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6. NISANHIAINNAIAILRI EC-SDN
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Purpose: The purpose of this study was to prepare naproxen enteric-coated
microcapsules by the spray-drying technique using methacrylic acid
copolymer, Eudragit L30D-55, as coating material.

Methods: The drug-polymer suspensions at three ratios, 1:0.25, 1:0.5 and
1:0.75 were spray dried. The effect of ratio of coating polymer and drug
loading on morphology, micromeritic properties and drug release from the
spray-dried powders were investigated.

Results: Photomicrographs illustrated that the products are spherical
aggregated of coated particles. The higher coating polymer content resulted
in the more spherical and smoother surface. The dissolution of naproxen
from the all spray-dried powder were less than 6% after 120 minutes in 0.1
N HCI solution and more than 80% after 30 minutes in pH 7.4, phosphate
buffer solution. The enteric-coating action depended on the amount of
Eudragit L30D-55 used in the formulation. Moreover, the spray-dried
powder showed some resistance to simulated gastric acid and then released
drug more rapidly in pH 7.4 buffer solution.

Conclusion: These data indicated that the enteric-coated microcapsules
could be prepared by a spray-drying technique with aqueous acrylic
copolymer. It may be possible to prepare dividable tablet from these enteric-
coated microcapsules.
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Development of spray-dried naproxen enteric-coated microcapsules
Introduction

Oral administration of anti-inflammatory drugs may result in adverse side effects such as
gastric irritation, nausea and vomiting. The incidence of such reactions from naproxen
can be reduced by administering enteric-coated tablets (1). Currently, much emphasis has
been laid on multiple-unit enteric-coated preparations because of their advantages over
single unit products demonstrated by a ready distribution over a large surface area, thus
minimizing the risk of local irritation (2-3). A spray-drying technique was used to prepare
enteric-coated microcapsules (4). However, interactions between the enteric-coating
material and the drug were found (5-6). Aqueous acrylic latex, Eudragit L30D, was used
to formulate spray-dried sodium diclofenac enteric-coated microcapsule (7).

The aim of this study was to prepare naproxen enteric-coated microcapsules by the spray-
drying technique using a methacrylic acid copolymer, Eudragit L.30D-55, as a coating
material. The effect of different weight ratios of the coated polymer to drug loading on
morphology, micromeritic properties and the dissolution behavior of spray-dried
microcapsules were investigated.

Material and methods
A. Preparation of spray-dried products

Table I shows the spray-drying formulations. All excipients except naproxen were
mixed and the pH was adjusted to 5.5 with an ammonia solution. Finally, naproxen was
added. The suspensions were fed by a peristaltic pump to the spray-dryer (Niro, Mobile
Minor, Model H, Denmark) and atomized into a drying chamber by a spray nozzle. The
spray-dryer was operated under the following conditions: inlet temperature, 160+5°C;
outlet temperature, 90+5°C; feed rate, 32 ml/min; pressure pump, 0.9 bar. The drug
entrapped in each spray-dried product is listed in Table II.

Table I Formulations for preparation of enteric-coated microcapsules by a spray-drying
technique

Spray drying formulations (%)

Component I 11 111
Naproxen 12.00 12.00 12.00
Eudragit L30D-55 3.00 6.00 9.00
PEG 6000 0.30 0.60 0.90
Talcum 1.34 1.34 1.34
Simethicone 0.04 0.04 0.04

Table II Micromeritic parameters of spray-dried powder

Parameters Naproxen I 11 111
Drug content (%) 100 79.77+£0.12 | 66.04+£0.08 | 58.00+0.10
% RSD of content uniformity - 0.15 0.12 0.16
True density (g/cm’ ) 1.32 1.31 1.21
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B. Micromeritic properties of spray-dried products

True density of spray-dried products was evaluated by a gas pycnometer and is listed
in Table II. Flow properties of the spray-dried products were determined by a flowmeter
(Pharmatest, type PTG). The shape and surface topography of the spray-dried products
were observed by a scanning electron microscopy (JEOL, model JSM-4510LV, Japan)

C. Content uniformity of spray-dried products

Dissolve 80 mg of spray-dried products in 100 ml of methanol and filter. Dilute 10 ml
of the filtrate to 50 ml with methanol and measure the absorbance at the maximum of 331
nm. The results of ten samples were determined for each formulation to ensure
homogeneity of mass. The relative standard deviation (RSD) was calculated.

D. Dissolution studies

The dissolution profiles of the naproxen starting material and the spray-dried products
were determined by using BP 2002 Apparatus 2 at 37+0.5°C with paddle and rotation was
set at 50 rpm. The dissolution medium was 0.IN HCI solution and pH 7.4 phosphate
buffer solution. The dissolution procedure was followed: 2 hrs of exposure to 750 ml of
0.1N HCI solution followed by testing in 1000 ml of pH 7.4 phosphate buffer solution.
The released amount of naproxen was periodically determined by UV spectrophotometer.
The naproxen starting material was also investigated for comparison. The mean of six
tablets was calculated.

Results and discussion

Figure 1 shows the scanning electron microphotographs of the naproxen starting material
and the spray-dried products. The spray-dried products were spherical agglomerations of
coated particles. The surface of the spray-dried powder seem to be entirely covered with
polymeric materials due to the higher coated polymer content which resulted in a more
spherical and smoother surface as shown in Fig. 2. All the spray-dried products could not
flow through the orifice.

Content uniformity criteria of acceptance were set according to USP 26. The relative
standard deviation must be less than 6%. In the present study, the relative standard
deviation of the spray-dried products was less than 0.2% (Table II).

The dissolution profiles in acidic media of the spray-dried powder and the naproxen
starting material are shown in Fig. 3. The release rate of the spray-dried products was
slower than the naproxen starting material. The gastroresistant property depended on the
amount of Eudragit L30D-55 used in the formulation. The more Eudragit L30D-55 used,
the slower the release of the drug. The dissolution of naproxen from all spray-dried
products was below 6% for 2 hrs in the acidic solution. After the medium pH changing
from acidic to 7.4, the release rate of the drug increased rapidly. The release amount was
more than 80% for 30 minutes in the pH 7.4 phosphate buffer solution (Fig. 4). The pH-
changed dissolution profiles of the spray-dried powder and the naproxen starting material
are shown in Fig. 5. The results indicated that all the spray-dried powder was thoroughly
encapsulated in the enteric-coated polymer.



32

Fig. 1. Scanning electron micrograph of naproxen starting material (X500)and spray-dried
products with different amounts of Eudragit L30D-55 (X200). (A) naproxen starting
material; (B) Formulation I; (C) Formulation II; (D) Formulation III
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(A)

(B)

Fig. 2. Scanning electron micrograph of spray-dried products with different amounts of
Eudragit L30D-55 at X 750 magnificant. (A) Formulation I; (B) Formulation II; (C)
Formulation I1I
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Fig. 3. Dissolution profiles of the spray-dried powder and the naproxen starting
material in the 0.1N HCL
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Fig. 4. Dissolution profiles of the spray-dried powder and the naproxen starting
material in the pH 7.4 phosphate buffer.
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Fig. 5. Dissolution profiles of the spray-dried powder and the naproxen starting
material in the pH changed dissolution medium.
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