043 19.38+0.09 74+2.08 0.2532+0.0159
F3 7.25+0.318 11.57+0.057 0.217+0.0052 21.53+0.056 87+1.15 0.2488+0.02217
F4 6.44+0.227 14.14+0.046 0.180+0.0046 21.71+£0.0568 82+1.53 0.2546+0.0180
F5 6.13+0.02 13.67+0.06 0.172+0.0047 20.74+0.454 70£2.52 0.2594+0.0145
F6 6.98+0.134 14.79+0.137 0.232+0.0026 24.834+0.121 95+3.05 0.2563+0.0165
F7 3.74+0.096 10.18+0.0488 0.178+0.01 22.18+0.168 72+1.73 0.2505+0.267
F8 5.97+0.103 12.82+0.07 0.224+0.0025 24.11+£0.226 90+1.00 0.2527+0.0222
F9 4.30+0.0268 12.72+0.031 0.218+0.0044 23.24+0.098 78+0.577 0.2459+0.0321
F10 4.14+0.0473 11.49+0.229 0.193+0.0053 22.36+0.245 75+2.00 0.2648+0.1237

Average of three determinations

Fig 1: In vitro drug release for
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